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Abstract

Background: Smoking cessation treatment programs have been widely available for patients with nicotine dependence. Despite
intensive programs, the continuous abstinence rate (CAR) from weeks 9-12 is still about 50%. Recently, asmartphone app emerged
as a novel tool for therapeutic interventions, including nicotine dependence. In this study, we developed “CureApp Smoking
Cessation” (CASC), which consists of a smartphone app for patients and a Web-based patient management software for doctors
with a mobile carbon monoxide (CO) checking device to improve the efficacy of the smoking cessation treatment.

Objective: This study aims to evaluate whether the CASC app is effective for individuals with nicotine dependence in addition
to standard smoking cessation programs.

Methods: Thiswill be arandomized, sham-controlled, open-label, multicenter trial. We will recruit participants with nicotine
dependence, but are otherwise healthy adults. We will randomize and allocate participants 1:1 to the CASC trestment group or
acontrol app group. Both groupswill receive a12-week standard smoking cessation program with pharmacotherapy and counseling.
In addition, participantsin the treatment group will have the CASC app installed on their smartphone, which will provide video
tutorials, advice from an artificial intelligence nurse, a digital diary, and measure daily exhaled CO concentration. In contrast,
the control group will havethe control app installed on their smartphone, where all the functionsthat can potentially effect smoking
cessation are removed. The primary outcome will be the biochemically validated CAR from weeks 9-24. The success of smoking
cessation will be defined as self-reported continuous abstinence from weeks 9-24 and exhaled CO concentration <10 ppm both
at weeks 12 and 24. The main secondary outcomes will be the CAR from weeks 9-12, weeks 9-52, and 7-day point prevalence
abstinence at weeks 4, 8, 12, 24, and 52.

Results: Wewill recruit 580 participantswith nicotine dependence from October 2017 to September 2018 or until the recruitment
process is complete. The final 52-week follow-up will be completed in October 2019. We expect al tria results to be available
by the end of 2019. Thetrial isfunded by CureApp, Inc.

Conclusions; Thisisthe first randomized controlled trial to evaluate the efficacy of CASC. We expect that CASC, in addition
to standard smoking cessation programs, has a significantly higher CAR during weeks 9-24 than the control app.
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University Hospital Medical Information Network Clinical Trials Registry UMIN0O00031589;

https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi 2recptno=R000033555

International Registered Report Identifier (IRRID):

(JMIR Res Protoc 2019;8(2):€12252) doi:10.2196/12252
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Introduction

Smoking is a risk factor that causes various diseases such as
malignant tumors, heart disease, cerebrovascular disease, and
chronic obstructive pulmonary disease[1]. It has been estimated
that there are 22 million (approximately 18% of the total
Japanese population) of adult smokersin Japan, and the number
of deaths attributable to smoking is approximately 129,000 per
year, indicating that smoking is the most common extrinsic
cause of death among noninfectious diseases [2]. In addition,
excess medical expenses owing to smoking areup to 1.5 trillion
yen (US $13 hillion) [3]. Therefore, reducing smoking
prevalence could contribute to not only prevent the onset of
these lifestyle-related diseases and cancer but also decrease
future medical costs [4].

Smoking cessation treatment programs have been widely
available for patients with nicotine dependence supported by
the Japanese national insurance system [5]. This program
consists of 5 visits spanning 12 weeks providing counseling by
health care professionals and pharmacotherapy, including
nicotine patch and varenicline. Despite thisintensive treatment
program, the continuous abstinence rate (CAR) from weeks
9-12 has till been 40%-65% [6-8]. Moreover, it significantly
decreases after the program finishes and isaround 40% at 1-year
follow-up [7]. Toimprove both in-program and long-term CAR,
we need additional and more effective treatment interventions
both during the regular outpatient clinic visits and after the
completion of the 12-week program [6].

Medical apps for smartphones are emerging as “therapeutic”
intervention tools to ameliorate diabetes mellitus [9,10],
depression [11], and nicotine dependence [12,13]. Because they
cover interoutpatient visit blank periods (ie, intervals between
clinic visits during which patients normally cannot obtain any
clinical guidance from medical staffs), these apps are useful to
continuously monitor, promote, and encourage the treatment
program from medical staff, as well as by patients themselves.
In this regard, Free et al [13] reported that smoking cessation
support with daily or weekly text messages during the program
doubled smoking quit rates. Although smartphone apps for
nicotine dependence are already available in the United States,
it remains unclear whether the app with a mobile carbon
monoxide (CO) checker deviceis safe and effectivein patients
with nicotine dependence.

Recently, we developed “CureApp Smoking Cessation”
(CASC), which consists of the latest version of CureApp

http://www.researchprotocols.org/2019/2/e12252/

Smoking Cessation smartphone app for patients and a
Web-based patient management softwarefor primary physicians
with a mobile CO checking device to improve the success of
the smoking cessation treatment. The CASC provides users
with accurate knowledge of nicotine dependence, clues to
changetheir behaviors, and measurements of their own exhaled
CO concentration levelsat home. In addition, patients can share
these dataremotely with their primary physicians. Masaki et a
reported that, in the previous prospective studies with
participants using prototypes of CASC smartphone app without
a mobile CO checker, the results showed the feasibility and
usability in the phase | study [14] and demonstrated a higher
CAR from weeks 9-24 than the national surveys in the phase
Il study [15].

Therefore, thisstudy aimsto evaluate whether the latest version
of CASC in addition to a standard smoking cessation program
is effective in treating individual s with nicotine dependence.

Methods

Overall Trial Design

Figure 1 shows the flowchart of the trial. This trial will be a
randomized, sham-controlled, open-label, multicenter trial.
Table 1 showstrial centers. Thistrial aimsto assess the efficacy
of CASC in patients with nicotine dependence when added to
a standard smoking cessation program. The treatment group
will use the CASC smartphone app integrated with a mobile
CO checker and a Web-based patient management software for
24 weeks. Table 2 shows the overall follow-up schedule. The
primary outcome of this study will be the CAR from weeks
9-24. We hypothesize that the CA SC treatment group will have
ahigher CAR than the control app group from weeks 9-24. The
CAR is defined as the percentage of individuals continuously
not smoking even a puff during the specified period. We will
conduct thistrial in compliance with the Declaration of Helsinki,
Medical Device Good Clinical Practice, Ethical Guidelinesfor
Medical and Health Research Involving Human Subjects, and
all other applicablelaws and guidelinesin Japan. This protocol
and informed consent forms were approved by the Institutional
Review Board at Keio University School of Medicine and
affiliated institutions. Furthermore, wewill usethelatest version
of the approved documents. This study is registered at the
University Hospital Medical Information Network Clinical
Trias Registry (UMIN000031589).
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Figure 1. Flowchart of thetrial protocol. CASC: CureApp Smoking Cessation.

Participants assessed for eligibility

¥

Eligible participants

randomized (N=580)

L 4

L 3

Allocated to CASC system with
standard smoking cessation support program
(n=290)

Allocated to control-application with
standard smoking cessation support program
(n=290)

Completed standard smoking cessation
support program at 12 weeks

Primary outcome

“Continuous abstinence rate at 9-24 weeks”

Follow-up until 52 weeks

Main Secondary outcomes

“Continuous abstinence rate at 9-52 weeks”
“Continuous abstinence rate at 9-12 weeks”
“7-day point prevalence abstinence at weeks 4, 8, 12, 24 and 52"

Trial Participants

We will recruit nicotine-dependent adult participants from
October 2017 to September 2018 or until the recruitment process
completes; we plan to follow them until October 2019.
Participants who meet all inclusion criteriawill be included in
the trial and those fulfilling the exclusion criteria will be
removed from this trial (Textbox 1). We will obtain written
informed consent from all trial participants. Participants should
understand the content of the consent form sufficiently before
their acceptance. Consent forms must be dated and signed both
by trial participants and researchers. When consent is obtained,
the first copy of the form will be kept in each institution, while
the other part will be kept by participants and will not be

http://www.researchprotocols.org/2019/2/e12252/

collected even after thetrial isover. In addition, we will inform
all participants that their medical care will not be affected if
they refuse to enroll in this trial. Participants will be able to
leave the triadl whenever they want to discontinue it. All
participantswill receive acompensation of 10,000 yen per clinic
visit (7 visitsin total).

Randomization

Randomization will be performed for eligible participants. They
will be allocated 1:1 to both arms—the CASC treatment group
and the control app group. Randomization will be performed
by a computer-generated random sequence with stratification
for smoking cessation medications.
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Table 1. Thelist of trial centers.
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Number Institution Prefecture
1 Ankou Medical Clinic Tokyo

2 Ayano Clinic Saitama

3 BOOCS Clinic Fukuoka Fukuoka
4 Chuo Naika Clinic Tokyo

5 Ebisu Garden Place Clinic Tokyo

6 Higashi-hie Naika Fukuoka
7 Hosoda Shinryojo (clinic) Tokyo

8 Inoue Naika Clinic | baraki

9 Kanda Clinic Tokyo

10 Keio University Hospital Tokyo

11 Kimura-Shiro Clinic Fukuoka
12 Kita Shin-Yokohama Naika Clinic Kanagawa
13 Mashibalin (clinic) Saitama
14 Maekawa Medical Clinic Kanagawa
15 Miyazaki RC Clinic Tokyo

16 Motosumiyoshi Kokoromi Clinic Kanagawa
17 Nakameguro Atlas Clinic Tokyo

18 National Center for Global Health and Medicine Tokyo

19 Nemoto Geka-Seikeigeka (clinic) Saitama
20 Nihonbashi Naika-Allegy Clinic Tokyo

21 Nomuralin (clinic) Tokyo

22 Odayaka Life Naika Clinic Saitama
23 Saitama City Hospital Saitama
24 Sawayama Naika-Sougoushinryou Clinic Fukuoka
25 Segawa Hospital Saitama
26 Shimizu Clinic Fusa Saitama
27 Shinjuku Research Park Clinic Tokyo

28 Sone Clinic Shinjuku Tokyo

29 TajimaClinic Tokyo

30 Tenjin Sogo Clinic Fukuoka
31 Ueda Naika Clinic Fukuoka

Intervention and Control

In addition to the 12-week standard treatment procedure for
smoking cessation [5], we will prescribe the CASC to the
treatment group. On the other hand, a control app will be
prescribed to the control group. The standard 12-week smoking
cessation treatment protocol provides 5 on-site examinations
and in-person counseling by a primary physician at each
outpatient clinic within 3 months.

CASC consists of a CureApp Smoking Cessation smartphone
app based on acloud system paired with a mobile CO checker

http://www.researchprotocols.org/2019/2/e12252/

for participants and a Web-based patient management software
for primary care physicians. Participantsin the treatment group
will install the app in their smartphones and then begin taking
afew minutes every day for watching avideo tutorial regarding
smoking cessation; in addition, participants from the treatment
group will keep a digital diary of quitting smoking, chat with
artificial intelligence (Al) nurse, and check their exhaled CO
concentration by the mobile CO checker at least once a day.
Physicians will be able to follow participants exhaled CO
concentration data and physical conditions through a secure
cloud system and review them during the clinic visits (Figure
2).
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Table 2. Thetrail assessment and evaluation schedule.
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Assessments Observational period At withdrawal
Day of registra- 2 weeks 4 weeks 8 weeks 12 weeks 24 weeks 52 weeks
tion (Day 1) (Day15) (Day29) (Day57) (Day 85) (Day 169) (Day 366)

Patients’ background ad

Tobacco Dependence O

Screener

Brinkman Index? 0

Fagastrom Test for Nicotine [

Dependence

12-item Frenchversionof [ d g O ad a ad

the Tobacco Craving Ques-

tionnaire

Kano Test for Social Nico- 0O ad O ad O

tine Dependence

Mood and Physical Symp- 0O ad ad g ad g ad

toms Scale

Exhaled carbon monoxide 0O O O ad O ad O ad

concentration

Status of nonsmoking O ad ad g ad

Status of device use

Adverse events O O O ad O

3Brinkman index=(number of cigarettes per day)x(number of smoking years).

Textbox 1. Inclusion and exclusion criteria.

Inclusion:

o Participants with Brinkman index=200
o  Participants who wish to quit smoking immediately

Exclusion:

o  Participants with severe mental illness

cessation therapy) outside the trial

«  Participants diagnosed with nicotine dependence (Tobacco Dependence Screener=5 points)

«  Participants who agree to receive the smoking cessation treatment program and sign the written consent form

«  Participants who can use a smartphone (operating system: Android 5.0 and above or iPhone 8.0 and above)

«  Participants who cannot come to their follow-up clinic visits during the 1 year
«  Participants who have started taking a smoking cessation medication within 1 year before the registration

«  Participants who plan to use any smoking cessation aids and participate in any kind of smoking cessation activities (not limited to smoking

«  Participants whose investigator or clinical trial doctor judged them to be unsuitable for participation in thistrial owing to other reasons

On the other hand, participants from the control app group will
be ableto perform only 6 basic functionsin their app asfollows:
(1) show the user guide (how to use the app); (2) enter their
profile and set the start date of smoking cessation; (3) display
the course of 5 visits during the 12-week treatment with a
summary of objectives of each visit; (4) show the date of next
appointment; (5) get the contact form for technical support; and

http://www.researchprotocols.org/2019/2/e12252/

RenderX

(6) display an app version, privacy policy, and other
administrative information. The other functions of the CASC
app will not beincorporated in the control app. The control app
will not include the mobile CO checker either. Note that exhaled
CO concentrationswill be measured by the medical staff at each
clinic visit regardless of the study groups, and these CO data at
the clinic will be used in the analysis of study outcomes.
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Figure 2. Overview of the"CureApp Smoking Cessation". CO: carbon monoxide; |oT: Internet of Things.

Participants with nicotine dependence

Mobile CO checker 3
loT device
connacted with s‘nartp"lcncs

N

The CASC, control app, and mobile CO checker delivered by
CureApp Inc. (Tokyo, Japan) should be carefully managed to
ensure they are not used outside the clinical trial at each medical
institution. A prescription code will be required to activate the
investigational device, and the control group app will beissued
by sponsors specific to each practicing medical institution; these
sponsors regularly (at least once a year) perform inventory
confirming there will be no usage of the app outside the trial.

Overview of the“ CureApp Smoking Cessation”
Smartphone app

The CASC smartphone app was developed at CureApp Inc.
supervised by the Division of Pulmonary Medicine, Department
of Medicine, Keio University School of Medicine. The app runs
on bothiOS and Android smartphones. Primary physicianswill
provide the app prescription code to participants at their
outpatient clinics. Participants will download the app through
their smartphones, activate the app entering the code, and enter
their baseline dataincluding age, sex, years of smoking, number
of cigarettes per day, prescribed medications (nicotine patch or
varenicling), and motivation and self-confidence regarding
smoking cessation. These datawill be securely sent to the cloud
storage, and the Al of our system will assemble tailor-made
smoking cessation programs suitable to each participant based
ontheir personal information. Personal datastored on the cloud
can bereviewed by primary physicians. The CASC app hasthe
following 4 main components to maximize the therapeutic
effects of pharmacological therapy and counseling provided by
health care professionals: (1) keeping asmoking cessation diary
(once a day); (2) lectures and educational videos helping its
users quit smoking; (3) interactive counseling by chat-bot (Al
nurse); and (4) daily measurement and recording of exhaled CO
concentration levels at home through a mobile CO checker.

Regarding aWeb-based personal computer softwarefor primary
doctors, it provides adatamanagement app from patients CASC
mobile apps and advice for physicians to follow the national
clinical guidelines appropriately.

http://www.researchprotocols.org/2019/2/e12252/
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Outcomes

The primary outcome of this study will be the biochemically
validated CAR from weeks 9-24. The success of smoking
cessation has been defined as (1) self-reported continuous
abstinence from weeks 9-24 and (2) exhaled CO concentration
no more than 10 ppm at both weeks 12 and 24. In current
smoking cessation programs, the CAR from weeks 13-24
drastically decreases, whereas our investigational device is
expected to prevent thisreduction by covering “treatment gaps’
to promote the retention of appropriate recognition and
behavioral changes. A single-arm prospective pilot study showed
that a CASC app, even without a mobile CO checker, had a
significantly higher CAR from weeks 9-24 than the historical
cohort that had received standard smoking cessation program
[16,17].

In addition, wewill evaluate the following secondary outcomes:
(1) 7-day point preval ence abstinence at weeks4, 8, 12, 24, and
52; (2) the CAR from weeks 9-12 and from weeks 9-52; (3)
changesin severa scoresrelated to smoking cessation, including
the Mood and Physical Symptoms Scale (MPSS) [18], 12-item
French version of the Tobacco Craving Questionnairetransl ated
into Japanese (FTCQ-12) [19], Kano Test for Social Nicotine
Dependence (KTSND) [20], and time to first |apse after initial
visit; (4) usage rates of smartphone apps; and (5) the presence
of product problems or adverse events.

Follow-Up Schedule

Table 2 shows the overall follow-up schedule of this trial. At
registration, patients background profile, exhaded CO
concentration, nicotine dependence, and smoking statuswill be
assessed using instruments such as the Tobacco Dependence
Screener [21], Brinkman index (multiplied by cigarettes per
day and years of smoking), Fagerstrém Test for Nicotine
Dependence (FTND), FTCQ-12, KTSND, and MPSS. The
background profile includes age, sex, body weight, years of
smoking, cigarettes per day, and medical history at theinitiation
of device use. Regular follow-up visits will be scheduled at 2
weeks (+7 days), 4 weeks (£7 days), 8 weeks (+14 days), 12
weeks (14 days), 24 weeks (£28 days), and 52 weeks (+28
days); during these follow-up visits, we will examine patients
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scoresregarding FTCQ-12, KTSND (after 8 weeks), and MPSS,
as well as exhaled CO concentration, status of nonsmoking,
status of device use, and adverse events. Adverse events and
concomitant pharmacological therapy will be recorded through
thetrial.

An independent monitoring staff will conduct on-site data
monitoring. In addition, the staff will review trial database to
confirm whether principal and subinvestigators at each clinic
performtheclinical trial according to the research proposal and
standard operation procedures, and data queries will be asked

if necessary.
Participant Withdrawal Criteria

Participants will be discontinued from follow-up visits for this
trial when they meet either of the following criteria (1)
participants request discontinuation; (2) researchers consider
discontinuation is necessary owing to severe adverse effects,
for example;, (3) the dligibility criteria was violated; (4)
significant deviation from the protocol occurred; (5) study
institution terminated trial participation because of good clinical
practice violation, for example; (6) participants’ further
follow-up visitsare considered very difficult to accomplish; (7)

continuing smoking even at the 9" week or participant no longer
intends to continue the smoking cessation program; (8) sponsor
cannot continue the trial; and (9) any other cause in which
researchers decide discontinuation is appropriate.

Sample Size

The primary endpoint will be the CAR from weeks 9-24. We
estimated conservatively 52.8% in the CASC treatment group
and 40.8% in the control group as the primary endpoint (CARs
from weeks 9-24) based on the survey of smoking cessation
[22]. Regarding the effect size, we referred datafrom aclinical
trial of maintenance therapy with varenicline [7], which
indicated that 24 weeks of varenicline therapy showed 12% of
additional abstinence rate than placebo in the total population.
Thus, we estimated that 24 weeks of the CASC intervention
could obtain additional effect of 12% on abstinence rate
compared with the control group. A sample size of 290 in each
treatment group will have 80% power using a chi-square test
with a 2-sided significance level of .05 (nQuery Advanced
8.2.1).

Statistical Analysis

All statistical analyses will be performed according to the
intention-to-treat principle and using 2-sided at a.05 significance
level. The baseline characteristicswill be described by the mean
and SD, median and quantiles (continuous variables), or
proportion (categorical variables). We will examine the
outcomes using the full analysis set. For the primary outcome,
wewill compare CARs from weeks 9-24 comparing the CASC
treatment group and the control group using alogistic regression
model adjusted for prescribed smoking cessation medications.
In addition, secondary outcomes at each defined period will be
evaluated with logistic regression analysis adjusted for
appropriate covariates between the groups. We will provide
descriptive statistics, odds ratios, 95% Cls, and P values for
each outcome. A statistical analysis plan detailing all statistical
computationswill be completed prior to thelock of the database.

http://www.researchprotocols.org/2019/2/e12252/
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SAS statistical software, version 9.4 or upper version (SAS
Ingtitute Inc), will be used for al the analyses.

Results

A total of 580 participants with nicotine dependence will be
recruited from October 2017 to September 2018 or until
recruitment is complete. The final 52-week follow-up will be
completed in October 2019. We expect that al trial resultswill
be available by the end of 2019.

Discussion

This is the first randomized controlled tria to evaluate the
long-term efficacy of CASC, a smoking cessation support app
for participants, which also includes a Web-based software for
doctors and a mobile CO checker. We expect that participants
inthe CASC treatment group, in addition to a12-week standard
smoking cessation program, will exhibit a significantly higher
CAR from weeks 9-24 than partici pantsin the control app group.

In recent years, several medical apps for smartphones have
shown better clinical outcomes compared with conventional
treatment [10-12]. These smartphone apps have also been
approved by the US Food and Drug Administration being used
in daily clinical practice. In terms of smoking cessation,
individuals who used CA SC smartphone app without a mobile
CO checker achieved 63% of the CAR from weeks 9-24
compared with those who did not use the app (historical control)
[15]. Clickotine, another smartphone app for smoking cessation,
also reached 30% of the abstinence rate at 8 weeks [23].
However, it remains unclear whether CASC including amobile
CO checker (which provides exhaled CO concentrationsfor the
user), evidence-based behavioral support, education, and
counseling programs for smoking cessation is effective for
mai ntai ning long-term abstinence rates in patients with nicotine
dependence.

We devel oped and used amobile Internet of Things (10T) device
to measure an exhaled CO concentration level in thistrial. A
level of exhaled CO concentration is a useful biomarker for
patients with nicotine dependence[5]. It hel psthem understand
how much harmful CO is accumulated in their body and how
steadily the harm is decreasing after smoking cessation. They
might fedl guilty for ahigh exhaled CO concentration level and
try to start quitting, and in another case, they could be
encouraged to keep quitting by seeing the decline of their CO
level [24]. These experiences could continuously motivate them
and improve adherence to the standard smoking cessation
program [25].

There are several benefits to including smartphone apps with
an loT device to clinical settings. First, a mobile app covers
treatment gaps between the outpatient clinic visits. It is
beneficial to continuously contact participants and keep
providing effective treatment programs, which could be one of
the most important points for the program success [10,13].
Second, medical |oT devicesenable usto easily gather biometric
information remotely. Patients no longer need to access their
outpatient clinics for testing; this might improve patients' total
adherence to the treatment program and could contribute to
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construct and promote “telemedicine” Third, the total
development costs of the app are much lower than that of
medical drugs or medical devices. These apps are highly
cost-effective and might reduce burgeoning medical costs[3].

Nomuraet al

people every year in Japan [3]. In addition, our device can be
a pioneer of the stand-alone programmed medical device with
better treatment outcomes. Improving medical outcomes with
mobile appsand devicesis challenging; however, it can become

a highly cost-effective treatment option in the near future. We
believe that CASC, which is a combination of a smartphone
app, a Web-based patient management software, and a mobile
CO checker, will beableto improvethe CAR, decrease smoking
prevalence and passive smoking, and reduce future total medical
costs, while preventing smoking-related diseases in the world.

Improving nicotine dependence treatment programs with
therapeutic smartphone apps and 10T devices is important in
terms of preventing chronic obstructive pulmonary disease,
cardio- and cerebrovascul ar diseases, and malignant tumors. In
addition, these mobile apps and devices can contribute to
preventing secondhand smoke, which killsapproximately 15,000
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Abstract

Background: Guidelines for the management of type 2 diabetes universally recommend that adults with type 2 diabetes and
obesity be offered individualized interventions to encourage weight loss. Yet despite the existing recommendations, provision
of weight management services is currently patchy around the United Kingdom and where services are available, high attrition
rates are often reported. In addition, individuals often fail to take up services, that is, after discussion with a general practitioner
or practice nurse, individuals are referred to the service but do not attend for an appointment. Qualitative research has identified
that the initial discussion raising the issue of weight, motivating the patient, and referring to services is crucia to a successful
outcome from weight management.

Objective: Our aim wasto evaluate the effectiveness of an Internet-based training program and practice implementation toolkit
with or without face-to-face training for primary care staff. The primary outcome is the change in referral rate of patients with
type 2 diabetesto National Health Service adult weight management programs, 3 months pre- and postintervention.

Methods: We used the Behavior Change Wheel to develop an intervention for staff in primary care consisting of a 1-hour
Internet-based el earning package covering the links between obesity, type 2 diabetes, and the benefits of weight management,
the treatment of diabetes in patients with obesity, specific training in raising the issue of weight, local services and referral
pathways, overview of weight management components/ evidence base, and the role of the referrer. The package aso includes
a patient pamphlet, a discussion tool, a practice implementation checklist, and an optional 2.5-hour face-to-face training session.
We have randomly assigned 100 practicesin al:1 ratio to either haveimmediate accessto all the resources or have access delayed
for 4 months. An intention-to-treat statistical analysis will be performed.

Results: Recruitment to the study is now complete. We will finalize follow-up in 2018 and publish in early 2019.

Conclusions: This protocol describes the development and randomized evaluation of the effectiveness of an intervention to
improve referral and uptake rates of weight management programs for adults with type 2 diabetes. At a time when many new
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dietary and pharmacol ogical weight management interventions are showing large clinical benefitsfor people with type 2 diabetes,
itisvital that primary care practitionersarewilling, skilled, and able to discuss weight and make appropriate referralsto services.

Trial Registration: ClinicaTrials.gov NCT03360058; https://clinicaltrials.gov/ct2/show/NCT03360058 (Archived by WebCite

at http://www.webcitation.org/74HI8ULfn)
International Registered Report Identifier (IRRID):

(JMIR Res Protoc 2019;8(2):€12162) doi:10.2196/12162

DERR1-10.2196/12162

KEYWORDS
obesity; primary care; medical education

Introduction

Scottish  Intercollegiate Guideline Network guidance
recommends that “ obese adults with type 2 diabetes should be
offered individualized interventions to encourage weight loss
(including lifestyle, pharmacological or surgical interventions)
in order to improve metabolic control” [1]. Despite the existing
recommendations, provision of weight management servicesis
currently patchy around the United Kingdom [2,3]. Where
services are available, high attrition rates are often reported [4].
In addition, individuals often fail to take up services even after
having seemingly agreed to do so. That is, after discussion with
a general practitioner (GP) or practice nurse, individuals are
referred to the service but do not attend for an appointment [5].

In the National Health Service (NHS) Greater Glasgow and
Clyde Health Board area of Scotland, thereare currently 25,109
patients with type 2 diabetes and abody massindex (BMI) =30

kg/m?, yet only 5855 patientswith type 2 diabetes were referred
to Glasgow and Clyde Weight Management Service from
2005-2014. Of those, only 1537 attended at the assessment
session and only 336 completed the program and lost at least 5

kg [4].

The Glasgow and Clyde Weight Management Service delivers
a specialist multidisciplinary, multicomponent, weight
management program throughout the Glasgow and Clyde area
of the United Kingdom. In an evaluation of the service, the
authors highlighted that 27% of the patients who are referred
to the program do not opt into the service [6]. This describes
patientswho arereferred viatheir GP practice and do not contact
the service to opt into an initial assessment. Similarly, Brook
et a [7] described initial uptake and engagement of a small
weight management program of 502 patients. In addition to
completing an extensive questionnaire, patients were requested
to call to make an appointment with the service personally. Of
those referred to the program, 46% did not opt in. Engaging
patientsin aweight management program isespecialy difficult,
even when the intervention is provided via the primary care
route. For example, the Counterweight Project, a weight
management program delivered via a GP practice, has been
taken up by severa practices in Scotland. However, after 2
years, onefifth of enlisted practicesfailed to enroll patientsinto
the program [8].
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An explorative focus group study concentrated on patients
experience of GP management of their weight problems and
highlighted how patients would prefer the GP to broach the
subject of weight management [9]. Patients were keen to have
weight management discussed even when it made them feel
embarrassed and they appeared reluctant. Participants
highlighted a lack of engagement from GPs regarding weight
in addition to poor knowledge regarding service resources for
obesity treatment. The authors highlighted the need for GPsto
acknowledge the efforts required for long-term lifestyle change
while shifting attention from shame to coping. Again, obesity
stigmawas reported, and the authors highlighted that vulnerable
feelings of failure could easily bereinforced by well-intentioned
advice. Judgmental attitudes were considered to be particularly
demeaning when they came from doctors. In fact, in a recent
study of public perceptions of weight-related language used by
heslth providers, 19% of participants highlighted that they would
avoid further contact and 21% would seek a new doctor if they
felt stigmatized about their weight from their doctor [10].

In fact, GPs may avoid discussion of weight management and
lifestyle change altogether as they may fedl that they have not
received appropriate training to provide effective counseling
[11], or they do not approach the subject if patients appear
ambivalent about behavior change [12]. Studies also highlight
the presence of system-level barriers such as a lack of time
during consultations [13]. Even when GPs do address matters
of weight-related behavior, there is often disagreement from
the patient that the topic has been raised. In a sample of 456
patients, 39% of patients disagreed with GPs' reporting about
the content of the discussion during consultations regarding
weight, diet, and physical activity. In particular, GPs reported
more occasions of discussing weight than patientsin 12.5% of
consultations [14]. Patients’ likeliness to engage in a weight
management program isalso influenced by practice endorsement
and opinion of the GP of the intervention available in addition
to other factors: clear understanding of the program, clear
understanding of the program goals, structured proactive
follow-up, and perception of positive outcomes [14].

Given theimportance of weight management for type 2 diabetes,
we sought to develop and evaluate an intervention to improve
referral rates and uptake of weight management programs for
patients with type 2 diabetes and co-existent obesity (Textbox
1).
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Textbox 1. PICOS summary.

Participants
Primary care practices in National Health Service Greater Glasgow and Clyde, United Kingdom (at least 1 clinician per practice)
Intervention

A 1-hour el earning program covering the benefits of weight management in type 2 diabetes, communication skillsfor raising the issue of weight with
patients, and safe management of diabetes during weight loss; patient information pamphlets; patients discussion aid; an implementation toolkit

Comparator

Primary care practices that did not get access to the intervention

Outcomes

Primary —theratio of referrals over 3 months before and after the Small Talk Big Difference intervention (allowing 1 month for completion)

Secondary — change in referral: uptake ratio; local enhanced service template completion (weight management discussed); changein local enhanced
service template completion; completion of lifestyle weight management phase (completion defined as 80% attendance); weight change (kg and %)
in lifestyle weight management phase for those attending >1 session; weight change (kg and %) at 1 year for all patients (data from annual diabetes
review)

Tertiary — diabetes medications at time of referral: % on weight gaining medications (sulphonylureas, thiazolidinediones, insulin); % on weight
neutral/reducing medications (GL P-1 agonists, metformin, DPP-1V inhibitors, SGLT2 inhibitors)

Exploratory —the effect of completion of training; change in referral rate analysis of those who completed Internet-based training only; when training
done was completed by GP only, by practice nurse only or both; change in referral rate in those where one practice member completed Internet-based
plus face-to-face training

Study Design
Individually randomized controlled trial

have an annua review appointment where behavioral change
ismeant to be discussed, it islikely that this would be the main
setting for a weight management referral .

Methods

I ntervention Development

The Behavior Change Wheel [15] was used as aframework to ~ Step 2: Selecting the Target Behavior
guide the development of the intervention. It provides @& Thisstep wasinformed by work carried out locally in Glasgow
systematic approach to better understand the behaviors and by Rhonda Wilkie (M Sc project, unpublished). Eleven patients
effectively target them. It describes 8 separate steps from  who had not taken up the offer of aplacein weight management
defining the problem through to mode of delivery [16]. were interviewed about their reasons for not doing so. A major
Step 1: Define the Problem in Behavioral Terms theme was the initial .d|scussmn \{wth a primary care health
. ) ! professional about weight and weight management (Textbox
Low numbers of patients with type 2 diabetes are currently 5y oher jssues that were raised by the patients such as service
being referred to weight management [4]. Low numbersof those g 65 (eg, time and place of theintervention) and administrative
who were referred take up the offer of aplaceintheintervention ;g (eg, not receiving invitations) were deemed outside the
and completeit. Referral would usually beby aGP or practice ool of the working group and were the subject of other
nurseinaprimary care setting. As patientswith type 2 diabetes 4o /g opment work within the Health Board.
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Textbox 2. Health professionals’ behaviors identified as potential targets and supporting quotes.

Not raising the issue of weight during a consultation or not doing so sensitively

. “l avoid going to my GP [general practitioner] asthefirst thing | hear is[that] | should lose weight, which upsets me as my GP knows how much

I’ve struggled...| have given up asking for help”

Not infor ming patientsthey had been referred to weight management or what that involved (accurate infor mation given)

«  “Ahh, she[GP] told methat | would be expected to attend for 2 years, every 2 weeks and eh, | wouldn’t be allowed to drop out, | had to guarantee
that | would stay on the program for 2 years...she did tell me it wasaclass of 16 or 17 people all discussing it.” (incorrect information)

«  “Onebus, two trains and whatever transport | required from Queens park station to unit...if | had been referred nearer to home, (i€) Johnstone or
Paisley, | certainly would have made the effort. Only | felt it ridiculous that a 71-year-old woman with health problems would be expected to
travel to adifferent place to get to from her residence” (incorrect information)

o “Em, I think they [GP] just described Orlistat or whatever thedrug is called and gave me aletter away with me. Hedidn't go into what the service

was or what you could do...

Not supporting and encour aging patientsto attend weight management and lose weight

«  “Lack of support from GP—I feltit wasaway of dismissing my weight concerns, he delegated hisresponsibility by giving me aphone number...|

have no support from my GP”

The target behavior selected was making “informed” referrals
to weight management of patientswith type 2 diabetesand high

BMI (=25 kg/m?) during annual diabetesreview and supporting
patients thereafter. It was felt that the impact of any behavior
changeishigh, and thereisapromising likelihood of being able
to modify the behavior. There is also the additiona benefit of
spill-over to patients who have obesity but not type 2 diabetes
and to other behavior change conversations such as smoking
cessation. The ability to measure such abehavior changeishigh
as the Glasgow and Clyde Weight Management Service uses
electronic referrals meaning it is possible to see how many
referrals are made, and “informed” can be inferred through
uptake and attendance.

Step 3. Specify the Target Behavior

The target behavior, making “informed” referrals to weight
management of patients with type 2 diabetes in primary care,
needs to be performed by GPs and practice nurses, in the GP
practice, during annual diabetes reviews, and during routine

http://www.researchprotocols.org/2019/2/e12162/

appointmentsif appropriate. The clinicians need to make more
referral sto weight management, approach the subject sensitively
and discussit more often, encourage patientsto take up referral
and attend, and bring up the topic with patients more than once
if required. They need to do this with every relevant patient
(once a year per patient), working as a team between GP and
nurse to decide who will do it.

Step 4: | dentify What Needs to Change

This step was informed by qualitative interviews carried out as
part of ahealth needs assessment by Public Health, NHS Greater
Glasgow and Clyde, between October and December 2012. A
total of 25 individuals were interviewed face to face and 2 by
telephone. Participants included General Practice (Practice
Nurses), Dietetics, Diabetes, Occupational Health, Cardiac
Rehabilitation, Community Health (Health Improvement Team),
Carers Service, Leisure Providers, and Rehabilitation. Table 1
outlines the components of the Capability, Opportunity,
Motivation, and Behavior (COM-B) model with representative
supporting quotations from the interviews where relevant.
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Table 1. The components of the Capability, Opportunity, Motivation, and Behavior (COM-B) model, identified behaviors, and the need for change.

COM-B components  What needs to happen for the target be-  Isthere aneed for change? Supporting quote(s)
havior to occur?
Physical capability i. None i.  No change needed i N/A?

Psychological capabil-
ity

Physical opportunity

Socia opportunity

Reflective motivation

Automatic motivation

Know local pathwaysand what else
needs to be done prior to referral
(eg, medication checks)

To inform the patient of what is
going to happen to them, referrers
should know components of effec-
tive weight management

Have accessto relevant patient ma-
terialsto supplement referral discus-
sions

Have access to referral forms for
weight management

Have time to discuss the topic and
make referral

Makeit part of the routine diabetes
consultation carried out by al the
practice team and the wider dia-
betes network

Triggersto prompt discussion about
weight and referral

To want to discuss weight manage-
ment and refer patients, feel that it
isan essential part of their job,
having confidence that they can
discussweight, and that it would be
good for their patients

Develop a habit of doing it

Yes, our qualitative research shows
that referrers do not know local
pathways or the components of ef-
fective weight management.

N/A

Yes, currently such materialsdo not
exist locally.

No, referralsare done electronically
viathe standard referral system.
Personal computers with this sys-
tem are availablein all consulting
roomsin primary careand referrers
will be used to using this system.
Yes, make the discussion format as
simple as possible to decrease the
time required. Referral systemis
already quick and simple to use.

Yes, would need to get everyone
who sees patients with type 2 dia-
betesin the practice all discussing
weight and making referrals. [deally
other practices (eg, within the
quality improvement clusters) will
also be doing this.

No, thereisalready aprompt in the
diabetes Chronic Disease Manage-
ment Framework for behavior
change, which includes recording
discussions on weight management
and referral to services.

Yes, our qualitative research shows
that there are issues with referrers’
motivation based on their beliefs
towards weight management, their
perceived role and belief in their
abilities.

Yes, given referral rates are so low,
itisclearly not yet ahabit to discuss
weight and refer patients during
annual diabetes review.

“1 don’t feel I've got the skills...it
issuch aspecidist field...to lose
weight is a big change. Sometimes
the only enjoyment these people
havein their lifeis actually food
and to try and turn that on its head
and see how they can support
themselves, | don’t fedl...| havethe
skills to do that effectively.”

“1 think further training would be
better, even going to weight manage-
ment classesto seewhat’sinvolved
so | could then tell the patient...it's
alright mesitting with apatient and
saying ‘you've got to lose
weight'...just more about healthy
eating, more in depth and if | was
referring someone more informa-
tion so | could then tell the patient,
the more information the better.”

N/A

N/A

“Often patients | deal with have so
many issues at one point in time,
they couldn’t possibly think about
dealing with weight management.
| think that maybe means that we
end up forgetting about it.”

N/A
N/A

“1 have no idea, that's the
truth...I'm limited in what | know.
| can sit and discussdiet but priority
inmy role, | don't know.”

N/A
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COM-B components  What needs to happen for the target be-
havior to occur?

Isthere a need for change?

Supporting quote(s)

Behavioral diagnosis .
of the relevant COM-
B components

Psychological capability andreflec- .
tive motivation are deemed to be
the most important, with some
changesrequired in physical oppor-
tunity, social opportunity and auto-
matic motivation. Getting to the
point where GPs and nurses want
to discuss weight management and
know how to discussit and how to
refer patientsis key to addressing
the problem

N/A

i. N/A

8N/A: not applicable.

Step 5: Identify I ntervention Functions

The affordability, practicability, effectiveness/cost-effectiveness,
acceptability, side-effecty/'safety, equity (APEASE) criteriawere
considered to select intervention functions. It was considered
that education and training, and to alesser degree environmental
restructuring, would cover the range of behaviors identified in
Step 4. Education was considered affordable, practical, and
acceptablewith ahistory of thisintervention working in similar
contexts. There are practical skills on the discussion of weight
management that can be taught, and it is possible to develop
patient materials that the referrers could have easily available.

Step 6: I dentify Policy Categories

Using APEASE criteria, policy categories were considered for
each of the selected intervention functions. Communication/
marketing and service provision (education), guidelines and
service provision (training), and guidelines and environmental/
social planning (environmental restructuring) all fulfilled
APEASE criteria

Step 7: 1dentify Behavior Change Techniques

We identified five behavior change techniques matching the
three intervention functions that were deemed necessary to
improve the making of “informed” referras to weight
management of patients with type 2 diabetes in primary care:
(2) information about health consequences, (2) prompts/cues,
(3) demonstration of the behavior, (4) instruction on how to
perform abehavior, and (5) adding objects to the environment.

Step 8: Mode of Delivery

Individual level and group face-to-face training and an
individually accessed e-learning website were the only modes
of delivery that met APEASE criteria. E-learning websiteswould
allow the intervention to be delivered to many people and isa
commonly used, acceptable mode of delivery in a health care
setting. Face-to-face training alows for more in-depth skills
training to be given.

http://www.researchprotocols.org/2019/2/e12162/

The Small Talk Big Difference (STBD) intervention comprises:

« al-hour Internet-based el earning package covering the
links between obesity, type 2 diabetes, and the benefits of
weight management, the treatment of diabetes in patients
with obesity, specific training in raising theissue of weight,
local services and referral pathways, overview of weight
management components/ evidence base, and the role of
the referrer (Figures 1-4)

- training on raising the issue, with focus on three key
components:

1 Ask: seeking permission from the patient to discuss
their weight

2. Assess determineif the patient thinksit important they
manage their weight and how confident they feel about
achieving weight loss; if the patient does not think it
important or is not confident, provide further support
and information and aim to discuss again in future

3. Assist: make a referral to weight management and
provide the patient with details of what will happen
next and any requirements from the patient at this stage

« Internet-based training, which includesreference to recently
published studies, case studies, and an interactive
conversation with multiple choice questions to select the
appropriate responses; learning will be assessed using end
of module multiple choice questions

- a patient pamphlet covering the benefits of weight
management in diabetes and what to expect during aweight
management program

« adiscussion tool with helpful facts and charts that can be
used to guide a discussion about weight in a patient with
type 2 diabetes

- apractice implementation checklist

- optional 2.5-hour face-to-face training building on the
Internet-based module by using experiential learning to
teach motivational interviewing techniques
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Figure 1. Welcome page from Small Talk Big Difference module showing the 4 available modules.

m il

Welcome

Welcome back

Figure 2. Screenshot from welcome video on Small Talk Big Difference eLearning platform.
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Figure 3. Screenshot from module on benefits of weight management in Small Talk Big Difference eLearning platform.

THE BENEFITS OF WEIGHT LOSS

Figure4. Screenshot from interactive video on communication skillsin Small Talk Big Difference eLearning platform.

Raising the Issue

Trial Objectives

Our ams are to (1) evauate the effectiveness of an
Internet-based training program and practice implementation
toolkit with or without face-to-face training for primary care
staff interms of patient attendance at NHS-funded adult weight
management services, and (2) gain clinician feedback about an
I nternet-based training program, practiceimplementation toolkit,
and face-to-face training on raising the issue of weight
management with patients with type 2 diabetes.

Trial Design
A randomized trial design will be used for this evaluation with

GP practices randomly assigned to one of the two arms
described. We will notify clinicians of the STBD package and

http://www.researchprotocols.org/2019/2/e12162/
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evaluation through primary care management, training forums,
and communications. If interested, the practices will be ableto
opt in to the STBD evauation via email. Once a practice has
expressed interest, they will then be randomized to one of the
two arms and either receive immediate access to the
Internet-based training and print materials or receive access 4
months later (with awareness that their referral rates will be
monitored).

The inclusion criteria for participants requires that they be GP
practices in NHS Greater Glasgow and Clyde that have a
contract for local enhanced services for long-term conditions
(ie, diabetes) and have aunique clinical database (ie, not shared
with another practice). Practicesclassified as“ 17¢” (those with
a separate NHS contract for long-term conditions) and those
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practices with a database shared with another practice (8
practicesin area) are excluded.

I dentification of Participants and Consent

Asthisis an evaluation study of avoluntary training program
offered to GP practices as part of the usua program of NHS
Health Improvement training, individual consent will not be
required. By logging in to the Internet-based training website,
practices will be agreeing to participate in the evaluation of the
effectiveness of thetraining. No practices, staff, or patientswill
be identified during the evaluation. This information is in the
letter instructing practices how to log into the training website.
Patient datawill be used to eval uate the outcomes of thetraining
program, but thiswill be at the level of the intervention (ie, by
GP practice) using health record linkage. The patient data and
practice ID will be anonymized and accessed via the NHS
Greater Glasgow and Clyde IT Safe Haven, so no individual
patient consent will be sought.

All practices will be informed about the available training via
communications from clinical directorsand other routine NHS
communication sources, which will explain the purpose of
STBD and provide contact details to use if they are interested
in completing the training. Those practices that do opt in will
be randomized to one of the two arms of the evaluation.
Practices gaining immediate accessto the I nternet-based training

Table 2. Trial schedule and timeline.

Brooksbank et al

will be emailed with instructions on how to accessthe site (Arm
1). They will also be sent a practice kit containing the print
materials designed to support implementation of STBD within
their practice. Those practices randomized to Arm 1 will be sent
optionsfor the supplementary face-to-face training onsand
instructions on how to book a place through NHS Greater
Glasgow and Clyde Health Improvement. Practicesthat express
an interest and are randomized to Arm 2 (ie, delayed accessto
the STBD training), will be notified by email that their
instructions for access will be available in 4 months. They will
be made aware that their referral data over the next 4 months
will be anayzed as part of the evaluation. A reminder
letter/email/ phone call will be sent/made to any practice that
opts in and does not access or complete the Internet-based
training module after 4 weeks.

It will be made clear within correspondence with practices that
completion of the training is entirely voluntary and that data
for referrals, weight management, and diabetes outcomes will
be examined to evaluate the impact of the new Internet-based
training, but neither individual practitioners nor practices will
beidentified in any output.

Trial Schedule
The schedule and timeline for the trial are outlined in Table 2.

Activity Owner

QOutcome Estimated timeline

Ad placed within primary care communica-
tion channels and forums

University of Glasgow and

NHS? Greater Glasgow and
Clyde

Randomization University of Glasgow

Practices notified of arm for evaluation University of Glasgow

Arm 1: Practices sent patient materials,
posters, and invited to complete Internet-
based training with or without face-to-face
training

NHS Greater Glasgow and
Clyde Health Improvement

Notification of completion of Internet-based
training (Arm 1)

University of Glasgow

Reminder notice/phone call University of Glasgow

Provision of face-to-facetraining (Arm 1) NHS Greater Glasgow and

Clyde Health Improvement
NHS Safe Haven

Accessto referral data

Comparison of changeinreferral rate (Arms  Statistician
1vs2)

Notify practice of training. Opt-in of prac- Oct 2017

ticesto evaluation

Randomized practices that opt into Arm 1
or 2 using Castor Electronic Data Capture

Oct 2017-Apr 2018

Practicesinformed if they areimmediate or
delayed access to training by email

Oct 2017-Apr 2018

Practicesrandomized to Arm 1 or 2 invited
to complete training

Oct 2017-May 2018

Website analytics notifies research team of
I nternet-based training completion by prac-
tice code

Oct 2017-Sept 2018

Practices not having compl eted the I nternet-
based training will be sent areminder and
a so the practice will be phoned once

Nov 2017-May 2018

Notification of attendees provided to NHS A study-specific face-to-face

team training session available
every 2 months Oct 2017-
Jun 2018

Statistician has remote access to Oct 2018

anonymized dataviaavirtua private net-

work

Report of results Dec 2018

3NHS: National Health Service.
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Randomization

Practices will be randomized to immediate or delayed
intervention using the Internet-based random all ocation software
(Castor Electronic Data Capture) using permuted random block
sizes of 4.

Outcome M easures

The primary outcome is change in primary care referral rate to
an adult NHS weight management service. Using datafrom the
weight management database held by NHS Greater Glasgow
and Clyde, the ratio of referrals over 3 months before and after
the STBD intervention (allowing 1 month for completion) will
be calculated. Secondary outcome measures include changein
referral, including uptakeratio, local enhanced service template
completion (weight management discussed); change in local
enhanced service template completion; completion of lifestyle
weight management phase (completion defined as 80%
attendance); weight change (kg and %) in lifestyle weight
management phase for those attending >1 session; and weight
change (kg and %) at 1 year for al patients (data from annual
diabetes review). Tertiary outcomes include diabetes
medications at time of referral, that is percentage on weight
gaining medications (sulphonylureas, thiazolidinediones,
insulin), and percentage on weight neutral/reducing medications
(GLP-1 agonists, metformin, DPP-1V inhibitors, SGLT2
inhibitors). Exploratory analyses (before and after) will be
carried out to look at the effect of compl etion of training; change
inreferral rate analysis of those who completed I nternet-based
training only; when training done was completed by GP only,
by practice nurse only or both; and change in referral rate in
those where one practice member completed | nternet-based plus
face-to-face training.

