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Abstract

Background: Inthe United States, young men who have sex with men (Y MSM) remain disproportionately affected by human
immunodeficiency virus (HIV) and other sexually transmitted infections (ST1s). Although routine HIV/STI screening is pivotal
to the timely diagnosis of HIV and STIs, initiation of appropriate treatment, and reduced onward disease transmission, repeat
screening is underused. Novel interventions that incorporate elements of games, an approach known as gamification, have the
potential to increase routinization of HIV/STI screening among Y MSM.

Objective: The study aimsto test the hypothesis that an incentive-based intervention that incorporates el ements of gamification
can increase routine HIV/STI screening among YMSM in California.

Methods: The study consists of aformative research phase to develop the intervention and an implementation phase where the
intervention is piloted in a controlled research setting. In the formative research phase, we use an iterative devel opment process
to design the intervention, including gathering information about the feasibility, acceptability, and expected effectiveness of
potential game elements (eg, points, leaderboards, rewards). These activities include staff interviews, focus group discussions
with members of the target population, and team meetings to strategize and develop the intervention. The final intervention is
called Stick To It and consists of 3 components: (1) online enrollment, (2) Web-based activities consisting primarily of quizzes
and a countdown “timer” to facilitate screening reminders, and (3) in-person activities that occur at 2 sexual health clinics.
Participants earn points through the Web-based activities that are then redeemed for chances to win various prizes during clinic
visits. The pilot study is a quasi-experimental study with aminimum of 60 intervention group participants recruited at the clinics,
at community-based events, and online. We will compare outcomes in the intervention group with a historical control group
consisting of individuals meeting the inclusion criteria who attended study clinics in the 12 months prior to intervention
implementation. Eligible participantsin the pilot study (1) are 18 to 26 yearsold, (2) were born or identify asmale, 3) report male
sexual partners, and 4) have a zip code of residence within defined areas in the vicinity of 1 of the 2 implementation sites. The
primary outcome is repeat HIV/STI screening within 6 months.

Results: Thisisan ongoing research study with initial results expected in the fourth quarter of 2017.
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Conclusions:  We will develop and pilot test a gamification intervention to encourage YMSM to be regularly screened for
HIV/STIs. Theresultsfrom thisresearch will provide preliminary evidence about the potential effectiveness of using gamification
to amplify health-related behavioral change interventions. Further, the research aimsto determine the processes that are essential
to developing and implementing future health-related gamification interventions.

Trial Registration: Clinicaltrials.gov NCT02946164; https.//clinicaltrials.gov/ct2/show/NCT02946164 (Archived by WebCite
at http://lwww.webcitation.org/6ri3G4HwWD)

(JMIR Res Protoc 2017;6(7):€140) doi:10.2196/resprot.8064

KEYWORDS

gamification; men who have sex with men; young men who have sex with men; HIV screening; STI screening; self-determination
theory; game design; game elements; incentives, intrinsic motivation; homosexuality, male; human immunodeficiency virus;

sexually transmitted diseases

Introduction

New and innovative strategies for human immunodeficiency
virus (HIV) infection prevention are urgently needed to increase
the uptake of health services among men who have sex with
men (MSM). A growing body of evidence suggests that, under
the right circumstances, financial incentives can increase the
demand for HIV screening, change short-term sexual behavior,
enhance linkage to care after HIV diagnosis, and promote
adherence to antiretroviral therapy [1-11]. Several studies have
demonstrated that incorporating elements of games into
incentive-based  programs—an  approach  known as
gamification—can be more effective and cost effective than
simple financia incentives alone [12-14]. Ongoing and
completed studiesin the United States and el sewhere, including
severa targeting MSM, have demonstrated the feasibility and
acceptability of gamification for improving engagement in HIV
infection prevention and care [15-20].

We hypothesize that gamification for HIV and sexualy
transmitted infection (STI) prevention may work well to
reengage and motivate a new generation of MSM in a
cost-effective and sustainable way. A focus on young men who
have sex with men (YMSM) is particularly warranted because
this population remains disproportionally affected by HIV
infection. Although HIV diagnoses among gay and bisexual
men have stabilized in recent years, YMSM continue to
experiencethe greatest burden of HIV compared with any other
group in the United States, with young men 13 to 24 years of
age accounting for 27% of new diagnoses among all gay and
bisexual men[21]. Additionally, MSM are at increased risk for
STIs[22].In 2015, 59.6% of al primary and secondary syphilis
diagnosis were among MSM [22]. Rectal chlamydia and
gonorrhea are also common among MSM and are associated
with increased HIV acquisition [23-25]. Moreover, a growing
body of evidence suggests that the Internet and socia media
are effective waysto share sexual health information with MSM,
and YMSM in particular [26-33]. To our knowledge, at |east
two gamification interventionsfor diverse Y MSM in the United
States are underway or have been completed, including an
intervention  to  reduce  sexua risk  behaviors
(healthMpowerment) [15,16] and a mobile phone-based
intervention to improve antiretroviral therapy adherence (Epic
Allies) [17].

http://www.researchprotocols.org/2017/7/e140/

To test the potential of gamification for HIV/STI prevention,
our 2-year study developed and will pilot Stick To It, an
HIV/STI prevention intervention for YMSM (18-26 years of
age) that incorporates elements of gamification. The objective
of the intervention is to increase repeat HIV/STI screening,
defined as screening at least every 3 months. HIV/STI screening
iscritical both asthe gateway to HIV/STI treatment, which can
lead to reduced onward transmission, and as a critical first step
to access prevention strategies such as preexposure prophylaxis
[34]. This paper describesthe methodol ogy and protocol of our
study.

Methods

The study consists of 2 distinct phases. The first phase is the
formative research phase, in which we used focus groups,
structured interviews, and rapid prototyping of intervention
elementsto determine the most effective and appropriate design
for the intervention. The second phase consists of the
implementation of the intervention in a controlled research
design. First, we present the methodol ogy of theformative phase
and the insights gained from the different elements therein,
leading to the final design of the intervention. Second, we
present the protocol for the implementation phase.

Phase 1. Formative Intervention Design

Our intervention was implemented at 2 sexual health clinics, 1
in northern California (Oakland), and 1 in southern California
(Hollywood). Phase 1 formative research took place at the 2
clinics and at meeting locations on a university campus from
November 2015 to July 2016. Our goal in phase 1 wasto design
Stick To It, an intervention incorporating gamification intended
to motivate increased repeat HIV/STI screeningamong Y MSM.
Gamification, “the use of game design elements in non-game
contexts,” [35] is hypothesized to amplify the motivational
power of financial and nonfinancial incentives. It is informed
by self-determination theory, which positsthat external rewards
can be internalized and generate lasting intrinsic motivation
(defined as engaging in activities “because of the positive
feelings resulting from the activities themselves’) if they are
experienced in acontext that satisfiesthree basic psychological
needs: autonomy, competence, and relatedness [36].
Gamification scholars have argued that games and gamification
can create such a context [36,37]. At the beginning of phase 1,
we selected the key game elements that we intended to use in
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theintervention. These included a defined theme and a number
of core “game mechanics,” basic mechanisms that define how
the gamification intervention works. The game theme is a
concept that serves to synchronize all components of the game
and iscritical to maximizing participant engagement [38]. Figure
1 outlines how potential gamification interventionsmay facilitate
improved health outcomes among Y MSM.

Mejiaet a

Because the formative phase of gamification design involves
an iterative process of gathering information about the
effectiveness of game elements and refining the intervention,
we simultaneously present both the design of the formative
phase of our study and the results generated by each stage of
the formative research.

Figure 1. Theory of change for how a potential gamification intervention may facilitate improved health outcomes among young men who have sex
with men (YMSM). HIV: human immunodeficiency virus, STI: sexually transmitted infection.
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Formative Phase Methods and Results

The phase 1 research activities consisted of 4 components: (1)
10 strategy and devel opment meetings of the entire project team,
consisting of the research team, clinic staff, and a gamification
consultant from the private sector; (2) 4 in-depth interviews
with clinic staff about the clinic and its population; (3) 11 focus
groupswith 29 members of thetarget population (YMSM, 18-26
years of age); and (4) a series of weekly meetings of a smaller
design team, consisting of 3 members of the research team and
1 of the site coordinators.

Strategy and Development Meetings

We held 10 meetings of the entire project team. Participants
were the research team, including the project manager, the 2
site-specific project coordinators, the regional coordinatorsand
research director of the implementation partner, and the
gamification consultant. At the initial meetings, the emphasis
was on broad game design-rel ated i ssues such as the theme and
aesthetics of the intervention design. Subsequent meetings
consisted of extensive discussion of the game elements to be
included, such as how to use points, whether to use a
leaderboard; the frequency of participant interaction with the
intervention; how much interaction between participants to
include, if any; when or if to incorporate prizes; and how to use
chance elements to determine prizes or other outcomes. Over
time, these discussionswereincreasingly informed by thefocus
group findings. An important goal of these discussions was to
integrate (1) extensive testing of game elements among the
target popul ation to determine the most suitable, engaging, and
effective intervention design, as this is the cornerstone of

http://www.researchprotocols.org/2017/7/e140/

gamification [38]; (2) knowledge of gamification and game
design principles; (3) the research team's expertise on
established public health behavior change strategies, such as
reminders, incentives, and education; and (4) clinic staff’s
expertise on patient experience, clinic management, and overall
feasibility, including the logistical realities and constrains of
the participating clinics.

Staff Interviews

We conducted structured in-depth interviews with 4 staff
members from both implementation sites. Interviewees were
purposely selected to include testing counselors and clinic
managers. The primary purpose of the interviewswasto assess
the kinds of game elementsthat would be feasible, appropriate,
and best suited to increase engagement between clinic visits
based on staff knowledge of the institutional setting and target
population. The primary game elements discussed were theme
and core game mechanics. The potential core game mechanics
that weinitially considered were (1) games of chance (eg, dice
or spin wheels, gumball machines) and a system of points
awarded for achievement of tasks and goals within the
intervention, (2) prizes awarded based on accumulated points
and outcomes of the chance elements, and (3) leaderboards that
display the relative ranking of participants points or
accomplishments and are used to create an element of
competition. We used the insights gained from the staff
interviews to develop the set of potential themes, core
mechanics, and game elements presented at the initial focus
groups. We also asked staff membersto briefly pilot the games
of chance in the clinic and report their perspectives about the
feasibility and acceptability of each approach.
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Focus Groups

After staff interviews, we conducted an initial set of 4 focus
groupswith thetarget population in both implementation areas.
These discussions followed a standard structured format
designed to €licit detailed information about preferences and
characteristics, with particular focus on use of smartphonesand
Internet technology, as well as experiences with different types
of games. Special emphasiswas placed on issues of concern to
race and ethnic minorities and the leshian, gay, bisexual,
transgender, questioning community. In addition, we tested the
themes and game mechanics that emerged from the staff
interviews with focus group participantsto determine those that
would be most appropriate and effective.

We conducted 7 additional focus groups, which focused more
narrowly on the specific game elements of the intervention and
followed a progression of increasing detail and specificity of
game elements as the design and content of the intervention
evolved. This stage of the formative research was intended to
implement the iterative game design testing process, an
important component of game testing [38]. In these focus
groups, we presented mock-ups of specific game elements, in
the sequencein which they would be encountered by participants
in the intervention, and elicited input on each of the elements
and their interaction in the overall intervention design. An
additional procedure was to present multiple versions of a
particular game element and €licit rankings of the alternatives

Mejiaet a

in terms of potential engagement and effectiveness. While we
emphasized the effectiveness of game elements and their
potential for participant engagement, we also prioritized issues
of sensitivity and appropriateness for the target population
during focus group discussions. Namely, we aimed to ensure
that the proposed game mechanics and messaging were
nonstigmatizing, meaningful, and relevant to the target
population. Focus group facilitators used structured focus group
guides but encouraged a flexible conversation based on
participant input during the sessions to facilitate friendly and
open communication that allowed participants to be honest
about their experienceswith sexual health screeningsand game
design. Participant input on novel designs of specific game
elements or the intervention as a whole was also encouraged.

Among the 11 focus groups held, a total of 29 participants
attended, with between 2 and 9 participants per group session.
The mean age of participants was 24 years old. The
self-identified race/ethnicity of focus group participants was as
follows: American Indian/Alaskan native: 1 (3%); Asian/Pecific
Idander: 3 (10%); black/African American: 4 (14%);
Hispanic/Latino: 10 (34%); white: 9 (31%); mixed or other
race/ethnicity: 2 (7%).

Table 1 summarizes the key results of the focus groups: the
game elements that were discussed, the main insights gained
with respect to each element, and the decisions that were made
about each element in the iterative design process.

Table 1. Focus group results: key insights and decisions about game elements to be used in the Stick To It intervention for young men who have sex
with men (YMSM) in California, 2015-2016.

Game element

Key insights from focus group discussions

Design decisions for Stick To It

Theme

Remindersto screen at self-sched-
uled time

Web-based activities to accompa-
ny reminders and earn points

Chance element for awarding
prizes for screening

Prefer contemporary to retro themes.

Prefer fun, lighthearted themesto highly sexualized themes.
Prefer smplicity in design.

Reminders need to be fun and rewarding.

Prefer text messages (SMS?) over email and social media-
based reminders.

Freguency matters.

Prefer polls and quizzes to games.
Activities should not be competitive.

Interest was expressed in useful information about sexual
health with afun or whimsical approach.

Timeislimited, so online activities should be designed to
be completed in a short period of time, such aswaiting in
line, commuting to work or school.

Guarantee participants wayswin at least asmall prize as
ameans to deflect from the anxiety and stress associated
with screening encounters.

Prefer a combination of high-probability small prizes and
low-probability large prizes.

Participants need to believe the chance mechanismisn’t
rigged.

Base theme on experiences and interests of YMSM.
Usebright colors, whimsical humor, and fun content.

Send communications viaSMS.
Link to afun online activity for points.

Decrease communication intervals from 3 weeks to
1 week between screenings.

Incorporate a“countdown timer” to remind partici-
pants when next quarterly screening is due.

Use multiple-choice quizzes, with pointsfor answer-
ing questions, and additional points for correct an-
swers.

Limit questionsto 5 per quiz.
Mix informational with fun and whimsical activities.
Make questions short and to the point.

Use gumball machine at the clinic as a game of
chance.

More points lead to more gumballs.
Base prizes on color combinations of gumballs.

Award small prizes for common combinations and
large prizes for rare combinations.

8SMS: short message service.
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Design Team Meetings

The smaller design team held a series of weekly meetings. The
design team iteratively redesigned components of the
intervention on the basis of the results of the other formative
research components. Each meeting of the design team generated
arevised set of game elements, which were then taken into the
subsequent focus groups and strategy and devel opment meetings
for consideration.

Final Intervention Design

The fina intervention consists of 3 components. online
enrollment, Web-based activities, and in-person activities that
occur at the clinic. Participants earn points through the
Web-based activities, which they then redeem for a chance to
win prizes during clinic visits. All content was developed prior
to the implementation phase of the intervention.

In the first component, participants go through an online
enrollment process and introduction to the intervention. The
enrollment process consists of answering study eligibility
questions, providing consent to participate in the study, and
answering basic demographic questions. The introduction to
the intervention consists of reading a short tutorial, inputting
the date of last HIVV/STI screening—used to set the countdown
timer for the next recommended screening—and being invited
to answer a 5-question multiple-choice quiz on atopic related
to sexua health. Quizzesinclude questionsthat test knowledge
of sexual health information that members of the target
population may vaue (eg, STl symptoms, treatment,
transmission risk, and prevention strategies) and questions
primarily intended to be humorous or whimsical. Participants
earn points for each step of this process (except for providing
consent).

The second component, Web-based activities, occur on the
intervention website (stick2it.org) and are intended to
accomplish two primary goals. The first is to provide multiple
reminders of the approaching quarterly screening date, which
isaccomplished through the prominent display of the countdown
timer on the personalized webpage dashboard using a graphic
presentation that was designed as part of the aesthetic theme of
the intervention. The second is to provide participants the
opportunity to accumulate points, which increasestheir chance
of winning more valuable prizes at the clinic, thus increasing

http://www.researchprotocols.org/2017/7/e140/
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their motivation to receive quarterly HIV/STI screening. The
online activities are primarily triggered by a series of short
message service (SMS) text messages, inviting participants to
visit the intervention website and complete various activities,
such astaking the latest quiz, viewing their screening countdown
timer, and inviting friends to join the intervention. Messages
are sent with increasing frequency asthe participant approaches
their quarterly screening date, beginning with a 3-week interval,
increasing to a 1-week interval. To complete each quiz,
participants click alink in the SMS message directing them to
their home page on the intervention website, where participants
can also view their countdown timer. Points are awarded for
answering the quiz questions, with additional points awarded
for answering correctly. Participants are provided with an
opportunity to take a new quiz every 3 weeks throughout the
course of the intervention. In addition, participants earn points
when they invite eligible friendswho subsequently enroll in the
intervention. Invited friends must meet all participant inclusion
criteria.

The third component of the intervention involves the game of
chance and takes place at the clinic. Participants also receive
additional points for visiting the clinic for screening.
Participants’ accumulated points are redeemablefor prizesonly
at the clinic (for any reason, including screening or treatment).
The redemption process works as follows. Gumball machines
are located at each clinic. This was both the game of chance
overwhelmingly preferred by the target popul ation through our
focus group testing and the most feasible to implement at the
clinics. During their clinic visit, participants can draw between
1 and 5 gumballs, depending on their accumulated points. The
number of points earned corresponds with the number of
gumball draws avalable to the participant. The color
combinations of the gumballsthat are drawn determinethe prize
received. Points redeemed for gumball draws are deducted from
the participant’s accumulated points at the time of redemption.
The system of points and prizes was designed to result in an
average prize cost of US $5 per screening visit. After screening,
the countdown timer is reset for the next quarterly screening
date. Multimedia Appendix 1 presents the points system and
prizesused in theintervention. Multimedia Appendix 2 presents
screenshots of the intervention website. Figure 2 shows a
schematic of the final intervention design.
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Figure 2. Schematic of final intervention design. HIV: human immunodeficiency virus; STI: sexually transmitted infection.
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Phase 2 I ntervention Pilot

Phase 2 will take place from October 2016 to June 2017 and
will address the following aims: (1) evaluate the preliminary
effectiveness of the Stick To It intervention on repeat HIV/STI
screening in a pilot study, (2) evaluate the acceptability of and
participant engagement with the Stick To It intervention, (3)
evduate the feasibility and cost of implementing an
effectiveness evaluation on alarger scale, and (4) evaluate the
cultural competence of the intervention as designed and
implemented.

Study Population and Eligibility Criteria

Our study targets individuals who (1) are 18 to 26 years old,
(2) wereborn or identify asmale, (3) report male sexual partners
at the time of enrollment, and (4) have a zip code of residence
within defined areasin thevicinity of 1 of the 2 implementation
sites. We selected YMSM aged 18 to 26 years as inclusion
criteria for this pilot study given the substantial variations in
the intervention design that would be required to include
adolescent-aged YMSM. Additionally, a minimum inclusion
age of 18 years will ensure that participants can provide
independent consent to participate in the intervention.

Recruitment, Screening, and Sample Size

Participants will be recruited through three main channels.
Multimedia Appendix 3 (flyers) and Multimedia Appendix 4
(video) present the recruitment tools used for the intervention.

In-Clinic Recruitment

Clinic staff will identify eligibleindividualswho visit theclinics
for screenings, treatment, or other purposes and will inform
them of the study and invite them to participate. In addition,

http://www.researchprotocols.org/2017/7/e140/

placing flyersin the clinics and displaying the gumball machines
in examination rooms will facilitate conversations about the
intervention with potential participants. Thosewho areinterested
will be given a handout directing them to the intervention
website, where they will be invited to complete an eligibility
guestionnaire and, if eligible, provide consent to participate in
the study. Those with a smartphone will be invited to sign up
while dtill at the clinic. Those who are eligible and provide
consent will enter the study.

Community-Based Recruitment

We will place flyers in bars, other clinics, on mobile testing
vans, and at selected community events. The advertisements
and flyers include links to the intervention website, where
individuals are invited to take the éigibility questionnaire and
provide consent.

Online Recruitment

We will post advertisements on social networking platforms
such as Facebook, Twitter, Instagram, Craigdlist, and Grindr (a
geol ocation-based socia networking app used by YMSM).

Study Design

Owing to potentia spillover effects between the treatment and
control groups within local peer groups, we deemed a
randomized design to be impracticable. Instead, our study will
use a quasi-experimental study design with a historical control
group consisting of eligible participants identified within the
medical records of the same clinics over the 12 months prior to
the intervention phase of the study. We preregistered the study
(clinicaltrials.gov NCT02946164). All digible individuas
recruited at the clinics, at community-based events, and online
will be assigned to the treatment group. We will recruit a
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minimum of 60 participants and amaximum of 200 participants
into the treatment group and identify an identical number of
individuals to serve as a historical control group. To our
knowledge, thiswill bethefirst intervention using gamification
to target YMSM for repeat HIV/STI screening. Accordingly,
we chose alarge sample size range as the upper bound, asit is
not possible for usto predict what the demand will be for such
an intervention among the target popul ation.

Given the pilot nature of the study, the proposed analyses will
likely be underpowered for formal testing purposes.
Nevertheless, if we assume that half of the men in the
comparison group will attend 1 or more repeat HIV/STI
screening visits over 6 months of follow-up, with 60 men in
each group, we will have 80% power to detect a minimum
change of at least 27 percentage points (from 50% to 77%),
which is comparable to the increase observed in an
incentive-based intervention previously implemented by the
community-based organization that operatesthe 2 clinicsin our
study [39].

Outcomes

For the primary outcome of repeat HIV/STI screening, we will
use routinely collected client data from the clinics' electronic
patient tracking and medical record system. A set of quantitative
and qualitative secondary outcomes will be used to determine
the acceptability and feasibility of Stick To It, and whether the
intervention is suitable for a future effectiveness study on a
larger scale. These implementation outcomes are as follows.
Firstistheability to recruit the study population: the percentage
of eligible men approached who are willing to enroll and
whether we can fully enroll the cohort within 6 weeks of study
initiation. Second is participant engagement with the
intervention: among Stick To It participants, we will determine
(2) the proportion who successfully invited 1 or more other
eigible individuals to the intervention, (2) the number of
completed quizzes, and (3) the average number of quizzes
participants completed. Third is cost: we will track the
incremental cost of the program, relative to standard of care,
which we will identify using the ingredients approach, in
accordance with guidance from the World Health Organization
[40Q]. Fourth isthe potential for adverse events; that is, whether
any adverse events occurred and the potential for adverse events
in alarger effectiveness study. Fifth isthe cultural competence
of staff who implemented Stick To It servicesand activitiesand
the cultural relevance of the intervention for members of the
target population.

Data Collection

For each participant, we will collect data for a period of 6
months following their entry into the study. The primary
outcome is repeat HIV/STI screening, defined as the number
of screenings participants receive over the 6-month observation
period, an indicator of retention in the program and its
effectiveness.

In addition, we will collect qualitative information about the
experiences of participants and clinic staff, described below.

http://www.researchprotocols.org/2017/7/e140/

Mejiaet a

We will use the following methods to collect our secondary
outcomes.

Postpilot Questionnaire, Administered to All Participants

A survey offered to al participantsat the end of the study period
will assess HIV/STI screening at other clinics (self-reported),
barriers and facilitators to screening, and perceptions of the
Stick To It intervention.

In-Depth I nterviews

We will conduct up to 10 in-depth interviews with members of
the clinic staff at the end the study period. We will gather
detailed information on their perceptions of the intervention,
including implementation challenges and successes, adaptability
and integration with clinic operations, perceptions of
effectiveness, and suggestions for future improvements.

We will also conduct in-depth exit interviews with up to 40
Stick To It participants from both locations. Our god isto gather
detailed information about whether the intervention was
relevant, motivating, and culturally competent. Further, we hope
to assess the level of satisfaction with the process of earning
and redeeming points, the rewards used, and the program’s
potential applicability to others. We will purposefully select a
diverse group of men from different racial and ethnic groups
and men who had different levels of engagement with the
intervention. Topical areas will include the participant's
perception of HIV/STI risk, perceptions about and experience
with HIV/STI screening, willingness to discuss sexual health
with others, particularly motivating elements of the game, and
any unexpected challenges or adverse events.

Wewill examinewhether Stick To It was culturally appropriate,
relevant, and nonstigmatizing for Y MSM, with an emphasison
African American and Latino YMSM, who are
disproportionately affected by HIV [41]. Thus, at the completion
of the in-depth interviews, we will administer a short
interviewer-administered survey that includes the validated
20-item Public Perception of Physician’s Cultural Competence
Scale, which measures client perceptions of physicians' cultural
competence [42]. We will adapt the scale to also refer to the
clinic staff involved in Stick To It, and the design of the
intervention itself. In addition, given the issues of stigma and
discrimination that may adversely affect health care access
among YMSM, we will include questions adapted from the
validated Experiences of Discrimination [43] scale and the
Discrimination in Medical Settings Scale [44] to determine
whether theintervention or itsimplementation was stigmatizing.

In-depth interviews will be conducted in English by trained
staff and will follow standard procedures [45,46]. A
semistructured interview guidewill cover predetermined issues
(to ensure systematic data collection), but the interviewer will
be free to change the sequence and wording of questions to
ensure that unexpected themes can emerge [47]. Interviews will
be audio recorded, with participant’'s consent, and later
transcribed verbatim.

Figure 3 summarized our study design, screening and
recruitment process, and data collection.
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Figure 3. Summary of study design, screening and recruitment process, and data collection.
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Data Analysis

For quantitative outcomes, we will first assess missing data,
describe participant characteristics using frequency tables, and
provide descriptive statistics (eg, means, standard deviations,
medians, ranges, proportions) for the primary and secondary
outcomes stratified by group. For the binary outcomes, we will
comparethe intervention and comparison groups by computing
unadjusted and adjusted preval ence ratios and 95% confidence
intervals using generalized linear models, such as|og-binomial
regression [48-50]. For the continuous and discrete outcomes,
we will use ordinary least squares and zero-inflated Poisson
regression (depending on the distribution of the outcomes) to
determine the change in outcomes associated with participation
in the intervention, before and after controlling for baseline
characteristics. All regression analyses will include robust
standard errors to adjust for heteroscedasticity and clustering.
We will also perform a per-protocol anaysis limited to
participants that had a minimum level of engagement with the
intervention during the study period (eg, =25th percentile of
points earned during the game).

Qualitative data analysis will be conducted with ATLASLi
(Scientific Software Development GmbH) following standard
procedures [47,48]. In brief, we will combine inductive and
deductive techniques to strengthen the validity of the coding
system and our conclusions during the multistage analysis
process [46-50]. Two researcherswill independently review the

http://www.researchprotocols.org/2017/7/e140/

transcripts and code according to broad, a priori, and emergent
themes related to gamification theory and barriers and
facilitators of regular screening. Interviewer notes capturing
contextual details, quality, inconsistencies, and impressionswill
also be incorporated. Data reduction will be based on coding
sorts of the most central themes (eg, engagement with the
intervention) followed by asystematic analysis of related themes
(eg, motivation, risk perception, stigma) using coding matrices
to identify relationships [44,51]. To reduce threats to validity,
we will solicit feedback on our hypotheses from participants
(respondent validation) [52] and rigorously examine theoretical
validity—whether the data are consistent or inconsistent with
the underlying theoretical models [47].

Results

Thisis an ongoing research study with initial results expected
in the fourth quarter of 2017.

Discussion

The ongoing study is intended to explore the effectiveness of
incorporating gamification into an incentive-based intervention
to increase repeat HIV/STI screening among YMSM. Given
that this popul ation remains disproportionally affected by HIV
and STIs, novel approachesthat supplement proven engagement
strategies may serve an important public health function.
Namely, early HIV diagnosis, as achieved through repeat HIV
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screening, has been shown to facilitate timely linkageto medical
care, initiation of antiretroviral therapy, and attainment of viral
suppression, resulting in reduced transmission risk [53-55].

Given the success of nongamification interventions involving
incentives, and considering the potential of gamification to
harness and amplify intrinsic motivation for both short-term
and long-term behavior change, we hypothesize that this
approach may be particularly effective in increasing routine
HIV/STI screening among YMSM. We emphasize that a
fundamental principle of gamification is to enhance the
motivational effectiveness of known behavior change
mechanisms, such as reminders and incentives, and to amplify
the existing motivation of individuals to accomplish desired
behaviors. However, we do not expect stand-al one gamification
interventions to replace or compete with existing types of
interventions, but rather to enhance established strategies.
Accordingly, we coupled gamification with an incentive-based
structure for this very reason.

A secondary but important goal of this study is to explore the
process of designing gamification interventions for
health-related behavior change and to learn best practices for
future intervention design. Thisis crucial, due to the fact that
gamification interventions potentially require an extensive
formative design process to determine the optimal set of game
elements and intervention design required to incorporate such
elements. One conjecture is that the success of any given
health-related gamification intervention, and thus of
health-related gamification more generally, may depend on
highly context-specific and population-specific formative
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research. Thus, determining best practices for the formative
phase is necessary to achieve the goal of being able to
consistently and predictably design cost-effective interventions
in arange of different circumstances. This paper, in addition to
presenting the protocol of the study, is an attempt at
documenting what formative research to develop a
gamification-based intervention entails.

It is also important to recognize the limitations of this study.
As previously discussed, we will use ahistorical control group
for comparison. Although arandomized design has advantages,
it was not practical because participants randomly assigned to
the control group would have been exposed to some components
of the intervention, such as recruitment materials posted in the
clinic waiting and examination rooms (eg, comparison group
contamination). Additionally, given the pilot state of the
intervention, acluster randomized design was neither warranted
nor feasible. Although a historical comparison group will help
us understand whether there is a preliminary signal of the
intervention's effectiveness and whether further study is
warranted, it has important limitations. Most importantly, we
will be unable to make causal statements about the effect of the
intervention because we will be unable to adequately control
for time trends between the intervention and comparison groups
and the selection bias that may result from differences between
the 2 groups. Nevertheless, a historical comparison group will
still provide us with baseline data on repeat testing among
YMSM in the same geographic region and therefore a
benchmark to which we can make preliminary comparisons
about the intervention’s potential effectiveness.
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Abstract

Background: New cases of human immunodeficiency virus (HIV) among young men who have sex with men (YMSM), aged
18t0 24, underscore theimportance of devel opmentally-informed HIV programsfor Y MSM. We devel oped an onlineintervention
focused on risk reduction strategies across different sexual partner types. Intervention activities focus on assisting Y MSM reflect
on their partner-seeking behaviors, devel op sexual decision-making rulesto reduce their HIV risks, and consider the adoption of
HIV prevention behaviors.

Objective: Thispilot, randomized controlled trial (RCT) aims to examine the feasibility, acceptability, and preliminary efficacy
of atailored, Web-based HIV prevention intervention for single YMSM.

Methods: We designed a prospective RCT of online-recruited cis-gender men (N=180) who reported recent unprotected anal
intercourse, self-report as HIV negative or are unaware of their HIV status, and meet sexual partners through online dating apps.
Individuals in the control arm receive an attention-control condition that includes HIV/sexually transmitted infection (STI)
information currently available on sex education websites. Individuals in the intervention arm receive a 6-session Web-based
program tailored on their demographic information, partner-seeking behaviors and relationship desires, and prior sexual attitudes
and behaviors. Thistailored content will match HIV prevention messages and safer sex skillswith Y MSM’s outcome expectancies
when meeting new partners and thereby help them consider how to integrate safer sex practicesinto different partner types. Study
assessments are taken at baseline, 30-, 60-, and 90-day follow-ups. Intervention acceptability and preliminary efficacy will be
explored in sexual risk behaviors and HIV/STI testing.

Results: The RCT launched in November 2016 and is ongoing. To date, 180 eligible individuals have been enrolled, consented,
and randomized. Of the 120 individuals in the intervention arm, 51.7% (62/120) identify as non-Hispanic white and half of the
control arm identifies as non-Hispanic white. There were no differences observed by arm for race and/or ethnicity, age, or sexual
orientation.

Conclusions:  Although there are in-person evidence-based interventions with proven efficacy for YMSM, few HIV/STI
prevention interventions delivered online exist. Onlineinterventions may ease accessto comprehensive HIV/STI education among
YMSM and allow personalized content to be delivered. The online intervention that we developed, myDEX, aimsto aleviate the
gaps within HIV prevention for YMSM by utilizing tailored, Web-based content with the goal of devel oping skills for same-sex
dating and relationship building, while reducing their risks for HIV/STI.

Trial Registration: ClinicaTrials.gov NCT02842060; https://clinicaltrials.gov/ct2/show/NCT02842060 (Archived by WebCite
at http://lwww.webcitation.org/6rcJdxF9v)

(JMIR Res Protoc 2017;6(7):€141) doi:10.2196/resprot.7965
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Introduction

Scientific Background

Interventions specific to young men who have sex with men
(YMSM) are needed to curtail the rise of new human
immunodeficiency virus (HIV)/acquired immunodeficiency
syndrome (AIDS) infections. In 2015, in the United States,
YMSM aged 13 to 24 years had the greatest percentageincrease
(87%) in diagnosed HIV infections [1], with black and Latino
YMSM accounting for the greatest proportion of new infections
among men who have sex with men (MSM) [2]. HIV prevention
tools that are culturally and developmentally adapted for this
population are needed [3]. To this end, we developed an online
intervention that promotes HIV prevention behaviors (eg,
condom use, pre-exposure prophylaxis (PrEP) awareness and
uptake, HIV/sexually transmitted infection [STI] testing) and
reduction of risk behaviors (eg, number of sexual acts where
HIV transmission could be possible) for single YMSM presumed
to be HIV-negative who engage in unprotected (ie, condomless)
anal intercourse (UAI) with sexual partners met online.

Most individual s explore and integrate aspects of their sexuality
into their personal identity as they transition from adolescence
into young adulthood (ie, 15 to 24 years of age). Seria dating
and involvement in different types of relationships has been
documented as helping youth to define their sexual identity, to
narrow the characteristics sought in long-term relationships,
and to practice safer sex negotiation skills [4]. However,
compared to heterosexual counterparts, Y MSM may not readily
receive support and advice from family, peer, and school
systems on how to date and seek out same-sex partners.
Furthermore, Y MSM do not receive instruction on how to have
anal sex as part of their sex education [5-7] or guidance on how
to negotiate condom use with their partners [8]. This is
particularly problematic as YMSM's participation in dating
behaviors during this period coincides with their mean age of
initiating anal sex [5,6,8-10], and may create unique HIV
vulnerabilities as they engage in partner-seeking behaviors.
Recognizing the importance of relationship pursuits in this
period, we developed a comprehensive sex education
intervention that addresses HIV risk reduction in the context of
same-sex dating and safer sex negotiation activities with sexual
partners.

Objectives

HIV prevention interventions for single YMSM who meet
partners online must account for different relationship typologies
common in thisdevelopmental period: romantic interests, casual
encounters/hook-ups, and friends with benefits [11]. Although
MSM couples-based intervention projects are underway [12],
these interventions may not be trandatable to single YMSM
who, by definition, are not in a relationship and do not have a
“main partner.” Thispilot, randomized control trial (RCT) aims
to examinethefeasibility, acceptability, and preliminary efficacy
of atailored, Web-based HIV prevention intervention for single
YMSM called myDEx. The pilot RCT compares our tailored

http://www.researchprotocols.org/2017/7/e141/

intervention to an attention-control condition. Using a2:1 block
randomization, we examine our intervention’s feasibility and
acceptability among 180 single, HIV-negative YMSM (50%
racial/ethnic minorities), and gather preliminary behavioral data
to inform a future efficacy trial. Assessments are collected at
baseline, 30-, 60-, and 90-day follow-up.

Methods

Trial Design

The research activities involve a prospective, pilot RCT of
approximately 180 online-recruited cis-gendered MSM.
Individuals in the experimental arm receive a 6-session,
Web-based program with interactive content using story-telling,
case scenarios, risk reduction strategies, and graphics and/or
videos. Individualsin the control arm receive a6-session online,
non-tailored HIV prevention intervention (NTHP) using
information available on the Centers for Disease Control and
Prevention website. The NTHP condition will have aninterface
similar to myDEx aesthetics and site features to avoid
confounding due to site design and navigation.

A youth advisory board (YAB) was recruited for this study.
YAB members (N=3) were Y MSM between the ages of 18 and
24 and diverse across race and/or ethnicity, educational
attainment, socioeconomic status, faith, and urban/rura
residential background. YAB members were hired as part-time
research assistants. The YAB's roles and responsibilities
included (1) providing input into the proposed intervention
content; (2) brainstorming with the research team on how to
deliver the content using active learning and youth-friendly
engagement; and (3) leading or co-facilitating trainings for the
WebApp developers to learn about same-sex attractions and
dating behaviors and popular M SM-specific apps used for dating
and hooking up. As each intervention session was developed,
the YAB and research team independently brainstormed what
content and activities could be included in each session. The
ideas were then discussed as a team, ordered by relevance for
the session and within the session, and annotated for the
developers to consider while building the wireframes (Figure
1). These discussions served to inform the user navigation of
our intervention, including how to organize content within
sessions into 3 levels focused on a core message (level 1),
in-depth discussion of topics linked to that message (level 2),
and an activity component (level 3).

Our intervention will be pilot tested using a racial and/or
ethnically diverse sample (50% racial/ethnic minority) of single
YMSM living throughout the United States (N=120), using an
attention-control comparison condition (N=60) to test our
intervention’sfeasibility, acceptability, and preliminary efficacy.
Primary outcomes of interest include increased consistent
condom use across partner types and HIV/STI testing, and
decreased UAI occasions and partners. Participants will
complete 3 online follow-up assessments at 30, 60, and 90 days,
each lasting approximately 30 minutes.
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Figure 1. Wireframe example used during the development of myDEX.
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Eligibility Criteria materials describe the study and provide a link to a page
9 y containing basic study information, including ashort description

Eligible participants are (1) male at birth and identify asmale;  of study activities.

(2) between the ages of 18 and 24 (inclusive); (3) self-report as ) . . .

single; (4) self-report as HIV-negative or are unaware of their  Potential participants interested in the study complete a short

HIV status; (5) speak and read English; (5) report using online eligibility screener. I_f eligible, participants complgte_ an o_nllr_1e

dating apps; and (6) report UAI with a male partner in prior 6 consent form. In(_iIVIduaIS who QO not meet eligibility criteria

months. Participants for the trial are from across the United O donot consentinto thestudy (if eligible) are thanked for their

States, with recruitment via online advertisements placed on timeand are exited from the study site. Once consent isobtained,

popular socidl and sexual networking sites. Promotional partici pants compl ete a 30-minute baseline questionnaire online.
As part of the baseline questionnaire, participants provide
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information that may help us contact them for follow-up
assessments and verify that they are not fraudulent or duplicate
entries [13,14]. We use best practices [15,16] to retain
participants (eg, comprehensivelocator information that includes
participants' cell phone number, email, Facebook username,
etc). When the baseline survey is complete, participants are
randomized into the 2 study arms.

Incentives

Individual participants each receive US $30, $15, $20, and $25
for completing the baseline assessment and the 30-, 60-, and
90-day follow-ups, respectively. Theincentivesare back loaded
to encourage completion of all 3 data collection time pointsand
reduce participant attrition over time.

Sample Size

Thegoal isto enroll and maintain asampleof 180 singleYMSM
over a 3-month study period, with an expected retention rate of
80%. As apilot, we recognize that we may not have sufficient
power to detect small effect sizes, however, this design will
inform our subseguent large-scale RCT, allowing usto identify
and addressimplementation and retention challengesthat could
arise in the larger trial. Specifically, the primary purposes of
this pilot trial are (1) to demonstrate the feasibility of the
methods proposed for a subsequent trial; (2) to stabilize
procedures that are replicable; and (3) to determine important
parameters with sufficient accuracy to reliably estimate sample
sizeand power for afuture RCT. Asaresult, we are not powered
to estimate small effect sizesor carry out sophisticated statistical
analyses; rather, we seek to estimate key study parameterswith
sample means and proportions together with 2-sided 95% Clss,
and test the primary null hypotheses at the traditional 2-sided
level aphaof .05.

Wewill have 80% power to detect a medium intervention effect
(Cohen d lessthan .35) at alpha of .05 in a continuous measure
using a repeated measures group design (N=180) with 4
observations (baseline and 3 follow-up assessments) when the
standard deviation (SD) is 1 and the correlation between
observations on the same subject (rho) is .6. For dichotomous
outcomes, we estimate 80% power at an alpha of .05 to detect
an odds ratio (OR) of 2.11 or greater assuming that the
proportion for the intervention condition is .58 and the
attention-control condition is .40, with rho also being .60. We
note that there is some controversy regarding the use of “pilot
data” to estimate actual effect size, as specified by Kraemer et
al [17]. We agree with their view that clinically meaningful
effect sizes should be decided based on extrinsic, clinical
judgment grounds, and not based on the pilot data which are
too few, typically, to obtain reliable conclusions. However, we
can use these data to rule out unusually large or small effects
through standard 95% CI procedures. Thus, we will confirm
that extrinsic effect sizes are contained within our Cls. Even
with 20% attrition, we will have preliminary effects with
adequate error margins to inform the subsequent trial.

Randomization

Individuals are randomized to either the intervention arm
(myDEX) or the attention-control arm (NTHP) using astratified
2:1 block randomization design. Block randomization is
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stratified by race (eg, white versus non-white), with equal
allocation in each group. Treatment assignments are generated
with the use of a pseudo-random-number generator with
permutated blocks that are used to ensure balance across
participants’ assigned condition.

Theoretical Framewor k

A dua processing, cognitive-emotional decision making
framework [18] informs our intervention framework.
Decision-making researchers have noted that affective
motivations may be processed more rapidly than cognitive
motivations and may result in decision-making that is affectively
motivated rather than analytically motivated [19].

Toincrease participants' cognitive motivations, our intervention
is informed by the Integrated Behavior Model (IBM), one of
theleading behavior changetheoriesin HIV/STI research given
its adaptability across populations and its application in health
communication research [20]. Content geared to increasing
cognitive motivations will focus on risk reduction attitudes,
norms, and perceived behavioral control. Positive attitudes
include assurance of avoiding STIs, increased control,
responsible decision-making, and prolonged and enjoyable
sexual encounters. Negative attitudes include discomfort,
decreased sensitivity and ineffectiveness in preventing STls,
interrupting the mood, and assuming sickness or irresponsible
and/or immoral behavior. Wewill also address both descriptive
norms (ie, perceived preval ence of behaviorsin YMSM’ssocial
network) and personal norms (ie, anticipated regret), as
YMSM’snormsmay be highly influential onindividual attitudes
during this developmental period. Finally, we also address
YMSM'’s perceived behavioral control, recognizing that their
ability to engage in risk reduction behaviors may vary across
partner types (eg, romantic interest, casual partner, friendswith
benefits).

Although IBM has invaluable strengths, individuals with
conflicting affective and cognitive motivations report less
correspondence between their intentions and behavior [21-23].
Consequently, intervention also acknowledges that YMSM's
affective motivations may be health promotive (eg, relationship
ideation) or risk enabling (eg, limerence). Building on our prior
work, we hypothesize that Y M SM reporting greater relationship
ideation [24] will report fewer HIV/AIDS risk behaviors (ie,
health promotive affective motivations). In addition, we include
anticipated regret [25,26] (ie, anticipation of an emotional
reaction following an unintended behavior) as a health
promotive construct, as it has been associated with fewer
risk-taking behaviors among MSM [27]. However, we aso
hypothesize that Y MSM who experience greater limerence[28]
and who believe that foregoing condoms with their partners
will createintimacy, love, and trust (decisional balance) [28,29]
may place stronger value on being in arelationship and, inturn,
fud HIV/AIDS risk behaviors (eg, more UAI partners and
occasions). Therefore, in our intervention sessions, we address
how affective motivations may influence YMSM'’s
decision-making regarding consistent condom use, UAI
partnerships, and HIV/STI testing behavior. Finally, the model
acknowledgesthat Y MSM’s cognitive and affective motivations
may be influenced by YMSM’s sexuality-related stressors (eg,
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internalized homophobia), psychological distress (eg,
depression, anxiety, loneliness, low self-esteem), and substance
use and abuse [10]. These risk correlates may influence
YMSM’s ability to regulate their affective motivations and to
engage in risk reduction behaviors due to limited behavioral

Figure 2. Conceptual model informing the myDEX intervention.

Risk Reduction Attitudes
-Consistent condom use with partners
=Status disclosure with sexual pariners
-HIV/STI testing

Risk Reduction Norms
«Subjective Norms
+Personal Norms
«Descriptive Norms
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control (eg, impairment due to being drunk or high). In sum, as
shown in Figure 2, this cognitive-affective decision-making
model offersastrong, theoretically-driven foundation to inform
our intervention.