Sample Size

A feasihility study was completed during which five practices
(from arange of current referral rates to weight management
services and deprivation areas in NHS Greater Glasgow and
Clyde) were provided with access to the STBD e-learning
program in June 2016. A GP and practice nurse from each
attended a 2.5-hour face-to-face training session, and the
practices were provided with the implementation toolkit. The
referral rate to uptake was assessed for the 3 months prior to
the STBD training (March-May 2016), 3 months post- STBD
training (October-December 2016), and the same 3 monthsin
2015 (October-December 2015). We saw anincreasein referrals
of 50% compared to same period the year before (n=8 and 15
referralsrespectively) and 88% compared to previous 3 months
(n=10and 15 referral srespectively) after the STBD intervention.
Two practices did not make any referralsin theimmediate time
period analyzed prior to the intervention. As a result of this,
together with the small number of feasibility practices, it was
difficult to make a formal power calculation. The effect
compared to same period 12 months before was 1.5 (SD 1.21);
effect compared to 3 months previous was 1.88 (SD 0.38). A
sample size of 80 per group would give 80% power to detect a
difference of 0.5 in the change in referra rate based on a
hypothetical SD of 1.12.
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Statistics
Comparisons between study arms will be by independent

two-sample t tests or appropriate honparametric equivalents
using the prespecified comparisons.

Study Closure

Theevauation will end 15 months after the practicesareinvited
to participate, to allow time for training, changes in practice,
and patient attendance at services.

Data Handling

We have prepared a custom electronic case report form for the
purposes of randomizing the practicesto immediate or delayed
accessto STBD training at the point of opting in. Theremaining
datafor useinthisevaluation will befrom routine health records
(ie, weight management and diabetes care). Accessto these data
will be via the NHS Greater Glasgow and Clyde Safe Haven
(already approved by the Local Privacy Advisory Committee).
The data will be fully anonymized and accessed via a virtua
private network. Access will be only for the duration of the
analysis of the data for the evaluation.

Review of the E-L earning, Patient M aterials, and
Evaluation

The STBD training and patient materials packages were
developed over 2 years. The contents of the materials were
developed by the NHS clinical team including a consultant
physician, a GP, a consultant psychologist, specialist dietitian,
and a health improvement specialist. Review has been extensive
with patient materials reviewed by 7 patient volunteers (with
type 2 diabetes and co-existing obesity), the training materials
were reviewed by 3 gpeciadist dietitians and 3 heath
improvement specialists, and then by 8 GPs who are based
outside of NHS Greater Glasgow and Clyde. All materialswere
extensively reviewed by medical and marketing staff from
AstraZeneca and Merck Sharp & Dohme to ensure they
complied with the Association of British Pharmaceutical
Industry code of practice. Evaluation plans had oversight from
the evaluation team within NHS Greater Glasgow and Clyde
Public Health. After the pilot study was conducted, the
elearning was independently reviewed and approved for
continuous professional devel opment pointsfrom both the Royal
College of Nursing and the Roya College of General
Practitioners.

Approvals

Favorable ethical opinionwasreceived from London—Bromley
Research Ethics Committee. Sponsorship and management
approval werereceived from NHS Greater Glasgow and Clyde.
NHS Greater Glasgow and Clyde and Glasgow University
Insurance and Indemnity will apply.

Results

Thefirst invitationsfor this eval uation were emailed in October
2017. Recruitment for thistrial closed in April 2018. Asthere
was an extremely large response to the single invitation email
from the Primary Care Diabetes Lead sent in March 2018, to
avoid discouraging willing practices we decided to extend the
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tria toinclude 100 practices (50 per arm). Follow-up isongoing
and linkage of practice data with referral data was completed
by October 2018. It is expected that the trial will report in early
2019.

Discussion

Principal Considerations

While the concept of providing training in behavior change
techniques and of promoting referralsto services such asweight
management to staff working in primary careisnot new, to date
there have been no interventions that have been evaluated to
assess if they are effective at improving rates of referrals and
clinical outcomesfor patients[17]. While the primary outcomes
will be changeinreferral ratesto weight management, secondary
outcomes will include weight change and diabetes medications
outcomesfor referred patients, obtained viahealth record linkage
and de-anonymized. This trial comes at a time when there is
strong interest both in weight management for people with type
2 diabetes and in reducing weight stigma in hedth care
interactions and more widely. New interventions for weight
management and type 2 diabetes show very promising results
[9,18,19]; however, they are Phase 2 and 3 trial s with recruited
volunteers. The chalenge occurs when moving these
interventions to real-world settings. To access the benefits of
such new interventions, the patients' usual care providers,
normally primary care, will have to raise the issue and discuss
weight, weight management, and know how and where to refer
patientsto. Unlessthisbecomes universal, therewill beinequity
of access to these promising new treatments.
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The trial is an evaluation of an intervention that has been
developed and delivered by the health care teams usually
responsible for delivering practitioner education. All email
communications inviting practices to participate were sent by
the usual primary care communication channels in the usual
weekly newsletters. There was no separate consent process and
no research visits or assessments. The entire process has been
true to how it would be delivered outside of the intervention.
By including 100 of 260 practicesin the area, we believe it will
be representative of primary care, rather than just an interested
few practices.

Limitations

One current limitation is the lack of a detailed process
eva uation. We have some useful data available such as details
of who has accessed the website and completed each of the
modules, records of any requestsfor additional patient pamphlets
or other materials, and full details of referral, uptake, and
compl etion of weight management al ongside el ectroni ¢ diabetes
care records. If the intervention is not shown to be effective, it
will be important to better understand what contributed to that
lack of success, probably requiring interviewswith practitioners
and patients and even observation or recording of consultations.

Conclusion

We hope that if this evaluation shows that the Small Talk Big
Difference intervention is effective, it will be shared with other
health bodies across the United Kingdom and beyond for wide
dissemination. Itislocally editable and easy to update, meaning
that it could be modified to fit other health systemsif required.
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Abstract

Background: Excess weight is a major risk factor for chronic diseases. In Australia, over 60% of adults are overweight or
obese. The overconsumption of energy-dense nutrient-poor (EDNP) foods and low physical activity (PA) levels are key factors
contributing to population obesity. New cost-effective approaches to improve population diet and PA behaviors are needed.

Objective: This 1-year randomized controlled trial (6-month intervention and 6-month follow-up) aims to investigate whether
atailored intervention using mobile technology can improve diet and PA behaviors leading to weight loss in adults (aged 18-65
years) who are overweight or obese and recruited through a social marketing campaign (LiveLighter).
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Methods: All eligible participants will provide data on demographics and lifestyle behaviors online at baseline, 6 months, and
12 months. Using two-stage randomization, participantswill be allocated into one of three conditions (n=200 per group): tailored
feedback delivered viaemail at seven time points, informed by objective dietary (mobile food record app) and activity (wearable
activity monitor) assessment; active control receiving no tailored feedback, but undergoing the same objective assessments as
tailored feedback; and online control receiving no tailored feedback or objective assessments. Primary outcome measures at 6
and 12 months are changes in body mass, EDNP food and beverage consumption, and daily moderate-to-vigorous PA (measured
via accelerometry). Secondary outcomes include change in fruit and vegetable consumption, daily sedentary behaviors, and cost
effectiveness.

Results: Enrolment commenced in August 2017. Primary outcomes at 12 months will be available for analysis from September
2019.

Conclusions: Tailored email feedback provided to individuals may deliver a cost-effective strategy to overcome existing barriers
to improving diet and PA. If found to be successful and cost effective, upscaling this intervention for inclusion in larger-scale
interventionsis highly feasible.

Trial Registration: Australian New Zealand Clinical Trials Registry ACTRN12617000554369; https.//www.anzctr.org.au
/Trial/Registration/Trial Review.aspx?1d=371325& isReview=true

International Registered Report Identifier (IRRID): DERR1-10.2196/12782

(JMIR Res Protoc 2019;8(2):€12782) doi:10.2196/12782

KEYWORDS

obesity; diet; physical activity; sedentary; digital behavioral interventions; health behavior; wearable activity monitor; mHealth;

eHealth; mobile food record

Introduction

Background

Excessweight isamajor risk factor for chronic disease. Recent
data indicate that more than 63% of Australian adults are
overweight or obese, with higher rates observed in menthanin
women (68% versus 55%) [1]. Thefiveleading attributablerisk
factors for burden of disease in Australia are poor diet, high
body massindex (BM1), tobacco smoking, high blood pressure,
and insufficient physical activity (PA) [2]. Of thesefactors, diet
and PA are recognized as key factors for achieving energy
balance in the complex devel opment of overweight and obesity
[3]. The2011-2012 National Nutrition Survey reported that just
over half of the adults met the recommendations for two serves
of fruit, and only 7% met the recommended intake of five serves
of vegetables[4]. Furthermore, 35% of the daily energy intake
consumed was from “ discretionary foods’ (foods considered to
be of little nutritional value; often high in saturated fats, added
sugar, and salt; and alcohol or “junk” foods) [4]. With respect
to PA, in 2011-2012, just 40% of adults met the recommended
30 minutes of daily moderate-to-vigorous PA (MVPA), and
only 19% of adults achieved the recommended 10,000 steps
per day [5]. Equaly concerning, given the link between
sedentary behavior, chronic disease, and obesity, 30% of adults
reported engaging in more than 5 hours of sedentary leisure
activity each day [5].

Interventionsin Overweight and Obese Populations

Key components of effective nutrition and PA behaviora change
interventionsinclude self-monitoring, feedback on performance,
and goal setting [6-11]. More recently, there has been a move
towards digital interventions utilizing mobile technology (eg,
mobile apps and short message service [SMS] messaging) to
improve population reach, real-time data collection, and
feedback delivery [12]. Cost efficiency is a major potential

http://www.researchprotocols.org/2019/2/e12782/

strength of such interventions, and the challenge of ensuring
design and implementation is supported by strong theoretical
constructs. Although aplethoraof healthy eating and weight-loss
apps have become available, many lack behaviora strategies
in their design [13]. A qualitative review of effective
technol ogy-based weight-loss interventions identified five key
features related to effectiveness: self-monitoring, positive
feedback, social support, controlled program content, and
individually tailored feedback [14].

Tailored nutrition and PA interventions have shown promise
for behavioral change; nonetheless, the effect size has been
small, and most interventions thus far lack objective measures
of PA [15-18]. Typically, feedback on behavior changeistaken
from self-report questionnaires, limiting the scope and relevance
of individual diet and PA feedback. With the rapid advancesin
digital technologies, aternative mediums for delivery of
information are now possible, including the use of images and
other visual eements [19]. Therefore, interventions
incorporating digital features provide a platform to test this
concept and address concerns raised about the lack of models
toinform the design of digital behaviora interventions[20,21].
For instance, a 6-month tailored intervention using the mobile
food record (mMFR) app for dietary assessment and tailored
feedback improved the diet of young adults[22]. Features such
as usability and willingness to continue to use apps may
contribute to greater engagement and motivation enhancement
by participants [20]. To date, few digital interventions have
addressed both diet and PA behaviorstogether in an overweight
population [9,23,24]. A unique aspect of thisstudy isthe detailed
assessment of dietary intake and PA behaviorstoinform tailored
feedback.

Aim
This study will use mobile technologies to undertake detailed
assessment of dietary intake and PA behaviors and use these
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data to formulate personalized tailored feedback for study
participants. The overall aim of this 1-year randomized
controlled trial (RCT) is to investigate whether a tailored
intervention using mobile technology can improve diet and PA
behaviorsin adultswith overweight or obesity, recruited through
the LiveLighter social marketing campaign in Perth, Western
Australia.

Methods

Study Design

This study is a 1-year RCT with a 6-month intervention and
6-month follow-up. Individuals who enroll viathe LiveLighter
website [25] will be invited to participate and, if eligible, will
be randomized to one of three groups. (1) tailored feedback
delivered viaemail at seven time points informed by objective
dietary intake (mFR app) and activity (wearable activity
monitor); (2) active control receiving no tailored feedback, but
undergoing the same objective dietary and activity assessment
astailored feedback; and (3) online control receiving no tailored
feedback or objective assessments (Figure 1). All groups will
have accessto publically available resourcesviathe LivelLighter
website. The inclusion of the online control group will
distinguish monitoring and tailoring effects from those elicited
by exposure to the LiveLighter socia marketing campaign and
website materials. The project protocol has been approved by

http://www.researchprotocols.org/2019/2/e12782/
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the Curtin University Human Research Ethics Committee
(approval number HR61/2016) and registered with the

Australian  New Zealand Clinica Trials Registry
(ACTRN12617000554369).
Recruitment

Participants in the Perth metropolitan area will be recruited
using the LiveLighter website [25], LiveLighter socia media
campaigns, letter-box drops, and radio interviews directing
interested individuals to further information and study
registration on the LiveLighter website (Western Australia).
Potential participants will complete an online consent and
screening questionnaire. Staggered recruitment will take place
over a 12-month period. To be €eligible, participants must be

aged 18-65 years, haveaBM | = 25 but <40 kg/m?, own amobile
telephone (iPhone or Android phone), be able to engage in
regular PA, haveinternet access, and be availableto visit astudy
center in metropolitan Perth. Participants will be excluded on
the basis of serious illness or medical conditions including
diabetes requiring insulin, renal disease, liver disease; weight
loss > 4 kg in the previous 2 months; appetite suppressant use,
weight lass, or hormone-replacement medi cation use; pregnancy
or current breastfeeding; current tobacco smoking; daily acohol
consumption > 5 standard drinks; prior or planned weight loss
surgery; and regular use of an activity monitor in the previous
12 months.
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Figure 1. Study design with randomization to three groups. TF: tailored feedback; AC: active control; OC: online control.
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Randomization

A two-staged block randomization will be used with allocation
concea ment from the active research team viathe use of sealed
opaque envelopes. The first randomization will be in blocks of
six, with separate sex randomization. Second randomization
will bein blocks of four, again with separate sex randomization.
Eligible participants will be notified via email and invited to
complete an online demographic and lifestyle behaviors
guestionnaire, as detailed in Table 1, prior to stage 1
randomization to either online control (n=200) or face-to-face
(n=400) groups. Stage two randomization will occur at the
second study visit to assign face-to-face participants to either
tailored feedback or active control. Due to the nature of the
intervention, itisnot possibleto blind participants or researchers
to the intervention group postallocation. Sequence generation
will be conducted by a biostatistician not involved in the
implementation of the trial on site using a randomization table
created in Stata (version 15, StataCorp, College Station, TX).
The electronic file will be kept in a secure password-protected
server by the statistician.
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Data-Collection Procedures

Following stage 1 randomization, tailored feedback and active
control participantswill beinvited to attend two data-collection
sessions with the research team, approximately 1 week apart.
At the first baseline visit, participants will receive training in
the use of the 4-day mFR [26-28] and hip-worn GT3X+
accelerometer (Actigraph, Pensacola, FL). During the second
study visit, participants will return their accelerometer and be
interviewed to clarify the content of their mFR images. At this
visit, height, body mass, waist, and hip girth will be measured
according to the standard protocol [29], and an aerobic fitness
test (6-minute walk test) will be conducted [30]. The same
assessments will be repeated at 6 and 12 months, along with
additional online assessments for all groups (Table 1) at the
same time points. All participants will have access to the
LiveLighter website resources throughout the intervention and
will be encouraged to use the materials that include
evidence-based healthy recipes and meal plans[25].

Research Study Database

A purpose-built research study database will be devel oped based
on findings from prior research [44] using a Microsoft Access
database platform to track the progress of the study participants
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at time pointsoutlinedin Tables 1 and 2. The database will have
the functionality of sending autogenerated emails containing
study information and links. To track progress of the tailored
feedback group requiring face-to-face visits, information
regarding upcoming appointment date and time and relevant
survey URL swill be sent using autogenerated emails. Toremind
participants of upcoming appointments, email and mobile SMS
prompts will be sent from the study database using “Email to
SMS’ technology.

An online survey tool (Qualtrics) will be used to capture
demographic information as outlined in Table 1. The study
database will have the functionality of importing data to
automatically update participant status with respect to their
study compliance. The system will prompt remindersviaemail
and SMS for participants who have not yet completed their
tasks.

Dietary Assessment

For the face-to-face (active control and tailored feedback)
groups, diet will be recorded using the mFR app with inclusion
of afiducial marker (an object of known shape, size, and color)
[26] in the image to aid in portion size estimation. “Before
eating” and “after eating” images of al foods and beverages
consumed over four consecutive days, including one weekend
day, will be captured at baseline, 6 months, and 12 months for
each participant. In addition, at 6, 12, 18, and 24 weeks, the
tailored feedback group will complete al-day mFR to encourage
self-monitoring of food intaketo facilitate feedback. All images
will be automatically uploaded to a secure cloud server residing
on the Curtin University Bentley campus via Wi-Fi or 3G/4G
network. All imageswill be assessed by aresearch dietitian for
serves of fruits, vegetables, and energy-dense nutrient-poor
(EDNP) foods and beverages according to the Australian Guide
to Healthy Eating standard serves (one serve=600 kJ) [45].

http://www.researchprotocols.org/2019/2/e12782/

Halseet d

Physical Activity Assessment

Physical activity and sedentary behavior will be assessed with
ahip-worn Actigraph GT3X+ accel erometer to quantify change
inaverage MV PA and sedentary timefor the face-to-face (active
control and tailored feedback) groups. The accelerometer will
also enable the assessment of seep. The participants will be
instructed to wear the accelerometer on their right hip 24/7 for
7 consecutive days. Commonly used cut-off pointswill be used
to classify each minute of accelerometer data as sedentary (<100
counts per minute) [46], light intensity (100-1951 counts per
minute), moderate intensity (1952-5724 counts per minute), or
vigorous intensity (>5724 counts per minute) [47].

A wrist-worn activity monitor (Fitbit Charge 2) will be provided
to the tailored feedback group to enable 24/7 continuous self-
and researcher monitoring of step count, MVPA, and hourly
movement to inform PA feedback. Participants will be asked
to wear the monitor at night to enable the assessment of sleep.
With informed consent, activity monitor data will be
automatically imported into a back-end research platform
(Fitabase) to facilitate PA behavior datamonitoring, extraction,
and analysis by researchers.

I ntervention Content

Intervention content for diet and PA will be informed by
evidence-based guidelines [48-50] to support weight loss
through reduced energy intake and increased PA. The behavioral
intervention technology framework Capability, Opportunity,
Motivation, and Behaviour (COM-B) model; self-determination
theory; and previous research will guide the development of
intervention behavior-change strategies [20,22,51,52]. These
include self-monitoring, goal setting, motivation enhancement
(including positive reinforcement in tailoring communications
and incentives), and feedback to increase likelihood of
engagement [52]. To refine theintervention features and content,
formative focus group studies with 56 consumers and health
professional s were conducted prior to the intervention.
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Table 1. Frequency of assessment of variablesin the ToDAy study for the tailored feedback, active control, and online control groups.

Variables Group Baseline 6 months 12 months
Health status EQ-5D? a 5-item scale to assess utility and health-related quality of ~ TF°, AC, o Yes Yes Yes
life[31]

Height and body mass (self-report) TF, AC, OC Yes Yes Yes
Height, body mass, body mass index, waist, and hip girth® TRAC Yes Yes Yes
Sociodemographics and personal characteristics assessed via questions on sex, age, TF, AC, OC Yes Yes Yes

eating behavior, educational level, country of birth, ethnicity, socioeconomic status,
and financial status

Australian eating survey, an online food frequency questionnaire with optionsfor ~ TF, AC, OC Yes Yes Yes
automated dietary feedback previously validated in adults [32]

Dietary intake assessed by 4-day mFR' TR AC Yes Yes Yes
Mobilefood record usability to assess user feedback and method preference[33,34] TF, AC Yes Yes Yes
Three-factor eating survey to measure factors associated with eating behavior: cog- TF, AC Yes _9 —

nitive restraint of eating, disinhibition, and hunger [35]

Self-reported physical activity assessed via The International Physical Activity TF, AC, OC Yes Yes Yes
Questionnaire (short form) [36]

Cardiorespiratory fitness determined by distance covered in the 6-minute walk test  TF, AC Yes Yes Yes
to assess change in submaximal exercise capacity [30]

Physical activity and sedentary behavior assessed with GT3X+ Actigraph accelerom- TF, AC Yes Yes Yes
eter to quantify change in average minutes of moderate-to-vigorous physical activity
and sedentary time

Sleep-quality assessment using the Pittsburgh Sleep Quality Index seven-component  TF, AC — Yes Yes
evaluation of sleep quality, latency, duration, habitual sleep efficiency, sleep distur-
bances, use of sleeping medications, and daytime dysfunction over the previous

month [37]

Depression, anxiety, stress scale, with 21 self-report items to assess severity of de-  TF, AC, OC Yes Yes Yes
pression, anxiety, and stress [38]

Fear of negative evaluation, with twelve 5-point items to assess concern about being  TF, AC Yes — —
perceived unfavorably [39]

Social desirability to measure socia approva and acceptance [40] TF, AC Yes — —
Habit Index Score [41] TF, AC Yes Yes Yes
Weight-loss history, an 8-item tool to assess previous weight-loss history [42] TF, AC, OC — — —
Technology use questionnaire to assess duration and frequency of technology use ~ TF, AC, OC Yes Yes Yes

indicative of sedentary behaviors[43]

Feedback evaluation questionnaire for activity-monitor usability, physical activity, TF — Yes Yes
and dietary feedback evaluation

3EQ-5D: EuroQol-5D.
®TF: tailored feedback.
CAC: active control.
doC: online control.

CHeight measured in centimeters via stadiometer using stretch stature method, body mass measured in kilograms viaweighing scalein minimal clothing
at similar time of the day, body mass index calculated as kilogram per meter squared, waist measured in in centimeters via tape at the narrowest point
between the lower costal border and iliac crest, and hip girth measured viatape at the level of the greatest posterior protuberance.

fmFR: mobile food record.
9INot assessed.
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Table 2. Overview of frequency, content, and technique of tailored email feedback for diet and physical activity behaviors.

Feedback frequency ~ Feedback content Behavior-change techniques [52]
Diet Physical activity
2 weeks e 4-dsummary (average + range) «  Introduction of movementgoalsand «  Instruction on how to perform the
from mFR® showing average daily wearable activity monitor guide behavior
serves (kilojoule equivalent) for 7-d summary (a/ef;ge +range) for ?ﬁdb:gk on be;avgr
. ailored personalized message
EDNP foods, sugary drinks, and :g\),g,?]gi MVPA. and hourly Prompt self-monitoring of behavior
alcohol :
- Example ADG serves for EDNP Tailored feedback + guidance based Goal setting - -
foods, sugary drinks, and alcohol on movement goal achievement !Dlscrepancy o o ent et
» =799 . gy (not met, almost met, and met) ior and recommendations
«  mFR food images showing partici-
pants the source of their EDNP
foods, sugary drinks, and alcohol
serves
o  Tailored feedback + goalsbased on
key messages: avoid EDNP foods,
avoid sugary drinks, avoid alcohol
4 weeks o Weight loss goa of 10% 7-d visual summary of challenge Review behavior goal
e 4-dsummary (average + range) movement goal, with comparison Feedback on behavior
from mFR showing average daily to goal target Action planning
serves for fruit and vegetables Activity tips to assist with weight Prompt self-monitoring of behavior
o Example ADG servesfor fruit and loss linked to movement goals Discrepancy between current behav-
vegetables ior and recommendations
«  mFR food images showing partici-
pants the source of their fruit and
vegetable intake
«  Tailored feedback against recom-
mended serves + goals to increase
fruit and vegetable serves
6 weeks e 1-d summary from 6-wk mFR Review of the movement goals Review behavior goals
showing daily serves of EDNP 7-d summary (average + range) for Self-comparison
foods, sugary drinks, alcohol, and step count, MVPA, and hourly Feedback on behavior
fruits and vegetables movement Tailored personalized message
o  Comparison against baseline diet Comparison with baseline activity Prompt self-monitoring of behavior
«  mFR food images showing partici- for each movement goal Goal setting
pants the source of their EDNP Tailored feedback + guidance based Discrepancy between current behav-
foods, sugary drinks, alcohal, fruits, on movement goal achievement ior and recommendations
and vegetables (not met, almost met, and met)
«  Tailored feedback against recom-
mended serves + goals targeting:
« Avoidor limit EDNPfoods, sugary
drinks and alcohol
o Eatlessat meals or snacks (except
for fruit and vegetables)
« Eatlessoften (eg, limit snacking)
12 weeks e 1-d summary from 12-wk mFR Reiteration of energy deficit goal + Review of outcome goal

showing daily serves of EDNP
foods, sugary drinks, alcohol

mFR food images showing partici-
pantsthe examples of meal or snack
behaviors

Tailored feedback + goalstargeting:

Eat less at meals or snacks (except
for fruits and vegetables)
Avoid or limit snacking

instruction on how to create an en-
ergy deficit via energy output

7-d summary (average + range) of
MVPA goal

Tailored feedback + guidance based
on movement goal achievement
(not met, almost met, and met)
Translation of MVPA into energy
output

Review behavior goal

Feedback on behavior

Tailored personalized message
Prompt self-monitoring of behavior
Goal setting

Discrepancy between current behav-
ior and recommendations
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Feedback frequency  Feedback content Behavior-change techniques [52]
Diet Physical activity
18 weeks « Reiteration of dietary goadls+in- «  Reiteration of energy-deficitgoal «  Review of outcome goal
struction on how to create an energy +instructiononhow tocreatean «  Review behavior goals
deficit from diet (eg, reduction in energy deficit viaenergy output «  Feedback on behavior
EDNP food serves) o 7-dsummary (average + range) of .  Tailored personalized message
« Reiteration of “what’s a serve of MVPA goa o  Goal setting
EDNP foods’ »  Tailored feedback + guidancebased .  Discrepancy between current behav-
«  Reminder of dietary goals + sugges- on movement goal achievement ior and recommendations
tions on how to achieve them: (not met, almost met, and met)
. A\_/oid or limit EDNP foods, sugary ' ZL?Siaﬂ on of MVPA into energy
drinks, and alcohol «  Reminder of movement goal targets
»  Eatlessat meals or snacks (except linked to creating an energy deficit
for fruit and vegetables)
«  Eatlessoften (eg, limit snacking)
6 months e 4-dsummary from 6-mo mFR « Facetofacevistsummary:compar- .  Review behavior goals
showing daily serveswith compari- ison with baseline (body massand «  Self-comparison
son against baseline diet aerobic fitness) «  Feedback on behavior
« mFRfood images showing partici- «  7-d visual summary (average) for «  Tailored personalized message
pants the source of their EDNP step count, MVPA, and hourly o Prompt self-monitoring of behavior
foods, sugary drinks, alcohal, fruits, movement + comparison with o Goal setting
and vegetables baseline for each movement goal «  Discrepancy between current behav-
o Tailored feedback against recom- «  Future goal setting for translation ior and recommendations
mended serves + goals targeting: phase
. A\_/oid or limit EDNPfoods, sugary ’ ;2 Ir? ;Eﬂg;'dbzggs g?] Eggtt?n?;(k €
drinks, and alcohol score
o Eatlessat mealsor snacks (except
for fruit and vegetables)
«  Eatlessoften (eg, limit snacking)
«  Tailored support for unhelpful be-
haviors: Emotional/restrained/un-
controlled eating (identified in the
three-factor eating questionnaire)
o  Tailored feedback on how to make
ahealthy diet habitual based on
habit index score
12 months e 4-dsummary from 12-mo mFR o  Faceto-facevisittabulatedsumma- «  Review behavior goals

showing daily serves with

comparison against baseline

Tailored feedback against recom-
mended serves + target goals

ry: comparison with baseline and 6
mo (body mass and aerobic fitness)
7-d visual summary (average) for
step count, MV PA, and hourly
movement + comparison with
baseline and 6 mo for each move-
ment goal

Future goal setting for translation
phase

Self-comparison

Socia comparison with study par-
ticipants

Feedback on behavior

Tailored personalized message
Prompt self-monitoring of behavior
Goal setting

Discrepancy between current behav-
ior and recommendations

3mFR: mobile food record.

bEDNP; energy-dense nutrient poor.
CADG’ Australian Dietary Guidelines.
IMVPA: moderate-to-vi gorous physical activity.

At randomization, tailored feedback participants will be
informed of feedback email frequency and content and that they
may opt out of correspondence at any time by informing the
research team. Email templates will be developed for each of
the seven time points, containing personalized dietary and PA
feedback content for each participant. Feedback will be
consistent with communicationsfrom the LiveLighter campaign,
Australian Dietary Guidelines, and the Australian PA and
Sedentary Behavior Guidelines[48-50]. The content will address
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each participant’s personal barriers to changing key diet and
PA behaviors, reinforce motivation, and guide the adoption of
health-enhancing habits. Tailored feedback on diet and PA
behaviors will commence within 2 weeks of baseline and
continue a 4, 6, 12, 18 weeks and 6 and 12 months thereafter.
Thefeedback emailswill be sent from Monday to Friday during
business hours (9 AM to 5 PM). Components used in tailoring
will include self-comparison, preference for autonomy support,
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intention, motivation, confidenceinformed by self-determination
theory, and motivational interviewing (Table 2) [52,53].

M essage Tailoring

Tailoring involves creating communications in  which
information about an individual is used to determine specific
content he or she receives [15,54]. Positive effects of tailoring
have been demonstrated in changing diet and PA behaviors
[15-17,55]. Theintention of tailoring, which uses characteristics
unique to theindividual, isto improve behavioral outcomes by
altering processing or making the message more acceptable
[54,56]. These characteristics can include personal behaviors,
psychosocial characteristics, and dietary and PA behaviors.
Specific strategies for messagetailoring include personalization,
feedback, and content matching [54]. This study will focus on
personalized feedback (exemplified in Table 3) using
information obtained on diet and PA behaviors at baseline and
specific time pointsthroughout theintervention. Digital elements
(food and beverage images and graphical presentation of PA
data) will beincluded to enable eval uation of these components.

Tailored Dietary Feedback

Tailored dietary feedback will be formulated by the research
dietitian based on food group analysis of the 4-day mFR.
Feedback will focus on key messages encouraging daily energy
reduction of 2000 kJ by avoiding or limiting EDNP foods,
sugar-sweetened beverages, and alcohol; eating less at meals
or additional snacks (except for salad and vegetables); and eating
less often. Food group serves will be categorized for each
participant based on three defined target zones (not achieved,
almost achieved, and achieved). A template will be used for
each dietary feedback email, modified according to the results
of each participants dietary analysis. For EDNP serves, the
templatewill be modified according to dietary intaketo indicate
average daily servesof “junk” foods, sugary drinks, and alcohol
and kilojoule intake. Participants will be shown an image of
their dietary sourcesof EDNP food and beverages. For fruit and
vegetable serves, a scripted message will be devised for three
levels of intake: (1) low: 0 to <3.5 serves of fruits and
vegetables, (2) medium: 3.5t0 <7 servesof fruitsand vegetables,
and (3) meeting the recommendation: at least 2 serves of fruits
and 5 serves of vegetables per day. Individual mFR images will
be incorporated into email templatesto illustrate the sources of
EDNP foods, fruits, and vegetable serves. Two to three
suggested modifications will be provided to each participant to
support them in achieving the daily energy-reduction goal.

Tailored Activity Feedback

Individual activity data will inform PA feedback based on
activity monitor recordings 1 week prior to the feedback time
point. The data will be automatically imported into aresearch
platform (Fitabase) to facilitate monitoring and analysis of
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continuous back-end data. Messages will focus on the three
movement goals: “move more” (step count; toward >10,000
steps), “move harder” (minutes spent in MV PA; towards =30
active minutes), and “move more often” (hourly movement;
towards =250 steps per hour). Participants will receive tailored
email feedback regarding their current activity, and guidance
on goal progression to classify goal achievement (not achieved,
almost achieved, or achieved).

Control Groups

The online control group will complete online self-report
guestionnaires only, while the active control group will also
undertake face-to-face data coll ection and record dietary intake
(mFR app) and PA behaviors (accelerometery) at baseline, 6
months, and 12 months. Neither group will receive tailored
messaging or feedback on their dietary intake or PA. As an
incentive for retention, active control participantswill be advised
that they will receive feedback upon study completion, and the
online control group will be entered into a6-monthly prize draw
to encourage ongoing participation.

Economic Evaluation

An economic evaluation will be conducted to consider the
relative costs and outcomes of the intervention. To facilitate a
cost-utility analysis, the EuroQol-5D will be administered. This
is a widely used instrument specifically designed to capture
quality of life for health economics [57]. This study will use
thefive-level version of the instrument to identify sensitive and
small, but important, changes in health-related quality of life
[58]. Quality-adjusted life years will be estimated for
intervention and control groups. Concerning costs, we will
collect thetime needed to providetailored adviceto participants,
medication and supplement use (name, dose, and frequency),
and family expenditure on groceries. Thiswill allow economic
evaluation from the perspective of the health system (by
considering only the cost of the intervention and medication)
and abroader society (by considering all costs). Univariate and
multivariate sensitivity analyses will be undertaken. In
particular, theimpact of different methods of extrapolating costs
and outcomes beyond the horizon of the trial will be assessed.
The costing model will include resources required to assess
ongoing maintenance of the mFR and wearable activity
monitors, including changes asaresult of upgradesto operating
systems. We will also record minor costs of ongoing use (SMS
messages and email communication). The major cost of the
intervention is likely to be provision of tailored advice based
on data received (research personnel and research platform
costs). This will be estimated by recording time spent
deconstructing the mobile app data, the Web app, and objective
measures and then interpreting dataand constructing appropriate
feedback.
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Table 3. Examples of tailored feedback intervention strategies.
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Type? Example

Processing and goals

Descriptive (what is known)

Hi Jane, it'sthe team with your feedback. So how did you score? Ave

Effortful processing and self-referencing

fruit serves = 1.5, ave veg serves = 3. What's the goal again? 2 fruit

& 5 veg every day. You are halfway there!

Comparative (contrasts with
others)

Hi Jane, so how did you score? Ave fruit serves = 1.5, veg serves =
3.5. Your fruit serves varied from 0 - 3.5, veg from 1.5 - 5.5 over 4

Effortful processing, self-referencing, and
normative beliefs and attitudes

days. So how does your intake compared to others? Ave fruit serves

=1, veg serves = 2.

Evaluative (interpretation)

aday. You are over hafway there!

Hi Jane, it's the team with feedback on your PA. So how did you
score? Ave stepsaday = 5,500. What's your goal again? 10,000 steps

Effortful processing, self-referencing, and
normative beliefs and attitudes

8Adapted from [54].

Process Evaluation

Process evaluation will assess to what extent the intervention
reached the target audiences. A brief questionnairewill be used
to evaluate participants’ perception of the tailored feedback (ie,
message persuasiveness, message tone, readability, ease of
understanding, usefulness of advice, suitability, and relevance
to age group) and to comment on featuresthey like/dislike about
the program. Usahility feedback will also be obtained for the
mMFR (tailored feedback and active control groups) and activity
monitor (tailored feedback group only). Impact evaluation will
consist of exit interview surveys viatelephone at 14 monthsto
assess intervention impact as well as perceptions of various
strategies and materials. Selected program completers and
noncompleters (tailored feedback and active control groups)
will be invited to participate in one-on-one interviews
concerning their perceptions of the ToDAy intervention.

Statistical Analysis

The following primary outcome variables will be measured at
baseline and 12 months of the intervention: changes in body
mass, EDNPfood and beverage consumption (sugar-sweetened
beverages, alcohol, and take away and other “junk” foods), and
daily minutes spent in MVPA. Secondary outcome variables
include changesin fruit and vegetabl e serves and daily minutes
spent in  sedentary activity. Outcomes will identify
characteristics of responders who remained engaged and
reported improvements in key behaviors and quantify resource
use associated with each arm of the study, which will be used
in an economic eval uation of tailored feedback. Dataon change
in outcome variablesin each of the two groupswill be compared
using analysis of covariance. Assumptions of the analyses will
be assessed by examining residuals. Data will be transformed
if assumptions of the analyses are not satisfied. Possible
covariates considered will include age, sex, country of birth,
ethnicity, highest education level, socioeconomicindex for area,
and baseline value of the variable analyzed. P-values < .05 will
be considered statistically significant. Effect size of differences
between treatment and control will be expressed as adjusted
mean difference and associated 95% Cls. Data on change in
outcome variables postintervention and follow-up time points
will be converted into binary categorical variablesand analyzed
using multivariable logistic regression and generaized
estimating equations. Odds ratio and associated 95% Cls will
be reported. The analyses will identify characteristics of
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participants who are least likely to change their consumption
of EDNPfoods, PA, and BMI, thereby identifying target groups
for future health promotion interventions.

Power

A sample size of 600 participants (n=200 per group) will have
sufficient power to detect a change in the primary outcome
variable of a least 0.6 median serves/day of EDNP
(discretionary) foods (or equivalent to a 360 kJ/day reduction)
between groups at 90% power and 5% level of significance.
Assuming a drop-out rate of 20%, a total of 600 participants
will be recruited.

Results

Enrollment commenced in August 2017. Primary outcomes at
12 months will be available for analysis from September 2019.

Discussion

Overview

Improving participation and reach is a challenge for
population-based obesity interventions. Worl dwide participation
rates in population studies are declining [59], and while
enrollment in studies involving face-to-face recruitment is
somewhat higher [59], there is a need to evaluate the
effectiveness of digital interventions that include multiple
strategies to improve engagement [60]. Interventions utilizing
digital technologies may have greater appeal in overweight and
obese populations, as participants may feel more comfortable
completing self-reported questionnaires in a more anonymous
setting [61].

Reasonsfor thelack of adherenceto lifestyle recommendations
are poorly understood. One contributing dietary factor may be
that many adults incorrectly believe their diet to be healthy
whenitisnot [62]. This mismatch between perceived and actual
intake may be corrected by more accurate, objective dietary
assessment; comparison with national recommendations; and
clear, relatabletail ored feedback. Furthermore, despite sustained
public hedlth efforts, the maority of Australian adults are
“inactive,” failing to meet the recommended PA guidelines[63].
Thus, focus on the most-effective messaging strategy (both
content and delivery) to target these behaviors is needed. A
systematic review of tailored interventions and the identified
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lack of objective measurements in studies on dietary and PA
behaviorsare key limitations of tailored interventions[17]. This,
in part, is due to difficulty in undertaking more objective
methods of dietary and PA assessment on a large scae.
Exploring digital methods of assessment may alow more
cost-effective approaches to be implemented.

Tailoring focuses on characteristics unique to the person with
the intention of improving behavioral outcomes by making the
message more acceptable to each individual. Characteristics of
messages and feedback that can be tailored include personal
behaviors, psychosocial characteristics, and diet and PA
behaviors[54]. Personal relevanceiskey, and dynamic (ongoing
assessment) tailoring versus static tailoring (one baseline
assessment) has stronger effects over time [15]. Effective
tailoring strategies include multiple intervention contacts and
iterative feedback [19]. Of note, tailoring may be more effective
for men than women [64].

Numerous behavioral theories have been used as a basis for
tailored interventions, including the Stages of Change Model
and Precaution Adoption Process Model [19]. However, there
is increasing support for self-determination theory in weight
control, diet, and tailored PA interventions to address
autonomous motivation and self-regulation [52,53,65-68].
Central to the self-determination theory is an emphasis on
autonomous behaviors (originating from one’s-self), as opposed
to pressure or coercion into a particular course of action when
delivering advice [67]. This provides aframework for the style
of communication to be used in tailored interventions but does
not address approaches used in digital technology interventions.
Researchers have raised concerns about the lack of models to
inform design of technology-based behavioral interventions
[20,21]. In response, Mohr et al [20] proposed a behavioral
intervention technology framework for interventions that use a
range of technologies, including maobile phones, the Web, and
sensors aimed at changing behavior. Features such as usability
and willingness to continue to use the app may contribute to
enhanced participant engagement and motivation [20]. Michie
et al [68] developed the COM-B model, which guides
researchers to identify behavioral targets and subsegquent
psychological theories for behavior-change interventions. The
COM-B modé identifies capability, opportunity, and motivation
as the three core categories to perform a behavior. This means
that to perform a behavior, individuals must be capable with
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physical and mental ability (eg, nutrition knowledge and cooking
skills) as well as practical and social opportunities (eg, access
to affordable and healthy food). Mativation includes automatic
driverslike habits aswell asgoals, beliefs, plans, and impul ses.
Assessing these determinants is the first step to identify
interventions and theories that can help change behavior.

With respect to PA, wearable technology is being rapidly
adopted, with over one-third of the Australian population using
activity monitors to record PA and sedentary behaviors [69].
These devices are becoming vital in the context of research to
facilitate monitoring of activity in real-time and under free-living
conditions.  Nonetheless, a gap exists between
recording/self-monitoring and behavioral change. Furthermore,
thereisalack of strongly designed studiesthat have considered
the combination of behavioral theory with activity monitors to
improve health behaviors. New-generation activity monitors
allow for critical information to be harnessed from large-scale
research studies. In this study, activity monitorswill be used to
record 24/7 behavior, specifically active and sedentary minutes,
exercise intensity; nonsedentary hours;, and step count in
overweight adults. Together with dietary analysis, curation of
these data will enable provision of detailed, richer feedback to
participants and may therefore be more effective in helping
changediet and PA behaviors. If found successful, the approach
used in this study could be incorporated into larger-scal e health
campaigns.

Conclusions

Thecurrent obesity epidemicisoccurring against abackground
of adecline in PA participation and increasingly poor dietary
choices, with the incidence of both obesity and prevalence of
inactivity worsening with age. Promoting and maintaining
healthy diet and PA behaviors through personalized tailored
feedback is feasible, novel, and potentialy cost effective.
Personalized feedback with comparison to recommendations
and guidancein forming healthy habitsis essential to overcome
existing barriersto lifestyle change. Digital technologies (mobile
apps, email, and web) have the potential to reach larger
populations of healthy adults and those at risk of chronic disease
but to date have not been fully explored. The outcomes of this
intervention may have the potential to positively impact health
at aboarder population level, with findingsinforming trandation
of “best practice” lifestyle intervention aimed at overweight
adults.
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Abstract

Background: Main causes of death in Greece are cardiovascular diseases (CVDs), malignant neoplasms, respiratory diseases,
and road traffic crashes. To assess the population health status, monitor health systems, and adjust policies, national population-based
health surveys are recommended. The previous health surveys that were conducted in Greece were restricted to specific regions
or high-risk groups.

Objective: This paper presents the design and methods of the Greek Health Examination Survey EMENO (National Survey of
Morbidity and Risk Factors). The primary objectives are to describe morbidity (focusing on CVD, respiratory diseases, and
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diabetes), related risk factors, aswell as health care and preventive measures utility patternsin arandom sample of adultsliving
in Greece.

Methods: The sample was selected by applying multistage stratified random sampling on 2011 Census. Trained interviewers
and physicians made home visits. Standardized questionnaires were administered; physical examination, anthropometric and
blood pressure measurements, and spirometry were performed. Blood samples were collected for lipid profile, glucose, glycated
hemoglobin, and transaminases measurements. The survey was conducted from May 2013 until June 2016.

Results: In total, 6006 individuals were recruited (response rate 72%). Of these, 4827 participated in at least one physical
examination, 4446 had blood tests, and 3622 spirometry, whereas 3580 provided consent for using stored samples for future
research (3528 including DNA studies). Statistical analysis has started, and first results are expected to be submitted for publication
by the end of 2018.

Conclusions: EMENO comprises a unique health data resource and a bio-resource in a Mediterranean population. Its results
will provide valid estimates of morbidity and risk factors' prevalence (overal and in specific subdomains) and health care and
preventive measures usage in Greece, necessary for an evidence-based strategy planning of health policies and preventive

activities.
International Registered Report Identifier (IRRID):

(JMIR Res Protoc 2019;8(2):€10997) doi:10.2196/10997

DERR1-10.2196/10997

KEYWORDS

health survey; chronic diseases; cardiovascular diseases; respiratory; risk factors; epidemiology; Greece

Introduction

Background

Noncommunicable diseases account for 68% of all deaths
worldwide [1], with cardiovascular diseases (CVDs), cancers,
chronic respiratory diseases, and diabetes being among the top
10 leading causes. According to the World Health Organization
[2], cardiovascular events were the world's leading causes of
death in 2015 (approximately 26.6% of deaths). In addition,
about 14.4% of deaths worldwide are because of respiratory
diseases[2].

Apart from age, gender and, family history, modifiable risk
factorsand their interactions account for about 60% of the CVD
deaths. The main modifiable CVD risk factorsare (1) behavioral
factors such as unhealthy diet, sedentary lifestyle, smoking, and
alcohoal abuse; (2) cardiometabolic factors such as hypertension,
hyperchol esterolemia, diabetes, and increased body massindex;
and (3) exposureto environmental pollutants and socioeconomic
risk factors [2-6]. In addition, mental disorders, such as
depression and anxiety, account for around 6.2% of the total
disease burden [1], affecting approximately 10% of the
population [7] and have also been associated with increased
cardiovascular risk [8,9]. Over the past 30 years, following
national preventive programs, age-standardized mortality rates
have fallen in most countries, albeit to different degrees [10].
However, during the same period, initial increases followed by
relatively small reductions in the incidence of CVD were
observed in Eastern European countries as well as in Greece
[10]. It isassumed that adoption of amodern lifestyleincreased
the prevalence of several CVD risk factors that contributed to
therising mortality rates.

In Greece, according to data from the Hellenic Statistical
Authority [11], 50% of persons aged 15 years and over suffer
from a chronic disease (25.2% increase compared with 2009).
Thefinancial crisisand austerity policiesimplemented in Greece
in 2009 have various detrimental consequenceson Greeks' daily

https://www.researchprotocols.org/2019/2/€10997/

livesaswell as on their health [12], including increase in heart
attacks (50.0%), strokes (23.5%), and depression (80.8%),
related also to rise in unemployment [11,13].

To design and implement prevention strategies for chronic
diseases, national population representative baseline data on
their prevalence are necessary. Nationwide health examination
surveys (HES) combining information collected by interviews
with participants physical examination consist the gold standard
method to provide such data. HES have a long history in the
United States[14,15] and sincethe 1990s, they have been widely
introduced in Europe [16,17]. Setting up and implementation
of anationwide HES entail several difficulties and challenges,
some of which are country or region specific.

In Greece, until recently, no such HES had ever been performed
at the national level to record the prevalence of frequent chronic
diseases and risk factorsin alarge, randomly selected sample,
representative of the general population. Several health surveys
have been conducted, which, however, were either restricted to
specific regionsor to high-risk groups[18-20] or were conducted
within focused European projects [21,22].

Objectives

Valid estimates of population morbidity and risk factor patterns,
use of preventive measures, and health services and barriersin
accessing health care are necessary to plan and implement
effective prevention programs, however, such data are not
availablein Greece. The Nationa Survey of Morbidity and Risk
Factors (EMENO), a population-based health survey, was set
up not only focusing on cardiovascul ar and respiratory diseases
and related risk factors but also on assessing population
well-being and use of health services, medicines, and preventive
measures in a randomly selected sample of adults living in
Greece. Combining health data with health examinations and
blood sample testing and collection for future use, EMENO
constitutes a unique health information tank and bio-resource.
This paper presents the design and methodology of EMENO
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and discusses the challenges associated with organizing and
implementing epidemiological HES using the door-to-door
approach in alarge representative sample.

Methods

Study Design

EMENO is a cross-sectiona health examination survey
combining health data collected by trained interviewers using
standardized questionnaires and medical examinations conducted
by trained physiciansin arandomly selected sample of all adult
people (aged =18 years) living in Greece, excluding those in
supervised care or custody iningtitutional settings. It wasfunded
by the European Union structural funds and National resources,
coordinated by the Department of Hygiene, Epidemiology, and
Medical Statistics of the National and Kapodistrian University
of Athens Medical School, and implemented in cooperation
with al the other Greek Medical Schools and the Institute of
Epidemiology, Preventive Medicine, and Public Hedlth.
EMENO wasinitiated in May 2013 and completed in June 2016.
The survey was delivered by door-to-door interviews using a
computer-assisted persona interview (CAPI), augmented with
data and physical examinations collected by trained physicians
at scheduled appointments. Study physiciansvisited interviewed
participants at their homes. In some small rura aress,
interviewed participants were invited to visit local health care
unitswhere study physicians examined them. The door-to-door
approach is common in health screening surveys, and it has
been applied in somelarge scale, well-established surveys such
asthe National Health and Nutrition Exam Survey (NHANES)
[23].