Behavioral HIV Risk Reduction
Intention to Behaviors
Engage ”.E Risk | «Condom Use
Reduction -UAI Partners
Behaviors -UAI Occasions
-HIV/STI Testing

Affective Motivations
~Reifationship ideation
-Anticipated regret
-l imerence
-Decisional balance to forego condoms

3

Psychological Risk Correlates
= Sexuality-related stressors

3

Sexual Partner Types
=Casual Encounter
Romantic Interest
=Friends with Benefits

= Psychological Distress "
= Substance use and abuse

Intervention Arm

The proposed intervention consists of a 6-session, Web-based
program (myDEX). Each session’smodular content isdelivered
through interactive, tailored story-telling, case scenarios,
motivational interviewing strategies, and graphics and videos.
Cognizant of challenges maintaining users’ attention in a Web
app and to facilitate delivery through a mobile phone with app
capabilities, we designed each session to keep users engaged
for 10 minutes. Tailored content maximizes content
persuasiveness and relevance and facilitates behavior change
by enhancing message processing and message impact through
personalization, content matching, and feedback. Personalization
increases auser’s attention to the message by raising avareness
to customization of content (eg, “Based on your answers...”)
and making it more meaningful (eg, refer to the participants
behaviors, match photographsto age group and race/ethnicity).
Content matching isaway to target factors known to influence
behavior change by providing users with relevant information
designed to support positive behaviors. Feedback about
participants’ answers increases attention and impact through
self-referential thinking, comparative feedback (eg, “ Compared
to others...”) to validate positive beliefs and adjust errors in
normative beliefs, and provides eval uative opportunitieslinked
toindividuals' underlying values and motivations.

http://www.researchprotocols.org/2017/7/e141/

-Ability to elicit/disclosure HIV status with partners
-Condom use negotiation
-Delay/postpone sexual intercourse

Perceived Behavioral Control to engage in
Risk Reduction Behaviors

Within each session, participants have access to brief activities
designed to build their HIV risk reduction skills and promote
self-reflection about Y M SM’ s sexual health and partner-seeking
behaviors. Interactive activities include (1) role-play scenarios
regarding condom use negotiation; (2) adiary tolog their dating
experiences throughout the study; (3) quizzes regarding their
ideal relationships, including short-term and long-term
relationships; and (4) opportunities for users to develop dating
strategies. Online modules and activities can be repeated so that
YMSM may compare whether their answers are consistent with
the tailored suggestions and revisit content and/or revise their
answers to reinforce the material.

Participants must complete the first session before they can
access the other 5 sessions and interactive features. Session 1
(“Sexuality & Relationships’) serves as an introduction and
focuses on the importance of feeling comfortable talking about
sexuality, relationship desires, and health. This session focuses
on acknowledging and normalizing YMSM’s affective
motivations and foreshadowing where participants can learn
more about different topics of interest within the remaining 5
sessions of theintervention. Session 2 (“Desires & Behaviors’)
transitions into a discussion regarding different relationship
types (eg, romantic relationships, friends with benefits, hookups)
and sexual decision-making. It highlights the importance of
knowing what kind of relationship one desires, in both the
short-term and long-term, and the role of sex in exploring these
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relationshipswith different types of partners. Session 3 (“What
makes good sex”) provides a comprehensive sex education
review focused on same-sex behaviors, including theimportance
of sex positivity, varying sexual practices, and sexual consent.
Session 4 (“ Sexual well-being”) reinforces how to reduce HIV
and ST1 riskswhen engaging in anal sex, including clarification
on what lubricants and condoms are best suited for anal
intercourse, facts about HIV and STI transmission, and the
importance of status disclosure prior to sex. Session 5 (“ Getting
the sex you want”) provides opportunities for YMSM to learn

Figure 3. myDEXx home screen and navigation instructions.

@ @ @ myDEx | Home x Jose

o A @K

4

C O & h

“

SEXUALITY &

RELATIOMSHIPS (> BEHAVIORS

WHAT MAKES

WELL-BEING

| GETTING THE
SEX YOU WANT [>)

YOUR HEALTH

TRACK YOUR WEEKLY MAN TAP

©

Control Arm

We created a 6-session, Web-based attention-control comparison
to match myDEx in time and attention yet containing have
non-tailored and non-interactive content (NTHP). Session 1
(“What isHIV?") focuses on an introduction to HIV, including
how it is transmitted and what can increase a person’s risk of
acquiring it. Session 2 (“HIV and the LGBTQ community”)
focuses on raising awareness of the HIV prevaence and
incidence among Y MSM in the United States. Session 3 (“HIV
Risk”) focuses on behavioral strategies that can be used to
reduce HIV risk. Session 4 (“Sex & HIV") describes the HIV
risks associated with oral and anal sex. Session 5 (“What about
condoms & lube?”) focuses on the importance of condoms and
[ubricant. Session 6 (“What about HIV medications?’ ) presents
an overview of PrEP.

http://www.researchprotocols.org/2017/7/e141/

XSL-FO

RenderX

Bauermeister et d

strategiesto improve their sexual communication with partners
before, during, and after sex. This session includes how to
discuss HIV testing history and status awareness with
prospective partners online, how to ensure their physical safety
when meeting a new partner, and the value of discussing
condoms and PrEP with partners. Session 6 (“ Your body, your
health”) summarizeskey messages from prior modulesand offer
HIV/STI testing resources and PrEP locationsin their area. The
main menu and final navigation instructionsfor the intervention
isshown in Figure 3.

® @ @ myDEx| Sexuality & Relation: Jose

= c O

Before we get started, let’s
figure out how to navigate this
thing.

@ https.. 7 & B & &

LEVEL 1:
THE BOTTOM LINE

Use the right arrow key to
move through these topics.
LEVEL 2:

MORE INFO >

Use the down arrow key to

get more info about that topic.

LEVEL 3: PRACTICE*

*Some topics have activities
and videos to explore.

You may also use the arrow buttons in the
bottom right corner to move through the topics.

~

Our attention-control condition allows usto avoid confounding
due to content (ie, comparing myDEX to a non-HIV “hedlth
promotion” intervention) and ensures that all YMSM receive
some HIV prevention content given their high vulnerability to
HIV (Figure 4). Further, this comparison will help us critically
examine the extent to which tailoring increases YMSM’s
acceptability to the program, beyond having a non-tailored,
non-interactive intervention. We acknowledge that the
comparison condition will make it harder to detect an
intervention effect in our outcome assessments; however, our
pilot trial’s primary goal is to test the intervention’s feasibility
and acceptability, and subsequently estimate critical parameters
that may be required for adequate power estimation in a
subsequent large-scale RCT trial.
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Figure 4. Home screen of the control condition.
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HIV RISK

CONDOMS & LUBE

Feasibility and Acceptability Outcomes

The study assesses feasibility by examining (1) time to recruit
180 YMSM to the intervention; and (2) retention of rate across
study arms. Intervention acceptability data are collected at the
30-day follow-up assessment. We use the following different
assessments: (1) self-intervention evaluation form (SEF) [30];
and (2) Client Satisfaction Questionnaire (CSQ-8) [31]. The
SEF is a brief, 13-item questionnaire that elicits information
about the participant’s experience with theintervention (ie, was
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theintervention interesting, wasit relevant to their life, did they
learn from the intervention). The CSQ-8 is used at the
completion of the intervention and at the 30-day and 90-day
follow-up surveys to assess YMSM's satisfaction with the
intervention, including the content, site layout and design, and
general satisfaction. These domains are assessed on a 4-point
response scale with individually-specified anchors. The CSQ-8
has demonstrated high internal consistency across a large
number of studies[32]. The SEF and CSQ-8 take approximately
10 minutes to complete.
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We aso track users actions in the intervention as process
evaluation data. These data include the number of times they
visit the site, their geographic location and the website from
which they linked to our site, time spent in each session, number
of times a user returns to a session, and which interactive
features were “clicked on” during sessions. In addition, we
ascertain participants acceptability and satisfaction of each
session after it is viewed using the SEF.

Behavioral Outcomes

We measure the change in number of risky sexual partnerships
and change in HIV testing behavior as our primary outcome
measures via the baseline, 30-, 60-, and 90-day online surveys.

Sexual Behaviors

We use the Sexual Practices Assessment Schedule (SPAS) [33]
to quantify the number of occasions of different sexual acts
(oral, anal, receptive, and insertive) with different partner types.
SPAS alows us to estimate the number of unprotected anal
intercourse partners and occasions across partner types, aswell
as the proportion of instances when condoms were not used
[28,34,35]. SPAS aso ascertains YMSM's use of condoms
during the past 30 days, whether they knew whether their
partners were on PrEP, and whether they knew their partners
HIV status prior to sex.

HIV/STI Testing Behaviors

We ask YMSM to indicate the date of their most recent HIV
and ST tests. Subsequently, we ask participantsto noteif they
have received a medical diagnosis as having one or more STls
in their lifetime and the date of their most recent STI test if
available. In each follow-up survey, we ask participants whether
they have gone to get tested for HIV and/or STlIs in the prior
30 days. If tested, participants are asked to indicate what tests
they received and whether they had been medically diagnosed
ashaving HIV or aSTI. At follow-up, we ask Y MSM whether
they have had any changesintheir HIV status. Newly diagnosed
cases are asked if they were linked to care.

Secondary measures are also being measured in our study.

Motivationsto Engage in HIV Prevention Behaviors

We measure YMSM'’s attitudes, subjective norms, and
self-efficacy using previously tested scales with MSM. We use
existing items measuring condom use intentions with different
partner types and self-efficacy to negotiate condoms with
different partner types [36-39]. We also measure PrEP
awareness, uptake, and adherence during the study.

Substance Use Prior To or During Sex

We assess alcohol, tobacco, and other drugs (ATOD) use over
the past 30 days. We then assess the use of alcohol and/or illicit
drug use prior or during sex.

Psychological Well-Being

We measure depression and anxiety symptoms as markers of
psychological distress. Depression (6 items) and anxiety (6
items) symptomsin the past week are measured using the Brief
Symptom Inventory [40].
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Statistical Analysis

Prior to conducting multivariable analyses, we examine study
variables using descriptive statistics and test for differences
across demographic characteristics (eg, race and/or ethnicity,
age, education) using t tests, analysis of variance (ANOVA),
and chi-square analysis, as appropriate. Systematic baseline
differences are not expected due to randomization; however, in
the event that some parameters differ across conditions at
baseline, they will be included as covariates in subsegquent
analyses. We cadculate descriptive summary statistics
corresponding to the study variables at each visit to understand
any temporal patterns, aswell ascompare the 2 treatment groups
in terms of average change from baseline to post-intervention.

Trial Registration, Ethics, Consent, and Institutional
Board Approval

The research and ethics presented in this study have been
reviewed and approved by the University of Michigan
Ingtitutional Review Board (HUMO00091627). The University
of Pennsylvania ceded regulatory oversight to the University
of Michigan. The study isalso registered on Clinical Trials.gov
(NCT02842060).

Results

myDEx was launched in November 2016 and is ongoing.
Initially, 23,365 individual s visited the study site and 1230 were
screened for eligibility. Of the 392 eligible participants, some
did not start the baseline survey (3.8%, 15/392) or did not finish
the baseline survey (7.9%, 31/392). Of the 263 participantswho
completed the baseline survey, 31.6% (83/263) were disqualified
dueto having duplicate accounts or having falsified their identity
(eg, cis-gender women).

We enrolled and randomized 180 YMSM into the trial (Figure
5). Themajority of the participants are white (66.7%, 120/180),
followed by multiracia (16.1%, 30/180), black (10.0%, 18/180),
Asian (5.6%, 10/180), and Middle Eastern (0.6%, 1/120) or
Native American (0.6%, 1/120). In addition, 30.0% (54/180)
of the sample reported being Hispanic/Latino. Of the 120
individualsin the intervention arm, 51.7% (62/120) identify as
non-Hispanic white; 50.0% (30/60) of the control arm identify
as Non-Hispanic white. No differences are observed by arm for

race and/or ethnicity (x?, = 0.53; P=.97). The mean age of
participants is 21.67 (SD 1.81), with no differences observed
by arm (179 = 1.05; P=.30). The mgjority of participants
identify as gay (88.3%, 159/180) followed by bisexual (7.8%,
14/180) and queer (3.9%, 7/180). There are no differences

between treatment arms (x2,= 1.40; P=.50).

Thefollow-up assessments maintained high retention rates. The
30-day follow-up had aresponse rate of 79.4% (143/180). The
60-day follow-up had a response rate of 83.3% (150/180). The
current 90-day response rate is 81.7% (147/180). Overall, we
have at least 1 follow-up assessment for al study participants
(ie, 9% of sample has not completed any foll ow-up assessment).
Retention rates do not vary between treatment arms.

As we compared trial paradata to participants self-reported
behavioral surveys, we discovered that 25 (41%, 25/60) of the
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control participants inadvertently accessed the intervention
content through a programming error in the automated reminder
emails meant to encourage continued engagement with the site.
Given the cross-arm contamination, we excluded these control
cases from future trial analyses between arms (N=35 control;
N=120 intervention). The 25 excluded cases do not affect our
randomization; we observe no sociodemographic differences
between the revised control arm and intervention arm across

Figure5. Recruitment and retention of myDEX participants.

/

Did not start
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Visitors to Site: Screened: Eligible: Did not finish
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age (t;53 = —.80; P=.43), racial/ethnic minority status (x%,= .10;
P=.75; N=155), educational attainment (t;55= —1.24; P=.22), or
sexual orientation (x2, = 3.23; P=.20; N=155). Retention rates
also do not vary.

Participant recruitment for myDEX is complete. Trial data are
currently being analyzed and will be completed in mid-2018.

Intervention:
120

8162 1230 392 baseline: 31

Enrolled and
Randomized:

(Non-White:
30 Day

51.7%, 62/120) \
Survey:

Control : / 79.4%, 143/180

60 Day
Survey: —
83.3%, 150/180

90 Day
Survey:
81.7%, 1471180

838 baseline: 263

Discussion

Principal Findings

Given YMSM's self-reported desire to access comprehensive
sexual education through the Internet [41,42], often ranking the
Web astheir top resource to explore their sexuality, learn about
MSM behavior, and refinetheir interests [41-44], designing and
testing online HIV prevention interventions may present a
number of advantagesto reach and addressthe needsof YMSM.
Online interventions can deliver tailored content to each user’s
HIV risk behaviors and context, be accessed conveniently by a
participant, presented across various platforms (eg., mobile
phones, tablets, laptops), and reduce reach and accessibility
issues due to geography and/or socioeconomic barriers.
Furthermore, online delivered content can be standardized,
ensuring higher intervention fidelity, and be presented through
interactive features. This protocol may serveto addressYMSM'’s
needs and offer insights on how to reduce their risk for HIV
infection when seeking partners online.

Limitations

We did not include biological confirmation of HIV/STI status
through serologic tests. At this early stage of intervention

Acknowledgments
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development and testing, the added cost of biological testingis
not warranted. HIV testing will be included in a full-scale
efficacy trial. We will not be ableto use the 25 excluded control
cases dueto contamination. Thisislessof aconcern to thispilot
trial as our protocol aims do not seek to detect differencesin
thistrial. Moving forward, we urge scholarsto examine paradata
files alongside their survey data to reduce the potentia of
unintentionally contamination due to unforeseen programming
errors.

Conclusion

myDEXx provides an opportunity to develop aculturally relevant
evidence-based intervention for YMSM. Although there are
in-person evidence-based interventions with proven efficacy,
few HIV/STI prevention interventions delivered online exist
for YMSM. Online interventions may ease access to
comprehensive HIV/STI education anong YMSM and alow
personalized content to be delivered. myDEx aimsto alleviate
the gapswithin HIV prevention for YMSM by utilizing tailored,
Web-based content with the goal of developing skills for
same-sex dating and relationship building, whilereducing their
risksfor HIV/STI.
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Abstract

Background: Adherence to antiplatelet medicationsis critical to prevent life threatening complications (ie, stent thrombosis)
after percutaneous coronary interventions (PCls), yet rates of nonadherence range from 21-57% by 12 months. Mobileinterventions
delivered via text messaging or mobile apps represent a practical and inexpensive strategy to promote behavior change and
enhance medication adherence.

Objective: The MobiledMeds study seeks to determine whether text messaging or a mobile app, compared with an educational
website control provided to all Veterans, can improve adherence to antiplatel et therapy among patients following acute coronary
syndrome (ACS) or PCI. Thethree aimsof the study areto: (1) determine preferencesfor content and frequency of text messaging
to promote medication adherence through focus groups; (2) identify the most patient-centered app that promotes adherence,
through a content analysis of al commercially available apps for medication adherence and focus groups centered on usability;
and (3) compare adherence to antiplatelet medications in Veterans after ACS/PCI viaarandomized clinical trial (RCT).

Methods: We will utilize a mixed-methods design that uses focus groups to achieve the first and second aims (N=32). Patients
will be followed for 12 months after being randomly assigned to one of three arms: (1) customized text messaging, (2) mobile
app, or (3) website-control groups (N=225). M edication adherence will be measured with electronic monitoring devices, pharmacy
records, and self-reports.

Results: Enrollment for the focus groupsis currently in progress. We expect to enroll patients for the RCT in the beginning of
2018.

Conclusions: Determining the efficacy of mobiletechnology using a Veteran-designed protocol to promote medication adherence
will have a significant impact on Veteran health and public health, particularly for individuals with chronic diseases that require
strict medication adherence.

Trial Registration: Clinical Trials.gov NCT03022669

(JMIR Res Protoc 2017;6(7):€134) doi:10.2196/resprot.7327
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Introduction

Coronary Heart Disease and M edication Adherence

Coronary heart diseaseistheleading cause of deathin Veterans
and affects 15.5 million people in the United States [1,2].
Although coronary heart disease claims the lives of one out of
every seven Americans [2], the decline in acute coronary
syndrome (ACS) and coronary heart disease-related deaths over
the past four decades has been attributed to the availability of
critical pharmacologic and invasive therapies (ie, percutaneous
coronary intervention [PCI]) [3-6]. After PCI with drug-eluting
stents, premature discontinuation of antiplatel et (thienopyridine)
medications is strongly associated with in-stent thrombosis,
leading to myocardial infarction (MI) and death [7,8]. Despite
the critical nature of taking antiplatelet medications to prevent
life-threatening complications, onein seven M| patientstreated
with drug-€eluting stents no longer take antiplatel et medications
at 30 days|[8].

Medication nonadherence is a pervasive public health problem
among Veterans and non-Veterans [9-12]; however, Veterans
suffer from increased morbidity and mortality from chronic
diseases compared to non-Veterans [13]. Medication
nonadherence is the number one problem in treating illnesses,
as more than half of individuals with chronic diseases do not
takeany or dl of their medicationscorrectly [14,15]. Medication
nonadherence in patients with coronary heart diseaseisclosely
linked to adverse clinical outcomes such as rehospitalization
and mortality [16-18]; therefore, effective strategies are needed
to improve adherence behaviors. Moreover, medication
nonadherence resultsin an estimated US $290 billion in health
care costs in the United States and is a tremendous burden on
the health care system [19]. Mobile technology may represent
an effective strategy to improve medication adherence during
the critical time period of one year post-ACS/PCI.

Mobile Health

In the past decade, mobile health (mHealth) has been introduced
as a mechanism to enhance medication adherence and
demonstrates strong potential to promote behavior change. The
use of technology can facilitate adoption and integration of
medication adherence by promoting behavioral strategies via
health messaging, emphasizing healthy habits, tracking goals,
and giving incentives for behavior change [20]. While other
behavioral and educational strategies have had disappointing
resultsin adherence and treatment outcomes over many decades
[21,22], the use of technology may provide an innovative,
practical, personalized, and inexpensive approach to promote
medication adherence. Diverse solutions are required with
tailored theory-based interventions for different populations
and conditions because the reasons for medi cation nonadherence
are complex and multifactorial [23,24]. Experts agree that a
patient-centered approach is critical to increase patients
knowledge about medication management [25].

http://www.researchprotocols.org/2017/7/e134/

Both text messaging and mobile apps are two popular forms of
mHealth that provide convenient, inexpensive, and nonintrusive
engagement with individuals. The use of mobile technology
can particularly benefit those who have significant barriers to
taking medications, such as confusion about which medications
to take, forgetfulness, and lack of social support. Text messaging
is more widely used by all age groups, however, mobile apps
offer many more features than text messaging, and can harness
the full sensing and computational capacity of mobile devices
to collect and analyze health-related datain real timeto deliver
health and behavioral interventions [20,26].

Text messaging is popular, fast, direct, efficient, user-friendly,
traceable, and provides easy datatransfer [27]. Text messaging
is aso nonintrusive, relatively simple, and lower in cost
compared to mobile voice communication [28]. In asystematic
review of medication adherence studies using text messaging,
we found that most interventions (18/29) resulted in improved
medication adherence [29]. This review did not examine any
studies related to coronary heart disease, but gaps in the
literature were discussed, such as understanding factorsthat are
needed to maintain engagement (eg, content and frequency of
text messaging). In contrast to text messaging, apps can offer
interactivity, gaming, and feedback. Apps have the advantages
of delivering interventionsto an unlimited number of individuals
in acost-effective manner with favorable cost utility [30]. While
Internet interventions can be delivered via traditional desktop
and laptop computers, users have the capacity to interact with
mobile interventions more frequently and in the context of the
behavior of interest [31]. The trend of desktop use for
research/program interventions is sharply declining in our
current generation, given that most people carry and accesstheir
mobile phones throughout the day for various reasons. Using
real-time sensing technologies available on mobile phones,
health behavioral change interventions can be delivered based
on time/location, psychological state, physiological state, social
context, activity level, and patterns [32].

Preliminary Studies

In apilot randomized controlled trial (RCT) from 2012-2013,
we compared antiplatelet and statin adherence among patients
with coronary heart diseasein a 30-day study who received: (1)
text messaging for medication reminders and education, (2)
educational text messaging only, or (3) no text messaging [33].
Among 90 patients (76% male, mean age 59.2 years), electronic
devices revealed that patients who received text messaging for
antiplatelets had a higher percentage of correct doses taken
(P=0.02), percentage number of doses taken (P=0.01), and
percentage of prescribed dosestaken on schedule (P=0.01) [33].
Text messaging response rateswere higher for antiplatel etsthan
statins (P=0.005), and sdlf-reported adherence revealed no
significant differences among groups [33]. We concluded that
the use of text messaging for the medication reminders/education
and education text messaging only groups (compared to no text
messaging for the control group) increased adherence to
antiplatel et therapy by 15% to 17%, respectively. We established
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feasibility and high satisfaction and concluded that mHealth
i nterventions show promisein promoting medi cation adherence.
Aims

The proposed research study, M obile4M eds, seeksto determine
whether text messaging or a mobile app (compared with an
educational website control provided to al Veterans) can
improve adherence to antiplatelet therapy among patients
post-ACS/PCI. There are threetopics and aims of thisproposed
study. First, using Text Messaging we aim to determine
preferences for content and frequency of text messaging to
promote medication adherence. Second, using Mobile Appswe

Figurel. Aims, objectives, and outcomes.

Park et a

am to identify the most patient-centered (user-friendly,
engaging, personalized) mobile app that promotes medication
adherence with stratification by low/high mobile phone use and
sex. Finally, we aim to examine Medication Adherence by
comparing adherence to antiplatel et medications upon hospital
discharge from ACS/PCI via: (1) text messaging, (2) mobile
app, or (3) website-control. Figure 1 illustrates the aims,
objectives, and outcomes of the proposed research study. Our
long-term goal is to conduct a multi-site full scale RCT to
determine clinical outcomes of emergency department
utilization, rehospitalization, and cardiovascular (and all-cause)
morbidity and mortality.

— 8 ) 4 Compare medication ) -
g Catann el Evaluate existing adherence through
.E Contentld. frepuenc mobile apps then testing text messaging :
9 A mess(:l in Y E:j choose the |:> and mobile app Futl!re multi-
iy ging preferred app compared to website- site full
o |\ / \_ J \_ control o scale
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2 C 7 (- Medication adherence ) trial with
E - Content & : - Psychosocial factors clinical
o - Content analysis . o
L frequency of text - Preferred app - Effect size for clinical outcomes
8 messaging outcomes
—_ -/ 5 ) \_- Process evaluation g
Methods process can be better understood when examining theoretical

Theoretical Framework/Behavioral Change M odel

To date, most mHealth studies have not been based on
behavioral health theories [29,31]. In a systematic review of
text messaging studies on medication adherencein various acute
and chronic conditions, we found that only 5 of 29 studies used
theory to guide research [29]. Numerous precipitating factors
and barriers affect medication adherence, and this complex

Figure 2. Conceptual model of behavior change for medication adherence.

relationships and process. The conceptual model that explains
the relationship between variables in this study is depicted in
Figure 2. No single theory can completely explain the processes
that lead to medication adherence, so we will use a
theory-informed approach to complete the aims for this study.
We will explore the general components of theory that are
closely linked with behavioral change interventions (eg,
perceived norms/threats, health beliefs, self-efficacy, cues to
actions).
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Figure 3. Overview of study structure and sample. FG: focus group.
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¥r Example of cross-over process if 2 apps are selected to trial in Aim 2

Research Design

Mobile4Medsis a mixed-methods study using both qualitative
and quantitative research methods. Engaging patients initially
through qualitative methods will provide opportunities for: (1)
better trandlation, dissemination, and use of research results;
(2) better evidence to inform guidelines; (3) targeted quality
improvement; and (4) using research to address concerns of
diverse patients[34]. Figure 3 provides an overview of the study
structure and participants involved in each of the aims.

Aim 1: Text M essaging Focus Groups

Design, Sample, Setting

Wewill usefocus groupsto fulfill the objectivesof Aim 1. Each
focus group will have 6-8 participants, which is a size that
allows for easy exchanges of ideas and a diversity of
perspectives to be represented. We will recruit a convenience
sample of 24-32 participants for four focus groups. Aims 1 and
2 will include the same participants who will attend a total of
four focus group sessions (Figure 3).

The participants from San Francisco Veterans Affairs Medical
Center (SFVAMC) are likely to be predominantly male;
therefore, we will likely recruit one group of female Veterans
from SFVAMC and one focus group of female non-Veterans
from John Muir Medical Center (JIMMC) in the East Bay. The
four groups will account for variability in mobile phone use
(low/high) and sex. Inclusion criteriafor Aims 1 and 2 include:
(1) >21 yearsof age, (2) history of ACS or PCI within oneyear,
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and (3) current/former antiplatel et (thienopyridine) prescription.
Exclusion criteria are: (1) cognitive impairment, and (2) lack
of English proficiency/literacy.

Methods

Preliminary Development of Text M essaging

We will explore different content for the development of atext
messaging intervention to determine theideal tail ored messages
for delivery in the RCT (Aim 3). After studying various
behavioral change theories and frameworks, we will create a
text messaging intervention with the underpinnings of common
behavioral change theories. A library of 80-100 sample text
messages that apply personalized content will be created to
enhance medication adherence. We found that education alone
increased medication adherence in prior studies, so we will
deliver cardiovascular risk reduction messages along with
messages regarding medications. Topics will include
medications, diet, exercise, risk factors for coronary heart
disease (eg, smoking, obesity), depression, stress management,
and preventive care. Participantswill choose the frequency and
timing of text messaging. An example of an automated
medication text messaging may be, “John, take your Plavix
75mg at 9am. Confirm with 1.”

Recruitment

Wewill distribute written materials such asflyersand brochures
to advertise voluntary participation in the research study. The
research team (principal investigator and research assistant
[RA]) will consult with the cardiac rehabilitation staff at
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SFVAMC and IMMC to identify individuals who are willing
to participate in aresearch study. The research team will meet
with interested individuals and provide verbal and written
explanation of the study. Participants will sign a written
informed consent document.

Group Assignment

Upon recruitment into the study, participants will complete a
sociodemographic questionnaire and a brief survey that will
determine if he/she is a low or high mobile phone user.
Separating participants into groups will help facilitate
identification of common ideas and goals that |ow/high mobile
phone users and men/women may address during the focus
groups. We will use maximum variation sampling to ensure
variability in age, gender, ethnicity, and low/high mobile phone
use.

Focus Groups

In Aim 1, the focus group sessions will address ideal content
and frequency of text messaging. First, we will give an
introduction of the study aims and purpose of the focus group.
Second, we will discuss the needs, preferences, perceived
facilitators, and perceived barriers of using text messaging for
medication adherence. Third, we will review sample text
messaging, and we will ask participants which content and
frequency of text messaging are the most effective and least
intrusive. Finally, all participants will be able to suggest text
messaging to create the most personalized messages.

Data Collection

All focus groups will be audiotaped, and the RA will take field
notes on individual and group reactions that are not captured
by therecording. Wewill completefield notes at the conclusion
of each session, and all sessionswill be transcribed verbatim.

Analysis

Thematic analysiswill include reading and coding the completed
field notes and interview transcripts. We will create an initial
set of codes that account for the study aims and other topics
that emerge from the data. Some codes will be generated
deductively, while others will be generated inductively based
on themes and issues that emerge from ongoing coding. We
will compare coding, resolve differences, and revise the coding
scheme. We will assessintercoder reliability by having 10% of
the data cross-coded. The key outcomes will be content and
frequency of text messaging, particularly focusing on how
preferences vary across groups. We will use ATLASLi
(Thousand Oaks, CA) for al qualitative analyses to determine
the preferred app for Aim 3.

http://www.researchprotocols.org/2017/7/e134/
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Aim 2: Mobile Apps: Focus Groups

Design, Sample, and Setting

Aim 2 consists of Aim 2a (content analysis) and Aim 2b
(usability testing). The usability study will include the same
individuals from the focus groups in Aim 1 who are stratified
by low/high mobile phone use and sex, to accommodate easy
exchanges of ideas and a diversity of perspectives. In contrast
to Aim 1, therewill be threefocus group sessionsto fulfill Aim
2. Recruitment, group assignment, and data collection will be
the same for Aim 2aand Aim 2b.

Aim 2a— Content Analysis

Methods

Wewill conduct acontent analysis approximately three months
prior to the focus groups. The first phase will involve a
comparative, descriptive assessment of smartphone appsin the
categories of health and medications. To ensure acomprehensive
search, the research team will search for medication
adherence-oriented apps, provider websites, and app sources
that are available in Apple iTunes, Android Marketplace, and
Blackberry App World Store.

We will provide a comparative, descriptive assessment of the
top 10 smartphone apps related to medication adherence. The
content analysis will examine whether each app applies
constructs from behavioral change theory. We will assess each
of the selected apps using avalidated behavioral theory content
survey by Doshi et al [35]. The survey assesses the presence of
essential constructs of four major theories of behavior change:
Health Belief Model, Transtheoreticadl Model, Theory of
Reasoned A ction/Planned Behavior, and Socia Cognitive/Socia
Learning Theory [35]. After content analysisis completed, we
will rank the top 10 medication adherence apps and record
usability, application of theory, user reviews, star ratings, and
the total number of downloads.

Analyses

We will analyze the content analysis by following the scoring
instructions of the Behavioral Theory Content Survey for the
top 10 mobile apps[35]. The Behavioral Theory Content Survey
will include 20 items from thefollowing domainslisted in Table
1. Mean survey score and standard deviation (SD) will be
computed across the top 10 apps based on a total of 20 items
from the 5 domains, each accounting for 1 point (yes=1, no=2)
[35]. We will then provide a descriptive evaluation of the apps
based primarily on survey scores (mean, SD) and subsegquent
rankings [36]. Interacting with the mobile app will include a
dynamic process of iterative adjustments in response to user
input, key features, and functionality that may not be apparent
upon initial use and subsequent input [36].
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Table 1. Behavioral strategies included in the Behavioral Theory Content Survey [35,36].

Domain Example

1. Knowledge General information
2. Cognitive strategies

3. Behaviora strategies

4. Emotion-focused strategies Stress management

5. Therapeutic interventions

Motivational readiness

Perceived benefits/barriers/risks, self-efficacy

Self-monitoring, time management, socia support

Aim 2b - Usability Testing: M ethods
Mobile App Focus Groups— Session 1 (Formative Stage)

After the research team identifiesthe top 10 medication reminder
apps through content analyses, the focus group for Session 1
will help to determine the top 2-4 apps the participantswill use
for one week at atime. Four different groups will be stratified
by low/high mobile phone use and sex (Figure 3). We will
briefly demonstrate the apps for participants on a large screen
and ask participants to engage with the preloaded apps on our
research smartphones. We will assess participants’ impressions
of the apps and ask them to score the apps (range 1-5) so we
can determine the idea number of apps to trial from the
distribution of rankings. Participants comments and overall
scores will help determine the preferred apps.

Session 2 (Exploratory Stage)

During the focus group for Session 2, the majority of time will
be spent on group assessment of overall experience with mobile
apps in general. After the group assessment, we will include
introduction of the preselected appsfrom Session 1. The selected
apps from Session 1 will be downloaded to the patients’ mobile
phones devices. Patients will spend approximately 10-15
minutes experimenting with and evaluating the selected apps.
We will conduct observations of patients as they interact with
the mobile apps. Participants will be randomly assigned to use
the first app in Session 2 and use that app for one week, then
switch to the other app(s) in subsequent weeks. Figure 3 displays
a scenario in which participants will be randomly assigned to
use two mobile apps for two weeks; however, participants may
trial between 2-4 maobile appsfor one week each, depending on
the results of the Mobile App Session 1 focus groups.

Participants will record impressionsin a diary while using the
apps. We will contact the participants by text/email/
phone-call/visit within two days after using each mobile app to
troubleshoot any difficulties. At the start of each week, we will
contact participants to remind them to switch over to the next
mobile app.

Session 3 (Usability Stage)

After the trial period with mobile apps, the focus group for
Session 3 (which assesses usability) will include: (1) follow-up
on patients’ experience and preferences with using the selected
mobile apps, and (2) completion of a 10-item System Usability
Scaleto provide a quantitative eval uation of the mobile appsto
supplement the focus groups and interviews [37]. A winning
app will be selected for the RCT.
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Usability Testing: Analysis

The three focus group sessions for Aim 2 will be transcribed,
coded, and analyzed in the same manner as in Aim 1. The
System Usahility Scale used in the Mobile App Session 3 focus
group will yield a single number from 0 to 100 representing a
composite measure of the overall usability of mobile appsbeing
tested [37]. The scale will be scored as directed by the original
authors.

Aim 3: M edication Adherence Randomized Controlled
Trial

Design

The research design for Aim 3isan RCT that lasts 12 months.
In contrast to Aims 1 and 2 that included participantswho were
post-ACS/PCI within one year and recruited from a cardiac

rehabilitation program, participantsfor Aim 3 will be recruited
from the hospital after ACS/PCI.

Sample Size Estimation

We plan to enroll 225 total participants (75 participants per
group). Allowing for a 15% attrition rate over the 12-month
study, we conservatively estimate that this recruitment target
will result in atotal sample size of n=192, which will give 86%
power to detect a medium effect size (half-SD difference)
between at least one treatment group and the control group using
Dunnett’'s method to adjust for multiple comparisons. This
sampl e size would give more than 95% power to detect an effect
size of d=0.69, as found in our previous clinical trial [33].
Analysis of the longitudinal data points with mixed-effects
models will confer additional power.

Sample

The convenience sample will consist of 159 male and female
Veterans from SFVAMC and 66 female participants (29% of
sample) from IMMC. A sample size of 225 is considered to be
feasible considering the number of post-ACS/PCI patients who
are treated at both ingtitutions. We have incorporated a 29%
oversample of women to ensure a sufficient sample size to
examine subgroup differencesin intervention effects, given the
low enrollment of female Veterans in Veterans Health
Administration (6%) [38]. Inclusion criteria include: (1) >21
years of age, (2) recent ACS or PCI within one week, and (3)
new antiplatel et (thienopyridine) prescription. Exclusion criteria
are: (1) cognitive impairment, and (2) lack of English
proficiency/literacy. For the process evaluation, we will recruit
a subset of 10 participants from each experimental group (text
messaging and mabile app; total n=20) for in-depth individual
interviews.
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Settings and Recruitment

Wewill recruit from SFVAMC and IMM C inpatient unitsusing
two recruitment strategies. First, wewill inform the cardiol ogists
and nurses in the cardiac units at the hospital sites about the
study so they can identify patients who meet eligibility criteria.
A patient-friendly handout will be made availablefor the health
care team to give to interested participants. Second, we will
obtain adaily list of patients who had PCI and their electronic
medical records will be screened for eligibility in the study
using achecklist to examinetheinclusion and exclusion criteria.
Participants who agree to participate will provide written
informed consent.

Randomization

Group assignment will be generated by random allocation
sequence using random blocks stratified within recruitment site

Table 2. Measurement of medication adherence with intervals.

Park et a

(SFVAMC or IMMC) of either three or six, which will be
prepared by the study biostatistician. The research team will
assign patients to their groups by distributing presealed
envelopes in consecutive, numbered order. Due to the nature
of the study design, the research team and participants cannot
be blinded to the intervention once group assignment is
determined.

Baseline Data Collection

After written consent is obtained, we will collect clinical data
by reviewing electronic medical records. Participants will
complete the following baseline questionnaires. (1)
sociodemographic information and medical history, (2) mobile
phone use, and (3) Mini-Cog Test [39]. All instruments and
frequency of administration are described in Table 2.

Measure Description Rationale Months
0 1 3 6 9 12
Key Primary Endpoint
Medication Event Monitoring  Electronic pill caps time stamp when the bottleis opened, Most objective, noninvasive X X X
System (MEMS) [40] correlating with intake of medication. Primary outcomeis method and considered the
percentage (0-100%) of prescribed doses taken “gold standard”
Secondary Patient-Reported Endpoints
MEMS [40] Percentages (0-100%) of (1) days correct doses are taken, Most objective, noninvasive X X X
and (2) doses taken on schedule method and considered the
“gold standard”
Morisky Scale[41,42] Eight-item Morisky Medication Adherence Scale(MMAS-  Most popular scaeand well- x X X X
8) self-reported questionnaire on adherence behavior for a  validated instrument with
range of scores 0-8, with higher scoresindicating poor ad- high reliability
herence (Cronbach alpha=0.83).
7-Day Recall One item asking how many daysin the past week patient Most commonly used method x  x
remembered to take medications. Final outcomeisaper- intheclinical setting
centage (0-100%).
Secondary Objective Endpoints
Veterans Affairs Corporate  Veterans Affairs software program that provides detailed  Assesses adherence via 90- X X
Data Warehouse (Veterans)  information on inpatient and outpatient medications. Final  day refill patterns (does not

Peoplechart Meds Incontext
(non-Veterans)

outcome is a percentage (0-100%) of days covered during
90-day period.

Private software program that usesrefill datadirectly from
retail pharmacies and Personal Benefits Manager. Final
outcome is a percentage (0-100%) of days covered during

require active participation)

Assesses adherence via X X
monthly refill patterns (does
not require active participa-

90-day period.

tion)

I ntervention

We will conduct an RCT with random assignment to one of
three groups. (1) text messaging, (2) mobile app, or (3)
website-control, for a total of 12 months. Both intervention
groups will also be offered the patient education website that
the control group will be given. The text messaging group will
receive text messages with content and frequency informed by
Aim 1. We will use the Veterans Affairs (VA) Annie text
messaging program. For non-Veteran females, we will use a
text messaging program from CareSpeak Communications. The
app group will use the preferred app that is selected in Aim 2.
The major purpose of the app is to remind participants to take
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medications; however, the app will likely include other features
such as providing educational messages. The website group
will be offered the American Heart Association patient education
website (My Life Check - 7 Steps To Healthy Living) and will
serveasan active control group [43]. Thewebsite will be offered
to participants in all three groups. The 7 small steps to big
changes are to manage blood pressure, control cholesteral,
reduce blood sugar, get active, eat better, lose weight, and stop
smoking.

Follow-Up Visits
Subsequent in-person follow-up visits at 1, 6, and 12 months
will take place in participants’ homes or other mutual meeting
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places as requested. Follow-up visitswill be scheduled at times
that are convenient for participants to meet.

Primary Outcome/Other Variablesand I nstruments

Primary Outcome: Medication Adherence

Medication adherence will be assessed with five different
measures at various intervals to validate patterns of adherence,
including: Medication Event Monitoring System (MEMS; key
primary endpoint being percentage of prescribed doses taken),
Morisky Medication Adherence Scale (MMAS-8), 7-day recall,
VA Corporate Data Warehouse (Veterans), and Peoplechart
Meds Incontext (non-Veterans; Table 2). In-person follow-up
visits will occur at 1, 6, and 12 months, while monitoring of
adherence through refill data from computer software will be
done monthly to reduce participant burden.

MEMS technology uses integrated microcircuits with bottle
capsthat record the date and time that an individual opensapill
bottle. Participants will be given one bottle to store their
antiplatelet medication, and will be directed to store their other
medications as they normally would. For those who use 7-day

Table 3. Instruments used to assess additional variables.
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pill boxes, we will emphasize the need to use the MEM S bottle
for the antiplatelet medication. Data will be wirelessly
transferred to a MEM SCap reader, which isasmall device that
connects to a computer software program.

Refill datafrom computer softwarewill also allow usto monitor
prescription adherence passively, without requiring patient
participation. We will use administrative datafrom the national
VA repository (VA Corporate Data Warehouse) to provide
adherence to antiplatelet medication for Veterans. For
non-Veteran females from IMMC, we will use an equivalent
data source through Peoplechart Meds Incontext, which is a
software program that tracks adherence through sanctioned
prescription data sourced directly from retail pharmacies and
Prescription Benefits Managers (ie, mail-order companies).

Other Variables and | nstruments

We will examine other variables (health-related quality of life,
social support, self-efficacy, depression, anxiety, and
post-traumatic stress disorder) and their relationship to
medication adherence. Patients will complete the instruments
at baseline, 1, 6, and 12 months (Table 3).

Measure Description Months
0 1 3 6 9 1
Hedth-related The 12-1tem Short Form Health Survey (SF-12) is the shorter version of SF-36, which measures X X X X
quality of life functional health and well-being (relative validity median 0.67 and 0.97 for the physical and mental
components, respectively) [44].
Social support The 20-item Medical Outcomes Study Social Support Survey Instrument uses multi-trait scalinganal- x  x X X
yses of 4 functional support scales and provides an overall functional social support index (Cronbach
alpha=0.91) [45].
Medication self-  The 13-item Self-Efficacy for Appropriate Medication Use Scale measures how confident individuals x X X X
efficacy arein taking their medications correctly in certain situations (Cronbach alpha=0.89) [46].
Depression The 9-item Patient Health Questionnaire is used to diagnose and measure the severity of depresson  x X X X
aswell as monitor response to treatment (Cronbach a pha=0.89) [47].
Anxiety The 7-item Generalized Anxiety Disorder Assessment isused to screen and measure severity of gener- x X X X
alized anxiety disorder (Cronbach alpha=0.92) [48].
Post-traumatic ~ The 17-item Post-Traumatic Stress Disorder Checklist: Civilian isapopular self-report rating scale x = X X X

stress disorder

for post-traumatic stressdisorder. Thecivilian version will be used instead of the military version because

the magjority of participants will not have been on recent active duty, >35% of Veterans with post-
traumatic stress disorder had a nonmilitary trauma, and non-Veteran women will be included (29%;

Cronbach apha=0.87) [49].

Process Evaluation

Upon completion of the intervention study, we will conduct a
process evaluation so that improvements can be made for a
multi-site full scale study. The objectives of the process
evaluation areto assess participants' perspectiveson feasibility,
acceptability, usability, challenges, strengths, and weaknesses
of the intervention. In addition, we will ascertain reasons for
nonadherence to antiplatelet medications since understanding
thereasonsfor nonadherenceis crucial to avoid negative patient
outcomes. We will adopt a qualitative research approach using
in-depth individual interviews from a diverse sample of
participants (total n=20).

http://www.researchprotocols.org/2017/7/e134/

Analysis

Descriptive statistics, means, and SDsfor quantitative variables,
and frequencies and percentages for categorical variables, will
be provided for al demographic and study variables. Random
assignment of the patients to the text messaging, mobile app,
and website groups should ensure that there are no preexisting
differences between the three groups in personal factors (eg,
sociodemographic, clinical, and psychosocial characteristics).

Medication Adherence

The primary outcome will be the percentage of prescribed doses
taken based on MEMS data (aggregated over 12 months).
Secondary outcomes will include: (1) percentages of days
correct number of dosesweretaken, (2) dosestaken on schedule,
(3) MMAS-8, (4) 7-day recdl, (5) VA Corporate Data
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Warehouse (Veterans), and (6) Peoplechart Meds Incontext
(non-Veterans). The MMAS-8 will be analyzed as a range of
0-8. We will synthesize adherence measures with the key
primary endpoint of MEMS data compared with secondary
measures of adherence to assess for concurrent and predictive
validity. We will also calculate associations between all of the
adherence measures but expect that they will track well together.
Prior to fitting the mixed-effects linear model, we will examine
univariate and bivariate relationships between the outcomes
and both demographic and coded qualitative responses.

Primary Statistical Analysis

Our primary analysiswill use amixed-effectslinear model. The
predictorswill be acategorical predictor of group (with control
asreference), time, and the group-by-time interactions, as well
astherecruitment site (SFVAMC vs IMMC), as randomi zation
is sratified by site. The parameters in the group-by-time
interaction are the primary parameters of interest, describing
whether adherence changes differentially over baselinein each
of the treatment groups compared to the control group. We will
also investigate whether other models for change over time are
more appropriate, including arbitrary means or nonlinear time
functions through comparison of Akake information
criterion/Bayesian information criterion. Secondary analyses
will adjust for select covariatesthat are strongly associated with
adherence.

Predictors of Medication Adherence

To determine the factors related to medication adherence, we
will examine sociodemographic, clinical, and psychosocia
variables. The variablesthat show at |east amoderate correlation
and have a significant relationship to medication adherence
(P<0.10) will be included in a multiple regression analysisin
which medication adherence is the dependent variable. The
multiple regression analysis will provide the optimum
combination of these variables to explain the total percent of
variance in medication adherence, and indicate the unique
contribution of each variable to the regression model.

Process Evaluation

The in-depth individual interviews for process evaluation will
be transcribed, coded, and analyzed in the same manner asin
Aims 1 and 2. We will explore reasons for attrition over the
12-month period. We will complete field notes after the
conclusion of each interview, and al interviews will be
transcribed verbatim. Thematic analysis will include reading
the completed field notes and interview transcripts. The key
outcomes will be related to patient satisfaction and process
evaluation, particularly focusing on how views vary across
groups.