Sampling Strategy

As a centralized person registry does not exist in Greece, the
2011 census congtituted the sampling frame. Multistage stratified
random sampling [24,25] based on 2011 Census was applied
to select the sample. The sampling procedure consisted of 4
stages: (1) initial sampling units (specific regions), (2) building
blocks, (3) households, and (4) individuals.

Stage 1: Thewhole country was stratified by geographical region
(9 regions plus the Greater Attica Area and the Greater
Thessaloniki Area) and by degree of urbanization (urban:
>10,000, semi-urban: 2000-9999, and rura: up to 1999
inhabitants) resulting in 33 strata. As Greater Athens and
Thessaloniki Areas account for approximately 45.62%
(4,937,936/10,823,686) of the total population, and to increase
the precison of estimates for the geographical region
subdomain, sampling fraction was allowed to differ by stratum,
over-representing smaller strata, and under-representing larger
strata, provided that the minimum sampling fraction per region
(0.042% in Attica) does not get more than treble the maximum
one (0.116% in lonian islands). Table 1 displays the sampling
fraction per stratum.

Given that it was not possible to visit each prefecture in each
geographical area, apart from lonian Islands' region where 1
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island (Corfu) was selected, in all other geographical regions,
2 prefectures were randomly selected (Table 1 and Figure 1).
Greater Athens areawas further divided into 4 regions: Athens,
East Attica, West Attica, and Piraeus. Thus, the total primary
sampling units (PSUs) were 66 (22 regions multiplied by 3
degrees of urbanization).

Stage 2: Within each PSU, area segments comprising census
blocks or combination of blocks were randomly selected
(sampling points). From each sampling point, 12 householdsin
urban and semi-urban and 8 in rural areas should be available
for interview. Assuming a50% response rate, the needed number
of households per sampling point was 18 for urban and
semi-urban and 12 for rural areas. The target sample size was
6000 adults (1 per household). On the basis of the population
size of each PSU and considering the corresponding sampling
fraction as well as the average number of households per PSU,
the total number of sampling points per PSU was determined.
In total, 577 sampling points were selected (295 in urban, 89
in semi-urban, and 193 in rural areas). Hellenic Statistical
Authority provided the coordinates (latitude and longitude) of
each building block within each sampling point, and then these
were transferred to maps through Geographic Information
Systems to become available to the interviewers.

Stage 3: Within each sampling point, eligible households were
selected viasystematic sampling. All interviewerswere provided
with the maps of the selected sampling points. Standardized
operating procedures (available on request) were devel oped on
how to select the eligible househol ds within each sampling point
(eg, starting from the top left corner of the map, in blocks of
flats starting from the top floor and moving clockwise, spiraling
downwards). One household of every x householdswas sel ected,
with the step x ranging from 4 (ie, leaving 4 households and
selecting the fifth) to 2, depending on population density. Each
map was accompanied by its corresponding step. Interviewers
had to describe all followed steps in a specific database. Only
residential housesweredligible. If therewasno reply inthefirst
attempt, interviewers had to visit the household 2 more times
in different hours (eg, once in the morning and once in the
evening and one time during weekends). If there was
information that a house was not inhabited for along period or
that it was a vacation place, it was considered as noneligible.
Similarly, if after 3 attempts nobody replied, the household was
also considered as noneligible. If there was a reply but the
inhabitants refused to receive information about the study, this
was considered as nonresponse.

Stage 4: All eligible (ie, adults>18 years) individuals within a
household were listed and 1 individual per household was
randomly selected (the onewho had a birthday last, also known
as most recent birthday method [26]). If the selected individual
agreed to participate, an appointment was arranged for interview.
Peoplewho refused (counted as nonresponders) were substituted
by responders from the next eligible household, until the target
number of individuals per sampling point (12 or 8) was met.
Response rate was estimated as the number of interviews over
the number of eligible households reached.
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Table 1. Sampling plan and response rates (N=10,823,686).
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Areaand urbinity

Distribution of the required
sample (n=6000) by urbanity

Sampling fraction (%) Response rate (%)

Thrace (N=371,208)
Urban
Semi-urban
Rural

M acedonia (N=1,290,404)
Urban
Semi-urban
Rural

Thessaloniki (N=1,110,312)
Urban
Semi-urban
Rural

Thessaly (N=734,754)
Urban
Semi-urban
Rural

Central Greece (N=758,192)
Urban
Semi-urban
Rural

Epirus (N=336,856)
Urban
Semi-urban
Rural

lonian (N=207,855)
Urban
Semi-urban
Rural

Aegean (N=507,167)
Urban
Semi-urban
Rural

Attica (N=3,827,624)
Urban
Semi-urban
Rural

Peloponnese (N=1,049,347)
Urban
Semi-urban
Rural

Crete (N=629,967)

n=303
154
66

83
n=666
257
141
268
n=585
451
106
28
n=464
240
79
145
n=479
147
139
193
n=291
104

129
n=242

138
n=355
129
98
128
n=1615
1529
74

12
n=596
238
120
238
n=404

0.8157
0.8163
0.8170

0.5165
0.5179
0.5149

0.5263
0.5291
0.5283

0.6309
0.6317
0.6321

0.6317
0.6353
0.6293

0.8621
0.8718
0.8621

1.1696
1.1669
11614

0.7013
0.7008
0.6978

0.4218
0.4252
0.4299

0.5682
0.5688
0.5672

65.8
75.0
81.1

76.6
82.2
77.2

50.8
73.8
80.0

52.7
71.7
82.9

75.0
83.8
95.4

45.2
83.3
95.2

47.2
71.8
76.2

78.1
79.3
90.1

731
61.8
88.9

82.7
89.5
98.4
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Areaand urbinity Distribution of the required Sampling fraction (%) Response rate (%)
sample (n=6000) by urbanity
Urban 192 0.6406 82.9
Semi-urban 89 0.6456 70.6
Rural 123 0.6398 68.1
Figure 1. Fina sample mapping.
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Sample Size

On the basis of the ATTICA study results [27], the overall
prevalence of hypercholesterolemia (total serum cholesterol
levels>200 mg/dL or useof lipid lowering agents), hypertension
(average blood pressure levels >140/90 mmHg or receiving
antihypertensive medication), and of diabetes mellitus (fasting
blood glucose >125 mg/dL or receiving antidiabetic medication)
was about 40%, 32%, and 7%, respectively. Calculating
sampling errors using the corresponding formulafor stratified
sampling [25] and with atarget sample size of 6000 individuals,
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the above-mentioned prevalence could be estimated with 1.28%,
1.22%, and 0.66% precision, respectively.

Variables and Questionnaire Development

A scientific committee (SC), which included experts in
epidemiology, medical dtatistics, internd  medicine,
hypertension, cardiology, respiratory medicine, and psychol ogy,
was formed to act as an expert panel tasked with reaching
consensus on  survey instrument development. For
questionnaires’ forming, where possible, questionnaire items
from existing survey instruments were adapted. For that, a
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systematic literature review of international and Greek
bibliography and areview of the large epidemiological studies
websites (eg, NHANES; Survey of Health, Ageing and
Retirement in Europe; and European Health Examination
Survey) were conducted. New questions were drafted by the
core research team and scientific committee. Two different
guestionnaires were formed for interviewers and doctors.

The final interviewers questionnaire was divided into the
following sections: (1) sociodemographic data, including data
for insurance coverage, (2) health status (genera health,
depression and anxi ety screening, self-reported chronic diseases,
subquestionnaires for coronary and peripheral artery disease,
chronic pulmonary obstructive disease (COPD) and asthma,
sleep, menstruation, and personal well-being), (3) health care
system (use and satisfaction, health expenditures, medicines
use, screening, and vaccinations), and (4) factors affecting health
(self-reported height and weight, physical activity, adherence
to Mediterranean diet, alcohol consumption, nutrition insecurity,
smoking, environmental exposure, and household economic
characteristics). The sources of the questionnaire items are
shown in Multimedia Appendix 1. The total number of items
was 142, but through skipping and filters, some respondents
answered much fewer items. Although participants were
interviewed by CAPI, there were self-administered laminated
cards either to most sensitive questions (eg, psychological
well-being, health care system, and self-reported chronic
diseases) or to questionsrequired visual presentation for abetter
understanding (to indicate the exact point of painin chestinthe
coronary heart disease sub questionnaire or leg pain in the
arteriopathy questionnaire). The vast majority of the questions
were close ended.

Physicians' questionnaire included general information about
physical examinations (consultation outcome, place, physical
examinations, date, and duration) and sections according to the
physical measurements and their exclusion criteriaz (1)
somatometry (height, weight, waist circumference, and left and
right arm circumference); (2) blood pressure and presence of
atrial fibrillation (the latter for those aged >65years); (3)
spirometry; and (4) blood sampling. Collected blood samples
were analyzed for total cholesterol, high-density lipoprotein,
low-density lipoprotein, glucose, glycated hemoglobin,
triglycerides, and transaminases. Standardized instruments (see
Multimedia Appendix 2) were used across the country for
physicians' measurements, whereas standardized operating
procedures (SOPs) were devel oped by the EMENO SC for each
measurement, spirometry, and blood samples collection. A
researchers manual was developed containing information
about health surveys; sampling procedure; interview techniques,
detailed guidelines on filling each questionnaireitem; the SOPs
for physicians measurements; description of the used
instrument; and management of collected blood samples.

Survey questionnairesweretested and validated (timeand clarity
of questions) in 30 volunteers from urban, semi-urban, and rural
areas and different ages. According to Sudman [28], “it usually
takes no more than 12-25 cases to reveal the major difficulties
and weaknesses in a pretest questionnaire” and “20-50 casesis
usualy sufficient to discover the maor flows in a
questionnaire.” All research teams participated in this phase.

https://www.researchprotocols.org/2019/2/€10997/

Touloumi €t d

After questionnaires’ pretesting, additions and/or corrections
were made, if necessary.

Clinical and Biochemical M easurements

Detailed SOPswere devel oped, but here, we briefly summarize
methodology for clinical and biochemical measurements. Height
and weight were measured without shoes and in light clothes.
Arterial blood pressure was measured in sitting position after
at least 5 min of rest; 3 valid consecutive measurements were
taken with 1-min interval between them. Spirometry was
performed in a standardized manner in eligible individuals
(sitting position after at least 15 min at rest; participants should
not have received any inhaled medicine or smoke within 1 hour
before spirometry and should not have consumed any food
during the previous 30 min). Portable spirometers (Multimedia
Appendix 2) compatible with American Thoracic Society and
European Respiratory Society requirements were used [29]. In
total, 8 hours fasting serum samples were collected for
determining cholesterol, glucose, glycated hemoglobin,
triglycerides, and transaminases levels. For glucose, serum
samples were collected in specia sodium fluoride tubes.
Additional samples were stored for future research if consent
was provided. Upon specific consents, additional plasma
samplesfor future molecular analyses and whole blood samples
for DNA extraction were collected.

Ethics

EMENO study was approved by the Ethics and Deontology
Committee of the National and Kapodistrian University of
Athens (date: November 8, 2012, protocol: 1742) and by the
Hellenic Data Protection Authority (date: December 7, 2012,
protocol: 'N/E=/1069-1/07-12-2012). A modified version of
the informed consent form (ICF) was approved by the Ethics
and Deontology Committee of the National and Kapodistrian
University of Athens(date: March 6, 2013, protocol: 6315). All
participants were given enough time to read carefully the ICF
and to ask relevant questions before they signed it. Apart from
the ICF for participating in the EMENO, separate |CFs were
provided for storing leftover samples and for taking additional
samples for research not including or including DNA analysis.

Barcodes were prepared with unique individual codes. These
codes were a combination of digits demonstrating the region,
the interviewer, and serial number of the participant. Barcodes
were given to interviewers and physicians and attached to all
forms and questionnaires as well as referral form for blood
examinations and blood tubes. Specific deep freeze barcodes
were printed and used to store aliquots till blood testing or
preservation for future research (if relevant | CFs were signed).
Personal data were stored in a separate safely stored file and
were linked by code with the rest of the participants
information. Access to persona data was limited to each
region’s principal investigator and was only used to contact
participants for sending thank your letters, the medical report,
and for future follow-up, if they had consented to it.

Researchers Training

Training materialswere developed by the SC on data collection
through questionnaire, sampling, blood collection, and physical
measurements protocols. All training materials were available
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on electronic database, accessible by al researchers. A 2-days
training program was organized on September 12, 2013, to
September 13, 2013 and lasted 16 hours acknowledged by the
Pan-Hellenic Medical Association. All selected (by the time of
training implementation) field study staff (30 individuals)
attended it. Training sessionsincluded a practical session, where
field researchers completed questionnaires in groups of 3to 5
people and under the supervision of a member of the scientific
committee, whereas physicians did medical examinations in
volunteers. All participants completed a training program
evaluation form. After the core training, a train-the-trainer
approach was used to decentralize training in each region. The
trained staff, under supervision of the principal investigator of
each region, was in charge for training the new staff entering
the group throughout the study implementation.

Pilot Study

We piloted the whole study in a sample of 160 people from
urban and rural areas in 7 regions of Greece (Athens,
Thessaloniki, Thessaly, Peloponnese, Crete, Epirus, and Thrace).
The main objectives or the pilot study were to (1) determine
feasibility of the study protocol, (2) check adequacy of research
tools, (3) test the performance of measurement instruments, (4)
assess the effectiveness of the sampling approaching method,
(5) identify potential logistical problems or deficiencies, (6)
collect preliminary data for the survey, and (7) check the
competence of investigators' and physicians' training.

Although field researchers followed the provided instructions
and protocols (they had been provided with special identities
and letters of information, whereas local police station was
informed about the survey), the response rates were very low,
ranging from 27% to 50%. However, among those who
consented to EMENO, a particularly high percentage (ranged
from 90%-100%) also participated in the physical examinations,
indicating that the main difficulty wasto gain thetrust of eigible
households to open the door. This was a function of field
researchers lacking prior experience and of limited study
promotion. Theissue was extensively discussed by the SC and
additional waysto effectively promote the study wereidentified
(see Study Dissemination section). Experienced field researchers
(mainly working in surveys run by the Hellenic Statistical
Authority) were invited to provide additional guidance to
EMENO researchers. Women's participation was particularly
high (3447, 57.50%), reveadling the importance of strictly
following the sampling method. Following pilot study’s data
quality control, mistakes in the Web-based database (skip
mistakenly) were detected and corrected, whereas further
explanations were provided for specific questions (eg, what we
mean by intense physical exercise). Further adjustmentsto the
guestionnaire were made wherever thiswas deemed necessary.

Implementation of the Main Field Study

The principal investigator of each collaborating School of
Medicine had the field study of the nearby regions under his or
her responsibility (Figure 1). Before starting the filed study,
researchers and physicians signed a confidentiality form and
vaccination for hepatitis B was recommended. In addition, they
were provided with study identitieswith their photo and personal
information. In EMENO's website, apart from information
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about the study, the photos, and key curriculum vitae
information of the researchers were posted. Field researchers
were provided with maps of each sampling point, alaptop with
the database, and all necessary printed material. For obviation
of participants mistrust, an informative letter was sent to the
local police departmentsinforming about the study. In addition,
in case of blocks of flats, an official notification |etter was given
to the apartment manager to facilitate the entry of field
researchersin the eligible flats.

Blood samples were kept in cold environment (at 4°C) until
transported, latest within 12 to 18 hours, to collaborating local
laboratoriesfor centrifugation. Centrifugal aliquotswere stored
in the collaborating laboratories at —80 °C until they were sent
to the central laboratory (National Retrovirus Reference Center,
Laboratory of Hygiene, Epidemiology and Medical Statistics
of the Medical School of the University of Athens) for testing.

Theideal blood sampling procedure was determined according
to local circumstances: In urban and semi-urban aress,
physicians made home visits at scheduled appointments. In rural
areas, and in agreement with the participants, blood sampling
and medical examinations were performed at nearby health
centers.

Study Dissemination

Study informational brochures were devel oped and distributed
to eligible houses. Additional promotion actions included:

1. Informing meetings with local authorities (mayors and
deputies of social policy). The study was conducted with
the cooperation of local authorities. The collaboration
included (1) an invitation to the study through aletter from
the municipality. The researchers’ names were mentioned
in the letter, (2) announcement of the study on
municipality’s site, (3) information brochures distribution
at infrastructures under the responsible person of the
Municipality (such as elderly protection centers, social
welfare, and pharmacies), (4) phone calls to eligible
households, if these were available in the municipality
structures, (5) studies’ posters suspension at key point areas
of the municipality, and (6) escorting the field researcher
by an employee of the Municipality, where feasible.

2. Request and approval of study information letter by the
Ministry of education. The Ministry sent aletter of approval
to al schools of primary and secondary education, so that
promotion functions would be welcome.

3. Request and approval of aletter to promote the study by
the Holy Synod. The Holy Synod sent aletter of approval
toal orthodox churches of Greece, so that the congregation
would be encouraged to participate in the survey.

4. Events in centra locations adjacent to sampling points.
These events were attended both by the scientific leaders
of each region aswell asthefield researchersand volunteers
(mainly students of medical schools).

5 Central and loca press conferences in all study regions,
where the study objectives and its expected benefits were
presented.
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Sending M edical Resultsto the Participants

Each participant received the following for his or her
participation: (1) appreciation letter, (2) results of the medical
examinations, (3) medical report (with recommendations) based
on the persona medical findings, (4) pyramid of the
Mediterranean diet, and (5) National Organization for the
Provision of Heathcare Services recommendations for
preventive measures and adult vaccination. A network of
specialized physicians was established to which participants
identified with urgent previously undiagnosed conditions (eg,
hypertension and COPD) were administered at no cost for the
participant.

Information System

The central database was hosted on a central server, located in
the Laboratory of Hygiene, Epidemiology and Medical Statistics
of the Medica School of the Nationa and Kapodistrian
University of Athens. Actionswere taken for data security. All
data related operations were made through secure transactions
encrypted with 128-bit encryption, and both the databases were
Atomicity Consistency | solation Durability-compliant to ensure
that al the previously described operations are unique,
congistent, isolated, and durable. During field study, dataquality
assessments were conducted regularly, and adjustments were
made when necessary.

Statistical Analysis

EMENO has a complex study design, with varying selection
probabilities across regions. Thus, for the statistical analysis,
sampling weights, being the reciprocal of the selection
probabilities, should be applied. Although analyses using the
sampling weights should give representative estimates,
departures in the age and sex distribution from the respective
ones based on the 2011 census are expected aswomen and ol der
individuals are usually over-represented in thiskind of surveys.
To adjust for such discrepancies, auxiliary information from
the 2011 census to reflect Greek population’s distribution of
age and gender by geographica region was used
(poststratification weighting). Thus, the initial weights are
multiplied by a correcting factor fpg as shown below:

@

Where, W) ISthe sampling weight, N, the popul ation’stotal
inthe poststratum, m, and n,,, isthe corresponding sample'ssize.
Thus, the final weights are Wpg=Wpase)ifpsi.

Adjustment for nonresponse could also be applied. In the
EMENO study, additional data for nonresponders
characteristicswere not available. However, responserateswere
recorded within sampling points. Adjustment for nonresponse
could be done by multiplying the initial weights with the
reciprocal of the response rate under certain (mostly untested)
assumptions. Investigation of the effect of adjusting for
nonresponse on study estimates is being planned.

The weighting procedure may lead to weights with extreme
values. In such cases, trimming of the weights (usually at the
95th or the 99th centile of their distribution) is suggested, as
extreme weights may have a serious impact on the variance of
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the estimates. Untrimmed weights are adjusted so that the sum
of the weights after trimming to be equal to the sum before
trimming. Weights will be graphically investigated to assess
the necessity of weight trimming. To determine estimates
variances, we applied the Taylor serieslinearization method as
recommended by National Center for Health Statistics and also
used in the NHANES study [30].

Some EMENO participants refused to have physical
examinations and/or to provide blood samples. However, those
who provided blood samples or had physical exams may differ
from those who did not. To adjust for that, we can use either
inverse probability weighting or multiple imputation methods.
In a preliminary sensitivity analysis we performed [31], we
found that these 2 methods provide comparabl e results; however,
thisissue needs further investigation.

Results

Response Rates

The sampling flowchart is shown in Figure 2. In total, 12,960
households were visited, of which 4620 were noneligible (716
professional use, 1132 uninhabited houses, 1882 no reply at 3
attempts, 372 vacation homes, 365 away from home for more
than 2 weeks, and 153 undefined). Among eligible households,
the overall response rate for interviewing was 72%. Response
rates differed substantially by geographical region and degree
of urbanization, being higher in small or rural places and lower
inbig cities (Table 1). Among interviewed participants, 80.54%
(4827) participated in at least one physical examination, 74.20%
(4446) had blood tests, and 60.44% (3622) spirometry. In total,
3580 individuals provided signed ICF to use leftover or
additionally collected samples for future research, of whom
3528 d so allowed for DNA extraction. The number of available
samples by sample type were: 3259 serum; 3410 plasma and
3113 whole blood.

Demographic Characteristics of the Participants

In total, 13 out of the 6006 EMENO participants refused to
provide their age. As age iS necessary to compute
poststratification weights, all results provided are restricted to
the 5993 participantswith available age. In Table 2, the age and
sex distribution of the study population as well as of the
reference population are shown. Compared with the reference
population (ie, people living in Greece based on the 2011
census), women and older people were over-represented in the
sample. However, applying poststratification weighting resolved
these discrepancies. Sociodemographic characteristics after
poststratification weighting are shown in Table 3. The mean
(SD) age of the population was 49.3 (18.6) years, 51.5% (3447)
were women; and 46.7% (2597) had graduated secondary or
postsecondary school. Over half (3936, 61.0%) were married
or in cohabitation. About 12.6% (666) were born in a country
other than Greece. Data were gathered during the economic
crisisin Greece (2013-2016) and this is reflected in the family
income; household monthly income was up to 900€ for 39.8%
(2401) of the population, whereas 15.4% (784) were
unemployed. The estimated (95% CI) unemployment rate among
those aged <65 years was 28.7% (26.9-30.5).
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Further statistical analysis of the data is underway, and first
results are expected to be submitted by the end of 2018. Main
resultswill concern cardiovascular and respiratory diseasesand
their corresponding risk factors' prevalence among adult Greek
population, assessing the degree of implementation of

Figure 2. Sampling flow chart.
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recommended prevention measures and possible barriers to
access to the public health system as well as socioeconomic
factors affecting health. In addition, mapping of air pollution
levels and investigation of their impact on citizens' health will
also be conducted.
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Table 2. Age and sex distribution in the National Survey of Morbidity and Risk Factors (EMENO) sample and the corresponding distributions based

on the 2011 census.

Age (years) Population (Census 2011), n (%) Sample (EMENO), n (%)
Male Female Male Female

18-29 817,789 (9.16) 765,498 (8.57) 298 (4.97) 336 (5.61)
30-39 827,542 (9.27) 807,762 (9.05) 350 (5.84) 469 (7.82)
40-49 781,112 (8.75) 799,983 (8.96) 406 (6.77) 614 (10.24)
50-59 677,018 (7.58) 714,836 (8.01) 425 (7.09) 688 (11.48)
60-69 543,421 (6.09) 590,624 (6.62) 484 (8.08) 627 (10.46)
70-79 456,247 9 (5.11) 560,995 (6.28) 383 (6.39) 474 (7.87)
80+ 231,746 (2.60) 351,588 (3.94) 200 (3.34) 241 (4.02)
Total 4,334,875 (48.56) 4,591,286 (51.44) 2546 (42.48) 3447 (57.52)
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Table 3. Demographic characteristics of study participants after poststratification weighting (N=5993).

Demographic characteristics Statistics
Gender, n (weighted %)
Male 2546 (48.5)
Female 3447 (51.5)
Age (years)
Weighted median (interquartile range) 47.7 (34-64)
Educational level, n (weighted %)
Up to primary 2114 (28.8)
Up to secondary or postsecondary 2575 (46.7)
University or higher 1200 (23.1)
Unknown 82(1.3)
Family status, n (weighted %)
Married or in cohabitation 3936 (61.0)
Single 1995 (38.0)
Unknown or no answer 62 (1.0)
Household Income, n (weighted %)
Up to 900€ 2401 (39.8)
900€-1700€ 1658 (28.1)
>1700€ 606 (10.9)
No answer 1328 (21.3)
Employment status, n (weighted %)
Employed 2089 (38.7)
Retired or household 2641 (35.4)
Unemployed 784 (15.3)
Other or unknown 479 (10.6)
Country of birth, n (weighted %)
Greece or Cyprus 5327 (87.4)
Balkans 297 (5.9)
East Europe or Former Soviet Union 89 (1.7)
West Europe or Australiaor America 101 (1.7)
Africa 42 (0.9)
Asia 51 (1.1)
Unknown 86 (1.4)
Discussion representative of the current general adult populationin Greece,

Strengthsand Limitations

EMENO is one of the first population-based surveys focused
on CVD and chronic respiratory diseases and their risk factors,
which also includes anthropometric and physical examinations
and blood tests as well as prevention measures uptake, health
care facilities, and medicine use for the adult population in
Greece. To the best of our knowledge, such data are rarely
combined. The main goal or benefit of the EMENO study is
that it provides valid estimates of various health indices. Study
design and sampling procedure make EMENO one of the most

https://www.researchprotocols.org/2019/2/€10997/

RenderX

thus enabling national authorities to develop tailored and more
efficient strategies for disease prevention and management.

Expected benefits at loca and international level are
multifaceted. Greece will be able to provide European and
international agencies with nationwide estimates of the
prevalence of chronic diseases and health risks. Moreover,
available datawill help society with the necessary evidence to
rationally monitor health systems and adjust health policies.
Participants, local authorities, and nongovernmental
organizations will be informed and become aware of health
indices, potential inequalities, and impacts of modern lifestyles
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and behaviors. This increased awareness will contribute to
successfully implement measures to resolve inequalities and to
future lifestyle changes. Importantly, some participants have
personally benefited already from the diagnosis of previously
undiagnosed conditions.

Asaready mentioned, in EMENO, ablood specimens’ storage
bank was established providing the opportunity for future studies
to estimate the prevalence of other conditions with minimal
additional cost. Having also obtained participants’ consent for
DNA analyses makes EMENO a powerful resource to
investigate this study’s and future hypotheses relating to
environmental, lifestyle, biochemical, and genetic causes of
CVD and chronic respiratory diseases in a representative
Mediterranean population. EMENO has purposefully adopted
harmonized data collection methods that alow data linkage
with national or international cohorts or surveys. In case
inequalities would be identified, EMENO results will generate
new scientific hypotheses prompting to future-focused studies,
for example, further studies in specific subpopulations and/or
health conditions, explorations of specific diseases, or in specific
regions, hazardous environmental exposures.

Study materials (including protocols and questionnaires) will
contribute to European and international operators, universities,
and research groups aiming to compare and harmonize health
surveys and health indices, as the experience gained through
studies’ implementation will be shared with other European
groups conducting health surveys. Scientific reports and papers
will be of major interest to other public health scientists.

Within the framework of EMENO, a network of specialists of
different disciplines (epidemiologists, statisticians, internal
medicine physicians, pneumonol ogists, microbiologists, public
health experts, and database experts) as well as an official
collaboration of al Greek schools of medicine has been
established. Retaining such a network will be an added value
and scientists' mobility and interaction will be boosted. The
steering committee will put all its effort to ensure network’s
sustainability.

Following the successful example of NHANES study, studies
such as EMENO could be repeated (possibly with a different
focus) in a 5-year time to assess the temporal trends in health

Touloumi €t d

indicators and possibly to also investigate health conditions
additional to those of the original study health conditions. If
such a study would be approved and if adequate funds are
ensured, study’s participants could be followed up (eg, through
telephone interviews) to assess their health progression. The
financial burden of such astudy will be relatively low, whereas
the added values (estimation of diseases incidence and of life
expectancy) will be massive. In such a case, the study will be
transformed from a cross-sectional to a cohort one.

Despitethe significant benefits of EMENO, there are also some
limitations. One major limitation was the sampling methodol ogy
and specifically the door-to-door approach for data collection.
Although this method is quite common for conducting health
screenings [32,33] and is the main approach used by the
NHANES [34,35], Hillier et a [23] claimed that “the
door-to-door method istoo costly for researchers, too intrusive
for participants and too dangerousfor interviewers” Conducting
interviewsface-to-face contribute to the quality of data collected
but some serious considerations arise, mainly about
interviewers safety. It demands a very well-experienced and
trained staff; agood amount of time spent for their training and
regular team meetings; however, on the other hand, it also alows
for further social observations of the household and
neighborhood conditions, which can add valuable information
to the studies’ main purposes [36]. Another limitation was that
for feasibility reasons, we only visited large islands (Rhodes,
Corfu, and Lesbos), excluding small ones, which may be more
likely to face problems to access to health services.

Conclusion

The EMENO results will improve thus our understanding on
health and health risks of people living in Greece, which will
contribute to the evidence-based evaluation of health policies
and preventive actions. Using EMENO results as background
information, future health burden can be estimated for themain
diseases under investigation (CVDs, chronic respiratory
diseases, and diabetes). Predictions of future disease burden can
be combined with collected data on the use of health services
and medicines and with health economics models to estimate
future health needs and costs. In conclusion, EMENO comprises
a unique health data resource and a valuable bio-resource in a
Mediterranean population.
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Abstract

Background: The cardiac surgery—induced systemic inflammatory response may induce postoperative hemodynamic instability
and impairment of renal function. EA-230, alinear tetrapeptide (A-Q-G-V), isderived from the beta chain of the human chorionic
gonadotropin pregnancy hormone. It has shown immunomodulatory and renoprotective effects in several animal models of
systemic inflammation. In phase 1 and phase 2a studies, these immunomodulatory effects were confirmed during human
experimental endotoxemia, and EA-230 was found to have an excellent safety profile.

Objective: The objective of thisfirst in-patient study is to test the safety and tolerability as well as the immunomodulatory and
renoprotective effects of EA-230 in aproof-of-principle design in patients with systemic inflammation following on-pump cardiac
surgery.

Methods: We describe a prospective, randomized, double-blind, placebo-controlled study in which 180 elective patients
undergoing on-pump coronary artery bypass grafting, with or without concomitant valve surgery, are enrolled. Patients will be
randomized in a 1:1 ratio and will receive either EA-230 (90 mg/kg/hour) or a placebo. These will be infused at the start of the
surgical procedure until the end of the use of the cardiopulmonary bypass. The primary focus of this first-in-patient study will
be on safety and tol erability of EA-230. The primary efficacy end point isthe modulation of theinflammatory response by EA-230
guantified asthe changein interleukin-6 plasma concentrations after surgery. The key secondary end point isthe effect of EA-230
on renal function. The study will be conducted in 2 partsto enable an interim safety analysis by an independent data monitoring
committee at a sample size of 60. An adaptive design is used to reassess statistical power halfway through the study.

Results: This study has been approved by the independent competent authority and ethics committee and will be conducted in
accordance with the ethical principles of the Declaration of Helsinki, guidelines of Good Clinical Practice, and European Directive
2001/20/CE regarding the conduct of clinical trials. Results of this study will be submitted for publication in a peer-reviewed
scientific journal. Enrollment of this study commenced in July 2016, and results are expected at the end of 2018.
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Conclusions: Thisadaptive phase 2 clinical study isdesigned to test the safety and tolerability of EA-230 in patients undergoing
cardiac surgery. In addition, efficacy end points focused on the effect of the systemic inflammatory response and renal function
are investigated.

Trial Registration: ClinicaTrials.gov NCT03145220; https://clinicaltrials.gov/ct2/show/NCT03145220 (Archived by WebCite

at http://www.webcitation.org/74JPh8GNN)
International Registered Report Identifier (IRRID):

(JMIR Res Protoc 2019;8(2):€11441) doi:10.2196/11441

DERR1-10.2196/11441

KEYWORDS

EA-230; inflammation; preghancy; cardiac surgery; immunomodulation; kidney/therapy; clinical trials, phase |1 as topic; safety

Introduction

Background

The systemic inflammatory response syndromeis characterized
by a dysregulated inflammatory reaction in response to
conditions such as asevereinfection, trauma, and major surgery
[1,2]. Although activation of the immune system is essential, a
too-pronounced systemic inflammatory response may result in
failure of 1 or more organ systems and is associated with
morbidity and mortality rates up to 30% [3,4]. Development of
acute kidney injury (AKI) represents an early and common
manifestation of inflammation-induced organ failure [5-7].

During cardiac surgery, multipleinsults, including sternotomy,
application of cardiopulmonary bypass (CPB), and aortic
cross-clamping are well known to contribute to a systemic
inflammatory response [8-11]. The extent of this response is
directly associated with impaired patient outcome, as elevated
postoperative levels of interleukin (1L)-6 correlate with adverse
outcomes and mortality [5,12]. Furthermore, thisinflammatory
response is believed to play a central role in the pathogenesis
of AKI following cardiac surgery [13,14]. In addition, rena
impairment is, in turn, independently associated with adverse
outcome and impaired patient survival [15,16].

Immunomodulation

Immunomodulatory strategies until now have failed to
demonstrate clear beneficial effectsin cardiac surgery patients
[17]. For example, large trials on the use of high-dose
corticosteroids did not improve overall patient outcome in
cardiac surgery patients [18,19], although positive effects on
respiratory variablesin selected patient groups may be present,
as found in post hoc analyses [19]. Nonspecific
anti-inflammatory effects and the broad spectrum of side effects
of theseinterventions may have contributed to thelack of overall
beneficial effects of these compounds. As a result, current
strategies consist of supportive treatment, and novel strategies
aimed to attenuate the exaggerated proinflammatory response
remain highly warranted.

Of interest, pregnancy is associated with an immune-tolerant
adaptation of the immune system, necessary to facilitate the
symbiosis of 2 major histocompatibility complex incompatible
individuals [20]. Likely related to this effect, a remarkable
improvement of several immune-mediated inflammatory
diseases is observed during pregnancy [21-23]. Nevertheless,
pregnant women are eminently capable of combating infections

http://www.researchprotocols.org/2019/2/e11441/

and often produce antibodies against paternal alloantigens of
the fetus, demonstrating that they are fully immunocompetent.
These features are suggestive of a selective modulation of the
immune system in such away that harmful immune processes
to mother and fetus are suppressed, whereas beneficial immune
processes remain unaffected. In this context, an array of
oligopeptides related to the primary structure of the human
chorionic gonadotropin (hCG) pregnancy hormonewas designed
and evaluated in experimental animal models of systemic
inflammation [24-29]. Of the evaluated oligopeptides, thelinear
tetrapeptide (sequence: A-Q-G-V), now named EA-230, was
shown to exert immunomodul atory effects and to protect against
organ failure and associated mortality [25,26,28,30,31]. In
particular, the administration of EA-230 resulted in rena
function preservation, for example, inischemia-reperfusion and
kidney transplant models[30,31]. It is probablethat the profound
effects of pregnancy on renal function through increasing renal
flow and subsequently increasing glomerular filtration rate
(GFR) are causal to these findings [32]. Phase 1 safety studies
of EA-230 showed that intravenous administration is well
tolerated and has an excellent safety profile [33]. In a phase 2a
study during human experimental endotoxemia, a model of
controlled systemic inflammation induced by the administration
of endotoxin, no safety concerns emerged. Furthermore, subjects
treated with the highest dose of EA-230 (90 mg/kg/hour)
resulted in less flu-like symptoms, attenuated development of
fever, and reduced levels of proinflammatory mediators (among
others IL-6 and IL-8) when compared with placebo-treated
endotoxemia subjects [34].

Objectives

A proof-of-principle study is now warranted to (1) investigate
the safety profile of EA-230in patients, (2) investigate whether
EA-230 isableto modulate the systemic inflammatory response
in patients, and (3) explore whether thistransatesinto aclinical
benefit in terms of prevention of organ dysfunction, in particular,
rena injury. In this paper, we describe the design of a
double-blind, placebo-controlled, randomized, adaptive phase
2 study with EA-230 in patients undergoing elective on-pump
cardiac surgery.

Methods

Design and Setting

This study is a single-center, prospective, double-blind,
placebo-controlled, randomized, single-dose phase 2 study. It
has an adaptive design to evaluate the safety and
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immunomodulatory effects of EA-230 in patients undergoing
on-pump cardiac surgery for coronary artery bypass grafting
(CABG) with or without concomitant valve surgery. A total of
180 dligible patients are planned for inclusion and will be
randomized to receive either active or placebo treatment in a
1:1 ratio. The study will be conducted in atertiary hospital, the
Radboud University Medical Center, Nijmegen, the Netherlands.
Thisisthefirst-in-patient safety and tolerability study, of which
the primary efficacy objective is to assess the
immunomodulatory effects of EA-230. The key secondary
efficacy end point is the effect of EA-230 on renal function.
With regard to safety in thisfirst-in-patient study, the study will
be conducted in 2 parts. In the first part, 60 patients (40-50
low-risk patients) will be included (see Textboxes 1 and 2 for
details) followed by an independent safety analysis by the data
monitoring committee (DMC). Patient enrollment will only
continue if no safety concerns are raised, and more high-risk
patients will be included.

In addition, an adaptive design is used to re-evaluate the
statistical power and group size of the study using patient data

Textbox 1. Inclusion criteria.

van Groenendael et d

obtained during thefirst half of the study. Thisstudy isdescribed
in accordance with the Standard Protocol Items:
Recommendations for Interventional Tria guidelines [35] and
registered at Clinical Trials.gov (identifier: NCT03145220).

Study Objectives

Primary Objectives

The primary objectives of the study are to (1) assess the safety
and tolerability of EA-230 in patients undergoing on-pump
cardiac surgery (related to safety) and (2) assess the
immunomodul atory effects of EA-230 in patientswith systemic
inflammation following on-pump cardiac surgery (related to
efficacy).

Key Secondary Objective

The key secondary objective is to assess the effects of EA-230
on changesin renal function (GFR).

All end points, including other explorative efficacy end points,
are described in Table 1.

Coronary artery disease, scheduled for elective on-pump coronary artery bypass grafting surgery with or without concomitant valve surgery

Written informed consent to participate in this study before any study-mandated procedure

1
2
3. Patients aged above 18 years, both male and female
4

Patients have to agree to use areliable form of contraception with their partners from study entry until 3 months after study drug administration

Textbox 2. Exclusion criteria.

1. Immune compromised
« Solid organ transplantation
«  KnownHIV
e  Pregnancy

2. Useof immunosuppressive drugs (list provided in Web-based supplementary material; see Multimedia Appendix 1)

3. Nonelective/emergency surgery
4. Hematological disorders
o Known disorders from myeloid and/or lymphoid origin

«  Leucopenia

Known hypersensitivity to any excipients of the drug formulations used

5
6. Treatment with investigational drugs or participation in any other intervention clinical study within 30 days before study drug administration
7. Inability to personally provide written informed consent (eg, for linguistic or mental reasons)

8

Known or suspected of not being able to comply with the study protocol

Additional exclusion criteriato select low-risk patients (for the first 60 patients only)

1. EuroSCORE Il >4

Renal function impairment: serum creatinine >200 pmol/L

Liver function impairment: alanine aminotransferase/aspartate aminotransferase >3 times above upper level of reference range

2
3
4. Left ventricular dysfunction: gjection fraction <35%
5

Coronary artery bypass grafting procedure with concomitant valve surgery

http://www.researchprotocols.org/2019/2/e11441/

JMIR Res Protoc 2019 | vol. 8 | iss. 2 [e11441 | p.59
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS van Groenendael et &

Table 1. End points.

Categories and measures Period

Main category
Safety and tolerability

(Serious) adverse events Signing of informed consent form

to day 90

First 24 hours of intensive care unit
(ICU) admission

Vital signs (heart rate and blood pressure)

Laboratory parameters (hemoglobin, hematocrit, leukocytes, thrombocytes, leukocyte differential blood Day -1 to day +1
count, sodium, potassium, creatinine, urea, alkaline phosphatase, alanine aminotransferase, aspartate
aminotransferase, gamma glutamy! transferase, creatine kinase, bilirubin, and C-reactive protein)

Efficacy
Primary: Effect of EA-230 on theinflammatory response quantified by the changein IL%6 plasmaconcen-  Surgery day to day 1
tration over time (AUCb).
Key secondary: Effect of EA-230 on GFRC quantified by plasma clearance of iohexol (iGFRY) Day -1today +1
Explorative category

I nflammatory

Effect of EA-230 on the inflammatory response quantified by the change in plasma concentrations
over time of IL-6, IL-8, IL-10, tumor necrosis factor-a, IL-1 receptor antagonist, monocyte chemoat-

tractant protein-1, macrophage inflammatory protein 1 (MIP1)%-a, MIP1-B, vascular cell adhesion
molecule, intercellular adhesion molecule, and IL-17a

Effect of EA-230 on leukocyte kinetics quantified by change of total cell counts over time
Effect of EA-230 on changes in body temperature in degree Celsius over time

Effect of EA-230 on required insulin infusion rates

Renal

Effect of EA-230 on GFR estimated by modification of diet in renal disease calculation

Effect of EA-230 on GFR measured by endogenous creatinine clearance using urine and plasmacrea-
tinine

Effect of EA-230 on plasma creatinine and proenkephalin

Effect of EA-230 on changes in urine output

Effect of EA-230 on changes in urinary renal damage markers over time of kidney injury marker-1,
neutrophil gelatinase—associated lipocalin, L-fatty acid-binding protein, tissue inhibitor metallopro-
teinase-2 and insulin-like growth factor binding protein-7, urinary IL-18, and N-acetyl-3-D-glu-
cosaminidase

Effect of EA-230 on changes in urea, sodium, creatinine, and albumin in urine over time

Modulation in need for and duration of renal replacement therapy

Modulation in incidence of different stages of AKIf accordi ng to the RIFLEY criteria

Cardiovascular

Modulation in vasopressor use expressed as inotropic score: (dopamine dose x 1 ug/kg/min) + (dobu-
taminedose x 1 pg/kg/min) + (adrenaline dose x 100 pg/kg/min) + (noradrenaline dose x 100 pg/kg/min)
+ (phenylephrine dose x 100 ug/kg/min) + (vasopressin (mUnits’kg/min) x 10,000) + (milrinone x 10
mcg/kg/min) [36]

Effect of EA-230 on use of fluid therapy and fluid balance
Effect of EA-230 on creatine kinase and troponine T plasma concentration

Effect of EA-230 on thorax drain production

Surgery day to day 1

Day -1today +1
First 24 hours of ICU admission
First 24 hours of ICU admission

Day -1 and day +1
Surgery to day +1

Day -1today +1
Surgery to day +1
Surgery to day +1

Surgery to day +1
Surgery to day 90

Surgery to day 90

First 24 hours of ICU admission

First 24 hours of ICU admission

Surgery to end of hospital stay
Surgery to end of ICU admission

Pulmonary: Effect of EA-230 on aveolar-arterial gradient O, gradient Surgery to end of ICU admission

General outcome
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Categories and measures

Period

Effect of EA-230 on changein SOFAM score over time

Effect of EA-230 on APACHE' IV score at ICU admission

Effect of EA-230 on major clinical adverse events within 90 days (stroke, myocardial infarction,
rethoracotomy, hospital readmission, and pleura and/or pericardial puncture)

Effect of EA-230 on length of stay on ICU

Effect of EA-230 on length of hospital stay

Effect of EA-230 on 28 and 90 days mortality
Phar macokinetics of EA-230

Peak blood plasma levels of EA-230

Blood plasmalevels of EA-230, AUC, maximal concentration, terminal half-life, clearance, and volume
of distribution for alimited number of patients receiving active medication (n=15)

First 24 hours of ICU admission

Surgery to ICU admission

Signing of informed consent form
to day 90

Surgery to day 90
Surgery to day 90
Surgery to day 90

10 min before start and stop of cPB/

During EA-230 administration to 6
hours after stoppage

4 L: interleukin.
PAUC: area under the curve.
°GFR: glomerular filtration rate.

4iGFR: glomerular filtration rate measured by plasma clearance of iohexol.

EMIP1: macrophage inflammatory protein.
fAKI: acute kidney injury.

9RIFLE: risk, injury, failure, loss of kidney function, and end-stage kidney disease classification.

hsoFA: sepsis-related organ failure assessment score.
'APACHE: acute physiology and chronic health evaluation.
JCPB: cardiopulmonary bypass.

Patient Selection or Eligibility

All adult patients (aged >18 years) scheduled for elective
on-pump CABG procedure with or without concomitant valve
surgery will be screened for igibility; see Textboxes 1 and 2
for an overview of al inclusion and exclusion criteria.

Recruitment

Figure 1 depicts a schematic flowchart of patient recruitment
and randomi zation.

All patients scheduled for elective CABG surgery will be
included in a screening log and informed through a detailed
informative brochure. After screening for inclusion and
exclusion criteria, eligible patientswill be personally consulted,
and a final inclusion and exclusion check will be performed.
After obtaining written informed consent, patients will be
enrolled into the study.

Randomization and Stratification

On the morning of surgery, patients will be randomized by
nonblinded independent study personnel for active or placebo
treatment. Study personnel will use Good Clinical Practice—
approved data management software (Castor EDC, Amsterdam,
the Netherlands) in this process. The Castor system applies a
stratified randomization to ensure equal distribution between
active and placebo treatment of patientswith known risk factors
for adverse outcomes. Moreover, 3 stratawill be included: (1)
a CABG procedure with or without concomitant valve surgery;
(2) preoperative rena function with an estimated GFR of <30,

31 to 90, and >90 mL/min/1.73 m?, and (3) a EuroSCORE ||
of <4 or 24 [37].

http://www.researchprotocols.org/2019/2/e11441/

Blinding

Double-blind conditionswill be maintained for all patients, the
attending physicians, and the medical study team personnel
involved in all blinded study procedures, data collection, and/or
data analyses. Nonblinded study personnel not involved in any
other study procedures will prepare the study medication.
Infusion systems and solutionsfor active and placebo treatment
are identical in appearance and texture. The interim safety
analysis will be performed by an independent data safety and
monitoring board in an unblinded fashion. If it is decided that
the study can be continued, all study personnel remain blinded.
Unblinding will be authorized by the sponsor after completion
of the study, performance of ablinded datareview, and locking
of the database. A sealed code break envelopeispresent in case
emergency unblinding should be necessary.

Study Intervention

Intravenous infusion of EA-230, 90 mg/kg/hour, or placebo,
will beinitiated at the moment of thefirst surgical incision using
an automated infusion pump. Infusion rate is 250 mL/hour, and
infusion will be continued until cessation of the CPB or after 4
hours of continuous infusion, whichever comes first.

EA-230 formulation is packed in sterile 5-mL glass vials,
containing 1500 mg/vial, dissolved in water for injection at a
final concentration of 300 mg/mL with an osmolality of 800 to
1000 mOsm/kg. The placebo formulation consists of sodium
chloride diluted in water for injection in identical sterile 5-mL
glass vials containing 29 mg/mL to reach a solution with an
identical osmolality. EA-230 and placebo will be prepared for
continuous intravenous infusion with an osmolality of <400
mOsm/kg by adding the appropriate amount of EA-230 or
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placebo to 1000 mL normal saline under aseptic conditions.
Placebo and active treatment vials, manufactured by HALIX
BV (Leiden, the Netherlands), will be provided by the sponsor.

van Groenendael et d

Outcome M easures

An overview of the study procedures from inclusion criteria
until end of follow-up is depicted in Figure 2. A detailed
overview of al outcome measuresis also provided in Table 1.

Figure 1. Study flowchart. Overview of patient recruitment, randomization, and population analysis procedures from screening to follow-up. CABG:

coronary artery bypass grafting.
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Figure 2. Timeline of study procedures. CPB: cardiopulmonary bypass;
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Primary End Point

Theprimary focusisthe safety and tolerability of EA-230. This
is defined by the combination of several safety measurements:
theincidence and severity of seriousadverse events (SAEs) and
serious unexpected suspected adverse reactions (SUSARS), the
course of vital signs (heart rate and blood pressure), and the
course of routinelaboratory parameters. Vital signsand routine
laboratory parameters will be registered during the first
postoperative day when patients are admitted to the intensive
care unit. Safety data will be collected from inclusion in the
study until 90 days after the administration of the study drug.

The primary efficacy end point is the modulation of the
inflammatory response by EA-230. This will be quantified by
the difference in the area under the curve (AUC) plasma IL-6
levels over timefrom the start of the cardiac procedure until the
first postoperative day compared with placebo. Plasmasamples
will be collected preincision (baseline) at the start of CPB; at
0, 2, 4, and 6 hours after cessation of the CPB; and on the
morning of the first postoperative day.