Results

We began enrollment for the Mobile4Meds focus groups in
January 2017. Thefocus group datawill inform the devel opment
of the RCT, which is scheduled to begin in early 2018. We
anticipate this four-year research study will be completed in
late 2020.

http://www.researchprotocols.org/2017/7/e134/
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We believethat participantswill provide valuable contributions
on the content and frequency of text messaging in Aim 1. We
expect that focus groups that are stratified by low/high maobile
phone use and sex will have differing opinions on frequency of
text messaging delivery; however, we also predict that the
perceived usefulness of text messaging content will be similar
across groups. Based on participants’ responses, we will refine
our text messaging content and frequency in preparation for
Aim 3.

By conducting Aim 2, we will complete a content analysis of
thetop 10 commercially available mobile appsthat will provide
an evidence-based guide for health researchers and clinicians.
We expect that using the top 2-4 selected mobile apps over 2-4
weeks on participants' personal smartphoneswill provide clear
insight into which mobile app should be used for the RCT.

This study is powered to prove the efficacy of using different
mobile strategies to promote adherence to antiplatelet
medications. By conducting Aim 3, we will compare two
mHealth strategies (with a website-control condition) among
Veterans using multiple methods to assess adherence. We will
also examine the relationship between medication adherence
and important variables (ie, health-related quality of life, social
support, self-efficacy, depression, anxiety, and post-traumatic
stress disorder). The study duration of 12 months, which isthe
recommended duration of antiplatelet use for most MI/PCI
patients, will provide valuable information about patterns of
medication adherence.

Discussion

Evaluating the clinical application of mHesalth strategiesthrough
rigorous scientific design and methodol ogy isan important step
in establishing whether there is potential for long-term benefit
among Veterans who live with chronic disease [50]. The best
way to ensure strict medication adherence in patients has
continued to e€lude heath care providers. Worldwide
development and adoption of mobiletechnology has successfully
spurred dramatic growth of mHealth as a platform to deliver
intervention strategies for various health conditions in the past
several years[51].

Researchers suggest that patient knowledge, self-monitoring,
counseling, accountability, and a personalized program can
contribute to improvement in medication adherence [52].
Experts and multiple stakeholders in medication adherence
agree that a patient-centered approach is necessary, and
increasing patient knowledge is critically important [25].
Technological solutions have been suggested to adleviate
medication nonadherence, such as mHealth technology,
electronic monitors, pill-monitoring technology, online
resources, and social media [52]. The best manner to engage
with Veterans via text messaging and mobile apps has yet to be
determined among those of different ages, sexes, chronic
diseases, mobile phone usage patterns, and ethnic popul ations.
There are many opportunities to explore these unanswered
guestions in future studies.
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Limitations

There are potential limitations associated with this study. In
Aims 1 and 2, if we do not reach saturation of ideas or if we
find distinct differences between groups, we may add a
mixed-group to tease out differences. We may also add an
additional focus group of mixed and unstratified participantsto
identify differences. Alternatively, we will conduct structured
one-on-one interviews to acquire richer information as a
supplement to the focus groups.

In Aim 3, alimitation may be attrition due to Veteran disinterest
in receiving text messages or using amobile app for 12 months.
We will address the potential barrier of disinterest during the
two focus groups, asplanned in Aims 1 and 2, and ask Veterans
how to best engage with them after ACS/PCI over 12 months.
Multiple strategieswill be used to maximize participant retention
and decrease missing data, since theintervention isintended to
last 12 months. The dropout or missing data rates for the three
groups will be examined to see that they are significantly
different. Sensitivity analyses will include a complete-case
analysis.

Another potential limitation may be cross-over effects for the
text messaging and website (control) groupsif they useamobile
app concurrently during the RCT. We will request that patients
not use any other electronic medication reminders, including
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on their mobile phones (eg, alarm, app). At the conclusion of
the study, we will ask participants in the text messaging and
control groups if they used any other electronic reminders. If
they have, we will conduct sensitivity analyses as described.

Conclusions

Astheaims of MobiledMeds are achieved, scientific knowledge
and clinical implementation of behavioral change interventions
related to mobile technology and medication adherence will be
advanced. Improving medication adherence through mHealth
technology may have significant effects on lowering morbidity
and mortality among Veterans with coronary heart disease.
Since poor adherence to long-term therapies severely
compromises the effectiveness of treatment, providing
innovative solutions through mHealth may provide relief for
this critical issue in population health from the perspective of
clinical outcomes and quality of life [53]. Moreover, since
medication nonadherence is amajor global problem [1], using
mHealth strategies may be a powerful solution to reach large,
diverse populations in a cost-effective manner. In the future,
implementing a strategy to promote adherence through the
vulnerable period of 12 months post-ACS/PCI may be highly
acceptable and generalizable. The findings from MobiledMeds
may also be highly applicable to other patient classes who
require long-term treatment and strict medication adherence.
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Abstract

Background: Psychosocial problems such as depression, anxiety, and substance abuse are common and burdensome in young
people, particularly those with long-term physical conditions such as asthma and diabetes. In New Zealand, “ screening” for such
problemsis undertaken routinely only with Year 9 studentsin low-decile schools and opportunistically in pediatric settings using
a nonvalidated and time-consuming clinician-administered Home, Education/employment, Eating, Activity, Drugs, Sexuality,
Suicide/depression, Safety (HEEADSSS) interview. The Youth version, Case-finding and Help Assessment Tool (YouthCHAT)
isarelatively new, locally devel oped, eTablet-based composite screener for identifying similar psychosocial issuesto HEEADSSS.
Based on individually validated screening instruments, it is self-administered within minutes. Preliminary testing has reveaed
its acceptability to young people, but further research is required to expand its modules to cover all HEEADSSS domains, to
evaluate its acceptability for young people with and without long-term physical conditions, and to compare its effectiveness
against HEEADSSS.

Objective: Our aimisto (1) ascertain acceptability and utility of YouthCHAT for children with long-term physical illness and
high school students, (2) validate three additional YouthCHAT domains against comparable HEEADSSS domains, and (3)
compare the performance of YouthCHAT and HEEADSSS in the high school setting.

Methods: During thefirst phase of the study, three additional YouthCHAT domains were codesigned with high school students.
During the second phase of the study, the updated version of YouthCHAT will be administered to 30 young people with long-term
physical conditions, and to 150 high school students either before or after HEEADSSS in the form of arandomized trial with
counter-balanced design. Primary outcomesinclude comparability between HEEADSSS and YouthCHAT in detecting psychosocial
issues, and timeto administer; acceptability of YouthCHAT asan acceptabl e alternative or companion to HEEA DSSS assessment;
and the utility of YouthCHAT in helping streamline assessment processes.

Results: Recruitment for the first phase of this project commenced in November 2016, and the phase will run from February
to November 2017.

Conclusions: If YouthCHAT is found to be acceptable to study participants and as effective as a HEEADSSS assessment, it
could be an innovative and more efficient means of routine screening for common psychosocia health issues in young people
with and without long-term physical conditions.

Trial Registration: Australian New Zealand Clinical Trials Registry (ANZCTR) ACTRN12616001243404p;
https://www.anzctr.org.au/Trial /Registration/Trial Review.aspx 7d=371422 (Archived by WebCite at http://www.webcitation.org/
6rmlEiIM1L)

(JMIR Res Protoc 2017;6(7):€135) doi:10.2196/resprot.7995
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Introduction

Psychosocial problems are asignificant issue for young people
in New Zealand, particularly those with long-term physical
conditions. Recent figures indicate that 27% of high school
students are affected by anxiety and depression [1], and at 18
years of age the preval ence of hazardous drinking exceeds 50%.
New Zealand's 2011 youth suicide rate was the second highest
in the Organisation for Economic Co-operation and
Development (OECD) [2]. Asmental health and lifestyleissues
often present in adolescence, it isimportant to intervene early
so that problems do not become entrenched, leading to costly
poor health and social outcomes [3-5].

Young people with long-term physical conditions are at even
greater risk of psychosocia problems|[6]. Depressive symptoms
have been reported in as many as 40% of children with a
long-term condition and socialization problems [7]. Anxiety
has also been identified in children and young people with
long-term physical conditionsasan areaof clinical significance
[8]. The likelihood of such problems developing is related to
young peopl €' sinternal ability to manage stress, which develops
over time; family factors, and the impact of illness and
treatment, particularly association with distress and pain [9].

The World Health Organization and New Zealand policies and
programs all emphasize the importance of addressing youth
mental health with appropriately targeted services and recognize
the need for easily accessible services, including use of
appropriate tools [10-12]. Young people want a greater say in
how services are designed and delivered, and they expect
services to be diverse, contemporary, and responsive. These
requirements are echoed in many national policies including
the New Zealand Mental Health Commission’s Blueprint 11
[13,14], the New Zealand Ministry of Health's Rising to the
Challenge 2012-2017 [15], Statement of Intent 2014-2018 [16],
and the New Zealand Suicide Prevention Action Plan 2013-2016
[17].

Home, Education/employment, Eating, Activities, Drugs and
Alcohol, Sexuality, Suicide/depression, Safety (HEEADSSS)
assessment is a clinician-administered, interview-based
assessment of youth that can identify mental heath and
substance use problems [18,19]. Currently, all Year 9 (13-14
year olds) studentsin low-decile school s (those with the highest
proportion of students from low socioeconomic communities),
and some attendees at primary care and pediatric services in
New Zealand are screened for well-being via HEEADSSS
assessment.  While  HEEADSSS assessment offers a
straightforward, holistic, and gradual approach to assessing
young people across many domains, it is a face-to-face
assessment, not a screening tool. Drawbacks includeits lack of
validation for problem identification, the cost of resourcing,
time required for its administration (up to 45 minutes), and
variability of assessment depending on the skill and experience
of the assessor. In many high schools, it takes afull school year

http://www.researchprotocols.org/2017/7/e135/

and more than one school nurse to screen all Year 9 students
(personal communication M Goldfinch). In pediatric settings
around New Zealand, routine screening for psychosocia
problemsisnot usually undertaken and HEEADSSS assessments
are conducted by some medical and nursing staff in an ad hoc
manner.

The Youth version of the electronic Case-Finding and Help
Assessment Tool (YouthCHAT) [20,21] is a self-report
screening tool that covers ten domains. smoking, drinking,
recreational drug use (based on the Substances and Choices
Scale [SACSY]) [22], problematic gambling, depression (based
on the Patient Health Questionnaire — Adolescent Version
[PHQ-A]) [23], anxiety (based on the Generalized Anxiety
Disorder scale, 7 item [GAD-7]) [24], sexud health, exposure
to abuse, anger management, and physical activity. For each
positive domain screened, thereis a “help” question that asks
participants if they would “like help today,” “want help, but
another time,” or “don’t want help.” Responses to the “help”
guestion support conversations between young people and their
health providers about the issues they would like addressed,
which facilitates shared decision making, with increased
likelihood that real sustained changes will be made.

YouthCHAT provides summary reports to authorized
school/health clinic staff plus a guide to stepped-care
management from self-help through to secondary care. It isa
rapid screening system (taking 5-15 minutes to complete) and
can be conducted on any electronic device. YouthCHAT has a
14-year history of development in primary care, youth, and
school clinics [20,21,25-31]. Recently, it was successfully
implemented in arural school clinic and favorably received by
both young patients and clinic staff. Evidence indicates that
studentsare morelikely to discloseinformation about challenges
they arefacing through el ectronic meansthan aninitial in-person
assessment [32].

As avalidated and rapid screening tool, YouthCHAT has the
potential to overcome barriers associated with HEEADSSS
assessment, while providing a similar holistic assessment of
mental health and lifestyleissues. Additionally, as YOuthCHAT
collects and provides el ectronic data, the additional paperwork
that HEEADSSS requires is not needed. YouthCHAT may be
a more efficient screener and serve as a useful substitute or
precursor to HEEADSSS assessment. YouthCHAT currently
screensfor all HEEADSSS domains except three: eating i ssues,
conduct problems/bullying, and resilience/strengths. Additional
screening questions to cover these domains have been added,
based on those available in the existing literature, with
appropriate wording advised by high school students, including
those of Maori and Pacific Island descent via focus groups to
ensure the updated version of YouthCHAT is appropriate for
young people from al major ethnic groupsin New Zealand.

The aims of this study are to (1) vaidate three additional
YouthCHAT domains against comparable HEEADSSS domains,
(2) ascertain the acceptability and utility of YouthCHAT for

JMIR Res Protoc 2017 | vol. 6 | iss. 7 | €135 | p.42
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

children with long-term physical illness and high school
students, and (3) compare the performance of YouthCHAT and
HEEADSSS in the high school setting.

We hypothesize that a version of YouthCHAT matched to
HEEADSSS for al domains will be an acceptable alternative
to a HEEADSSS assessment to both young people and the
clinical staff conducting the screen. We further hypothesi ze that
screening using YouthCHAT, followed up by atargeted or full
HEEADSSS assessment where indicated, will be amuch more
streamlined and efficient system to enable identification and
intervention of young people at risk.

Methods

Study Design

We will use a mixed-methods participatory action research
approach to development and vaidation of a YouthCHAT
mapped to all HEEADSSS domains, and assessment of the
acceptability and utility of YouthCHAT at atertiary pediatric
hospital and alow-decile high school. A randomized controlled
trial (RCT) with counterbalanced design will be conducted at
the high school to assess the comparability of YouthCHAT and
HEEADSSS.

Participants and Recruitment

During thefirst phase, up to 20 senior students aged 16-18 years
from Tamaki College, a low-decile high school in Auckland,
New Zealand, were invited to participate in focus groups to
update YouthCHAT via flyers sent to their school. These
students were chosen as they were all able to give their own
consent.

During the second phase, approximately 150 Year 9 students
(aged 13-14 years) from the same high school will be invited
to participate in the RCT and school-based acceptability
evaluation vialetters will be sent to their parents. Parents may
use areply-paid form to opt out of the study if they do not wish
their children to participate. However, regardless of this, all
students will receive mandatory HEEADSSS assessments (as
isroutine for al studentsin this class). Students who choose to
participate in the study will be randomly assigned to one of the
two conditions (YouthCHAT followed by HEEADSSS
assessment or HEEADSSS assessment followed by
YouthCHAT) viaacomputer-generated random numberstable,
with resulting lists provided to clinic staff. Sampling will be
consecutive until al enrolled students have completed
assessment. All screening will take place in the student health
clinic on a desktop computer. A subset of 32 students will be
invited to participate in four focus groups, and four school staff
(nurses and counsellors) will be invited to complete
semistructured interviews on the acceptability, utility, and
comparability of YouthCHAT and HEEADSSS assessment.
Thisage group of participants was chosen asit matchesthe age
group of students who routinely receive HEEADSSS
assessments in New Zealand |ow-decile schools.

Also during the second phase, 30 young people aged 13-18
years with long-term physical conditions (eg, diabetes, asthma,
cystic fibrosisand congenital heart disease) attending outpatient
clinics at Starship Children's Hospital, a tertiary pediatric
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hospital will be invited to participate in the study via flyers
disseminated by clinic staff. Following individual or parental
consent (and personal assent), they will be asked to complete
YouthCHAT and a postconsultation survey to assess its
acceptability and utility. Thisage group of participants has been
chosen as it matches the age range to which YouthCHAT is
targeted. Pediatricians and specialist nurseswho have conducted
these consultations will be also invited to undertake a short
semistructured interview to provide a clinical perspective on
the use of YouthCHAT in a pediatric setting.

Outcome Variables

The main study variables are (1) comparability (eg, is
YouthCHAT at least as good or better than HEEADSSS
assessment at detecting mental health and lifestyleissuesamong
Year 9 youth? Is it a faster method of screening?), (2)
acceptability (eg, is YouthCHAT content/format an acceptable
alternative or companion to HEEADSSS assessment?), and (3)
utility (eg, is YouthCHAT useful in helping to streamline
assessment processes?).

Our primary outcome measures are (1) comparable detection
rates for each domain for HEADSSS and YouthCHAT as
measured by mental health or lifestyle issue “present” or
“absent” (Tamaki sample only), (2) time taken to complete
YouthCHAT and HEEA DSSS screening (Tamaki sampleonly),
and (3) acceptability and utility of YouthCHAT as assessed via
feedback from staff and students/patients (Starship and Tamaki
participants). Secondary outcome measuresinclude differences
in YouthCHAT versus HEEADSSS screening outcomes by
gender and ethnicity.

M easures and Data Collection

YouthCHAT

YouthCHAT covers 10 domains: smoking, drinking, recreational
drug use, problematic gambling, depression, anxiety, sexual
health, exposure to abuse, anger management, and physical
activity. In the case of positive screens, branching logic links
users to validated assessment tools including SACS for drug
and alcohol use, PHQ-9 for depression, and GAD-7 for anxiety.
For the purpose of this project, three new domains have been
added to YouthCHAT related to diet, body image, and bullying.
Questions related to these domains have been devel oped based
on existing validated tools and have been trialled with student
focus groups prior to initiation of the study comparing
YouthCHAT with HEEADSSS. Interested readers are welcome
to contact the authors for the complete list of YouthCHAT
guestions.

HEEADSSS

HEEADSSS is a clinician-administered, interview-based
assessment of youth that can identify mental heath and
substance use problems[18,19]. It coversthe domains of Home,
Education/employment, Eating, Activities, Drugsand Alcohal,
Sexuality, Suicide/depression, and Safety. It is currently
administered by trained school health nurses to al Year 9
students in low-decile schools and some attendees at primary
care and pediatric servicesin New Zealand.
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Administrative Data

Administrative data such as dtaff time to complete
screening/assessments, psychosocial issues identified via
HEEADSSS and YouthCHAT, and referrals made based on
positive screens will be collected.

Participant Survey

Following completion of YouthCHAT, participants at Starship
and Tamaki College will be asked to complete a survey
comprised of Likert scales, free-text options, and forced-choice
guestions on the acceptability and utility of YouthCHAT.

Clinician I nterviews

Taped and transcribed semistructured interviews with the
participating school, Starship, and hospital staff will be
conducted (N=10-15). Interviews will focus on perceptions of
the utility and acceptability of YouthCHAT (both settings) and
comparability with HEEADSSS (Tamaki only) and will be
conducted in person or by telephone as preferred by participants.

Focus Groups

Two taped and transcribed student focus groups to advise on
the face validity and wording of the newly added YouthCHAT
modules were conducted at Tamaki College during the first
phase of the research. An additional four taped and transcribed
student focus groups that address acceptability and utility of
the assessments will be conducted at Tamaki College at the end
of the school year during the second phase.

Procedure

During the first phase, screening questions to address the
HEEADSSS domains of eating issues, conduct
problems/bullying, and resilience/strengths were sel ected based
on existing validated tools sourced through the peer-reviewed
literature. These questions were adapted to the New Zealand
youth context using focus groups with high school students.
Students were asked to judge whether the questions make sense,
explain what they think the questions are asking, identify any
words or phrases they find unclear, and suggest alternative
youth-friendly language. They were also asked to indicate the
order in which the questions should appear and enhancements
followed majority opinion. In the spirit of biculturalism, at least
one focus group was undertaken with only Maori young people
to identify any culturaly relevant viewpoints, issues, or
concerns. Focus groups were audiotaped, confidentialy
transcribed, and suggestions categorized and tabulated. The
resulting additional modules were programmed into
YouthCHAT.

During the second phase, a counterbalanced RCT of
YouthCHAT and HEEADSSS will be undertaken with high
school students. During this study, one group will receive
YouthCHAT before HEEADSSS assessment (Condition 1),
and the other HEEADSSS assessment before YouthCHAT
(Condition 2) and findings from YouthCHAT and HEEADSSS
assessment will be compared. In addition, the acceptability and
utility of YouthCHAT will be evaluated in two settings—the
high school where YouthCHAT and HEEADSSS assessments
are undertaken and a tertiary pediatric hospital setting where
young people aged 13-18 years with long-term physical
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conditions are attending pediatric outpatient appointments.
Following the use of YouthCHAT by both audiences, focus
groupswill be undertaken to identify positive feedback, issues,
and concerns regarding the electronic screener. Once again, at
least one focus group will be undertaken in each setting with
only Maori young people to identify any culturally relevant
viewpoints, issues, or concerns. In addition to feedback from
young people, feedback regarding appeal and utility will be
sourced from school nurses at the high school and pediatricians
and specialist nurses at the pediatric hospital.

Any focus group participants at the tertiary pediatric hospital
who are distressed or devel op psychosocial concerns during or
following the study will be referred to the hospital-based consult
liaison (mental health) service for further assessment and
management, in a similar manner to what would occur as part
of usua care. Within the high school setting, stepped-care
resourcesand aclinical pathway (algorithmsrelating to domain
and severity of identified problem) will be provided to augment
usual care options. These include self-hel p resources (helplines,
psychoeducation and information sheets, websites, and
e-therapies), clinician interventions (medications and brief
interventions), local community agencies, and referral to
adolescent secondary care mental health and drug and alcohol
services.

Data Handling

HealthLink, an electronic datamanagement system, will provide
secure storage of all YouthCHAT screening data. It will also
enable encrypted secure data transmission to the clinic's
MedTech32 practice management system (PMS) software by
the same private network used for their electronic referrals
solution. Clinical staff will access their YouthCHAT summary
reports directly from the website. Thisallows abrief version to
be cut and pasted into clinical notes, or a PDF generated to
attach to the patient file. HEEADSSS data will be managed as
per standard care via the school nurse and his/her team. All
HEEADSSS data are entered into the PMS, with a summary
report provided to the Ministry of Health. HEEADSSS datawill
need to be manually inputted into aMicrosoft Excel spreadsheet
by a research assistant. Each YouthCHAT generates a unique
code for each participant. This code will be transferred by the
school nurse into the PMS HEEADSSS file for data-matching.
Thus, research datawill be anonymized and de-identified prior
to being analyzed.

Power Calculation and Data Analysis

For the RCT component of the study, an estimated 150 Year 9
students will be randomly allocated to either Condition 1
(YouthCHAT first) or Condition 2 (HEEADSSSfirst). A power
calculation showsthat given 144 participants, there will be 90%
power to detect differences between the two assessments
assuming a mean duration of 15 minutes for YouthCHAT (SD
30) and 45 minutes for HEEADSSS assessment (SD 90).

Quantitative data will be analyzed using Microsoft Excel and
Statistical Software Package (SPSS). Analyses will include
basic descriptive statistics (eg, number of youth screened,
YouthCHAT summary data, HEEADSSS summary data,
demographic characteristics of the sample). Parametric data
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will be analyzed using t tests and analysis of variance
(ANOVA). Nonparametric datawill be analyzed using Wilcoxon
signed-rank tests.

Qualitative data will be analyzed using a general inductive
approach [33] with collated text analyzed to identify emerging
themes, which will then beindependently coded by 2 researchers
with consensus reached by adjudication. Data analysis will be
conducted at the end of 2017.

Ethical Approval

Thistrial received ethical approval from the New Zealand Health
and Disability Ethics Committee (Reference: 16/CEN/137) on
October 14, 2016.

Results

Participant recruitment for the first phase of this study was
undertaken in November 2016. Recruitment for the second
phase of the study commenced in January 2017 and will
continue until November 2017, with results expected before
July 2018.

Discussion

Principal Considerations

If effective, YouthCHAT could offer an inexpensive, ssimple,
scientifically valid, and acceptable vehicle for routine
psychosocial screening in al young people in New Zealand
high schools (not just thosein Year 9 within low-decile schools)
and all young people with long-term physical conditions (eg,
during routine outpatient visits’annual check-up appointments
in pediatric settings). It may also be useful to screen young
people in multiple settings overseas.

On an individual level, early detection and intervention of
mental health and substance misuse issues can have downstream
benefits including improved physica headth and better
compliance with medical treatments, better engagement in
education and subsequent employment, reduced youth suicide,
and improved socia relationships. Detecting and intervening
in risky sexual behaviors can lead to areduction in unwanted
pregnancies and sexually transmitted infections. Dealing with
bullying, physical and sexual abuse, and assisting youth with
anger control will likely have significant psychosocial benefits.
Helping youth make healthy eating choices and increase their
physical activity can contribute to their physical and mental
health and well-being, and reduce the incidence of conditions
such as obesity and related illnesses. Although one other
HEEADSSS-based €electronic screener for young people
(TickIT) has been evaluated for acceptability with thisaudience
[34], no composite screener of thiskind has yet been shown to
be as effective in identifying psychosocial problems as
face-to-face HEEADSSS assessment and thereis no other gold
standard for psychosocial screening. Evidence of efficacy of
screening instrumentsisasrel evant as evidence of acceptability,
and this study hopes to demonstrate both for YouthCHAT.

Thabrew €t d

On a population level, the potential impact of such screening
and early intervention is enormous. HEEADSSS assessment is
currently costly and is therefore limited to a subset of the
adol escent popul ation of New Zealand. No routine psychosocial
screening is currently undertaken with young people who have
long-term physical conditions and are at higher risk of such
problems. If the updated version of YouthCHAT is as effective
as HEEADSSS assessment in detecting psychosocial issue and
isasacceptableto young people, it may beroutinely introduced
as afirst-line screener for psychosocial problemsin al youth,
especialy those at high risk of psychosocia problems. Thisis
likely to have cost benefits with short-term economic impacts
including reductions in staff time required to conduct
HEEADSSS assessments. Long term, there is the potential for
cost effectiveness across many spheres, such as reductions in
health care costs associated with helping youth maintain better
health through lifestyle choices, reductions in benefits payouts
via improving chances of education and employment, and
reductionsin costs associated with the youth justice system via
supporting youth to make prosocial lifestyle choices.

A key advantage of YouthCHAT is its person-centered
approach. Young peopl e are asked to indicate which issues they
would like help with. Clinical staff are provided with
stepped-care resources to use depending on the issue and its
severity, including a number of self-management options such
as e-therapies. The systematic approach of annua screening
and provision of algorithms for stepped-care intervention is
likely to lead to early and more comprehensive intervention of
youth mental health, substance misuse, and other lifestyleissues,
which will have large impacts on their subsequent physical,
mental, and socia health and well-being, as outlined above.

Conclusion and Recommendations

If the outcomes indicate that YouthCHAT provides a
comparable mental health and psychosocia assessment to
HEEADDSSS, is acceptable to young people and clinical staff,
and is faster to administer, we propose the following clinical
changes.

« All Year 9 students in low-decile high schools should be
screened using YouthCHAT, and currently routine
HEEADSSS assessments should not be undertaken where
there is a negative screen. Instead, a tailored (targeted)
HEEADSSS assessment should be conducted for the
YouthCHAT positive domains.

«  Young people with long-term physical conditions who are
admitted to pediatric hospitals or attending routine
outpatient clinicsfor long-term physical conditions should
undergo an annual YouthCHAT screen, with targeted
HEEADSSS assessment where needed.

« All students in New Zealand high schools should be
screened using YouthCHAT annually.

« Thepotential for YouthCHAT to be used in other countries
should also be explored.
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Abstract

Background: Adaptive e-learning environments (AEES) can provide tailored instruction by adapting content, navigation,
presentation, multimedia, and toolsto each user’s navigation behavior, individual objectives, knowledge, and preferences. AEES
can have various levels of complexity, ranging from systems using a simple adaptive functionality to systems using artificial
intelligence. While AEEs are promising, their effectiveness for the education of health professionals and health professions
students remains unclear.

Objective: The purpose of this systematic review is to assess the effectiveness of AEEsin improving knowledge, competence,
and behavior in health professionals and students.

Methods: We will follow the Cochrane Collaboration and the Effective Practice and Organisation of Care (EPOC) Group
guidelines on systematic review methodology. A systematic search of theliterature will be conducted in 6 bibliographic databases
(CINAHL, EMBASE, ERIC, PsycINFO, PubMed, and Web of Science) using the concepts “ adaptive e-learning environments,”
“health professionals/students,” and “effects on knowledge/skills/behavior.” We will include randomized and nonrandomized
controlled trials, in addition to controlled before-after, interrupted time series, and repeated measures studies published between
2005 and 2017. The title and the abstract of each study followed by afull-text assessment of potentially eligible studies will be
independently screened by 2 review authors. Using the EPOC extraction form, 1 review author will conduct data extraction and
a second author will validate the data extraction. The methodological quality of included studies will be independently assessed
by 2 review authors using the EPOC risk of bias criteria. Included studies will be synthesized by a descriptive analysis. Where
appropriate, datawill be pooled using meta-analysis by applying the RevMan software version 5.1, considering the heterogeneity
of studies.

Results: Thereview isin progress. We plan to submit the results in the beginning of 2018.
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Conclusions: Providing tailored instruction to health professionals and students is a priority in order to optimize learning and
clinical outcomes. This systematic review will synthesize the best available evidence regarding the effectiveness of AEES in
improving knowledge, competence, and behavior in health professionals and students. It will provide guidance to policy makers,

hospital managers, and researchers in terms of AEE devel opment, implementation, and evaluation in health care.

Trial Registration:

https.//www.crd.york.ac.uk/PROSPERO/display record.asp? D=CRD42017065585

http://www.webcitation.org/6rX GdDwf4)

(JMIR Res Protoc 2017;6(7):€128) doi:10.2196/resprot.8085
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Introduction

Background

Since the beginning of the 21¥ century, the complexification of
care and the limitation of financial resourcesin health systems
across the globe pose great challengesto the education of health
professionals [1]. Academic and clinical leaders must find
innovative and effective ways to maintain and update the
curricula of their institutions in order to address systemic
problems, such as the mismatch of health professionals
competencies to patient and population needs [1]. We have
known since the 1980s that individual learning, through
one-on-one human tutoring, is more effective than learning
through group lectures [2,3]. The consideration of users
navigation behavior, individual goals, knowledge, and
preferences provides opportunitiesfor individualized instruction
and optimizes learning outcomes [4]. However, while
one-on-one human tutoring has its benefits, it is costly, lacks
accessibility, and realistically cannot be replicated on a large
scale.

E-learning, defined as instruction delivered on adigital device
that is intended to support learning [5], is an ever-expanding
field in health sciences education. Conventional e-learning
courses use words, in the form of spoken or printed text, and
multimedia (eg, illustrations, animations, videos) [5]. Content
is typically presented linearly, much like reading a book.
E-learning can be both asynchronous, (i.e., being designed for
self-study) and synchronous (i.e., attending a Web-based class
taught by an instructor in real time) [5]. Various presentations
of e-learning areincreasingly presentin clinical settingsfor the
continuing education of health professionals[6] and in academic
settings for the education of health professions students [7].
Systematic reviews have demonstrated the effectiveness of
e-learning to optimize knowledge, competence, and behavior
in health professionals and students [8-13]. E-learning is
generaly considered to be as effective as non—e-learning
educational interventions, such as traditional classroom
instruction and printed text in improving learning outcomes
[8,12]. Specificinstructional design variationswithin e-learning
platforms, such asinteractivity, feedback, repetition, and practice
exercises, result in better learning outcomes [14].

While e-learning can provide these features, it generally fails
to provide individualized instruction eguivalent to one-on-one

http://www.researchprotocols.org/2017/7/e128/

human tutoring [15,16]. Indeed, e-learning is rarely designed
to suit the learning goals, knowledge, and preferences of health
professionalsand students. Moreover, e-learning doesn't provide
opportunities for case-based problem solving and simulations
of complex real-world tasks while providing tailored feedback
and guidance [15]. This is problematic because these
instructional strategies have been shown to be effective to
improve learning outcomes in face-to-face education [17-19].

Adaptive e-learning environments (AEES) showsgreat promise
in providing tailored instruction to health professionals and
students by adapting the training to each user [20]. By
continuously collecting data to build a user's profile (eg,
navigation behavior, individua objectives, knowledge,
preferences), interpreting these data through algorithms, and
adapting in rea-time content, navigation, presentation,
multimedia, and tools, AEES can provide a dynamic and
evolutionary learning path for each user [21]. However, awide
variety of systems may provide adaptive functionality with
various levels of complexity in different fields of study. For
instance, adaptive hypermedia systems [21-23] and intelligent
tutoring systems [24-26] may both provide variations of an
adaptive functionality.

Inrecent years, AEEswith various|evels of complexity, ranging
from systems using an adaptive functionality, to systems using
artificial intelligence, have been evaluated in some academic
settings with positive results regarding learning outcomes
[24-27]. However, the effectiveness of AEEs for health
professionals and students’ education remains unclear. To our
knowledge, no systematic review assessed the effectiveness of
AEEs on knowledge, competence, and behavior in health
professionals and students.

Systematic Review Objective

To systematically identify, appraise, and synthesize the best
avalable evidence regarding the effectiveness of AEEs in
improving knowledge, competence, and behavior in health
professionals and health professions students.

Systematic Review Question

What is the effectiveness of AEEs in improving knowledge,
competence, and behavior in health professionals and students
in comparison with nonadaptive e-learning environments or
non—e-learning educational interventions?
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Methods

Systematic Review Protocol Development and
Registration

This systematic review protocol has been developed according
to the Preferred Reporting Items for Systematic review and
Meta-Analysis Protocols (PRISMA-P) [28] (Multimedia
Appendix A).

This protocol has also been registered prospectively on the
PROSPERO database (registration number: CRD42017065585).

Inclusion Criteria

Types of Studies

Wewill include randomized controlled trials (RCTs), non-RCTSs,
controlled before-after studies, interrupted time series studies,
and repeated measures studies. In order to assessthe eligibility
of study designs, we will use the algorithm proposed by the
Effective Practice and Organisation of Care (EPOC) Cochrane
Review Group [29]. If no studies employing these designs are
identified, we will consider quasiexperimental study designs
for inclusion, such as 1-group pretest/posttest studies and
nonequivalent groups studies.

Studies published in French or English, between 2005 and 2017,
and conducted in all academic and clinical settings will be
considered for inclusion, regardless of the geographic location.

A meta-analysis on the effectiveness of a subtype of AEES,
intelligent tutoring systems, with college students in computer
science, physics, and mathematics, found that studies published
before 2005-2006 seem to have a bias toward more positive
results[25]. This could be explained by the novelty of e-learning
in earlier studies, which could have positively affected student
motivation and learning outcomes. Thus, we will only include
primary studies published from 2005 onward.

Types of Participants

Wewill consider primary studies conducted with licensed health
professionals, students, trainees, and residents in any health
care context. From now on, in the context of this review, we
will call health professionals and students “users.”

Types of I nterventions

For the purpose of this review, we define an AEE as an
e-learning platform, which continuously collects data to build

http://www.researchprotocols.org/2017/7/e128/
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each user's profile (eg, navigation behavior, individual
objectives, preferences, knowledge), interprets these data
through agorithms, and adapts in real-time the content (eg,
showing/hiding information, providing tailored feedback),
navigation (eg, specific linksand paths), presentation (eg, device
adaptation, page layout), multimedia presentation (eg, images,
models, views, widgets, graphicsitems, scripts, and strategies),
or tools (eg, different set of features for the different types of
users) to provide a dynamic and evolutionary learning path for
each user [20,21,30]. We will use the definitions of each type
of adaptation proposed by Knutov and colleagues [21]. The
AEE can involve variable levels of technological complexity,
ranging from simple adaptive functionality to the use of artificial
intelligence [20].

Types of Comparators

Eligible comparators will be nonadaptive e-learning
interventions and non—e-learning educationa interventions.
Nonadaptive e-learning interventions can include interactive
features, such as quizzes and practice exercises, and multimedia,
but present the same content linearly for each user.
Non—e-learning educational interventions can be, for example,
traditional classroom instruction, a PowerPoint presentation,
printed text, or a combination of these interventions.

Types of Outcomes Measures

We will consider for inclusion studies reporting the following
outcomes: knowledge, competence, and behavior in health
professional s and students.

In order to define the outcomes of this systematic review, we
adopted the modified conceptual model of Miller [31], which
is a framework that identifies 4 stages of clinical practice
development: knows, knows how, shows how, and does.
Through cognitive and behavioral changes, health professionals
and students progress from developing their knowledge about
a particular health condition to performing interventions in
clinical practice[31]. Inthe modified version of the model [32],
the stages of development have been modified to better match
the design and effects of educational interventions (Figure 1).

Primary Outcome M easures

Primary studies reporting an objective measure of users
knowledge (eg, multiple-choice test for assessing factual or
conceptual understanding) or a subjective measure of users
knowledge (eg, self-reported knowledge) will be considered for
inclusion.
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Figure 1. The modified conceptual model of Miller.
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Secondary Outcome M easures

Primary studies reporting an objective measure of users
competence (eg, behavior change counseling competence scores)
or a subjective measure of users' competence (eg, self-reported
skills) will be considered for inclusion.

Primary studies reporting an objective measure of users
behavior (eg, clinical interventionsreported in patients’ medical
file, number of tests ordered) and a subjective measure of users
clinical behavior (eg, self-reported performance of clinical
interventions) will be considered for inclusion.

Exclusion Criteria

Any study that does not correspond to the inclusion criteriain
terms of study design, participants, intervention, comparator,
or outcome measures will be excluded.

Wewill also exclude: (1) studiesthat do not provide asufficient
description of the AEE assessed for judging which type(s) and
techniques of adaptation are applied; (2) RCTs not published
in peer-reviewed journals (eg, dissertations and case reports);
(3) systematic reviews, literature reviews, letters, commentaries,
editorials, study protocols; and (4) secondary subgroup analyses
of RCTs or RCT-generated data modeling studies.

Literature Search
I nformation Sources

Bibliographical Databases

Eligible primary studies will be identified through a
comprehensive literature search of 6 bibliographic databases:
CINAHL (EBSCO), EMBASE (OVID), ERIC (ProQuest),
PsycINFO (APA PsycNET), PubMed (NCBI), and Web of
Science — SCI and SSCI (1S — Thomson Scientific).

Hand Searching

Relevant journals will be hand-searched for additional articles.
Such journals include: User Modeling and User-Adapted
Interaction, Computers and Education, Journal of Computer
Assisted Learning, Journal of Medical Internet Research,

http://www.researchprotocols.org/2017/7/e128/
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Educational Technology Research and Devel opment, and British
Journal of Educational Technology.

Reference Sear ching

Reference lists of primary studies included will be
hand-searched for additiona relevant articles. We will also
search the reference lists of systematic reviews and
meta-analysesin the field of AEEsfor relevant articles.

Search Strategy for Bibliographical Databases

The search strategy was developed in collaboration with a
Master's student in information science. The search strategy
uses a combination of keywords and MeSH termsthat relate to
3 key concepts (adaptive e-learning environments, health
professional ghealth sciences students; effects on knowledge,
skills, and behavior) (Multimedia Appendix B). We first
developed the strategy for PubMed, and then translated it for
other databases (Multimedia Appendix C).

Data Collection and Analysis

Selection of Studies

Thetitlesand abstracts of studiesretrieved by the search strategy
will be independently screened and “€eligibility criteria will be
applied by 2 review authors. Disagreements will be resolved
through discussion and consensus. A third author will be
involved in case of a persistent disagreement. Reference
management will be done using the EndNote software, version
8.0.

A full-text assessment of selected articles after the initial
screening will beindependently conducted by 2 review authors.
Access to articles will be gained through the library system of
the Université de Montréal. Reasonsfor the exclusion of articles
will be documented and the process of study selection will be
reported in a PRISMA flow diagram [33].

Data Extraction and Management

The data of included studies will be extracted using amodified
version of the data collection form of the EPOC Cochrane
Review Group data collection checklist by 2 review authors
[34] (Textbox 1). Data will then be entered in the Review
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Manager (RevMan) software, version 5.1. In the case of unclear
data, authors will be contacted to obtain relevant data. Data
collection formswill then be sent to thefirst authors of included
primary studies for validation.

Assessment of Risk of Bias

The quality of included studies will be independently assessed
by 2 review authors using the EPOC risk of bias criteria based
upon the data extracted with the data collection checklist [34].
Discrepanciesin rating will be resolved through discussion and
consensus. Based on the EPOC Cochrane Review Group risk
of bias criteria[34], the following 9 criteriawill be considered
to assess included studies for potential bias. (1) Was the
all ocation sequence adequately generated? (2) Wasthe allocation

Textbox 1. Information to extract from included primary studies.

Fontaine et d

adequately conceal ed? (3) Were baseline outcome measurements
similar? (4) Were baseline characteristics similar? (5) Were
incomplete outcome data adequately addressed? (6) Was
knowledge of the alocated interventions adequately prevented
during the study? (7) Wasthe study adequately protected against
contamination? (8) Was the study free from selective outcome
reporting? (9) Was the study free from other risks of bias?

Each criterion will be rated as “low risk” if the biasis unlikely
to have serioudly affected the results, “high risk” if the bias
likely weakened thereliability of the results, and “unclear risk”
when there is not enough information to rate the bias aslow or
high [35]. Justification of each author’s assessment will be noted
in therisk of biastable.

Population and setting

«  For descriptive purposes: study setting, inclusion criteria, and exclusion criteria.

«  For statistical analyses purposes: study population and study sample.

Methods

For descriptive purposes: study aim, study design, unit of allocation, study start and end date, duration of participation.

Risk of bias assessment

For statistical analysis purposes: random sequence generation, allocation concealment, similarity of baseline outcome measurements, similarity of
baseline characteristics, incomplete outcome data, blinding of participants and personnel, blinding of outcome assessments, measures against

contamination, selective outcome reporting, other risk of bias.

Participants

For descriptive purposes: withdrawals and exclusions, age, sex, level of instruction, number of years of experience as a health professional, practice

setting, previous experience using e-learning.

Interventions (AEE and comparator)

«  For descriptive purposes: name of intervention, theoretical framework, statistical model/algorithm, subject, number of training sessions, duration
of each training session, mode of delivery, presence of other educational interventions and strategies.

«  For statistical analysis purposes: total duration of the training, type and degree of adaptation within the AEE (content, navigation, presentation,

multimedia presentation, tools).

Outcomes

For descriptive purposes: hame, time-points measured, definition, person measuring, unit of measurement, scales, validation of measurement tool.

Results

«  For descriptive purposes: comparison, time-point, baseline data, statistical methods used, and key conclusions.

«  For statistical analysis purposes: results according to our primary (knowledge) and secondary (competence, behavior) outcomes.
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Table 1. Reasons for downgrading the quality of a body of evidence for a specific outcome.

Factor Description Interpretation

Limitations in the design and The assessments with the EPOC Cochrane Review authors will interpret the risk of bias as follows:
implementation (within-study Group risk of biascriteriashould feed directly «|qy risk of bias would indicate ‘ no limitation':

risk of bias into this factor. . ! - . S
) ‘unclear risk of bias' would indicate either ‘no limitation’ or
‘serious limitation’;
‘high risk of bias’ would indicate either ‘ serious limitation’ or
‘very serious limitation’.
Indirectness of evidence Indirect comparisons between intervention A Review authors will make judgments based on differencesin
and B; anticipated effects in the group of primary interest.

Restricted version of themain review question
interms of population, intervention, compara-
tor, or outcomes.

Unexplained heterogeneity or Studiesyield widely differing estimates of ef- Review authors will downgrade the quality of evidence when
inconsistency of results fect (heterogeneity or variability in results) thereis no plausible explanation to the heterogeneity that exists
and affects the interpretation of results.

Imprecision of the results Studiesinclude few participantsand few events  Review authors will lower their rating of the quality of the evi-
and have wide confidence intervals. denceif thereisimprecisionin results of included primary studies.

High probability of reportingbias The assessments made regarding funnel plot  Review authors will downgrade the quality of evidence level if
asymmetry should feed directly into thisfactor. thereisahigh probability of reporting bias based on funnel plot
asymmetry.

Textbox 2. Subgroup analysis.

Change in targeted health professionals and students

«  Doctorsand student doctors;

o Nursesand student nurses,

«  Other allied health professionals and students.

«  Hypothesis: AEEs are more effective for doctors and student doctors than for nurses and student nurses or for health professionals and students.
Change in degree of AEE adaptation: we will rate the degree of adaptation of each AEE from 1-5 according to the types of adaptation (content,
navigation, presentation, multimedia presentation, tools).

.  <2of 5typesof adaptation;

o 23 o0f 5typesof adaptation.

«  Hypothesis: AEEs including =3 of 5 types of adaptation are more effective than those including <2 of 5 types of adaptation.

Changein type of AEE adaptation
«  Content adaptation;
«  Other types of adaptation (navigation, presentation, multimedia presentation, tools).

«  Hypothesis: AEEs including content adaptation are more effective than those including other types of adaptation.

Change in AEE training program duration
« AEE training programs lasting 1 week or less;
«  AEE training programs lasting more than 1 week.

«  Hypothesis: AEEs training programs lasting more than 1 week are more effective than those lasting 1 week or less.

Changein publication years

«  Studies published before 2010;

o Studies published after 2010.

« Hypothesis: AEEs reported in studies published after 2010 are more effective than those reported in studies published before 2010.
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Dealing With Unclear Data

We will contact the investigators of included studies if thereis
any unclear or missing data. If unsuccessful, we will provide a
narrative synthesis of the data as presented in the study.

Assessment of Heterogeneity

Heterogeneity will first be assessed by examining the
characteristics of included studies, the similarities and disparities
between the types of participants, the types of interventions,
and the types of outcomes.

Heterogeneity will then be assessed by using the chi-square and

the |2 statistics within the RevMan software. The 12 statistic
describes the percentage of variance in effect estimates that is
due to heterogeneity. As suggested by Higgins et al. [36], we

will interpret the I values as follows: 0%-40%: might not be
important; 30%-60%: may represent moderate heterogeneity;
50%-90%: may represent substantial heterogeneity; and
75%-100%: considerable heterogeneity.

We intend to use the random-effects model where moderate to
substantial heterogeneity is observed. If substantial or
considerable heterogeneity is observed and study effects are
discordant, we will not pool data, unless heterogeneity is
explained by subgroup differences.

Assessment of Reporting Biases

Reporting biases will be assessed by using funnel plotsif more
than 10 studies are included in the meta-analysis, as
recommended by the Cochrane Handbook. We will follow the
guidelines regarding funnel plot asymmetry as described in the
Cochrane Handbook for Systematic Reviews of Interventions
5.1.0 [35]. For analyses performed on less than 10 primary
studies, we will assess reporting bias qualitatively.

Assessment of the Quality of Evidence

The quality of the evidence regarding the outcomes reported in
this systematic review will be assessed using the Grading of
Recommendations Assessment, Development, and Evaluation
(GRADE) approach, based upon the data extracted with the
data collection checklist [37,38]. The GRADE approach
specifies4 levelsof quality (high, moderate, low, and very low)
for each individual outcome.

In order to attribute a level of quality, the GRADE approach
considers 5 factors for downgrading the quality of a body of
evidence for a specific outcome (Table 1). The certainty of the
evidence will be independently assessed by 2 review authors.
Any disagreement will be resolved through discussion.

Data Synthesis

Characteristics of included primary studies, such as population
studied and study design, will be presented in atable format.
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Datawill then be synthesized by adescriptive analysis. We will
describe the characteristics of AEEs including, when possible:
intervention name, theoretical framework, statistical model or
algorithm, subject, number of training sessions, duration of each
training session, total duration of the training, mode of delivery,
and presence of other educational interventions and strategies.

We will undertake a meta-analysis that will compare changes
between intervention and control participants in primary and
secondary outcomes, for which data from at least 2 studies are
available. Knowledge, competence, and behavior will be
addressed and analyzed separately. Statistical analysis will be
conducted upon consideration of dichotomous outcome variables
(eg, content adaptation, yes/no) and continuous outcome
variables (eg, changein behavior change counseling competence
scores).

Sensitivity Analysis

We will perform sensitivity analyses in order to exclude high
risk of bias studies (as assessed with the EPOC risk of bias
criteria) and small sample size studies (n<20). Sensitivity
analyseswill alow usto determineif our conclusionsare robust
or if the key findings disappear with the exclusion of high risk
of bias and small sample size studies.

Subgroup Analysis
Contextual heterogeneity will be considered by conducting the
analyses in subgroups, according to potential effect modifiers.

If sufficient data is available, we plan to perform 5 subgroup
analyses (Textbox 2).

Results

Thereview isin progress. We plan to submit the manuscript in
the beginning of 2018. The anticipated findings of this
systematic review will have implications for policy, practice,
and research. First, it will provide evidence for policy makers
and hospital managers of whether or not AEES can increasethe
learning effectiveness and efficiency for health professionals
and students, potentially lowering training costs and optimizing
clinical practice. Second, this systematic review will identify
specific considerations regarding AEE design, implementation,
and evaluation in health care, indicating what would need to be
taken into account for future studies.

Discussion

Providing tailored instruction to health professionals and
studentsis a priority in order to optimize learning and clinical
outcomes. This systematic review will provide a summary of
the best avail able evidence regarding the effectiveness of AEEs
inimproving the knowledge, competence, and behavior of health
professionals and students.
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Abstract

Background: Providing patients with recordings of their clinic visits enhances patient and family engagement, yet few
organizations routinely offer recordings. Challenges exist for organizations and patients, including data safety and navigating
lengthy recordings. A secure system that allows patients to easily navigate recordings may be a solution.

Objective: The aim of this project is to develop and test an interoperable system to facilitate routine recording, the Open
Recording Automated L ogging System (ORALS), with the aim of increasing patient and family engagement. ORAL Swill consist
of (1) technically proficient software using automated machine learning technology to enable accurate and automatic tagging of
in-clinic audio recordings (tagging involves identifying el ements of the clinic visit most important to patients[eg, treatment plan]
on the recording) and (2) a secure, easy-to-use Web interface enabling the upload and accurate linkage of recordings to patients,
which can be accessed at home.

Methods: We will use a mixed methods approach to develop and formatively test ORALS in 4 iterative stages: case study of
pioneer clinics where recordings are currently offered to patients, ORALS design and user experience testing, ORALS software
and user interface devel opment, and rapid cycletesting of ORALSin aprimary care clinic, assessing impact on patient and family
engagement. Dartmouth’s I nformatics Collaboratory for Design, Devel opment and Dissemination team, patients, patient partners,
caregivers, and clinicians will assist in developing ORALS.

Results:  We will implement a publication plan that includes a final project report and articles for peer-reviewed journals. In
addition to this work, we will regularly report on our progress using popular relevant Tweet chats and online using our website,
www.openrecordings.org. We will disseminate our work at relevant conferences (eg, Academy Health, Health Datapal 0oza, and
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the Ingtitute for Healthcare Improvement Quality Forums). Finally, lora Health, a US-wide network of primary care practices
(www.iorahealth.com), has indicated a willingness to implement ORALS on alarger scale upon completion of this development

project.

Conclusions:  Upon the completion of this project we will have developed a novel recording system that will be ready for
large-scale testing. Our long-term goal isfor ORAL S to seamlesdly fit into aclinic’s and patient’s daily routine, increasing levels

of patient engagement and transparency of care.

(JMIR Res Protoc 2017;6(7):€121) doi:10.2196/resprot.7735

KEYWORDS

audiovisual aids; patient engagement; machine learning; disease management; caregivers; patients

Introduction

Background

Higher recall of medical information isassociated with improved
disease management, treatment adherence, and higher patient
satisfaction; however, recall of medical information is often
low, with 40% to 80% of medical information from aclinical
visit forgotten immediately by patients [1-5]. Poor knowledge
of medical conditions has been identified asasignificant barrier
to self-management of health conditions associated with lower
health status [6]. Difficulty recalling health information is
amplified when patients are emotionally charged [7-10]. Lack
of health literacy—the ability to perform basic reading and
numerical tasksrequired to function in ahealth care environment
[10]—exacerbates the challenge of patient recall and
understanding of health information and affects 59% of adults
over 65 years in the United States [11]. Low health literacy is
associated with a reduction in the ability of patients to
self-manage and interpret heal th messages and medication labels
[12-16]. When patients find it difficult to comprehend health
care information during the visit, they are in turn less able to
recall information following the visit [17-19].

There have been several advances toward addressing this
information recall problem [20]. Providing patientswith an after
visit summary (AV'S) within 3 days of the clinic visit is a key
requirement of Meaningful Use of an electronic health record
(EHR), stage 1 [21]. Allowing patients to have access to
clinician notesthrough OpenNotes after the visit makes patients
feel more in control of their care and improves information
recall and medication adherence [22]. Patients also share these
noteswith family members, which can enhance decision-making
skills and care because families can better support a patient
through difficult decisions and treatments when they have all
the necessary medical information [23]. Note-taking during the
visit or specific written instructions postvisit are other methods
proposed to improve recall and improve treatment engagement
[24-26]. However, strategies dependent on written material are
much less effective when the patient has basic health literacy
[17,27-29], and the act of note-taking can be distracting to both
the patient and the physician.

An alternative approach, based on 40 years of research, is to
share audio or video recordings of clinic visits. Patients value
listening to and sharing recordings of clinic visits with their
families; access to recordings leads to increased patient and
family engagement, understanding, recall of health care

http://www.researchprotocols.org/2017/7/e121/

information, and treatment adherence and reduced decisional
regret [8,30-45]. Thisis also a benefit for caregivers, who are
better prepared to provide care, which could in turn reduce
caregiver morbidity associated with a perceived lack of
self-efficacy related to the provision of care [46,47].

Despite evidence of benefit, patients are rarely offered
recordings, yet demand is high as evidenced by the rise of
patients secretly recording clinic visits[32,48]. In arecent study
of 130 respondents from the general public in the United
Kingdom, 15% reported covertly recording a clinic visit, and
77% would like their clinic to offer recordings [49]. The main
motivation for recording was to improve understanding and
involve family membersin care, and the patientswho did record
reported greater engagement and empowerment. However,
patients felt that the absence of a safe, secure, and efficient
recording system was a significant barrier. Navigating lengthy
recordings was also considered a problem because getting the
benefit “depends on picking out...the crucia points...” [32]. A
secure system that allows patientsto easily navigate recordings
by tagging elements of the clinic visit that are most important
to them (eg, diagnosis, treatment plan) may be a solution.

Aims
The purpose of this project is to develop and test an
interoperable system to facilitate routine tagged

recordings—Open Recording Automated Logging System
(ORALS)—with the aim of increasing patient and family
engagement in care. ORAL Swill consist of 2 key elements: (1)
technically proficient software using automated machine
learning technology to enable accurate and automatic tagging
of in-clinic audio recordings and (2) a secure, easy-to-use Web
interface enabling the upload and accurate linkage of recordings
to patients that can be accessed at home. Our team consists of
arange of stakeholdersincluding the Informatics Collaboratory
for Design, Development, and Dissemination (ic3d) at
Dartmouth; Geisel School of Medicine at Dartmouth; patients;
caregivers; and clinicians.

The expected outcome of this project is the development of a
widely accepted and scalable recording system, ORALS, that
can be used by patients and their families, leading to higher
patient and family engagement.

We will use a mixed methods and agile software devel opment
approach, which involves the early and frequent engagement
of end-users, to develop and conduct formative testing of
ORALS in 4 iterative stages: a case study of pioneer clinics
where recordings are currently offered to patients, ORALS
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design and user experiencetesting, the development of ORALS
software and user interface, and rapid cycle testing of ORALS
inaprimary care clinic (Figure 1).

Methods
Stage 1: Case Study

Overview

To gain a deeper understanding of phenomena in their context
of use, a case study methodology is recommended [50]. The
case study will be guided by Yin's [51,52] approach, using 5
components: research questions, propositions or purpose, units
of analysis, determination of how the data are linked to the
propositions, and criteriato interpret the findings. Thefirst step
to developing ORALS is to gain a deep understanding of
existing approaches to recording visits (see Table 1). We will

Barr et al

conduct site visitsto the Ryan Family Practice, Ludington, Ml;
University of Texas Medical Branch Cancer Center Victory
Lakes, League City, TX; and Barrow Neurosurgical Institute,
Phoenix, AZ. Each of these sites has a unique approach to
recording visits and thus important insight to share that will
help guide the devel opment of ORALS.

Purpose

Our purposeisto gain insight from pioneer clinicsto guide the
development of ORALS. In stages 2, 3, and 4, wewill use case
study findings to develop ORALS and test the software in a
human-computer interaction laboratory and in clinic settings.
The ic3d team and patient representatives will be involved in
stage 1 by guiding the study design and interpreting findings.
Figure 2 illustrates the critical steps, from the challenges of
accurate physical recording to creating a secure data store for
safe multiple use access.

Figure 1. Stages of Open Recording Automated Logging System development.
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Table 1. Case study research guide (informed by our previous research [53]).

Research questions Data sources

RQ1. What are the technological aspects of successful
recording software and user interface?

Interview (clinicians, patients, family members, software devel opers, clinic management and
administrators); documentation (study reports, specifications of software and hardware), direct

observation (use of recording technology)

RQ2. Why and how was the recording and sharing of
clinical visits with patients adopted?

Interview (clinicians, clinic management and administrators, patients), documentation (policy
documents, consent forms, survey data, publications), archival (proportion of clinicians who

offer recording, log of recording use)

RQ3. How are recordings used?

Interview (clinicians, patients, family members, clinic management and administrators),

documentation (survey data, publications), direct observation (use of recording technology)

RQ4. What is the added value of tagging recordings
and what are the most important moments to tag?

Interview (clinicians, patients, family members, clinic management and administrators),
documentation (survey data), archival (log of system use)
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Figure 2. A conceptual path to recording, tagging, and sharing the clinical encounter.
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Design

We will adopt a multiple case design including 3 sites where
recordings of medical visits are shared with patients[51]. Each
recording system represents a case (ie, the unit of analysis).
Embedded in each case will be clinicianswho support recording
and those who do not, patients and their families, and clinic
management and administrative staff.

Settings

Clinic 1: Ryan Family Practice, Ludington, Michigan

This primary care practice consists of a clinician, medical
assistant, secretary, and a 2000-patient panel, with 120 patient
visits per week. Dr James Ryan and Kevin Perdue have
developed an electronic medical record system called the small
brain records project that supports contemporaneous tagging of
audio recordings as Dr Ryan enters patient data (eg, medication
change). These tagged encounters and audio recordings are
shared with patients and caregivers via a secure Web portal.
While Dr Ryan plans to record all of his patient visits, he
currently records approximately 50% of patient visits.

Clinic 2: University of TexasM edical Branch, Cancer Center
Victory Lakes, L eague City, Texas

The University of Texas Medical Branch (UTMB) Cancer
Center in Victory Lakes consistsof 14 clinicianswho each treat
approximately 40 to 50 patients per week. Dr Meredith Masel
of the Oliver Center for Patient Safety and Quality Healthcare,
UTMB, Gaveston, TX, has pioneered the routine
implementation of audiorecording in UTMB Cancer Clinics
through the “Taking the Message and the Medicine Home”
program. Patients are offered adigital deviceto record visitsor
are educated about recording and using their own device.

Clinic 3: Barrow Neurological | nstitute, Phoenix, Arizona

Barrow Neurological Institute (BNI) is a large neurological
diseaseinstitute. Each of its 27 neurosurgeonstreats 50 patients
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per week. Currently 10 clinicians use the Medical Memory
video recording service, developed by Dr Randall Porter, to
record the visit and share with patients via a secure Web portal.

Ethics

This research has received Ingtitutional Review Board (IRB)
approval from the Committee for the Protection of Human
Subjects at Dartmouth College (Study #29380).

Participants

Participantswill include patients, family members, clinical staff,
management, and administrators. We will use key contacts to
arrange interviews and include clinicians who have chosen not
to offer patients recordings. Interviewees will be 18 years or
older and able to communicate in English. We plan to conduct
aminimum of 6 interviews per stakeholder group at each site
until data saturation is reached [53].

Data Collection

Overview

Yin[51] identifies 6 primary sources of evidencefor case study
research. Using multiple sources of evidence per research
guestion increases the precision of findings through a process
of triangulation, taking different angles toward studying the
same phenomena. Four of these sources can be used to answer
the research questions described above (Table 1). A study
databasewill be created using ATLASLti qualitative dataanalysis
and research software (Scientific Software Development
GmbH), increasing thereliability of findings by creating achain
of evidence from data collected, coding, and linkagesto research
questions [51]. Further details of theses sources are described
below.

Semistructured I nterviews

Semistructured interviewswill be conducted and audiorecorded.
We plan to conduct the majority of interviews over 5-day site
visits. Our information technology (IT) team will conduct
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interviews with technology experts at each site. Topic guides
have been developed with patient representatives and 1T staff
(Multimedia Appendix 1). All interviews will be transcribed
by Acusis medical transcription service.

Documentation and Archival Sources

Relevant documents will be requested from clinic staff (eg,
clinic recording policies, patient information sheets). We will
liaise with the IT team to assess technical barriers (eg,
interoperability challenges) and, where available, the proportion
of patients with recordings, length of recordings, and playback
frequency.

Direct Observation

We will observe the process from introduction to recording, its
completion, and sharing with the patient.

Analysis

Audio recordings will be transcribed verbatim. Data analysis
will take place simultaneously with data collection, which, in
turn, will assist in the iterative development of the interview
guides. We will use aframework approach to analyze the data.
This approach consists of 6 steps. familiarizing ourselves with
the data, identifying a framework, and indexing, charting,
mapping, and interpreting the data [54,55]. The research
questions will provide the analytic framework with thematic
comparisons across cases. ldentifying recurring themes across
sites is a strength of the multiple case study design. Two
researchers will apply an initial codebook, and they will meset
and include new codes into a revised codebook before
conducting asecondary assessment of interview data. Emergent
codeswill be added to existing codes. Codes, memaos, and short
narrative summations of datawill be entered into ATLASLi.

Stage 2: Open Recor ding Automated L ogging System
Design
Overview

Case study information will determine the scope and
functionality of Open Recording Automated Logging System
(ORALYS) and the user interface designed using usability
engineering [56].

Purpose

Usahility engineering will provideiterative, formative feedback
from ORALS target users. Vinter et a [57] reported that
usability errors dominate 60% of software problem reports.
Myers and Rosson [58] reported that about half of code
development is devoted to user interface design. To mitigate
these challenges, early stakeholder engagement in ORALS
design before initial software development and iteratively
thereafter is crucial.

Design

A member of the interaction design team will be embedded in
stage 1 of the case study. We will analyze which moments
during the clinic visit matter most to patients and their families
(RQ4, Table 1) to arrive at a standardized set of tags for the

user interface (eg, test result, treatment plan). This set will be
categorized into terms such as specific medical conditions or
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treatments and topics such as treatment decisions and plans.
Case study data will also support the development of a set of
activity scenarios and associated tasks for participants to
complete using prototypes. This will include tasks such as
authenticating into ORALS to alow the secure linkage of
recordings to patients, controlling recordings (eg, starting and
stopping), finding a recent appointment, finding tagged
information in the recordings, and other derived tasks.

Paper prototyping activities will guide early software
development cycles by engaging potential ORALS users. This
work creates an interactive interface by using paper, pens,
markers, Post-It notes, and other media to mock up multiple
screens and overlays for users [59]. As users complete tasks, a
member of the design team responds by changing the paper
interface screens and overlays. This prototyping process offers
the benefits of getting users involved in the design early, when
there is evidence that users are much more likely to offer
feedback because the interface appears more malleable and
capable of change.

The design team will develop a usability specification for the
set of tasks and define the expected interaction paths and the
amount of timeto complete each task. The usability specification
will be used as a baseline for determining changes. Survey
questions will be used to collect demographics, preassessment
of user expectations of the system, posttask design feedback,
and postassessment of user impressions of the system.

We anticipate 3 rounds of ORALS usability evaluation with
stakeholder users: (1) paper prototyping as described, (2)
formative evaluation with an early software prototype midway
in the software devel opment cycle, and (3) summative evaluation
at the end of the development cycle to understand how the
ORALSwill work in the field and guide final changes.

Settings

Facilitator-led paper prototyping activities will take place in
person with prospective usersin the human-computer interaction
lab, ic3d lab, Geisel School of Medicine; observers will take
notes. For formative and summative usability evaluation,
activities can be conducted in person or facilitated remotely
using Web conferencing tools. We will use a software usability
evaluation product called Morae (TechSmith Corp), which
supports screen recording of software use and a log of mouse
and keyboard interactions. Each session will be designed to last
about an hour.

Participants

We will work with a minimum of 6 potential users, patients,
and clinicians in each design round. Participants will be
identified both from local clinics and the in-clinic test site at
UTMB. Participants will receive $25 for their participation.

Data Collection

Paper prototyping sessions will provide data through
observationa notes, think-aloud statements, and resulting design
artifacts from changes in each session. Software evaluation
sessions will collect performance measures, think-aloud
statements, survey responses, and recordings of the user
interactions with the system.
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- Design artifacts: Modifications made to the design on the
paper prototype will be photographed/scanned for review
during analysis.

«  Performance measures: Morae will capture time to task
completion, successes, and failures.

- Survey responses. Morae will introduce and store survey
questions during each task. Questions will focus on user
roles and experience, ease of use for tasks, understanding
of visual information, and known design tradeoff decisions.

«  Screen and input recordings: Morae will produce a screen
and audio recording of the session by task with an
associated log of user input and any real-time codes entered
by the facilitator.

«  Observation: The facilitator and/or an observer will take
notes during the session of any design-related events that
take place during the user interactions with ORALS.

«  Think aloud: Session participantswill beinstructed on how
to think aloud during the session [60]. This will involve
usersverbally narrating their goalsand plansfor interacting
with ORALS and reactions to the system’s responses to
their input.

Analysis

The primary evaluation goal isto refinethe user interface design,
providing alayout, interface controls, and workflow for creating
and reviewing recordingsin ORALS. A member of theresearch
team with expertisein user design (CG) will analyze theresults
of the paper prototyping sessions for themes. CG will aso
review recordings of the software session for usability issues,
including deviations from the expected interaction paths. Finaly,
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CG will analyze performance measures, coded sessions, and
survey responses. Modifications and enhancements to the
interface will be based on commonality of themes.

System Prototyping

After the first round of usability evaluation through paper
prototyping, we will create a set of software requirements for
theinitial ORALS prototype, and we will modify and improve
the user interfacesfor the software prototype based on feedback
from the second and third rounds of usability evaluation.

Stage 3: Open Recording Automated L ogging System
Tagging Software

Overview

ORAL S softwarewill be developed and implemented asa secure
Web-based system consisting of user interfaces (stage 2)
supported by recording, transcribing, and automated tagging
software (stage 3). User-facing portions (stage 2) of the software
will be implemented in the Ruby on Rails Web development
framework; the automated-tagging portion of the system will
be written in the Python language (see Figure 3). The automated
tagging software will have 2 components: speech recognition
and tag identification. Speech recognition software hasimproved
considerably in accuracy over the past 2 decadesand isused in
clinical settings for medical transcription [61]. We will use
voice-to-text and text anal ytics approachesfrom IBM Research
for speech-to-text transcription. For tag identification, we will
use Weka [62] and SciKit [63], both open-source and widely
used machine learning libraries.

Figure 3. Open Recording Automated L ogging System high-level architecture.
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Purpose

In this stage, our goal isto take the text output from the speech
recognition component and devel op machine |earning methods
that will support accurate tag identification.

Design

As noted in stage 2, we will formalize a list of standard tags
that are either terms or topics. To capture the context of terms
and phrases in text in our tagging system, first we apply a
named-entity recognition system on input text to identify
medical concepts and their corresponding classes. For this
named-entity recognition task we will use Apache cTAKES
information extraction framework [64] and Unified Medical
Language System (UMLS) [65]. cTAKES is open-source
software that identifiesterms and phrasesin text that correspond
to UMLS concepts in high-level classes such as anatomy,
symptom, procedure, disorder, and drug. To identify topics of
interest within the transcriptions, we will use a supervised
machine learning classifier based on a support vector machine
(SVM) framework [66]. The text, extracted concepts, and their
associated classeswill be provided asinput featuresto the SVM
classifier. This classifier will identify the texts that are most
related to atopic based on these features. If the accuracy of the
SVM approach is less than 90%, we will try the aternative
approach of Hidden Markov Model (HMM) [67]. We will
implement the automated tagging software using the Weka,
Natural Language Toolkit, and SciKit libraries in Python.

Transcription Evaluation

We have accessto aset of 120 existing patient audio recordings
from a primary care setting and will apply the speech-to-text
software to trandate the recordings into written text using
voice-to-text and text analytics approachesfrom IBM Research.
The accuracy of the automated speech-to-text transcriptions
will be measured as the percentage of words correctly
transcribed. This will be measured by first formatting all
transcripts into a one-word-per-row format, then applying the
OpenDiff tool to count the number of differences between the
manual and software-generated transcripts. Percent correct will
be expressed as the number of differences divided by the total
number of words per transcript. We expect that an accuracy rate
of 90% will be needed in order to have acceptable transcription
performance for automated tagging.

Manual Tagging Evaluation

Four medical students will act as reviewers and will manually
annotate the tags of interest in the text. Tags of interest will be
derived through case study interviewswith patients, caregivers,
and clinicians. Students will work in pairs and will review 60
recordings each. An annotation guide will be created with a
primary care clinician, who will also assist in training medical
students in annotation. We will measure the Cohen's kappa
coefficient between the 2 sets of reviewers and assess the
interrater reliability, with a target kappa of >.8 [68].
Discrepancieswill beresolved by consensuswith other members
of the research team.
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Automated Tagging Evaluation

To automatically identify thetagsrelated to terms, we will apply
an SVM classifier to the transcriptions and their corresponding
annotations using Apache cTAKES named-entity recognition
method. We use 10-fold cross-validation to evaluate the
classifier against the manual annotations (our reference
standard). In this evaluation, we measure accuracy, precision,
recall, and F1 score of our method. If the accuracy is below
90%, we will consider and evaluate the performance of other
machine learning approaches for topic identification in text,
such asan HMM.

Devel opment

The usahility testing and machine learning efforts in stages 2
and 3 will overlap so that the ORAL S system can be devel oped
and tested in an iterative agile approach. After paper prototyping
iscompletedin stage 2, we will implement theinitial Web-based
prototype, which will include the manually tagged recordings,
for the planned formative eval uation. For the planned summative
evaluation, the ORALS system will include patient recordings
that have been automatically tagged with terms and topics.

We will undertake 2 steps to ensure the privacy of the patient
and physician participants who provided the initia recordings
in our testing with other patient participants in usability
evaluation. First, the project team will rerecord the transcription
for the subset of recordings used in usability testing so that
recording will be in the voices of project team members and
not the original patient or clinician. Second, wewill ensure that
all protected health information defined by the Health Insurance
Portability and Accountability Act (HIPAA) is removed from
these recordings.

System Deployment

We will develop ORALS as a secure stand-alone Web-based
application that can be accessed via the Internet from a home
computer. The system will be hosted on HIPAA-compliant
servers within Dartmouth College. For deployment and testing
in stage 4, patient participants will access their individual
recordings through authenticated log-in over an https secure
online connection, ensuring the recording islinked to the correct
patient. In addition, we will design audiorecording control
interfaces that can be used from a native Android app on any
compatible device. The interface will alow for the collection
of the recording in the exam room viathe Android device and
the uploading of the recording in an encrypted manner directly
to the ORALS database server.

Stage 4: Open Recor ding Automated L ogging System
In Clinic

Overview

Thefinal stagewill involverapid cycletesting of ORALSusing
the Model of Improvement approach, which consists of 3
improvement questionsand Plan-Do-Study-Act (PDSA) cycles
[69] (described below). The Centersfor Medicaid and Medicare
Innovations recommends this approach for testing innovative
interventions. PDSA cycles are iterative small-scale tests of
change consisting of ahypothesisfor improvement (Plan), study
protocol to implement and test the proposed improvement (Do),
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analysis and interpretation of the data (Study), and iteration of
what to do next based on the study (Act) [69-72].

Goals

Our aim is to produce a version of ORALS that is widely
accepted by clinicians and used by patients and their families.
Each cycle will lead to refinements of ORALS, improving
performance, usability, and acceptability. The introduction of
ORALS will be considered a success if al of the following
occur:

1. Patients are engaged in the system as evidenced by their
use of ORALS. Use will be assessed by measuring (1) the
proportion of eligible patients who consent to recording,
(2) the proportion of consenting patients who access their
recording (and playback frequency), (3) proportion of
consenting patientswho usetags, (4) proportion of patients
who share their recording (and sharing frequency), and (5)
time spent listening.

2. Accuracy of taggingishigh. Patientswill be asked to listen
and indicate if ORALS accurately tagged the visit or not.
We aim for 90% accuracy of topics.

3. Patient engagement increases. Patient engagement will be
assessed using the Patient Activation Measure short form
(PAM-SF, a 13-item patient-reported survey) (Multimedia
Appendix 2) administered before and after recording
playback [73].

4. Family members are better prepared to support the patient.
We anticipate that family members will be better prepared
to support the patient and will assess this using the
Preparedness for Caregiving Scale (PCS, a 9-item
caregiver-reported survey) (Multimedia Appendix 3)
administered before and after recording playback [74,75].
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5. ORALSisaccepted by clinicians and patients. Acceptance
will be assessed by semistructured interviewswith end-users
(patients, caregivers, and clinicians).

Setting

We will test ORALS in the 3 clinics of UTMB Family
Medicine—Dickinson, Island East, and |sland West—that are
served by approximately 40 clinicians, with 15 to 25 daily
patient visits per clinician. We will focustesting in one of these
clinics, to be decided in conjunction with UTMB in year 2.
UTMB has a dedicated quality improvement team with
experience in rapid cycle testing that will assist in this stage.

Participants

Patients aged 18 years and older with accessto the I nternet who
can communicate in English will be éligible for inclusion.
Clinicians from the selected UTMB Family Practice clinic will
be eligible for inclusion.

Plan-Do-Study-Act Cycles

Iteration Plan

Prior to PDSA cycles, recording hardware and ORAL S software
will be set up in the UTMB exam rooms and tested for audio
quality. We will use written scripts from previoudly validated
recordings read out loud in the exam room.

After testing, we will introduce ORALS for 1 day with
consenting patients of asingle UTMB clinician. A new clinician
will be added per PDSA cycle, with 4 PDSA cycles in total
(Figure 4). Each cycle will be used to refine ORALS, with
results reported back to the IT team. PDSA cycles 1 and 2 will
each take 1 month, and cycles 3 and 4 will each take
approximately 2 months.

Figure 4. Plan-Do-Study-Act cycles: development of Open Recording Automated Logging System.
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Assessment and Data Collection

Information on patient use of ORALS will be collected
automatically within the system. This will include the number
of patients who access their recordings, playback frequency,
duration of use, time to first use, use of tags, and sharing
frequency.

All users can leave feedback in an open text box. A selection
of patients and family members (n=6-12) will beinvited to take
part in semistructured phone interviews within 1 week of their
visit, each receiving $20 for participation. Clinician experience
of ORALS will be assessed through semistructured interviews
after each PDSA cycle.

Patient engagement will be measured with PAM-SF. Family
engagement will be measured using the PCS. Surveys will be
administered twice in the ORALS system, once prior to
accessing recordings and again after ORALS use.

We will assess the accuracy of the tagging software by asking
interviewed patients to relisten to their entire recording and
verify each tag or identify missed tags, after which patientswill
be offered an additiona $20.

Analysis

We will transcribe interviews and identify commonly reported
issues and solutions in each cycle. A descriptive anaysis of
ORAL S usagewill be conducted with continuous data presented
as means and standard deviations and categorical data as
proportions and ranges. Paired t tests will compare PAM-SF
and PCS scores before and after ORAL S use. PAM-SF will be
our primary outcome of interest. We will analyze PAM-SF on
a continuous scale; scores range from O (low activation) to 100
(high activation). On average, interventions to promote
engagement have required a 3- to 6-point change in PAM-SF
to be a minimally important clinica difference [76,77]. With
200 patients, we will have 80% power to detect a 3-point change
in PAM-SF with an alpha level of 0.05. We will aim for a
minimum of 200 patients (25 patients per clinician per week)
in the final cycle of PDSA testing. All data analysis will be
conducted using Stata 14 (StataCorp LLC).

Results

At the completion of this research, we will have developed an
innovative platform for patients and their caregivers, consisting
of easy-to-navigate recordings of clinic visits. We will
implement a publication plan that includesafinal project report
and articlesfor peer-reviewed journals. In addition to thiswork,
wewill regularly report on our progress using popular relevant
Tweet chats and online using our  website,
www.openrecordings.org. We will disseminate our work at
relevant conferences (eg, Academy Health, Health Datapal ooza,
and the Institute for Healthcare Improvement Quality Forums).
Finaly, lora Health, a US-wide network of primary care
practices (www.iorahealth.com), hasindicated awillingnessto
implement ORALS on a larger scale upon completion of this
development project.
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Discussion

ORALS will offer patients and their families secure access to
tagged recordings of health care encountersand will offer clinics
atechnically sound, interoperable, and secure systemto facilitate
routine recording. The proposed researchisclosely aligned with
several of the strategiesoutlined in “A Roadmap for Patient and
Family Engagement in Healthcare” [78].

Patient and Family Preparation

The availability of recordings can “educate, prepare, and
empower patients and families to engage effectively in their
health and healthcare” [78]. ORALS can catalyzethisincreased
engagement by providing recordings of clinic visits with key
information, as identified by patients, tagged in an
easy-to-navigate system and, in turn, creating an electronic
library of their care history. For patientswith low literacy, these
audio recordings will be easier to navigate than written text.
Additionally, caregivers often suffer from morbidity resulting
from a perceived lack of self-efficacy related to the provision
of care. ORAL S will better prepare caregivers, often family, to
engage in care by providing the information on the health
condition and treatment plan and allow them to do this at
distance. For example, amother from Harrisburg, PA, can share
arecording with her son in Los Gatos, CA.

Transparency

“Nothing works well without transparency” [78]. There is no
greater level of transparency and accountability than providing
patients with access to recordings of clinical visits. Thismoves
beyond giving patients access to the medical record, which still
involves barriers for patients with low health literacy. Offering
recordings of clinical visits appears to be the next step in
transparency. Tagging recordings adds more value by providing
structure based on the information that matters most to patients.
Tagging is ubiquitous in today’s society bringing order and
structure to masses of data—for example, the use of hashtags
in Twitter groups tweets. ORAL S will apply this samelogic to
health care recordings.

Careand System Redesign

ORALS will facilitate information sharing and, in turn, the
potential of greater care coordination across the health care
system. ORALS will enable families to become a bigger part
of the care team by alowing them secure access to health
information. Recordings could also be shared with health
professionalswho receive areferral, increasing careintegration.
The fragmentation of health information technology is a
significant barrier to sharing information within and between
organizations, clinicians, and patients. ORALS will be an
interoperable platform, offering a scal able solution designed to
operate in any health information technology setting.

Clinical and L eadership Preparation

Currently, many clinicians in training receive feedback based
on asample of visit recordings. Despite its value, this detailed
feedback rarely occurs posttraining. ORALS could provide an
opportunity for more routine performance assessment and
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feedback based on recorded visits in a safe and secure
environment.

M easurement and Research

Theavailability of detailed recordingswould allow both patients
and their families to provide feedback to clinicians on their
performance. The availability of routinely collected recordings
would also provide an opportunity for researchers, clinicians,
and clinics to evaluate clinician performance.

The proposed ORALS digns with the strategies outlined in “A
Roadmap for Patient and Family Engagement in Healthcare”
and has the potential to contribute to Gordon and Betty Moore
Foundation’s Patient Care Program’s goals, and, thereby, the
Triple Aim of better patient experience, better outcomes, and
decreased cost. “We can't keep patientsin the dark and then call
them stupid for not having enough information” [78]. ORALS
offers an opportunity to address this major information
imbalance and bring patients and their families out of the dark.

The Team

Our multidisciplinary team isuniquely positioned to successfully
complete the proposed project. We have extensive experience
in successfully developing technological solutions in health
care and implementing novel interventionsin primary care. We
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have a track record of engaging patient partners and other
stakeholders as equal members of our research teams.
Importantly, our patient partners and stakeholders have been
engaged from the outset and represent a spectrum of perspectives
including our target population, experiencerecording visitsand
accessing recordings as caregivers, clinician partners, knowledge
of health IT regulatory and system requirements, and experience
disseminating research findings to target audiences.

Patient Engagement Activities

In addition to having patient partners as equal members of our
research team, wewill beholding “Lunch and Listen” exercises
with patients from Dartmouth-Hitchcock’s volunteer support
group. During these 90-minute sessions, 6 to 8 participantswill
have the opportunity to comment on the research design and
share their views on recording. These exercises will be co-led
by our 2 patient partners and occur on an annual basis.

Conclusions

Upon the completion of this project we will have developed a
novel recording system that will beready for large-scal e testing.
Our long-term goal isfor ORAL Sto seamlesdy fit into aclinic's
and patient’s daily routine, increasing levels of patient
engagement and transparency of care.
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Abstract

Background: Psoriatic arthritis (PsA) is a chronic inflammatory arthritis affecting approximately 2% to 3% of the population
globally, and is characterized by both peripheral articular manifestations and axial skeletal involvement. Conventional therapies
for PsA have not been fully satisfactory, though natural products (NPs) have been shown to be highly effective and represent
important treatment options for psoriasis. PsA is a multigenic autoimmune disease with both environmental and genetic factors
contributing to its pathogenesis. Accordingly, it is likely that the use of natural compounds with a multi-targeted approach will
enable us to devel op better therapies for PsA and related disorders.

Objective: PsA, either on joint damage or on bone erosion, has been shown to respond to anti-psoriatic pharmacotherapy (APP),
APP-like NPs, and their natural compounds. This study aimsto uncover specific natural compounds for improved PsA remedies.
Specifically, by targeting bone erosion caused by increased osteoclastic bone resorption, we aim to predict the key signaling
pathways affected by natural compounds. Further, the study will explore their anti-arthritis effects using anin silico, in vitro, and
in vivo approach. Following the signaling pathway prediction, a preclinical efficacy study on anima modelswill be undertaken.
Collectively, thiswork will discover lead compounds with improved therapeutic effects on PsA.

Methods: We hypothesize that 9 potential APP-like NPswill have therapeutic effects on arthritis viathe modul ation of osteoclast
bone resorption and signaling pathways. For in silico identification, the Latin name of each NP will be identified using the
Encyclopediaof Traditional Chinese Medicine (Encyclopediaof TCM). The biological targets of NPswill be predicted or screened
using the Herbal Ingredients Targets (HIT) database. With the designed search terms, DrugBank will be used to further filter the
abovebiological targets. Protein ANnotation THrough Evolutionary Relationship (PANTHER) will be used to predict the pathways
of the natural compound sources. Subsequently, an in vitro sample preparation including extraction, fractionation, isolation,
purification, and bioassays with high-speed counter-current chromatography-high-performance liquid chromatography-diode
array detection (HSCCC-HPLC-DAD) will be carried out for each identified natural source. In vitro investigations into the effect
of NPs on osteoclast signaling pathways will be performed. The experimenta methods include cell viability assays,
osteoclastogenesis and resorption pit assays, quantitative reverse transcription polymerase chain reaction (RT-PCR), western
blot, and luciferase reporter gene assays. Finally, anin vivo preclinical efficacy on a collagen-induced arthritis rat model will be
carried out using a treatment group (n=10), a control group (n=10), and a non-arthritis group (n=10). Main outcome measure
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assessments during intervention include daily macroscopic scores and a digital calipers measurement. Post-treatment tissue
measurements will be analyzed by serological testing, radiographic imaging, and histopathological assessment.

Results. Studiesare currently underway to evaluate thein silico dataand thein vitro effects of compounds on osteocl astogenesis
and bone resorption. The preclinical study is expected to start ayear following completion of thein silico analysis.
Conclusions: Theinsilico rapid approach is proposed as a more general method for adding value to the results of a systematic
review of NPs. Moreimportantly, the proposed study builds on amulti-targeted approach for theidentification of natural compounds
for future drug discovery. This innovative approach is likely to be more precise, efficient, and compatible to identify the novel
natural compounds for effective treatment of PsA.

(JMIR Res Protoc 2017;6(7):e132) doi:10.2196/resprot.7636

KEYWORDS
arthritis; osteoclast; RANKL signaling pathways; anti-psoriatic pharmacotherapy (APP); multi-target; natural compounds; in

silico screening; preclinical study

Introduction

Psoriatic arthritis (PsA) is a chronic inflammatory arthritis
characterized by both peripheral articular manifestations and
axial skeletal involvement [1-3]. It affects approximately 2%
to 3% of the population globally, with the majority of patients
experiencing achronic, progressive course of disease developing
to a destructive, disabling form of arthritis over time [1].
Conventional therapies for psoriasis have not been fully
satisfactory and natural products (NPs)—anecdotally known to
be highly effective (though with little formal scientific research
evidence)—represent important treatment optionsfor psoriasis
[4-8]. PsA is considered a systemic inflammatory disease with
multifactorial (environmental and genetic) factors contributing
to its pathogenesis. Accordingly, a lead compound which
simultaneously effects different targets would be ideal for the
improved treatment of PsA [4,9]. The practice of combining
NPsinto formulations, acommon method in Chinese medicine,
could prove to be an effective aternative approach for the
development of multi-compound, multi-target therapies [10].

For PsA, joint damage results from the release of the direct
bone-resorbing factors osteocl asts (OCs) and metalloproteinases.
Anincreased frequency of osteoclast precursor (OCP) isfound
in most patients with PsA and correlates with the extent of
radiographic damage observed in affected patients. In
osteoclastogenesis, peripheral OCPs and cluster of

differentiation (CD) 14" monocytes differentiate to OCs [11].
Disordered osteoclastogenesis|eadsto altered bone remodeling
causing bone erosion and joint damage, represented by increased
osteoclast precursors numbers, radiographic damage scores,
and disease activity index [3,12]. Typicaly, this correlates with
increased serum levels of thefollowing cellular biomarkers: (1)
macrophage-colony stimulating factor (M-CSF); (2) tumor
necrosis factor apha (TNF-a); (3) osteoprotegerin (OPG); (4)
receptor activator of nuclear factor-kB ligand (RANKL); (5)
CD14'/CD11b*/CD16"; and (7) interleukin (IL-23/IL-17)
[3,11,12]. Accordingly, our research direction will focus on the

http://www.researchprotocols.org/2017/7/e132/

impact of NPs on the above biomarkers, osteoclastogenesis,
and joint damage/erosion associated with PsA.

There existsan intrinsic connection between psoriasisand PsA.
PsA, either on joint damage or on bone erosion, may respond
to anti-psoriatic pharmacotherapy (APP), APP-like NPs, and
their natural compounds. A psoriasis study recently devel oped
a novel approach for the identification of promising NPs for
psoriasis therapy based on an extensive literature review of
current clinical evidence available, followed by an in silico
screening of biological targets for APP and drug development.
This approach extends beyond psoriasis and can be applied to
similar diseases with multifactorial causes for which
multi-compound, multi-target therapies are emerging as the
therapeutic norm. This approach has been successfully applied
in psoriasis and generated robust preliminary data identifying
potential NP targets and pathways [13-17]. We have also
previously undertaken in vitro and in vivo studies screening for
natural compounds that affect osteoclast differentiation and
osteoclast-mediated osteolysis, and identified NPs which may
have therapeutic potential for the treatment of bone lytic
disorders[18-22].

With this project, we aim to (1) identify specific lead natural
compounds with therapeutic effects on PsA and/or other
autoimmunejoint disorderswith amulti-target in silico, invitro,
and in vivo approach; (2) provide an overview of the relevant
signaling pathways and mechanisms of action; and (3) present
therapeutic targets and preclinical efficacy evaluation of
APP-like NPs and their natural compounds.

Methods

Preliminary Data

Previous work included the development of a novel approach
to identify promising NPs for psoriasis treatment based on
available clinical evidence followed by in silico screening for
biological targets for APP and drug development. Using this
combined approach, 9 APP-like NPs have been identified as
promising candidates for psoriasis therapy (Table 1) [13-17].
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Table 1. Promising natural products for psoriasis (N=12) including 9 anti-psoriatic pharmacotherapy-like natura products.
Scientific name Study design Administration APPlike NP
Sophora flavescens NPMC and APP vs APP External Yes
Cnidium monnieri NPM and APP vs APP External No
Dictamnus dasycarpus NPM and APP vs APP External No
Borneolum syntheticum NPM and APP vs APP External No
Aloe vera Single NP vs APP/placebo External Yes
Indigo naturalis Single NP vs APP/placebo External Yes
Camptotheca acuminata Single NP vs APP/placebo External Yes
Mahonia aquifolium Single NP vs APP/placebo External Yes
Sophora flavescens NP formula vs APP/placebo External Yes
Lithospermum erythrorhizon NP formula vs APP/placebo External Yes
Oldenlandia diffusa NP formula vs APP/placebo Internal Yes
Rehmannia glutinosa NP formula vs APP/placebo Internal Yes
Salvia miltiorrhiza NP formula vs APP/placebo Internal Yes

8A PP: anti-psoriatic pharmacotherapy.
NP natural product.
°NPM: natural product medication.

The effect of the above NPs on bone erosion and arthritis are
still unknown. We hypothesize that these NPs will have
therapeutic effects on arthritis viathe modulation of osteoclastic
bone resorption and signaling pathways. Therefore, the aims of
the study consist of the following 4 specific parts: (1) in silico
compound identification; (2) in vitro sample preparation; (3) in
vitro mechanism investigation; and (4) in vivo preclinical
efficacy evaluation (Figure 1).

In Silico I dentification of Prospective Natural
Compounds

The preliminary data will return a shortlist of promising NPs
for an in silico molecular investigation on PsA. In addition to
the Encyclopedia of Traditiona Chinese Medicine
(Encyclopedia of TCM), the Herbal Ingredients Targets
database (HIT, China), DrugBank (Canada), and Protein
ANnotation THrough Evolutionary Relationship (PANTHER,
USA) will be applied in the in silico identification procedure
(Figure 2). All are available in English [13].

The Encyclopediaof TCM can successively locate the relevant
Latin names and the contained chemical compounds with the
individual and unique plant code of each promising NP species.
Subsequently, HIT can access the relevant biological targets

http://www.researchprotocols.org/2017/7/e132/

with their individual name identification (ID) and typesin an
Excel spreadsheet. With adedicated search term(s) (eg, psoriatic
arthritis), DrugBank can induce the reference targets (together
with the previous cellular biomarkers) to be further filtered by
the above biological targets.

For each identified natural compound, their known protein
targetswill be entered into the keyword search using the “ homo
sapiens’ setting. For each target, the identified Gene ID will be
saved a Notepad (txt) file. One Notepad fileis created for each
species. This file contains all the Gene IDs for all the known
therapeutic targets of all the compounds that are known to be
active in the species. Each file will be sequentially uploaded
intothe Gene List Analysisfieldin PANTHER. Thiswill report
the following 5 aspects in Excel for the particular species: (1)
molecular function(s), (2) biological processes, (3) cellular
component(s), (4) protein class, and (5) pathway(s). The Excel
files will be sorted to identify the most commonly identified
pathway for each species. For each of the most commonly
identified pathways, all the identified proteins, excluding
upstream and downstream proteins, will be entered into Excel.
Since the nomenclatures used by PANTHER and by HIT differ,
cross-referencing will be undertaken regarding the short and
long names used for the proteins in both databases.
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Figure 1. Flowchart of study progression. NI: non-intervention, NP: natural product, PsA: psoriatic arthritis, CIA: collagen-induced arthritis, TCM:
traditional Chinese medicine.
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Figure 2. Target-directed in silico identification.