Key Secondary End Point

Modulation of changesin renal function by EA-230 is defined
by changes in the GFR measured before surgery and on the
morning of the first postoperative day. For the determination
of the GFR, an intravenous bolus of 5 mL iohexol will be
administered, and plasma samples will be collected in the
following 4 hours. On the day before surgery: 90 and 240 min
after iohexol administration and on the postoperative day: 90,
180, and 240 min after iohexol administration. A plasma
disappearance curve of iohexol will be constructed to calculate
the iohexol GFR (iGFR) according to the methods described
by Delanaye et a [38].

All other secondary efficacy end points are exploratory. Data
for both parts of the study will be combined to assess both the
safety and efficacy of the primary and secondary end points.

Sample Size Calculation

The primary efficacy end point, AUC of plasma IL-6 levels
over time, was used for the power calculation. In the preceding
clinical phase 2a study with EA-230, during experimental
endotoxemia in healthy volunteers, EA-230 (90 mg/kg/hour)
attenuated AUC plasma IL-6 levels by 48% compared with
placebo. Thisfirst-in-patient proof-of-principle study is powered
on a 30% reduction in AUC IL-6, which is deemed a relevant
immunomodulatory effect. For the statistical dispersion, AUC
IL-6 data from a previous CABG surgery study conducted in
the sameinstitute were used (mean 816 pg/mL/hour, SD of 520
pg/mL/hour) [39]. To correct for the nonparametric distribution
of these data, the calculated sample size is increased by 15%
[40]. With a 2-sided apha of .05 and a power of 80% (beta of
.2), agroup size of 82 patients per treatment arm is required.
However, selection of low-risk patients in the first part of the
study with an expected less pronounced inflammatory response
may result in anincreased SD of AUC IL-6 inthe overall study,
and therefore, loss of study power. Hence, the sample size
should be adjusted accordingly. In consultation with an
independent statistician, a sample size of 90 patients per
treatment arm was deemed sufficient to compensate for this
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loss in power. Using an adaptive design, sample size will be
re-evaluated, and possible early efficacy will be assessed
halfway through the study, when 90 patients have been included.
A partially unblinded independent statistician and member of
the DM C will perform these analyses. For the re-evaluation of
the sample size, the pooled SD of the AUC plasmaIL-6 levels
of the first 90 patients enrolled will be calculated and used to
compare with the original sample size according to the method
described by Proschan [41]. To demonstrate possible early
efficacy, the approach for apha-spending according to
O'Brien-Fleming will be used [42]; at test will be performed
on the collected data with the following alpha
(01(t*)):ad(t*)=2-2¢(Z al2/Vt*) where t* represents the
information fraction (t*=0.5 x original sample size/new sample
size). If P<al(t*), the study will be stopped because of early
demonstrated efficacy. When no significant differences are
found during thisinterim analysis, the study will continue. For
final analysis, an adjusted alphawill be used, corrected for apha
spending.

Statistical Analysis

The safety parameters will be listed and summarized
descriptively according to treatment. No statistical testing on
safety end pointswill be performed. The statistical analysisplan
for efficacy end points will be signed before database lock and
is provided as online supplementary material (see Multimedia
Appendix 2). Datawill be presented as mean and SD or SE of
the mean or median and interquartile range and analyses
performed, depending on their distribution. The primary efficacy
end point, the difference in IL-6 plasma concentrations over
time (AUC IL-6 plasmalevels) between treatment groups, will
be analyzed using an unpaired Student t test or Mann-Whitney
U test (the latter if data are not normally distributed). In a
secondary analysis, the AUC IL-6 plasma levels between
treatment groups will also be compared using 2-way analysis
of variance (ANOVA; interaction term, on log-transformed data
if data are not normally distributed). Differences in the key
secondary efficacy end point iGFR between treatment groups
over time will be analyzed using 2-way ANOVA, as described
above. All other data will be analyzed using unpaired Student
t tests or Mann-Whitney U tests for continuous data, 2-way
ANOVA for continuous data over time as described above, and
chi-square tests for categorical data. A 2-sided P value<.05is
considered significant. For the primary end point, a P value
corrected for alpha spending will be used as described earlier.
Statistical analyses will be performed using IBM SPSS (IBM,
Armonk, NY, USA) and GraphPad Prism (GraphPad Software,
LaJolla, CA, USA).

Withdrawal of Study Patients

Patients may leave the study at any time, for any reason, and
without any consequences. The investigator can decide to
withdraw a patient from the study for urgent medical reasons
or in case of inability to comply with the study protocol.

There is alikely possibility that patients enrolled in the study
have their cardiac surgery rescheduled as a result of urgent
intervening surgeries or because they meet an exclusion criterion
shortly before the start of surgery. Therefore, patients who are
withdrawn from the study before investigationa medicinal
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product administration will be replaced and thus will not be
included in any analysis.

Different Populationsto be Analyzed

I ntention-to-Treat Population

Theintention-to-treat (ITT) populationincludesall patientswho
were randomized and received study treatment, irrespective of
satisfying other end point criteria. This population will be used
for the analysis of safety and tolerability and all other primary
and secondary end points.

Per-Protocol Population

Analysis of the per-protocol (PP) population will be used as a
supplement to the ITT analysis and will be performed for all
end points except safety-related end points. The PP includesall
ITT patients who have not been excluded from analysis for
major protocol deviations.

Pharmacokinetic Population

Sampling for pharmacokinetic (PK) population analysiswill be
performed in 30 patients. As EA-230/placebo ratio is 1:1, the
PK population will include asubset of approximately 15 patients
who received EA-230. For this full PK evaluation, additional
blood sampleswill be obtained during infusion of EA-230 until
6 hours after cessation of administration.

Subgroup Analyses

Subgroup analyses will be performed on the following
predetermined preoperative randomization strata: (1) CABG
with or without concomitant valve surgery; (2) preoperative
renal function with an estimated GFR of <30, 31 to 90, and >90

mL/min/1.73 m?% and (3) EuroSCORE |1 of <4 or 4.
Safety Considerations

Adverse Events

All adverse events will be judged by the investigators with
regard to severity (mild, moderate, or severe) according to
Common Terminology Criteria for Adverse Events guidelines
4.030 [43] and their perceived relation to the study drug
(definitely, probably, possibly, or unrelated/unlikely to be
related). SAEs or SUSARs include death, life-threatening
disease, persistent and/or significant disability and/or incapacity,
and hospitalization and/or prolongation of inpatient
hospitalization.

The investigator will report al SAEs and SUSARs to the
sponsor without undue delay after obtaining knowledge of the
events. Monitoring and re-evaluation of the SAE/SUSAR and
itsrelation to the study drug will subsequently be performed by
an independent medical doctor with the independent Contract
Research Organization QPS (Groningen, the Netherlands) and
reported to the Central Committee on Research Involving
Human Subjects (CCMO, The Hague, The Netherlands) within
amaximum period of 15 days (or 7 days when the event islife
threatening or results in death) and to the independent ethics
committee of the Radboud University Nijmegen Medical Center
(CMO, Arnhem-Nijmegen, the Netherlands).
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Data Monitoring Committee

An independent DMC, consisting of 3 expert members,
including 1 biostatistician, will assess safety of the study drug.
The first DMC meeting will be held on completion of the first
part of the study that includes 40 to 50 low-risk patients. During
this interim safety analysis, inclusion will be paused, and an
extensive partially unblinded assessment of (S)AEs, vital signs,
and routine laboratory parameterswill be performed. Inclusion
of patientsin the study will only continueif no safety concerns
areraised by the DMC. A second meeting will be held after 90
patients have been enrolled (including higher risk patients) to
reassessall safety parameters. At thispoint, the DMC will advise
on the continuation or termination of the study.

Ethical Considerations

Theregional and central independent ethical committee, CMO
Arnhem-Nijmegen, and the CCM O, respectively, have approved
the study protocol, amendments, informed consent, and all other
study-relevant written information for the patients. The study
will be conducted in accordance with the ethical principles of
the Declaration of Helsinki ICH E6(R1), the Medical Research
Involving Human Subjects Act, guidelines of Good Clinical
Practice, and European Directive (2001/20/CE). Informed
consent will be obtained before any study-specific procedures
are performed. Substantial amendmentswill be provided to the
CMO for approva . Nonsubstantial amendmentswill be provided
to the CMO for notification.

Data Quality Assurance and Publication

Datawill be handled confidentially and anonymously. The study
site maintains source documentation and is responsible for
accurate data entry in electronic case report form. The Good
Clinical Practice—certified data capture system Open Clinica
(Waltham, MA, USA) was used in this process. Blinded study
personnel are provided with an individual username and
password with complete traceability. Quality assurance, data
management with full data validation and monitoring of all
source documents, study procedures, study data, SAES, and
SUSARs will be performed by the independent Contract
Research Organization QPS. The database will be locked after
completion of the data review, resolutions to all queries, and
the signing of the statistical analysis plan. Following database
lock, a study patient identification code list (provided by the
Castor data management system, Amsterdam, the Netherlands)
will beusedtolink the stratified interventional treatment (active
or placebo) to the patient. Data and body material will be kept
in secure storage at the intensive care research department and
is accessible by study personnel only. The handling of patient
data in this study complies with the Dutch Personal Data
Protection Act (in Dutch: Wet Bescherming Persoonsgegevens).
The principal investigator and the subinvestigators will write
the manuscript that will be submitted for publication in a
peer-reviewed scientific medical journal after completion of the
study, irrespective of results.

Patient and Public I nvolvement

Patients and the public were not involved in the design and/or
the conduct of the study protocol. Study outcome will be
disseminated to all study participants individually. The burden
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of the intervention was assessed by the independent ethics
committees CMO and CCM O, which include laymen members.

Results

Enrollment of this study commenced in July 2016, and results
are expected at the end of 2018.

Discussion

General

To evaluate the safety, immunomodulatory, and renoprotective
effects of EA-230, we designed thissingle-center, double-blind,
randomized, placebo-controlled adaptive phase 2 study in
patients undergoing on-pump cardiac surgery. In this study
primarily focused on safety, we will also assess the
immunomodulatory effects of EA-230. Our key secondary
objective isto investigate whether EA-230 prevents a decrease
in renal function (which is possibly related to its
immunomodulatory effects) in this patient popul ation. Patients
undergoing on-pump cardiac surgery represent an ideal study
population to evaluate the effects of EA-230 on the systemic
inflammatory response in a proof-of-principle study. These
cardiac surgery procedures are highly standardized and have a
well-characterized sequence of inflammatory insults: rel ease of
Danger-Associated Molecular Pathways as a result of tissue
damage during incision and sternotomy, leukocyte activation
induced by the use of the extracorporeal circuit, ischemia-
reperfusion damage following aortic cross-clamping and
subsequent declamping, and trand ocation of endotoxins because
of increased gut permeability [8-11]. Dueto the elective timing
of theseinsults, the moment of activation of theimmune system
iswell defined, and the following inflammatory response during
and after surgery follows a relatively homogenous pattern.
Furthermore, the inflammatory response is clinically relevant,
as inflammatory mediators IL-6 and IL-8 have been shown to
be key orchestrators of the systemic inflammatory response
following cardiac surgery and are associated with postoperative
adverse outcome, including the occurrence of AKI and long-term
mortality [5,12,44]. As EA-230 has attenuated IL-6 and I1L-8
in earlier work [34], it has the potential to modulate release of
these specific mediators that are associated with organ failure
in cardiac surgery patients.

Design

Theinclusion and exclusion criteria of this study are not overly
restrictive to facilitate enrollment and to increase
generalizability. Although the inflammatory response is
relatively comparable among cardiac surgery patients, these
permissive criteriamight influence study results because patients
with known preoperative risk factors may develop a more
pronounced inflammatory response and/or have a worse
outcome. However, in a randomized study such as this, these
interpatient differencesarelikely to be equally divided between
treatment and placebo groups. Neverthel ess, we used astratified
randomization procedure to optimize group balance. In addition,
3 major preoperative determinantsfor outcome, namely baseline
renal function, EuroSCORE |1 [37], and CABG with or without

http://www.researchprotocols.org/2019/2/e11441/

van Groenendael et d

valve surgery were used to ensure equal distribution between
groups of patients with known risk factors.

The 2-part study design facilitates an extensive safety interim
analysisby the DM C after thefirst part and limits potential risks
for patients. It also ensures efficient assessment of efficacy by
combining data from both parts for all safety and efficacy
analyses. Furthermore, with the use of an adaptive design, the
trial sample size can be adjusted halfway through the trial by
conducting anew power calculation using the variation of 1L-6
concentrations of obtained data of the first half of the study,
this way guaranteeing adequate statistical power. The use of
such an adaptive design has recently been recommended for the
design of clinical studies such asthis study [45].

To date, no side effects attributed to EA-230 have been
observed, whichisin sharp contrast to other immunomodul atory
drugs. This may be because of the fact that EA-230 is an
endogenous, immunological active breakdown product of the
pregnhancy hormone beta hCG. In addition, the fact that the
tolerant immune phenotype during pregnancy is not
accompanied with complicationsrelated to immunosuppression
suggests that targeting this pathway may be of more benefit
than the use of other immunomodulatory therapies.

Evaluation of the effects of EA-230 on renal function is of
specificinterest in this study for several reasons. First, EA-230
exerted potent renal protective effectsin animal studies. Second,
a significant proportion of these patients suffer from
postoperative renal injury [13,14], which is, in turn, related to
their clinical outcome[15,16]. This study is uniquein terms of
accurate assessment of renal function because a gold standard
method to measure GFR is used, instead of estimating GFR
based on serum creatinine. Although it is well established that
serum creatinine and urine output are suboptimal parametersto
assess acute deterioration of renal function, they remain to be
the most commonly used markers to diagnose AKI clinically
and in research settings. Creatinineisunreliable becauseitisa
late marker and is influenced by muscle mass, fluid shifts,
immobilization and is partially, but actively, secreted by the
kidneys[46-48]. The iGFR method has proven to be asreliable

astheinulin clearance (with an R? of 0.96 [49]) and accurately
detects even minor changes [38,50]. Therefore, clinically
significant changesin GFR can bereliably assessed in this study.
These renal function measurements have not been performed
in any large cardiac surgery trial to date and will substantially
improve the validity of the data and quality of this study. Asa
potential downside, the iohexol method does require trained
personnel in the collection of multiple blood samplesto create
aplasmadecay curve. Asaresult of thislabor-intensive process,
iGFR measurementswill be performed only twicein thisstudy:
preoperatively, representing a baseline measurement and on the
morning of the first postoperative day. As discussed earlier,
conventional renal function markers are late and unreliable.
Therefore, little is known about the exact postoperative course
of renal function deterioration and/or decreasein GFR. Assuch,
there is a chance that the single postoperative iGFR
measurement could fail to detect a decrease in GFR following
on-pump cardiac surgery.

JMIR Res Protoc 2019 | vol. 8 | iss. 2 [e11441 | p.65
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

A limitation of this study isthe dose of EA-230. Only one dose
isused, based on thefact that only the highest dose was effective
in terms of modulating the immune response in the previous
experimental human endotoxemiastudy [34]. Asaresult, it will
remain unknown whether similar efficacy in patients can be

van Groenendael et &
surgery may alter distribution of EA-230, with nontherapeutic
plasma concentrations as a possibl e resullt.

Summary
The EASI Study is a double-blind, randomized, placebo-

controlled phase 2 study of EA-230in 180 patients undergoing
on-pump cardiac surgery. It applies stratification and has an
adaptive study design. Apart from safety and tolerability, it is
designed to examinetheimmunomodulatory and renal protective
effects of EA-230 in patients with systemic inflammation.

attained using a lower dose or higher efficacy can be achieved
using a higher dose. Furthermore, whether the use of the
artificial  extracorporeal  circulation affects EA-230's
pharmacokinetics or pharmacodynamics is unknown. Along
theselines, thefluid balance shift in patients undergoing cardiac
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ANOVA: analysis of variance

AUC: areaunder the curve

CABG: coronary artery bypass grafting

CCMO: Centra Committee on Research Involving Human Subjects

CMO: independent ethics committee of the Radboud University Nijmegen Medical Center
CPB: cardiopulmonary bypass

DM C: data monitoring committee

GFR: glomerular filtration rate

hCG: human chorionic gonadotropin

| CU: intensive care unit

iGFR: glomerular filtration rate measured by plasma clearance of iohexol

IL: interleukin

ITT: intention-to-treat

MIP1: macrophage inflammatory protein

PK: pharmacokinetic

PP: per-protocol

RIFLE: risk, injury, failure, loss of kidney function, and end-stage kidney disease classification
SAE: serious adverse event

SOFA: sepsis-related organ failure assessment score

SUSAR: serious unexpected suspected adverse reaction
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Abstract

Background: Efficacious psychiatric treatments are not consistently deployed in community practice, and clinical outcomes
are attenuated compared with those achieved in clinical trials. A major focus for mental health services research is to develop
effective and cost-effective strategies that increase the use of evidence-based assessment, prevention, and treatment approaches
in community settings.

Objective: The goa of this program of research is to apply insights from behavioral economics and participatory design to
advance the science and practice of implementing evidence-based practice (EBP) for individual swith psychiatric disorders across
the life span.

Methods: Project 1 (Assisting Depressed Adults in Primary care Treatment [ADAPT]) is patient-focused and leverages
decision-making heuristicsto compare waysto incentivize adherence to anti depressant medicationsin thefirst 6 weeks of treatment
among adults newly diagnosed with depression. Project 2 (App for Strengthening Services In Specialized Therapeutic Support
[ASSISTS)) is provider-focused and utilizes normative pressure and social status to increase data collection among community
mental health workers treating children with autism. Project 3 (Motivating Outpatient Therapists to Implement: Valuing a Team
Effort [MOTIVATE]) explores how participatory design can be used to design organizational-level implementation strategies to
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increase clinician use of EBPs. The projects are supported by a Methods Core that provides expertise in implementation science,
behavioral economics, participatory design, measurement, and associated statistical approaches.

Results. Enrollment for project ADAPT started in 2018; results are expected in 2020. Enrollment for project ASSISTS will
begin in 2019; results are expected in 2021. Enrollment for project MOTIVATE started in 2018; results are expected in 2019.
Data collection had begun for ADAPT and MOTIVATE when this protocol was submitted.

Conclusions: This research will advance the science of implementation through efforts to improve implementation strategy
design, measurement, and statistical methods. First, we will test and refine approaches to collaboratively design implementation
strategies with stakehol ders (eg, discrete choice experiments and innovation tournaments). Second, we will refine the measurement
of mechanisms related to heuristics used in decision making. Third, we will develop new ways to test mechanisms in multilevel
implementation trials. This trifecta, coupled with findings from our 3 exploratory projects, will lead to improvements in our
knowledge of what causes successful implementation, what variables moderate and mediate the effects of those causal factors,

and how best to leverage this knowledge to increase the quality of care for people with psychiatric disorders.

Trial Registration:
WebCite at http://www.webcitation.org/74dRbonBD)

International Registered Report Identifier (IRRID):

(JMIR Res Protoc 2019;8(2):€12121) doi:10.2196/12121

Clinical Trials.gov NCT03441399; https.//www.clinicaltrials.gov/ct2/show/NCT03441399 (Archived by

DERR1-10.2196/12121

KEYWORDS
implementation science; behavioral economics; mental health

Introduction

Background

Worldwide, psychiatric disorders account for more years lived
with disability than any other category of disease[1]. Therisk
of premature mortality of people with severe psychiatric
disorders is elevated [2], and the annual burden to the US
economy is approximately half atrillion dollars, less than half
of which is due to the cost of treatment [3]. Efficacious
treatments are not consistently deployed in community practice,
and clinical outcomes are attenuated compared with those
achieved in clinical trias [4-6]. A mgjor frontier for mental
health servicesresearch isto devel op effective and cost-effective
strategies that increase the use of evidence-based assessment,
prevention, and treatment approaches in community settings
[7]. Although the field of implementation science has offered
many new frameworks that identify factors associated with the
use of evidence-based practice (EBP) in health and mental health
care [8,9], there is still much potential to be redized in
developing and testing new approaches that more successfully
increasethe use of EBP. Thegoa of our Advanced Laboratories
for Accelerating the Reach and Impact of Treatmentsfor Youth
and Adultswith Mental IlIness (ALACRITY) Center isto apply
behavioral economicsand participatory design to accelerate the
reach and impact of treatments for individuals with psychiatric
illness across the life span.

Gapsin the Field of Implementation Science

On average, it takes 17 years for 14% of research to make its
way into practice, with the majority of research findings never
deployed in the community [10]. This finding has galvanized
the development of implementation science, a discipline that
has evolved rapidly, and focuses on the scientific study of
methods to increase the adoption, implementation, and
sustainment of EBP [11]. Implementation strategies are the
interventions of implementation science. Early implementation
research tested strategies that primarily involved training

http://www.researchprotocols.org/2019/2/e12121/

cliniciansin EBP, based on assumptions that clinicians did not
use them because they lacked knowledge and skills. Findings
from a number of randomized controlled trials suggested that
training improved clinicians' knowledge of and attitudes toward
EBP but did not lead to practice change [12-14]. This body of
research highlighted contextual factors, such as clinician
motivation and organizational culture, typically considered
nuisance factorsin efficacy trials, asimportant and understudied
variablesin their own right [15,16].

Implementation research in both health and mental health care
began prioritizing theidentification of determinantsat clinician,
organization, and system levels that affect implementation
successor failure. Several heuristicimplementation frameworks
that attempted to capture constructs at each of these levels
supported these studies [8,9,17]. Broadly, these studies used
either qualitative methodsto elucidate barriersto or facilitators
of implementation [18-21] or quantitative methods to test
associ ati ons between determinants and implementation outcomes
such as fidelity to EBPs [22-26]. Furthermore, 3 major gaps
have emerged from research that our center aimsto address: (1)
implementation science has not leveraged the rich literature
from behavioral economics, (2) implementation research
encourages stakeholder involvement but has not yet
operationalized how best to do so, and (3) implementation
research lacks causal theory.

Implementation Science Has Not L everaged the Rich
Literature From Behavioral Economics

Implementation studies historically have been premised on the
assumption that clinicians make rational clinical choices that
maximize utility for themselves and their patients [27]. A
growing body of research from thefield of behavioral economics
suggests that this is not how clinicians make decisions.
Behavioral economicsincludesaset of modelsand frameworks
that recognize that individual stend to make decisions under the
constraints of bounded rationality [28]. In other words, clinicians
do not always make decisions based on complete information,
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exhaustive analysis of all potential outcomes, and maximization
of expected utility. Instead, individual s areinfluenced by myriad
psychological, social, cognitive, and emotional factors and a
widerange of simplifying cognitive heuristics or shortcuts when
making decisions. Clinicians likely are influenced in their
decision making about which treatment to use and how to use
it by heuristics such as availability bias (a case seen recently is
particularly salient), hindsight bias (tendency to infer causality
from a recent event even if it was not predictable), and status
guo bias (the tendency to stick with the approach they usually
use even if new and better approaches may now be available)
[29,30].

To date, implementation research has not leveraged insights
from behavioral economicsto designimplementation strategies.
Thisapproach is promising and has been applied outside of the
scope of implementation science with regard to physician and
patient behavior in health care [31-34]. The application of this
approach necessarily movesthefield away from implementation
strategies designed to increase knowledge and toward strategies
such as changing the environment (ie, choice architecture) to
make it easier to do the desired thing, making EBP use the
default, and using incentives and rewards to leverage cognitive
heuristics. Incentives refer to informing individuals that they
will receive rewards if they perform abehavior. Rewards refer
to giving an individual money, vouchers, or valued objects or
status when the behavior is performed [35].

Implementation Research Encour ages Stakeholder
I nvolvement but Has Not Oper ationalized How to Do
So

Although implementation science underscores the importance
of stakehol der involvement in theimplementation process[36],
there has been little study on how to systematically involve
stakeholders, such as patients, providers, administrators, payers,
and policy makers, in the development, refinement, and testing
of implementation strategies [37]. Engaging stakeholders
systematically can increase the specificity, accuracy, and success
of implementation strategies. Participatory design approaches,
which emphasize active involvement of stakeholders in the
design process, can be used to include stakehol der input in the
process of designing and refining implementation strategies
[38].

Implementation Science Lacks Causal Theory

Causal theory is largely underdeveloped in implementation
science [11,39], and there is a limited understanding of the
mechani sms by which implementation strategies work [29,40].
Onemajor rate-limiting step isthat randomized controlled trials
of implementation strategies rarely incorporate formal tests of
mediating mechanisms [40]. This is due in part to the
underdevelopment of rigorous dtatistical methods to test
mediating and moderating effects of hypothesized mechanisms
inamultilevel context. Implementationtrialsalmost alwaysare
clustered, with patients nested within clinicians and clinicians
within organizations [8,9,17]. Furthermore, implementation
strategies can be directed at patients, clinicians, or organizations,
and strategies at 1 level may target behavior and outcomes at
other levels. For example, changes in organizational climate
may affect clinician behavior and patient outcomes. There are
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few validated statistical approaches to test these pathways,
sometimes referred to as complex moderated mediation or
conditional indirect effectsin amultilevel context, thuslimiting
the forward movement of the field in understanding how or
when implementation strategies are most effective.

A second factor that limits the development of causal theory in
implementation scienceisthelack of standardized and validated
measures that assess putative mechanisms that link strategies
to outcomes. Important work is currently underway to address
this measurement gap in some areas of implementation science
[41]; bhowever, constructs from the field of behavioral
economics, including measuresthat assess cognitive heuristics,
have been notably absent. This is an important gap given the
potential promise of these heuristics as a lever for behavior
change.

Even when measures are available to assess putative mediating
mechanisms and investigators test these variables as mediators
within randomized controlled trials, athird factor that limitsthe
development of causal theory in implementation scienceis the
failure of many implementation strategiesto engage thetargeted
mechanisms[40]. A recent systematic review of 88 randomized
controlled implementation trialsin mental health service settings
found no evidence that any implementation strategy engaged
itstargeted mechanisms of action [40]. One potentially important
reason for this is that, to date, the design of implementation
strategies has not incorporated systematic end-user feedback
and perspectives. Studies have shown that intervention design
issignificantly improved when it systematically dlicits end-user
feedback about behavioral bottlenecks and other barriers to
enactment of the targeted behavior and incorporates this
feedback into intervention design [42].

The center isfunded as part of the National Institute of Mental
Health ALACRITY P50 to support the rapid development,
testing, and refinement of novel and integrative approaches for
optimizing the effectiveness of treatments for and prevention
of mental disordersand organizing and delivering mental health
servicesin community settings[43]. The major aim of the Penn
ALACRITY center isto accelerate the pace at which effective
treatments for mental disorders are deployed in community
practice, thereby increasing their impact on improving quality
of life for people with these disorders, and to advance the
science of implementation. The Penn ALACRITY center is
intended to support research that demonstrates high synergy
across disciplines and that increases the public health impact
of existing and emerging mental health interventions and service
delivery strategies. The Penn ALACRITY center addresses
these goals with the following objectives:

Objective 1: Apply innovative, interdisciplinary
approaches from behaviora economics to
implementation science.

Objective 2: Apply methodsfrom participatory design
to ensure that the stakeholders' voice is included in
the development of implementation strategies in a
systematic, rigorous, and collaborative manner.

Objective 3: Develop statistical approachesthat allow
for the elucidation of mechanisms and causal theory.
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Methods

Overview

The Methods Core is the foundation of the Penn ALACRITY
center. Specifically, it supports 3 incubators related to
implementation strategy design, measurement, and statistical
methods. (1) optimization of implementation strategy design
through our design incubator, (2) refinement of measurement
of mechanisms through our measurement incubator, and (3)
development of novel approaches to test mechanisms in
multilevel implementation trialsthrough our statistical methods
incubator. The Methods Core supports 3 exploratory projects
that are wide in scope and span the most salient levels at which
implementation takes place—the individua in treatment, the
clinician, and the organization. Although each project stands
alone, they are linked through common methods and
measurement tools (see Table 1).

Project 1 (Assisting Depressed Adultsin Primary care Treatment
[ADAPT]) compares the effectiveness of different schedules
of financial incentivesto increase medication adherence among
adults recently diagnosed with depression in primary care
settings. Project 2 (App for Strengthening Services In
Specialized Therapeutic Support [ASSISTS]) examines the
effectiveness of normative pressurein increasing the use of EBP
amonyg frontline clinicians working with children with autism
in schools. Project 3 (Motivating Outpatient Therapists to
Implement: Valuing a Team Effort [MOTIVATE]) develops
and tests the acceptability of organization-focused
implementation strategies to increase clinicians’ use of EBPs
in community mental health clinics. In the section that follows,
we will describe the major activities of the Methods Core,
followed by more in-depth descriptions of each project.

Methods Core

Design I ncubator: Optimize | mplementation Strategy
Design

The design incubator will test several participatory approaches
to develop implementation strategies. Here, we describe 4
methods including innovation tournaments, behavioral design,
rapid-cycle prototyping, and discrete choice experiments.

Innovation tournaments [44,45] take a collaborative and
systematic approach to addressing complex and relatively
unstructured problems using ideas from end users. Innovation
tournaments begin when a host calls for ideas in an area of
interest. End usersareinvited to submit ideas, which go through
sequential stages of screening and eval uation by crowdsourcing
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peer review and expert input to filter and shape the raw ideas
into the most promising ideas. At the end of the tournament, a
few winning ideas are selected. Although innovation
tournaments are solution-focused, they have added benefits
related to team building and shifting organizational climate to
be more egalitarian so that end users have direct input.
Innovation tournaments have been successfully used in many
contextsto increase stakeholder engagement, including quality
improvement in health care [44,45], but have not been used to
address challenges of implementing EBP in mental health
services. In addition, 2 of our 3 projects (ASSISTS and
MOTIVATE) include this approach. In ASSISTS, we use
innovation tournaments to engage therapists in designing
nonfinancial incentive strategies to improve the use of EBP
among one-to-one aides working with school-age children with
autism. Although we propose to leverage normative pressure
to increase use of 1 EBP, data collection, there are many ways
normative pressures can be applied, and there may be other
incentives that may be equally or more effective, which we can
learn about from our stakeholders. In MOTIVATE, we use
innovation tournaments to engage clinicians in identifying the
best way for organizations to use financial and nonfinancial
incentives to help cliniciansimplement EBP.

Behavioral design is a systematic approach, informed by
engineering and human-centered design principles, to understand
human behavior and apply those insights to the design of
behavior change interventions [46,47]. In this 5-step approach,
designersfirst define the problem and then diagnose the problem
from a behavioral lens, using qualitative and quantitative data
about the context of the target behavior. The diagnosis process
yields hypotheses informed by behavioral insights about the
channels or barriers to the desired behavior. Next, these
hypotheses are trandated into potential solutions. Design
solutions are also informed by behavioral insights. One design
approach, developed by the UK Behavioural Insights Team, is
the Easy, Attractive, Social, and Timely Framework, which
organizes design solutions into factors that make the desired
behavior Easy, Attractive, Social, and Timely [48]. For example,
creating default solutions (which people will naturally stick
with) makes a behavior very easy. Providing peer comparisons
makes a behavior social, as most of us care how we do relative
to peers, and what others think of us. Designed solutions are
then tested and scaled through rigorous experiments. Project
MOTIVATE employs behavioral design to generate solutions
to improve the implementation of EBPs in community mental
health settings. The contextual data for diagnosis phase will
comprise, in part, the ideas submitted in the innovation
tournament.
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Table 1. Comparisons across the 3 exploratory projects.
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Attributes Project 1: ADAPT? Project 2: ASSISTS? Project 3: MOTIVATE®
Ecological level Patient Clinician Organization
Population Adults with depression Youth with autism A wide range of diagnoses and ages

Type of incentive Financia

QOutcome Medication adherence

Social

Data collection

Mix

Acceptability of implementation strategies

8ADAPT: Assisting Depressed Adults in Primary care Treatment.

bASSISTS: App for Strengthening Services In Specialized Therapeutic Support.
°MOTIVATE: Motivating Outpatient Therapists to Implement: Valuing a Team Effort.

Rapid-cycle prototyping is an industry innovation that has
recently been applied to health care and is a complementary
approach to behavioral design. The goa of rapid-cycle
prototyping isto test potential innovations more efficiently, less
expensively, and more reliably than traditional clinical trials
[49]. These approaches leverage mini-pilots, or experiments
that areintegrated within operations, to learn how to best design
strategies. Rapid-prototyping does not rely on afinished product
to test. Rather, mock-ups or inexpensive versions are tested
before compl eting the product. For example, when IBM wanted
to test how userswould respond to speech recognition software,
it placed a hidden typist in another room who could hear the
speaker through a microphone, rather than developing this
complex technology first [50]. Rapid-cycle prototyping has
been used extensively at the Penn Medicine Center for Health
Care Innovation in a variety of clinical contexts as a way to
quickly learn from successive iterations of a new technology.
We use rapid-cycle prototyping in 1 of our projects. In
ASSISTS, our digita tool to collect data and improve
implementation will rely heavily on rapid-cycle prototyping to
iteratively test the interface, information content, and response
to aphone-based data collection app for providers of one-on-one
behavioral support for children with autism.

Discrete choice experiments [51,52] are frequently applied in
health economics asaway to rate the acceptability of programs.
They have not been used to provide input on the design of
implementation strategies although they represent another
promising approach to increasing stakeholder engagement [53].
Discrete choice experiments are atechnique for systematically
diciting individual preferences for options and their specific
attributes. By systematically eliciting tradeoffs among
constructed outcome combinations, discrete choice experiments
generate datathat can quantify relative utility or satisfaction for
the presented option as well as its specific attributes. This
strategy alows for eliciting preferences for treatments that do
not currently exist or that individuals have not yet experienced.
We use discrete choice experimentsin MOTIVATE to evaluate
the acceptability of collaboratively developed implementation
strategies targeting organizations to increase clinician EBP
implementation.

Measurement I ncubator: Refine Measurement of
Mechanisms Related to Clinician Factors

I mplementation science frameworks posit that individual factors
such as motivation, self-efficacy, knowledge, and attitudes are
important in the implementation process [8,9]. To date, these
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factorshave primarily been described and measured using health
behavior theories such as the Theory of Planned Behavior [54]
and Social Cognitive Theory [55]. Less explored in
implementation research have been the psychological heuristics
that shape decision making and characterize our decision-making
styles and may both mediate and moderate the impact of
implementation strategies. In our 3 exploratory projects, we
hypothesize that psychological heuristics affect implementation
strategy success. For example, risk aversion describesthe human
tendency to value losses more than equivalent gains [30] and
may shape how a consumer respondsto afinancial incentiveto
adhere to an EBP or may make managers reluctant to take a
gamble on innovative practices that may put quality at risk.
Present bias refers to the tendency of individuals to overvalue
immediate or current rewards compared with future rewards
[56]. Present-biased individuals may be more responsive to
financial incentives; present-biased managers may require
short-term rewards that provide more immediate feedback than
those commonly seen in many pay-for-performance programs
that involve incentive disbursement at the end of each year.
Regret aversion refers to the tendency of individuals to reduce
the possibility of regret when making choices and can be
deployed inthe design of lotteries or other tangible or intangible
rewards systems; responseto such designsislikely to vary with
underlying heterogeneity in regret aversion. Individuas
sensitivity to conformity and socia referents similarly can be
leveraged both through descriptive comparisons (eg, “this is
how you are using EBP compared with your peers’) and
injunctive comparisons (eg, “these are your supervisors
expectations of how you will use EBP") [57]. An individua’s
unique pattern of cognitive biases and decision-making styles
can be described as their behavioral phenotype [42] and may
explain individual variation in responses to implementation
strategies.

Implementation science frameworks also posit the importance
of organizational factorsin explaining implementation success,
emphasizing constructs such as organizationa culture (the
collective sense of how work is done in an organization),
organizational climate (the collective sense of how the work
environment affects psychol ogical well-being), implementation
climate (group perspective on whether use of an innovation is
expected, supported, and rewarded), and implementation
leadership (group beliefs about how capably aleader supports
EBP implementation) [58-62]. These organizational constructs
explain much of the variance in implementation outcomes[23].
They are generally measured by aggregating individual
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responses within organizations or organizational unitsfollowing
ademonstration of construct validity at the organization level.
In addition to defining individual decision-making styles,
behavioral phenotypes may be important organizational
descriptors, which would require aggregating responses across
individuals. As an exploratory objective, we will examine the
validity and utility of aggregating individual behaviora
phenotypes to the organizational level [63]. In other words, do
people with similar behavioral phenotypes cluster in
organizations, and do these aggregated phenotypes predict
important implementation outcomes? Individua behavioral
phenotypes could cluster within organizations if, for example,
leaders only hire individuals whose psychological heuristics
are consistent with their own or if the organizational culture
changes employees’ heuristics. If individual behavioral
phenotypes translate into an organizational construct, we will
also explore questions related to organizational composition,
such as how clinicians' behavioral phenotypes compare with
those of their administrators and which is more predictive of
implementation and clinical outcomes.

Wewill refine existing, validated measures from the behavioral
economics literature for assessing psychological heuristics.
Once measured in patients, providers, and administrators, these
phenotypes can be evaluated as mediators and moderators of
implementation strategy effects.

Statistical Methods I ncubator: Develop Novel
Approachesto Test Mediating and Moderating Effects
of Mechanisms

Mechanisms refer to processes that are responsible for change
[64]; they can be considered the active ingredients that explain
the specific ways in which implementation strategies affect
implementation and client outcomes. The identification of
mechanisms can lead to more efficient and tailored strategies
based on the EBP of interest and the context in which it is
implemented. The goals of the statistical methodsincubator are
to develop methods that quantify the magnitude and statistical
significance of cross-level indirect effectsin mediation models
(the approach needed to test mechanisms) that span patient,
clinician, and organizational levels and develop methods and
guidelines for designing studies that have adequate statistical
power to detect mediation effects in these multilevel trials.
These methods are necessary to rigorously test the
implementation strategies that are developed through our
exploratory projects and pilot studies.

Although some research has begun to identify challenges and
propose solutions for addressing mediation in simple 2-level
mediation models (patients nested within providers) [65], little
isknown about the extension of these methodsto 3-level models
(patients within providers within organizations) or models that
incorporate multiple measures over time. For exampl e, questions
remain about the extent to which various model specifications
result in biased parameter estimates and the most effective
strategies for overcoming these biases to obtain accurate
parameter estimates and correct tests of statistical significance
for indirect effects in 3-level models. Complications arise in
these models because of the interdependence of observations
within levels and because the relationships among lower-level
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variables can vary at different levels [65-67]. Although
significant progress has been made in accounting for these
design features when modeling direct effects, the modeling of
indirect effectsis more complicated and has not been examined
with as much rigor. This deficit is particularly important in
implementation studies of organizations where there can be
considerable homogeneity within levels, and interventions at 1
level can have substantial effects on other levels—all of which
complicates modeling [23,40,68].

There are no good guidelines to help investigators design
multilevel studies so that they have adequate power to detect
indirect effects of clinical interest. The importance of designing
studies with adequate statistical power to detect meaningful
effectsiswell understood [69] and accepted. Several resources
are available to support researchersin ensuring that studies are
adequately powered to detect main effects of interventions in
both single-level trialsand multilevel trials[70-72]. Asthefield
moves to an experimental approach that requires testing of the
mediating mechanisms that link implementation strategies to
outcomes at multiple levels, we will have to examine indirect
effectsin studies that have sufficient statistical power to detect
these effects, should they be present. Although methods are
avalable to calculate statistical power for main effects in
clustered trias, we know of no validated methods to calculate
statistical power to detect cross-level indirect effects in
multilevel trials. Without this information, investigators are
unable to plan studies that are adequately powered to address
guestions of mechanisms. This work will build on and extend
2 approaches to test indirect effects in multilevel
models—multilevel structural equation modeling [73] and the
centered within context with means reintroduced approach
[65]—to address 3-level models with mediators, interventions,
and randomization at different levels. This work will result in
generalizable instructions and guidelines on how to conduct
multilevel mediation analysis in 3-level mediation models
applicable to studying mechanisms in a wide range of
implementation trials and empirical evidence supporting the
need for these approachesto increase the precision and accuracy
of indirect effect estimates.

Exploratory Projects

Project 1: Assisting Depressed Adultsin Primary Care
Treatment (Patient-Level)

Improving the management of adult depression is one of the
great challenges facing outpatient mental health care. As
continuous antidepressant treatment tends to improve symptoms
of depression [74-76], quality of life[74], and social functioning
[77] aswell asreduce health care costs [78], it is a cornerstone
of evidence-based treatment for adult depression. Yet adults
who initiate antidepressants for depression often discontinue
within thefirst few weeks of treatment, before their medication
becomes fully effective [79]. Although patient-level strategies
have been highlighted in several implementation frameworks,
there has been little empirical study relating to patient-level
uptake of EBP [80]. We will conduct a pilot study to test
whether modest time-limited escalating or de-escalating daily
financial rewards for patient antidepressant use, based on
behavioral economic theory, improves medication adherence
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and clinical outcomes of adults initiating treatment of
depression. This will make a contribution to implementation
science by elucidating how patient-facing implementation
strategies can be used to increase the manner in which patients
engage with EBP.

Tangible financial patient rewards have successfully increased
a wide range of health behaviors [31,34,81-84], including
medication adherence [85-88]. Financial rewardsfor medication
adherence tend to have their strongest effects when they are
provided frequently and close in time to when the medication
istaken[88]. In depression, in contrast to many other conditions,
it may be necessary to provide financial incentives for
antidepressant adherence only during the initial weeks of
treatment, when untreated depression makes nonadherence risk
greatest and before the patient’s mood begins to improve
[89,90]. After this point, antidepressants may help lift the
patient’s mood, providing feedback to become self-reinforcing
and facilitate better adherence.

Behavioral economics research has highlighted that the design
and delivery of financial incentives significantly influence
effectiveness [91,92]. Antidepressant therapy requires
continuous medication adherence. However, the therapy’s
mechanism of action makes early adherence difficult: the
rewards of antidepressants (decreased depressive symptoms)
do not materialize instantaneously but only after several weeks
of use, whereasthe costs (inconvenience and side effects) accrue
in the present. With this in mind, it is possible that providing
larger initial incentives that fade over time may help peopleto
overcome initia inertia and get started. It is also possible,
however, that an increasing daily incentive, which people
generaly prefer [93], may better leverage key behavioral
principles, including the use of reference points (people compare
with what they have received previously, and the increasing
rewards will be thus viewed positively) and loss aversion as
patients who initiate treatment face an ever-greater lost
opportunity if they discontinue medications asrewardsincrease
[94]. However, it is also possible that an increasing daily
incentive, which people generaly prefer [93], may better
leverage key behavioral principles, including the endowment
effect (ascribing more value to things because one owns them)
and loss aversion as patients who initiate treatment face an
ever-greater lost opportunity if they discontinue medications as
rewards increase [94].

We will compare the effects of usual care, escalating, and
de-escalating patient financial incentives on daily antidepressant
medication adherence and depression symptom control of
nonelderly adults with clinical depression (see Table 2). A
three-arm pilot study will randomize 120 adults in outpatient
treatment who are starting antidepressants for depression to
receive either (1) usual care (n=40), (2) usual care and escalating
daily financial incentives (n=40), or (3) usua care and
de-escalating daily financial incentives (n=40). Participants
assigned to the escal ating incentive arm will receive US $2 per
day, increasing to US $7 per day with daily feedback tied to
use of Adheretech wireless medication devices using the Way
to Health platform for the first 6 weeks of antidepressant
adherence (US $189 maximum). Those assigned to the
de-escalating incentive arm will receive an incentive that
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decreases from US $7 per day to US $2 per day for daily
antidepressant adherence over the 6-week period (US $189
maximum). The study will achieve the following specific aims:
(1) compare the effectiveness of usual care, escalating
incentives, and de-escal ating incentives on improving adherence
to antidepressant therapy and reducing depressive symptoms 6
weeks following treatment initiation; (2) determine whether 6
week escalating or de-escalating financial incentives continue
to improve antidepressant adherence and depressive symptom
control over the 6- to 12-week period following termination of
the incentives; and (3) assess the similarity of the study groups
with respect to potential negative effects of incentivesincluding
regret over study participation. Wewill also explore potentially
moderating effects of 2 psychological biases (present bias and
information avoidance) on the effectiveness of theinterventions
toimprove daily antidepressant adherence. Habit formation and
decision regret will be evaluated as secondary outcomes. Given
that this study is one of the first of its kind to explore financial
incentives for medication adherence in individuas with
psychiatric disorders, we have paid careful attention to potential
ethical concerns[95]. Itisof notethat we will not prescribe any
medication, and we leave the assessment of benefitsrelative to
risks for each patient to that patient’s clinician. We have
included the Decision Regret Scale[96], which wewill monitor
regularly to identify potential issues of dissatisfaction with study
participation. We also plan to conduct qualitative interviews
with participants asking specifically about their perspectives
on financial incentives and adherence to antidepressants.

Project 2: App for Strengthening Servicesin Specialized
Therapeutic Support (Clinician-Level)

Elementary school children with autism often need intensive
support throughout the day [97]. Concerns about safety,
behavioral challenges, and the need for a highly structured
environment have resulted in an increased use of one-to-one
aides at home, school, and in the community [98,99]. These
aides, referred to as therapeutic support staff (TSS) in
Philadelphia, usually have a bachelor’'s or associate's degree
and receive limited training and supervision due to the
community-based nature of their work, which often requires
them to work in settingsindependent from their supervisorsand
peers [98,100]. ldedly, aides would use evidence-based
interventions in the family of applied behavior analysisto help
children reduce problem behaviors and increase adaptive
behaviors[101,102].

Philadelphia’'s Medicaid system spends more than US $80
million a year on TSS, about a third of the children’s mental
health services budget. Although children with autism comprise
7% of all children served through this system, they account for
40% of TSS services. Administrators, advocates, and parents
have decried the poor or unknown quality of care and outcomes
associated with it, yet the very nature of the work they do makes
it difficult to monitor. Our observations of TSS in the
community [98], combined with our interviews with
administratorsand clinicians, suggest that TSS are not supported
in providing high-quality, evidence-based care, in large part
because of the isolating nature of their work and limited
opportunity for measurement of performance, acknowledgment,
and feedback.
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Table2. Assisting Depressed Adultsin Primary care Treatment (ADAPT) Standard Protocol Items: Recommendationsfor Interventiona Trials (SPIRIT)

flow diagram.

Stages and time point Study period

Screening Baseline

Intervention period  Follow-up
(weeks 1-6)

End of week 6 End of week 12

Enrollment
Eligibility screen NG X
Verbal informed consent X —
Randomization — X
I nterventions
Escalating financial incentives — —
De-escalating financial incentives — —
Control — —
Assessments
Patient Health Questionnaire-9 X —
Generalized Anxiety Disorder-7 — X
Beck Hopelessness Scale — X
Theory of Planned Behavior — X
Information avoidance — X
Present bias — X
Decision Regret Scale — —
Habit formation — —

Daily antidepressant adherence (auto- — —
mated collection via electronic pill
bottle)

Antidepressant prescription (via — —
electronic health record abstraction)

| |
| X x X
| X x X

|
X X X
X X X

X denotes the study period in which each component occurs.
BNot applicable.

This project will develop and test strategies to increase TSS's
self-efficacy, supervision, and sense of belonging to a
professional community, with opportunitiesfor peer comparison
and supervisor recognition as mechanisms to increase the use
of EBP. Thetarget practice for this study is data collection. We
chose data collection because (1) it is a component of every
EBP for children with autism and is common to many mental
health interventions for other children as well, (2) this
foundational practiceis essential to measuring and monitoring
outcomes and has been associated with more positive outcomes
in and of itself, and (3) it makes possible the objective
assessment of the effectiveness of implementation strategies
and supports iteration and improvement.

Our clinician-focused implementation strategy is based on 3
psychological principles informed by behavioral economics.
Thefirst isbounded rationality, defined aslimited information,
cognitive capacity, and willpower [103]. TSS may find data
collection difficult because they are not sure what information
to collect or how to collect it easily. The second is perceptions
of social norms[57]. On the basis of typical practice, TSS may
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believethat their supervisors do not expect them to collect data
and that none of their peers collect data. The third ishyperbolic
discounting, inwhich people prefer moreimmediate gratification
(not expending effort to collect data) at the expense of long-term
outcomes (data ultimately used to show a child's progress and
inform future interventions) [56].

Philadelphia’'s Department of Behaviora Health is making
substantial investmentsin establishing and enforcing standards
for autism intervention. Data collection will be an important
part of these new standards. We will use a participatory design
approach to build a digital app on the Penn Way to Health
platform that allows TSSto (1) receive frequent communication
and reminders about how and when to collect data, (2) easily
collect and upload data, (3) observe how the child in their care
is progressing, (4) observe how they compare with their peers
in data collection, and (5) receive positive recognition from
their supervisors and employers in response to frequent and
accurate data collection.