In Vitro Sample Preparation Using the I dentified
Compound Sources for Drug Development

This stage includes the extraction, fractionation, isolation,
purification, and the formation of a series of bioassays for the
identified compounds. The extraction method is specific to the
nature of the source material and target compound. It typically
involves a process of drying, grinding, homogenization, or
maceration of the plant. For a pure single compound, the crude
extract initially needs to be fractionated into various discrete
fractions containing compounds in similar polarities or
molecular sizes. NP isolation is also subject to the nature of the
target compound(s) presented in the crude extract or fraction.
Part sample compounds may be purchased from the market or
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supported by the relevant group. Qualitative chemical tests,
preliminary thin-layer chromatography (TLC), and/or high
performance liquid chromatography-photodiode array
hyphenated technique (HPLC-PDA) can be used to obtain
spectra profiles from  molecular  mixtures  or
chromatographically separated samples [23]. For isolation and
purification, an efficient on-line purity monitoring strategy
based on on-line coupling of high-speed counter-current
chromatography (HSCCC) with high performance liquid
chromatography-diode array detection (HPLC-DAD) will be
performed. In summary, this part of project consists of the
preparation of a crude extract, preparation of a 2-phase solvent
system, HSCCC separation, and HPLC-DAD purity analysis
of counter-current chromatography (CCC) peak fractions [24].
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In Vitro Investigation of Drug Candidates
We will perform in vitro studies on compounds prepared in
stage 2 to investigate their effects on osteoclastogenesis and

bone resorption (Figure 3). For osteoclast formation, 1x10*
bone marrow macrophage (BMM) cells per well will beisolated
from the femur and tibiae of 6-week-old C57BL/6 mice and
will be cultured in media containing macrophage-colony

Figure 3. Natural compound inhibitors of the RANKL pathway.

Camptotheca {quercetin
Rehmonnia {cinnamic acid] 1N

[ cFos | [ Pro-survival: caspase-3 /9 Bl-al CIAP1 |

Preclinical Efficacy Evaluation Using Animal Models

The collagen-induced arthritis (CIA) model is regarded as the
best-studied animal model for PsA [26] and will be used in this
study to determine the anti-arthritic effects of NPs (as utilized
in previously published work by this |aboratory) [19,21].

A total of 30, 9-week old female Dark Agouti (DA) ratswill be
used with 10 assigned to the non-arthritic control group (C).
The remaining 20 rate will be induced following the CIA
protocol and will be randomly assigned to either the treatment
group (A) or the placebo group (B) when PsA symptoms first
appear. Groups A and B will be subject to a subcutaneous
injection of the purified natural compound (1 mg/kg in 0.9%
saline) or 0.9% saline control every second day from onset of
symptoms (clinical score 2 or greater), until tissue collection at
day 14. Natural compounds differ in their bioavailability and
solubility in water. As such, the proposed dosage and/or
administration of may be further adjusted if required. All rats
will be raised with water, 0.9% sodium chloride (NaCl) and
standard rodent food ad libitum in @22°C and 12h illuminated
daily environment. Main outcome measures include a daily
macroscopic scoring system and digital calipers to measure
dorsal to plantar thickness (3 times per week) of each paw.
Groups will be compared with (1) serological tests including
serum abumin, aanine transaminase (ALT), aspartate
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stimulating factor (M-CSF) (30 ng/mL) and RANKL (100
ng/mL). After acell viability evaluation, further investigations
will be carried out using resorption pit assays, quantitative
reverse transcription polymerase chain reactions (RT-PCR),
western blot analysis, luciferase reporter gene activity assays,
and osteocl astogenesis assays. For statistical analysis, the student
Newmane-Keuls test will be applied with mean (SD) for data
expression and P less than .05 for statistical significance [25].

Comptotheca (quercetin)

Indigo {salicylic acid)

Rehmannia [aucubin, cinnamic acid, hexadecanoic acid)
Salvia Ceryptotanshinone, danshansu, lithospermic acid B,
salvianclic acid B, tanshinone lla)

Campiotheca (quercetin)
Rehmannigicinnamic acid)
Salvia (eryptotanshinone, ursolic acid)

transaminase (AST), and bilirubin using aclinical biochemical
analyzer; (2) micro-computed tomography (micro-CT) image
analysis of hind paws and femora and contact radiographs for
both hind feet; and (3) histopathological assessment using
tartrate-resistant acid phosphatase (TRAP) staining [27] of seria
5 um sagittal sections through the digits. The latter requires at
least 2 digitsrandomly taken from each rat. Each digit will have
distal interphalangeal (DIP), proximal interphalangea (PIP),
and metatarsophalangeal (MTP) joints intact for scoring by 2
independent observers. Analysis of variance (ANOVA) and
Fishers' protected least significant difference (PLSD) tests will
be applied for statistical analyses (using StatView 4.0) with P
values less than .05 indicating statistical significance.

Results

This 4-stage study will take approximately 4 yearsto complete
and proposes to discover the effects of natural compounds
against PsA through the identification of relevant signaling
pathways and preclinical efficacy evaluations using animal
models (Figure 4). Currently, we are in the early stages of
evaluating thein silico data and detailing the in vitro effects of
compounds on osteoclastogenesis and bone resorption. The
findings from this research are expected to be published when
the proposed studies are fully completed.
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Figure 4. Study timelines. Green squares represent scheduled parts.
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Expected findings

Timeline
Duration (4 years): 8 units
1/2(3(4|5|6|7 |8

1. Natural compounds and sourced species for in vitro study

2. Extracted samples and their bioassay for drug development

3. Signaling pathway prediction on osteoclast investigation

4. Anti-arthritis effects on preclinical animal study

Discussion

Significance of Findings

Anecdotal evidence suggeststhat promising NPs are ableto act
on specific targets regulating osteoclast function and here they
constitute the compounds identified for PsA drug discovery.
For each identified compound, its extracted sample will be
validated in a preparation bioassay such as HPLC. This can
directly prove or discount a previous PANTHER prediction by
demonstrating the signaling pathways associated with joint
damage and/or bone erosion. Further preclinical studies will
demonstrate the anti-arthritic effects of validated natura
compounds. The principal methods and findings of this project
can befurther applied in the search of other natural compounds
effective against other arthropathies.

In Silico, Multi-Targeted Approach

The in silico, multi-targeted approach is a target-directed
large-scale analysis using multiple databases [13]. It isable to
locate biological targets for NPs and APPs. Consequently, the
consolidated list of APP targets could be used to screen NPs
target lists. Thisapproach could also be used to further identify
APP-like NPs by filtering out those targets irrelevant to any of
the APPs. This can “fish” out a specific target across NPs and
APPs. Theidentification of protein targets related to a specific
natural compound can also reflect its therapeutic molecular
mechanisms and hint at potential side effects. However, the
number of estimated potential targets on the human genomeis
huge [28]. Therefore, an in silico model is necessary for
large-scale data analysis to elucidate potential protein targets
associated with natural compounds (including their formulae)
effective against a certain disease.

That the HIT database contains a list of NPs along with their
activeingredient makesthis model innovative and broadensthe
scope of searches, ensuring the inclusion of all potentially
relevant proteins [13]. An additional novelty is the “APP-like”
NP identification and the NP/APP property exploration. With
such adatabase cluster, the NP target list can be matched against

Acknowledgments

potential APP drug targetsto identify APP-like NPs. This may
provide a direct biological and/or pharmaceutical comparison
between NPs and APPs, in terms of their possible effects on
specific proteins, for the same disorder.

The Reliability of In Silico Screening Data

Theinsilico solution extensively usesfrequency effectsin target
identification, which provides an objective approach to short
listing targets and facilitates the reliability of the in silico data
to aconsiderable extent. On the other hand, popular targets often
reflect the hot topics previously undertaken in natural product
research. Due to a number of studies and reports on natural
productsin chronic inflammation with PsA, someinflammatory
targets may be presented in high frequency within theidentified
data sets. It isalso noted that multipleterms of asingle potential
target often exist in the above main databases (HI T, DrugBank,
and PANTHER) [13]. The variable nomenclature in different
databases may impact the reliability of data when locating a
crossing target. Structure-based drug docking has emerged as
avaluabletool toidentify lead compounds and to facilitate drug
development.

Following thein silico work, we will undertake in vitro studies
and an in vivo CIA preclinical trial to individually validate the
anti-arthritic effects of the identified natural compounds which
have shown promise to be effective against PsA . During this
part of the project, we will adopt standardized quality control
over procedures, a high performance analysis approach, and
employ established animal modelsto ensure the study’s success
and feasihility.

Conclusion

The in silico rapid approach is proposed as a more general
method for adding value to the results of a systematic review
of NPs. More importantly, the proposed study builds on a
multi-targeted approach for the identification of natura
compoundsfor futuredrug discovery. Thisinnovative approach
islikely to be more precise, efficient, and compatibleto identify
the novel natural compounds for effective treatment of PsA.
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Abstract

Background: The potential of technology to aid integration of care delivery systems is being explored in a range of contexts
across a variety of conditions in the United Kingdom. Prostate cancer is the most common cancer in UK men. With a 10-year
survival rate of 84%, thereisaneed to exploreinnovative methods of carethat areintegrated between primary health care providers
and specialist teams in order to address long-term consequences of the disease and its treatment as well asto provide continued
monitoring for recurrence.

Objective: Our aim wasto test the feasibility of arandomized controlled trial to compare amodel of prostate cancer continuing
and follow-up care integration, underpinned by digital technology, with usual care in terms of clinical and cost-effectiveness,
patient-reported outcomes, and experience.

Methods: A first phase of the study hasincluded devel opment of an online adaptive prostate specific Holistic Needs Assessment
system (HNA), training for primary care-based nurses, training of an I T peer supporter, and interviewswith health care professionals
and men with prostate cancer to explore views of their care, experience of technology, and views of the proposed intervention.
In Phase 2, men in the intervention arm will complete the HNA at home to help identify and articul ate concerns and share them
with their health care professionals, in both primary and specialist care. Participants in the control arm will receive usual care.
Outcomes including quality of life and well-being, prostate-specific concerns, and patient enablement will be measured 3 times
over a 9-month period.

Results: Findings from phase 1 indicated strong support for the intervention among men, including those who had had little
experience of digital technology. Men expressed a range of views on ways that the online system might be used within aclinical
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pathway. Health care professionals gave valuable feedback on how the output of the assessment might be presented to encourage
engagement and uptake by clinical teams. Recruitment to the second phase of the study, the feasibility trial, commenced March
2017.

Conclusions: To our knowledge, this study is the first in the United Kingdom to trial an online holistic needs assessment for
men with prostate cancer, with data shared between patients and primary and secondary care providers. This study addresses
recommendations in recent policy documents promoting the importance of data sharing and enhanced communication between
care providers as abasis for care integration. We anticipate that this model of care will ultimately provide important benefits for

both patients and the National Health Service.
Trial Registration:

International Standard Randomized Controlled Trial Number (ISRCTN):

31380482;

http://mww.isrctn.com/ISRCTN31380482 (Archived by WebCite at http://www.webcitation.org/6s8142u5N)

(JMIR Res Protoc 2017;6(7):e147) doi:10.2196/resprot.7667
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Introduction

Increasing numbers of cancer patients and cancer survivors
represent a growing demand on overstretched specialist
secondary care services in the United Kingdom. Evidence
indicates that these services often fail to meet the various needs
of survivors [1-4]. The potentia role for primary care in
addressing these needs and reducing the demand on specialist
services is now widely recognized [5]. In response, there has
been arapid increasein recent yearsin interventions aiming to
introduce and eval uate integrated and shared approachesto care,
in which primary care services take on an extended role in the
care of patients during or following treatment [6,7]. Macmillan
Cancer Support has promoted greater primary care involvement
with patients with cancer and has developed and rolled out a
training program in cancer follow-up for practice nurses[8].

Prostate cancer is the most common cancer in men, with over
47,000 men diagnosed each year in the United Kingdom [9].
With current 10-year survival rates of 84% [10], there are over
330,000 men in the United Kingdom living with and after
prostate cancer. Men with prostate cancer follow a range of
treatment pathways depending on factors such asthe stage their
cancer was diagnosed, comorbidities, and patient choice. They
often live with the direct consequences of their illness or
treatment, such as urinary, sexual and bowel problems, as well
as fatigue. These symptoms can have a negative impact on
men’s quality of life [11-14]. Men on hormone treatment also
face anincreased risk of osteoporosisand cardiovascular events
[15-18]. In addition, men are often affected by indirect
consequences of their cancer such as social, financial, and
psychological difficulties [4,19,20]. In particular, men may
suffer from anxiety and depression, both during initial treatment
and thereafter [21,22]. These may be especially pronounced if
they have a lack of positive support, detrimental interactions,
and ahigh perceived threat of cancer [23]. Thismay contribute
to men with prostate cancer reporting a worse experience of
care and follow-up than those with other cancers[24,25]. There
is also evidence that problems may remain unrecognized and
unaddressed and may persist for many years [26-28].

While high survival rates in prostate cancer are extremely
encouraging, thereremainsaneed for greater attention to quality
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of life. As well as treatment of the disease and its physical
symptoms, methods to identify men's emotional and
psychological concerns, or “holistic needs,” are required. Care
pathways that are designed to address these from an early stage
are needed.

A Rolefor Primary Care

While protocols vary widely throughout the United Kingdom,
the National Institute for Health and Care Excellence (NICE)
has recommended that after 2 years of secondary care based
follow-up, care should betransferred to the general practitioner
(GP) aslong asthere are no concerning symptoms or treatment
complications [29]. Many specialist services currently transfer
care of men with “stable” disease either after surgery or on
hormone treatment to primary care providers under locally
enhanced or incentivized service arrangements with provision
for men to return to specialist care if necessary. Primary care
cliniciansappear willing to undertake an early rolein follow-up
[30-32]. Interventions that increase communication between
primary and secondary specialist services have been shown to
facilitate the transfer of care process[33].

Practice nurses and other primary care team members are well
placed to understand the wide ranging needs of men with
prostate cancer with their knowledge of each patient's
comorbidities, family, and social circumstances. They are aso
better placed to provide opportunistic support, as GP
consultation ratesfor men with prostate cancer are around three
times higher than those of their peers [34]. Much of their
expertise and skills in the care of patients with chronic
conditions in relation to supporting self-management may be
transferableto prostate cancer care. Primary care staff may also
have detailed knowledge of local resourcesthat may be of value
to the patient, and GPs may make direct referralsto community
support services. Evaluation within one Clinical Commissioning
Group, wherefollow-up for stable patients has been transferred
to primary care, has demonstrated benefits in terms of patient
experience and costs and barriers to the pathway redesign
including issues around primary and secondary care
communication [35].
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Holistic Needs Assessment

In recognition of the changing needs of cancer patients
throughout their cancer journey, “ holistic needs assessment” as
a method of identifying, assessing, and planning appropriate
care has been widely promoted for use in the specialist
secondary care setting. The National Cancer Survivorship
Initiative’'s “Living with and beyond cancer programme”
recommended that all cancer patients should have accessto a
Holistic Needs Assessment (HNA) and Care Plan [36]. The
program promotes the use of the HNA for encouraging patients
to self-manage during and after their treatment. A recent
National Prostate Cancer Audit [37] has aso highlighted the
importance of identifying the needs of men with prostate cancer
and linking men to appropriate services. While thereis general
agreement regarding the potential of the HNA, there is little
evidence of effectiveness [38,39]. Adoption of the HNA with
respect to men with prostate cancer has also been shown to be
uneven, with staff identifying barriersincluding the time needed
for completion in clinic (Prostate Cancer UK unpublished
report). To addressthe limitations of a paper-based system [40],
Macmillan Cancer Support has devel oped an el ectronic generic
HNA. Evaluation has demonstrated acceptability of the
electronic format to both patients and staff but pointed out
difficulties of implementation within the secondary care setting
[41]. To date, there is little indication of uptake of such
assessments tools within general practice.

I nformation Technology

The use of information technology (IT) in cancer patient
follow-up and primary care has been explored in the United
States [42], Norway [43,44], and Australia [45] but has as yet
received limited attention within the United Kingdom. However,
technology now well embedded within general practice
management is increasingly incorporated into patient carein a
variety of formsand acrossarange of conditions (eg [6,46-50]).
The GP Forward View policy document describing the National
Health Service (NHS) plans for developing general practicein
the next 5 years emphasizes its increasing importance and
includes a key policy aim to support the design and adoption
of technology that enables patient self-care and
self-management. The document also highlightsthe central role
of technology in improving primary and secondary care
communication and the provision of integrated care [51].
Secondary care adoption of 1T, however, has been comparatively
slow and the need for secondary care digitization, including
patient-facing systems, has recently been highlighted by the
National Advisory Group on Health Information Technology
in England [52].

In order to better address the ongoing needs of men with prostate
cancer and to try to reduce the pressures on specialist services,
we have designed an innovative study that brings together IT,
HNA, and primary care involvement throughout the cancer
pathway. Our intervention aims to promote an integrated
approach to care through enhanced communi cation between the
patient and health care providers. This protocol describes a
feasibility study in which an online prostate-specific HNA is
shared between patient and their clinical teams. In addition, our
study involvestraining for practice nursesin collaboration with
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Macmillan Cancer Support and ongoing support from specialist
teams. To our knowledge, this is the first UK-based study in
which IT providesthebasisfor aprimary care based intervention
in prostate cancer and the first UK-based study that seeks to
develop an integrated and holistic approach to care for al men
with prostate cancer from diagnosis onwards.

Methods

Design

This study involves a complex intervention [53] that includes
both the development of patient self-efficacy and the
implementation of organizational change [54]. Hence, we have
adopted a mixed-methods, two-phase design. Phase 1 of the
study (March-November 2016) was designed to include
technical development, training, recruitment, and qualitative
interviews. Phase 2 is a nonrandomized cluster controlled trial
of the intervention. Follow-up interviews will be undertaken
with patient participants and health professionals to explore
their experience of the trial.

Population, Setting, and Inclusion Criteria

Our study population extends to all men who have ever had a
diagnosis of prostate cancer. The selection of this population
offers the opportunity for participation to any man who may
have problems related to prostate cancer, whether currently
receiving treatment, monitoring, or follow-up. This will allow
us to identify the wide range of short- and long-term concerns
that may occur during or following different treatment regimens.

Thestudy isset in 14 general practicesincluding 10 intervention
and 4 control practices within one Clinical Commissioning
Group (CCG) inthe West Midlands and one specialist secondary
care site within an NHS Foundation Trust hospital. Eligibility
for general practices is determined by location within the
participating CCG and areferral pathway to the specialist center.
Practices must a so be willing to support a practice nurse taking
part in the Macmillan training program and the prostate specific
training or to enable a primary care research nurse who has
undergone the training to run the study within the practice.

Patient eligibility for each of the study phases requires
registration with any of the participating practices and diagnosis
of prostate cancer or treatment at any time at the participating
specialist center. Men must be able to read written and
understand spoken English and be able and willing to give
informed consent. GPS screening of the list of potentially
eligible men ensures capacity to participate.

Men areineligiblefor inclusion if they are aged under 18 years,
unable to give informed consent, unable to complete outcome
measures, living in a care setting, suffer from mental health
problems, or are unable to communicate in English.

Practice nurses and GPsfrom participating practicesare eligible
to take part in interviews prior to or following the intervention.

Phase 1 Summary

During Phase 1, the HNA has been finalized and installed on a
secure study website at the participating Trust. Participating
patients, associated clinicians in secondary and primary care,
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and members of the study team have access to the site. Ten
intervention and 4 control general practices within the
participating CCG have been recruited. Five Macmillan trained
nurses recruited to the study have undertaken additional prostate
cancer training at the specialist secondary care center. One
volunteer peer supporter has been recruited and trained in order
to help men complete the HNA if needed. Qualitative
semistructured interviews have been undertaken with 8 primary
care based health care professionals and 10 patient participants
recruited through their general practices. The purpose of the
interviewswasto determine variation in delivery and experience
of usual care and to identify barriers and facilitators to
implementation of the intervention and to assess the views of
health care professionals and patients on the online HNA.

Findingsfrom Phase 1 demonstrate an enthusiasm for the project
among patients. Men who have had little experience with IT
have expressed awillingnessto take part, in some cases despite
a lack of access to the Internet. We have responded to this
potential barrier by equipping the ITmate peer supporter with
an Internet-enabled tablet computer. Health professionals have
also been supportive of the study and acknowledged the potential
of the intervention. GPsin particular expressed the importance
of abrief output from the HNA, hence the summary document
generated by the assessment has been designed to be concise
and easily interpreted.

Aims and Objectives

The aim of the tria is to test the feasibility of undertaking a
future cluster randomized controlled trial (RCT) comparing a
model of integrated prostate cancer continuing care and
follow-up care with usual care in terms of clinica and
cost-effectiveness, patient-reported outcomes, and experience.

Trial objectives are to (1) assess the fidelity of intervention
delivery, and the acceptability and utility of the intervention by
patients and primary and secondary care clinicians, (2) test
patient recruitment, data collection, and retention in both
intervention and control practices, (3) analyze how the HNA is
used by men over a 9-month period, with self-assessment
completed at baseline, 3 months, and 6 months, (4) test the
willingness of clinicians and patientsto provide qualitative and
guantitative data including process data and measurement of
outcomes, (5) test the feasibility of collecting use of resource
data and process data, including numbers of primary and
specialist contacts and consultations, (6) identify the most
suitable primary outcome measure and refine secondary outcome
measures for afuture cluster RCT, and (7) estimate parameters
for asample size calculation for cluster RCT.

The Holistic Needs Assessment | nstrument

The HNA is an online self-assessment tool designed to capture
the needs of men who have had a diagnosis of prostate cancer.
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It is composed of 11 different sections, including Physical
Health, Emotional and Psychological | ssues, | ndependence and
Activity, and Accessto Services. These can be used flexibly so
that men can complete all of the sections or only the ones they
feel are relevant to them, in any order, and in their own time.
As men work through the assessment, they are shown links to
advice pages or videos on websites such as Prostate Cancer UK,
with the aim of encouraging and enabling self-management.
This system shows a“red flag” if a patient reports having any
physical or psychological symptoms of serious concern, for
example, “blood in uring” or “thoughts of ending it al” with a
prompt to visit their GP as soon as possible. The system will
also dert the clinician to these red flags when they access the
output from their patient’s HNA. At the end of each section,
men have the facility to disclose additional concerns, and this
text is inserted into the summary generated on completion of
the assessment. This summary auto-popul ates the first pages of
a Care Plan to be completed with a health professional.

The system has been designed to be attractive and easy to
navigate. Figures 1 and 2 illustrate two of the initial screens.
The online HNA has been finalized following an iterative
process of user and patient testing (Prostate Cancer UK
unpublished report). It has been installed on a study website
hosted on a Trust server and penetration tested to ensure
security.

The project platform incorporates three elements: (1) a Web
app for patients to compl ete the holistic needs assessments, (2)
a Web app for nurses to review those assessments and record
care plans, and (3) awindows app design to allow administration
of the project such as adding patient or nurse users and
monitoring completion of study stages by the research team.

Intervention

Participantsin the intervention group will beinvited to complete
the HNA threetimesin a9-month period. Following submission
of the assessment, men will be invited to make an appointment
with the nurseto discuss any concernsidentified and to complete
and personalize the care plan. The care plan will summarize
any topics discussed, outcomes or referrals, actions taken
regarding any “red flag” symptoms, and actionsto be undertaken
by the man himself. The document will be generated and acopy
given to participants and added to their patient notes. Where
specific clinical concerns are identified, sharing of the online
data with the secondary care team will enable rapid specialist
adviceor referral. If the participants attend the surgery between
the three study appointments, practice nurses or GPs will be
encouraged to undertake opportunistic reinforcement of the care
plan, for example, checking whether the man has undertaken
any actions he has agreed to in the plan or whether referrals
made have |led to appointments.
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Figure1l. The HNA login screen.
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Figure 2. Assessment page showing the different sections of the HNA.
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If the participant is a patient undergoing ongoing treatment at
the specialist center, study participation will be flagged in his
notes. Relevant secondary care clinicianswill be able to access
the participants assessment summary and care plan prior to or
during an appointment. If any concerns other than clinical issues
related to the prostate cancer arise in the consultation (eg,
occupational or family concerns, worries over comorbidities),
the secondary care clinician may, with the participant’s
permission, contact the primary care based nurse.

Usual Care

Usual care comprisesacommunity-based, stable prostate clinical
care pathway. Men with advanced disease on hormone treatment
arealsolargely seenin primary carefor their injections and will
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be seen only in secondary careif their prostate specific antigen
(PSA) rises above a threshold or other complications occur.
Care of men by specialist teams continues up until 3 years
postcurative treatment and is reintroduced if a clinical need
arises (symptoms that are suggestive of prostate cancer
progression, eg, significant rise in PSA, suspected metastases,
pain or treatment complication, deteriorating rena function).
Men on active surveillance are excluded from this pathway.
Men who do not meet the criteria continue to be seen by
secondary care teams.

Recruitment

The GP and practice nurse will search for eligible patients, who
will then be sent a participant information sheet and a covering
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letter of invitation to participate signed by the GP. If patients
are considering taking part in the study or have decided to do
so, they will return an enclosed reply dlip to the study team. If
there has been no response after 2 weeksfrom theinitial contact,
the practice nurse will telephone to check whether the patient
is interested. Patients can also be invited to take part on an
opportunistic basis, such as during a routine appointment.
Written consent will be taken by a member of the study team.

Data Collection

Participants in the intervention group will complete the HNA
at baseline, aswell as 3 months and 6 months later. We will use
six validated questionnaires to measure unmet need, quality of
life, and genera health and well-being of participants. the
Cancer Survivors Unmet Needs instrument [55], the Patient
Activation Measure [56], the Expanded Prostate Cancer Index
Composite [57], the EuroQol five dimensions questionnaire
(EQ5D) [58], the European Organisation for Research and
Treatment of Cancer Quality of Life Questionnaire
(EORTC-QLQ) [59], and the Warwick and Edinburgh Mental
WEell-being Scale [60], as participantsin the intervention group
progress through the study. At baseline and 9 months later,
participants in both the intervention and control groups will
complete al the outcome measures. Participants in the
intervention group will also complete a smaller subset of
outcome measures before consultations at 3 and 6 months. Men
can either complete these online or fill out paper copies for
postal return.

A small number of patients from the intervention group (n<10)
will be followed up at the end of the study for an interview
about their experiences of the intervention. We will also invite
participants to complete an HNA technology acceptance and
usability questionnaire developed by members of the study
team.

Outcomes

Patient and feasibility outcomes will be assessed. In order to
determine feasibility of carrying out a larger scale RCT to
compare the intervention with usual care, we will evaluate this
study in terms of >25% eligible men consenting to participate
in the study and >70% of participantsin the intervention group
completing the HNA and the patient outcome measures at each
time point.

Figure 3 illustrates the study pathway.
Analysis

Quantitative

The analyses will be exploratory and mainly descriptive. Point
estimates and corresponding 90% confidence intervals will be
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calculated for all outcome measures in both arms, and their
distributions will be assessed to identify appropriate statistical
analysis methods for afuture RCT. Hierarchical mixed models
accounting for within GP practice correlation will be fitted for
potential primary outcomes to explore the effect of the
intervention relative to usual care at a single time point as well
as over time (repeated measures model). Propensity score
matching and regression adjustment techniqueswill be used as
sensitivity analyses and to minimize potential biasin outcomes
estimates due to the nonrandomized nature of the study.

Data will be downloaded from the HNA database to assess
completion rates at each time period, sequential completion
over ayear, and analysis of the needs identified.

Qualitative

Thematic analysis of the interviews will also take place with
the audiorecorded data transcribed and entered into a software
analysis package (NVivo 10). Members of the research team
will each identify broad themes from close reading of the
interview transcripts. Further themes and subthemes will be
devel oped through an iterative process of coding, categorization,
and discussion between team members. Topics to be explored
include men’s experiences of the new model of care, advantages
and disadvantages of the intervention, and any impact on heath
and confidence in self-management.

Health Economic Analysis

Completion ratesfor collecting resource utilization data, contacts
with health care professionals and referrals to hospitals and
other community health and social care providers will be
evaluated. Data collected at each time point will be analyzed to
provide preliminary indications of the costs associated with the
intervention over the 9-month period.

I ntervention Fidelity

Researchers within the project team are able to access the
ICARE-Padminsite. Thiswill allow thetracking of completion
of HNAs and Care Plans and to identify how the software has
been used by participants and health professionals. Content of
the HNAs and Care Plans are also accessible to these members
of the research team. Analysis of Care Plans and referral data
retrieved from practices will allow assessment of intervention
fidelity.

Ethics

Phase 1 of the study was approved by NHS Research Ethics
Committee proportionate review process (ref: 15/EM/0534).
Phase 2 was considered and approved under full review (ref:
16/YH/0278).
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Figure 3. Flowchart for ICARE-P Adapted from CONSORT guidelines for randomized controlled trials.
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Discussion

Principal Considerations

The online HNA that forms the cornerstone of our intervention
puts the patient at the center of care [61], enabling him to
identify and express concernsto both primary care and specialist
teams, aswell as encouraging and facilitating self-management.
The adaptive nature of the HNA ensuresits suitability for men
from early diagnosis onwards regardless of treatment modality
or their stage in the care pathway. The online system offers an
opportunity for integrated care allowing al linked clinicians
access to the HNA output in which prostate specific clinical
issues, broader concerns, or issues related to comorbidities are
summarized.

Integration between primary and specialist secondary care
services and the role of technology in supporting this aim
represent key themes of the five-year forward policy document
[51]. Integrated services offer advantages to patients in terms
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of continuity and coordination together with a potentia for
streamlining of provision. Interoperability of systemsthat allow
easy data sharing are critica to integration, and the
implementation of such systems has been identified as priority
in a recent report by the National Advisory Group on Health
Information Technology in England [52]. Primary careclinicians
interviewed in Phase 1 of our study endorsed the need for
improvements in communication with specialist colleagues,
expressing frustration at the speed of current systems. Thereport
has also highlighted the relatively slow adoption of digital
technology in secondary care compared with high levels of
primary care digitization and has emphasized the need for
secondary care implementation. Barriers identified include
extreme caution in relation to data security and a lack of
attention to the needs of the end user when systems have been
developed and put in place. Our HNA and Care Plan have been
designed for ease of use by patients and clinicians, and they
aim to be comprehensive yet relevant. We have provided
training for participating clinicians in the use of the system to
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encourage engagement with the study. To overcome any
difficulties patients may experience, we havethetrained I Tmate
available to assist them. We have met the need to conform to
rigorous data security standards and have worked collaboratively
with our participating NHS Trust, our institution, and our IT
partnersto ensure all requirements are met.

A further recommendation of the report is a stepwise approach
to digitization. We recognize the importance of such an approach
both from the technological and the behavioral standpoints.
This study introduces an innovative approach to the care of men
with prostate cancer; however, more can be achieved.

If feasibility aims are met in terms of recruitment (>25% of
eligible men and >70% retention) and usability and acceptability
testing with patients and clinical teams indicate support for the
intervention, further technical development of the HNA is
proposed prior to a full effectiveness trial. This development
will involve full integration of the HNA within the Trusts' own
clinical data management system and the development of an

Nanton et al

enhanced communication pathway between speciaist and
primary careteams enabling automated al ertsand notifications.

Limitations

As a feasibility study, the sample size involved is limited. A
nonrandomized controlled trial may result in some biases (in
particular confounding and allocation bias). We aim to reduce
these biases through the use of regression adjustment and
propensity score matching.

Conclusion

Thisstudy isthefirst of itskind to trial an online HNA for men
with prostate cancer with data shared between patients and
primary and secondary care providers. We anticipate that this
system will ultimately provide important benefits for patients
in terms of addressing unmet needs, identifying concerning
symptoms, and enabling self-management, and benefits to the
NHS in terms of effective use of resources and appropriate use
of skills.
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Abstract

Background: Patient education resources are crucial to the effectiveness of prescribed pharmacotherapy. However, user interest
and patient preference for these materials is lacking. Regardless of the field, nearly every article on designing mHealth apps
references the lack of end-user involvement as a key flaw to sustainable design. The traditional paper-based methods of patient
education are difficult to tailor to a patient’s specific needs and learning styles, but a customizable app might be beneficial.

Objective: Regarding a mobile app for patient education, the objectives of the study were to (1) quantify patient interest, (2)
determine desirable features, and (3) determine if arelationship exists between patient variables and interest in an iPad app for
patient education.

Methods: A paper-based questionnaire was devel oped and administered to consenting patients receiving care within three sites:
two suburban outpatient sites where ambulatory care services are provided and one urban hospital site where ambulatory care
transition services are provided.

Results: A total of 121 surveys were completed. Most respondents were female (64/120, 53.3%), between 50 and 70 years of
age, white/Caucasian (94/120, 78.3%), owned at least one technol ogy device, and knew what an iPad was. Diabetes was the most
common disease state (43/120, 35.8%), followed by heart failure (27/120, 22.5%), history of venous thromboembolism (VTE)
(21120, 17.5%), and asthma/chronic obstructive pulmonary disease (17/120, 14.2%). Overall interest in a mobile health app for
patient education was 63.7% (72/113). Interest increased to 68.4% (78/114) if ahealth care provider recommended it. Respondents
with one chronic health condition were more likely to be interested in an app compared to those with two or more. Respondents
with a history of VTE were mostly likely to be interested in using an app on their own accord, while respondents with diabetes
were mostly likely to be interested if their health care provider recommended it.

Conclusions: This preliminary needs assessment identified that patients are interested in using mHealth apps for health-related
education in pharmacy practice, particularly if their health care provider recommends it.

(JMIR Res Protoc 2017;6(7):€133) doi:10.2196/resprot.5886
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Introduction

Mobile devices are growing increasingly popular. Based on
recent data from Pew Internet Research surveys, 32% of adults
in the United States own an e-reader, 42% own a tablet, and
64% own amobile phone[1-2]. Inthe past year, alarge majority
(62%) of mobile phone users have used their phonesto look up
health information. Furthermore, alarger number of individuals
accessthe Internet from amobile device than from atraditional
computer [3].

Earlier studies have examined the use of personal digital
assistants (PDAS) for health care professionals and patients.
Most studies utilized PDAs for journaling or data collection
[4-6]. These early studies demonstrate the usefulness of amobile
device to support daily clinical activities and as a preferred
method for diary entries by patients. Mobile devices today (eg,
mobile phones and tablets) have advanced capabilities and
provide greater functionality; this has created aboon in mobile
health apps.

Thelatest published information showsthere are around 165,000
mobile health apps available in major app stores [7].
Patient-centered mobile health apps target major disease states
(eg, diabetes, asthma, heart failure, and chronic pulmonary
disorders), promote wellness and healthy habits, provide
information and education, allow for tracking of health
information, promote engagement with health care providers,
and leverage social influence [8,9]. The growth of mobile apps
for health-related purposes will continue to increase as mobile
devices become more ubiquitous [10].

Despite the number of mobile health apps available, mobile
apps used in health care are in their infancy. The majority of
mobile health apps researched for mHealth interventions have
focused on behavioral changes and self-management. Review
of mobile health apps for diabetes, smoking cessation, asthma,
and sexually transmitted disease and HIV prevention indicate
that most of the available apps do not follow established
guidelines; these apps may have questionable reliability, may
lack comprehensive information, and may not be personalized
[11-14]. Additionally, mobile health apps are often devel oped
without the end user (ie, the patient or health care provider) in
mind [8,15-17]. It isal so unclear whether or not patientswould
be interested in amobile health app asameansfor ahealth care
service. Regarding a mobile app for patient education, the
objectives of this study wereto (1) quantify patient interest, (2)
determine desirablefeatures, and (3) determineif arelationship
exists between patient variables and interest in an iPad app for
patient education.

Methods

Setting

The three study sites offered clinical pharmacy servicesin the
Chicago metropolitan areaand included two suburban outpatient
sites where outpatient ambulatory care services (OACS) are
provided and one urban hospital site where hospital-based
ambulatory care transition services (HATS) are provided. At
the OACS sites, clinical pharmacists provide face-to-face
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medication therapy management to patients who have been
referred by their primary care provider. The OACS sites were
comprised of one privateinternal medicine physician group and
one primary care office associated with a patient-centered
medical home. At the HATS site, clinical pharmacists provide
medication reconciliation and counseling to patients at discharge
from the hospital. These patients are being discharged from
inpatient treatment on a cardiac medicine floor or one of three
internal medicine floors.

Patients were recruited by a sample of convenience. Patients
under the age of 18 or for whom English is not their primary
language were excluded from the study. Return of the compl eted
survey indicated consent.

Survey Instrument

A paper-based questionnaire was developed and administered
to consenting patients receiving care within the three
predetermined sites. The survey was comprised of 19
multiple-choice questions and one open-ended question for
general comments. The multiple-choice component included
eight questionsrelated to background demographic information,
five questions related to technology use, and six questions
related to interest in iPad apps and app features. Two of the
guestions related to technology were only to be answered by
respondents who indicated that they own or proficiently use a
tablet device or mobile phone. Some questions allowed
respondents to “check all that apply.”

To ensure a standardized baseline level of knowledge, a
laminated information card titled “What is an iPad?’ was
provided to the patient after the patient’s knowledge of an iPad
was assessed. TheiPad was chosen as aplatform identifier that
the general public was thought to be familiar with at the time
the survey was conducted.

The survey was pilot-tested by a group of pharmacy faculty,
refined, then pilot-tested by patients prior to distribution.

Statistical Analysis

A total of 120 surveys were to be administered, split evenly
between OACS and HATS, in order to investigate the
relationship between certain patient demographics and an
interest in an iPad app. The total number of surveys was
estimated based on collecting approximately 10 surveys per
variable of interest.

The authors identified 12 variables of interest: diabetes, heart
failure, asthma/chronic abstructive pulmonary disease (COPD),
history of venous thromboembolism (VTE), perceived level of
health, knowledge of what aniPad is, types of technology used,
age, sex, race/ethnicity, level of education, and type of health
insurance. Any answer that was left blank by the survey
respondent was not included in the analysis.

Variables of interest were collapsed into categories and analyzed
as follows: presence or absence of each of the chronic disease
states (ie, diabetes, heart failure, history of VTE, asthma/COPD);
perceived level of hedlth (ie, positive—excellent, very good,
good—or negative—fair, poor, very poor); knowledge of what
aniPadis(ie, yesor no); use of technology (ie, computer, game
consoles, mobile phone, tablet device, other portable electronic
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device, none); age (ie, <40, 40-49, 50-59, 60-69, 70-79, >79);
sex (ie, male, female, other); race/ethnicity (ie, American Indian
or Alaskan Native, Asian/Pacific Islander, black/African
American, Hispanic American, white/Caucasian, other); level
of education (ie, high school or less, some college or associate
degree, bachelor's degree or higher); and type of health
insurance (ie, Medicare/Medicaid, other public, private
[employer sponsored], private [individualy purchased], self
pay). Descriptive statistics for all parameters were reported.

Ad hoc analyses of variablesincluded number of chronic disease
states(ie, 1, 2, 3, 4+, 1+); number of technology devices owned
(ie, 1, 2, 3, 4, 5, 3+); age (ie, <50, 50-70, >70); race/ethnicity
(ie, white, nonwhite); and type of health insurance (ie,
government sponsored, private, self-pay).

Thisstudy was designated exempt by the Midwestern University
Institutional Review Board.

Results

Survey collection was complete with 121 collected surveys.
Data collection began in December 2012 and ended in July
2013.

Demogr aphics and Background I nfor mation

The mean age of al respondentswas 63.7 years and the mgjority
of respondents were between 50 and 70 years old. Less than
half of the respondentsidentified as male (56/120, 46.7%). The
most predominant  self-identified race/ethnicity was
white/Caucasian (94/120, 78.3%), followed by black/African
American (11/120, 9.2%). Of thefour chronic health conditions
identified asvariables of interest, diabetes was the most common
(43/120, 35.8%), followed by heart failure (27/120, 22.5%),
history of VTE (21/120, 17.5%), and asthma/COPD (17/120,
14.2%). Most of the respondents owned at |east one technology
device and knew what an iPad was.

OACS patients were more likely to have fewer chronic health
conditions, a more positive perception of health, and a history
of VTE. They were also more likely to identify as
white/Caucasian (52/60, 87%) and male (32/60, 53%). HATS
patientswere morelikely to have asthma/COPD, have completed
ahigh school diplomaor less, and beracially/ethnically diverse.
Additional demographics of the survey respondents are outlined
in Table 1.

Interest in mHealth Apps

Overall interest in amobile health app for patient education was
63.7% (72/113). Interest increased to 68.4% (78/114) if ahealth
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care provider recommended it. Compared to the general study
population, HATS patients were dlightly more interested on
their own accord (68%) and 75% of this population would use
a mobile app if a health care provider recommended it.
Regardless of the variable of interest and population, in most
cases, the respondent’s interest in a mobile app increased if a
health care provider recommended it (see Table 2).

Based on number of chronic health conditions, respondentswith
one condition were most likely to beinterested in an app. More
than 60% of patients with at least one disease state of interest
were interested in using an app. Respondents with a history of
VTE weremostly likely to beinterested in using an app on their
own accord, while respondents with diabeteswere mostly likely
to be interested if their health care provider recommended it.
As the respondent’s perception of their health decreased, their
interest in an app lessened.

Respondents who knew what an iPad was were more likely to
be interested in using an app (73.1% vs 45.5%). Number of
technology devices owned was directly proportional to interest
in a mobile app. Of respondents who owned three or more
devices, 95.8% would use a mobile app if their health care
provider recommended it.

Compared to those aged <50 and >70 years, respondents who
were 50-70 years old were most likely to be interested in a
mobile app. The two age groups with the highest interest in
apps were 60-69 years old (86.5%) and <40 years old (83.3%).
No notable differences in interest were identified based on the
respondent’s sex. Respondents who identified as white were
less likely to be interested compared to nonwhite respondents
(60.9% vs 77.3%) and were less likely to use the app if it was
recommended by a health care provider (65.5% vs 86.4%). A
vast majority of patients with employer-sponsored or privately
purchased insurance wasinterested in an app (78.4%) and would
useit if their health care provider recommended it (81.1%).

Many of the same patterns in the overall population were
consistent within the OACS and HATS populations. However,
OACS respondents <50 years old were slightly more interested
than were respondents 50-70 years old and those >70 years ol d.
OACS respondents with a negative perception of health were
more likely to be interested in an app, while the opposite was
true for HATS patients. Respondents within the HATS
populations who had one or two chronic conditions had a very
high likelihood (>80%) of using an app if recommended by a
health care provider.
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Table 1. Interest in mHealth app stratified by demographic and clinical characteristics of 120 respondents.

Variable Interested in an app, n (%) Interested in an app if recommended by health care
professional, n (%)

Number of diseases

One (n=28) 19 (68) 21(75)
Two (n=27) 18 (67) 15 (56)
Three (n=32) 20 (63) 23(72)
Four or more (n=55) 35 (64) 40 (73)
One or more (n=109) 71 (65.1) 75 (68.8)

Chronic disease states

Diabetes (n=40) 27 (68) 32(80)

Heart failure (n=23) 16 (70) 14 (61)

History of VTE? (n=20) 15(75) 14 (70)

Asthma/COPDP (n=22) 13(59) 14 (64)
Perceived level of health

Positive (n=77) 51 (66) 53 (69)

Negative (n=34) 20 (59) 23 (68)
Knowledge of an iPad

Yes (n=78) 57 (73) 61 (78)

No (n=33) 15 (45) 16 (48)
Technology

No devices (n=20) 8 (40) 7(35)

One device (n=39) 22 (56) 23 (59)

Two devices (n=24) 20 (83) 21 (88)

Three or more devices (n=24) 20 (83) 23 (96)
Sex

Male (n=54) 35 (65) 36(67)

Female (n=57) 37 (65) 41(72)
Agein years

<50 (n=18) 13 (72) 14 (78)

50-70 (n=51) 39 (76) 14 (86)

>70 (n=40) 19 (48) 17 (43)
Race

White (n=87) 53 (61) 57 (66)

Nonwhite (n=22) 17 (77) 19 (86)
Education

High school diploma or less (n=32) 18 (56) 18 (56)

Associate degree or some secondary education 30 (71) 33(79)

coursework (n=42)

Bachelor’s degree or more (n=34) 23 (68) 24 (71)

Type of insurance

Government sponsored (n=64) 37 (58) 41 (64)
Employer sponsored or purchased (n=37) 29 (78) 30(81)
Self-pay (n=8) 4 (50) 4 (50)
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3/TE: venous thromboembolism.
bCOPD: chronic obstructive pulmonary disease.
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Table 2. Patient interest in amobile app for patient education in pharmacy practice increased if recommended by a health care professional.

Population variable Interested in an app, n (%)

Interested in an app if recommended by health care
professional, n (%)

All respondents 72/113 (63.7) 78/114 (68.4)
HATS? (n=57) 39 (68) 43 (75)
OACS (n=55) 33 (60) 34 (62)
3HATS: hospital-based ambulatory care transition services.
boACs: outpatient ambulatory care services.
Table 3. Desirable methods for using a mobile health app for patient education (n=109).
Options n (%)
| want my health care provider to use and demonstrate the app 37(33.9
| want to have access to the app at home 58 (53.2)
Both 22(20.2)

Technology Use Preferences

A majority of respondents (81.3%) owned at |east one device,
which was always acomputer. Of those that owned two devices,
the second device was almost always a mobile phone; of those
that owned three devices, the most common combination was
computer, mobile phone, and tablet. Maobile phone and tablet
usersindicated that they usetheir devices at least daily (86.2%).
The most common apps used were weather apps, search tool
apps, and news apps. Health and fithess apps were used by
30.9% of mobile device owners.

When asked how they prefer to receive information about their
health, 5.7% of respondents indicated software apps. Less than
half the respondents have seen an iPad used in a health care
setting.

Regarding methods for using a mobile health app, the majority
of respondentswere moreinterested in having accessto the app
at home (58/109, 53.2%) compared to having the health care
provider use and demonstrate the app (37/109, 33.9%); some
patients would prefer both (22/109, 20.2%). Table 3 indicates
the distribution of responses.

Respondentsindicated an interest in avariety of health-related
information, with the most common being information about
the medications they are taking (see Table 4). The two most
common methods to display information were articles with
printed text (56/95, 59%) and images and diagrams (46/95,
48%), while the least common were podcasts and audio
recordings (20/95, 21%).

Table 4. Types of information and methods to display information that patients would find beneficial in a mobile health app for patient education.

Information and methods of display n (%)

Type of information (n=105)
Medications 87 (82.9)
Health conditions 81(77.1)
Lifestyle changes 58 (55.2)
Treatment options 68 (64.8)
Tools and resources to improve health 59 (56.2)

Methodsto display information (n=95)
Articles with printed text 56 (59)
Images and diagrams 46 (48)
Links to resources 41 (43)
Interactive tutorials 39 (41)
On-demand educational videos 27 (39)
Animation with narration 28 (30)
Podcasts or audio recordings 20 (21)
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Figure 1. Actionsrespondents would be likely or very likely to take when using a mobile health app for patient education.

Take quizzes to assess your level of health

Access links to medically sound Web resources

Interact online with other individuals that have the same
health conditions as you

Use a health tracker to visualize goals

Listen to podcasts (audio recordings) on how to
improve your health

Use interactive tutorials to explain how a disease affects
the body

Play a game to test your knowledge about your health
conditions

Read articles about your health conditions

Watch instruction videos on how to take your
medications

Respondents were also asked to identify their likelihood of
performing various actions rel ated to patient education as shown
in Figure 1. Relevant comments written in response to the
open-ended question included one comment asking for both
Kindle and Blackberry software to be included.

Discussion

Principal Findings

Overal, a mgjority of respondents indicated that they were
interested in a mobile app for patient education. Almost all
patient variables indicated alarge interest in an app. Interested
respondents were younger, had some amount of secondary
education, owned one or more devices, received private health
care coverage, and had basic knowledge of an iPad. A digital
divide grew as interest decreased dramatically for those over
age 70, for those that do not own any mobile technology devices,
and for those who pay for health care fully out of pocket (ie,
self-pay).

Survey respondents were more likely to be interested in an app
they could use at home versus a provider-driven, point-of-care
app. A similar percentage of those who reported seeing ahealth
care provider use an iPad were interested in an app at the point
of care. This interest may increase as exposure to mobile
technology increases. Concurrently, there may be an increased
expectation from patientsfor health care providersto use mobile
apps when providing care to patients.
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If a health care provider recommended an app, there was an
almost universal increase in interest. Power, size, portability,
built-in features, access to the Internet, social and
communication tools, personal affection, and alarge marketplace
makes using a mobile app for patient education attractive to
patients [9]. These factors increase a health care professional’s
abilities to provide point-of-care or just-in-time services to
patients, both in practice settings and remotely. Thiswould also
support the notion of app prescribing.

A potential starting place for health care providersto introduce
mHealth apps into patient care is recommending specific apps
to patientsthat they can access on their own device at any time.
Health care providers may choose to target certain populations,
such asyounger patients with one chronic health condition and
apositive perception of health, in deciding to whom they should
recommend mHealth apps. Apps may not be best suited for
patients with a preference for personal consultation from their
provider, approximately athird of patients over 55 [18].

It isinteresting to note that the perception of health influenced
an interest in app technology in different ways based on the
type of health care setting of the respondent. Ambulatory
patients in primary care settings were more likely to be
interested if they had anegative perception of their health. These
individuals with poor health and many chronic conditions are
usually the most vulnerable and tend to require extensive patient
education. On the other hand, patients who were about to be
discharged from the hospital, who had a positive perception of
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health and only one chronic condition, were more likely to be
interested in mobile apps for health-related information.
Discharge counseling at this point in time is crucial for many
patients because they are likely to be more receptive to
information to promote a healthy lifestyle, prevent disease
progression, and avoid readmission. Utilization of apps among
these types of patients at discharge from the hospital may be
beneficial.

When asked about what types of information they would find
beneficial, respondents indicated that they want more
information in awide variety of areas and formats. We believe
that this suggests that options for app developers are bountiful.
Interestingly, respondents indicated most frequently that they
areinterested in articles, printed text, images, and diagrams as
delivery methodsfor medical information. Use of these delivery
methods for educating patients has been common practice for
years. Wewonder if thiswas dueto familiarity and, furthermore,
wonder if many of the respondents knew what podcasts and
audio recordings are. With more education asto what podcasts
and audio recordings are, patients may potentially be more
interested in these as delivery methods within mobile apps for
health-related information.

Limitations

The focus of the survey specifically on the iPad device may
limit our ability to generalize this data to other mobile
technology devices and mHealth apps. Additionally, the survey
was conducted early in the adoption of the tablet devices. We
choseto focus solely on theiPad as investigators felt it was the
most recognizable mobile device on the market; inclusion of
other devices could have confused patients, especially those
that were not familiar with tablet devices and would have
required an explanation of other tablet devices. Respondents
who may be interested in receiving education through the use
of other devices may not have identified an interest in the use
of the iPad. There were severa comments to this effect that
were relayed verbally to the survey administrator, who is the
primary author. We suspect that interest in the use of an iPad,
or any tablet device, would not have decreased from the time
that this study was conducted.

Of the surveyed population, approximately one-third did not
know what an iPad was. For some of these respondents, the
laminated information card could have provided enough
information to trigger the respondent’s memory. For other
respondents that may not have ever encountered an iPad, it is
possible that some of them may not have been able to
conceptualize the device, even despite reading the description
and viewing the life-size picture. Demonstrating the use of an
iPad device and/or app to respondents was assessed during
survey development, but ultimately was not utilized due to
feasihility.

One question in particular was designed to provide app
devel opers with more insight into what patients want in an app
for patient education, as this has been suggested to be an
important aspect of the design process[16]. Unfortunately, there
wasalow response ratefor this question. Thelow responserate
waslikely dueto the fact that the question was asked in amatrix
and patients did not understand the format. With the data that
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we have, we are able to suggest some areasfor app development
based on thelikelihood that patientswould use certain features,
but future research in this areais warranted.

The patient populations of each site are uniquely different and
cover a broad range of demographics; therefore, inherent bias
exists. Additionally, the study utilized a sample of convenience,
as patients were not randomly selected. OACS patients report
to clinic for appointmentswith clinical pharmacists. Those who
adhere to appointments may be more likely to want additional
education, though this survey was not conducted in a manner
to assess this thought. Patients who did not show up for
appointments were not able to complete a survey. Thus, the
population of patients surveyed may not represent the entirety
of the OACS patient population.

The population of survey respondents at HATS may have
included some patients who were not actually discharged from
the hospital setting. We made every attempt to capture patients
that were ambulant and had a high likelihood of being
discharged from the hospital. However, the clinical status
changed for some of the patients and they continued to be
hospitalized after survey completion. Surveyswere deidentified
and we were not able to exclude patients who were not
discharged. It is notable that being hospitalized was not
specifically addressed as an exclusion criterion for this study.
Including surveys from a broad patient population in different
health care settings may affect the homogeneity of the
respondents, but it may also strengthen the results by reflecting
the diverse opinion(s) patients have.

Strengths and Future Research

One of the strengths of this study is that it included patients
who previously did not know what an iPad was. Despite this
lack of prior knowledge, many of these respondents indicated
an interest in obtaining health-related information via mobile
apps. This counters a preconceived notion that those who are
older and may not have used mobile devices or know what one
iswill belesslikely to want to learn in this way.

Additionally, the responses suggested that patients would use
apps for education if their health care providers recommended
them. Given this data, providers should be guiding patients to
resources. Health care professionals in primary care and
transition-of-care settings should carefully weigh the pros and
cons of utilizing this technology with their patients.

Despite patient interest and known benefits of patient education
for chronic disease, not much is known regarding the utility of
mHealth appsfor patient education. Published studies assessing
the impact of mHeath apps on clinicaly relevant health
outcomes are limited. However, early data show promise
[19-21].

Future areas of research include looking further into the
desirable features of apps for patient education. Investigators
and devel opers need to include patients and health care providers
in this area of research. With more data in this areg, it will be
possible to develop and utilize an app for educational
interventions that is tailored to a patient and/or a health care
provider and that impacts health outcomes.
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Conclusions recommendation may increase the likelihood of a patient using

Interest in an mHealth app for patient education is high,
regardless of patient variables. A health care provider's

an app. This emphasizes the need to develop evidence-based,
medically sound, and reliable mobile apps that both patients
and pharmacists can use and trust.
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Abstract

Background: Inthe UK, eating disorders affect upward of 725,000 people per year, and early assessment and treatment are
important for patient outcomes. Around athird of adult outpatientsin the UK who arereferred to specialist eating disorder services
do not attend, which could be related to patient factors related to ambivalence, fear, and alack of confidence about change. This
lack of engagement has a negative impact on the quality of life of patients and hasimplications for service costs.

Objective: To describe the development of a Web-based program (“MotivATE”) designed for delivery at the point of referral
to an eating disorder service, with the aim of increasing service attendance.

Methods: We used intervention mapping and a person-based approach to design the MotivATE program and conducted a needs
assessment to determine the current impact of service nonattendance on patients (via a review of the qualitative evidence) and
services (through a service provision survey to understand current issues in UK services). Following the needs assessment, we
followed thefive steps of program development outlined by Bartholomew et a (1998): (1) creating amatrix of proximal program
objectives; (2) selecting theory-based intervention methods and strategies; (3) designing and organizing the program; (4) specifying
adoption and implementation plans; and (5) generating program evaluation plans.

Results: The needs assessment identified current nonattendance rates of 10%-32%. We defined the objective of MotivATE as
increasing attendance rates at an eating disorder service and considered four key determinants of poor attendance: patient
ambivalence about change, low patient self-efficacy, recognition of the need to change, and expectations about assessment. We
chose aspects of motivational interviewing, self-determination theory, and the use of patient stories as the most appropriate ways
to enable change. Think-aloud piloting with people with lived experience of an eating disorder resulted in positive feedback on
the MotivATE program. Participants related well to the stories used. Nonetheless, because of feedback, we further modified the
program in line with patients’ stage of change and addressed issues with the language used. A consultation with service staff
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meant that we could make clear implementation plans. Finally, a randomized controlled trial is currently underway to evaluate
the MotivATE program.

Conclusions: Using intervention mapping, we have developed a novel pretreatment Web-based program that is acceptable to
people with eating disorders. To our knowledge, thisis the first such program. The model of devel opment described here could
be auseful template for designing further programs for other difficult-to-engage populations.

(JMIR Res Protoc 2017;6(7):€146) doi:10.2196/resprot.7440

KEYWORDS
Program Development; Program Evaluation; Internet; Patient Acceptance of Health Care; Assessment, Process; Feeding and

Eating Disorders; Anorexia Nervosa; Bulimia Nervosa; Binge Eating Disorder

Introduction

Eating disorders (including anorexia nervosa, bulimia nervosa,
other specified feeding or eating disorder, and binge eating
disorder) have aprevalencerate of 1in 600,000-725,000 people
inthe UK, affecting up to 6.4% of adultsat any time[1,2]. These
disordersare typically characterized by people over-evaluating
themselves based on their weight and shape or by people
engaging in eating behaviors as a mechanism for coping with
difficult emotions or relationships [3,4]. Eating disorders have
the highest mortality rate of all mental health conditions [5],
and the number of affected individuals being diagnosed and
admitted to inpatient carein the UK has been increasing by 7%
each year since 2009 [2]. Early assessment and intervention are
essential for patient outcomes [6,7] and the quality of life of
patients and their carers [1], but it is reported that as many as
44% of peoplewith eating disorders do not access mental health
care treatment for their eating disorder [8].

After apersoninthe UK initially seekshelp for hisor her eating
disorder (eg, from primary care), he or she is usually referred
to a specialist eating disorder service for an initial assessment
appointment. However, research highlights that up to athird of
people referred for specialist psychological treatment do not
access the services and that 16.4% of these people simply do
not attend their first scheduled assessment appointment [9].
Reasons for this lack of engagement may include having had
an eating disorder for along time; laxative abuse; and symptoms
of depression, substance abuse, or borderline personality
disorder but predictors of nonattendance are still relatively
unknown, as current quantitative studies report extremely low
sample sizes [10]. Other barriers to psychological treatment
may include stigma, poor mental hedlth literacy, a perceived
lack of a need for treatment, unhelpful past experiences with
treatment, a fear of change, low motivation to change, service
restrictions, and cost [11]. Aiming to address some of these
barriers to psychological care, we have developed MotivATE,
a Web-based, motivation enhancement-focused program that
specifically seeks to improve patient engagement at the initial
assessment appointment, that is, at the point that a person is
referred to an eating disorder service. This paper describes the
development of this program.

Methods

We developed the MotivATE program using intervention
mapping, which recognizes three phases of program

http://www.researchprotocols.org/2017/7/e146/

development: needs assessment, program development, and
evaluation [12]. As recommended by Bartholomew et al [12],
our development team included devel opers (researchers at the
university; SM, KA, KW, JD, ST, and PT), implementers
(consultants working within adult eating disorder services, CN
and JA), and prospective program participants (people with
lived experience of having and recovering from an eating
disorder; JG and HH). We also used a person-based approach
to develop MotivATE to ensure that the user experience was at
the heart of each stage of intervention development [13]. As
highlighted in the introduction, there are a number of personal
barriers to engagement with specialist services for people with
eating disorders; therefore, it was essential that we had a deep
understanding of their experience and needs to increase the
likelihood that the intervention would be relevant, acceptable,
and useful for our target group.

Needs Assessment

The aims of the needs assessment were to understand the
problem of nonattendance at adult eating disorder services and
to consider both patients' personal barriers and service-level
barriers that the program would need to address. In line with
the person-based approach, our first step wasto review our own
qualitative research with people who described themselves as
not wanting to receive treatment for an eating disorder [4] and
those who described themselves asin recovery [14,15], asthese
cases were the source of the idea for the program. Thus, we
considered this work alongside other published work relating
to patients experiences of having an eating disorder and
attending trestment. To understand theimpact of nonattendance
at specialist eating disorder services, we also conducted a
telephone-based service provision survey with four lead
consultants for outpatient services in the UK. The survey
questions consisted of a mix of close-ended and open-ended
questions and asked about the number of referrals, the number
of patients who did not attend an assessment appointment, and
the processes used to try to engage patients. The survey study
received university ethicsapproval, and each service gave verbal
consent to use of its data.

Program Development and Evaluation

Bartholomew et a [12] outline five steps of program
devel opment, and we detail these bel ow, along with adescription
of the methods used to implement the steps.
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1. Creating a Matrix of Proximal Program Objectives

The needs assessment, team discussions, and consultationswith
eating disorder-focused charities enabled us to determine (a)
the objectives of the program, (b) the behaviors that potential
users needed to engage in, (¢) the factors (or determinants)
influencing these behaviors, and (d) the target population (and
any subgroups) who would use the program.

2. Selecting Theory-Based | ntervention Methods and
Practical Strategies

We reviewed the current theory related to increasing motivation
to change, including the current evidence relating to eating
disorders, and then considered practical strategies for
implementing this theory. As per the person-based approach,
this enabled us to develop guiding principles for the design of
the program [13].

3. Designing and Organizing a Program

Theteam designed the structure and content of the intervention
during team meetings, and we used open-source LifeGuide
softwareto create the MotivATE platform [16]. We started with
a booklet aready devised by CN and JG that aimed to help
people think about the recovery process, as this was aready
well received by existing service users. This booklet was based
on motivational activitiescommonly used to improve motivation
to change. We adapted it to (a) address some of the barriers to
engagement identified in the needs assessment stage and
incorporate the language and style of a person-based approach,
(b) incorporate new knowledge gained from revisiting
motivational theory, (c) better address the program aims (i€, to
be specificaly about attending an assessment appointment,
rather than about beginning therapy), and (d) enhance usability
viaaWeb-based platform (increasing interactivity with videos,
quizzes, and click-throughs) and enable tailoring based on the
person’s stage of change. We al so adapted the content based on
our evaluation of the program (see below).

People with experience of an eating disorder then qualitatively
evaluated our initial prototype of the program via think-aloud
interviews to understand beliefs about the relevance,
acceptability, and usability of the program [17]. We recruited
participants from the university and a loca eating
disorder-focused charity via advertisements asking for people
with experience of an eating disorder to evaluate aweb program
aimed at preparing people for their assessment, resulting in an
opportunity sample of 12 participants (5 with binge eating
disorder (4 female, 1 male), 4 with anorexia nervosa (1 male,
3female), 2 with bulimia nervosa (both female), and 1 with an
eating disorder not otherwise specified (femae)). The
think-aloud interviews followed an unstructured approach and
asked participants to verbalize their thoughts as they occurred.
Participants were asked to think back to when they werereferred
to an eating disorder service and to think aloud asthey used the
program. The researcher could then observe in-the-moment
reactions to the program and used prompts (such as “What are
you thinking about now?’ or “Can you please explain why you
chose to click on that option?’) to encourage participants
verbalization and to understand their experience of the program.
We subsequently used participant feedback to modify the
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program to make it more acceptable and relevant for program
users.

4. Specifying Adoption and I mplementation Plans

This phase involved making plans for the delivery of the
program: two team members demonstrated the program to staff
at alocal eating disorder service that was typical of outpatient
services across the UK and invited feedback about
implementation.

5. Generating Program Evaluation Plans

The final stage of the intervention mapping described by
Bartholomew et a [12] is to generate plans to evaluate the
program.

Results

Needs Assessment

Literature Review

The idea to develop a program to address attendance at
psychologica services for eating disorders originated from
previous qualitative research conducted by the authors[4,14-15].
Qualitative studies examined people who wished to maintain
their eating disorder [4] and those who wished to recover [14,15]
to understand their lived experience of having an eating disorder
and attending treatment. The results from both types of studies
identified the extreme ambivalence that people with eating
disorders experience: people with eating disorders can perceive
their eating disorder to be acoping mechanism, and at the same
time recogniseits consequence on their health, their family, and
their future lives. Other qualitative research has also identified
this ambivalence [18-21]. Ambivalence is a “natural phase in
the process of change,” but it can cause patients to get stuck in
a phase of inaction, and therefore negatively impact treatment
engagement [22]. People with eating disorders also experience
barriers to recovery, including low self-efficacy and (often
inaccurate) preconceived expectations of what treatment could
entail [4,14,20]. Leavey et a [21] conducted qudlitative
interviews with 13 people with eating disorders who did not
attend an assessment appointment. Underlying participants
experiences was an ambivalence about change that ultimately
stopped them from attending their appointment. Participants
also reported feelings of mistrust of health professionals,
dissonance between their own and professional views of the
disorder, fear of abandonment, comorbid mental health issues,
previous negative experiences with services, misguided
expectations, stigma about mental health services, and long
waiting times as barriers to attendance. Although initiatives
exist to improve service attendance in general health care (eg,
appointment reminders or the use of opt-in systems where a
personisinvited to make an appointment), they can deter people
who are aready known to be more difficult to engage [23-25].
Given the ambivalence that many people with eating disorders
experience, an intervention to improve service attendance needs
to enhance autonomous motivation to change through active
behavioral change techniques. Here, we chose a Web-based
approach, asit would be less resource intensive for the service
and more acceptabl e to patientswho would not need to approach
the service directly.
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Service Provision Survey

Waller et a [9] reported a nonattendance rate of 16.4% in 2
South London services; we wanted to determine to what extent
this was an issue in services across the UK. We sent email
invitations to 9 services, and 4 (1 from the South of England,
2 from Central England, and 1 from the North) took part.

Muir et d

Reasons for nonparticipation included a lack of time and/or a
lack of useful audit data. Table 1 presents the results from the
survey. Of those who were suitable for an assessment
appointment, between 10% and 32% did not attend. Similar to
published research [24,25], these results suggest that the use of
opt-in systems to try to improve engagement may actually
increase the number that do not attend.

Table 1. Results of the service provision survey relating to nonattendance rates and the assessment appointment process for 2013.

Service 1 Service 2

Service 3 Service 4

Description of assessment ap-  Contact by telephone, then

Send gppointment letter with

Opt-in process vialetter. Opt-in process via letter.

pointment process send appointment letter with  date and time Patient to contact service Patient to contact service
date and time within 2 weeks within 2 weeks

Resources provided before Map to service Outcome measures packet ~ Some monitoring or dieti-  Outcome measures packet,

assessment cian adviceif advised by information about service,
clinician map to service, questions

about demographics

Averagelength of wait (refer- 14 days 2.5 months Not reported 34 days

ral to assessment)

nsuitablefor outpatient assess- 172 135 153 352

ment (in the year 2013)

ndid not opt in? (% of suit- /A N/A 24 (16) 86 (24)

able referrals)

n suitable outpatient referrals 33 (19) 14 (10) 25 (16) 16 (5)

who did not attend appoint-

ment (% of suitablereferrals)

Total who did not attend first 33 (19) 14 (10) 49 (32) 102 (29)

assessment appointment (%)

#The number that did not schedule an appointment when invited to

Program Development and Evaluation

Creating a Matrix of Proximal Program Objectives

The main objective of the program is to “increase attendance
at an eating disorder service”. In contrast to the opt-in process
detailed above, which simply asks patients to make an
appointment at a convenient time, the MotivATE approach aims
to increase attendance rates by fostering personal intrinsic
motivation and increased self-efficacy to attend while addressing
negative beliefs and expectations about the service. The target
population for the program was al adults who have been
referred to an outpatient eating disorder service for an
assessment appointment. Peoplein the UK are usually referred
to an eating disorder service by their general practitioner,
although there are other routes to treatment, depending on the
structure of thelocal service model. Some servicesallow referral
by any health or socia care professional, and others welcome
the person to refer himself or herself. Clinicians at the service
review thereferral letter to determine the next steps, guided by
the urgency of referral, risks, etc. When the person is suitable
for outpatient treatment (eg, there are no immediate risks
requiring a higher level of care), the service will contact the
person to invite him or her for an assessment appointment (eg,
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to assess eating disorder behaviors and symptoms and the need
and motivations for treatment and to collaboratively develop a
treatment plan). Thewait timesfor the assessment appointment
are different across the UK, ranging from 4 weeksto 6 months.
It is when inviting the person for assessment that we intend to
include the invitation to use MotivATE.

People who have been referred to the service may be in one of
three of the five stages of change [26]. First, patients may bein
the precontemplation stage of change; that is, they may not
believe that they have an eating disorder and are not intending
to change. Second, many are likely to be in the contemplation
stage; they may be aware of the pros and cons of change but
highly ambivalent about doing so. Third, thosein the preparation
stage may have plans to change within the next month but may
not have high enough confidence (or self-efficacy) to do so.
The last two stages of change include the action stage (those
who have been making changes in the last 6 months) and the
maintenance stage (those who have made a change and are
working to prevent relapse). People in these two stages would
not be target users of the program, as they are likely to be
already engaging with a treatment program. Table 2 provides
details of how theses stages of change could impact program
reguirements.
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Table 2. Subgroups of potential program users.

Muir et d

Subgroup

Distinction

Implicationsfor performance objectives

Example of performance objectives

Precontemplation

Contemplation

Not considering changing eating disor-
der and/or may not believe they have
an eating disorder

Extremely ambivalent group; may be

Least likely to attend an assessment;
require education about eating disor-
ders and stories from othersto start
recognizing own problematic behaviors

Ambivalenceis asalient determinant

Starting to recognize eating disorder
experience and becoming educated
about the cons of the disorder

Weighing pros and cons of change and

swaying between attending and not at-
tending

Preparation Accept aneed for change but may not

have high enough confidencetodoso  minant

Low self-efficacy isan important deter-

addressing ambivalence

Feel more confident about ability to
change, think about assessment and
what to expect, and prepare to attend

Table 3. Program objectives for MotivATE.

Performance objective Determinants

Ambivalence about change  Self-efficacy

Attend assessment appoint-
ment

Recognize ambival ence but
attend to learn more

Feel confident and in control
of assessment appointment

Recognition of need to
change

Expectations about assess-
ment

Recognize possible need to
change and attend to learn
more

Have realistic expectations
of what isinvolved at the
assessment appoi ntment

The needs assessment and the identification of the target group
enabled usto ascertain four main determinantsthat the program
needed to address: (1) patient ambivalence about change, (2)
low patient self-efficacy, (3) recognition of the need to change,
and (4) expectations about assessment. Thisresulted in thefinal
matrix of proximal program objectives outlined in Table 3.

Selecting Theory-Based | ntervention Methods and
Practical Strategies

The main objective of the program is to increase motivation to
attend an assessment appointment. Motivational therapies are
advocated in the treatment of eating disorders [27] and are
effective at improving motivation to change [28-30]. These
interventions are based on or closely adapted from the principles
of motivational interviewing [22,31,32] and involve addressing
and working through ambivalence and initiating “change talk”
from patients, encouraging them to make choices that fit with
their own goas and values. Specifically, psychoeducation,
examining the pros and cons of symptoms, experimental
strategies, and exploring personal values are four methods
proposed to help ambivalent eating disorder patients move
through the stages of change [33]. A service traditionally
delivers these methods face to face once a person has engaged
with the service, but there is growing evidence for Web-based
delivery [34,35] and for offering intervention prior to
engagement among those with eating disorders [36].

We aso drew on self-determination theory (SDT) for the
intervention, which is in keeping with the person-based
approach. SDT recognizesthat human behavior centers on three
innate needs: autonomy, competence, and relatedness [37].
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People need to feel in control and autonomous to be able to
internalize behavioral change and perceive it as important to
their own values and goals. Choiceis particularly important to
patients with eating disorders, who may fear that control will
be taken away from them during treatment [18,38]. It may also
have a direct impact on service engagement. Indeed, when
peoplewith eating disordersreferred for inpatient treatment had
full choice (even including whether they would stay at al), they
werelesslikely to drop out of treatment [39]. Competencerefers
to the person's self-efficacy or confidence to perform the
behavioral change. Relatedness refers to the person’s ability to
relate to others and foster supportive relationships. As in
motivational interviewing, the clinician’s role, per SDT, isto
provide supportive autonomy by encouraging patients to take
the lead in making a change and to help them to internalize
recognition of change as an important goal for themselves[40].
In MotivATE, we relied on video and written accounts of
people’'s experiences and success stories of attending an
assessment  appointment  (dlso  known as narrative
communication [41]) to enhance a sense of relatedness and to
address the four determinants of the program (increase
recognition of the need to change, increase self-efficacy, address
expectations, and address ambivalence). For example, people
could recognize their own situation in the stories (increase
recognition), and reading success stories from others can
increase self-efficacy and the intention to change [42].

The program objectives highlighted in the previous stage and
the examination of theory and practical strategies allowed us
to develop guiding principles, outlined by the person-based
approach, for the program (Table 4).
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Table 4. Guiding principlesfor MotivATE.
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Intervention design objectives

Key feature(s)

To be delivered before any formal contact with the service and to address
expectations about assessment (ie, address the question of “What will they
do to me?’)

To address and acknowledge ambivalence and to enhance or maintain
motivation to attend

To increase self-efficacy and to help patients to make their own decisions

Provide adigital intervention with education about service and assessment
through interactive quizzes and stories about others' experiences

Build autonomous motivation, address patients’ mixed feelings about
change and link change to their own personal goals and values, tailor
program to stages of change, provide psychoeducation about eating disor-
ders, and highlight choice that person can make during program and when
they attend assessment

Develop intervention user’s competence through user stories

Table 5. The content of the MotivATE program.

Module Aim

Content

1. What happens at the first appoint-
ment?

Address expectations about the
assessment appointment

2. How motivated are you? Introduce the idea of change

3. Arming yourself with information Help people to recognize prob-
lematic behaviors (precontempla-

tion) and address ambivalence

4. Preparing for your assessment Improve confidence to attend

Provides an interactive quiz to explore common misconceptions about as-
sessment, information about the assessment appointment, and stories and
videos about others' experiences.

Introduces peopl e to the stages-of-change model with stories of others’ ex-
periences. Person can choose his or her stage of change.

Provides information about the pros and cons of eating disorders. Those
who have selected the contemplation or preparation stage of change can
completetheir own tablesof prosand consand compl ete exercises designed
to address ambivalence.

Includes avideo of a clinician welcoming people to the assessment, and
users can make plans to attend their appointment.

Designing and Organizing a Program

We aimed to present a professional-looking, gender- and
age-neutral program. The color scheme is blue and white, and
images are based on nature, with the intention of depicting
positivewell-being (see Figure 1). No images of people or food
are included, as we do not want the program to negatively
influence people or to cause them to compare their body shape
or eating behaviors to those of others. Talking-head videos of
real people are included throughout the intervention, depicting
men and women with different eating disorders, under the
assumption that their stories will resonate with program users.
The university and service logos are included on each page to
convey professionalism and credibility, and it is clear from the
start that people with eating disorders, researchers, and clinicians
designed the intervention.
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The final MotivATE program consists of four 15-minute
Web-based modules (see Table 5 for details about the content).
The modules are brief to accommodate program users
potentially limited concentration levels. We wanted to design
the program to give users as much choice as possible. Program
users can work through the modules in any order (though a
specific order is recommended) and can complete the modules
all at once or as desired and when they had time. The choice of
language reflects the person-based approach (see[12]), and an
autonomy-supportive tone is used (eg, “you may find...” and
“people havetold usthey feel worried about their assessment”).
It is nonprescriptive and does not assume users experiences
but does acknowledge users' ambivalence (eg, “perhaps you
are alittle worried about letting go and have mixed feelings’).

People with experience of an eating disorder evaluated early
versions of MotivATE. The results of the evaluations fit into
four overarching themes.
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Figure 1. Home page of the MotivATE website.
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Welcome to MotivATE!

MotivATE is vour free online resource to help you feel ready for your
first appointment at an eating dizorder service:

* Read stories about others’ expeniences
* Take part in MotivATE quizzes and other activities
* Get personal advice and information

* Toumay be worried about an eating diserder
* Perhaps you are a little scared about letting go and have mized

feelings

* Maybe you don’t feel that vou have a problem with vour eating

Whatever situation you are in MotivATE will help you to prepare for vour

first appointment and feel more confident about making the next decizions.

New users will need to register here.

If you would like to know more before registering,
pleaze zee our Frequently Asked Questions.

If you have already registered, click next to log on

O

MotivATE has been designed by pecple with eating disorders, clinicians and ressarchers. It is based on real experiences and sciantific evidence to

make sure it is relevant and reliable. Click hera to find out more.

Help EA

Theme 1: Positive Per spectives on MotivATE

General comments about the M otivATE website were positive.
Participants liked the esthetics of the site, describing it as
“bright”, “cheerful”, and “calming”. They liked the blue color
scheme and neutral images.

It's quite a neutral image as well. | don’t think it'd
be very nice if there was like images of people or
anything like that so | quite like it...I think they're
right, neutral pictures, that's always a great idea.
[Kate, binge eating disorder]
Participants consistently referred to the information and stories
on the site as “positive” and “reassuring”. They felt that the
information and storieswere relevant to them; they related well
to the people in the stories, and this seemed to improve
self-efficacy and helped them to recognize areas for change.

That's very good, too, as you need proof. You
desperately need to see someone or hear of someone
who really has got better, and these are all things
that are building confidence, aren’t they? [Lily,
anorexia nervosa)
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Theme 2: The Need to Tailor the Program to Different
Motivational Needs

Some participants worried that the information could be
inappropriate or unhelpful for those in the precontemplation
stage of change. Sam, who did not believe “there was anything
wrong” at the time of his assessment, gave good insight into
how he would have felt at the time of referral:

After [| was] diagnosed and before[| was] assessed,
not sure | would have felt any of these things...But as
| was through my recovery, then yes, | probably said
all of these things.... [Sam, anorexia nervosa)

Sam described how reading stories of others’ experiences helped
him to recognize similar thinking patterns and behaviors in
himself. Once he started to realize that he had an eating disorder,
he sought as much information as he could. These insights
helped us to tailor the stories better, and we added more
psychoeducation for those in the precontemplation stage of
change.

Theme 3: Addressing Fears About Recovery

Thinking further ahead than the assessment appointment could
be “daunting and scary” (Evie, Bulimia Nervosa), and it was
clear from talking to participants that the website should not be
overtly about “recovery”; instead, it should “sow the seed”
(Sam) and focus on how to prepare for the assessment
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appointment. Early versions of the program also discussed the
concepts of recovery and psychological treatment, but based on
the following feedback, the final program only considered the
first step of the assessment appoi ntment:

| freaked a little bit then. Thinking about change in
the future. I’'m going to move onto something else
(chooses quiz to distract from message on page)
becausethat’swhat | would do. [Sally, eating disorder
not otherwise specified]

Theme 4: Eating Disor der-Specific Aspects of Designing a
Web-Based Program

Some participants (particularly those with ahistory of anorexia
nervosa) believed that some modules were too long, and we
therefore decided to shorten the modules to no longer than 10
minutes, focusing on essential information. Participants also
commented on the terminology. For example, we referred to
guestion scales and motivational exercises, but these have
connotations related to body weight, so we removed these
references.

We used the results from the think-aloud interviews to modify
the program, and further consultationswith participants aswell
as consultations with charity directors and others with
experience of eating disorders confirmed that the program was
acceptable to users.

Specifying Adoption and I mplementation Plans

We demonstrated the MotivATE program to clinical and
administrative staff at one eating disorder service before we
asked for feedback about implementing MotivATE in their
practice. Two key pointsarose: (1) it should not impact existing
service resources and staff time, and (2) the modul es needed to
be short enough to optimize engagement of patients. MotivATE
would be a free, stand-alone program that would not require
training for service staff or patients. Invitation to MotivATE
would occur via the same materials as the standard invitation
to attend an assessment and would therefore not impact staff
time and resources. We are planning a process eval uation with
program users and service dstaff to further explore
implementation.

Evaluation

We have already evaluated the acceptability and usability of
the intervention as part of the program development described
here. A randomized controlled trial (RCT) is also currently
underway to evaluate the impact of the MotivATE program on
improving attendance at an eating disorder service (Trial
Registration: NCT02777944).

Discussion

This paper described the development of a pretreatment
Web-based program designed to support adults with eating
disorders as they prepare for an assessment appointment at a
specialist outpatient eating disorder service. We have yet to
establish the program’'s value for and impact on service
attendance rates, although the RCT will enable usto determine
this. Nonetheless, we believe the program will improve
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attendance at assessment appointments based on comments
from service users and service staff.

The combined approach of using intervention mapping and a
person-based approach worked well, asit allowed usto structure
our development process in a logical manner by identifying
areas of need, setting out key objectives from the outset, and
highlighting key theory and strategies that could be used while
always ensuring that each of these components would work for
the target user. Our person-based approach is a key strength of
the development process. Specifically, this program needs to
be acceptable, motivating, and empowering for users who
already find it difficult to engage with services. Interviewswith
service users and service staff also revealed important
shortcomings of thefirst version of the intervention, devel oped
based on existing literature and theory, which we have been
ableto address and tailor more to service user needs (ie, shorter
sessions, more psychoeducation for those in an earlier stage of
change, and more focus on assessment rather than the full
recovery process). The use of existing qualitative literature and
theory was also fundamental to our intervention design since
they not only ensured an evidence-based approach to program
development, but they also enabled the inclusion of a variety
of processes designed to increase motivation, and alowed us
to consider the characteristics of populationsthat can be difficult
to engage. Our needs assessment has also demonstrated the
potential usefulness of the MotivATE program across services
in the UK, although one weakness of our service provision
survey isthat for practical reasons (resources and time demands
making it difficult for services to engage), we included only
four services. Nonetheless, the study still provides a more
generalized view than existing studies, which have focused only
on one area of the UK [9].

One difficulty in the design phase was the production of a
Web-based intervention that utilized the principles of
motivational interviewing and SDT, which rely heavily on
face-to-face interaction. Use of a person-based language style,
which enabled us to provide autonomy support [13], and
optional interactive tasks, which allowed people to engage in
motivation-to-change techniques, overcame this difficulty.
Again, by working with participants to qualitatively evaluate
the modules, we could adapt the language to ensure that it was
motivating for them. Nonetheless, a weakness of the program
is that we have not yet assessed whether the intervention
improves motivation to changein individuals, and thisisaplan
for afuture study.

Degspite positive feedback regarding the acceptability of the
MotivATE program, a key unknown is whether people will
register for and engage with it, particularly as Web-based
interventions are known to have low rates of engagement [43].
Our RCT will give us some details about this, but further
research is required to understand uptake of and engagement
with Web-based interventions, particularly in populations
already known to be difficult to engage by face-to-face
intervention. It seems that consideration of user engagement
should form part of the intervention design [44] and could be
implemented within the intervention mapping process. A
developing area of interest regarding uptakeisthe study of how
peripheral cues, such as esthetic appeal, may improve website
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stickiness [45]; however, this concept isyet to be appliedtothe  prior to formal contact with an eating disorder service with the
design of Web-based health behavioral change interventions, aim of enhancing engagement with face-to-face services. If the
and further research is needed. program is effective, it could act as atemplate for the design of

To our knowledge, the MotivATE program is the first
intervention designed for delivery to eating disorder patients

similar pretreatment Web-based programs for other patient
groups in which ambivalent attitudes and/or a lack of
engagement with services may be an issue.
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Abstract

Background: Inthe 10 most populated countriesin the world, Parkinson's disease (PD) affects more than 5 million individuals.
Despite optimal treatment options already developed for the disease, concomitant involvement of other areas of health care plays
an important role in complementing the treatment. From this perspective, dancing can be viewed as a hon-drug alternative that
can reduce falls by improving some motor skills, such as mobility, balance, gait, and posture, and can also improve the overall
quality of life. Brazilian samba promotes improvement in motor and non-motor symptoms in individuals with PD, providing a
new treatment option for this population.

Objective: Themain objective of thisquasi-experimental study isto provide a 12-week sambaprotocol (2x/week) for individuals
with PD and to compare its effects with the group without intervention. The hypothesisis that the Brazilian samba protocol will
promote improvement in primary (motor) and secondary (non-motor) outcomes in individuals with PD.

Methods: The sample will be selected at random from individual s diagnosed with PD in the city of Florianopolis (SC, Brazil).
Sample size cal culation was performed with the G* Power 3.1.9.2 software, with 0.447 effect size, at 5% significance level, power
of 0.9, and test and sample loss of 20%. This yielded 60 individuals divided between the intervention and control groups. The
questionnaires will be filled out before and after the dance intervention. The data collection for the control group will be held
simultaneously to theintervention group. The classeswill last for 1 hour, twice aweek in the evening for 12 weeks, and all classes
will bedivided into warm-up, main part, and rel axation. Two-way analysis of variance with repeated measures and Sidak post-hoc
comparison test will be used for a comparative analysis of the final results of the control group with the experimental group and
of the within-group changes between pre- and postintervention period.

Results. We expect to complete follow-up in September 2017.

Conclusions: The magjor inspiration for this study was to encourage the creation of new rehabilitation programs that do not
emphasize doctor involvement. Thisisaunique protocol for PD and we believe it can be an important tool to alleviate the motor
and non-motor symptoms of individuals with PD. Dance is a simple activity depending on little equipment and few financial
resources, facilitating its implementation and improving the cost-benefit relationship. In addition, activities that have a cultural
aspect for the population in question, and which are pleasant, enable the participants to commit long term. This can enhance
patient’s compliance with the therapy, which is often a problem for many rehabilitation programs.

(JMIR Res Protoc 2017;6(7):€129) doi:10.2196/resprot.6489
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Introduction

In the 10 most populated countries in the world, Parkinson’s
disease (PD) affects more than 5 million individuals and the
projection is that by 2030 more than 9.3 million people will
have been diagnosed [1]. Given its epidemiol ogical importance,
the disease can be considered a public health problem,
manifestations of which encompass social, family, economic,
and even legal problems[2], and involve high coststo the health
system. Individual swith chronic diseases, such as PD, deal with
physical discomforts on adaily basis arising from deficits and
motor symptoms [3-6] and as autonomic, sensory, and
behavioral disorders from non-motor symptoms. These can
result in a severe reduction of independence [7] and quality of
lifein this population [8].

From this perspective, dancing can be viewed as a non-drug
alternative for both symptomatologies: (1) improving some
motor skills (eg, maobility, balance, gait, posture, fall reduction),
and (2) improving some non-motor symptoms (eg, fatigue and
depression). The benefit is an overall improvement in quality
of life [9-11]. For this population, dance is perhaps the most
“complete” of al interventions, mainly because the stimulation
of different cerebral areasis so important for patients with PD.

Recently, Sharp et a [12] conducted asystematic review, which
sought to analyze the effectiveness of dance as an intervention
for PD. They found improvement in motor scores on Unified
Parkinson’s Disease Rating Scale (UPDRS), balance, and gait
speed in subjects who underwent dance therapy compared to
the group that did not receive any intervention. Similarly, there
was an improvement in quality of life when dance intervention
was compared to exercise interventions [12]. In another
systematic review, dance demonstrated maintenance of muscle
strength and improvements in support and balance, aerobic
power, full range of body movements, resulting in positive
lifestyle changesin individuals with PD [13].

Among the surveys already performed with dance and patients
with PD, tango is the most commonly applied ballroom dance
form in studies involving PD [12]. According to Earhart [14],
the practice of this particular rhythm could facilitate the
activation of brain areas that normally are less active in PD.
Tango movements, following awell-defined and precise rhythm,
were associated with increased activation of neural areas not
normally active in patients with PD [15] and with stimulation
of cortical activation by increasing motor skills [16]. These
results indicate that the characteristics of this rhythm may
increase the demand for conscious awareness of movement in
patients with PD, thus facilitating mobility [14].
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Widespread in Latin America, especialy in Brazil, the samba
is a dance that evolved similar to tango. It was influenced by
African rhythms and became popular in Europe at the same
time, which explains the similarity in the execution of stepsin
the two rhythms [17]. Samba has a two-four time rhythm and
has similar passages and diversity of execution as tango.
Movement can be performed with higher or lower speed without
necessarily being out of the musical time[18]. Sambamarking
characteristics and basic step, with stops in the movements and
shifts forward and back, are similar to tango markings [19].

In addition, samba has many lively rhythms and makes use of
percussion instruments, stimulating its dancers, facilitating
awareness, and marking the rhythm. There are numerous styles
of samba, like the slower bossa nova, or the faster gafieiras
sambas [20]. This rhythm has already been used in the area of
rehabilitation, with patients recovering from heart disease. It
was shown that participants adapted well to the samba protocaol,
and it was feasible as possible exercise during cardiac
rehabilitation [18].

Although the tango world is widespread, use of other dance
styles could lead to more accessible and attractive interventions,
when adapted to culture of the population. Furthermore, it may
facilitate diversity of music [21] and application protocols.
However, there is still alack of evidence of the effectiveness
of rhythms other than tango in PD. Thus, the main objective of
this non-randomized study is to provide a 12-week samba
protocol (2x/week) for individuals with PD and to compare its
effects with the group without intervention. We hypothesize
that the Brazilian samba protocol will promoteimprovement in
primary (motor) and secondary (non-motor) outcomes in
individual s with PD, providing a new treatment option for this
population.

Methods

Study Type

This clinica non-randomized study comprises 12 weeks of
intervention and monitoring of a control group (Figure 1).

Participants

The sample will be selected at random from individuas
diagnosed with PD in the city of Florianopolis (SC, Brazil).
They will be recruited from atelephone list of individuals who
take part in the Parkinson Association Santa Catarina. Half of
those (n=30, intervention group) will be take part in activities
in the Rhythm and M ovement Extension Program at the Health
Sciences and Sports Centre at the State University of Santa
Catarinain the Santa Catarina Rehabilitation Center (CCR).
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Figure 1. Flowchart showing the process of participant selection and steps in the study protocol.
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Inclusion criteriaconsist of individuals of both sexes; aged =50
years; with aclinical diagnosis of PD, according to the criteria
of the London Brain Bank [22]; on stable doses of medication;
who attend one or two times weekly, a physiotherapy section
and who have not participated in any dance classes for at |east
3 months. Exclusion criteria consist of people who are taking
part in combined practice of any physical activity program
and/or exercise; fail to complete all stages of the study
(intervention); are decompensated clinically; do not meet the
cut-off points on the Mini-Mental State Examination, in
accordance with the criteria established by Bertolucci et a [23]
for the Brazilian popul ation (13=illiterate, 18=medium level of
education, 26=high school); and with physical disability
affecting daily or social life activities, due to a condition other
than PD.

In order to avoid confusion bias before the intervention,
participants will be excluded from either of the groups, if they
have participated in systematic physical activity, for at least 3
months prior to the start of the studly.
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Outcome M easures

According to interventions already undertaken with distinctive
dance forms[9,21,24-27], it is believed that the samba classes
can generate positive results in both motor symptoms and
non-motor symptoms. The expectation is that the activity will
have a greater effect on the primary outcomes such as motor
exploration and balance, and a minor effect on non-motor
symptoms such as depression and fatigue. We also decided to
include an assessment for sleep disorders, as this outcome is
still not observed in dance studies. To maintain uniformity in
the results of future studies, we chose the more popular
assessment tools for each variables, as well as the number of
outcomes. Table 1 lists the variables to be evaluated, aswell as
the instruments used to measure them.

Ethical Approval

The project was approved by the Research Ethics Committee
in Human Beings, University of Santa Catarina State under the
protocol 1.268.353.
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Table 1. Variables and instruments used for assessment of the outcomes in individuals with PD.

Variables Definition

Instruments

Symptomatology

General condition of the patient with PD  Light disability, Moderate disability, High disability

HY 2Degree of Disability Scale

Evaluation of PD Progression of the disease UPDRS?
Motor/Non-motor Symptoms

Balance Restricted to the wheelchair; Needs during walking; Independent  gg<¢

walking

Sleep quality pPDssd

Depressive symptoms Minimal, mild, moderate, severe BDI®

Fatigue Fss

Qudlity of life PDQ-3¢9

8HY: Hoehn and Yahr.

bUnified Parkinson's Disease Rati ng Scale.
’BBS: Berg Balance Scale.