We will use rapid-cycle prototyping, an iterative development
process that involves multiple tests of our intervention’s utility,
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feasibility, acceptability, and potential for long-term
system-wide implementation. To develop the components of
this new tool, we will (1) conduct an innovation tournament
among TSS and their supervisors to identify ways to increase
TSS's data collection; (2) observe and query 10 TSS workers
inthefield to examine how they collect data, the functional and
structural barriers that impede their ability and willingness to
collect data, and their intentions, attitudes, subjective norms,
and self-efficacy regarding data collection; (3) use rapid
prototyping and testing to create an app through Way to Health
that makes data collection easier, more rewarding, and socially
desirable and refine the app based on observation and data
collection; (4) test the refined app with 30 TSSfrom 3 agencies;
and (5) explore broader applicability of this technology with
our partners to determine how use of other EBPs can be
objectively and inexpensively measured and rewarded.

Project 3: Motivating Outpatient Therapiststo

I mplement: Valuing a Team Effort
(Organizational-Level)

In project MOTIVATE, we will partner with stakeholders to
develop implementation strategiesthat target organizationsand
leverage established principles from behavioral economics to
improve EBP implementation in community mental health
clinics. In our work investigating the implementation of EBP
over the past 5 years[23,104], agency administratorsand policy
makers have repeatedly told us that the most significant barrier
toimplementing EBPisthe need for asignificant organizational
financial investment, which is challenging in the context of an
under-resourced public mental health system [21,105-108].

In response to this challenge, payers, including Philadelphia’s
Department of Behavioral Health and Intellectual disAbility
Services (DBHIDS), are beginning to use financial incentives
to motivate organizations to encourage EBP implementation.
These effortsare based in part on evidence from afew published
studies, which show that pay-for-performance schemes, that is,
paying cliniciansdirectly for theimplementation of EBPs, result
in greater use of EBP and higher fidelity [109-111]. However,
studies have a so shown that incenting organi zations rather than
cliniciansis not highly effective in changing clinicians’ use of
EBP[112-115]. Thisdiscrepancy highlights the importance of
understanding how to help organizations leverage incentivesto
change clinician behavior most efficiently and effectively.

The limited impact of paying organizationsto change clinician
behavior may be due to a number of factors ranging from poor
incentive design to organi zational incentives not being trandated
into incentives for frontline clinicians [116]. Organizational
leaders likely do not have the training in how to design or use
flow-through incentive funds effectively nor is there any
research (or established implementation strategies) to guide this
practice [115]. We address this gap through a participatory
design processthat integrates stakeholder input from clinicians,
administrators, policy makers, and payers to develop
incentive-oriented implementation strategies that target
organizations [36].

Our participatory design approach incorporates 3 novel and
promising methods for systematically eliciting and leveraging
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end-user input to design effective interventions. First, we will
use an innovation tournament (described previously) to generate
ideas from clinicians (the end users) about the best ways for
organizations to use financial and nonfinancial incentives to
facilitate clinician implementation of EBP (see description
above). Second, we will refine the ideas generated through the
innovation tournament using a behavioral diagnosis process.
We will use a structured tool developed by ideas42 to
comprehensively analyzetheideas submitted in the tournament
and identify specific behavioral barriers impeding the use of
EBPsby clinicians. For example, tournament ideasthat indicate
that clinicians run out of time to implement EBPs during the
standard 50-min therapy session may suggest that the planning
falacy (ie, the tendency to consistently underestimate the time
needed to complete an action) contributes to incomplete or
infrequent use of EBPs in session. The behavioral diagnosis
step will yield multiple hypothesized behavioral bottlenecks
that, once confirmed or disconfirmed by stakeholders, will
inform implementation strategy design.

Third, once a set of implementation strategies have been
identified as potentially useful, we will use a discrete choice
experiment to systematically elicit and quantify stakeholders
preferences regarding how these strategies should be designed
and structured [53]. Discrete choice experiments present
potential users of a product or service with a series of
forced-choice questions that require them to choose between
alternative designs. For example, clinicians might be required
to choose between a financial incentive in the form of alarge
annual bonusfor high EBPfidelity or asmall monthly payment
for fidelity or they might choose to verify fidelity by tape
recording all sessions or having 1 in-session observation. By
systematically combining various attributes and levels, adiscrete
choi ce experiment quantifiesthe extent to which specific design
featuresare desired. Thisinformation will then be used toinform
the design of an incentive strategy that targets organizations to
improve clinicians’ EBP delivery.

Declarations

Current Study Status

We have begun recruitment and data collection for Projects 1
and 3; data collection is ongoing for both projects. Project 2
recruitment and data collection will begin in 2019. No
publications containing the results of this study have been
submitted or published in any journal.

Ethics Approval and Consent to Participate

The ingtitutional review boards of the University of
Pennsylvania and the City of Philadelphia approved all study
procedures, and all ethical guidelines were followed. All
individualsinterested in participating in the research described
in this protocol will provide written informed consent.

Setting

Thiswork is occurring in close collaboration with community
stakeholders vested in mental health in the City of Philadel phia.
Our major partners include the DBHIDS, the School District
of Philadelphia, the nonprofit organizationsthat serve the mental
health needs of Philadel phiaresidentsin the DBHIDS network,
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and the University of PennsylvaniaHealth System. Philadelphia
is a city of 1.6 million racidly and ethnically diverse
communities, approximately a third of who are enrolled in
Medicaid. Philadel phia manages the behavioral health care of
its Medicaid enrollees through Community Behavioral Health
(CBH), a not-for-profit corporation that falls within the
organizational structure of DBHIDS. CBH pays for mental
health and substance use care for more than 100,000 consumers
annually and has more than 250 organizations in network,
including approximately 50 CBH centers and other specialized
mental health and substance use agencies providing outpatient
services.

The School Digtrict of Philadelphia serves approximately
140,000 students educated in 214 schools annually, making it
the eighth largest school district in the United States.
Furthermore, three-quarters of its students are eligible for free
or reduced-price lunch. About two-thirds of studentsare African
American and 10% are Latinx, and 107 languages other than
English are spoken at home by District students.

The University of Pennsylvania Health System is the largest
health system in the Delaware Valley. It includes 6 hospitals
and 2 regional medical centers. Last year, the heath system
accommodated more than 5 million outpatient visits, 135,000
adult hospital admissions, and 350,000 emergency room visits.

All projectsare approved by the appropriate institutional review
boards.

Results

Enrollment for project ADAPT started in 2018; results are
expected in 2020. Enrollment for project ASSISTS will begin
in 2019; results are expected in 2021. Enrollment for project
MOTIVATE started in 2018; results are expected in 2019. Data
collection had begun for ADAPT and MOTIVATE when this
protocol was submitted.

Discussion

Summary

Although hundreds of treatments for common psychiatric
disorders have demonstrated efficacy, problems persist in
optimizing their implementation in community practice
[117,118]. When evidence-based interventions are adopted,
they are often not implemented in the way they were designed
and do not result in the same outcomes observed with highly
selected patients under controlled conditions. The 3 projects
described in this protocol address the problems of incomplete
uptake of selected EBPsin community practice and will result
in approachesthat could lay the foundation for waysto address
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implementation gaps at the levels of individuals in treatment,
clinicians, and organizations. Our Methods Core will develop
statistical, participatory design, and behavioral phenotyping
approaches to increase the specificity and external validity of
implementation strategies and the rigor with which and for
whom they work.

Oneinnovation of our Penn ALACRITY center isthe merging
of mental health treatment, implementation science, behavioral
economics, and participatory design. Implementation research
in menta hedth has identified important, malleable
characteristics of treatments, the individuals using them, and
the organizations in which they work that affect their use and
outcomes. Behavioral economists have identified awide range
of patterns in human decision making that may contribute to
poor health outcomes as well as methods of designing the
environment to optimize optima decison making
[91,92,119-127]. These complementary approaches may be
hel pful when considering the implementation challenges faced
in the community. Participatory design actively involves
stakeholders in designing new technologies to help ensure that
the results meet their needs. Our Penn ALACRITY center
activities will introduce a new level of rigor and innovative
methods for eliciting and incorporating stakeholder input and
will represent thefirst merging of interdisciplinary perspectives.
Future research can test the output of these different
participatory design approachesto test their effectivenessin the
design of implementation strategies.

Outcomes and Conclusions

We anticipate that our Penn ALACRITY center will result in
thefollowing outcomes. First, through the design, measurement,
and statistical methods incubators, the Methods Core will
generate guidelines for using participatory design approaches
(ie, innovation tournaments, rapid-cycle prototyping, and
discrete choice experiments) in the development of
implementation strategies; a set of publicly available measures
of behavioral phenotypes and adatabase that pools deidentified
patient, provider, and organizational data; and practical statistical
tools, guidelines, and information that facilitate the design of
the next generation of mechanism-focused randomized trialsin
implementation science. Second, through our exploratory
projects, we will generate data that will seed future
implementation science studies that incorporate advances from
behavioral economics and participatory design [128]. Third,
through our scientific and dissemination activities, we hope
both to (@) advance implementation science by integrating new
conceptual models and methods to develop implementation
strategies and (b) increase the use of EBPs in community
settings to improve patient well-being and quality of care.

The authors would like to acknowledge the input from their community partnersincluding the DBHIDS, Community Behavioral
Health, the School District of Philadelphia, the University of Pennsylvania Health System, and the organizations and clinicians
that serve the needs of individuals with mental health difficultiesin the city of Philadel phia. The authors would also like to thank
the following individuals who contributed to the proposed work: (1) coinvestigators (Sudeep Bhatia, PhD; David Asch, MD,
MBA; Roy Rosin, MBA; Paul Allison, PhD; Fran Barg, PhD, Med; Meena Bewtra, MD, MPH; Yong Chen, PhD; John Kimberly,
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PhD; and Rosemary Frasso, PhD, MSc, CPH); (2) clinical research coordinators (Vivian Byeon, BA and Megan Reilly, MPH);
(3) data manager (Ming Xie, MS); (4) consultants (Kristopher Preacher, PhD and Reed Johnson, PhD); (5) Way to Health team
(Devon Taylor, MPH; Christianne Sevinc, MPH; and Stephanie Brown, BA); (6) Your Big Idea Team (Deirdre Darragh, MA);
(7) External Advisory Board members (C Hendricks Brown, PhD; John Landsverk, PhD; Joan Erney, JD; and Barbara Bunkle,
PhD); and (8) Data Safety and Monitoring Board members (Marc Atkins, PhD; Marisa Domino, PhD; and Craig Newschaffer,
PhD). This work is funded through the National Institute of Mental Health P50 MH113840 (principa investigators: RB, DM,
and KV).
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Abstract

Background: Across Europe, Canada, Australia, and the United States, the prevalence of home mechanical ventilation (HMV)
prevalence is 6.6-12.9 per 100,000. At-home ventilator-assisted individuals (VAls) are often vulnerable and highly comorbid,
requiring complex care. In Canada, most VAI careis provided by family, leading to poor health-related quality of life and increased
caregiver burden. No supportive interventions or peer support programs are tailored to VAI caregivers. Owing to the financial,
geographic, and time limitations, Web-based support delivery may especially meet VAI family caregiver needs. We have devel oped
a peer mentor training and Web-based peer support program for VAI caregivers including information-sharing, peer-to-peer
communication, and peer mentorship.

Objective: Study Stage 1 aimsto (1) eval uate the face and content validity of the peer mentor training program and (2) investigate
participant satisfaction. Study Stage 2 aims to evaluate (1) the feasibility of participant recruitment and Web-based program
delivery; (2) acceptability, usability, and satisfactoriness; (3) experiences of caregivers and peer mentors with the Web-based
peer support program; and (4) effect of the Web-based peer support program on caregiver health outcomes.

Methods: Study Stage 1: We will train 7 caregivers to act as peer mentors for the Web-based peer support program trial; they
will complete questionnaires rating the utility of individual training sessions and the training program overall. Study Stage 2: We
will recruit 30 caregiver peers for a pilot randomized controlled trial of the 12-week Web-based peer support program using a
waitlist control; the program includes private chat, a public discussion forum, and weekly moderated chats. Caregiver peers will
be randomized to the intervention or waitlist control group using a 1:1 ratio using Randomize.net. Both groups will complete
pre- and postintervention health outcome questionnaires (ie, caregiving impact, mastery, coping, personal gain, positive affect,
and depression). Caregiver peersin theintervention arm will only complete a program eval uation and will beinvited to participate
in an interview to provide insight into their experience. Peer mentors will be invited to participate in a Web-based focus group
to provide insight into their experience as mentors. We will judge the feasibility per the number of recruitment and program
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delivery goals met, use analysis of covariance to compare health outcomes between intervention and control groups, and analyze

gualitative data thematically.

Results. Peer mentor training was completed with 5 caregiversin July 2018. To date, 2 caregivers have beta-tested the website,
and the Web-based peer support program trial will commence in September 2018. Results are expected by early 2019.

Conclusions:

This study will result in the production and initial evaluation of a rigorously developed, evidence- and

stakehol der-informed Web-based peer training and peer support program for caregivers of VAlsresiding at home.

International Registered Report Identifier (IRRID):

(JMIR Res Protoc 2019;8(2):€11827) doi:10.2196/11827
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intervention; caregivers, peer support; mechanical ventilation

Introduction

Family Caregiversof Ventilator-Assisted Individuals

Prevalenceratesfor ventilator-assisted individuals (VAISs) living
at home are increasing globally. The 2005 Eurovent Study
estimated the preval ence of home mechanical ventilation (HMV)
at 6.6 per 100,000 population across 16 European countries[1].
Comparative research from Australiaand New Zealand indicated
a minimum prevalence of HMV of 9.9 and 12.0 per 100,000,
respectively [2]. Recent datafrom Canadaand the United States
indicate that 12.9 and 6.6 per 100,000 population, respectively,
receive HMV [3,4]. Given the unique and complex care needs
of VAIs[3], family caregiversplay an essential rolein sustaining
the stable environment that enables them to live at home [5,6].
If family caregivers are unableto support VAIsto remaininthe
home, the only alternative is institutionalization [7]. Several
studies have highlighted that caregiving can increase the burden
and decrease the caregiver health-related quality of life [8]. A
study focusing on caregivers of VAIls with progressive
neuromuscular disease, a common indication from HMV,
described a negative impact on both physical and emotional
caregiver health, with the initial transfer home perceived as
extremely stressful [5]. These findings emphasize the growing
acceptance that family caregiving isaserious public health issue
requiring intervention [9].

Support From Other Caregivers

Peer support comprises (1) emotiona support (expressions of
caring, empathy. and reassurance); (2) informational support
(advice, suggestions, factual input, and feedback); and (3)
affirmational support (affirmation of feelings and behaviors,
reassurance that frustrations can be managed) [10].
Peers—individuals who have experienced the same health
problem and have similar characteristics as the support
recipients—can be akey source of support for family caregivers
[11]. Peer support improves the health-related quality of life
and well-being by decreasing feelings of isolation, improving
mood, buffering stress, creating a sense of empowerment, and
increasing self-efficacy in various patient and caregiver
populations [12-14]. The lack of peer support has been shown
to predict distress [15]. Several peer support models exist
including in-person, peer-to-peer matching, and online support
[16].
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Online Peer Support Provision

Within the broader family caregiver population, geographic
limitations, time constraints and a lack of respite have been
cited asreasons that caregivers do not utilize in-person support
groups [17]. In addition, the economic burden of diseases that
leads to mechanical ventilation frequently make attendance at
in-person meetings cost-prohibitive [18]. Consequently, many
caregivers are turning to the internet as an avenue for social
support [19]. Over the past decade, the number of Web-based
health interventions providing abroad array of family caregiver
supports in a cost-effective, accessible, and convenient fashion
have increased exponentialy [20]. Within these Web-based
programs, peer-to-peer communication isaparticularly critical
element of support, with qualitative findings indicating that
caregivers highly appreciate and benefit from interaction with
similar others [20]. Therefore, peer support delivered using
Web-based modalities is especially well-tailored to fit the
demanding nature of the VAI caregiver role.

Development of a Web-based Peer Support Program
for Caregiversof Ventilator-Assisted Individuals

Rising numbers of VAlsliving at home[3], the burden of family
caregiving [5,9], the proven benefit of peer support in various
caregiving populations, and the lack of existing social support
for caregivers of community-based VAIs[6] suggest an urgent
need for peer support programs for these family caregivers.
Although peer support interventions have been shown to be
effective in anumber of illness populations, there are currently
no studies of family caregivers of VAls in the home. As peer
support can take many forms [16] and multicomponent Web
interventions (ie, including several support features—
informational links, chat, and discussion forum) tend to be more
effectiveinreducing caregiver burden[21,22], wewill develop,
validate, and conduct feasibility evaluation of an Web-based
peer support program entailing elements of informational
support, peer-to-peer interaction, as well as peer-mentoring.

Overall Study Objective

This study aims to develop a comprehensive Web-based peer
support program for VAI caregivers, including peer-mentoring,
and explore the feasibility of the program.
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Methods
Study Stage 1: Peer Mentor Training

Objectives
Primary Objective

The primary objectiveisto evaluate the utility of the peer mentor
training program.

Secondary Objective

The secondary objectiveisto investigate participant satisfaction
with the peer mentor training program.

Procedure

We have adapted a peer training program developed by St.
Jude’'s Research Hospital (Memphis, TN, USA) for parents
caring for a child with cancer [23], also recommended as a
valuable resource by an existing peer support tool kit used for
parents of technology-dependent children [16]. We sel ected this
training program because of its focus on mentorship skill
development (rather than peer-matching process and logistics)
and the publicly avail able recorded training sessions. To ensure
that our adapted training program has the face and content
validity for our home VAI caregiver population, we will ask a
minimum of 2 home VAI caregivers and 1 clinician that
manages this patient population to review and make suggestions
regarding content, structure, and delivery.

The original St. Jude’s peer training program consists of 4
in-person sessions and our Web-based mentor training program
will reflect this. The four 1-hour sessions will cover the
following topics: (1) peer mentorship basics (eg, family-centered
care, where or how to obtain educational materials specific to
HMV); (2) mentoring skills (eg, active listening and sharing
stories); (3) boundary-setting (eg, mentor’'s boundaries and
value of boundaries); and (4) mentorship at the end-of-life,
emergency situations, and wrap-up (eg, unique end-of-life
circumstances, red flags, whento call for help, debriefing about
training, and next steps for participating in evaluation). During
each of the sessions, the trainer will go over the material and
incorporate short “break-out sessions’ that will alow
participants to pause, reflect, and discuss new concepts and
skills.

We will host mentor training sessions using GoToMesting to
facilitate Web-based attendance. GoToMeeting allows for
high-definition video and high-quality audio, compatibility with
desktops or tablets or phones, screen sharing, and video
recording. Thislatter featurewill enable recording of thetraining
sessions and archiving on a secure server to inform future
iterations of the training program.

Participants

The inclusion criteria for peer mentors are as follows: (1) age
>18 years, (2) previous or current family caregiver for a
community-residing VAI; (3) able to speak and read English;
(4) access to a computer (with video and microphone) and a
high-speed internet connection; and (5) available for training
sessions. The exclusion criteria are as follows: (1) currently
experiencing severe depression as indicated by a score of >10
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on the Centre for Epidemiological Studies Short Depression
scale during recruitment screening [24].

Recruitment

We will recruit caregivers from the provincial Ventilation
Equipment Pool (Kingston, ON, Canada), and the long-term
and home ventilation clinics of West Park Healthcare Centre
(Toronto, ON, Canada). We will seek snowball referrals from
clinician experts, professional societies, patient advocacy groups
(eg, Muscular Dystrophy Canada), and through Twitter.

We will recruit 5-10 peer mentors for training. Purposive
sampling based on the following criteriawill be used to ensure
samplediversity: (1) ventilator type (invasive: n=2; noninvasive:
n=5); (2) diagnostic category [rapidly progressing disease
(amyotrophic lateral sclerosis): n=2; nonrapidly progressing
disease (Guillain-Barré syndrome, Myasthenia Gravis, and
postpolio syndrome): n=2; variably progressing disease
(muscular dystrophy): n=2]; (3) relationship to care-recipient
(spouse: n=2; child: n=2; parent: n=1); and (4) sex (male: n=2;
femae n=5).

Data Collection

Prior to training, we will ask peer mentors to complete a
demographic questionnaire and rate their general health status
(on ascale of 1-5; 1=very good, 5=Poor). Before and after the
training program participation, we will ask peer mentors to
complete the Mentoring SkillsInventory [25]; thisquestionnaire
asks peer mentorsto indicate whether they are very comfortable
(“V"), moderately comfortable (“M™), or uncomfortable (“U”)
with 12 mentoring skills (eg, brokering relationships; coaching;
goal-setting; managing conflict; providing and receiving
feedback) [25,26]. After each training session, we will ask peer
mentors to complete a short questionnaire rating the extent to
which they agree with a series of questions about the design,
content, instruction, and utility of the training session on a
5-point Likert scale (1=strongly disagree; 5=strongly agree). In
addition, they will be asked to comment on what they benefited
from most, what was unclear, and what would benefit from
additional content. Any mentor(s) identified as needing
clarification or additional training will be followed up with on
an individual basis. We will ask peer mentors to complete an
end-of-training questionnaire rating their satisfaction with the
training overall (eg, objectives clearly defined and trainers knew
material) on a5-point Likert scale (1=strongly agree; 5=strongly
disagree). Furthermore, they will be asked to comment on which
training sessions they found most or least informative and to
provide any suggestions for future iterations of the peer mentor
training program.

Data Analysis

We will report descriptive statistics from individua training
session questionnaires and the end-of-training questionnaires,
including counts and proportionsfor categorical dataand means
and SDs (or medians and interquartile ranges), depending on
the distribution of continuous data.
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Study Stage 2: Web-based Peer Support Program
Objectives

Primary Objective

The primary objective is to evaluate the feasibility of tria
recruitment and program delivery according to a-priori

definitions described below and including user ratings of
acceptability, usability, and satisfaction.

Secondary (Exploratory) Objectives

The secondary objectives are to explore (1) caregiver health
outcomes (ie, caregiving impact, mastery, coping, personal gain,
positive affect, and depression) before and after participation
in the Web-based peer support program and (2) the experiences
with the program from the perspective of caregiver peers and
peer mentors.

Trial Design

We will conduct a pilot randomized controlled trial (RCT) of
the 12-week Web-based peer support program with waitlist
control. Research Ethics Board approval wasreceived from the
University of Torontoin May 2017, wheretheresearchisbeing
conducted.

Study Setting
While the online peer support intervention is Web based, the

study is being hosted at the University of Toronto. Recruitment
islimited to Canadian caregivers of VAls.

Eligibility Criteria
Theinclusion and exclusion criteriafor the peer mentor training
also apply to participants for the Web-based peer support

program feasibility RCT except needing to be currently
providing care to a VA living at home.

TheWeb-based Peer Support Program (Intervention)

Technical Development

The end goal for this development project was to create a
“social-network” style website (akin to Facebook). Thiswebsite
would also need to digitally capture and record al interactions
between participants. To provide al the functionality needed
for thisstudy (including interaction data capture), we found that
nonproprietary “ off-the-shelf” software programs or templates
were insufficient. Therefore, we used a hybrid of
“existing-base-software” coupled with code or programming
designed and integrated into this base software, making the
functionality of this website unique.

Content and Design

The content and design of the Web-based peer support program
were informed by a scoping review led by the first author [20],
alocal peer support tool kit [16], and aprovincia peer support
program [27]. The 12-week Web-based peer support program
entails the following: (1) informational resources (links to
relevant websites and resources—eg, nationa disease and
caregiving organizations); (2) discussion forum open to
caregiver peersand peer mentors enabling asynchronous contact;
(3) weekly chat (live 1-hour forum for discussing a specific
topics—eg, self-care, illness management moderated by the
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research team); and (4) private messaging, including audio,
video, or text chat, allowing participants one-on-one or select
group interaction with other caregiver peers or peer mentors.
Private messaging is hidden from other participants but
accessible to the research team for monitoring purposes. Every
participant (peer mentors and caregiver peers) will create a
personal profilewith information about their caregiving situation
(eg, who are or were caring for, ie, spouse, child, duration of
care, diagnosis, etc). Based on the peer mentor profiles,
caregiver peerswill have the opportunity to access mentorsthey
believe arewell suited to addresstheir support needs, questions,
and concerns.

Primary Outcome

Our primary outcome is the feasibility of trial recruitment and

program delivery. The feasibility will be assessed on the basis

of compliance with the protocol represented by the following
criteria:

1. Theproportion of peer mentors participating weekly in any
program element (ie, discussion forum, private chat, or live
chat) for, at least, 8 out of the 12 program weeks. =60% of
peer mentors

2. The proportion of caregiver peers participating weekly in
any program element (ie, discussion forum, private chat,
or live chat) for, at least, 8 out of the 12 program weeks:
>60% of peer mentors

3. Discussion forum usage: =50% participants (peer mentors
and caregiver peers) posting each week

4. Live weekly chat usage: =50% participants (peer mentors
and caregiver peers) joining each week

5. Thefrequency of weekly mentor contacts. =25% of mentors
receive, at least, 1 message each week

6.  Theproportion of peer mentors contacted: >50% of mentors
contacted, at least, once during the 12-week program

7. Theproportion of caregiver peer participantswho contacted
a mentor: =50% of caregiver peer participants during the
12-week program

8. Attrition rates. <30% caregiver peer participants
withdrawing from the study before completion of
postintervention questionnaires

We have selected the following decisions to determine the
feasibility [28,29]:

+  0-2/8 criteria met—Stop; study design not feasible.

+  3-5/8 criteria met—Continue with modifications; feasible
study design with modifications.

+  6-7/8 criteria met—Continue without modifications but
monitor closely; feasible study design with close
monitoring.

+  8/8criteriamet—Continue without modifications; feasible
study design asis.

Participant Timeline

We will instruct participants to participate in the discussion
forum, at least, twice a week and in each weekly chat. In
addition, we will instruct participants to access peer mentors
selected per their own preference, at least, once every week.
Participants can choose to access only one or severa peer
mentors, again at their own preference. Caregiver peer
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participants will be instructed to respond to messages directed
at them from either mentors or other peers through the
Web-based peer support site within 48 hours.

We will instruct peer mentors to participate in the discussion
forums, at least, 2 times a week and in each weekly chat. In
addition, we will instruct peer mentors to contact the research
team if they are concerned about the well-being of participants.
The research team will then contact those participants to assess
the situation and recommend visiting their family doctor to
access supports if required. We will instruct peer mentors to
respond to messages directed at them through the Web-based
peer support site within 48 hours.

Sample Size

There has been no prior assessment of a peer support
intervention for VAI caregivers on which to base our sample
size calculations. Using feasibility criteria of 15% dropout and
70% participation in weekly chats, a sample size of 30 would
allow usto be 90% confident that estimates are accurate within
22% and 28% percentage points, respectively [30].

Recruitment

Recruitment proceduresfor the Web-based peer support program
feasibility RCT are the same as those for the peer mentor
training. We will aim to recruit 30 participants. We will recruit
caregivers until we achieve the following minimum numbers:
(2) ventilator subgroup (invasive: n=2; noninvasive: n=8); (2)
diagnostic category (rapidly progressing disease: n=3;
nonrapidly progressing disease: n=3; restrictive thoracic cage
disorders: n=3); (3) relationship to care-recipient (spouse: n=4;
child: n=4; parent: n=4); and (4) gender (male: n=5; female:
n=7).

Allocation

We will randomize consenting participants to the peer support
intervention or waitlist control using a 1:1 ratio using
Randomize.net. No stratification will be applied, and allocation
will be concealed using opaque sealed envelopes. Those
randomized to the waitlist control will be given access to the
peer support program following the 12-week intervention phase.
A waitlist control group was chosen as it is believed to be a
cost-effective and ethical alternative to no-treatment control
groups when primarily studying psychological and behavioral
interventions such as the one in this study [31]. Those
randomized to the intervention group will receive information
through email about the website features (eg, forum, chat) and
instructionsin their use, log-in and profileinstructions, and the
weekly chat schedule. We will send weekly email remindersto
encourage participants to access website resources, participate
intheweekly chat, and draw their attention to active discussion
forum threads.

Data Collection

At Basdaline

A blinded assessor will collect the demographic and health
information from participants in both the intervention group

http://www.researchprotocols.org/2019/2/€11827/

Wasilewski et &l

and control group and administer the exploratory caregiver-
reported measures (listed in Table 1) through email or over the
phone (as per the participants’ preference). Our research team
has previously used this battery of questionnaires identifying
that completion takes approximately 30-40 minutes.

Upon Program Completion

We will ask participants (intervention arm only) to complete a
program eval uation (through telephone or email, depending on
preference). The program eval uation will assessthe acceptability
through a series of questions (eg, about the helpfulness of the
program, how likable program was; 5-point Likert scale;
generaly, 1=very unacceptable; 5=very acceptable). The
evaluation will assess satisfaction by asking participants the
extent to which they agree with a series of questions about the
program content, delivery, and outcomes (5-point Likert scale;
1=disagree; 5=agree) [45]. Finally, the evaluation will assess
the usability by asking participants the extent to which they
agree with a series of questions about the usability of various
program features (5-point Likert scale; 1=strongly disagree;
5=strongly agree) [46]. We will invite participants to complete
a semistructured qualitative interview to further explore their
experience with the peer support program (eg, which features
were most beneficial, what aspects were most challenging, what
can be improved, what should be kept the same) and their
perspectives on the support received from peers (eg, quality of
support, influence on their caregiving experience). Wewill host
1-2 focus groups with the peer mentors using GoToM eeting.
Using a semistructured interview guide, we will explore their
experiences and perspectives of the Web-based program as
trained peer mentors. Furthermore, we will audiorecord
interviews and focus groups and transcribe verbatim.

Statistical M ethods

We will report descriptive statistics for demographic or health
data, feasibility, and exploratory caregiver outcomes. To
compare caregiver-reported outcomes between intervention and
control groups, we will use the analysis of covariance with
pretest scores as the covariate and group allocation, time, and
theinteraction between time and group all ocation asindependent
variables. For nonnormally distributed scores, we will use a
nonparametric alternative. All quantitative datawill be analyzed
in Statistical Analysis Software V9.4 (SAS Ingtitute) using an
intent-to-treat approach.

We will use the thematic content analysis to analyze interview
and focus group transcripts following the framework outlined
by Braun and Clark, which entails a line-by-line coding of
transcripts, constant comparison, and generation of recurring
themes [47]. We will use NVivo 11 software to facilitate the
coding process. In collaboration with MBW, LR will anayze
20% of data to reduce bias and enhance the credibility and
reliability of the qualitative findings [48].
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Table 1. Exploratory caregiver-reported outcomes.

Measure name Items Scorerange Description Test-retest relia-  Internal consis-
bility (r) tency (alpha)
Caregiving Impact Scale[32,33] 14 0-84 Higher scores suggest providing careinterfereswith /a2 .88[32]
caregivers' abilitiesto maintain participation in
valued activities
Barthel Index [34] 10 0-20 Higher scores indicate more functional indepen-  0.89 [35] .87-.92 [36]
dence
Pearlin Mastery Scale[37] 7 7-28 Higher scores indicate a greater sense of control 0.81[37] 75[38]
over life

Brief Coping Orientation to Prob- 28 6-24 (problem-  Higher scores on either subscale represent greater  0.58-0.72[40]  .57-.90[39]

lems Experienced (COPE) [39] based coping);  use of that coping style

22-88 (emotion-

based coping)
Personal Gain Scale [41] 4 4-16 Higher scoresindicate caregivers' discovery of in-  N/A 9142

ner strengths because of providing care

Positive and Negative Affect 10 10-50 Higher scores indicate more psychological well-  0.47-0.68 [43] .95 [42]
Schedule [43] being
Centrefor epidemiological studies 10 0-30 Higher scores sores indicate greater depression 0.41-0.70[44] .89[42]
short depression scale [24]

8NI/A: not applicable.

Two caregivers have beta-tested the peer support website and
issues identified have been addressed. Below are screenshots
We recruited 5 caregiversto be trained as mentors, Thementor  Of the initial log-in page (Figure 1), home page (Figure 2),
training was completed in July 2018. We have recruited 4 profile set-up page (Figure 3), and private chat function (Figure
caregiversto participatein the Web-based peer support program. 4).

We anticipate initiating the support program September 2018.

Results are expected by early 2019.

Results

Figure 1. Screenshot of theinitial log-in page.
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Figure 2. Screenshot of the home page.
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Figure 3. Screenshot of the profile set-up page.
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Figure 4. Screenshot of the private chat function.
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Discussion

This study will result in the production and initial evaluation
of arigorously developed, evidence- and stakehol der-informed
peer training and peer support program for caregivers of VAls
residing a home. Burdened and stressed caregivers may
experience significant negative physica and emotional
consequences to their own health, which may then impact their
ability to care for VAls who themselves are exceptionally
vulnerable. Despite a growing body of evidence supporting the
effectiveness of peer support interventions [20], there are
currently no support programs of this nature tailored to
caregivers of VAls. The evaluation of the peer support program
will highlight whether theinclusion of multiple communication
toolsisfeasible, usable, and effective. The evidence generated
will inform future iterations of the program so that it includes
only the most valuable tools and optimizes them to enable
support exchange.

The Web-based peer support program aims to empower
community-residing VAls and their caregivers to manage
diseases necessitating mechanical ventilation. We anticipate
that if caregivers have better health and quality of life, they will
be better able to care for their loved ones who use ventilators.
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Mentor trainin...

Website testing

Thiscan help VAlsremainin their homesand, thereby, mitigate
the declines in health and quality of life associated with
residential care placement [7].

Perceived strengths of this study include theintervention’s social
networking-style interface that is likely to be familiar to
participants, thereby enhancing the potential for greater usage
and better usability of the peer support program. In addition,
we anticipate that having multiple features on the website (eg,
private chat, discussion forum, and live weekly chat) will
increase the likelihood that participants will engage with and
benefit from this peer support hub. Finally, the mixed-method
nature of this research will not only provide insight into usage
patterns and changes in health outcome scores but will also
allow for an in-depth exploration of participants experiences
with the websites and perceptions of how it hasinfluenced their
health and caregiving experience. Asthisis afeasibility study,
it is not our objective to test significance. However, we are
aware that this limits our ability to comment on the findings
relevance and have identified it asagoal for future evaluations
of the peer support program. While the inclusion of multiple
Web-based features has the potential to increase engagement,
there is still a possibility that the study will be limited by
attrition.
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Abstract

Background: Diet patterns have aprofound influence on glycemic control for individual swith type 2 diabetes mellitus (T2DM)),
and craving-related eating is an important obstacle to dietary adherence. A growing body of research suggests that
carbohydrate-restricted (CR) diets can improve glycemic control and reduce medication dependencein T2DM. However, limited
data speak to the effects of long-term adherence to CR diets. Mindful eating training has been shown to reduce craving-related
eating in overweight populations but has yet to be examined as a behavioral support for dietary adherence in T2DM. This trial
examines behavioral mechanisms, particularly craving-related eating, through which mindful eating training might improve
adherence to CR dietary recommendations in T2DM. This will clarify the importance of focusing on craving-related eating in
the optimization of dietary adherence interventions.

Objective: Theaim of thistrial isto determine whether providing training in mindful eating increases adherenceto aCR dietary
recommendation in T2DM.

Methods: We are randomizing 60 participants to receive a CR diet with or without mindful eating training (12-week group
intervention) and are following participants for 12 weeks after intervention completion. We hypothesize that participants who
receive mindful eating training (relative to those who do not) will demonstrate greater adherence to the CR diet.

Results. Our primary outcomeischangein craving-related eating, as assessed using an ecological momentary assessment mobile
phone—-based platform. Secondary behavioral pathway outcomes include changes in stress-related eating, impulsivity, glycemic
control, weight change, dietary adherence, and resumption of dietary adherence after dietary nonadherence.

Conclusions: This theory-driven trial will shed light on the impact of mindfulness training on mechanisms that may impact
dietary adherence in T2DM.
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Introduction

Background

Type 2 diabetesmellitus (T2DM) isthe costliest chronic disease
inthe United States, afflicting 30.3 million peoplein the United
States (9.4% of the population) and nearly 382 million people
worldwide [1-4]. Lowering glycosylated hemoglobin (HbA o),
a central measure of glycemic control in T2DM, reduces the
risk of complications such as nephropathy and retinopathy [5].
Although lifestyle modification, particularly in the spheres of
nutrition and exercise, is a key component of improving
glycemic control in T2DM, achieving long-term adherence to
lifestyle changes remains a challenge [6].

The American Diabetes Association currently includes
carbohydrate-restricted (CR) dietsas one of several appropriate
diet patternsfor people with T2DM [7]. Several trids, reviews,
and meta-analyses suggest that lowering carbohydrate intake
can improve glucose control, insulin resistance, and body weight
[8-14]. In this trial, we will administer a CR diet that restricts
carbohydrates to approximately 10% of caloric intake (about
50 g/day) so as to induce nutritional ketosis, a low level of
ketone production that serves as a biomarker for assessing
dietary adherence to carbohydrate restriction.

Food cravings, defined asintense urges or desiresto eat specific
types of foods [15], as well as emotional and mindless eating,
pose challenges to adherence to diet recommendations,
especialy for peoplewith T2DM [16,17]. Seeing desirable food
can induce food cravings [18-20]; hence, it isunsurprising that
food cravings are the most commonly cited reason for dietary
nonadherence and that reductionsin food cravings are associated
with long-term weight loss [21-23]. The modern food
environment is replete with food cues and opportunities to eat,
which can amplify the impact of food cravings on dietary
adherence. Effectively treating T2DM and prediabetes, which
together affect more than one-third of Americans, requires
long-term dietary adherence [24,25].

Mindful eating practices may increase dietary adherence by
reducing craving-related eating [26-28], which poses challenges
toindividualswith T2DM [16,29-31]. Training in mindfulness,
which can be defined as “paying attention on purpose, in the
present moment, and nonjudgmentally, to the unfolding of
experience moment to moment [32]” may equip individuals
with skills to recognize and observe their experiences of food
cravingswithout acting on them (ie, eating in response to them).
Mindfulness training focuses on reducing self-judgment
(nonjudgment), which may increase resilience (resumption of
dietary adherence) after temporary lapsesin dietary adherence
[33]. In thistrial, we randomize half of participants to receive
training in mindful eating to ascertain whether and how such
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training may impact behavioral pathways that shape dietary
adherencein T2DM.

Objectives

The primary behavioral change we aretesting iswhether training
in mindful eating can reduce craving-related eating as assessed
using ecological momentary assessment (EMA). This trial
examines behavioral pathways that we hypothesize to be tied
to clinical outcomes; it does not center on clinical outcomes
themselves such asimprovementsin glycemic control. We also
test whether mindful eating training may contribute to other
adaptive behavioral changes, including (1) decreased
impulsivity, (2) decreased stress- and emotion-related eating,
and (3) improved resilience after dietary nonadherence occurs
(resumption of dietary adherence). We will also test whether
mindful eating training may improve glycemic control (HbA
fasting glucose, and insulin resistance) and contribute to weight
loss. We also aim to directly assess whether training in mindful
eating improves dietary adherence as assessed in blood ketones
and 24-hour dietary recall.

Methods

Overview

The central goal of thistrial isto test whether thereis evidence
that supports proposed mechanisms through which our
behavioral intervention (a particular type of mindful eating
training) impacts eating in response to cravings and/or influences
one or more of the additional mechanistic pathways we have
hypothesized. We designed this trial in response to a National
Ingtitute of Health (NIH) grant announcement designed to
investigate mechanisms of action that may lead to change in
clinical outcomes. Thisis arandomized controlled, two-group
trial that tests group-based 12-week in-person interventionsand
follows participants for a 12-week postintervention period (24
weeks of trial participation total). We randomly assign
participants to 1 of 2 intervention groups; both groups receive
training in how to follow a CR diet, but 1 group also receives
mindful eating training. We are recruiting 3 waves of
approximately 20 participants each (N=60 total). Participants
complete 12 weekly in-person sessions followed by 3 monthly
in-person maintenance sessions, for atotal of 15 sessions over
6 months. Participants complete self-report questionnaires
(online and Quialtrics), provide blood specimen assessments
(LabCorp [34] location of choice), and respond to mobile
phone-based assessments about their current food cravings and
emotions using EMA [35] methods, along with other
assessments (see Table 1 for the schedule of evaluations). The
University of California, San Francisco (UCSF) institutional
review board (IRB16-20025) approved of all trial procedures,
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and all participants provide written informed consent before
enrollment.

Recruitment and Eligibility

We recruit participants from several sources, including within
UCSF clinics (eg, diabetes clinic, general internal medicine
clinic). We work with the UCSF Clinical and Translational
Science Institute to send physical lettersto potentially eligible
participantsin the UCSF system who had previously consented
to be contacted about research studies for which they may be
eligible. We also recruit participants via flyers posted in the
community as well as use socia media strategies, such as
Facebook, Nextdoor, and Craigslist (see Textbox 1 for tria
inclusion and exclusion criteria

Enrollment Procedures

Potential participants make initial contact with the study by
visiting the study website or telephoning a dedicated study
phone number. They review the study website and the full-study
consent before electronically signing an online consent to be
screened for study eligibility. They then complete an eligibility
Web-based screener (Qualtrics). If potentially eligible per the
Web-based screener, study staff conduct a phone screening to
further assess eligibility. In this call, study staff confirm basic

Table 1. Schedule of evaluations and intervention phases.

Mason et al

eligibility criteriaand review study schedules, procedures, and
assessments. If, after this call, potential participants remain
eligible and interested, they then complete a short message
service (SMS) text message-based assessment (EMA) that
involves responding to SMS text messages from their
smartphones 3 times per day, on 3 days distributed across a
week. Potential participants must respond to at least 7 of 9
messages and must report eating in responseto acraving at |east
2 times. If potential participants meet these criteria, they then
complete an in-person screening and consent visit. This visit
includes collecting or administering (1) health history and
medication information, (2) information on excluded substance
misuses, mental and medical conditions, and medication
contraindications, (3) weight and height assessments, (4)
computerized cognitive assessments, and (5) a fasting blood
draw to assess parametersrequired for inclusion: HbA ;. between
6.5% and 12.0%, thyroid-stimulating hormone in a normal
range, and liver and kidney function in a norma range. We
conduct enrollment procedures in the 8 weeks before a wave
starts. If the EMA or the HbA,. components of enrollment
procedures take place more than 4 weeks before the wave start
date, we repeat these measuresin the week before the wave start
date. Participants remain eligible regardless of data collected
during repeat measures.

Time (activity or assessment) Pre-enrollment  Baseline (preinter-  Weeks0-12  Week 12 (postin- Weeks 12-24  Week 24 (post-
(screeningand  vention assessment  (intervention terventionassesss (maintenance  maintenanceas-
consent visit) and randomization  period) ment) period) sessment)

to intervention arm)

Informed consent ad — — — — —

Health history 0 — — — — —

Demographics and background infor- [0 — — — — —

mation

Inclusion or exclusion criteriaassesss O — — — — —

ment

Craving EMA? U - U U U U

Laboratory-based chemistry testing O — 0 — O

Online self-report measures — — O — d

24-hour dietary recall — — 0 — O

Computerized cognitive assessment g — — O — d

Anthropometricsb u - _ U - U

Weekly diet and/or mindful eating — — O — — —

classes

Monthly diet and/or mindful eating — — — — O —

follow-up classes

Ketone testing for dietary adherence® — - O u u U
— — 0O — 0O —

Home glucose testing for safetyd

3EMA: ecological momentary assessment, administered over 1 week at each pre-enrollment, baseline, and weeks 7, 13, 19, and 24.

bHeight at baseline only.

K etone testing 3 times per week during intervention period and 2 times per week during maintenance period.

dOnly for individuals using insulin and sulfonylurea medications.
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Textbox 1. Inclusion and exclusion criteria.

Mason et al

Inclusion criteria
.  History of type 2 diabetes
o 6.5%=glycosylated hemoglobin or HbA1.<12.0%

« Age=18years

«  Experience food-related cravings most days of the week and/or eat in response to food cravings more than they wish they did

«  On screening ecological momentary assessment (EMA), report eating in response to cravings at least twice over the course of 3 days

. Abletoengagein light physical activity

« Have asmartphone and respond to at least 7 of 9 short message service text messages delivered over the course of 3 days during pre-enrollment

«  English speaking

«  Willing to participate in diet and mindfulness interventions

Exclusion criteria

« Unableto provide informed consent

«  Substance abuse, mental health, or medical condition that will make it difficult to participate in the intervention or may alter key outcomes or

require important diet modifications

«  Pregnant or planning to get pregnant in the next 6 months, breastfeeding, or <6 months postpartum

o Current use of weight loss medications or supplements

«  History of weight loss (bariatric) surgery in the past 18 months or current plans for bariatric surgery

o  Currently enrolled in aweight loss program or have unalterable plans to enroll in one of these programs in the next year

«  Vegan or vegetarian

«  Unwilling to do home blood ketone monitoring

Randomization

We randomize participantsin al:1 fashion to either group using
random permuted blocks with varying sizes and stratifying by
body mass index (BMI; above and below BMI of 25) after
completion of al screening and baseline assessment steps to
enrollment and before initiation of intervention. We randomize
participantsto intervention group approximately 1 week before
the start of classes to minimize postrandomization attrition
because of life circumstances that may impact class attendance
(eg, job loss or family issue).

Masking

We do not mask participants to intervention group. Some of
our assessments, specificaly those done at LabCorp (blood
draws; [34]) and those done via Web-based self-report surveys,
are masked to intervention group. LabCorp [34] locations have
no knowledge of the research design or intervention group. In
this trial, 24-hour dietary recall interviews are conducted by
research assistants blinded to intervention group. We do not
mask other study coordinators to intervention group as the
funding and study team is not large enough to support separate
assessment and intervention teams. No intervention group
information is included on the data collection forms used at
follow-up visits (eg, weight measurement), but some staff who
are highly involved in administrative aspects of the study classes
may be aware of intervention group. Study physicians are not
strictly blinded to intervention group, but effort ismadeto limit
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communication of thisinformation to them. For example, they
are not provided intervention group information when they
make medication reductions or adjustments either at baseline
or during the intervention phase. Participants may, however, in
the course of their medication management discussions with
study physicians, discusstheir experiencein thetrial and could
self-reveal their intervention group. A principal investigator
might, in the course of responding to a participant with astudy
concern, learn of his or her intervention group (eg, if a
participant has a concern about the mindful eating intervention
that is not adequately addressed by the project director or other
key study personnel).

Trial Period

We have defined the trial period asa 3-level variable, including
baseline (the period preceding the intervention), 3 months
postbaseline (occurring immediately following the end of the
intensive intervention period), and 6 months postbaseline
(occurring 6 months after baseline and 3 months after the
intensive intervention period ends).

Data Collection

We collect data at severa occasions over the course of the
24-week trial period. Table 1 displaysaschedule of evaluations.
Self-Report Measures

We administer self-report measures of mood, eating behavior,
and other psychologica factors (online, Qualtrics). Table 2
displays self-report measures.
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Table 2. Self-report and computerized cognitive assessments.

Mason et al

Type and measure name (acronym; number of items or minutes)

Construct assessed

Online (Qualtrics) self-report measures
Perceived Stress Scale (PSS; 10 items) [41]
Patient Health Questionnaire (PHQ-8; 8 items) [42]
Reward-based Eating Drive (RED-9; 9 items) [43]

Food Craving Questionnaire-Trait-Reduced (FCQ-T-R; 15 items)
[44]

Midlife in the United States (MIDUS) Stress Eating Items (MIDUS;
2 items) [45]

Palatable Eating Motives Scale (PEMS; 19 items) [46]

Stress Eating (1 item) [47]

Weight Efficacy Lifestyle Questionnaire — Short Form (WEL-SF; 8
items) [48]

Loss of Control over Eating — Brief (LOCES-Brief; 7 items) [49]
Food Acceptance and Action Questionnaire (FAAQ); 10 items) [50]
Modified Differential Emotions Scale (MDES; 20 items) [51]

Dutch Eating Behavior Questionnaire, Restrained Eating Subscale
(DEBQ-R; 10 items) [52]

Five Factor Mindfulness Questionnaire (FFMQ; 24 items) [53]
Promis-29 (29 items) [54]
Self-Compassion Scale Short Form (SCS-SF13; 12 items) [55]

Body Responsiveness Questionnaire (BRQ; 7 items) [56]
Computerized cognitive measures

Delayed discounting (DD; 5 trials, 1 min) [57]

Go/No-Go (GNG; 12 min) [58]

Food Stroop (5 min) [59]

Relative reinforcing efficacy of food (RRE; 4 min) [60]

Dot probe (4 min) [61]

Global perceptions of stress
Depression symptoms

Reward-based drive to eat (loss of control over eating, lack of satiety, and
preoccupation with food)

Emotional food craving, preoccupation with food, loss of control over
eating, and positive outcome expectancy

How one's eating changes in response to a stressful event: eating to feel
better and eating more than usual

Social, conformity, enhancement, and coping-based motives for eating
tasty food

Eating when under moderate stress

Ability to adhere to adiet when in challenging situations (eg, socializing
and peer pressure)

Loss of control over eating
Acceptance of one's motivations to eat
Positive and negative emotions

Restrained eating behavior

Tendencies to be mindful in daily life
Multidimensional quality of life measure

Self-kindness, self-judgment, common humanity, isolation, mindfulness,
over-identification

Responsiveness to bodily sensations

Valuation of proximal versus delayed monetary rewards
Sustained attention and response inhibition

Food preoccupation

Relative reinforcement value of tasty food

Selective attentional processing for food versus nonfood stimuli

Ecological Momentary Assessment

We assess hunger, stress, craving, craving-related eating, and
emotions by sending SMS text messages to participants
personal smartphones at different points during the trial, as
shown in Table 1. Each SMSS text message includes alink that
participants tap on in order to access the survey, which is
administered on the Qualtrics platform. Participants receive
SM Stext messages 3 times over the course of the day, and these
times have yielded high response rates in our prior work [26].
Before participants respond to these SM S text messages, they
are presented with the following definition of food craving: “A
food craving isadesireto eat a particular type of food or drink.
You might go out of your way for it because only specific foods
will satisfy the craving. Thisis different than hunger, because
avariety of foods can satisfy hunger.” Our primary outcomeis
participants responsesto the question regarding craving-rel ated
eating. During enrollment, we review the importance of
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responding to these SMS text message assessments with
participants by explaining that it isdifficult for usto understand
their daily experiences without hearing firsthand from them, in
the moment, what they are experiencing. Participants receive
EMA at baseline and at weeks 7, 13, 19, and 24 (see Table 3
for EMA questions and administration schedule [35]).

Laboratory (Clinical) Assessments

We collect several biomarkers of metabolic health and glycemic
control (see Table 4 for blood-based biomarker testing
conducted at LabCorp [34]).

Computerized (Cognitive) Assessments

We administer computerized cognitive assessments (Inquisit)
that index metrics, including reward-rel ated behavior, behavioral
response inhibition, food preoccupation, and attentional
processing. Such factors have emerged as meaningful predictors
of eating behavior and weight change over time [36-38] (see
Table 2 for computerized cognitive assessments).
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Table 3. Ecological momentary assessment (EMA) questions.

Time

Questions?

11:00 am

4:30 pm

9:00 pm

1. How physically hungry are you right now? (sliding response: “not at all hungry” to “very hungry”)

2. Since you woke up today, have you craved a particular type of food or drink? (2 choices: “Yes’ or “No”)

2a. How strong was that craving? (sliding response: “ not strong” to “very strong”)

2b. Did you eat or drink anything in response to that craving (2 choices: “yes’ or “no”)

2c. What food or drink did you eat? (open-ended response with a blank text box)

2d. Once you began eating in response to this craving, did you feel you could stop? (sliding response: “| could stop” to “I could NOT
stop”)

1. How physically hungry are you right now? (sliding response: “not at al hungry” to “very hungry”)

2. Since you last responded to one of our texts, have you craved a particular type of food or drink? (2 choices: “yes’ or “no”)

2a. How strong was that craving? (sliding response: “ not strong” to “very strong”)

2b. Did you eat or drink anything in response to that craving? (2 choices: “yes’ or “no”)

2c. What food or drink did you eat? (open-ended response with a blank text box)

2d. Once you began eating in response to this craving, did you feel you could stop? (sliding response: “| could stop” to “I could NOT
stop”)

1-2d questions (identical to 4:30 pm)

3. Today, did you have any other cravings for food or drink that you haven't yet told us about in one of these texts? (2 choices: “yes’
or “no”)

3a. How strong was that craving? (sliding response: “not strong” to “very strong”)

3b. Did you eat or drink anything in response to that craving? (2 choices: “yes’ or “no”)

3c. What food or drink did you eat? (open-ended response with a blank text box)

3d Once you began eating in response to this craving, did you feel you could stop? (sliding response: “I could stop” to “I could NOT
stop”)

4. Over the entire day, how much have you felt happy/pleased/cheerful ? (sliding response: “not at all” to “all thetime”)

5. Over the entire day, how much have you felt unhappy/sad/frustrated? (sliding response: “not at al” to “al the time”)

6. Over the course of the entire day, what’s the most stressed you' ve felt? (sliding response: “not at all stressed” to “very stressed”)

8The prespecified outcome variable s craving-related eating, as assessed in item 2b (11:00 am, 4:30 pm, and 9:00 pm) and item 3b (11:00 pm only).

Table 4. Blood-based chemistry testing (LabCorp).

Test® Construct assessed and/or rationale Consent visit: eligibil- Assessment:  Assessments. 3
ity screening baseline and 6 months
Glycosylated hemoglobin Inclusionary test and study variable: level of overall [0 O O
glucose control
C-peptide Inclusionary test®: confirmstype 2 diabetesamong U - -
individuals using exogenousinsulin
Thyroid stimulating hormone Exclusionary test: rules out an untreated thyroid O — —
disorder
Comprehensive metabolic panel Exclusionary test: rules out liver and/or kidney O O g
dysfunction; study variable: liver enzymes
Glucose, plasma Study variable: alows for calculation of insulin — O g
resistance and fasting glucose
Insulin, plasma Study variable: alows for calculation of insulin — O g
resistance and fasting glucose
High-sensitivity C-reactive protein Study variable: biomarker of inflammation — O
NMR LipoProfile Study variables: triglycerides and detailed choless — O

terol measures

Al samples are collected from individuals in afasting state.
B\ve assess C-peptide only among potential participants reporting insulin use or a history of diabetic ketoacidosis.
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Dietary Adherence

We measure adherence to carbohydrate restriction in 2 ways:
(1) presence of blood ketones, which provide a biological
measure of substantial restriction of carbohydrate intake and
(2) 24-hour dietary recall.

Ketones

In week 4, we provide participants with a home-based blood
ketone-monitoring device (Precision Xtra System; Abbott
Diabetes Care, Alameda, California) and ketone strips, which
participants use with the device to measure 3-hydroxybutyrate
(BOHB) in the blood. This method was recently used in a CR
diet intervention for individuals with T2DM [39]. We teach
participants how to use the meter in person and ask them to
measure their blood ketones before dinner, 2 to 3 times aweek,
on alternating days. Participants are asked to report ketone
results via online survey on a weekly basis. The meters store
data, which staff check at every weekly class (starting in week
5) and every monthly class (starting in week 16) to confirm
self-reported measurements. Values collected by meterswill be
used for analysis; however, if their equipment malfunctions (eg,
breakage or loss), we will use available self-reported values.
For this trial, we define nutritional ketosis as a BOHB level
between 0.3 and 3.0 mmol/L. Although theleve of carbohydrate
restriction needed to achieve =0.3 BOHB varies between
individuals, in our experience, most individual s need to restrict
carbohydrate intake to below 50 g per day of nonfiber
carbohydrate to achieve nutritional ketosis.

24-Hour Dietary Recall

Despite limitations of self-report measuresin assessing dietary
intake, they remain an important tool to assess dietary adherence.
The 24-hour dietary recall provides ameasure that complements
the ketone measure by providing overall diet composition
information that cannot be obtained from ketone measures. We
use the University of Minnesota's Nutrition Data System for
Research (NDSR) software to perform 24-hour dietary recals
viatelephone. Thisis awidely used dietary analysis program
that enables the collection of multiple 24-hour dietary recals
and encompasses multiple foods appropriate for diets of T2DM
patients. Although the NIH recommends a single 24-hour
assessment at each repeated time point, we collected 2
assessments at each time point (1 on a weekday and 1 on a
weekend day) [40]. Recallsare entered into the NDSR software
immediately after completion. Dietary recalls are conducted
without prior notification to avoid changes in diet on the

reporting day.
Resilience Following Dietary Nonadherence

Our measure will be the time from a ketone measure of <0.3
BOHB mmol/L to higher levels of >0.3 BOHB mmol/L,
indicating a return to nutritional ketosis after a period of
consuming foods that depress ketosis.
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Interventions

Carbohydrate-Restricted (CR) Diet Classes

We teach participants an ad libitum CR eating plan, similar to
that in our previously published work, which was developed
with clinicians, dieticians, and researcherswith expertisein this
area [8,62]. For thistrial’s CR diet, we instruct participants to
reducetheir carbohydrate intake to between 20 and 35 nonfiber
grams of carbohydrates per day (with the goal of remaining
under 50 nonfiber grams per day), to eat an adequate amount
of protein (as described by the Institute of Medicine[63]), and
to eat fat to achieve satiety. This recommendation fits
macronutrient profiles that have been demonstrated effective
in improving glycemic control among individuals with T2DM
in meta-analyses of RCTs [13,64,65]. We advocate a gradual
transition toward this CR diet by instructing participants to
change different types of meals each week: They change their
breakfasts and snacks in the first week, their lunches in the
second week, and their dinners in the third week. After
approximately 4 weeks, participantsarefully implementing CR
dietary recommendations. The specific content of participants
diets varies but generaly includes green leafy and other
nonstarchy vegetables, nuts, seeds, fats (except transfats), fish,
poultry, meats, eggs, cheese, avocados, and low-carbohydrate
fruits such as berries. We instruct participants to avoid
sugar-sweetened foods (eg, sugar-laden desserts such as cakes,
cookies, andice cream), sugar-sweetened beverages (eg, sugared
sodas and sweetened teas and coffees), naturally sweet foods
(eg, tropical fruits), and starchy foods (eg, foods made with
grain-based flours such as bread, pasta, tortillas, breakfast
ceredls, and pastas, as well as potatoes and rice). Each week,
we provide class participants with CR diet recipesand alending
library of CR diet cookbooks (see Table 5 for core and booster
diet curriculum components or weekly topics).

Teacher

A board-certified interna medicine physician who has
transitioned patients with T2DM onto CR diets in her private
practice is the primary teacher who leads all diet classes.

Fidelity Check

We record all class sessions, and a PhD-level clinical health
psychologist and a PhD-level socia health psychologist, the
latter of whom originally devel oped the diet classes[8], review
arandomly selected subset of these recordings to ensure that
the diet classdoes not include content related to mindful eating.
The primary teacher meets with one or both psychologists
weekly by phoneto review events occurring during classes and
to review material for the following week. When the primary
teacher is unavailable to teach (on rare occasions), one of the
psychologists serves asasubstitute. Study psychol ogists observe
one-sixth of the CR classesin person.

Mindful Eating I ntervention

We deliver the Eat Right Now (ERN) [26] program, which is
a mindful eating intervention in the form of a mobile app. It
functionson bothiOS and Android platforms, and we admini ster
it in combination with aweekly 1-hour group class.
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Table 5. Core and booster diet curriculum components.

Introduction to the program; information about insulin, diet, and type 2 diabetes; overview of previous research on very
low-carbohydrate diets for adults with type 2 diabetes; what to eat on a very low-carbohydrate diet; how to count net
(nonfiber) grams of carbohydrates; sample shopping list; example breakfast and snacks; how to deal with potential side
effects of the diet; encouragement to change breakfasts and snacks to be very low-carbohydrate.

The history of using avery low-carbohydrate diet for type 2 diabetes; very low-carbohydrate lunch suggestions; ideas
for eating at restaurants; suggestions for planning ahead; list of low-carbohydrate vegetables; encouragement to clear
noncompliant foods out of their pantries; suggestion to add very low-carbohydrate lunches to their already very low-

Overview of theincrease in type 2 diabetes over time; very low-carbohydrate dinner suggestions; encouragement to
pick out recipes from cookbooks and online resources; suggestion to keep a favorite foods diary in order to track very
low-carbohydrate foods they enjoy; information about non-nutritive sweeteners and sugar alcohols; suggestion to add

The meaning of and how to measure blood ketone levels; how to deal with potential side effects of being in nutritional
ketosis; inspirational stories from others trying this approach to help manage their type 2 diabetes.
Discussion of participants’ perception of testing for ketones over the previous week; discussion about types of fat and

encouragement to add fat to their diet; types of lower carbohydrate fruits; the benefits of sleep and information about

Ways to break through a weight-loss plateau; encouragement to increase food variety; information about alcohol.

Very low-carbohydrate travel suggestions; fast food options; snack ideas; problem-solving tips for eating on the meal

Coping with peer pressure to not comply with the meal plan; suggestions for very low-carbohydrate party and holiday
food; encouragement to safely add in physical activity; information about coping with physical challengesrelated to

Reminders of the diet basics; suggestion to pay attention to food sensitivities; information about cholesterol types and
health risk; description of the health impact of sugar consumption; reminders for how to order very low-carbohydrate

Discussion of exampl e restaurant menus; self-assessment of their dietary adherence (technical, psychological, or external

Information about changes in hunger and flavor when following a very low-carbohydrate diet; partnered sharing of the

Session Topics
Week 1
Week 2

carbohydrate breakfasts and snacks.
Week 3

very low-carbohydrate dinners.
Week 4
Week 5

sleep hygiene.
Week 6
Week 7

plan.
Week 8

physical activity.
Week 9

meals at restaurants.
Week 10

struggles).
Week 11

program so far.
Week 12

Week 16 (Maintenance)

Week 20 (Maintenance)

Week 24 (Maintenance)

Ways to recover from dlips and stick to their program-related goals; reminders of tricky dietary issues.

Success story of a physician treating his own and others’ type 2 diabetes using a very low-carbohydrate diet; how to
access recorded presentations given by physicians about using a very low-carbohydrate diet for type 2 diabetes (freely
available online); information about how a very low-carbohydrate diet has been used to help other health conditions.

How fruits and vegetables have changed over time; information about online support groups; how to cope with being
under the weather/ill and following a very low-carbohydrate meal plan.

Case studies of several long-term adherents to a very low-carbohydrate diet; description of research on the long-term
impact of avery low-carbohydrate diet for type 2 diabetes; suggestions for fine-tuning the diet to potentially reduce
red and processed meat consumption; encouragement to stick with the program.

Mobile App

and how: Why they eat, including environmental and emotional
triggers unrelated to homeostatic hunger; What types of food

This 28-module course has been tested in overweight women
who report problematic overeating in responseto food cravings
[26]. Participants in that study experienced reductionsin daily
craving-related eating (assessed using EMA), as well as
reductions in trait-level measures of overeating, including
reward-based eating drive, eating to cope with negative
emotions, and food cravings. ERN intervention components
center on (1) the scientific underpinnings of how food cravings
arise and are reinforced, (2) research on the behavioral
conditioning processes by which responses to food cravings
become habitual, and (3) research showing how mindfulness
directly targets cravings to change behavior. ERN modules
teach participantsto attend to three aspects of eating: why, what,
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are most likely to lead to and reinforce cravings; and How to
eat with awareness and mindful attention to physiological cues.
Each module lasts approximately 5 to 10 minutes, and
participants can only access one new module per day (after
completing the previous module). Participants have unlimited
access to previous modules. We ask participants to complete 2
or 3 modules per week during the intervention period, which
tranglates to about 1 module every 2 days. In addition to the
modul es, participants can access extratoolsto aid in mindfully
“riding out” food cravings as they occur. Each of these tools
targets disruptions in automatic, “mindless’ eating in response
to cravings and emphasizes attending to physiologic hunger
signals. Participants can set reminders within the app that
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encourage them to check in with their hunger and emotional
state and to use mindfulness skills that help cultivate mindful
eating habits. After the 28 modules are complete, all tools and
previous modules remain available for the duration of the trial
to support ongoing mindful eating and skill use (see Textbox 2
for a description of intervention content and [26] for further
details about the ERN intervention).

Weekly Classes

Each in-person weekly classfocuses on participants’ experiences
in learning and applying mindful eating skills that they learn
from the modules. Weekly classes are not didactic in nature but
rather center around discussing participants experiences with
mindful eating practices, troubleshooting obstacles, and
engaging in and reflecting on group exercises. If randomized
to the mindfulness treatment arm, participants attend this class
in the hour before attending the CR diet class. If they wish,
participants can arrive 30 minutes early to class to watch an
ERN module of their choice as a group.

Teachers

Two mindful eating teachers colead most mindful eating classes,
with asingle teacher leading the session when the second teacher
is not available. Both teachers completed supervised training
in the ERN intervention according to a standardized teacher
training process led by Dr Judson Brewer, MD, PhD, who
developed the ERN mobile intervention.

Fidelity Check

We audio record all mindful eating classes. Aninstructor inthe
Mindful Eating Facilitator Training course reviews arandomly
selected subset of these recordings and conducts supervision
cals with study teachers. During these calls, the instructor
provides feedback on adherence to the ERN model, teaching

Textbox 2. Mindful eating training components.
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style, and group facilitation processes. Teachers are aware of
the content in the diet classes, and we instruct them to avoid
messages that might conflict with the diet class content.

I nterventions: M aintenance Phase

After the weekly intervention phase (12 weeks), participants
receive the following maintenance support:

Monthly Diet Booster Classes

During monthly diet booster classes, the teacher provides
supplemental material intended to troubleshoot problems,
discusses progress and barriers to progress, and engages
participants in motivating conversations geared toward
continuation of assigned intervention-related behaviors. Monthly
class content features information about how physicians are
using CR diets to help their patients with T2DM and other
metabolic conditions, the experiences of long-term adherents
toaCR diet, and other related topics (see Table 6 for additional
detail).

Weekly Diet Individual M eetings

During these brief (15 min) individual meetings, which are held
over the phone, the diet teacher answers any CR diet-related
guestions and concerns that may beindividually specific to the
participant. These individual meetings allow teaching to be
tailored to individual needsrelated to several diet-related topics,
such as weight loss stalls, lack of food variety, difficulties
remaining in ketosis, or poor dietary adherence. The individual
meetings are only offered to select participants. Over the course
of the 3 planned waves, wetest methods of selecting participants
for these individual consultations, including the feasibility and
acceptability of offering theindividual consultationsto asubset
of participants based on ketone levels at 12 weeks.

Modules 1-7: Goals, habit formation, body scan, behavioral management, self-monitoring, existing with cravings

« Modules 1 and 2 alow the participant to set goals and teach them how habits form (eg, positive and negative reinforcement). These modules
also introduce the roles of self-monitoring and mindless eating. Module 3 introduces basic mindfulness practices such as the body scan, which
targets bodily awareness and momentary concentration. Module 4 defines refined, hyper-processed, calorically dense foods, with an emphasis
on how these foods can have addictive qualities. It also defines healthier, nutrient-dense, lower-glycemic foods. Module 5 teaches how to mindfully
work with food cues, affective states, and food cravings using the Recognize, Allow, Investigate, Notice (RAIN) exercise. This exercise promotes
the dissociation between experiencing food cravings and eating in response to them. Module 6 helps individuals recognize self-judgment and
how to be kind to themselves if they feel that they have “screwed up.”

Modules 8-14: Noting practice, barriers to change, concept reinforcement

«  Modules 8 through 14 emphasize the use of noting practice (the “N” of RAIN). Modules in week 2 encourage participants to note what their
hunger, craving, and satiety levels are while eating and when considering eating. Participants view several animations that reinforce their
understanding of how people “feed” their cravings by eating.

Modules 15-21: Loving-kindness, curiosity

«  Modules 15 through 21 continueto reinforce noting practice and teach usersto differentiate emotional eating (eg, dueto stress) from physiological,
homeostatic hunger (module 15). Modules 16 and 17 reinforce self-kindness (eg, loving-kindness) and curiosity, respectively.

Modules 22-28: Strategizing, reinforcing, next steps

«  Modules 22 through 28 introduce how habitual thought patterns can be obstacles, and how we can mindfully observe our thoughts. Week 4
modules also help individualsreflect on their own experience from the previous few weeks of changing their relationship to food cravings. These
reflections facilitate participants’ awareness of their new habits and agradual shift away from experiencing (and indulging) food cravings without
awareness toward mindfully attending to their food craving triggers. Week 4 gives participants a sense of which modules they might want to
review to reinforce certain lessons or tools (eg, excessive self-judgment).
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Table 6. Schedule and time commitments of intervention activities.
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Phase and activity Activity schedule Total time commitment CR%only group CRand mindful
eating group
Intervention phase (weeks 1-12)
Diet classes Weekly for 1 hour 12 hours ad d
Mindful eating classes Weekly for 1 hour 12 hours —
Eat Right Now app Engage 2 or 3 times per week 4 hours for required videos; addi- — d
for 5-10 min tional time using app as desires
M aintenance phase (weeks 13-24)
Diet booster classes Monthly for 1 hour 3 hours O O
Diet individual meetings (15 minby  Up to weekly, but typically bi- 0-3 hours
phone)® weekly or less often
Mindful eating booster classes Monthly for 1 hour 3 hours — O
Weekly for 1 hour, no meetings 0-8 hours —

Mindful eating Zoom sessions®
week of booster classes

Total Time 18 required hours

37 required hours + 13 optional
hours

8CR: carbohydrate-restricted.

bEncouraged but optional; offered to select participants who schedule as they wish up to weekly.

®Encouraged but optional.

Mindful Eating Booster Classes and Weekly Group
Internet-Video M eetings (Zoom)

The mindful eating booster classes follow the same interactive
format as the in-person weekly classes conducted during the
intervention phase. During theintervention phase, these classes
are held in-person once amonth. During the maintenance phase,
these classes are held over Zoom videoconferencing on weeks
in which no in-person class is held. During the maintenance
phase, in both the monthly in-person classes and the weekly
Zoom classes, teachers continue to deliver the ERN intervention
and focus on questions and challenges that participants bring
up during class. Though we assign modules in-between all
classes held during the intervention phase, we do not assign
modul es during the mai ntenance phase, as participantswill have
already completed the full 28-day curriculum.

Safety Monitoring

Glucose Monitoring and Medication Adjustment

CR diets often lead to decreasesin glucose level sin people with
T2DM. This increases the risk of hypoglycemia among
individuals using glucose-lowering medications, such as
sulfonylureas or insulin, unless appropriate medication
adjustments are made. In our previous research [8], we used a
medication reduction protocol designed to reduce the risk of
hypoglycemia when initiating a CR diet, which resulted in no
episodes of clinicaly significant hypoglycemia. For this trial,
we use a similar protocol. Study physicians (medical doctors)
who have experience in transitioning people with T2DM onto
low-carbohydrate diets (one internal medicine physician, one
endocrinologist physician) will serve as study physicians. These
study physicians review participants medications before
participants begin the nutritional intervention. Study physicians
oversee changes in medications, specifically reductions (or
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discontinuations if at a low dose) in an order that typically
prioritizes reductions/discontinuations as follows: (1) insulin,
(2) sulfonyluress, (3) meglitinides (secretagogues), (4) SGLT-2
inhibitors, (5) GLP-1 agonists and DPP4 inhibitors, and (6)
thiazolidinediones (TZD). Biguanides (eg, metformin) are
typicaly continued unless glycosylated hemoglobin levels
(HbA,.) are consistently below 6.5%. Initial medication
adjustments typically involve reducing a medication dose by
half and are aimed at preventing hypoglycemiawhen initiating
carbohydrate restriction. The number of medications reduced
is calibrated based on initial HbA,, levels, with limited
medication reductions in participants with high HbA . levels
and more extensive reductionsin participantswith HbA ;. levels
in the low diabetic range. For example, a participant with an
HbA . level greater than 8.0% might have a recommendation
to reduce insulin doses in haf while continuing other
medications, while a participant with an HbA ;. level between
6.5% and 7.0% might have arecommendation to stop using all
diabetes medications other than biguanides and TZDs. We ask
participants using all glucose-lowering medications other than
metformin to measure their blood glucose at least once daily
(before dinner) to ensure they are not at risk for hypoglycemia.
For participants who are on a regimen considered to have
additional risks of hypoglycemia (eg, insulin), we ask them to
also measure their blood glucose in a fasted state (before
breakfast). We review symptoms of hypoglycemia with
participants in the initial group meeting and provide the
following instructions: any participant who believes that he or
she has hypoglycemia should immediately check his or her
glucose level (fingerstick), if possible, and should consume
carbohydrates if their glucose levels are below 70 mg/dL. If a
glucose level cannot be obtained promptly, they should consume
carbohydrates. We instruct al participants to report
hypoglycemic symptomsto study staff. Study staff notify study
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physicians immediately upon learning that a participant has
reported hypoglycemic symptoms or glucose levels below 80
mg/dL if on medications other than metformin; hypoglycemic
symptoms or glucose levels below 60 mg/dL if using either
metformin alone or no glucose-lowering medications; or glucose
levels above 220 mg/dL (all participants). Participants can
contact study staff by phone call, text message, or email to ask
guestions and report symptoms or problems, and all study staff
can then immediately reach study physicians by mobile phone
or pager for urgent problems. Study staff collect regular glucose
information from participants weekly (online, Qualtrics). Study
physicians review glucose values at least weekly and make
medication adjustments based on glucose levels, current
medication regimens, and how |ong the participant hasfollowed
the CR diet. Predinner glucoselevelsbelow 110 mg/dL typically
trigger evaluation of further medication reductions, using the
priority list described above, in participants receiving
medications other than biguanides. We provide participants
primary care physicianswith information about the study before
participants begin the study, notify them of any changes to
medication regimens, and consult with them as needed.

Hyperlipidemia

Some clinical trials of CR diets for obesity have demonstrated
hyperlipidemia in response to a high-fat diet; hence, we will
monitor participants for this possibility by testing serum lipids
at baselineaswell asat 12 and 24 weeks. Lipid studies include
lipid particle size assessment using nuclear magnetic resonance
methods (LabCorp, NMR Lipoprofile [34]). Although many
people tolerate increases in saturated fat without deleterious
changes in blood cholesterol levels on a CR diet, a minority
experience increases in low-density lipoprotein (LDL)
cholesterol. Participants with significant increases in LDL
cholesteral, particularly increases accompanied by an increase
insmall particleLDL (small particle LDL cholesterol being the
most strongly linked to increasesin cardiovascular diseaserisk),
receive counseling on how to follow a CR diet that limits
saturated fat and increases monounsaturated and polyunsaturated
fats, such asthose found in olive oil and nuts.

Minor Side Effects

Minor side effects including constipation, headache, diarrhea,
muscle cramping, rash, or general weakness may occur when
initiating aCR diet. Most side effects occur at the beginning of
thediet transition, are short-lived, and are generally well-treated
with adjustments to fluid intake and other diet modifications

Table 7. Criteriafor adverse events.
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that are thoroughly addressed at the first diet class and
throughout the study. We monitor for and record side effects,
and study staff involve the diet teacher and study physicians as
needed.

Data Safety Monitoring Board (DSMB)

We have created a 2-person DSMB. We hold annual DSMB
meetings via Zoom videoconference. In the case of a serious
adverse event (SAE), we will call for a special closed meeting
of the DSMB to review any needed changes or early stopping
of the trial (see 2.10.8, Interim Analyses, Stopping Rules). In
thistrial, an adverse event (AE) is defined as any unfavorable
and unintended diagnosis, symptom, sign (including an abnormal
laboratory finding), syndrome or disease which either occurs
during the study, having been absent at basdline, or if present
at baseline, appearsto worsen. AEswill be recorded regardless
of their relationship to the study intervention. An SAE isdefined
as any untoward medical occurrence that results in death, is
life-threatening, requires inpatient hospitalization or
prolongation of existing hospitalization, resultsin persistent or
significant disability/incapacity, or isacongenital anomaly.

AEsthat are collected as solicited events at study visitsinclude
recent hospitalizations or new medical diagnoses or problems.
We will also record unsolicited events reported by participants.
AE data that are formally assessed at study visits will be
compared with existing unsolicited eventsin participant records
to avoid double capture. The study team reviews all potential
AEs reported by study participants and determines their
relatedness to diet or study intervention, expectedness, and
severity.

We monitor hypoglycemiaand serum fasting lipid profiles. As
shown in Table 7, we use the Common Terminology Criteria
for Adverse Events (CTCAE) as follows, with grades 1 to 3
considered AEs, and grades 4 and 5 considered SAESs.

Statistical M ethods

Preliminary Analyses

We will examine data distributions at baseline using summary
statistics and will use graphical methods to visualize data to
identify possible outliers and non-normal distributions before
proceeding with modeling. Discussions of outliers and of
missing data are included below (see “Sensitivity Analyses’
and “Missing Data”).

CTCAE?term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Cholesterol high >ULNP-300 mg/dL >300-400 mg/dL >400-500 mg/dL >500 mg/dL —
Hypertriglyceridemia 150 mg/dL-300 mg/dL  >300 mg/dL-500 mg/dL  >500mg/dL-1000mg/dL  >1000 mg/dL; life-threaten- Death

Hypoglycemia <LLN®-55 mg/dL <55-40 mg/dL

ing consequences

<40-30 mg/dL <30 mg/dL life-threatening Death

consequences; seizures

8CTCAE: Common Terminology Criteriafor Adverse Events. CTCAE criteria available [66].

BULN: upper limit of normal.
CLLN: lower limit of normal.
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Table 8. Primary and secondary trial outcomes.
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Measure Construct assessed Primary outcome Secondary outcome Outcome type

Ecological momentary assessment of eating  Craving-related eating d — Behavioral

behavior

Computerized cognitive assessment: de- Impulsivity — ad Behavioral

layed discounting

Palatable Eating Motives Scale: Coping Stress-related eating — ad Behavioral

Subscale

24-hour dietary recall Dietary adherence — ad Behavioral

Blood ketone levels Dietary adherence; dietary ad- — O Clinica
herence after nonadherence

Weight Weight — O Clinica

Glycosylated hemoglobin Ay (HbA1c) Glycemic control — ad Clinical

Glucose, plasma Glycemic control — g Clinical

Insulin, plasma Glycemic control — 0 Clinica

Primary Outcome

As shown in Table 8, the primary outcome is reduction in
craving-related eating, as measured through EM A text messages.
Participants respond to the EMA question, “ Did you eat or drink
anything in response to that craving?’ as yes or no (see Table
3). We will use amixed effects logistic regression model, with
random effectsfor day nested within study period nested within
person, and for each of up to 4 possible reports per day
(morning, afternoon, evening, and “any other time not previously
reported”), to predict the dichotomous primary outcome (yes/no
responses to EMA question). Model covariates (fixed effects)
includetime of day, study period, randomization group, and the
interaction of study period by randomization group. This will
allow usto estimate the odds of indulging a craving at 3 and 6
months compared with baseline, separately for each arm, as
well as allowing for direct comparisons between study arms at
each time.

Secondary Outcomes

Secondary outcomesinclude changesinimpulsivity, stress- and
emotion-related eating, glycemic control (HbA,., fasting
glucose, and insulin resistance), and weight. We also assess
dietary adherence (ketone levels) as a secondary outcome (see
Table 8 for al secondary outcome variable descriptions).

To assess changes in impulsivity, stress- and emotion-related
eating, glycemic control, and weight (all treated as continuous
variables), across groups and over time, we will use ANCOVA
and linear mixed methods. In mixed models, we will include a
random person effect, as well as fixed effects including study
period, randomization group, and their interaction term. We
will estimate differences between randomization groups at each
time point and differences between time points within each
randomization group.

To assess dietary adherence (ketone levels) and resilience
following dietary nonadherence, we will first dichotomize
ketone data as “ketosis’ (values =0.3 BOHB mmol/L in
fingerstick blood) and “ not ketosis’ (values<0.3 BOHB mmol/L
infingerstick blood). We have dichotomized ketone levelsbased
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on our use of this level as an indicator that participants are
engaging in adequate CR to achieve nutritional ketosis.

To assessoverall dietary adherence, wewill use amixed effects
logistic regression model with random effects for study period
nested within person, as each participant provides ketone data
3 times per week for several weeks within each study period.
We will include (as fixed effects) study period, randomization
group, and their interaction term. We will estimate differences
between randomization groups at each time point and differences
between time points within each randomization group. We will
al so explore model streating ketone data continuously using the
same model specifications as described above. Thiswill yield
average differencesin the ketone level s between randomization
groups and within time points.

To assess resilience following dietary nonadherence, we will
compare the amount of time that passes between obtaining a
ketone value <0.3 BOHB mmol/L (not in ketosis) after having
had a prior ketone value of =0.3 BOHB mmol/L (in ketosis)
between study groups, using a repeated measures analysis to
address multiple episodes within participants, if these occur.

Sensitivity Analyses
If outliers are present in continuous measures, we will rerun

model s after Winsorizing these datausing 3 SDsfrom the mean
cut-off to minimize the impact of extreme values[67].

Missing Data

An important goal is to achieve high levels of participant
retention and to minimize missing data. When consenting and
enrolling participants, we emphasize the importance of
completing study assessments and explain that missing data
negatively impact scientific research. We provide financial
compensation for the time parti cipants spend compl eting study
measures, and we devote significant staff resourcesto allow for
careful participant follow-up. Mixed effects models using
maximum likelihood (ML) estimation limit the risk of biased
results due to missing data [68]. Our analytic approach uses
these methods to minimize the impact of missing data.

JMIR Res Protoc 2019 | vol. 8 | iss. 2 |e11002 | p.110
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

Mason et al

Table 9. Power to detect between-group differences based on one-sided and two-sided tests for a difference in means between groups.

Power for a Power fora  Alpha  Control aam(n) Mindful eat- Dayswithcraving- Dayswithcraving-relat- Delta(differ- SD
one-sided test  two-sided test ing arm (n) related eating in ed eating in mindful ence between
control arm (%) eating arm (%) arms)

0.7855 0.6786 .05 30 30 50 43 -7 11
0.8726 0.7910 .05 30 30 50 42 -8 11
0.7855 0.6786 .05 30 30 49 42 -7 11
0.8726 0.7910 .05 30 30 49 41 -8 11
0.7855 0.6786 .05 30 30 48 41 -7 11
0.8726 0.7910 .05 30 30 48 40 -8 11
0.7855 0.6786 .05 30 30 47 40 -7 11
0.8726 0.7910 .05 30 30 47 39 -7 11

Data Management

Data are collected by trained research assistants and study
coordinators using paper forms and Web-based questionnaires
(online, Qualtrics). All surveys and forms are deidentified and
coded with a unique subject number.

All data collection forms and laboratory reports are reviewed
by the study team and data entry staff, who ensure that they are
accurate and complete. A person who has not collected or
entered data reviews the entered data for quality assurance.
Protocol compliance and monitoring is done via review of
records and forms after each participant visit and before data
entry. Review is done by a study staff member who is not
involved in the data collection for that participant, and any
discrepancies or potential problemsare reviewed by the Project
Director or a senior study coordinator. Protocol deviations are
captured by regular review of cases during the enrollment
process by the Project Director to ensure that eligibility criteria
are met. Key points of review include postconsent visit and
baseline lab completion before randomization.

Sample Size Estimates

Although this study is intended to provide a foundation for
future trials of mindfulness and dietary change and the primary
focus is not on having adequate power for hypothesis testing,
we have performed a statistical power analysis for our primary
outcome, which is craving-related eating.

Our preliminary datashowed that participants experienced eating
in response to a craving on 50% of days at baseline (SD 11%).
We aim to assess whether participants who receive the mindful
eating intervention experience a decrease in craving-related
eating relative to participants who do not receive the mindful
eating intervention. Because we anticipate a directionality of
effect (we hypothesize greater adherence over time among the
participants who receive the mindful eating training), we planned
our sample size around a one-sided test but also performed a
power analysis using atwo-sided test. We estimate that we will
have greater than 80% power to detect a difference between
study groups if there is a between-group difference in
craving-related eating at follow-up of 8 percentage pointsusing
a one-sided test and 79% power using a two-sided test (see
Table 9).
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Interim Analyses, Stopping Rules

We have not planned any interim analyses, and we do not
anticipate stopping the study early. Although our main clinical
outcome of interest, HbA ., isabiomarker indicating long-term
risk of clinica events due to diabetes (eg, neuropathy,
blindness), it is not an outcome that would justify early stopping
rulesfor atrial of thissizeand duration. The DSMB will review
any SAEsrelated to the intervention or assessment procedures
in separately scheduled, closed meetings (if SAEswereto occur)
to determine whether the study should be stopped. The DSMB
chair will moderate any closed sessions and collect a formal
vote from DSMB members as to whether the trial should
continue given the occurrence of an AE.

Results

The project was funded in September of 2016 and final classes
ended in March of 2018. Data analysis is currently underway,
and we expect to submit results for publication in early 2019.

Discussion

Principal Findings

Adhering to dietary recommendations poses challenges for a
variety of conditions, including obesity and diabetes [16,21].
Thisintervention is based upon amodel that postulatesthat for
many people, it is difficult to adaptively respond to food
cravings in ways that maintain adherence to a dietary
prescription. Although previous mindfulness-based interventions
have begun to suggest that mindfulness-based interventions
may impact obesity-related behaviors (yet, not necessarily
weight loss itself) [69-71], we are employing a specific
component of mindfulness (ie, mindful eating), which we
hypothesize to more specifically impact obesity-related
behaviors.

Prior work has documented that decreasing carbohydrate intake
in people with T2DM leads to improved glycemic control [14]
and that following alow-carbohydrate diet can reduce cravings
for carbohydrate-rich foods [23]. Despite this “best case”
scenario for limiting cravings for carbohydrate-rich foods, we
postulate that adherence to carbohydrate restriction can be
challenging for many people because of difficulty coping with
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persistent food cravings. The modern food environment
facilitates the experience of food cravings and al so ensures that
inexpensive food to satisfy these cravings is readily available.
Prior data on the importance of food cravings in adherence to
nutrition recommendationsin T2DM |eaves some uncertainties.
Some studies have reported increases in food cravings during
weight loss diets [72], but this type of study does not address
persons with T2DM, and the focus on calorie restriction as
opposed to diet pattern also differs from this study. Of more
direct relevance, a recent study of persons with T2DM has
reported that, in general, persons with T2DM put on a weight
loss diet with differing proportions of protein and carbohydrate
reported reductions in food cravings, which did not differ by
diet composition [73]. The overall reduction in food cravings
was moderate, however, with a 15% improvement in one
measure of food craving, indicating that while cravings
improved, they did not go away. Weight was positively
correlated with cravings. The authors concluded that
“Reductions in the frequency of food cravings and
improvements in eating behaviors may encourage compliance
and adherence to lifestyle programs which ultimately may
enhance diabetes management.” Given some uncertainties in
existing literature, our study isaimed, in part, at clarifying the
role that reductionsin eating in response to food cravings may
play in improving nutritional adherencein T2DM.

In addition to addressing eating in response to food cravings,
we al so postul ate that other behavioral pathways may berelevant
in improving diet adherence in T2DM. For example, resuming
dietary adherence following lapses in adherence poses a
significant challenge and remains understudied [ 74]. Our study
directly tests mindful eating training as an intervention to
strengthen adaptive coping with food-craving experiences and
to resume dietary adherence following lapses.

Although we ultimately aim to impact clinical outcomes (eg,
HbA,.), this trial differs from other trials by focusing on
behavioral mechanisms through which our intervention may
impact clinical outcomes. Thus, our hypothesized behavioral
mechanisms are the primary endpoints at this stage of our
research. Thisstudy istherefore aligned with model s advocated
by the Science of Behavior Change (SOBC) model [ 75] and the
Obesity-Related Behavioral Intervention Trials (ORBIT) model
[76]. These models advocate identifying and individually testing
key mechanismsthat may underlie successful behavior changes
and then developing and testing interventions that target these
mechanisms. These models focus on maximizing potential to
optimize intervention potency, efficiency, and effectiveness.

Thistria includes several innovative features. Firgt, it focuses
on identifying mechanismsthat underpin behavioral factorsthat
influence health outcomes, that is, ascertaining if increasing
training in mindful eating (mechanism) can increase dietary
adherence (behavioral factor) holds implications for dietary
interventions in T2DM (clinical health outcomes). Dietary
prescriptions can effectively improve glycemic control to the
extent that they are followed [13]; hence, developing methods
to increase dietary adherence is a critical public health need.
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Second, thistrial focuses on testing these mechanisms, in part,
using a cost-effective hybrid method that can be implemented
inavariety of health care settings, including those with greater
limitations on in-person services, that is, the didactic portion of
the mindful eating training being tested in thistrial is currently
available for health care providers to prescribe to patients with
smartphones, which 77% of US adults own [77]. The
smartphone-based administration method ensures that all
recipients of this intervention receive the intervention exactly
as it was tested (ie, no effects of different intervention
instructors). Mobile platforms alow patients to integrate
behavioral change components asthey go about their daily lives
[78]. Third, this trial uses EMA in the form of mobile text
messaging, which reduces issues associated with recall [79].
These ambulatory measures are important for both study
providers and recipients. Such measures provide behavioral
feedback to study staff, who can engage with patientsto identify
problems (both for intervention development purposes and to
assist the patient with solutions), as well as provide actionable
feedback directly to the patients, who can self-correct based on
data they collect. Fourth, this trial uses both biological (blood
ketonetesting) and self-report (24-hour dietary recall) methods
to assess dietary adherence.

Limitations

Limitations of this trial include that it is powered to examine
behavioral pathways we hypothesize to be tied to clinical
outcomes rather than to evaluate clinical outcomes themselves,
such asimprovementsin glycemic control. Asdescribed in the
ORBIT model for devel oping behavioral treatmentsfor chronic
diseases [76], thistrial is situated at phase I1b, which tests for
a signal in the behavioral target while using a control group.
Previous research has found that greater levels of mindfulness
are associated with less stress- and emotion-related eating [29]
and suggests that completing the mindfulness intervention
administered in this trial leads to reductions in stress- and
emotion-related eating, craving intensity, and rate of eating in
response to cravings [26]. The next phase of this work will
include a larger sample size that will provide better statistical
power to examine clinical outcomes. Additionally, future work
should test strategies for maintenance of behavioral (and
clinical) changes. Moreover, our trial design and control group,
although informed by the ORBIT model, does |eave open the
possibility that the additional content provided to the mindful
eating group (eg, mobile app, more class time) may aso
influence our outcomes above and beyond the mindful eating
instruction, as the groups may have differed in terms of time,
attention from teachers, and participants’ expectations.

We designed this two-group randomized controlled trial to test
behavioral pathways through which mindfulness may impact
the ability to respond to food cravingsin waysthat are consistent
with a dietary prescription for T2DM. The findings may be
relevant for understanding the effects of mindfulness
interventions on dietary adherence in the context of diabetes,
obesity, and other chronic metabolic diseases.
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Abstract

Background: Androgen deprivation therapy (ADT) for prostate cancer is associated with adverse cardiometabolic effects such
as reduced libido, hot flashes, metabolic syndrome, diabetes, myocardia infarction, and stroke. This reduces quality of life and
potentially increases mortality. Several large clinical trials have demonstrated improvements in cardiometabolic risk with
comprehensive multimodality lifestyle modification. However, there is alack of datafor such interventionsin men on ADT for
prostate cancer, and existing studies have used non-standardized interventions or lacked data on metabolic risk factors.

Objective: The Comprehensive Lifestyle Improvement Project for Prostate Cancer (CLIPP) is designed to address these gaps
by using an intervention modeled on the Diabetes Prevention Program, a standardized multicomponent intervention with
demonstrated effectiveness in reducing cardiometabolic risk factors that has been successfully adapted for multiple disease types
including breast cancer.

Methods: A single-arm unblinded clinical trial will be conducted to determine the feasibility of conducting a 24-week
comprehensive lifestyle modification intervention that targets weight loss and increased physical activity modeled on the Diabetes
Prevention Program in 30 men on ADT for prostate cancer. Secondary aims are to determine the effect of the intervention on
cardiometabolic markersand quality of life. Thetertiary aim isto determinethe effect of theintervention on markers of inflammation
and angiogenesis, important mechanisms for prostate cancer progression. Participants will be recruited from the University of
Arizona Cancer Center and the surrounding community. The intervention will be delivered weekly in person and over the phone
for 16 weeks. For Weeks 16-24, participants receive weekly phone calls from the study health coach to motivate them to continue
their lifestyle modification. Questionnaire and biological dataare collected at baseline, 12 weeks, and 24 weeks. Body composition
using dual-energy x-ray absorptiometry scanswill be performed at baseline and end of study.

Results: Based on a sample size of 30, the two-sided 95% confidence interval will not be wider than 0.373 standard deviations
for the adherence rate and will not be wider than 0.374 for the retention rate. In addition, the study will have a power of 80% to
detect a change of 0.47 standard deviations from baseline for each of the markers investigated in the secondary and tertiary aims
assuming awithin-subject correlation of 0.20 at asignificance level of 5%. The recruitment period isfrom October 2018 to April
2019.

Conclusions: Theaim of CLIPPisto determinethefeasibility of conducting a Diabetes Prevention Program-style comprehensive
lifestyle modification interventionin men with ADT for prostate cancer and its effects on cardiometabolic adverse effects, quality
of life, aswell as markers of inflammation and angiogenesis. Results will inform the development of future clinical trialsin this
popul ation.
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Introduction

Androgen deprivation therapy (ADT) has been demonstrated
to improve disease-free survival and overall survival in men
with prostate cancer (PCa) [1,2]. Androgen deprivation can be
accomplished through surgical castration (bilateral orchiectomy)
or medical castration through gonadotropin-releasing hormone
(GnRH) agonist and antagonist as well as antiandrogen
medication [3,4]. Changed hormona milieu due to ADT is
associated with a number of adverse effects such as metabolic
syndrome, weight gain, decreased libido, insulin resistance,
obesity, sarcopenia, as well as diabetes, myocardial infarction,
and cerebrovascular events. These adverse effects not only lower
the individual’s quality of life (QoL) but aso contribute to
increased mortality [3,5,6]. Reports by Cheung and Alibhai
demonstrate that ADT is associated with clinically significant
decreased QoL especialy in the physical and sexual domains
[5,6]. In ameta-analysis by Bosco et a, relative risk (RR) for
any type of nonfatal cardiovascular disease was 1.38 (95% ClI
1.29-1.48) for men with PCaon GnRH agonists, compared with
men not treated with ADT [3]. The associ ations between GnRH
agonistsand myocardial infarction or stroke were even stronger:
RR 1.57 (95% CI 1.26-1.94) and RR 1.51 (95% CI 1.24-1.84),
respectively [3].

Comprehensive  multicomponent  lifestyle maodification
interventions have demonstrated improvement in metabolic
profile and cardiovascular risk factors [7]. The Diabetes
Prevention Program (DPP) was a randomized clinical tria
(N=3234) comparing the effect of intensive multicomponent
lifestyle modification, metformin, or placebo on development
of diabetes in persons with impaired glucose tolerance [7]. In
thistrial, the incidence of diabeteswas 11.0, 7.8, and 4.8 cases
per 100 person-years for placebo, metformin, and lifestyle
modification, respectively. Compared to placebo, incidence of
diabetes was reduced by 58% in the lifestyle arm and 31% in
the metformin arm. Although there was dlight attenuation of
the effect, the incidence of diabetes was still lower in the
lifestyle arm as compared to the metformin arm (34% and 18%,
respectively) after 10 years of follow-up [8]. The 10-year
follow-up demonstrated major reductions for blood pressure
(systolic, 2-3 mmHg and diastolic, 5-6 mmHg), low-density
lipoprotein cholesterol (0.47-0.54 mmol/l), and triglycerides
(0.18-0.32 mmoal/l) as well as increases in high-density
lipoprotein (0.13-0.16 mmol/I) for all thethree groups, whereas
hyperlipidemia (P<.012), hypertension (P<.09) [9], and
medication use was lower for the lifestyle group. Lack of
differentiation between the three groups could potentially be
dueto al three groups' receiving thelifestyleintervention when
the primary clinical trial ended. The DPP has been successfully
adapted for breast cancer patients[10]. Inthe Lifestyle Exercise
And Nutrition (LEAN) study, 100 women with breast cancer

http://www.researchprotocols.org/2019/2/e12579/

were randomized to in-person or phone-based lifestyle
modification or usual care. There was a statistically significant
decrease in weight (P=.004 and P=.009 for in-person or
phone-based intervention) compared to usual care. Additionally,
women who lost >5% weight demonstrated significant
improvementsin metabolic (insulin and leptin, P=.05 and .002,
respectively) and inflammatory (C-reactive protein and
interleukin-6, P=.02 for both) markers [10]. These data served
as the premise for the ongoing Breast Cancer Weight Losstrial
of aDPP-modified intervention for weight lossin breast cancer
survivors[11].