9dPDSS: Parkinson's Disease Sleep Scale.
®BDI: Beck Depression Inventory.

fFss: Fatigue Severity Scale.

9PDQ-39: Parkinson's Disease Questionnaire.

Data Collection

Experimental Group

The classeswill be held at the CCR while participants are taking
their medication. They will beinvited to participatein the study
voluntarily and to take part in the dance classes. The potential
participants will be provided with an explanation of the study
procedures (assessment prior to data collection, dance classes,
and assessment after data collection) and the importance of
attending the classes for health benefits. After the participants
sign the informed consent forms, we will start collecting data.
The questionnaires will be filled out before the dance
intervention in aquiet placeto facilitate subjects’ understanding
of the questions, during a 2-week period preceding the
application of the protocol. After the initial assessment, the
dance classes will start twice aweek and last 1 hour each time,
according to the study protocol. At the end of the 12-week
course, a second assessment will be held, in the same manner
asthefirst one.

Control Group

The data collection for the control group will be held
simultaneously to the intervention group of the period. The
researcher will schedule a visit to the patient’'s home or other
preferred place, where they will clarify the goals of the study,
emphasize theimportance of keeping to normal daily activities,
and request that the patient avoids starting a physical activity
during these 12 weeks. The subjects in the control group will
also be advised that not performing physical activity for 12
weeks is against the guidance for prevention of disease and
maintenance of health, and therefore, it is only aguideline.

The participantsin the control group will be invited to monthly
lectures that address the maintenance of health, prevention of
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falls, and psychological care. They will be asked, in person,
about their general health and performance of daily activities.
During the interview after the 12 weeks of data collection, any
subjects who state that they have started a regular physical
activity of any type will be excluded from the control group.
At theend of the study, all participants (control and intervention)
will receive a booklet stating, in a clear and objective way, the
main results for both the group and individually (including the
activities started during the period and the option to be excluded
from the databank). Since the dance classes will continue after
the end of the study, all participants will be invited to take part
in them.

Intervention: Brazilian Samba Protocol

The dance protocol will consist of dance classes, which will be
conducted in a spacious room with appropriate facilities for a
dance classfor individuals with PD (floor without deformities,
chairs for resting, and stereo with moderate volume to allow
everyone to clearly hear the music). The classes will last for 1
hour, twice a week in the evening, for 12 weeks. The rhythm
chosen for the classesisthe Brazilian samba (two-four rhythm),
as it was identified that its high resemblance to tango in the
strong marking and the basic forward-backward steps can help
development of balance and muscle tone of individuals.
Furthermore, as aknown national rhythm, appreciated by most
of the population, it should facilitate obtaining participants
compliance with the protocol. All classes will be divided into
warm-up, main part, and relaxation. The activities will start
with typical, 10-minute warm-up for ballroom dances suggested
by Hackney and Earhart [9], including light walking to the
rhythm of pre-selected music (samba), focusing on the breath,
followed by light exercise of upper limb movement (rotation,
abduction, and adduction), while always working on the
musicality and rhythm, as well as postural alignment. During
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the main part of the lesson, the participants will follow the
teacher/researcher instructions. The teacher will first
demonstrate the step to be taught in that class, and the
participantswill initially executeit without a partner. Next, they
will be paired up and perform the requested activity. The main
part of the lesson will last 35 minutes, and partners will change
every 7 minutes. Thisis aimed at facilitating practice with the

Table 2. Description of the steps to be taught.

Tillmann et d

largest possible number of pairingsto develop motor skillsand
balance and to improve the adaptation to change process. During
the lessons, activities will be divided into (1) following the
commands of the teacher, or (2) dancing freely. The stepsto be
taught are described in Table 2. The sequences of classes and
selected songs, including the steps, are shown in Multimedia
Appendix 1.

During the class, traversing movements with songs of different speeds will be executed, to familiarize students with

Steps Feature execution
Presentation of Rhythm
the rhythm.
Basics Steps One step forward, two steps in place, and a step back.
Ginga®

moving.

Working with Rhythm

With one foot forward and one foot back, the students shift their weight between the front and back legs without
Adapting previously learned movements and steps to songs of different rhythms and speeds.

The pair forms an X, to perform the basic step forward. The gentleman goes on the side of the lady.

Starting in the starting position, the lady and gentleman move away from each other and return to the starting position.

Students repeat the learned steps in predefined sequence, first pausing after each step, until they will are able to

“ X,,a
Cruzado® Starting in the position of X, the pair faces each other and returns to the X position.
Bate e Volta®
Steps Sequence
perform them with music.
Sambano pé? Steps taken individually focusing on shifts at different rhythms.

Giro daDama®

Starting with the backwards basic step, the gentleman leads the lady to make the turn, the lady holds the rotation

moving forward, and the gentleman accompanies her movement walking forward at her side.

Review of Steps

Prom

At random, areview with all learned steps will be performed to enhance learning and improve step implementation.

During the free dancing session, music of different speeds and rhythms will be included. Students will be dancing

together, and the pairs will be encouraged to swap with every song to practice the already-learned steps.

#The steps names were maintained in their original language.

The songs were divided, according to the beats per minute
(bpm), into three movements. slow (40-72 bpm), medium
(72-120 bpm), and fast (120-208 bpm) [18]. The beats analysis
was performed with BPM Detector Pro.

At the end of every class, calm exercises will be performed for
5 minutes to promote relaxation after activity, involving
massage, stretching, or a slow walk with quiet music in the
background.

Statistical Analysisand Sample Size

Sample size was based on primary outcomes and calculation
performed with the G* Power 3.1.9.2 software [28], assuming
amoderate effect of Brazilian sambaon motor signals (UPDRS
[11), according to Cohen [29] with 0.447 effect size. We chose
amore cautious effect size because thereis still no evidence of
Brazilian sambain DP rehabilitation. However, dueto the effects
already found in similar interventions (ref=-0.62/-0.55) [30] as
described in the meta-analysis by Lutzke et al, a significant
effect is expected regarding to motor symptoms. We used
alpha=.05 and power of 0.9, appliedin two groups (experimental
group and control group) analyzing the results through a
two-way analysis of variance (ANOVA) with repeated measures
and Sidak post-hoc comparison test for a comparative analysis
into and between groups. Significance level will be set at 5%.
Anticipating 25 individuals in each group, but foreseeing a
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sample loss of around 20% [31,32], we have chosen to include
30 individuas per group, ending with atotal of 60 subjects.

After the intervention, the data will be transferred to SPSS v.
20.0. First, descriptive statistics will be performed (mean,
standard deviation, and percentage). Two-way ANOVA with
repeated measures and Sidak post-hoc comparison test will be
used for a comparative analysis of the results of the control
group with the experimental group and of the within-group
changes between pre- and postintervention period. Significance
level will be set at 5%.

Discussion

Principal Findings

The major inspiration for this study was to encourage the
creation of new rehabilitation programs that do not emphasize
doctor involvement. A further goal was to provide an
environment where patients, caregivers, and teacherscan interact
in a friendly and relaxed manner, while stimulating and
encouraging social relations, important for maintaining of the
well-being of patients [21].

Dance, already used as arehabilitation tool with other diseases
[33,34], has properties that address important aspects of PD
[12,13]: music stimulates affective memory and the rhythm
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engages different neural regions[35]. Dance replaces treatments
or exercises that sometimes discourage patients. In addition,
because it embraces natural movements to the human being
[36], dance stimulates control and motor actions, which are of
great value to individuals with PD [10-13].

The positive results already found in similar studies lead us to
believein the potential of thisintervention for theseindividuals.
The protocol’s main characteristics are based on four pillars:
gradual progression, stimulation of adaptability, constant
revision, and provision of a lively environment during the
activities. Thefirst two pillars mainly involve motor symptoms
such as gait control and balance, while the last two pillars
stimulate non-motor symptoms such as cognitive stimulation
and memory, providing an enjoyable activity leading to a
reduction in fatigue and depressive symptoms, in addition to
stimulating socia interaction.

The gradual progression of difficulty of the exercises will
facilitate |learning and give students the motivation to learn new
steps. Introduction of new steps every 2 weeks (except when
the turns are taught) is extremely important in PD because the
motor skillsessential to daily activities often require adaptability
to changing environments and the ability to deal with
unpredictable fluctuationsin the disease. Therefore, expanding
the motor skills repertoire must be constant [9].

Further, stimulating memory function is no lessimportant than
stimulating adaptability. The process of constantly reviewing

Tillmann et d

the steps already learned will promote the exercise of cognitive
abilities, instigating memory formation, and activation of neural
areas that normally have areduced activity in PD [15,37]. The
basi c samba steps, characterized by stepsforward and back and
performed rhythmically, can stimulate cortical activation, as
has been observed in tango, increasing the attention and
concentration, especially in regards to mobility [14].

Conclusions

This is a unique protocol for individuals with PD, which can
be an important tool to alleviate motor and non-motor
symptoms. Currently, validated study protocols for this
population are geared mostly to exercises for specific motor
tasks [38,39], ways to run long-term monitoring and
management of the patients [40,41], or even different types of
dance [42]. Dance is a simple activity depending on little
equipment and few financial resources, facilitating its
implementation and improving the cost-benefit relationship. In
addition, activitiesthat have acultural aspect for the population
in question, and which are pleasant, enable the participants to
commit long term. This can enhance patient’s compliance with
therapy, which is often a problem for many rehabilitation
programs [14].

While these benefits are important on the international scene,
they present great value in countries similar to Brazil, which
faces challenges in funding disease treatment and has limited
investments for research in rehabilitation.

Multimedia Appendix 1
Brazilian samba protocol for 12 weeksto PD patients.

[PNG File, 237KB - resprot_v6i7e129_appl.png ]
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Abstract

Background: Patients with gastric cancer and peritoneal carcinomatosis have a very poor prognosis, median surviva is3to 4
months. Palliative systemic chemotherapy is currently the only treatment available in the Netherlands. I ntraoperative hyperthermic
intraperitoneal chemotherapy (HIPEC) has an established role in the trestment of peritoneal carcinomatosis originating from
colorectal cancer, appendiceal cancer, and pseudomyxoma peritonei; itsrolein gastric cancer is uncertain. Currently, thereisno
consensus on the choice of chemotherapeutic agents used in HIPEC for gastric cancer.

Objective: Themain objectives of thisstudy are (1) to investigate the safety, tolerability, and feasibility of gastrectomy combined
with cytoreductive surgery and HIPEC after systemic chemotherapy, as a primary treatment option for patients with advanced
gastric cancer with tumor positive peritoneal cytology and/or limited peritoneal carcinomatosis; and (2) to determine the maximum
tolerated dose (MTD) of intraperitoneal docetaxel in combination with afixed dose of intraperitoneal oxaliplatin.

Methods: The PERISCOPE study is a multicenter, open label, phase I-11 dose-escalation study. The MTD of docetaxel will be
studied using a 3+3 design. Patients with locally advanced (cT3-cT4) gastric adenocarcinoma are eligible for inclusion if the
primary gastric tumor is considered resectable, tumor positive peritoneal cytology and/or limited peritoneal carcinomatosis is
confirmed by diagnostic |aparoscopy/ |aparotomy, and prior systemic chemotherapy waswithout disease progression. At laparotomy,
cytoreductive surgery (complete removal of all macroscopically visible tumor deposits) and atotal or partial gastrectomy with a
D2 lymph node dissection is performed. An open HIPEC technique is used with 460mg/m2 hyperthermic oxaliplatin for 30
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minutes (41°C to 42°C) followed by normothermic docetaxel for 90 minutes (37°C) in adose that will be escalated per 3 patients
(0, 50, 75, 100, 125, 150 mg/m2). The primary endpoint is treatment related toxicity.

Results. Patient accrual isongoing and the first results are expected in 2017.

Conclusions: The PERISCOPE study will determine the safety, tolerability, and feasibility of gastrectomy combined with
cytoreduction and HIPEC using oxaliplatin in combination with docetaxel after systemic chemotherapy as primary treatment
option for gastric cancer patients with tumor positive peritoneal cytology and/or limited peritoneal carcinomatosis. This study
will provide pharmacokinetic data on the intraperitoneal administration of oxaliplatin and docetaxel, including the MTD of
intraperitoneal -administered docetaxel. These data are aprerequisite for the safe conduct of future HIPEC studiesin patientswith

gastric cancer.
Trial Registration:

Netherlands Trial Registration (NTR):

NTR4250; http://www.triaregister.nl/trial reg/admin/

rctview.asp?TC=4250 (Archived by WebCite at http://www.webcitation.org/6rWWJONgkt)

(JMIR Res Protoc 2017;6(7):€136) doi:10.2196/resprot.7790

KEYWORDS

gastric cancer; peritoneal carcinomatosis, gastrectomy; cytoreduction; HIPEC; hyperthermic intraperitoneal chemotherapy;

oxaliplatin; docetaxel

Introduction

Methods

Patients with advanced gastric cancer have a poor prognosis.
The 5-year survival rate is around 30%, even after potentially
curative treatment [1-3]. In approximately 15% of patients the
peritoneum is synchronously affected at diagnosis [4]. Patients
with gastric cancer and peritoneal carcinomatosis have a very
poor prognosis with a median survival of about 3 to 4 months
without treatment [5]. It has been proposed that extended
resection consisting of cytoreductive surgery (ie, complete
removal of all macroscopically visible tumor deposits) and
gastrectomy, combined with intraperitoneal chemotherapy,
could improve survival in patients with peritonea
carcinomatosisfrom gastric cancer [6]. Thelimited permeability
of the peritoneal plasma barrier alows the delivery of high
concentrations of chemotherapeutic drugs directly into the
peritoneal cavity without the danger of high plasma
concentrations and subseguent systemic toxicity [7].

Intraoperative hyperthermic intraperitoneal chemotherapy
(HIPEC) has an established role in the treatment of peritoneal
carcinomatosis originating from colorectal cancer, appendiceal
cancer, and pseudomyxoma peritonei [7,8]; however, the role
of HIPEC in the treatment of gastric cancer with peritoneal
carcinomatosis is uncertain. A systematic review showed that
good quality evidence is limited as many studies included
heterogeneous patient populations and differed in type, timing,
method, and duration of drug delivery [9]. Better-designed
studies showed longer survival of patients receiving
intraperitoneal chemotherapy and cytoreductive surgery than
those treated with surgery aone. Currently, various
intraperitoneal chemotherapeutic drugsare used in gastric cancer
but the best and the most suitable regimen isunknown [10]. An
important issue which needs to be addressed is the choice of
intraperitoneal chemotherapy and the most effective dose.

Thisstudy aimsto eval uate the safety, tolerability, and feasibility
of gastrectomy combined with cytoreductive surgery and HIPEC
with oxaliplatin and docetaxel after systemic chemotherapy, as
primary treatment for gastric cancer patientswith tumor positive
peritoneal cytology and/or limited peritoneal carcinomatosis.

http://www.researchprotocols.org/2017/7/e136/

Objectives

Primary Objective

The primary objective of this study isto investigate the safety,
tolerability, and feasibility of gastrectomy combined with
cytoreductive surgery and HIPEC after systemic chemotherapy,
asaprimary treatment option for advanced gastric cancer with
tumor positive peritoneal cytology and/or limited peritoneal
carcinomatosis.

Secondary Objectives

The secondary objectives are (1) to determine the maximum
tolerated dose (MTD) of intraperitoneal docetaxel that can be
given in combination with afixed dose of oxaliplatin in patients
with gastric cancer undergoing a gastrectomy combined with
cytoreductive surgery and HIPEC after systemic chemotherapy;
(2) to investigate the pharmacokinetics of intraoperative
intraperitoneal -administered oxaliplatin and docetaxel; and (3)
to determine the 2-year disease-free and overall surviva of
patients with advanced gastric cancer with tumor positive
peritoneal cytology and/or limited peritoneal carcinomatosis,
treated with gastrectomy, cytoreductive surgery and HIPEC.

Study Population

Patients, 18 years or older, with biopsy proven surgicaly
resectable (cT3-cT4, any N) gastric adenocarcinomawith tumor
positive peritoneal cytology and/or limited peritoneal
carcinomatosis are eligible for participation. Patients have to
be treated with systemic chemotherapy, preferably 3 to 4
courses, with the last course ending within 8 weeks prior to
inclusion. Accepted neoadjuvant chemotherapy regimens
generaly consist of a platinum drug combined with a
fluoropyrimidine. In addition, an anthracycline or taxane may
have been added according to local protocol. Examples of
accepted chemotherapy regimens are (1) docetaxel with
oxaliplatin and capecitabine (DOC); (2) docetaxel with cisplatin
and 5-fluorouracil (5-FU; DCF); (3) epirucibin with cisplatin
and capecitabine (ECC); and (4) epirucibin with oxaliplatin and
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capecitabine (EOC). Progressive disease under systemic cancer will not be eligible for the current study. An overview
chemotherapy precludesinclusion. Patientswith metachronous  of the inclusion and exclusion criteria is shown in Textbox 1
peritoneal carcinomatosis, distant metastases, or recurrent gastric  [11].

Textbox 1. Inclusion and exclusion criteriafor the PERISCOPE study.

Criteria

. Inclusion criteria

o Exclusion criteria

Age 18 years or older
World Health Organization (WHO) performance status 0 to 2
American Society of Anesthesiologists classification | to 11

Biopsy proven adenocarcinoma of the stomach (also tumors at the esophagogastric junction with the bulk located in the stomach for which
the intended surgical treatment is a gastric resection, not a resection of the esophagus and cardia)

T3-T4 tumor according to the 7th edition of the tumor, node, metastasis (TNM) classification system [11]

Tumor positive peritoneal cytology and/or peritoneal carcinomatosis limited to the upper abdominal cavity (above the transverse colon)
and/or at the most at one location in the lower abdominal cavity (eg, Douglas pouch, ovarian metastasis, Sister Mary Joseph nodule)
confirmed by diagnostic laparoscopy or laparotomy

Treated with neoadjuvant systemic chemotherapy (last course ending within 8 before inclusion)

Adequate bone marrow, hepatic, and renal function. Acceptable laboratory values at inclusion:
*  Absolute neutrophil count greater than or equal to 1.5 x 10%/L

*  Platelet count greater than or equal to 100 x 10%L

o Serum bilirubin less than or equal to 1.5 times the upper limit of normal (ULN) and alanine transaminase and aspartate transaminase
less than or equal to 2.5 times ULN

«  Creatinine clearance greater than or equal to 50 mi/min (measured or calculated by Cockcroft-Gault formula)

Negative pregnancy test (urine/serum) for female patients with childbearing potential
Life expectancy 3 months or greater
Able and willing to undergo blood sampling for pharmacokinetics

Written informed consent

Distant metastases (eg, liver, lung, para-aortic lymph nodes) or small bowel dissemination
Signs of local irresectability of the primary gastric tumor

Recurrent gastric cancer

Metachronous peritoneal carcinomatosis

Prior resection of the primary gastric tumor

Pregnancy, breast feeding, active pregnancy ambition, or unreliable contraceptive methods
Uncontrolled infectious disease or known infection with human immunodeficiency virus
Known history of hepatitis B or C with active viral replication

Recent myocardia infarction (less than 6 months) or unstable angina

Uncontrolled diabetes mellitus

Any medical condition that is considered to possibly, probably, or definitely interfere with study procedures (including adequate follow-up
and compliance) and/or would jeopardize safe treatment

Known hypersensitivity for any of the applied chemotherapeutic agents and/or their solvents

Design

This is a multicenter, open label, phase I-11 dose-escalation
study. The MTD of docetaxel will be studied using a3+3 design.
Thefirst 3 patients will be treated at the lowest docetaxel dose

level (0 mg/mdocetaxel), that is, with the fixed dose of
oxaliplatin only (460 mg/m?). If none of the patients in this
dosage cohort experience a dose-limiting toxicity (DLT), the
next 3 patients will be treated with a higher docetaxel dose.
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Docetaxel dosages will be escalated per cohort of at least 3
patients (0, 50, 75, 100, 125, 150 mg/m?). If at least 1 of the 3
patients in a dosage cohort experiences a DLT, a total of 6
patients will be treated at the same dose level. When
dose-limiting toxicities occur in 2 or more patientsin a cohort,
no further dose escalation steps will be undertaken (see safety
paragraph). The MTD of docetaxel is defined asthe dose below
thedoselevel that caused DLT in 2 or more patientsin acohort.

Sample Size
The sampl e size cannot be determined upfront since the number

of patientswill depend on the number of dose-escalation steps.
It is expected that 20 to 30 patientswill beincluded in the studly.

Study Procedures

Patients with locally advanced (cT3-cT4, any N) gastric
adenocarcinomaare eligiblefor inclusion if the primary gastric
tumor is considered resectable, tumor positive peritonesl
cytology and/or limited peritoneal carcinomatosisis confirmed
by diagnostic laparoscopy/ laparotomy, thereis no evidence for

Figure 1. Flowchart of the study design.

van der Kaaij et al

distant metastasis, and systemic chemotherapy was without
disease progression. Following informed consent, patients will
proceed to surgery no longer than 12 weeks after the last course
of chemotherapy. Theflowchart of thisstudy isshownin Figure
1

Laparotomy

At laparotomy, a thorough inspection of the peritoneal cavity
is performed. Before manipulation, the presence and extent of
peritoneal tumor deposits will be recorded according to the
peritoneal cancer index and the simplified peritoneal cancer
index (Figures2 and 3) [12,13]. Gross peritoneal carcinomatosis
(morethan one location bel ow the transverse colon and/or small
bowel dissemination) is considered tumor progression and will
preclude further study participation. Similarly, if a potentially
curative gastric resection is not possible, the patient is further
treated off study. In these instances, HIPEC is not performed
and it will be up to the surgeon to decide on the best palliative
surgical intervention (if possible).

1) Resectable cT3-cT4 gastric adenocarcinoma
2} Limited peritoneal carcinomatosis
and/ or tumor positive cytology
3} No disease progression during
previous systemic chemotherapy

-

Written informed consent

Mo peritoneal carcinomatosis M Laparotomy $| Gross peritoneal carcinomatosis
- . E
Gastrectomy combined imi i
! ¥ l"mlte_d perltun.eal Treatment off protocol

with HIPEC carcinomatosis

- -
-
Follow-up Gastrectomy

cytoreductive surgery + HIPEC
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Follow-up
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Figure 2. Peritoneal cancer index.
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Figure 3. Simplified peritoneal cancer index.
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Score 1 2 3
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Right subphrenic space

Left subphrenic space

Gastrectomy, Cytoreductive Surgery, and Hyperthermic
I ntraperitoneal Chemotherapy

When a potentialy curative resection of the primary tumor can
be achieved, a total or partial gastrectomy with a D2 lymph
node dissection is performed. In patientswith limited peritoneal
carcinomatosis, cytoreductive surgery will be performed with
the objective to leave no macroscopic tumor behind.
Peritonectomy is performed as described previously [14].
Reconstruction of the gastrointestinal continuity is postponed
until the intraperitoneal chemoperfusion is completed.

HIPEC is performed using an open abdominal technique with
3inflow and 2 outflow catheters under continuous circul ation.

The peritoneal cavity is perfused with 460 mg/m?oxaliplatin at

http://www.researchprotocols.org/2017/7/e136/

an intraperitoneal temperature of 41°C to 42°C. After 30
minutes, the perfusion fluid is drained from the abdomen and
the peritoneal cavity is perfused with docetaxel for 90 minutes
at 37°C. In successive patient cohorts, escalating docetaxel
doses will be used (0, 50, 75, 100, 125, 150 mg/m?).
Gastrointestinal continuity is restored by either aBillroth 11 or
Roux-en-Y reconstruction. A feeding jejunostomy catheter is
inserted and will remain in situ until oral intake is adequate.

Pharmacokinetics

For pharmacokinetic analysis, plasma and perfusion samples
will be obtained at the start, after 15 minutes, and at end of
oxaliplatin perfusion, and at the start of docetaxel perfusion,
after 45 minutes, and at the end of docetaxel perfusion.
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Approximately 2 and 12 hours after the operation, plasma
samples will be collected.

Adjuvant Treatment

Adjuvant treatment is not part of the standard study protocol
but it will be discussed for al study patients in the
multidisciplinary tumor board meeting. The decision will be
made based upon the patient’s individual intraoperative and
pathological results, response to previous systemic therapy and
experienced toxicity, aswell as postoperative recovery.

Follow-Up

All patients will be seen at the outpatient clinic once every 3
monthsfor thefirst year (including thefirst month after surgery),
and every 6 months thereafter until 2 years after surgery.
Survival status and disease recurrence/progression will be
assessed until death. Follow-up will consist of physical
examination, diagnostic investigations (blood tests, computed
tomography scans), and hospital admission details (if
applicable).

Safety

There will be at least a period of 2 weeks between the HIPEC
procedures within 1 dose-level cohort. To alow adequate
toxicity assessment, dose-escalation cannot take place until 4
weeks have elapsed since the last patient's HIPEC procedurein
a previous dose level. When the treatment of 3 patients in 1
doselevel iscompleted, the study team will discussthetoxicity
and morbidity of the patients in the cohort and will decide in
consensuswhether dose-escal ation can be performed or whether
the endpoint of the study has been reached. Toxicity will be
graded using the National Cancer Institute (NCI) Common
Toxicity Criteria version 4.0. In this study, dose-limiting
toxicities include the following events within 30 days after the
HIPEC procedure; (1) thrombocytopeniawith plateletslessthan

25.000 x10°%/L of any duration; (2) grade 4 neutropenia during
7 days or more; (3) grade 3 or 4 febrile neutropenia; (5) grade
3 or higher non-hematological toxicities (excluding grade 3
diarrhea, nausea, vomiting, fatigue, or lethargy); and (6) any
other (non)-hematological toxicity, which is regarded as
dose-limiting by the investigators.

Early Stopping Rules

If DLT is observed in more than 1 patient who is treated at the
lowest doselevel, the current study protocol isconsidered unsafe
and the study will be terminated. At the following dose levels,
no further dose escalation steps will be undertaken if DLT
occurs in 2 or more patients. In addition, the study team can
decide that continuation is undesirable or unethical for other
reasons than mentioned in the protocol and thus terminate the
study.

Analysis

Study outcome parameters will be analyzed using descriptive
statistical methods. For the calculation of pharmacokinetic
parameters, non-compartmental methods will be used.
Disease-free and overall survival analyses will be performed
by the Kaplan-Meier method for all patients. In these analyses,
survival will be measured from the date of start of systemic
chemotherapy to the date of disease recurrence and/or death.
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Ethical Consider ations

The study protocol has been approved by the medical ethical
committee of the Netherlands Cancer Institute/Antoni van
Leeuwenhoek Hospital. The study will be performed in
accordance with the declaration of Helsinki. The protocol of
this study is registered at the Netherlands Trial Registration
(NTR) with code NTR4250, and in the Dutch Central Committee
on Research Involving Human Subjects (NL42799.031.13).
After explanation of the study objectives and procedures (both
verbally and in writing), written informed consent will be
acquired from all patients.

Results

Patient recruitment started in January 2014. At first, systemic
chemotherapy was part of the study procedure (ie, patientswere
included prior to chemotherapy). This turned out to hamper
patient accrual because most patients were referred after or
during systemic chemotherapy given in another hospital. In
June 2015, an amendment was submitted in which systemic
chemotherapy was abandoned as study treatment (the current
protacol). To date, 17 patients underwent the intervention under
study (ie, gastrectomy combined with cytoreductive surgery
and HIPEC). The results of this study are expected in 2017.

Discussion

Study Rationale

The PERISCOPE study aims to determine the safety,
tolerability, and feasibility of gastrectomy combined with
cytoreductive surgery and HIPEC using oxdiplatin in
combination with docetaxel after systemic chemotherapy, as a
primary treatment option for patients with advanced gastric
cancer with tumor positive peritoneal cytology and/or limited
peritoneal carcinomatosis. Previous studies of intraperitoneal
chemotherapy in gastric cancer patients suggest that
intraperitoneal chemotherapy may be beneficial in selected
patients[9,15-17]. However, many of these studiesare of limited
quality asthey were based on heterogeneous patient popul ations
including either patients at risk, being treated prophylactically,
or patients with manifested peritonitis treated with therapeutic
intent. Most studies use different (neo)adjuvant and
intraperitoneal chemotherapy regimens, and many of these
studies have been performed in Asian countries which raises
the question whether the results can be extrapolated to other
ethnic populations.

WEell-designed prospective randomized trial s are warranted with
clearly defined inclusion criteria, distinct neoadjuvant and
adjuvant treatment protocols, and with uniform surgical and
HIPEC treatment. Prior to such trials, pharmacokinetic studies
are mandatory to identify the most optimal chemotherapeutic
regimen to be compared to the best available standard treatment.
An important issue in intraperitoneal chemotherapy in gastric
cancer, therefore, is the choice and dosing of the
chemotherapeutic agent. The present PERISCOPE study was
designed as the first Western dose escalation trial of
intraperitoneal docetaxel in patients with gastric cancer.
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Choice of Intraperitoneal Drugs

Severa regimens of intraoperative hyperthermic chemoperfusion
in gastric cancer have been explored or are still under
investigation [9]. Mitomycin and cisplatin are the most
frequently used chemotherapeutic agents, originating from the
widespread usage of these drugs in ovarian and colorectal
HIPEC. We performed an extensive literature review on the
selection of intraperitoneal chemotherapeutic drugs for the use
in patientswith gastric cancer [ 10]. Theoretically, acombination
of drugs resultsin more effective treatment. Based on a pioneer
study by Elias et al, oxaiplatin is increasingly used as a drug
for intraperitoneal chemotherapy with promising results [18].
Oxaliplatin was preferred over cisplatin, as oxaliplatin is not
nephrotoxic and appears to have a more favorable
pharmacokinetic profile. Following the study by Eliaset a, the
current dosage of intraperitoneal oxdiplatinisknown and widely
applied, which provides a valuable starting point for further
exploration of combinations of intraperitoneal chemotherapeutic
drugs. The taxanes docetaxel and paclitaxel, both seem like
promising drugs for intraperitoneal chemotherapy as their
systemic uptake is limited, permitting the use of high local
concentrations. Asthe tumor and cell penetration appearsto be
significantly higher in docetaxel compared to paclitaxel
following intraperitoneal administration, we sel ected docetaxel
as the taxane [19]. In addition, severe anaphylactic
hypersensitivity reactions have been described of paclitaxel’s
solvent Cremophor EL [20]. A combination of oxaliplatin and
docetaxel may result in apromising chemotherapeutic regimen.
However, no dose-finding study has been performed on
intraperitoneal docetaxel administration. Furthermore, the
intraperitoneal administration of the combination of oxaliplatin
and docetaxel hasnot yet been investigated in Western patients.

Patient Selection

In patientswith limited peritoneal carcinomatosis and/or tumor
positive peritoneal cytology, cytoreductive surgery combined
with HIPEC might improvethe overall and disease free survival
based on current literature. Therefore, this study was considered
ethically justified for this patient group. In patientswith limited
peritoneal dissemination, acomplete cytoreduction (ie, complete
removal of all macroscopicaly visible tumor deposits) can be
achieved. Complete cytoreduction is one of the key factors
associated with improved survival following HIPEC treatment
[21,22]. Patients with extensive disease, unresectable tumors,
or distant metastases are excluded as the prognosis of these
patientsis extremely poor. These patients qualify for palliative
treatment, or best supportive care only, and are not eligible for
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an extensive treatment of which the associated complications
do not outweigh the potential benefits.

Patients with tumor positive cytology of the peritoneal fluid
without macroscopic peritoneal carcinomatosis have a median
survival of 15 months and a 5-year survival rate of 0%.[23] As
many as 15% of patients without visible metastatic disease will
have tumor positive peritoneal cytology, and this proportion
will increase to 30% to 50% in patients with serosa-infiltrating
tumors or lymph node metastases [24-26]. In these high risk
patients, HIPEC is expected to decrease the risk of peritoneal
dissemination. Therefore, this group of patients was aso
included in the study.

Systemic Chemother apy

Perioperative treatment has demonstrated an improved
progression-free and overall survival in patientswith resectable
adenocarcinomaof the stomach [1]. Commonly applied regimes
include epirubicin with cisplatin and continuous 5-FU (ECF),
ECC, and DCF. Similarly, these regimens are used in the
palliative setting for metastatic gastric cancer. All 3 regimens
have fairly good response rates of 35% to 50%, but the median
survival will only be prolonged by a few months and does not
surpass 12 months[27]. At present, neoadjuvant chemotherapy
is considered standard treatment prior to surgery with curative
intent for gastric cancer. In the current study, it was decided
that patients prior to inclusion haveto be treated with preferably
3 to 4 courses of systemic chemotherapy. All regimens,
consisting of aplatinum drug combined with afluoropyrimidine,
or those with an additional anthracycline or taxane (according
tothelocal protocol), are accepted. Patients showing progression
under systemic chemotherapy were excluded for the study.

Conclusions

The PERISCOPE study will determine the safety, tolerability,
and feasibility of gastrectomy combined with cytoreductive
surgery and HIPEC using oxaliplatin in combination with
docetaxel after systemic chemotherapy as a primary treatment
option for patients with advanced gastric cancer with tumor
positive peritoneal cytology and/or limited peritoneal
carcinomatosis. The study will provide pharmacokinetic data
on the intraperitoneal administration of both oxaliplatin and
docetaxel. The acquired study results are a prerequisite for the
safe conduct of future studieson HIPEC in patientswith gastric
cancer, either in the prophylactic or therapeutic setting. The
ultimate goal of this ongoing project is to establish a new
treatment standard for advanced gastric cancer patients by
providing significant survival benefit with acceptabl e treatment
related morbidity.
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Abstract

Background: West Nile Virus (WNV) was first isolated in 1937. Since the 1950s, many outbreaks have occurred in various
countries. The first appearance of infected birds in Manitoba, Canada was in 2002.

Objective: This paper describes the data preparation phase of setting up a geographic information system (GIS) simulation
environment for WNV Agent-Based Modelling in Manitoba.

Methods: The main technology used in this protocol is based on AnyLogic and ArcGIS software. A diverse variety of topics
and techniques regarding the data collection phase are presented, as modelling WNV has many disparate attributes, including
landscape and weather impacts on mosquito population dynamics and birds' roosting locations, population count, and movement
patterns.

Results: Different maps were combined to create agrid land cover map of Manitoba, Canada in a shapefile format compatible
with AnyLogic, in order to modulate mosquito parameters. A significant amount of data regarding 152 bird species, along with
their population estimates and locationsin Manitoba, were gathered and assembled. Municipality shapefile maps were converted
to built-in AnyLogic GIS regions for better compatibility with census data and initial placement of human agents. Accessing
shapefiles and their databases in AnyL ogic are also discussed.

Conclusions: AnyLogic simulation software in combination with Esri ArcGIS provides a powerful toolbox for developers and
modellersto simulate almost any Gl S-based environment or process. Thisresearch should be useful to othersworking on avariety
of mosquito-borne diseases (eg, Zika, dengue, and chikungunya) by demonstrating the importance of data relating to Manitoba
and/or introducing procedures to compile such data.

(JMIR Res Protoc 2017;6(7):€138) doi:10.2196/resprot.6213

KEYWORDS
AnyLogic; shapefiles; ArcMap; West Nile Virus; land cover; bird roosts; bird home range; Manitoba

conditions, adult female mosquitoes take a blood meal from
their hoststo obtain necessary nutrition to lay their eggs. During
the next stages of the mosquito life-cycle, eggshatchinto larvae,
and then begin molting their skins until they change into pupae

Introduction

This paper examines data inputs into an agent-based model
(ABM) and simulation of West Nile Virus (WNV) using the

AnyL ogic software [1], with a specific focus on data collection
and compatibility, and preparation or processing techniques.
Mosquitoes of certain generacarry and transmit WNV to other
animals including humans. Under certain weather and habitat

http://www.researchprotocols.org/2017/7/€138/

that develop into adult mosqguitoes [2]. The main means of
transmission and spread of WNV is through birds [3]. An
infected mosquito can infect a (healthy) bird by feeding on it.
An infected bird can, in turn, infect a (healthy) mosquito that
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bitesthebird. In thistransmission cycle, birdsact asamplifying
hosts since the virus is amplified in their bloodstream, and it
could be transmitted to the next group of feeding mosquitoes.
Conversely, various kinds of mammals (including humans) act
as incidental or dead-end hosts that cannot pass the virus to
another host or feeding mosquitoes. The process is shown in
Figure 1.

Many scientific studies have examined the transmission dynamic
modelling of WNV. Various approaches to model WNV
transmission risk or spread are reviewed in Chevalier et al [4].
Most notably, differential equation (DE) models have been
utilized to model disease transmission dynamics. Thomas and
Urena formulated a difference equation for WNV evolution in
amosquito-bird-human community with afocus on mitigation
via pesticide [5]. Wonham et a developed a single-season
susceptible-infectious-removed DE model for WNV
transmission in a bird-mosquito population [6]. Bowman et a
proposed a single-season DE model of WNV transmission
dynamics in a mosquito-bird-human population [7]. In this
context, ABMs could be deployed to incorporate biodiversity
of birds and mosquitoes as completely as possible, along with
their interactionswith humans. To date, the use of ABMsin the
WNYV literature has been rather scant, even though it has been
extensively employed in many different health care applications
[8-13]. Inthe WNYV literature, an ABM was proposed by Li et

al [14] for an area of 165 km?n Cook County, llinois, which
was modelled as a raster map. Three possible bird species of
black-capped chickadee, blue jay, and American crow were
considered within this ABM. Another ABM with no human
component was proposed by Bouden et a [15] for southern
Quebec, Canada. Two bird-biting species of Culex pipiens and
Culex restuans, and two general groups of birds (ie, American
crows and the remainder, competent species) were considered
within this ABM. In their respective ABM, birds are grouped
into roost agents whose moving behavior is modelled with
particle systems proposed by Reeves[16], wherein birds' flight
speed and home range are crucial model parameters.

Although AnyLogic is a powerful multi-paradigm modelling
framework, there are few user group resources or forums
available for its users. To the best of our knowledge, there is
only one active user community in Linkedin for the AnyLogic
modelling software. In addition to more traditional simulation,
AnyLogic also has relatively recent support for geographic
information system (GIS) simulation and modelling. Within
GIS, Esri shapefiles are the most commonly used [17-21]. The
shapefile format includes vector data representing location,
shape, and attributes of geographic features such as lakes,
mountains, buildings, and roads.

However, it can be quite difficult to format shapefilesin away
that a modeler could easily apply or use within the AnyLogic
framework for Gl S-based simulations. This paper explains (in
a tutorial-based style) the procedures used to prepare the data
required to develop an ABM of WNV spread in Southern
Manitoba, Canada. The region of interest is an area of

approximately 148,812 km’that is partially covered by
grasslands (Canadian Prairies), where the primary WNV vector
is Culex tarsalis.
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The value of ABMs is being established through a growing
literature base in various fields, but the modelling approach
itself is dtill considered a relative newcomer in relation to
mathematical models and more established simulation models
of socia and human agent systems. ABM is recognized as a
computational model that permits a distinctive approach to
complementary empirical research[22,23]. In ABMs, dynamic
socia systems are modelled as a collection of highly stochastic
agents (in many cases, primarily humans), their individual
profiles or characteristics, their individual behaviors, and
interactions between agents and between agents and the
environment. Agents are purposeful and autonomous entities
able to assess their situation, make decisions, and compete or
co-operate with one another on the basis of a set of rules. The
conceptual depth of an ABM isderived fromitsability to model
behavior that may be counterintuitive and/or to discern a
complex behavioral whole that is greater than the sum of its
parts. ABM provides anatural description of a system that can
be calibrated and validated by representative expert agents and
is flexible enough to be tuned to high degrees of sensitivity in
agent behaviors and interactions. ABMs are particularly well
suited to dissipative irreversible system modelling in which
agent behavior is complex, nonlinear, stochastic, and may
exhibit memory or path-dependence [24,25]. However, the full
potential of ABMsremains unrealized asthe methodsto exploit
massive amounts of data are still emerging. The key challenges
of an ABM approach applied to socio-ecological systems are
improving agent decision and adaption models, improving
validation and verification, and improving spatial representation
and levels of abstraction [26]. Furthermore, the key challenges
for the ABM approach to advance and redlize its potential
include validating agent behaviors and emergent phenomena,
better agent behavioral models, improved simulation analytics,
and improving hybrid and large-scale ABMs [27-29].

Asnoted, WNV iscarried and transmitted by mosquito vectors.
Birds and humans are among the hostsfor theinfection. A WNV
model requires, at aminimum, data on these three agent types.
The mosquito-related data include (but are not limited to)
weather for population dynamics, landscape featuresfor habitat
preferences, and twilight times and daylight duration for setting
peak periods of mosquito agents’ biting activities. A conceptual
ABM may model the area as a grid, in which each cell has
different properties regarding mosquito population dynamics.
Such data would be used to tune or modulate the mosqguito
parameters of each cell according to weather, landscape, and
daylight conditions, ultimately governing mosquito behaviors
and interactions. The bird-related datathat are collected include
nesting/roosting locations, popul ation estimates of each species,
home range areas, breeding season months, communal or
solitary living habits, and typical flight speeds. A conceptual
ABM may distribute and initialize the bird agents of different
speci es based on the popul ation estimates and roosting locations.
The movement patterns of birds may be determined based on
the home range, flight speed, and living habits of each species.
For instance, in each time-step, birds could pick arandom flight
speed in a certain range and fly up to a certain maximum
distance. The algorithms used for movement simulation may
be different depending on whether the species are solitary, and
whether they are mating at a particular time of the year. The
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human-related data necessary to incorporate realistic human
movement patterns include census counts, street networks, and
coordinates of cellular telephone towers providing service for
a number of anonymized mobile users, where mobile phones
act as proxiesfor their users. A conceptual ABM may initially
distribute human agents over the map based on the census data.
Human agents may then move inside the street network

Nasrinpour et al

according to cellular phone towers or trajectories provided by
the data, with cellphones serving as proxiesfor individuals. The
high-level architecture of such an ABM isillustrated in Figure
2. Thispaper describesand presents the methodol ogy and results
for collecting, assembling, and reformatting some of these data
for each agent type of aconceptual ABM of WNV propagation.

Figure 1. Mosquito life cycle and West Nile Virus transmission cycle diagram.
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Figure 2. High-level architecture of the ongoing agent-based model.
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Methods

Thevalidity and relevance of any ABM relies on incorporating
as much real and meaningful data as possible to characterize
the environment and the agents. This section examines the
collection and processing techniques of data most relevant for
an ABM associated with WNV. Thisinformation includes agent
data related to mosquitoes, birds, and humans. Similar data
processing would be required for other mosquito-transmitted
diseases.

The applied techniques are described in some detail, in order
to assist others using AnyLogic in combination Esri ArcGIS,
which combine to provide a powerful toolbox to modelers,
particularly those working on geo-simulations. The details
provided here would significantly reduce frustration for other
modelers who are beginning to utilize the software, asthereis
ahighlevel of subtlety in the mechanism/interface of both suites
of software. The techniques also illustrate a primary challenge
in ABM: specifically, combining different and often disparate
datasets.

M osquito Data

Weather

Preparing weather datais a simple process, and does not need
to be discussed in detail; thisis primarily due to the familiarity
everyone has with weather, as well as readily available data.
For this work, one weather station per municipality was
considered. The weather data (including precipitation and
temperature) for the years 2002-2014 were downloaded from
Canada National Climate Data and Information Archive and
BioSim databases [30] whenever possible. For the municipalities
in which there was no weather station, and for filling in any
missing data in the real data, BioSim was used to provide
simulated weather data. Asaninput point for the BioSim built-in
simulator [30], whenever possible the coordinates of an existing
weather station were used. Otherwise, alocation provided by
Wikipedia and confirmed on Google maps was used as the
coordinates of a municipality. These data were combined with
the gathered hourly and daily data. Wherever simulated data
were used (in 114 out of 118 municipalitiesincluded), the data
were flagged for future reference.

Landscape

A common approach to describe landscape featuresisto classify
different regions of land into various categories based on ground
cover, ground features, and land use. As such, thisland feature
is caled either land cover or land use classification. These
categories or classes may include an urban area, rura area,
grassland, agricultura cropland, various forest types, sands,
roads, and water. When the classes are defined, remote sensing
satellite images (from the Manitoba Remote Sensing Centrein
our case) are usually used to classify each region.

Thisdataand other geospatial dataaretypically availableinthe
shapefile format. The GIS library and components available in
AnyLogic have the ability to work with shapefiles. As such,
oneway to add land-based habitat characteristicsfor mosquitoes
in a WNV modd in any GlS-integrated software (such as
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AnyLogic) is through shapefiles. A sguare grid shapefile of
Southern Manitoba was chosen, where each cell represented a
5 x 5 km?mosquito site. Within each cell, the area of each land
cover class can be calculated and recorded in the shapefile
database file (DBF). The shapefile can then be loaded in
AnyLogic. For any given coordinate in the map, one could
retrieve the covering mosquito cell and its associated
information in the shapefile database. Here, the procedure to
create such a shapefile using the Esri ArcMap (part of the
ArcGlI S software package) isexplained in detail. It isnoted that
the changesin land cover over the span of simulation years are
negligible.

First, the land cover data for each region of Manitoba was
downloaded from the Manitoba I nitiative Data Warehouse [ 31]
in the shapefile format. The class of land cover for each feature
(polygon) in the data was identified with a GridCode number
in the shapefile DBF. The coordinate system of these shapefiles
is the Universal Transverse Mercator (UTM), which is a
projected coordinate system that enablesthe ArcMap to cal cul ate
geometric properties of a polygon feature such as area or
perimeter. For this reason, the coordinate system was kept
unchanged at thistime.