Interventions addressing either exercise or nutrition have
demonstrated benefit in men on ADT for PCa[12]. However,
there is a lack of data with respect to comprehensive
multicomponent standardized lifestyleimprovement programs.
Recently published results from the Individualized Diet and
Exercise Adherence-Pilot (IDEA-P) trial demonstrated that a
multicomponent lifestyle modification program is effective in
improving mobility performance (P<.02), muscular strength
(P<.01), body fat percentage (P<.05), and fat mass (P<.03) [13].
However, cardiometabolic risk factors or QoL were not outcome
variablesin this paper nor was a standardized intervention like
the DPP used in the study.

Obesity isan important risk factor for not only cardiometabolic
diseases but also for PCa progression. As many as 77% men
diagnosed with PCa can be classified as overweight or obese,
whichishigher than the national average[14]. Obesity has been
associated with PCa aggressiveness, progression, and
cancer-specific mortality [15]. The Continuous Update Project
report on PCa identifies overweight and obesity to be strong
risk factors for PCa progression [16]. Hence, an intervention
like the DPP with proven efficacy towards reducing weight and
improving cardiometabolic risk factors could be hypothesized
to have the same effect in men on ADT for PCa.

The current trial addresses the above-mentioned deficiencies
by conducting afeasibility and early efficacy study to determine
the utility of a DPP-style lifestyle modification intervention on
cardiometabolic risk factorsand QoL in men on ADT for PCa.
Additionally, the effect of the intervention on markers of
inflammation and angiogenesiswill be determined to understand
itsimpact on PCa progression, asinflammation and angiogenesis
are important mechanisms for PCa progression [17-21].

Methods

Study Design

Theaims of the Comprehensive Lifestyle Improvement Program
for Prostate Cancer (CLIPP), a single-arm unblinded clinical
trial, areto determine (1) thefeasibility of conducting a24-week
comprehensive lifestyle modification intervention in men on
ADT for PCa, (2) the effect of a comprehensive lifestyle
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modification on cardiometabolic risk factors and QoL in men
on ADT for PCa, and (3) the effect of acomprehensivelifestyle
modification on markers of inflammation and angiogenesis.
Regulatory approval for this project has been obtained from the
University of Arizona Institutional Review Board and its
affiliated hospital system, Banner University Medical Center.
Thirty subjectswill be recruited from the University of Arizona
Cancer Center (UACC), aNational Cancer I nstitute-designated
Comprehensive Cancer Center located in Tucson, Arizona, and
its surrounding community. The UACC Cancer Survivorship
Clinic, Genitourinary Oncology Clinic, and Radiation Oncology
Clinicwill beinvolved in recruitment. Flyerswill be distributed
at variouslocations around the cancer center informing potential
participants about the study. Principal investigators and study
staff will reach out to various prostate cancer support groups
around the city to recruit participants. Principal investigators
and collaborators will introduce the study to potential
participants. If the potential participant iswilling to participate,
their information will be shared with the clinical research
associate who will determine dligibility via telephone.
Participants recruited through other methods will be instructed
to cal the clinical research associate directly for timely
screening. After eligibility screening, the associate will explain
the study purpose, answer questions, and ascertain interest in
participation. If the participant agrees, informed consent will
be obtained.

Eligibility

To be dligible for this study, participants are required to meet
the following inclusion and exclusion criteria. Since thisis a
feasibility trial, criteria are purposefully broad. Participants
must (1) be men diagnosed with prostate cancer (Stage I-111)
within the past 10 years, who are on ADT for their disease, (2)
be age 40 or older with at least a 5-year life expectancy, (3) be
willing to participate in a lifestyle modification intervention,
including all assessments and measurements, (4) speak English,
and (5) if participating in any other clinical trial participants,
have a 30-day washout period before they can become eligible
for thistrial. The exclusion criteriafor the study consist of the
following: (1) PCasurvivorscurrently participating in any other
clinical trials, (2) PCa survivors on hospice or with a life
expectancy less than 5 years, (3) survivors with Stage IV PCa,
(4) having digestive diseases (eg, inflammatory bowel disease,
diverticulitis) that make for intolerance of significant increases
in plant food intake, and (5) individuals unable to fully
comprehend the informed consent or other procedural
requirements. Individuals with high adherence to lifestyle
guidelines (eg, consuming a vegan diet or participating in
moderate to vigorous physical activity for >45 minutes/day, 7
days/week) will be excluded.

Informed Consent

The investigational nature and objectives of the tria, the
procedures, and interventionsinvolved and their attendant risks
and discomforts, and potential alternative therapies will be
carefully explained to subjects and a signed informed consent
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obtained. Theinformed consent form approved by the University
of Arizona Institutional Review Board will be used for this.
Documentation of informed consent for screening will be
maintained in the subject’s research file.

Study Procedure

Participantswill be scheduled for abaselinevisit after informed
consent has been obtained. This visit will consist of obtaining
anthropometric measures, questionnaire data, biological samples,
and body composition data using dual-energy absorptiometry
(DXA) scan. The intervention will be initiated at this visit.
Participants will be provided with a fitness tracking device
(FitBit Charge2) that will support the tracking of fitness goals
and provides the study team with physical activity data
Participants will keep the fitness tracker after completion of
study. Participantswill be followed weekly for aduration of 24
weeks. Basdlineand every fourth visit will bein-person, whereas
the remainder of the intervention support will be provided over
the phone. This delivery strategy was adopted based on results
of focus group discussions conducted with PCa survivors at the
UACC regarding their interests in participating in a lifestyle
modification intervention [22]. Anthropometric measurements
will be collected at each in-person visit. Questionnaire dataand
biological sampleswill be collected at baseline, 12 weeks, and
24 weeks. DXA scans will be obtained at baseline and end of
study (24 weeks) to assess body composition changes over time.
An exit survey will be carried out at the end of the study to
assess acceptance and feasibility including an understanding of
their experience and suggestions for improvement. A similar
survey will be carried out if the participant decidesto terminate
their participation earlier than study completion. See Multimedia
Appendix 1 for the study timeline.

I ntervention

The intervention has been modeled on the DPP and adapted for
men with PCa. The goals of the intervention are to help
participants (1) achieve and maintain 7% weight lossfrom their
starting weight (if participant body mass index [BMI] is >25)
and (2) achieve and maintain 150 minutes of moderateintensity
physical activity weekly. If participant BMI is <25 or if they
are already engaging in 150 minutes of moderate intensity
physical activity weekly, the goal will be to maintain that for
the duration of the trial. The 16-week curriculum covering
nutrition, physical activity, as well as supportive strategies to
promote and maintain behavior modification was designed to
help the participants achieve these goals [7]. Topics covered
during theweekly sessionsarelisted in Figure 1. The curriculum
will be taught by an experienced health coach trained by a DPP
principal investigator and master trainer. After completion of
the curriculum-based intervention, participantswill befollowed
for 8 weeks. During this time, participants will receive weekly
calls from the health coach aimed at maintaining motivation
and problem solving as well as behavioral goal maintenance.
The fundamental components of the intervention are based on
social cognitive theory, the theory of planned behavior, and the
transtheoretical model [23].
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Figure 1. Intervention details.

Algotar et a

Session Date Session Title

Week 1 Welcome to CLIPP !

Week 2 Be a Fat and Calorie Detective

Week 3 Reducing Fat and Calories

Week 4 Healthy Eating

Week 5 Move Those Muscles

Week 6 Being Active: A Way of Life

Week 7 Tip the Calorie Balance

Week 8 Take Charge of What's Around You
Week 9 Problem Solving

Week 10 Four Keys to Healthy Eating Out
Week 11 Talk Back to Negative Thoughts
Week 12 The Slippery Slope of Lifestyle Change
Week 13 Jump Start Your Activity Plan

Week 14 Make Social Cues Work for You
Week 15 You Can Manage Stress

Week 16 Ways to Stay Motivated

Outcome M easures

Feasibility Measures

Aim 1 of this study is to determine feasibility and hence the
outcome measures for this aim will be recruitment, retention,
and maintaining protocol adherence by the participants. The
recruitment goal is set at 30 participants recruited over a
6-month period. The retention goal is set at 80%, and the
adherence goal is set at 75% participation. If 80% (24/30) of
participants complete the trial, the retention goal for this trial
will be achieved. If participants attend 75% of the intervention
delivery visits (in-person and phone combined), they will be
considered adherent to the protocaol.

Efficacy Measures

For Aim 2, anthropometric measures (ie, height ininches, weight
in pounds, waist and hip circumference in inches) and blood
pressure (ie, systolic and diastolic mm of hg) will be carried
out by the same, trained study personnel for all participants at
al visits, using established protocols. This will ensure
consistency between measurements and reduction in error.
Serum samples for metabolic markers (ie, fasting glucose,
hemoglobin A1C, lipid panel) will be collected and sent to a
certified clinical laboratory. We will determine QoL using
standardized and validated questionnaires. The Patient Reported
Outcomes M easurement Information System (PROMIS) global
physical and mental health scale will be used to determine the
overall quality of life, whereas the Expanded Prostate Cancer
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Index Composite Short Form (EPIC-26) will be used to assess
disease-specific QoL. Preliminary efficacy will be established
if the intervention results in a significant decrease in body
weight, body fat, and metabolic indices aswell asimprovement
in general and disease-specific QoL over the course of thetrial
(24 weeks). For Aim 3, serum collected at baseline, 12 weeks,
and 24 weeks will be processed for markers of inflammation
(ie, Interleukin-6, Interleukin 1-beta, Interleukin-8, stromal cell
derived factor 1-alpha, and basic fibroblast growth factor) and
angiogenesis (ie, vascular endothelial growth factor and plasma
placental growth factor) using enzyme linked immunosorbent
assay (ELISA). Kits will be purchased from Meso Scale
Discovery (Rockville, MD) and R&D Systems (Minneapalis,
MN). Prior literature demonstrates changes in these markers
dueto ADT [4], hence, the reason for choosing these markers.

Ancillary Measures

In addition to the outcome measures mentioned above, ancillary
measures will aso be collected that will be used for correlative
analysesin the future. Other ancillary measures will consist of
Pittsburgh Sleep Quality Index to assess sleep quality, Arizona
Food Frequency Questionnaire to assess food patterns, DXA
scans for body composition assessment, and urine samples.
Questionnaires and urine samples will be collected at baseline,
12 weeks, and 24 weeks and stored for future analyses. DXA
scans will be conducted at baseline and end of study. Extra
serum samples will also be stored in -80°Celsius freezers for
future use. The samples will be housed in the central freezer
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facility of the University of Arizona Cancer Center, which is
monitored through a 24-hour alarm system.

Statistical Consider ations

Statistical Analysis

The primary aim of this study is to determine feasibility of
conducting alifestyle modification intervention in apopul ation
of men with prostate cancer on ADT. This will be determined
by calculating the study initiation rate, retention rate, and
adherence rate. The study initiation rate will be calculated by
dividing the total number of subjects that passed screening by
the number started in the study after appropriate informed
consent procedures. Retention rate will be cal culated by dividing
the total number of participants initiated by total number of
participantsin the study at 12 and 24 weeks. Retention goal for
thistrial is80%, and hence participation 24 subjectsin thetrial
at 12 and 24 weeks will satisfy this goal. The adherence rate
hypothesized for this study is 75%. Participants will be
determined to be adherent if they attend 75% intervention
sessions (in-person and telephone intervention sessions
combined). The overall adherence and retention rates and the
associated 95% confidence intervals will be reported at 12 and
24 weeks. The secondary aim of this project to detect the effect
of lifestyle modification on cardiometabolic risk factors and
QoL. The tertiary aim of this project is to determine the effect
of lifestyle modification on markers of inflammation and
angiogenesis. Baseline characteristics will be described using
mean and standard deviation for continuous variables and
frequency and the associated proportions for categorical
variables. Each outcome, for the secondary and tertiary aims,
will be measured at 3 time points (ie, baseline, 12 weeks, and
24 weeks). For each outcome, two-sided 95% confidence
intervals will be constructed for changes from baseline at both
12 and 24 weeks. In addition, a linear mixed-effects models
will be fitted to explore the trgjectory of changes overtime. If
necessary, baseline value of the marker of interest (eg,
cardiometabolic markers and QoL for secondary aim and
inflammatory and angiogenic markersfor thetertiary aim), age,
race, serum prostate-specific antigen (PSA), and Gleason score
will be adjusted for in the mixed-effects models. The changes
in each of the outcomes over time will allow us to evaluate
whether lifestyle modification can improve cardiometabolic
risk and QoL (secondary aim) as well as inflammation and
angiogenesis (tertiary aim). Analysis will be carried out using
intent-to-treat (al participants) and modified intent-to-treat
(restricting the analyses to participants who were adherent)
approachesin order to determineif study adherence playsarole
in mediating the relationship between lifestyle modification and
outcome variables. Exit surveys will be carried out at the end
of the study or if the participant decidesto drop out of the study
early. These qualitative and quantitate surveys will help
understand participant satisfaction with the intervention and its
delivery modalities, which will be helpful in planning the next
phases of this project.

Sample Size and Power

Based on a sample size of 30, the two-sided 95% confidence
interval will not bewider than 0.373 standard deviationsfor the
adherence rate and will not be wider than 0.374 for the retention
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rate at each follow-up visit. In addition, it will have a power of
80% to detect achange of 0.47 standard deviationsfrom baseline
over two follow-up visits for each of the markers investigated
in the secondary and tertiary aims, assuming a within-subject
correlation of 0.20 at a significance level of 5%.

Results

Results from this arm open label clinical trial will allow us to
determinethe feasibility of conducting a DPP based intervention
in men on ADT for PCa. Results are expected to be available
by October 2019 and will inform the development of future
trials in this population.

Discussion

Principal Considerations

The Comprehensive Lifestyle Improvement Project for Prostate
Cancer (CLIPP) is designed to investigate the feasibility and
early efficacy of a comprehensive multimodality intervention
model ed after the DPP on cardiometabolic risk factorsand QoL
as well as markers associated with inflammation and
angiogenesisin men treated with androgen deprivation therapy
for prostate cancer. This will be the first study in literature to
investigate the utility of a DPP-based intervention on
cardiometabolic risk factors and pathway's associated with tumor
progressionin menwith PCaon ADT. Although ADT improves
disease-free survival and overall survival in menwith PCa[1,2],
its adverse effects lower the individual’s QoL and contribute
to higher mortality. If an effective intervention is identified to
mitigate the adverse effects associated with ADT, it could
potentialy improvetheindividua’s QoL aswell asreducetheir
risk of treatment-related mortality. Results from the CLIPP
study have the potential to provide data on the effect of the
lifestyle modification intervention on QoL, cardiometabolic
risk factors, as well as markers of inflammation and
angiogenesis. Results for the primary aim are expected to be
available by October 2019.

Strengths and Limitations

The srengths of this study lie in its application of an
evidence-based and effective multicomponent lifestyle
modification intervention. This intervention has been
successfully adapted for other disease types including breast
cancer with favorable results. The standardized intervention
with proven success in multiple disease settings, including
cancer, sets this study apart from other comparable studies in
current literature. The limitations of this study include its
non-randomized treatment assignment and lack of a control
group. Since thisisafeasibility study, thisis an accepted study
design and arandomized study with an appropriate control arm
would be the next step based on the study results.

Conclusion

Findings from this study will address a critical gap in current
literature by providing data regarding the feasibility of
conducting a multimodality lifestyle modification intervention
in men on ADT for prostate cancer and its impact on
cardiometabolic risk factors, quality of life, aswell as markers
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associated with inflammation and angiogenesis. Thesedataare  avenues of research such astheimpact of lifestyle modification
critical in developing future clinical trials in this group of on prostate cancer progression.
patients. Additionally, the findings hold potential to open new
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Abstract

Background: Sexua and gender minority youth (SGMY;; eg, lesbian, gay, bisexual, and transgender youth) experience myriad
substance use and mental health disparities compared with their cisgender (nontransgender) heterosexua peers. Despite much
research showing these disparities are driven by experiences of bullying and cyberbullying victimization, few interventions have
aimed to improve the health of bullied SGMY. One possible way to improve the health of bullied SGMY isviaaWeb-accessible
game intervention. Nevertheless, little research has examined the feasibility of using a Web-accessible game intervention with
SGMY.

Objective: This study aimed to describe the protocol for a randomized controlled trial (RCT) pilot, testing the feasibility and
limited efficacy of agame-based intervention for increasing hel p-seeking—related knowledge, intentions, self-efficacy, behaviors,
productive coping skills use, and coping flexibility and reducing health risk factors and behaviors among SGMY.

Methods: We enrolled 240 SGMY aged 14 to 18 years residing in the United States into a 2-arm prospective RCT. The
intervention isatheory-based, community-informed, computer-based, role playing gamewith 3 primary components. encouraging
hel p-seeking behaviors, encouraging use of productive coping, and raising awareness of Web-based resources. SGMY randomized
to both theintervention and control conditionswill receivealist of SGM Y-inclusive resources, covering avariety of health-related
topics. Control condition participants received only the list of resources. Notably, all study procedures are conducted via the
internet. We conveniently sampled SGMY using Web-based advertisements. Study assessments occur at enrollment, 1 month
after enrollment, and 2 months after enrollment. The primary outcomes of thisfeasibility study includeimplementation procedures,
game demand, and game acceptability. Secondary outcomes include help-seeking intentions, self-efficacy, and behaviors;
productive coping strategies and coping flexibility; and knowledge and use of Web-based resources. Tertiary outcomes include
bullying and cyberbullying victimization, loneliness, mental health issues, substance use, and internalized sexua and gender
minority stigma.

Results:  From April to July 2018, 240 participants were enrolled and randomized. Half of the enrolled participants (n=120)
were randomized into the intervention condition and half (n=120) into the control condition. At baseline, 52.1% (125/240) of the
participants identified as gay or leshian, 26.7% (64/240) as bisexual, 24.2% (58/240) as queer, and 11.7% (28/240) as another
nonheterosexual identity. Nearly half (113/240) of participants were a gender minority: 36.7% (88/240) were cisgender boys,
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and 16.3% (39/240) were cisgender girls. There were no differences in demographic characteristics between intervention and
control condition participants.

Conclusions: Web-accessible game interventions overcome common impediments of face-to-face interventions and present a
unique opportunity to reach SGMY and improve their health. Thistrial will provide data on feasibility and limited efficacy that
can inform future Web-based studies and alarger RCT aimed at improving health equity for SGMY.

Trial Registration: ClinicalTrials.gov NCT03501264; https://clinicaltrial s.gov/ct2/show/NCT03501264 (Archived by WebCite

at http://www.webcitation.org/72HpafarW)
International Registered Report Identifier (IRRID):

(JMIR Res Protoc 2019;8(2):€12164) doi:10.2196/12164

KEYWORDS

DERR1-10.2196/12164

sexual and gender minorities; adolescent; video games; feasibility studies; help-seeking behavior; adaptation, psychological;
alcohol drinking; cigarette smoking; vaping; mental health; randomized controlled trial

Introduction

Background

Sexual minority youth (eg, lesbian, gay, bisexual, or queer
youth) and gender minority youth (ie, youth who identify asa
gender different from their sex assigned at birth) experience
myriad substance use and mental health disparities [1-27]. In
particular, sexual orientation—related disparities have been
known for over 20 years [1]: sexual minority youth, compared
with heterosexual youth, have approximately 176% higher odds
of cigarette use, 155% higher alcohol use, 34% higher heavy
alcohol use (eg, binge drinking), and 56% higher marijuanause
[2]. Currently, many of these sexual orientation—related
disparities appear to be growing larger [3,4]. Similarly,
compared with cisgender (ie, nontransgender) youth, gender
minority youth have significantly higher use of cigarettes,
alcohol, and marijuana[5,27]. These sexual and gender minority
youth (SGMY)) disparities are al so present for novel substances,
such as electronic cigarette use [5]. Regarding mental health
disparities, SGMY have significantly higher anxiety, depression,
and suicidality [20-27]. Meta-analyses show that sexual minority
youth, compared with heterosexual youth, have 96% higher
odds of having suicidal thoughts, 120% higher odds of making
suicide plans, and 218% higher odds of making suicide attempts
[20]. Altogether, these substantial and persistent health
disparities make SGMY apriority population for interventions
that attempt to reduce health inequities.

SGMY also experience disparitiesin bullying and cyberbullying
victimization compared with their cisgender heterosexual peers
[5,27-33]. For example, according to the 2015 Youth Risk
Behavior Survey (YRBS), gay, leshian, and bisexual adolescents
(compared with heterosexuals) had nearly doubled the
prevalence of bullying and cyberbullying victimization [33].
Importantly, research shows that these bullying disparities also
contribute to SGMY disparities in substance use and mental
health issues[5,13,27,34,35]. Therefore, interventionsthat help
bullied SGMY and reduce bullying victimization may, in turn,
reduce substance use and mental health disparities.

In addition to this greater prevalence of bullying, SGMY have
unique factors that also contribute to health disparities. When
SGMY arehbullied, in addition to the typical fears of disclosing
their bullying victimization experiences to others, they often

http://www.researchprotocols.org/2019/2/e12164/

fear having to disclose their sexual and gender minority (SGM)
status to adults, thereby putting them at risk for further
discrimination and harassment [36,37], likely preventing them
fromreaching out for help. Even when SGMY consider suicide,
large proportions of them do not seek help [38], and sexual
minority youth have more trouble than heterosexuals with
identifying peopleto talk to about their emotional worries[39].
Moreover, compared with heterosexual s, sexual minority youth
are more likely to use nonproductive coping strategies (eg,
self-blaming, giving up, ignoring problems, and worrying) to
manage the stressors in their lives [40,41], which likely
exacerbatestheir health. Thus, interventionsthat aim to improve
help-seeking behaviors and productive coping strategies (eg,
solving problems, seeking relaxing diversions, and being
physicaly active) among bullied SGMY may substantially
reduce substance use and mental health disparities.

Notably, few interventions have been rigoroudly tested to
examine whether they are efficaciousin reducing substance use
and mental health disparities among SGMY [42]. Moreover, 1
possible way to improve the health of bullied SGMY isviaa
Web-accessible (ie, downloadable via the internet) game
intervention. Game interventions can be easily accessible
through theinternet, thereby providing an effective way to reach
large numbers of SGMY, including SGMY livinginrural areas
and high structural stigma locations (ie, areas with less
SGM-inclusive policies, institutions, and attitudes). Furthermore,
Web-based game interventions are advantageous because some
SGMY may be out to only a few people offline, making
recruitment and attendance in face-to-face interventions for
SGMY quitechallenging [43,44]. Web-accessibleinterventions
may be accessed by those who are insufficiently supported in
offline programs [45-47]. In addition, Web-accessible gaming
programs about sex [48,49], mental health [50], acohol use
[51-55], smoking [56-58], and asthma [59-62] are effective for
youth in general. The Web-based environment isalso relatively
safe for LGB youth to gain coping skills [63,64]. Other
advantages of Web-accessible interventions are increased
fidelity and cost-effectiveness[65-71]. Overall, Web-accessible
game interventions overcome common impediments of
face-to-face interventions and present a unique opportunity to
reach SGMY to improve their health. Little research, with few
exceptions [72,73], has examined the feasibility of using a
Web-accessible game intervention with SGMY populations.
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Therefore, pilot testing the feasibility of such astudy iscritical
for successfully conducting alarge-scaleintervention. Feasibility
comprises a wide range of topics [74], such as the testing of
implementation procedures—how well the study was
implemented as planned; intervention demand—the actual use
of intervention among  participants;  intervention
acceptability—how the participants react to the intervention;
intervention integration—how well the game fits into the
participants’ lives; intervention adaptation and expansion—the
changes necessary for future iterations of the intervention and
tranglation into new environments; and finally, limited efficacy
testing—can be used to get estimates for variability and
precision to power alarger randomized controlled trial (RCT).
To adequately address the multiple dimensions of feasibility
related to a game-based intervention tailored to SGMY, a
carefully planned pilot trial is needed.

Study Aims

This paper describes the protocol for apilot RCT assessing the
feasibility and limited efficacy of the game-based intervention
to increase help-seeking—related knowledge, intentions,
self-efficacy and behaviors, productive coping skills use, and
coping flexibility and reduce health risk factors and behaviors
among SGMY. The primary, secondary, tertiary, and exploratory
aims of the study are described below.

Primary Aim

Our primary aim is to evaluate implementation procedures for
the RCT of the game-based intervention aswell asto determine
the level of game demand and game acceptability. We
hypothesize having high implementation fidelity, game demand,

and game acceptability (see Table 1 in the Methods section for
specific targets).

Secondary Aim

Our secondary aim is to test the limited efficacy for the game
in increasing the following short-term outcomes. help-seeking
intentions, self-efficacy, and behaviors, productive coping
strategies and coping flexibility; and knowledge and use of
Web-based resources. We hypothesize that compared with the
control participants, the intervention participants would have
greater improvementsin all short-term outcomes.

Tertiary Aim

Our tertiary aim is to test the limited efficacy for the gamein
reducing long-term outcomes. bullying and cyberbullying
victimization; longliness; mental healthissues (ie, stress, anxiety,
depression, and suicidality); substance use; and internalized
SGM stigma. We hypothesize that intervention participants,

compared with control participants, will have greater decreases
in al long-term outcomes.

Exploratory Aim

We have built in an exploratory aim meant to better our
understanding of participants' responses to the game and
research procedures and how to improve both. This exploratory
aim concerns implementation procedures, integration, and the
adaptation and expansion of the game. Given the exploratory
nature of thisaim, we have no a priori hypotheses.

http://www.researchprotocols.org/2019/2/e12164/
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Methods

Study Design

The purpose of this research study isto pilot a2-arm RCT of a
game-based intervention to improve help-seeking behaviors
and productive coping strategies to reduce substance use,
victimization, and mental health issues among SGMY. The
study is led by ateam with expertise in SGMY research at the
Center for LGBT Hedth Research in the University of
Pittsburgh’s Graduate School for Public Health, University of
Pittsburgh (Principa Investigators: Friedman and Egan). We
engage in team science by partnering with an expert in bullying
research, help-seeking research, an interventionist, a
biostatistician, ahealth and gameresearcher, and aprofessional
game devel opment company. The study isfunded by the Eunice
Kennedy Shriver National Institute of Child Health and Human
Development at the Nationa Ingtitutes of Heath
(R21HD083561) and is registered as a clinica trid
(NCT03501264) [75].

Study Population and Study Flow

All study proceduresrelated to screening, consenting, surveying,
and reminding are completed using REDCap, afree and secure
Health Insurance Portability and Accountability Act-compliant
website for managing Web-based surveys and databases. Study
participant flow is depicted in Figure 1.

First, to determine eligibility, respondents completed a brief
Web-based salf-reported screening questionnaire before entering
in this study. Respondents were eligible if they were English
literate, lived in the United States of America, were aged
between 14 to 18 years, had experienced bullying or
cyberbullying victimization in the past year, had a sexual
minority identity (ie, gay, lesbian, bisexual, or queer) or agender
minority identity (ie, considered themselves to be transgender
or nonbinary), had apersonal computer or Mac laptop or desktop
computer where they could download games, and had an email
address. Eligible respondentswere then directed to a Web-based
informed consent form. Participants voluntarily consented using
aclick-to-consent procedure. To protect participantsfrom having
to reveal their sexual or gender minority identities to their
caregivers, thereby potentialy putting them in harm’s way, we
received a waiver of parental consent [76]. This allowed
participantsto self-consent. I neligible respondents were thanked
for their time and no additional contact was made.

Once €ligible respondents agreed to voluntarily participate in
the study, they were emailed alink to the baseline (T1) survey
to complete. The T1 survey contained 24 pages with a median
of 8.5 items per page (mean 10.3; range 3-26). After completion
of the T1 survey, the study team randomized participants to
intervention or control conditions (full descriptions of conditions
areprovided inlater sections). Immediately after randomization,
participantsin the intervention condition automatically received
an email with a REDCap survey link containing information
that guided participants through the procedures for downloading
and installing the gameintervention onto their desktop or laptop
computers with Microsoft Windows or Apple Mac operating
systems. Every 3 daysthereafter, participantswere automatically
sent up to 5 email reminders to download the game. Moreover,
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1 day after randomization, participants in both the intervention
and control conditionswere automatically sent alist of resources
related to study outcomes.

Thefirst follow-up (T2) survey was activated 4 weeks after T1
survey completion and remained open for 4 weeks. The T2
survey was similar to the T1 survey; however, participants in
the intervention condition who self-reported having played the
game also completed questions about their gaming experience.
The T2 survey contained 26 pages with a median of 8.5 items
per page (mean 11.4; range 3-47).

The final follow-up survey (T3) is activated 8 weeks after T1
survey completion and remains open for 8 weeks. The T3 survey
is similar to the T1 survey; however, intervention condition
participants who do not complete the gaming experience
questions at T2 but self-report having played the game in the
T3 survey will be asked questions about their gaming experience
at T3. The T3 survey contained 26 pages with a median of 8.5
items per page (mean 11.4; range 3-47).

For each survey, up to 5 email reminders to complete surveys
are automatically emailed to participants every 4 days. While
completing each survey, participants were able to change their
answers by clicking a back button. The following incentives
are given after the completion of each survey: US $10 for T1;
US $25 for T2; and US $50 for T3. At the end of each survey,
participants select if they wanted a gift card to AppleiTunesor
Google Play.

Recruitment

Participants were conveniently sampled and recruited throughout
the United States using website advertisements posted on social
media platforms. This passive approach allowed SGMY from
multiple geographic locations (eg, rural and urban, and East
and West) to enroll in the study without overextending our
limited resources. Facebook was our primary recruitment site.
Facebook is an appropriate recruitment platform because it is
highly utilized by adol escents; approximately 71% of teensuse
Facebook [77]. We created a forma side-bar Facebook ad
(in-line ads were not used). We al so recruited participants from
Instagram using the same advertisements. We also recruited
participants from SGM-related Web-based gaming groups, such
as Geeks OUT, Gay Geeks (Facebook group), GaymerX
(Facebook group), Transmission Gaming, and Reddit Gaymer
forums. We advertised viaPitt+Me, acommunity hosted by the
University of Pittsburgh comprising patients, volunteers, and
researchersworking together as partnersin research and clinical
trials to advance health care. Finaly, we advertised on a
dedicated Facebook page for the study. Only study team
members were able to post comments on this page. An
individual who was interested in participating clicked on the
advertisement and was directed to the Web-based screening
guestionnaire. To ensure representation of both sexual and
gender minorities, enrollment was monitored weekly. Specific
ads were created and used to target underrepresented groups.
Depending on the prior week’s enrollment numbers, wetailored
which ads were used for the upcoming week.
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Randomization

We used permuted block allocation (using blocks of severa
sizes) to randomize individual participants to the intervention
or control conditions. The permuted blocks were created using
the ralloc package for Stata. Randomization was performed in
REDCap using the Randomization Module.

Control Materials

All participants randomized into the control condition received
alist of national SGM-inclusive resources. This list included
general leshian, gay, bisexual, transgender, and queer (LGBTQ)
resources (eg, GLAAD resource list), LGBTQ bullying
resources (eg, The Trevor Project), general bullying
victimization resources (eg, StopBullying.gov), child abuse
resources (eg, Child Abuse Resource Center), dating violence
resources (eg, National Domestic Violence Hotline), suicide
and mental health resources (Nationa Suicide Prevention
Lifeline), substance use resources (eg, Nationa Institute of Drug
Abuse for Teens), LGBTQ homelessness (eg, True Colors
Fund), and LGBTQ emergency hotlines (eg, Gay, Lesbian,
Bisexua, and Transgender National Help Center Hotline). These
materials were delivered via email the day after participants
were randomized to the control condition. In addition, after
completion of the final T3 survey, control participants were
offered afree download of the intervention game. No additional
follow-up was initiated to assess their game use, game
satisfaction, or changes in outcomes.

Intervention Materials

Participants assigned to the intervention condition received a
list of SGM-inclusive resources (the same as the control
condition materials) and the game intervention. After
randomization, intervention condition participants received an
email with alink and instructions on how to download the game.
Parti cipants were asked to download the gameto their computer
to play it. The game intervention was based on empirical
interviews with SGMY about their gaming preferences,
undergirded by etiologic and behavioral change theories and
built in collaboration with expert educational game devel opers.

Gaming Preferences of Sexual and Gender Minority
Youth

Before devel oping the game, we conducted one-on-one, in-depth
interviews with 20 SGMY about their gaming preferences
(publication of theseresultsis currently underway). Most SGMY
enjoyed playing action-oriented games, and when asked what
they liked about their favorite games, the most common response
concerned the ability to personalize characters. Therefore, in
the game, weincorporated selection of pronouns (Figure 2) and
character customization, including skin color, hair, body type,
and clothing (Figure 3). SGMY liked engaging, unique
storylines, aswell as challenging (but not too challenging) mini
objectives and missions. Having a multiplayer aspect of the
game that requires teamwork and interaction with others was
also mentioned. We also incorporated these elements into the
game.
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Figure 1. 2-Arm randomized controlled trial design and data collection schedule.
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Figure 2. Game intervention name and pronoun selection.
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Figure 3. Game intervention character customization.
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Theoretical Underpinnings

The conceptual model of the game intervention (Figure 4) is
based on 3 theories that inform the etiology and behavioral
change strategies of our short-term and long-term outcomes.
First, social cognitive theory [78,79] suggests that behavior
change (eg, help-seeking behaviors) isfacilitated by devel oping
self-efficacy and skills. Self-efficacy and social skills can be
achieved through behavioral rehearsal, witnessing outcomes of
their choices, and feedback [80-82]. Second, stress and coping
theory [83] suggests that specific types of appraisals predict
different coping strategies. With bullying, youth who blame
themselves, perceive little control, and view the situation
primarily as a threat as opposed to a challenge are likely to
engage in nonproductive coping [84-87]. On the other hand,
identification of the problem, direct problem solving, and help
seeking constitutes productive coping [88]. Third, the social
and emotiona learning framework [89] identifies 4 main

Figure4. Gameintervention conceptual model.

Coulter et al

competencies to promote positive health outcomes. awareness
of self and others, responsible decision making, positive attitudes
and values, and social interaction skills. We considered each of
these theories during the process of developing the core game
mechanics of the player experience.

Elements of these theories are embedded in the gamein unique
ways. First, the game encourages help-seeking behaviors by
having players create ateam with other nonplayable characters
and to pair alonely nonplayable character with an appropriate
mentor (Figure 5). Second, the game encourages use of
productive coping strategies through active listening and hel ping
a nonplayable character overcome anger in a healthy way
(Figure 6). Third, the game raises awareness of Web-based
resources through collecting pages from avirtual notebook that
contain information about external resources and bullying
information (Figures 7 and 8).

Intervention components

Short-term outcomes

Long-term outcomes

Encourage help-seeking behaviors

Players are tasked with asking nonplayable

Decreased bullying and
cyberbullying victimization

characters to join their team to overcome the
final dungecn scenaric. They are also tasked ——
with pairing a lonely nonplayable character

Increased help-seeking intentions,
self-efficacy, and behaviors

with a mentor who is helpful and trustworthy.

Encourage use of productive coping

Decreased loneliness

Players are tasked with helping a
nonplayable character overcome his anger in
a healthy manner, specifically by calming

Increased use of productive coping
strategies and coping flexibility

Decreased mental health issues

down via listening to music.

Raise awareness of Web-based resources

Decreased substance use

Players are tasked with collecting pages from
a virtual notebook that contains information
about extemal resources and bullying
information.

—>

Increased knowledge and use of
Web-based resources

Decreased internalized sexual and
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Figure5. Interaction with a nonplayable character who is lonely.
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Figure 7. Virtua notebook page about bullying.
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THERE ARE MANY TYFPES OF BULLYING: THREATENING, TEASING,
PHYSICALLY HURTING SOMEONE, EMBARRASSING THEM IN
PUBLIC, CALLING THEM NAMES, SPREAPING NEGATIVE
RUMORS, LEAVING SOMEONE OUT ON PURFOSE, OR MAKING
INAPPROFPRIATE SEXUAL COMMENTS.

SOMETIMES KIDS WHO BULLY OTHERS ARE TRYING TO BE
POPULAR, TO BE LIKED IN THE SCHOOL, ORTO HAVE POWER
OVER OTHERS. OTHERS MAY BULLY TO FEEL BETTER ABOUT
THEMSELVES OR TO AFFEAR TOUGH IN FRONT OF THEIR
FRIENDS. KIDS WHO BULLY DO NOT NEED TO BE STRONGER OR
BIGGER: EVEN SOMEONE THAT HAS BEEN BULLIED BEFORE CAN

Figure 8. Virtual notebook page about the importance of making contact after being bullied.
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AFTER BEING BULLIED, THOSE AFFECTED SHOULD TALK TO
ADULTS THEY TRUST AT HOME OR AT SCHOOL. PRINCIPALS,
COUNSELORS, AND TEACHERS ARE OFTEN THERE TO HELF THEM IF
THEY HAVE BEEN BULLIED. IF THEY ARE FEELING ESPECIALLY
BAD, SEEKING HELP FROM A MENTAL HEALTH PROFESSIONAL
LIKE A SCHOOL PSYCHOLOGIST OR SOCTAL WORKER CAN HELF
THEM PROCESS THEIR FEELINGS AND FEEL SUPPORTED.

NOT ALL ADULTS WILL BE HELPFUL THOUGH. SOME MAay NOT
TAKE THE BULLYING SERIOUSLY, AND OTHERS MAY NOT BELIEVE
THE VICTIM. IF A BULLIED INDIVIDUAL TELLS AN ADULT THAT
THEY WERE BULLTED AND THE APULT DOESN'T DO ANYTHING, THE

Game Development

The game was developed in collaboration with Schell Games,
an education and entertainment game development company
located in Pittsburgh, Pennsylvania, United States. The
intervention game is arole-playing game inspired by Japanese
role-playing games, which typically involve exploring a space,
talking to nonplayable characters, and fighting enemiesthrough
turn-based battles. The game runs standal one on desktops and
laptops with Windows or Mac operating systems. Before
implementation, we user-tested the intervention using
think-aloud interviewswith 3 SGMYY, who found technical bugs
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and recommended password protection. Prior research shows
that user testing with 3 participants results in finding at least
60% of major usability problems [90]. Schell Games revised
the game accordingly before the implementation of the RCT.

Game Play

In the game, the player takes on the role of a Singular, a
superhuman individual with special gifts, who is located in a
school. The player is told that because of their uniqueness,
Singulars face prgjudice, often driven by fear and
misunderstanding. After customizing their character, the player
is tasked with finding a team to help them complete their final
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mission, which is to become a world-class superhero by
defeating the robots in the Holochamber Challenge. The player
then explores the school, talking to potential peers (ie,
nonplayable characters) who can join their team. Some peers
deal with problems related to bullying, confidence issues, and
anger, which prevent them from performing properly or from
wanting to join the player’s team. The player’s mini objectives
areto do the following for each of their peers: (1) best identify
the nonplayable characters problems, (2) find the best
individuals or resourcesto hel p the nonplayabl e characters, and
(3) help the nonplayable characters properly communicate or
utilize their newfound resources. If the player is successful and
finds the best way to help the nonplayable characters, then the
nonplayable characters will join their team or help them by
giving them an item or ability that will help them achieve
success in the final Holochamber Challenge (Figure 9). After
the player finishes the Holochamber Challenge, the events that
took place are evaluated. For every nonplayable character that
is successfully helped, the player is given a positive ending; for
example, “Thanks to Invisibella’'s mentoring, Violet Phantom
eventually felt comfortable to reveal herself as a Singular.
Despite past events, a majority of her other friends and family
were supportive. Knowing she was not alone and had support
helped her no longer feel afraid.” For every nonplayable
character that was not successfully helped, the player is given
anegative ending; for example, “Gigaton didn't learn to control
hisanger in thisround. One day he snapped and turned on those
bullying him. Though no onewas serioudly injured, the outburst
resulted in Gigaton getting in trouble with the Principal.” The
players are then encouraged to replay the game and given hints
to help them receive positive endings. Each player can
unlimitedly replay the game.

Data Collection

We are collecting data in 2 distinct ways. First, we use
self-administered surveys via REDCap, where participants

Figure9. The player'sfinal mission: defeat the Holochamber Challenge with their teammates.
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completed surveys on their computer, tablet, or phone.
Participants complete surveysat T1, T2, and T3 (seethe section
Study Population and Study Flow for more details). Surveys
were created based on the Checklist for Reporting Results of
Internet E-Surveys [91]. Second, we collect game play data
from participantsin theintervention condition. These game play
data are transferred via a secure file-transfer-protocol system.
Text files containing milestones achieved, time played, and
player choices are automatically sent to a secure server housed
at the University of Pittsburgh. Participants’ game play dataare
tracked using a unique identification number that does not rely
on identifiable information (eg, 1P addresses).

Outcomes

Primary Outcomes

To answer our primary aim, wewill assessthefollowing primary
feasibility outcomes: success of theimplementation procedures
used in our RCT, game demand, and game acceptability. Table
1 details our primary outcomes, assessments, and
investigator-generated hypotheses.

Success of our implementation procedures are assessed using
a variety of measures. We hypothesize the following: 240
participantswill enroll in our trial and completethefirst survey,
greater than or equal to 80% of eligible participantswill consent
to participate in the study, 120 participants will be randomized
to the intervention condition and 120 to the control condition,
greater than or equal to 80% of enrolled participants will
completethe T2 survey, greater than or equal to 80% of enrolled
participants will complete the T3 survey, and greater than or
equal to 75% of participants will complete all surveys. Testing
the feasibility of our implementation proceduresis essential to
inform the design of our future larger-scale RCT.

Z90 1S USING ELECTROKINESIS: BOLT WavEr!
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Table 1. Primary outcomes, assessments, and hypotheses.

Coulter et al

Primary outcome Assessment Hypothesis
Implementation procedures
Study population Measured asthetotal number of participantswho were consented and who 240 participants
completed T12
Participation rate Measured as the total number of people who agreed to participateinthe  =80%
study divided by thetotal number of people who were eligibleto participate
in the study
Number of randomized Measured as the total number of participants randomized 240 participants

participants

Randomization success

Retention rate for T2P

Retention rate for T3¢

Retentionratein T2 and
T3

Gamedemand

Game download

Any game play

Any game play

Total timeof gameplay

Total timeof gameplay

Game acceptability
Gaming experience[92]

Desireto play game
again

Likelihood to recom-
mend game to friends

Assessed by comparing intervention and control conditions across all de-
mographic and potential confounding variables at baseline

Measured as the total number of participants who completed T2 divided
by the total number of participants enrolled in the study

Measured as the total number of participants who completed T3 divided
by total number of participants enrolled in the study

Measured as the total number of participants that completed both T2 and
T3 surveys divided by the total number of participants enrolled in the

study

Assessed on T2 and T3 surveys: did you download the gamettitled “ Sin-
gularities’ >—Yes; No; Unsure

Assessed on T2 and T3 surveys: did you play the gametitled “ Singulari-
ties’>—Yes; No; Unsure

Total number people who played the game based on game play datafrom
the securefile-transfer-protocol system divided by total number of partic-
ipants randomized to intervention condition

Assessed on T2 and T3 surveys: in the past month, about how long did
you play the game * Singularities’ ?—I did not play the game; L ess than
1 hour; 1 hour; 2 hours; 3 hours; 4 hours; 5 hours; 6 hours; 7 hours; 8
hours or more

The number of hours the game was played based on game play datafrom
the secure file-transfer-protocol system

Assessed on T2 and T3 surveys: response options used a 5-point Likert
scale (range: 0-4)—Not at all, Slightly, Moderately, Fairly, Extremely;
Question stem was “ Please indicate how you felt while playing the game
for each of the questions below” ; Competence subscale —I felt skillful, |
felt competent, | wasgood at it, | felt successful, | wasfast at reaching the
game's targets; Sensory and imaginative immersion subscale —| wasin-
terested inthe game’s story, it was aesthetically pleasing, | feltimaginative,
| felt that | could explore things, | found it impressive, It felt like arich
experience; Flow subscale —I wasfully occupied with the game, | forgot
everything around me, | lost track of time, | was deeply concentrated in
the game, | lost connection with the outside world; Tension and annoyance
subscale (reverse coded)—I felt annoyed, | felt irritable, | felt frustrated;
Negative affect subscal e (reverse coded)—It gave me abad mood, | thought
about other things, | found it tiresome, | felt bored; Positive affect subscale
—1I felt content, | thought it was fun, | felt happy, | felt good, | enjoyed it

Assessed on T2 and T3 surveys: | would like to play this game
again—Strongly Disagree; Disagree; Neutral; Agree; Strongly Agree

Assessed on T2 and T3 surveys: how likely would you be to recommend
that your friends play this game?—Definitely; Very Probably; Probably;
Possibly; Probably Not; Definitely Not

No differences between intervention and
control condition at baseline

>80%

>80%

275%

>80% selected “ Yes'

>80% selected “ Yes'

280% played

>75% selected 1 hour or greater

>75% played 1 hour or greater

Mean scores =2 for each subscal e separately

>75% of intervention condition participants
selected “Agree” or “Strongly Agree’

>75% of intervention condition participants
selected “ Definitely,” “Very Probably,” or
“Probably”

8T1: basdline.
bT2: first follow-up.
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T3: final follow-up.

Game demand is assessed among the intervention condition
participantsin 2 ways, via downloading and playing the game.
Download of thegameis assessed viaself-reported surveys (T2
and T3). We hypothesize =80% of intervention condition
participantswill download the game. Game play isassessed via
self-reported surveys (T2 and T3) and game play data. We
hypothesize 280% of intervention condition participants will
play the game and =75% of intervention participants will play
the game for 1 hour or greater.

Game acceptability among the intervention condition
participants is assessed via self-reported surveysat T2 and T3.
If participants reported playing the game, we ask about their
overall impressions of the game using the Gaming Experience
Questionnaire. The Gaming Experience Questionnaire is a
multidimensional scale that assesses the following domains
about the participants' feelings and thoughts during the game:
competence, sensory and imaginative immersion, game flow,
game tension and annoyance (reverse coded), negative affect
(reverse coded), and positive affect. We hypothesize that the
mean score for each subscalewill be greater than 2, representing
a moderately good gaming experience. In addition, we ask
participants if they would be interested in playing the game
again, and whether they would recommend the game to their
friends. We hypothesize >75% of participants will “agree” or
“strongly agree” that they would like to play the game again,
and >75% would “definitely,” “very probably,” or “probably”
recommend the game to their friends.

Secondary Outcomes

To answer our secondary aim, we will measure the following
short-term outcomes: hel p-seeking intentions, self-efficacy, and
behaviors, productive coping strategy usage and coping
flexibility; and knowledge and use of Web-based resources. Al
secondary outcomes are assessed via self-reported surveys at
all time points. Table 2 details our secondary outcomes, items,
response options, and coding procedures.

Help-seeking intentions are assessed using adapted version of
the General Help Seeking Questionnaire [93]. In addition, 2
different sets of questions assess how likely participants are to
seek help from avariety of sourcesabout (1) emotional problems
and (2) suicidal ideation. Help sources include a wide variety
of people (eg, doctor and counselor) and places (eg, websites).

We adapted the original items by adding “Phone or text/chat
help line (such as the National Suicide Prevention Lifeline or
the Trevor Project)” and “teacher.” We will create 2 separate
overall mean scores for how likely participants are to reach out
concerning (1) emotional problems and (2) suicidal ideation.

http://www.researchprotocols.org/2019/2/e12164/
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In addition, we will create a score for each help source
individually. Higher mean scores indicate greater likelihood of
seeking help from these sources.

Help-seeking self-efficacy is assessed using 2 subscales from
Bandura's Multidimensional Scales of Perceived Self Efficacy
[94,95]: the enlisting socia resources subscale and the enlisting
parental and community support subscale. Each subscale has 4
items, which are used to calculate an overal mean score
measuring how well participantsthink they can get support from
different sources (eg, “How well can you get a friend to help
you when you have social problems’ and “How well can you
get your parents to take part in school activities').