All shapefileswere then added together to make asingle genera
map of land cover using the append command in the
geo-processing toolbox of ArcMap. Next, the geometry of the
new map was repaired using the features toolset under the data
management toolbox, which is part of the geo-processing
toolbox. Repairing the geometry was necessary to fix some
common geometry problems (eg, empty parts or duplicate
vertices). The outcome was a map (or shapefile) with standard
geometric specifications, as shown in Figure 3.

At this stage, the 5 x 5 km’mosquito grid had to be built to
incorporate the land cover data from the previously prepared
shapefile. An overlay grid of southern Manitoba (ie, region of
interest) with an accuracy of 5km x 5 km was created using the
Fishnet command in the geo-processing toolbox of ArcMap.
The output of this procedure was a rectangle-shaped map
containing many sguare cells, as shown in Figure 4. It is noted
that the coordinate system of this grid was the UTM, the same
asthat of the data source and data frame of al the layersin the
ArcMap project.

Subsequently, the land cover shapefile from the previous step
had to be attached to the mosquito grid. To do so, the identity
command in the geo-processing toolbox was applied to find the
geometricintersection of the grid and land cover map by setting
the grid as the identity feature, and the land cover map as the
input feature. As a result, the land cover map (or portions
thereof) that overlapped the grid obtained the attributes of the
grid, which were basically the square cell identifications (IDs).
This means for every single pair of a square cell and a land
cover polygon with some overlapping area, a new polygon
feature is created in the new map (or shapefile). Figure 5
illustrates an example of this operation. The new map is called
the land cover grid. For all entries (polygon features) with a
known square cell ID in the land cover grid, the land cover
GridCode is aso known. For the next step, the geometric area
of each of theseentriesisrequired. Therefore, anew field called
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Area_Sq M was added to the shapefile database using the
attributetablein the ArcMap. The area of each featurein square
meters was then calculated and stored in this field using the
calculate geometry feature in the attribute table.

There are ways to find the proportional area of each land cover
class for each sguare cell using ArcMap. Once these metadata
are calculated, they can be stored in the shapefile DBF format,
and can be accessed in a classical FoxPro database query.
However, there are two techniques that a developer should
consider. First, the filename plusits extension must be lessthan
eight characters. Second, there is only one table per DBF, so
the table name in a Structured Query Language (SQL) select
command is the same as the filename, and the database address
in the connection string only includes the location without the
filename. A sample Java code is provided in Multimedia
Appendix 1, illustrating how to connect to a shapefile DBF
using aMiscrosoft (MS) Access dBase driver connection string.

Given thelimitation of shapefile databases, adecision was made
to clone the shapefile database into an M S access database, and
apply necessary queries and adjustments there. As such, the
land grid shapefile database was exported into a text file, and
the text file was imported into an MS Access dBase. Using a
small C# application, the proportional area of each land cover
class within each square cell was then calculated and stored in
an MS Access table where the primary key was the square cell
ID. This means that for any given mosquito cell, if the cell ID
isknown, asimple SQL query could reveal the exact information
regarding the land cover within the cell. The AnyLogic GIS
library is helpful in these instances. Once a shapefile is loaded
into a GIS map component of AnyLogic, for any given pair of
latitude and longitude, the ID (or any other attribute) of the
shapefile feature at the same point is accessible using the
findPolitical Area function. In our case, AnyLogic was set to
return the square cell ID for the polygon feature over a given
coordinate. Thecell ID can, inturn, be used to query land cover
information of the area.

http://www.researchprotocols.org/2017/7/€138/
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The last step is to prepare the mosquito grid shapefile to be
loaded into AnyLogic. For this, the mosguito grid must be
clipped to reduce the number of unnecessary cellsin which no
information about the land cover is present. First, amask of all
the cells with useful information is created to clip out the
remaining cells. The mask creation procedure isasfollows: (1)
the dissolve command from the geo-processing tool is applied
by setting theland cover grid (including the grid and land cover
data) astheinput, and (2) the “ Create multipart feature” option
isunchecked; no field isadded to the dissolve or statisticsfields.

Thiswould give asingle polygon for the whole map of theland
cover grid, which could be used as the boundary of the region
of interest. At this stage, a hole was noticed in the single
boundary (mask) polygon which was due to missing datain the
land cover map. As such, afilling donut holes procedure was
necessary: (1) the editor toolbar was added to the ArcMap
toolbar, then an edit session was started by selecting the editor
toolbar; (2) the mask in the create features bar was selected as
the active layer, then a template as the construction tool from
the box below it was selected; (3) arectangle or a polygon over
the donut hole was drawn, then edits were saved and the edit
session ended; and (4) once again the shapefile was dissolved
to merge all polygons in this shapefile together. At this stage,
the mask without any holes was ready, as shown in Figure 6.

To exclude the unnecessary mosquito cells, either the clip or
intersection command must be applied on the mask and the
mosquito grid. It is noted that while the intersect method saves
acopy of feature ID (FID) fields of both shapefiles in the new
shapefile, the clip method keeps no record of FIDs. Therefore,
if one usesthe clip method, the FID of each cell of the grid (ie,
mosquito cell 1D) should be copied into anew field beforehand.

Finally, the coordinate system must be projected from UTM to
World Geodetic System 1984 so that it is consistent with
AnyLogic. One more vita technique is that the shapefile must
have at least two fields (other than the default FID and Shape)
so that it can be loaded within AnyLogic, in particular for use
with the findPolitical Area function.
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Figure 3. Manitoba Land Cover map (shapefile) generated by combing data from all regions. Blue color represents water body or wetlands; green
represents different forest types; orange represents agricultural or forage cropland.

Figure 4. Mosquito grid beneath the map of municipal boundaries. The municipalities are shown (in color) for a better visual clarity of where the
mosquito grids are located.
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Figure5. Theresult of the "identity" command by setting mosquito grid as the "identity feature" and municipal boundaries as the "input feature".

http://www.researchprotocols.org/2017/7/e138/ JMIR Res Protoc 2017 | vol. 6 | iss. 7 | €138 | p.137

(page number not for citation purposes)
XSL-FO

RenderX


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

JMIR RESEARCH PROTOCOLS

Nasrinpour et al

Figure 6. The boundary mask of land cover grid. The areaindicates locations where the land cover data are known.

Bird Data

Population Estimate

Many different data sources had to be combined to produce the
bird population database. Since detailed population maps were
not readily available for most species, a process had to be
devel oped to estimate the popul ation of individual specieswithin
relatively small areas. Two approacheswere developed to create
these estimates. The first was a “top-down” approach, which
relied heavily on population estimates for large regions and
relative abundance maps for local distributions. The second
method could be considered a “bottom-up” approach. This
approach used locali zed point count surveys and species-specific
correction factors to estimate population. Using these two
separate approaches, it was possible to establish population
estimatesthat were suitablefor our models. Aswith many ABM
approaches attempting to use as realistic and meaningful data
as possible, best guess estimations were required. As more
accurate data becomes available, the veracity of the estimates
improves.

PartnersIn Flight Approach

Thefirst “top-down” approach used the United States Geological
Survey (USGS) abundance maps, which were created by USGS
from their 50 roadside stops breeding bird surveys that were
conducted at peak breeding season (Junefor most species) [32].
The files were downloaded from the website in the form of
shapefiles [32]. Each cell in these maps contained a relative
abundance value representing the average number of birds
observed by the survey inthat area. The datafrom these surveys
had been extrapolated and processed so that amap of the entire
United States and Southern Canada was available (see Figure
7.

These abundance maps were then combined with a 10 x 10

km?grid, provided by the Manitoba Breeding Bird Atlas
(MBBA) [33]. Thiswas done to make the data compatible with
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the breeding location data from the MBBA. The grid was
downloaded as a Keyhole Markup Language Zipped file from
the MBBA website, and combined with the abundance map
shapefiles using a Python script in the Esri ArcMap.

Each 10 km x 10 km square received the relative abundance
value of the abundance map cell that covered it. If asguare was
covered by parts of two or more cells, the relative abundance
value was taken as the weighted mean between all cells values,
with more weight being given to those cells that covered the
majority of the 10 km x 10 km sguare. If the square was not
completely covered by the abundance map cells, the parts that
were not covered were considered to be covered by a cell with
arelative abundance value of zero. This value assumed that the
species in question did not live beyond the edges of the
abundance map. In many places, this will have been a valid
assumption, but at the edges of the USGS study area, this may
have caused an underestimation of abundance. In this regard,
the relative abundance data was combined with the MBBA 10
km x 10 km squares as shown in Figure 8.

Next, the relative abundances were combined with the Partners
in Flight (PIF) population estimates for regions in Manitoba
[34]. Each PIF popul ation estimate was an estimated popul ation
of acertain speciesfor anindividual Bird Conservation Region
(BCR) in Manitoba. The study area contained three BCR
regions, and the PIF gave population estimates for each of the
threeregionsfor all species (see Figure 9[35]). The population
was distributed between the sgquares in each region to create
real population estimates for each square. A greater population
was given to squares with a higher relative abundance. Some
squareswere not exactly 10 km x 10 km, so agreater population
was also given to the larger squares. The equation for the
estimated real population of each square is provided in Figure
15.

To achieve an idea of how the population changed over the
course of a year (mostly due to migration), the population
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estimates of each sguare were combined with weekly abundance
estimates of bird species in Manitoba, made available by the
Manitoba Naturalist Society [36]. The population estimate was
assumed to be the popul ation at the time of maximum abundance
in June when the USGS point counts were conducted. From
this value, the rest of the data were scaled accordingly. In this
way, the single population estimate was extrapolated over the
year.

Finally, the squares were filtered by whether or not the bird
speciesbred in that area. Using the breeding status data provided

Nasrinpour et a

by the MBBA, it was possible to remove each sguare that did
not contain anesting or roosting areawithin it. Considering the
requirements of the WNV ABM, no differentiation was made
between roosting and breeding areas.

An assumption was made that by filtering out squares after
dividing population estimates, the number of birds in each
square was underestimated. However, efforts to divide the
population after filtering by breeding status led to negligibly
different results (<0.5%), since most squares where a species
was found contained breeding, so this effect could be ignored.

Figure 7. An example of the USGS abundance map. The darker areas denote areas of high species abundance.

Figure 8. United States Geological Survey abundance data for Manitoba quantized into a 10 km by 10 km grid.
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Figure 9. Bird Conservation Regions in Manitoba, with example population estimates for each region. Population estimates did not include birds in

the same Bird Conservation Region outside of Manitoba.

Boreal Avian Modelling Approach

The population was al so estimated using a second process, the
“bottom-up” approach. Using this approach, we began with
point count data that was provided by the MBBA. This data
was only for squares where breeding was suspected, and gave
alarger sample size than the USGS abundance maps had within
Manitoba. The MBBA point counts were conducted by a
participant standing in severa predetermined locations inside
each 10 km x 10 km square who recorded the number of birds
that they observed or heard within 5 minutes. This system did
not record al birds in the area, but it did give a relative index
into how many birdswerein the area. To convert the point count
data into a real population estimate for the square, correction
factors needed to be applied.

Correction factors were obtained from the Boreal Avian
Modelling (BAM) project [37]. Although BAM takes many
different and complex correction factors into consideration as
they create their own population estimates, only two are
considered here: the effective detection radius (EDR) and
singing rate. The EDR is defined as the distance from the point
of observation where as many birds were detected beyond this
radius as were undetected within this radius [37]. This factor
took into consideration the fact that a bird further away would
be less likely to be detected, and that certain species would be
harder to detect at further distances. Thus, when the point count
datawere considered, it wasreasonabl e to assumethat the point
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count numbers correlated to the number of birds within the
EDR.

The singing rate was given as the rate at which a bird sang out
per minute, or similarly the proportion of abird population that
sang at least oncein one minute. Since most point counts depend
on hearing the sound of a bird more than seeing it to identify
the species, the singing rate gives a useful approximation of
how many birds remain quiet and thus undetected during the
point count. By multiplying the singing rate by the number of
minutes spent in observation, one can find the proportion of
birds that sang out and had a chance of being identified in the
point count. If the point count waslong enough, this proportion
would rise above 100% as birds began to sing more than once.
However, the observer for each point count wastrained to count
individual birds, not individual bird songs, so multiple bird
songs by the same bird could be discarded [38]. Therefore, the
singing rate-time product was capped at 100%. The population
estimate for each square was cal culated as shown in Figure 16.

After calculating population estimates for each sguare, the
population was again modulated to show annual changes. This
was done in the same fashion as the first “top-down” approach
using the annual abundance data. In this way, both approaches
were used to create usable population estimates for the model.

Species Data

Other data that were collected and inferred from a diverse
variety of sources regarding each species are reported in
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Multimedia Appendix 1. These data include home range area,
breeding season months, communal or solitary living habits,
and typical flight speeds.

The spring/summer home range of all birds was considered to
be a circular area. As such, the average radius in meters was
calculated and reported in Multimedia Appendix 1. The home
range of agiven species depends heavily on the habitat and food
abundance conditions. The top priority was to collect the data
from Manitoba. If possible, reported mean home ranges for the
landscapes neighboring the province were considered. When
therewere no datafor similar landscapes, the mean of the home
ranges (as reported in different sources and weighted by the
sample sizes) was used. It was also desirable to avoid
underestimating the average home range, as the ongoing ABM
required the ceiling of an average home range to be set as the
maximum flight distance for birds.

Breeding timing and living habit data were primarily collected
from the Birds of North America online database [39]. The
breeding season range goes up to, but does not include, the end
month. Living habitswere categorized into three groups: solitary
roosting behavior, year-round communa roosting, and
semiannual communal roosting. Semiannua communal roosting
included species that roost individually or in pairs during the
breeding season, and then form flocks for migration in the fall.
In general, the roosting behaviors of birds are often difficult to
categorize. These designations represent an estimate on which
type of model each species’ behavior may best fit in the specific
ABM, and are not intended to reflect a universal definition of
communal roosting.

Mean flight speed isreported in the format of meters per second
in Multimedia Appendix 1. For many species, the dataon flight
speed were either very sparse or nonexistent. For such species,
certain approximations had to be made, such as using the
reported speed for a similar species of that genus or taking the
average of reported speeds of the whole family. It was decided
to find the typical flight speed at which birds fly/forage during
a day; however, in most sources it was unclear what type of
speed was measured. Values were generally either minimum
power speed (Vmp) or maximumrange speed (V). If acertain
species had both Vmp and VVmr available, the smaller Vmp would
have been recorded asthe flight speed of the species. Whenever
there were only reports on the maximum flight speed, the
minimum number in the given range of maximum flight speeds
was used as the typical speed. It isnotable that a bird’'s normal
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flight speed going from perch to perch is much less than the
numbersreported in Multimedia Appendix 1. Thesevalueswere
treated as the ceiling of typical speed in the birds' movement
component of theongoing ABM, and the birds’ minimum flight
speed was set at two meters per second.

Human Data

The Open Street Map of the province was downloaded from
GeoFabrik.de as a highly compressed Protocol-Buffer Binary
Format file. The street map was then extracted from this binary
file using the routing features of AnyLogic. A sample street
map of Southern Manitoba including only trunk, primary, and
secondary roads can be seen in Figure 10. The A* pathfinding
algorithm was applied on this network for human agents
routing. Census data for each municipality of the province for
initial location of human agentswere downloaded from Statistics
Canada. Municipal boundaries in Manitoba were downloaded
as a shapefile from the National Resources Canada website.
The population of human agents then had to be distributed
within these boundaries according to the census data for each
municipality. AnyLogic has a Gl SRegion component, in which
one can call the function randomPointInside to randomly choose
apoint inside the given region. Therefore, this function can be
used to initialize the human agents’ population inside each
municipality. However, the shapefile polygon features,
representing municipal boundaries, first had to be converted to
AnyLogic GlSRegion(s). Up to AnyLogic version 7.2, the
built-in converter was not fully functional to convert all the
shapefile features to AnyLogic GlSRegion(s). A sample
AnyLogic Java code for this nonintuitive conversion can be
found in Multimedia Appendix 1. The code also gives hints to
developers on how to extract all point coordinates of objectsin
a shapefile. It is notable that each shapefile has a different
number of nested layers of objects. This may be the reason why
the built-in converter does not work for all shapefiles.

For the purpose of this paper and brevity, human movement
patterns, data collection, and processing methods are not
discussed further, but thesefactorsareintegral to ongoing WNV
agent-based modelling. In addition to the readily available
census data mentioned above, other sourcesinclude thoserelated
to personal cellular devices, as well as technologies being
developed for intelligent transportation systems. Earlier proofs
of concept were demonstrated in prior work [13,40,41]. A
further extension of this paper will discuss the preparation and
mani pulation of these data sources.
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Figure 10. Comparison of crow popul ation estimates between the Boreal Avian Modelling (BAM) and Partners In Flight (PIF) methodsin some selected
squares. EDR-USGS: Effective Detection Radius-United States Geological Survey.

Crow Population Estimates Per Square

141849 14Lv78 14MV37 14NV68
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Results

Mosquito Data

The fina weather database had daily and hourly values of
weather temperature and rainfall for 118 rura and urban
municipalities in Manitoba from 2002 to 2014. This dataset
could be used for any weather-dependent studiesin the Southern
Manitobaregion. Thefinal land cover database had information
on 6067 sgquare cells in Southern Manitoba. For each cell, the
corresponding municipality and weather station, total area,
coordinates, and area of different land cover classes present in
the cell were known. Theland cover classes used in this dataset
include Agricultural Field, Deciduous Forest, Water Body,
Range and Grassland, Mixed-Wood Forest, Wetland-Marsh,
Wetland-Treed Bog, Treed Rock, Coniferous Forest, Fire-Burnt
Area, Open Deciduous Forest/Shrub, Agricultural-Forage Crop,
Cultural Features, Forest Cut Block, Sand and Gravel, Roads
and Rall Lines, Wetland-Fen, and Lichen health. Theland cover
database can be used in geo-spatial studies in Southern
Manitoba. Such studies are of particularly high importance for
agricultural purposes. Onelimitation of theland cover database
and the extraction procedure isthat the land cover was assumed
to be satic. Generally, more work on land cover (and in
particular on dynamic land cover changes) is ongoing. For
instance, Murray-Rust et al proposed an open-frame ABM to
capture changes in land cover [42]. As future work, the land
cover extraction procedure could be automated using Python
scripts in ArcGIS. Such an automated procedure makes the
system adjustable in response to changes in land cover data.
The land cover database, in conjunction with the weather
database, could benefit studies that focus on the forecasting of
mosquito-borne diseases in Sothern Manitoba.

Futurework on weather datamay focus onimproving algorithms
used for simulating missing data, particularly hourly rainfall
values for a specific area, if hourly estimates are necessary. In
this study, the BioSim software was applied for this purpose,
which produced estimates of hourly rainfall values. Depending
on thefidelity of the application, one may need to include more
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weather stations in Manitoba by going through the same
procedures explained earlier.

Bird Data

Thefinal bird database contained information on 152 different
bird species. For each species, there were popul ation estimates
for each of the 2056 square cells, which were roughly 10 km x
10 km areas located in Southern Manitoba. Each of these
popul ation estimates was al so used to create aweekly population
estimate for each sguare to represent weekly impacts of
migration. Only squares in which some evidence of breeding
had been found wereincluded for each species, asthese squares
were assumed to also contain nocturnal roosts for the species
[15]. This dataset could also be used by other researchers
working on topics such as modelling birds' movements, bird
interactions in various ABMs, and geo-simulations including
birds.

Due to fundamental differences between the two population
estimation approaches, their assumptions, and availability of
data, the two estimates show adegree of disparity in some areas.
The chart in Figure 11 shows a comparison of population
estimates of American crow species for various locations
(squares) in Manitoba. The BAM population estimates were
calculated using the methodology previously discussed. The
EDR-USGS estimatesin Figure 11 were calculated inasimilar
manner, but used the USGS 50 stops data for point counts
instead of the MBBA point counts. The PIF population
estimates, as mentioned before, were calculated from the
regiona PIF estimates and abundance maps created from the
USGS 50 stops data. The similarity between the EDR-USGS
and PIF estimatesin most of the squares reveal sthe importance
of the availability of stops and point counts data. Notably, the
difference between the two estimates in the other squares
confirms the differences between the “top-down” and
“bottom-up” approaches. Figure 12 showsthe physical location
of selected squaresin Figure 11. To achieve an idea of how the
two estimates compare against some historical datain Manitoba,
an average density for anumber of specieswas calculated from
the average BAM and PIF estimates for the species across the
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province. In Figure 13 and Figure 14, these densities are
compared against the Manitoban bird densities calculated for
1966-1994 by Downes and Collins [43] and reported in the
work of Kirk et al [44] for two groups of species of
short-distance and long-distance migrants. If a species winters
mostly within Canada or North America, it is categorized as a
short-distance migrant. If the birds mainly spend winters in
Central or South America, they are considered long-distance
migrants [44]. In genera, for the long-distance migrants, the
BAM densities have less disparity from the birds densities
provided by Downes and Collins [43], compared to the PIF.
Conversely, for the short-distance migrants, the PIF densities
arecloser tothebirds' densities provided by Downesand Collins
[43].

Both bird population estimate approaches have severa
assumptions and shortcomings built in. The “top-down”
approach used USGS abundance maps that were based on a
very small sample size (<2% of the birds' project area, or

approximately 4112 of 205,600 km?), and these points had only
been surveyed approximately once per year (50 stops per year).
Additionally, the PIF regional population estimates, although
useful for large-scale conservation efforts and approximations
[34], are not madeto be accurate at asmall scale. Thus, thefirst
approach contains rather sparse data that has been heavily
processed and extrapolated to pertain to a large detailed area.
The* bottom-up” approach sought to fix some of these problems,
and was based on the MBBA point counts, which were available
for al of the squares over several years. These squares were
again not surveyed regularly over the span of a year (15 times

Nasrinpour et al

over 5 years) but much more of the study area was covered by
these point counts [38]. The correction factors used to convert
point counts into population estimates were also (in part)
designed by BAM to make up for the weaknesses in the PIF
population estimates. However, the correction factors used here
did not take every factor into account that could have influenced
the point counts. The EDR (and possibly the singing rate) would
have varied with different habitats and vegetation types, but the
approach described here did not take thisinto account. The EDR
has alarge effect on the popul ation estimate, and is consistently
smaller than the radius used in the PIF estimates. As a resullt,
the population estimates are likely to be higher than the PIF
estimates. There is also likely a habitat bias against certain
hard-to-reach habitats. The point counts were done by
volunteers, and mostly beside roads, so the more remote
locations were less likely to be surveyed. Thisfactor may have
caused an over- or under-representation, depending on the
species and its preferred habitat. In addition to this problem,
there is evidence that point counts done next to roads obtained
biased resultsfor some species. Morework on correction factors,
and population estimates in general, is ongoing and future
studies and data should be able to improve on these processes.

Bird species data, including home range area, breeding season
months, communal or solitary living habits, and typical flight
speeds, are presented in Multimedia Appendix 1. Asmentioned
in the Methods section, as well as Multimedia Appendix 1,
many of the reported species data are estimations of some kind.
Therefore, many more field studies and work on bird species
(although improving) are consistently required.

Figure 11. Southern Manitoba street network showing only trunk, primary, and secondary roads.
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Figure 12. Physica location of some selected squares of bird roosts.
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Figure 13. Comparison of the mean densities of Boreal Avian Modelling (BAM) and Partners In Flight (PIF) against densities in Downes and Collins
for anumber of long-distance migrant species.
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Figure 14. Comparison of the mean densities of Boreal Avian Modelling (BAM) and Partners In Flight (PIF) against densities in Downes and Collins

for anumber of short-distance migrant species.
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Figure 15. Equation to estimate real population of bird species using the Boreal Avian Modelling (BAM) approach.
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Figure 16. Equation to estimate real population of bird species using the Partners In Flight (PIF) approach.

Relative Abundance(RA)of the square

Population of BCR X (

Human Data

The procedures explained in this paper (for preparing the human
data) have two outputs. The first output details a database of
human censusin municipalities of Manitobawith their boundary
coordinates. These coordinates are saved as AnylLogic
Gl SRegion objects on file. The second output involvesthe street
network of the provincein acompatible format with AnyL ogic
GIS components. A future extension of this paper will discuss
issues regarding the extraction of trgjectories for human agents
according to cellular phone tower data.

Discussion

Conclusions

AnyLogic simulation software, in combination with Esri
ArcGIS, provides a powerful toolbox for developers and
modelers to simulate almost any GlS-based environment or
process. In this paper, the application of interest was WNV
propagation in the province of Manitoba. The land cover data
of Manitoba was rasterized in an optimum sized shapefile
compatiblewith AnyL ogic. Some hints and techniquesregarding
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working with shapefilesin AnyL ogic werereviewed. A database
of over 150 different bird species vulnerableto WNV, including
their nesting locations, popul ation estimates, home range radii,
roosting behavior, and start and end of the breeding season, was
collected. The street network for Manitoba, extracted from
OpenStreetMap, was loaded into AnyLogic to be used in its
pathfinding library. The procedures for collecting, combining,
and reformatting all these data are explained in detail in a
tutorial-based styleto benefit other modelersworking in similar
aress.

Researchers are constantly exploiting new nontraditional sources
of data for modelling different human diseases. For example,
in arelatively recent study, Google search data have been used
for modelling transmission dynamics of the Zikavirus[45]. On
the contrary, in this paper, more traditional data sources were
gathered and prepared in a suitable way for agent-based
modelling of WNV. However, the final proposed dataset could
also be used to model mosquito population dynamics (eg, to
evaluate control strategies). Somerecent studiesin thisareacan
be found in the work of Ewing and Cobbold [46] and Marini et
al [47]. Inevitably, modelling natural or environmental processes
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depends heavily on the availability of appropriate data; thisis
particularly true for verification and validation of models, as
models and simulations would not gain significant attention
unless they are shown to closely resemble reality. This
resemblance can only occur with meaningful data; therefore,
the importance of data cannot be overstated. The pertinent
procedures and an overview of resultant data for WNV
geo-modelling are presented in this paper.

Limitations

There are some limitations in our data mining and assembling
procedures, each of which was discussed in the corresponding
section. Notwithstanding, similar mining methods could be
adopted by other researchersto compile such datasets according

Nasrinpour et al

to their own specific needs for other geographic areas (eg,
estimating population and location of birds in other
provinces/states in North America). This research should be
useful to othersworking on avariety of mosquito-borne diseases
(eg, Zika, dengue, and chikungunya) by providing the data
relating to Manitoba and/or a systematic path to follow for
producing and processing such crucial data. Unlike WNV, these
viruses generally only survive in humans. WNV has been able
to permanently establish itself in the United States because it
can survive in humans, horses, and birds, giving the virus a
wider variety of hosts. However, the requirement for modelling
human movement patterns, weather, and habitat is still equally
important, as any WNV model istightly correlated with these
components.
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Abstract

Background: Chronic obstructive pulmonary disease (COPD) is significantly underdiagnosed in Kazakhstan, and there is no
previously conducted study on COPD prevalence in the country.

Objective: The purpose of this study is to assess the prevalence of COPD among individuals aged 40 to 59 years based on
results of spirometry before and after bronchodilator, presence of structural changes in the lungs (emphysema, inflammatory
changes, and thickening of the walls of the large and small airways) detected by computer tomography, and the symptoms of
COPD. The study has 3 study groups: smokers of conventional cigarettes, those who had quit smoking 1 to 5 years ago, and those
who haven’t smoked cigarettes.

Methods: This is an observational study with a cross-sectional design among individuals aged 40 to 59 years in Almaty,
Kazakhstan. The sample of 900 individuals of both sexes contains 500 smokers, 200 ex-smokers, and 200 never-smokers. Study
measures include spirometry, chest computed tomography, electrocardiography, physical exams, laboratory testing of serum,
anthropometry, and 6-minute walk test. Dataare collected by computer-assisted personal interviewing with tablets. The questionnaire
was designed to explore possible COPD risk factors including history of smoking, current smoking, level of smoking exposure
(in pack-years), passive smoking, occupational and environmental hazards, and covariates. age, gender, ethnicity, education,
occupation, and self-reported morbidity. COPD Assessment Test (CAT) is used to collect information about COPD symptoms.
Results:  We have completed the participant recruitment and study procedures. Currently, we are working on data processing
and data analysis. The authors anticipate the preliminary results should be available by September 2017. Study results will be
published in peer-reviewed scientific journals.

Conclusions: Thisisthefirst study in Kazakhstan that assesses preval ence of COPD and its comorbiditiesin the adult population
aged 40 to 59 years. The results of the study will be useful for improving COPD preventive measures, better COPD screening,
identification, and registration. Findings of the study will also contribute to global knowledge on the epidemiology of COPD.
Trial Registration: Clinical Trials.gov NCT02926534; https://clinicaltrial s.gov/ct2/show/NCT 02926534 (Archived by WebCite
at http://www.webcitation.org/6rjwGsPOZ)

(JMIR Res Protoc 2017;6(7):€143) doi:10.2196/resprot.7422
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Introduction

Chronic obstructive pulmonary disease (COPD) is the fourth
leading cause of death worldwide [1]. The number of affected
individuals and deaths from COPD are expected to increase as
the population ages [2]. In Russia, the largest neighboring
country of Kazakhstan, the prevalence of symptomatic COPD
in the adult population was estimated to be 15.3% [3]. An
estimated 1.4 millionindividualsin Kazakhstan may be affected
by COPD. This estimate is based on studies that have been
conducted in other countriesin the World Health Organization
European Region [4] but not in Kazakhstan, because a study
on the prevalence of COPD has not been conducted in the
country yet. COPD is significantly underdiagnosed in
Kazakhstan. In 2013, the rate of reported COPD cases was
315.9 per 100,000 or around 53,000 registered cases of COPD
[5]. A better understanding of the epidemiology and social and
other determinants of the diseaseis needed in order to recognize
the true magnitude of the problem and develop effective
treatments and prevention strategies.

Various criteriafor COPD have been used in popul ation-based
studies. The most common criterion is airflow obstruction
detected by spirometry testing, defined as a postbronchodilator
ratio of forced expiratory volumein 1 second (FEV,) to forced
vital capacity (FVC) lessthan 0.7 or 70% [6]. Thiscriterionis
simple to implement and widely used in epidemiological
surveys. However, COPD prevalence based on this could be
dightly biased—overestimated in old subjects and
underestimated in younger ones [7]. For this reason, the fifth
percentile of the FEV;/FVC ratio or the lower limit of normal
distribution of the FEV,/FVC ratio defined for specific
age-gender group is aso recommended for use in
epidemiological studies[8].

Respiratory symptoms [9] and physical examination [10] were
frequently used to evaluate COPD prevalence. However,
collecting such data is more important for establishing the
clinical diagnosis of COPD [6]. The specific symptoms of
COPD include progressive dyspnea, cough, and sputum
production [6]. The COPD Assessment Test (CAT) was
specially designed to measure how COPD symptoms lead to
health status impairment. Thetest is derived from 8 items, and
the score varies from O to 40. The cut-off point for the CAT is
10, after which regular treatment for symptomsis recommended
[6]. Although a physical examination is rarely used in COPD
diagnosis, particularly in detecting mild to moderate COPD,
thoracic examination of patientswith severe disease can usually
reveal the following signs: hyperinflation, wheezing, diffusely
decreased breath sounds, hyperresonance on percussion, and
prolonged expiration [11].

Chest computed tomography (CT) scan is recommended for
subjects with airflow limitation and signs and symptoms
suggestive of COPD for making an accurate diagnosis of COPD
to exclude other conditions[12]. CT scan also helpsto separate
COPD patientsinto 2 main phenotypes, emphysema and small
airway disease [13]. CT images can be visually assessed by
qualified observersto describe patterns of altered lung structure
or quantified for assessment of the extent of emphysema, gas

http://www.researchprotocols.org/2017/7/e143/

Sharman €t d

trapping, and airway abnormality [14]. Some studies suggested
that severity of emphysema detected by CT scan is associated
with greater lung function decline even if airway obstructionis
not currently presented [15,16]. As a result, CT-detected
emphysema may predict future development of airflow
obstruction [16,17].

Tobacco smoking, occupational and environmental exposures
including workplace dusts and chemicals, and smoke from home
cooking and heating fuels are the main risk factors for COPD
[8]. In addition, advanced age, chronic respiratory infections
such as tuberculosis, low socioeconomic status, and being
underweight may influence COPD development [18,19]. Genetic
predisposition also plays an important role in COPD
development. Originally described more than 50 years ago,
a4-antitrypsin deficiency may cause COPD and accounts for
1% to 2% of all COPD cases. There are other genome variants
currently being investigated as candidates for COPD genes, but
only the Z variant of a;-antitrypsin is accepted asa COPD gene
at the present time [20].

Comorbidities are frequently found in persons with COPD.
Some of them have risk factors, which are the same as for
COPD, particularly tobacco smoking and aging. Moreover,
systemic inflammation and chronic hypoxia present in COPD
patients may cause other health-related conditions. Common
comorbidities include heart disease, lung cancer, osteoporosis,
metabolic syndrome and diabetes, anemia, anxiety, cognitive
decline, and sleep disorders [21,22]. Specific comorbidities
increase mortality and poor outcomein COPD, so management
of main comorbidities has been included to COPD guidelines

6].

Theaim of the study isto assessthe preval ence of COPD among
smokers, ex-smokers, and never-smokers aged 40 to 59 years
based on pulmonary function assessment (spirometry), structural
changes (emphysema and large and small airway inflammation
with thickening) identified by high-resolution CT, COPD
symptoms, and exercise limitations. In addition, the study
objectivesinclude comparing the prevalence of health conditions
considered as COPD comorbidities (heart disease, hypertension,
metabolic syndrome, diabetes mellitus) in 3 study groups and
their interaction with COPD.

Methods

Study Design

Thisis an observational study with a cross-sectional design to
assess the prevalence of COPD in Almaty, Kazakhstan, among
individuals aged 40 to 59 years based on results of spirometry,
the presence of structural changesin the lungs, and symptoms
of COPD.

The study population is 3 groups of male and female residents
of Almaty, the largest city in Kazakhstan, with a population of
1.7 million people, 9% of whom are aged 40 to 59 years.
Members of the first group include current smokers with more
than a 10 pack-year history of smoking (smokers). The second
group comprisesindividualswho quit smoking from 1to 5 years
ago and have more than a 10 pack-year history of smoking
(ex-smokers). The third group comprises persons who have
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never smoked regularly (ie, smoked less than 100 cigarettesin
their lifetime) (never-smokers).

We recruited individuals who are 40 years of age or older
because most people are at least 40 years old when the
symptoms of COPD first appear [23]. The same age limit is
selected for many COPD preval ence studies[24-26]. The upper
age was set at 59 years to avoid survival bias [27] possibly
leading to underestimating the effects of risk factors on COPD.
We have taken into account that the life expectancy at birth
among males was only 66 years in Kazakhstan in 2015 [28].

Inclusion and Exclusion Criteria

Male and female participants aged 40 to 59 years who have a
10 pack-year and more of smoking history (for smokers and
ex-smokers) or fewer than 100 cigarettes in their lifetime (for
never-smokers) and are able to provide informed consent can
be included in this study.

Exclusion criteria:

«  Pregnancy

«  Fever (37°C or higher) at the time of the visit or during the
2 weeks preceding the visit

+ Legaly incapable

«  Chronic infectious and noninfectious lung disease except
asthma (eg, pulmonary fibrosis, bronchiectasis, cystic
fibrosis, tuberculosis)

« Resection of at least one lobe (or performing proceduresto
reduce lung volume)

«  Any cancer; receiving acourse of radiation or chemotherapy
at the time of the visit

« Suspected lung cancer (presence of significant lung
neoplasm)

»  Presence of metd in the chest

«  Ophthalmic surgery within the last 12 months prior to the
visit

« Myocardia infarction or other form of acute or chronic
coronary insufficiency or cardiac arrhythmia diagnosed at
least 6 months prior to the visit

« Myocardia infarction or other form of acute or chronic
coronary insufficiency or cardiac arrhythmiafor which an
individual regularly receives medication

«  Severely elevated blood pressure (equal to or greater than
asystolic 180 or diastolic of 100)
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History of cerebrovascular accident

Thoracic or abdominal surgery within the last 6 months
Contraindications to use salbutamol or its analogs

CT scan or other research using ionizing radiation within
the last 6 months

Sampling

According to the Burden of Obstructive Lung Disease (BOLD)
protocol, a minima sample size of 600 is recommended to
achieve an acceptable level of precision for estimating COPD
prevalence [29]. Our goal isfor asample size of 900 including
500 smokers, 200 ex-smokers, and 200 never-smokers. We have
used the National Health and Nutrition Examination Surveys
data to assume COPD prevalence in these 3 groups [30]. The
sample size of 500 allows for achieving the precision of 3.5%
with the expected preval ence of obstructive impairment of 20%.
The sample size of 200 and the expected prevalence of
pulmonary obstruction of 10% and 2% among ex-smokers and
never-smokers, respectively, provides sample estimates with
4.2% and 1.9% precision, respectively [31].

The 3 study groups are planned to have the same gender and
age distribution by implementing age-gender quotato eliminate
age and gender potential confounding effect to the associations
between smoking status and outcomes.

It was shown that the sample characteristics depend on
recruitment method used [32]. To recruit study participants,
active and passive approaches are used. Participantsarerecruited
by using personal networks of investigators and persons who
are dready participating in the study (snowball), placing an
advertisement of the study in social media (Facebook) targeting
thoseindividualswho are potentially eligibleto participate (live
in Almaty, specific age group), and meeting with the owners
and managerial staff of several large companies located in
Almaty to explain the benefits of participation in the study.
Employees of these companies who are potentialy eligible to
participate in the study are contacted by phone calls.

Study Procedures

The study flow isshown in Figure 1. Participants are expected
to attend 2 to 3 visits for the study, for atotal of about 3 hours.
Completing study procedures for each participant, including
sharing the study resultswith the participant, is expected to take
up to 2 weeks.
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Figure 1. Patient recruitment, enrollment, and data collection and sharing.

Spirometry

Spirometry is performed by trained investigators, with 3
technically satisfactory maneuvers performed by each study
participant. The largest value of FEV ; and the respective value
FVC are selected to calculate ratio of FEV, to FVC. The
CardioTouch 3000-S (BiTech Medica Corp), a12-lead resting
electrocardiogram (ECG) machine with a spirometer with a
measuring accuracy that complies with American Thoracic
Society requirements [33], is used to perform lung function
tests. Calibration of the spirometer was performed every day
before using it. A 3-L syringe was pumped through to check
that accuracy did not exceed atolerance of 3% [33].
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Computed Tomography

Study subjects undergo 64-channel CT scans of the chest
(PhilipsBrilliance CT 64). Subjectswith restrictive (FEV ,/FVC
from 70% to 80%) and obstructive (FEV,/FV C less than 70%)
lung diseases or signs and symptoms of COPD found during
the physicad examination and survey  undergo
inspiratory-expiratory CT scans obtained at the following
settings: detector collimation 0.6-0.75 mm, 0.625-0.9 mm
reconstructed slice thickness, 0.45-0.625 mm diceinterval, 120
kV, 200 (inspiratory) and 50 (expiratory) mAs. Other subjects
have only inspiratory CT scans: 0.8 mm reconstructed slice
thickness, 0.4 mm dlice interval, smooth reconstruction
algorithm iDose 7, matrix size 512x512, range = —500 to 1500,
120 kV, 40 mAs[34].
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CT scans are evaluated by 3 independent qualified observersto
produce semiquantified measures that characterize the extent
of emphysema, severity of bronchial dilatation, traction
bronchiectasis, bronchial wall thickening, and small airway
disease. We use the Bhala scoring system [35] modified by
Tulek at a [36]. The kappatest will be used to evaluate interrater
reliability of visual CT scan analysis. The median score by 3
observers will be recorded for each participant.

Electrocardiography

A standard 12-lead ECG is performed with the CardioTouch
3000-Sfor each study subject by employing strictly standardized
procedures. Research staff members were trained to properly
place electrodes. At least 4 cardiac cycles are taken from each
of 12 leads. The machine runs at 50 mm/sec. The following
ECG parameters are evaluated by atrained clinical researcher:
waves and complexes, presence and description of ECG
abnormalities including pathologic g-waves, ST elevation, ST
depression, T-wave inversion, hypertrophy, QRS axis deviation,
block, and arrhythmia. ECGs were visually inspected for
technical errorsand wereinterpreted by aqualified cardiologist.
The prevalence of specific ECG abnormalities as well as
grouped abnormalities will be reported for each study group.
Associations between COPD and ECG abnormalities, crude
and adjusted by sex, age, and smoking status, will be measured
and presented.

Physical Exam

Clinical investigators were trained to conduct the pulmonary
(percussion and inspection) exam and technique for listening
to second heart sounds. Two Stanford Medicine 25 modules
were used as study materialsin hands-on sessions [37,38]. The
prevalence of individual pathological findingswill be presented
for each study group. Associations between pathological
findings from 2 exams and COPD will be evaluated.

Anthropometry

Anthropometry measures include height, weight, waist
circumference, heart rate, blood pressure, and pulse oximetry.

Six-Minute Walk Test

All study subjects will take a 6-minute walk test to evaluate
functional exercise capacity. Investigators assess whether
contraindication exists or not. Absolute contraindications are
unstable angina and myocardial infarction during the previous
month. Relative contraindications are blood pressure more than
180/100 mm Hg and aresting heart rate of more than 120 beats
per minute [39]. Subjects with any of the contraindications are
referred to the clinical coordinator for a decision about the
conduct of thetest. Posttest dyspneais measured using the Borg
scale [40].

Laboratory Data

Serum from each participant istested for blood cholesterol level,
high-density lipoprotein (HDL ), low-density lipoprotein (LDL)),
triglycerides, C-reactive protein, fibrinogen, glucose, hepatitis
B and C IgM and IgG antigens and antibodies, alanine
aminotransferase (ALT) and aspartate aminotransferase (AST)
liver enzymes, and a4-antitrypsin.
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Questionnaire

The questionnaire was designed to collect data on possible
COPD risk factors including history of smoking; current
smoking; level of smoking exposure (in pack-year); passive
smoking; and occupational and environmental hazardsincluding
dusts, chemicals, and indoor fuel pollution. The questionnaire
contains the following covariates: age, gender, ethnicity,
education, occupation, and self-reported morbidity. CAT isused
to collect Information about COPD symptoms. The test was
designed and validated for use in routine clinical practice to
evaluate the hedth status of patients with COPD [41].
Computer-assisted personal interviewing (CAPI) with tablets
has been implemented to collect, store, and transmit datarel ated
to apersonal survey interview.

The questionnaire was piloted by interviewing 7 testers—3
smokers, 2 ex-smokers, and 2 never-smokers. After completing
pilot interviews, the testers were asked to answer specific
guestions and then provide comments and suggestions on the
whole questionnaire. The questions that were not clear enough
were identified and have been improved.

Statistical Analysis

Data from al CAPI devices will be exported to one database,
and R version 3.3.1 (The R Foundation) will be used for data
analysis. Descriptive analyses will be performed using mean,
median, interquartile interval, and standard deviation for
guantitative variables and frequency tables for categorical
variables. Depending on the nature of outcome and exposure
variables, type of datadistribution, and the sample size, bivariate
comparisons will be made by the following tests: chi-square
test, Fisher's exact test, analysis of variance, t test, and the
Mann-Whitney test.

A multivariable analysis (generalized linear models) will be
conducted to control for confounding. Presence of effect
modification/interaction terms will be explored. An alpha<.05
will be considered significant. To construct the optimal model,
backward elimination will be used. The full modelswill contain
all independent effects and some important interactions.
Mediators (variables that lie on the causal pathway between
exposure and outcome) will not be included in the model. To
avoid multicollinearity, we will examine the tolerance for each
independent variable. If the tolerance valueislessthan 0.1, we
will omit a variable from the analysis. The optimal model will
be defined based on the Akaike Information Criterion. Model
diagnostic plots will be generated to test model assumptions
(eg, normality of deviance residuals).

Ethics Approval

The National Central Ethics Committee under the Ministry of
Health and Social Development in the Republic of Kazakhstan
approved this study on August 19, 2016. The study has been
registered at Clinical Trials.gov [NCT02926534].

Results

We have completed the participant recruitment and study
procedures. Currently, we are working on data processing and
data analysis. The authors anticipate the preliminary results
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should be available by September 2017. Study results will be
published in peer-reviewed scientific journals.

Discussion

To the best of our knowledge, this is the first study in
Kazakhstan that assesses COPD prevalence in the genera
population aged 40 to 59 vyears, specifically smokers,
ex-smokers, and never-smokers. The study aso ams to
investigate COPD comorbidities and their interaction with
COPD. Improving COPD preventive measures, COPD
screening, identification, and registration requires obtaining this
epidemiological information. Study strengths include its
relatively large sample size and collection of comprehensive
medical, behavioral, and other health-related data from each
study participant.

However, there remain some limitations. First, the study is
observational. Thus, the possibility of unidentified or
unmeasured confounders exists. We are going to conduct the
sensitivity analysis to assess a covariate that could eliminate
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the effect of smoking on COPD. Second, the study is
cross-sectional, and the time when COPD occurred cannot be
identified. The values of potential confounders measured in the
study could differ from ones when symptoms of COPD first
appeared and could be diagnosed. Asaresult, causal inferences
cannot be made. Third, the study includes many components
to be measured, which makesit impossibleto employ probability
sampling to select participants. The main risk of nonprobability
sampling is that the distribution of important covariates in the
sample will differ significantly from their distribution in the
study population. We employ quota sampling to set quotas for
gender and age, 2 important covariates for COPD, to balance
them in the sample. In addition, we measure all known important
covariates or confounders to make the desired adjustments in
our data analysis. Fourth, the study is conducted in one city,
Almaty, which reduces the generalizability of the study results
to the country population. Finally, we expect some measurement
biasthat arises from errorsin the data collection. For example,
participants could avoid socially undesirable answers. To reduce
the latter bias, al data collection procedures were tested and
the research staff members were trained.
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