Help-seeking behaviors are assessed using items adapted from
the Help-Seeking Behaviors Scale [96]. We adapted the scale
to include the wide variety of help sources used in the
aforementioned help-seeking intention scales. Therefore, we
created 8 different subscales (1 for each help source) assessed
with 3 items each (eg, “In the past month, how often have you
asked a teacher for help?’). Each subscale will be analyzed
separately.

Coping skill usage is assessed using the Adolescent Coping
Scale Second Edition Short Form [88]. Thisscale uses 18 items
mesasuring 2 different dimensions: productive (problem solving)
coping and nonproductive (passive avoidant) coping. We
hypothesize that the game-based intervention (vs the control)
will increase productive coping and decrease nonproductive
coping.

Coping flexibility isassessed using the Coping Flexibility Scale
[97], including 2 separate subscales: evaluation coping and
adaptive coping. The evaluation coping subscale uses 5 items
to assess how well a person monitors and evaluates coping
outcomes (eg, “1 am aware of how successful or unsuccessful
my attempts to cope with stress have been.”). The adaptive
coping subscale uses 5 items to assess how well a person uses
an aternative coping strategy to produce a desirable outcome
(eg, “When astressful situation has not improved, | try to think
of other waysto copewithit”). Each subscale will be examined
separately.

Knowledge and use of Web-based resources are measured using
2 different scales developed by the investigative team. We
created alist of SGM-inclusive resources that match what was
provided in the game-based intervention and control materials,
such as the Trevor Project. Use of Web-based resources is
measured for the past month. We will create 1 summary score
for knowledge and 1 for use; each summary score addstogether
all “yes’ response options.

JMIR Res Protoc 2019 | val. 8 | iss. 2 |e12164 | p.136
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS Coulter et d

Table 2. Secondary outcomes, items, response options, and coding procedures.

Secondary outcome Items Response options Coding procedure

Help-seeking intentions, self-efficacy, and behaviors

Help-seeking intentions for If you were having a personal or emotional problem, how 7-point Likert scale, ranging Mean score aver-

personal or emotiona prob- likely isthat you would seek help from the following peo- from “extremely unlikely”  aged acrossall items

lems, adapted from [93] ple?—parent or guardian; other relative or family member; (1) to“extremely likely” (7) andfor eachitemin-
teacher; intimate partner (such as girlfriend or boyfriend); dividually

friend (someone not related to you); mental health profes-
sional (such as a psychologist, socia worker, counselor);
phone or text/chat help line (such as the National Suicide
Prevention Lifeline or the Trevor Project); website help
resources (such as StopBullying.gov); doctor or primary
care provider; minister or religious|eader (eg, priest, rabbi,
chaplain); | would not seek help from anyone; | would seek
help from another person/place not listed above

Help-seeking intentions for If you were experiencing suicidal thoughts, how likely is  7-point Likert scale, ranging Mean score aver-
suicidality, adapted from [93]  that you would seek help from thefollowing people>—par- from “extremely unlikely”  aged acrossal items
ent or guardian; other relative or family member; teacher; (1) to“extremely likely” (7) andfor eachitemin-
intimate partner (such as girlfriend or boyfriend); friend dividually
(someone not related to you); mental health professional
(such as a psychologist, social worker, counselor); phone
or text/chat help line (such asthe National Suicide Preven-
tion Lifeline or the Trevor Project); website help resources
(such as StopBullying.gov); doctor or primary care
provider; minister or religiousleader (eg, priest, rabbi, and
chaplain); | would not seek help from anyone; | would seek
help from another person/place not listed above

Help-seeking self-efficacy Pleaserate how certain you are that you can do each of the  7-point Likert scale, ranging Mean score for each
[94,95] things described; Enlisting social resources subscale—how  from “not at all well” (1) to  subscale separately

well can you get teachers to help you when you get stuck  “very well” (7)

on schoolwork? how well can you get another student to

help you when you get stuck on schoolwork? how well can

you get adultsto hel p you when you have social problems?

how well can you get afriend to help you when you have

socia problems?; Enlisting parental and community support

subscale —how much can you get your parent(s) to help

you with a problem? how well can you get your brother(s)

and sister(s) to help you with a problem? how well can you

get your parentsto take part in school activities? how well

can you get people outside the school to take aninterestin

your school (community groups, churches)?
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Secondary outcome Items Response options Coding procedure

Help-seeking behaviors, adapt-
ed from [96]

Mean score for each
subscal e separately

In the past month, how often have you: Parent and
guardian help-seeking subscale —asked your par- Rarely; Occasiondly; A
ents/guardians for help? talked to your parents/guardians  moderate amount; A great
about personal problems?talked to your parents/guardians  ded

about problems at school?; Relative/family hel p-seeking

subscale—asked arel ative/family member for help?talked

to arelative/family member about personal problems?

talked to arelative/family member about problems at

school ?; Teacher help-seeking subscale —asked a teacher

for help? talked to ateacher about personal problems?

talked to ateacher about problems at school?; Friend help-

seeking subscale —asked a friend for help? talked to a

friend about personal problems? talked to a friend about

problems at school ?; Mental health provider help-seeking

subscale —asked a mental health professional (such asa

psychologist, social worker, counselor) for help? talked to

amental health professional about personal problems?

talked to a mental health professional about problems at

school ?; Help line hel p-seeking subscale—asked a person

from a phone or text/chat help line (such as the National

Suicide Prevention Lifeline or the Trevor Project) for help?

talked to aperson from aphone or text/chat help line about

personal problems? talked to a person from a phone or

text/chat help line about problems at school ?; Doctor help-

seeking subscale —asked adoctor or nursefor help? talked

to adoctor or nurse about personal problems? talked to a

doctor or nurse about problems at school ?

5-point Likert scale: Never;

Coping strategies and flexibility

Mean score for each
subscal e separately

5-point Likert Scale, ranging
from “never” (1) to “very
often” (5)

Coping skill usage [88] Assessed using the Short form of the Adolescent Coping
Scale Second Edition Short Form (ACS-2) [88]. For propri-
etary reasons, we do not list specific items. Productive
(problem-solving) coping subscale contains 10 items;
Nonproductive (passive avoidant) coping subscale contains

8 items (reverse coded)

Mean score for each
subscal e separately

Coping flexibility [97] Please indicate how these situations apply to you by
choosing one of thefollowing for each situation: Evaluation
coping subscale —I only use certain ways to cope with
stress (reverse-coded); | am aware of how successful or
unsuccessful my attempts to cope with stress have been; |
fail to notice when | have been unable to cope with stress
(reverse-coded); if | feel that | have failed to cope with
stress, | change the way in which | deal with stress; after
coping with stress, | think about how well my ways of
coping with stressworked or did not work; Adaptive coping
subscale —when a stressful situation has not improved, |
try to think of other ways to cope with it; when stressed, |
use several ways to cope and make the situation better;
when | haven’t coped with a stressful situation well, | use
other waysto copewith that situation; if astressful situation
has not improved, | use other ways to cope with that situa-
tion; if | have failed to cope with stress, | think of other
ways to cope

4-point Likert Scale: Not
applicable; Somewnhat appli-
cable; Applicable; Very ap-
plicable

Knowledge and use of Web-based resources

Knowledge of Web-basedre-  Have you heard of any of these websites>—The Trevor Yes; No; Unsure Summary score that

sources

Use of Web-based resources

Project; It Gets Better; GLAAD; Accredited Schoolsonline;

Teen Line; GSA? Network. (Linksto each website were
provided for reference.)

Have you visited any of these websites in the past

Yes; No; Unsure

adds together all
“yes’ response op-
tions

Summary score that

month?—The Trevor Project; It Gets Better; GLAAD; adds together all
Accredited Schools online; Teen Line; GSA? Network. :_yeS’ response op-
ions

(Links to each website were provided for reference.)

8GSA: gay-straight alliance or gender and sexuality aliance.
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Tertiary Outcomes

To answer our tertiary aim, we will measure the following
long-term outcomes: bullying and cyberbullying victimization,
loneliness, mental health issues, substance use, and internalized
SGM stigma. Al tertiary outcomes are assessed via sel f-reported
surveysat T1, T2, and T3. Table 3 detailsour tertiary outcomes,
items, response options, and coding procedures.

Bullying victimization is measured using 2 different scales, 1
for traditional face-to-face bullying and 1 for cyberbullying.
We assess past-month bullying victimization using an adapted
version of the University of Illinois Victimization Scale[98,99],
which consists of 6 items assessing the number of times
respondents experienced harassment in the past month. In
addition, 4 response optionsrange from “never” to “ 7 or more.”
These response options are assigned avalue from 1to 4, and a
mean score is calculated, with a higher mean score indicating
greater bullying victimization. We assess past-month
cyberbullying victimization using 4 items adapted from an
internally consistent cyberbullying perpetration scale [100].
Response options use a5-point Likert scaleincluding “not sure,”
“never,” “rarely,” “occasionaly,” and “often,” which we will
recode to a 4-point scale, where “never” equals 1 and “often”
equals 4. Wewill average scores across all items, with a higher
mean score indicating greater cyberbullying victimization.

Loneliness is measured via Robert’s Version of the University
of California, Los Angeles Loneliness Scale [101], avalidated
measure of loneliness. Overall, 8items(eg, “| feel isolated from
others’) are used to calculate a mean score for how lonely
participants felt.

Mental health issues include stress, anxiety, depression, and
suicidality. Past-month stress is assessed using the Perceived
Stress Scale[102,103], which contains 10 items used to cal culate
amean score. Past-week anxiety symptoms are assessed using
the Severity Measure for Generalized Anxiety Disorder—Child
Age11-17[104,105], which contains 10 items used to calcul ate
a mean score. Past-week depressive symptoms are assessed
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using the Patient Health Questionnaire-9 for children aged from
11 to 17 years [106], which contains 9 items used to calculate
amean score. Suicidality is assessed with 3 questions adapted
from the 2017 YRBS with items measuring suicidal thoughts,
plans, and attempts. Although the YRBS questions measured
past year suicidality, we adapted them to assess for suicidality
in the past month. Each of these 3 suicidality items will be
modeled separately as dichotomous (presence vs absence)
variables.

Substance use includes alcohoal, cigarette, electronic cigarette,
and marijuana use. All items are assessed based on the YRBS
and adapted to measure past-month use. Alcohol useisassessed
via 2 questions: 1 measuring the frequency of past-month
alcohol use and 1 item assessing frequency of binge drinking
(having 5 or more drinks in a row). Similar to prior research
[7], each item will be modeled as continuous variable
representing the number of days used. Cigarette smoking is
assessed via 2 items measuring past-month number of days
smoked and average quantity smoked per day. Cigarette smoking
will bemodeled continuously by multiplying smoking frequency
by quantity, similar to prior research [10]. Electronic cigarette
smoking and marijuanause are both assessed using singleitems
that measure past-month frequency of use. Each will bemodeled
as a continuous variable representing the number of days used.
For all substance useitems, wewill use midpointsfor categories
with arange (eg, “1 or 2 days’ will be coded as 1.5).

Internalized SGM stigmais measured using 2 different scales.
To assess internalized gender minority stigma, we use the
Transgender Identity Survey [107,108], which consists of 26
items that are divided into 4 different subscales: pride (reverse
coded), passing, aienation, and shame. We adapted this scale
by adding the term “nonbinary” to each item. To assess
internalized sexual minority stigma, we adapted the Transgender
Identity Survey [107,108] items by replacing “transgender or
nonbinary” with “lesbian, gay, bisexual, or queer”; otherwise,
the subscal es, response options, and scoring are identical.
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Table 3. Tertiary outcomes, items, response options, and coding procedures.

Tertiary outcome Items Response options Coding procedure

Bullying and cyberbullying victimization

Bullying victimization [98,99] How many timesdid these things happentoyouinthelast Never; 1or 2times,3or4  Mean score
30 days?—other students picked on me; other students times; 5 or 6 times; 7 or
called me names; | got hit and pushed by other students; | more times
was threatened by other students; students spread rumors
or told liesabout me; | was excluded or kept out of agroup
of friends on purpose.

Cyberbullying victimization,  How often did the following things happen to youinthe  Not sure; Never; Rarely; Mean score
adapted from [100] last month?—someone made rude comments about me Occasionally; Often

online; someone spread rumors about me online, whether

they were true or not; someone made aggressive or threat-

ening commentsto me online; someone sent atext message

that said rude or mean things about me

Loneliness

Loneliness[101] Indicate how often each of the statementsbelow isdescrip-  4-point Likert scale: Never; Mean score
tive of you—I feel in tune with the people around me (re-  Rarely; Sometimes; Often
verse coded); | lack companionship; | do not feel alone
(reverse coded); | feel part of agroup of friends (reverse
coded); | am no longer close to anyone; | feel left out; |
feel isolated from others; | can find companionship when
| want it (reverse coded)

Mental health issues

Stress [103,109] For each item, mark the description that best represents  5-point Likert scale: Never; Mean score
how often you havefelt or thought that way during thepast  Almost never; Sometimes;
month—Been upset because of something that happened  Fairly often; Very often
unexpectedly; Felt that you were unable to control theim-
portant thingsin your life; Felt nervous and — “stressed”;

Felt confident about your ability to handle your personal
problems; Felt that things were going your way; Found that
you could not cope with al the things that you had to do;
Been able to control irritations in your life; Felt that you
were on top of things; Been angered because of things that
were outside of your control; Felt difficulties were piling
up so high that you could not overcome them

Anxiety [104,105] During the past 7 days, | have: Felt moments of sudden 5-point Likert scale: Never; Mean score
terror, fear, or fright; Felt anxious, worried, or nervous; Occasionally; Half thetime;
Had thoughts of bad things happening such as family Most of the time; All of the

tragedy, ill health, loss of ajob, or accidents; Felt aracing time
heart, sweaty, trouble breathing, faint, or shaky; Felt tense
muscles, felt on edge or restless, or had trouble relaxing or
trouble sleeping; Avoided, or did not approach or enter
situations about which | worry; Left situations early or
participated only minimally because of worries; Spent lots
of time making decisions, putting off making decisions, or
preparing situations, because of worries; Sought reassurance
from others because of worries; Needed help to cope with
anxiety (eg, alcohol or medication, superstitious objects,
or other people)
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Tertiary outcome Items Response options Coding procedure
Depression [106] How often have you been bothered by each of thefollowing 4-point Likert scale: Not at  Mean score

symptoms during the past 7 days?—Feeling down, de- al; Severa days; Morethan
pressed, irritable, or hopeless; Littleinterest or pleasurein  half the days; Nearly every
doing things; Trouble falling asleep, staying asleep, or day

sleeping too much; Poor appetite, weight |oss, or overeat-

ing; Feeling tired, or having little energy; Feeling bad about

yourself—or feeling that you are afailure, or that you have

let yourself or your family down; Trouble concentrating

on things like school work, reading, or watching TV;

Moving or speaking so slowly that other people have no-

ticed; Or the opposite—being so fidgety or restless that

you were moving around a lot more than usual; Thoughts

that you would be better off dead, or of hurting yourself in

some way

Suicidal ideation, adapted from During the past month, did you ever seriously consider at-  Yes; No Dichotomously as
[110] tempting suicide? yesor no

Suicide plan, adapted from During the past month, did you make aplan about how you Yes; No Dichotomously as
[110] would attempt suicide? yesor no

Suicide attempt, adapted from  During the past month, how many times did you actually ~ Otimes; 1time; 2 or 3times;, Dichotomously as
[110] attempt suicide? 4or 5times; 6 or moretimes yes or no, similar to
prior research [6]

Substance use

Alcohol use[110] During the past 30 days, on how many daysdid you have Odays; 1or 2days, 3to5  Countvariableusing

Binge alcohol use [111]

Cigarette smoking [110]

Electronic cigarette use [110]

at least one drink of alcohol?

During the past 30 days, on how many days did you have
5 or more drinks of alcohol inarow (within a couple of

hours)?

During the past 30 days, on how many daysdid you smoke
cigarettes? During the past 30 days, on the daysyou
smoked, how many cigarettes did you smoke per day?

During the past 30 days, on how many days did you use

an electronic vapor product?

days; 6 to 9 days,; 10to 19
days; 20 to 29 days; All 30
days

Odays, 1day; 2 days; 3to5
days; 6 to 9 days; 10to 19
days; 20 or more days

For the question pertaining
to number of days: 0 days,
1or2days, 3to5days, 6to
9 days; 10 to 19 days, 20 to
29 days; All 30 days. For the
question pertaining to num-
ber of cigarettes: | did not
smoke cigarettes during the
past 30 days; Lessthan 1
cigarette per day; 1 cigarette
per day; 2to 5 cigarettes per
day; 6 to 10 cigarettes per
day; 11 to 20 cigarettes per
day; Morethan 20 cigarettes

per day

Odays; 1or 2days; 3to5
days; 6 to 9 days; 10to 19
days; 20 to 29 days; All 30
days

midpoints (eg, “1 or
2 days’ equals 1.5),
similar to prior re-
search [7]

Count variableusing
midpoints (eg, “1 or
2 days’ equals 1.5),
similar to prior re-
search [7]

Continuously by
multiplying frequen-
cy by quantity, simi-
lar to prior research
[10]

Count variableusing
midpoints (eg, “1 or
2 days’ equals 1.5)

Marijuana use [110] During the past 30 days, how many times did you use Otimes; 1 or 2times; 3to9 Count varigble using
marijuana? (Marijuanais also called grass, pot, or weed.) times; 10to 19times; 20to midpoints (eg, “1 or

39 times, 40 or moretimes 2 days’ equals 1.5)
Internalized sexual and gender minority stigma

Internalized gender minority  Pride subscale contains 8 items (reverse coded); Passing  7-point Likert Scale: Mean score for each
stigma, adapted from[107,108]  subscale contains 7 items; Alienation subscale contains 3~ Strongly disagree; Disagree; subscale separately
items; Shame subscale contains 8 items; To obtain the Somewhat disagree; Neither
specific scaleitems, please contact Robert WS Coulter and  agree nor disagree; Some-
Walter O Bockting what agree; Agree; Strongly
agree
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Tertiary outcome Items

Response options Coding procedure

Internalized Sexua Minority
Stigma, adapted from [107,108]

Walter O Bockting

Pride subscale contains 8 items (reverse coded); Passing
subscale contains 7 items; Alienation subscale contains 3
items; Shame subscale contains 8 items; To obtain the
specific scaleitems, please contact Robert WS Coulter and

7-point Likert Scale: Mean scorefor each
Strongly Disagree; Disagree;  subscale separately
Somewhat Disagree; Neither

Agree nor Disagree; Some-

what Agree; Agree; Strongly

Agree

Exploratory Outcomes

To answer our exploratory aim, we assess several outcomes
meant to better our understanding of participants' responsesto
the game and how to improve the game in the future. Our
exploratory am concerns implementation procedures,
intervention integration, and intervention adaptation and
expansion outcomes. Table 4 details our exploratory outcomes,
research questions, and assessments.

Multipleimplementation procedureswill be explored toinform
our future research. These include the following: how long it
takes to enroll participants on the internet, which venues
participants were recruited from, how long it takes participants
to complete the surveys, how many participants complete the
game, and which game milestones are achieved by participants.
These data are obtained from multiple sources, including the
self-reported surveysin REDCap and the game play data.

I mplementation integration—or how well the gamefitsinto the
participants’ lives—will be assessed in a variety of ways. We

http://www.researchprotocols.org/2019/2/e12164/

will examine how many participants were excluded from our
study based on not having access to a computer or not having
an email address. We will examine if the participants had any
problems downloading or playing game and how easy it was
for them to participate in the RCT. We will also explore if
participants had issues with game security, privacy, or
interference. These outcomes are tracked using participants
responses to the screening questionnaire, T2 survey, and T3
surveys, aswell asfrom participants’ correspondences with the
project email address.

Adaptation and expansion of the game intervention will be
assessed viathe T2 and T3 surveys. We will ask participantsif
they prefer to play the game on a different format (eg, on their
phones), their favorite and least favorite parts of the game, how
they would change and improve the game, and whether they
think other SGMY would be interested in the game. Finally,
wewill explorewhether the responsesto the Gaming Experience
Questionnaire [92] subscale scores differed by participants
gender, sexual orientation, race, ethnicity, and age.
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Exploratory outcome

Exploratory question

Assessment

Implementation procedures

Enrollment period

Recruitment venues

Survey completiontime

Game completion

Game milestones
Integration

Computer access

Email address access

Ease of download

Personal computer ver-

sus Mac use

Ease of participation

Game problems

Game security

Game privacy

Game interference

Adaptation and expansion

Future gaming plat-
forms

Gaming experience[92]
by demographics

Future appeal to sexual
and gender minority
youth

How long does it take to get 240 people to enroll in the
study?

How many people were recruited from which venue?

How many days before participants compl eted each survey?

How many intervention condition participants completed
the game?

What milestones did the participants achieve in the game?

How many youths were excluded because they were with-
out a personal computer or Mac?

How many youths were excluded because they were with-
out an email address?

How easily was the game downloaded without contacting
our research coordinator?

What participants used personal computer and Mac com-
puters to download the game?

How many times was the research staff contacted by par-
ticipants with questions about surveys or intervention ma-
terials?

How many problems and what types of problems did par-
ticipants encounter with the game?

How important was the use of password protection in the
game?

How safe did our participants feel playing the game?

Did the gaming intervention interfere with participants
regular activities?

Would our participants like to play the game on other
platforms, such as phone?

Were there certain groups that had better or worse experi-
ences with the game?

Will other sexual and gender minority youth enjoy the
game?

Measured as number of months between enrollment of first
and last participant.

Assessed using unique linksthat track the number of clicks
on each advertisement.

Measured as the number of days between the first survey
invitation was sent to the participant and the day they
completed the survey.

Assessed viagame play data from the secure file-transfer-

protocol (FTP) system aswell asT2%and T3P surveys. Did
you complete the game? Yes, No; Unsure

Assessed viagame play datafrom the secure file-transfer-
protocol (FTP) system.

Assessed via the screening questionnaire: Do you have a
laptop or desktop computer (either personal computer or
Mac) where you can download games? Yes, No; Unsure

Assessed via the screening questionnaire: do you have an
email address? Yes; No

Assessed via the number of emailsto our project email
address.

Assessed as percentages via the game download materials
in REDCap.

Assessed viathe number and types of emailsto our project
email address.

Assessed via T2 and T3 surveys: Did you have any prob-
lemsin the game?—Yes; No; If yes, please describe; Open-
ended text box

Assessed via T2 and T3 surveys. How important was it to
have the game be protected by a password?—Very Impor-
tant; Important; Moderately Important; Slightly Important;
Not Important

Assessed via T2 and T3 surveys: How often were you
concerned about other people seeing you play the
game?—Always, Very Often; Sometimes; Rarely; Never

Assessed via T2 and T3 surveys: During the past 30 days,
how many timesdid playing the gameinterfere with school,
work, or other responsibilities (like being late, missing
school, or making it hard to concentrate)—Never; 1 time;
2 times; 3 times; 4 times; 5 or more times

Assessed viaT2 and T3 surveys: Inthefuturewherewould
you like to play this game? My computer only; My phone
only; Both my computer and phone

We will examine whether the Gaming Experience Ques-
tionnaire [92] subscale scores (assessed via T2 and T3
surveys) differed by participants gender, sexual orientation,
race, ethnicity, and age.

Assessed via T2 and T3 surveys. Do you think other
LGBTQ people your age would like to play this game?
Definitely; Very Probably; Probably; Possibly; Probably
Not; Definitely Not
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Exploratory outcome Exploratory question

Assessment

Recommended game
changes

Favorite parts of game

Least favorite arts of
game

Recommended game
improvements

What would participants change about the game?

What did participants like best about the game?

What did participants like least about the game?

How would participants improve the game?

Assessed via T2 and T3 surveys: What would you change
about the game? Open-ended text box

Assessed via T2 and T3 surveys: What were your favorite
parts of the game? Open-ended text box

Assessed viaT2 and T3 surveys. What were your |east fa-
vorite parts of the game? Open-ended text box

Assessed viaT2 and T3 surveys: How would you improve
the game? Open-ended text box

&72: first follow-up.
bT3: final follow-up.

Demographics and Potential Confounders

Demographic variables include age, grade in school, race,
ethnicity, parent’s highest education level, and eligibility for
free or reduced-price lunch at school. We a so measure gender
using the 2-step process assessing current gender identity and
sex assigned at birth [112]. Moreover, 2 items assess gender
expression. We measure sexual orientation using 3 questions
assessing sexual attraction, behavior, and identity.

In addition to demographic variables, we assess variables that
may confound the relationship between the intervention and
our outcomes. Structural stigma is assessed by collecting
participant’s residential zip code. Each zip code will then be
given astate-level structural stigma score using Hatzenbuehler
scale [113], based on density of same-sex couples, inclusive
policies (eg, employee nondiscrimination policies), public
opinion, and percentage of high schools with gay-straight
alliance (also known as agender and sexuality alliance; GSA).
We have parti ci pants self-report whether or not their school had
aGSA. We assess the participants' overall school environment
with 5 questions from the California School Climate Survey.
We assess participants’ level of perceived social support using
the Multidimensional Scale of Perceived Socia Support,
measuring support from family and friends [114]. Finaly, we
measure level of “outness’ regarding participant’s sexual
orientation and gender identity.

Statistical Analysis

For the measures of implementation procedures, demand,
acceptability, integration, and adaptation and expansion (ie,
primary and exploratory outcomes), we will report resultsusing
descriptive dtatistics (ie, percentages and frequencies for
categorical variables or meansand SDsfor continuous variables)
along with 95% Cls. We will compare our results against our
a priori benchmarks (see Table 1). For the limited-efficacy
outcomes (ie, secondary and tertiary outcomes), we will use
repeated measures (ie, multilevel) statistical modelsusing linear
or logistic regression, depending on the distribution of the
outcomes. To examine whether there are greater improvements
over timein the intervention versus control conditions, we will
test the interaction term of time by condition, wherein we will
focus on the point estimates and 95% Cls. We will conduct our
primary analyses asanintent-to-treat analysis, wherein everyone
intheintervention condition istreated equally. Asan additional
exploratory exercise, we will conduct an analysis wherein we

http://www.researchprotocols.org/2019/2/e12164/

assess Whether intervention effects were stronger with more
intensive uptake of the game intervention. For these analyses,
instead of a binary intervention indicator variable (1.0 for
intervention vs 0.0 for control), wewill use an intensity-adjusted
intervention variable. The intensity-adjusted intervention
variable will be coded as 1.0 for those who complete the game,
0.5 for those who play the game, and 0.0 for those who never
played the game or were in the control condition. All analyses
will be completed in Stata15.0 (StataCorp LL C, College Station,
Texas), and significance will be set as at P<.05.

Qualitative Analysis

For the open-ended questions, we will conduct qualitative data
analysis. First, a group of investigators will read al of the
participants’ responses and inductively identify the main themes
for each item. Second, using these themes, we will develop a
codebook with code names and definitions. Finaly, 2
independent coderswill codethe qualitative data using Dedoose.
If the 2 coders cannot reach consensus, athird coder will resolve
any disagreements.

Sample Size and Power Calculation

Thisis afeasibility study, which is primarily being conducted
toinform alarger RCT. As such, we powered this study based
on our primary outcomes [74,115]. For our primary outcomes
regarding the success of implementation procedures (eg,
retention rate at T2), assuming 240 participants and 5% type 1
error rate, we will be able to estimate 95% CI width of no more
than 0.13. For game demand among 120 intervention condition
participants, we will be able to estimate 95% Cl width of no
more than 0.18. For our secondary and tertiary outcomes, we
are primarily interested in effect size and Cl estimation; we are
not necessarily interested in finding statistically significant
effects [74,115]. Estimations of the effect size and ClI width
will help us power afuture, larger RCT.

Ethics Statement

All study procedures were approved by the Human Research
Protection Office at the University of Pittsburgh. To protect
participants from having to reveal their sexual or gender
minority identitiesto their caregivers, thereby potentially putting
them in harm’s way, we received a waiver of parental consent
[76]. This allowed participants to self-consent. We did not
collect personaly identifying information other than email,
phone, and zip code. Incentives, in the form of either Apple or
Google electronic gift cards, are sent viaemail. This study was
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covered by a Certificate of Confidentiality from the National
Institutes of Health.

Results

Enrollment and Randomization

Overal, 2153 individuals clicked the link to the screening
guestionnaire (Figure 10). In total, 988 individuals completed
the screening questionnaire, of which 407 individuals met all
eligibility criteria. Overal, 304 individuas consented to
participate, and 240 participants completed the T1 survey and
were randomized. Of those who were eligible, 59.0% (240/407)
were enrolled into the study. Half of the enrolled participants
(n=120) were randomized into the intervention condition and
half (n=120) into the control condition. All 240 participants
were enrolled into the RCT between April 2018 and July 2018.
The final surveys (T3) will be completed in November 2018.

Sample Demographics

At baseline, therewere no significant differencesin demographic
characteristics between intervention and control condition
participants (Table 5). Overall, 52.1% (125/240) of participants
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identified as gay or lesbian, 26.7% (64/240) as bisexual, 24.2%
(58/240) as queer, 11.7% (28/240) as another nonheterosexual
identity, 4.6% (11/240) as unsure, and 2.1% (5/240) as
heterosexual (all of whom were gender minorities). Nearly half
(47.1%; 113/240) of participantswere agender minority, 36.7%
(88/240) were cisgender boys, and 16.3% (39/240) were
cisgender girls. Among the 113 gender minority participants,
54.9% (62/113) identified as atransgender boy, 33.6% (38/113)
as nonbinary, 18.6% (21/113) as a boy, 17.7% (20/113) as
genderqueer, 6.2% (7/113) as a transgender girl, 5.3% (6/113)
asagirl, and 5.3% (6/113) as another identity (data not shown;
participants could select multiple options). Overall, 81.3%
(195/240) of participants identified as white, 20.4% (49/240)
as Hispanic/Latinx, 10.8% (26/240) as black or African
American, 7.5% (18/240) as American Indian or AlaskaNative,
and 5.8% (14/240) as Asian. Moreover, 36.7% (88/240) of
participants were eligible for free or reduced-price lunch, and
52.9% (127/240) had a parent/guardian with a college degree.
Figure 11 shows the geographic distribution of participants
across the United States of America. In total, participantslived
in 30 states.
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Figure 10. Consolidated Standards of Reporting Trials (CONSORT) flow diagram.
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Table 5. Baseline demographic characteristics for the total sample and by intervention condition (N=240).

Demographic characteristics Total (N=240), n (%) Condition
Intervention (n=120), n (%) Control (n=120), n (%) P value?
Sexual identity®
Gay or lesbian 125 (52) 62 (52) 63 (53) .89
Bisexual 64 (27) 32(27) 32(27) >.99
Queer 58 (24) 33(28) 25 (21) 23
Unsure 11 (5) 8(7) 33 12
Another nonheterosexual identity 28(12) 11 (9) 17 (19) .23
Heterosexual 5(2) 33 2(2) >.99
Gender .24
Cisgender girls 39 (16) 18 (15) 21 (18)
Cisgender boys 88 (37) 39(33) 49 (41)
Gender minority® 113 (47) 63 (53) 50 (42)
Agein years .98
14 35 (15) 16 (13) 19 (16)
15 66 (28) 33(28) 33(28)
16 71 (30) 37(31) 34(28)
17 56 (23) 28(23) 28(23)
18 12 (5) 6(5) 6(5

Race/ethnicityb

White 195 (81) 96 (80) 99 (83) 62
Asian 14 (6) 5 (4) 9(8) 27
American Indian or Alaska Native 18 (8) 6 (5) 12 (10) 14
Black or African American 26 (11) 15 (13) 11 (9) 41
Native Hawaiian or other Pacificlss  5(2) 3(3 2(2) >.99
lander
Hispanic or Latinx 49 (20) 28 (23) 21 (18) .26
Another race 21(9) 9(8) 12 (10) 49
Free or reduced-price lunch digibility .98
Yes 88 (37) 44 (37) 44 (37)
No 109 (45) 54 (45) 55 (46)
Unsure 43 (18) 22 (18) 21(18)
Highest education level of parent(s) or guardian(s) 75
Less than high school degree 22(9) 10 (8) 12 (10)
High school degree 38 (16) 22 (18) 16 (13)
Some college 43 (18) 23(19) 20(17)
College degree 127 (53) 61 (51) 66 (55)
Unsure 10 (4) 4(3) 6 (5)
8Generally, P values were derived using chi-square test statistics; however, when expected cell sizes were less than 5, P values were derived using
Fisher exact tests.
bpartici pants could select more than one option; therefore, the percentages may not add to 100% (N=240). P values were derived for each response
option separately.

®Gender minority includes all participants whose gender identity did not match their assigned sex at birth.
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Figure 11. Geographic distribution of participantsin the United States of America.
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Discussion

Principal Findings

In this pilot RCT, a game-based intervention, we successfully
enrolled and randomized 240 SGMY participants over a4-month
period. Recruitment was most successful through Facebook and
Instagram. Over half of the enrolled sample identified as gay
or lesbian and nearly half were gender minority youth. There
were no demographic differences between intervention and
control conditions.

This study protocol offers several strengths and novel methods
that can inform future intervention studies with SGMY. Our
game intervention is one of the first Web-accessible programs
targeting SGMY who are victims of bullying or cyberbullying.
Furthermore, this study engagesayounger cohort of individuals
focusing on youth aged 14 to 18 years, as opposed to the typical
focus of SGMY-relevant intervention research, which
concentrates on those aged 18 years and older. Thisis also one
of the first bullying prevention programs to address social and
emotional learning (eg, coping strategies) with respect to
bullying among SGMY utilizing a gaming format to attract
participation and build retention. Finally, the internet-based
distribution of the game intervention has the potential to reach
far greater numbers of SGMY than traditional face-to-face
interventions.

Limitations

Despite the many strengths of this study protocoal, it is not
without limitations. Of particular concern is selection bias.
Participants in our study were conveniently sampled via the

internet. Participants were also required to have a computer
with internet access and an email address. Therefore, our study
results may not be generalizable to all SGMY (eg, those who
are homelessness or have a low socioeconomic status). In
addition, participants can only access the game intervention on
desktop or laptop computers with Windows or Mac operating
systems. In future iterations, we plan to make the game
intervention compatible with smartphones, thereby increasing
the accessibility and potentia usability of the game. Although
we used and adapted measures with strong psychometric
properties, most of the scales were not validated specifically
among SGMY. Finally, an 8-week follow-up period may betoo
brief to affect our identified long-term outcomes; however, we
chose to measure these outcomes as they are important health
outcomes to inform alonger-term intervention study.

Conclusions

SGMY experience great disparities in bullying victimization,
substance use, and mental health; however, there are few
scientifically tested interventions currently available to reduce
these disparities. This paper describes our protocol for the study
of aWeb-accessible game intervention aimed at improving the
health of SGMY. Specifically, the outcomes of this pilot study
areto assessthefeasibility of implementing agameintervention
to SGMY and limited efficacy of this intervention: increasing
help-seeking—related knowledge, intentions, self-efficacy, and
behaviors; increasing productive coping skills use and coping
flexibility; and reducing health risk factors and behaviorsamong
SGMY. Our study protocol directly informs the scientific
development of afuture, larger RCT testing the limited efficacy
of our game intervention.
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Abstract

Background: A blockchainisadigitized, decentralized, distributed public ledger that acts as a shared and synchronized database
that records cryptocurrency transactions. Despite the shift toward digital platforms enabled by electronic medical records,
demonstrating a will to reform the health care sector, health systems face issues including security, interoperability, data
fragmentation, timely accessto patient data, and silos. The application of health care blockchains could enable datainteroperability,
enhancement of precision medicine, and reduction in prescription frauds through implementing novel methods in access and
patient consent.

Objective: To summarize the evidence on the strategies and frameworks utilized to implement blockchains for patient datain
health care to ensure privacy and improveinteroperability and scalability. It isanticipated thisreview will assist in the devel opment
of recommendations that will assist key stakeholders in health care blockchain implementation, and we predict that the evidence
generated will challenge the health care status quo, moving away from more traditional approaches and facilitating decision
making of patients, health care providers, and researchers.

Methods: A systematic search of MEDLINE/PubMed, Embase, Scopus, ProQuest Technology Collection and Engineering
Index will be conducted. Two experienced independent reviewerswill conduct titles and abstract screening followed by full-text
reading to determine study digibility. Datawill then be extracted onto data extraction forms before using the Cochrane Collaboration
Risk of Bias Tool to appraise the quality of included randomized studies and the Risk of Bias in nonrandomized studies of
I nterventions to assess the quality of nonrandomized studies. Datawill then be analyzed and synthesized.

Results: Database searches will beinitiated in September 2018. We expect to complete the review in January 2019.

Conclusions: Thisreview will summarizethe strategiesand frameworks used to implement blockchainsin health careto increase
data privacy, interoperability, and scalability. This review will also help clarify if the strategies and frameworks required for the
operationalization of blockchainsin health care ensure the privacy of patient data while enabling efficiency, interoperability, and
scalability.
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Introduction

A blockchain is a digitized, decentralized, distributed public
ledger that acts as a shared and synchronized database that
records cryptocurrency transactions. While blockchains are
essentially decentralized databases, there is no primary
ownership of thedata[1,2]. Through collaboration, users decide
which data are added to the blockchain while ensuring that
identical copies of the data are received and automatically
updated [2]. Health care, in any setting, generates abundant
complex and rich data, ranging from sensitive
patient-identifiable data to operational analytics. The
dissemination and essential actions of exchanging these
health-related data mean that they remain at risk of privacy
breaches [3]. Blockchain technologies have been proposed to
respond to this challenge [3,4]. Once granted permission,
verified users gain access to blockchain systems. This allows
them to share relevant data with other verified users,
guaranteeing accountability, scalability, and efficiency [3].
While this innovation has shown promise in various sectors, to
ensure successful implementation in health care, various
challenges need to be addressed first [1,5]. Because
health-rel ated data are numerous and sourced from many areas,
theintegration and linkage of data have the potential to generate
valuable population-level insight [6]. A key consideration with
the greater integration of health data sources is the need for
strategiesthat safeguard access control to sensitive patient data.
Additionally, as there is an expansion of heath- and
lifestyle-related data resulting from, for example, mobile apps
and wearabl e devices, blockchain technol ogies may be exploited
by patients, providers, and researchers through the enablement
of novel mechanisms for consent and access[7].

Asblockchains utilize cryptographic techniquesto authenticate
and verify users, their application may be used to control access
to sensitive data [3]. While the adoption of electronic medical
records in health care has become the de facto standard, most
data within electronic medical records cannot be shared and
exchanged between users appropriately [7]. Blockchain
technologies, therefore, have the potential to increase
interoperability between patients, carers, hedth care
professional s, and researchers through the enablement of novel
methods for data linkage of disparate sources [7]. As data can
be sourced from one location, blockchains have the potential
to tackle storage issues. By recording patient consent,
blockchains could be a patient-empowering platform [8,9].
Information flow and exchange between users may only take
place once the patient has consented [8]. Consent also allows
health care providers to trust the data they access, thereby
enabling them to treat their patients accordingly [8].

In addition to ensuring access security, scalability, and data
privacy [7], blockchains also have the potential to enhance
medical research through various use cases. Viaimplementation
of health record blockchains, datasourced from medical records,
health apps, and wearable devices could be stored and made
accessibleto usersthroughout their lives[ 7], thereby facilitating

http://www.researchprotocols.org/2019/2/€10994/

the conduct of longitudinal studies and pharmacovigilance
applications. Each time a patient obtains a new prescription or
test results, a patient could be notified that new data have been
encrypted, sent for storage, and added to an automated system
[7]. Moreover, patients would be able to add data sourced from
wearabl e devices and health appsinto thissystem [7]. Oncethe
dataare encrypted and stored, researchers can trust the datawill
not be altered [6]. Patients and participants may consent and
revoke access, remaining in control of their information [10].
In addition to facilitating the collection of longitudinal datasuch
as heart rate, diet, and exercise frequency, blockchains may
store genomic data [10]. Blockchain technology may aso be
used to counter prescription drug fraud [ 10]. For example, Nuco,
a blockchain company, addresses prescription duplication and
“doctor shopping,” whereby individuals visit numerous
physicians to obtain as many prescriptions as they can [10].
According to Nuco, the problem lies in the inadequate
communication between physicians and pharmacists, and
blockchains have the capacity to tackle this issue through the
verification of prescription authenticity [10]. These
implementati on scenarios show the strengths of implementation
of a secure distributed data technology and the benefits they
could make for individual and population data analysis.

Before adopting blockchains to empower patients, advance
personalized medicine, accelerate research and development,
and engage with populationsthat are considered * hard-to-reach”
[7], challenges restricting their implementation need to be
addressed. While broader access to health records may be
achieved through blockchains, there is limited information on
the costs required to establish and operationalize this
decentralized framework [11]. Health systems spend large
monetary sums on designing and maintaining traditional
information system frameworks [11]. Additionaly, various
resources are required to troubleshoot issues, update parameters,
and extract data[11]. Since blockchains do not require frequent
troubleshooting, updates, or third-party involvement in
financing, it is predicted that implementing blockchain
technologies in health care may reduce costs. [11] To ensure
adequate performance, organizations and institutions adopting
blockchain technologies need to select specific frameworks to
establish the size and format of the data that may be added to
the system [11]. It may also prove to be a challenge to
incentivize those in the health care sector to adopt novel
blockchain technologies [11], thus expanding networks and
scalability, owing to the unfamiliarity of the distribution
authentication technology and concerns regarding ethics and
privacy. A potential benefit, however, is that in addition to
allowing clinicians access to rea-time data, thereby enabling
nationwide interoperability and the delivery of more coordinated
patient care, researchers will be able to access and monitor
nationwide data that could potentially aid in national
surveillance and public health. Because using national programs
to encourage digital data adoption have been successful [12],
itisenvisaged that if similar approaches are applied, the uptake
of blockchains may also be achieved.
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To the best of our knowledge, there are currently no systematic
reviews on the strategies utilized to implement blockchainsin
health care. Nevertheless, a few reviews have been published
focusing on specific aspects of blockchainsin health care, such
as its applications in health care [1], its potential to finance
universal health coverage [13], and its potential to tackle
counterfeit medicines [14]. The nature of a public distributed
ledger also means that while blockchains could be used for a
form of authentication and data access, the heslth care data
would not be suitable for storage on a public ledger due to
privacy implications. These considerations surround the
application and trade-offsin implementation and require further
research and potential standards for their use. Despite its
potential to improve health care financing, the right systems
must be put in place and “appropriate regulatory guidelines’
must be followed before blockchains can be used in health care
[13]. Thisis aso true for the use of blockchains for tracking
medication trade, which was described to be in its “infancy”
and in need of further research [14].

Blockchains have the potential to address various challenges
pertaining to data in health care. By requiring patient consent
and user verification, privacy and security measures are
enforced. Interoperability is facilitated, as data are securely
shared among those with permission. Storage issues are aso
addressed through blockchains, as all the data are found in one
location. By engaging various users and allowing for the sharing
of multiple data sources at once, implementation of this novel
approach may allow for more detailed analysesto be conducted,
enhancing research and leading to potential disease prevention
and health promotion. This aim of thisreview isto summarize
the evidence on the strategies and frameworks utilized to
implement blockchains for patient datain health care to ensure
privacy and improve interoperability and scalability, with an
aimto serve as an evidence basefor development of new design
innovations.

Methods

Systematic Review Execution

The Cochrane protocol guide will be used to guide the
development of the systematic review protocol [15]. The
Preferred Reporting Items for Systematic Reviews and
Meta-Analysis (PRISMA) Protocols (PRISMA-P) 2015
Checklist [16] will be used to report this systematic review
(Multimedia Appendix 1). We will define a research question
and establish a Population, Intervention, Comparator, and
Outcome framework to develop and combine Medical Subject
Headings, subject headings, and keywords. The review will
undergo the following six stages: literature search, selection of
articles, extraction of data, appraisal of quality, analysisof data,
and synthesis of data.

I dentification of a Research Question

How do implementation strategies, design, and frameworks
required for the operationalization of blockchainsin health care
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enable privacy of patient data while enabling efficiency,
interoperability, and scalability?

Criteriafor Considering Studiesfor the Review

Types of Studies

Asblockchains applied to the health care sector remain a novel
approach, we will not place restrictions on the study type. This
review will includeall types of studiesaslong asother eligibility
criteria are met, for example, we will consider randomized
controlled trials and observationa studies. Wewill only include
studies published in English.

Types of Participants

The population will consist of patients who have their data
incorporated within ecosystems utilizing blockchains in health
care data management.

I ntervention and Compar ator

The included studies will assess blockchain technologies in
health care systemsto improveissues revolving around access,
interoperability, and scalability. Dates of publication and study
location will not berestricted. Comparators may consist of other
traditional frameworks or technological advances adopted in
health systems to improve access, interoperability, and
scalahility, thereby providing more coordinated health care. For
example, learning health systems, which utilize datato provide
evidence, thereby alowing continuous learning and
improvement of health care, may represent a comparator. We
will include studiesthat have not identified acomparator if they
meet the remaining criteriarequired for study inclusion.

Types of Outcomes

Textbox 1 outlinesthe review outcomes. The primary outcomes
will include the extent of access, interoperability, scalability of
health care blockchainsfollowing theimplementation of various
strategies and frameworks required for their operationalization,
impact on computational performance, and costs and benefits
for the use of blockchain systems. Health outcomes will be
considered as a secondary outcome and will be assessed to
determine whether blockchains can improve the health of
individuals and populations when compared with more
traditional platforms or other technological advances.

We will use Levels of Information Systems Interoperability, a
reference model [17], to measure the level of interoperability.
The Data Analysis and Synthesis section (below) will discuss
details of how to implement this model. We will assess the
scalahility of the blockchain by measuring blockchain adoption
across the study or survey implementation contexts. To assess
privacy, we will identify whether the blockchains abide by legal
and regulatory frameworks. As regulatory frameworks may
vary according to study setting, we will identify relevant
frameworks and legidlation once studies are selected and the
settings identified. As we complete initial scoping of the
literature to identify key outcomesrelevant for classificationin
thereview, we shall refine the primary and secondary outcomes.
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Primary outcomes:

«  Extent of interoperability

«  Extent of scalability

«  Privacy, security, and access

« Implications and trade-offs of computational performance

«  Costs and benefits to be derived from the use of blockchainsin existing systems

Secondary outcomes:

«  Health outcomes

Search M ethods

Wewill systematically search the following electronic databases:
MEDLINE and PubMed, Embase, Scopus, ProQuest Technology
Callection, and Engineering Index (Compendex). Following
exploratory research around the review research question, we
will develop Medical Subject Headings, subject headings, and
keywords. There will be no restrictions placed on dates of
publication, study types, and geographic locations. However,
we will only include studies published in English. We intend
to search MEDLINE and PubMed first by implementing asearch
strategy for preliminary research (Multimedia Appendix 2).
Based on thefindings of this search, wewill develop our search
strategy and will adapt the strategy for the Embase and Scopus
databases. Wewill not restrict the search by date. EndNote X8.2
(Clarivate Analytics, Philadelphia, PA, USA) will be used to
import the results of our searches and remove duplicates. The
bibliographic citations of included studieswill also be manually
searched to identify other studiesthat fill thereview’sinclusion
criteria. We will also use similar search terms when utilizing
search engines such as Google to systematically search the gray
literature; wewill consider conference proceedings and reports
meeting the review criteria.

Selection of Studies

Thetitles and abstracts of studiesidentified following database
searches will be screened by two independent reviewers. Upon
completion of title and abstract screening, we will assess the
remaining studies through full-text reading. Discussion will be
used to resolve disagreements. A third reviewer will be
consulted if consensus cannnot be reached. The review's
selection process will be demonstrated using a PRISMA flow
diagram.

Data Extraction and M anagement

Data will be extracted and collated by two independent
reviewers onto predetermined data extraction forms. Where
reviewers cannot agree following discussion, a third reviewer
will be asked to assist in the decision-making process. Data
extraction forms will be validated by the review team prior to
utilization to ensure acceptability. We will extract thefollowing
data:

1. Date of publication and author
2. Characteristicsof the study: location, duration, samplesize,
and control
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3. Characteristics of theintervention: departments or facilities
adopting the blockchain, blockchain enablers, challenges,
costs, and implementation strategies or frameworks

4. Characteristics of the comparator: departmentsor facilities
adopting the comparator, comparator enablers, challenges,
costs, and implementation strategies or frameworks

5. QOutcomes: extent of access (primary outcome),
interoperability (primary outcome), scalability (primary
outcome), and health outcomes (secondary outcome).

Assessment of Risk of Bias of Included Studies

Therisk of bias of theincluded studies will be assessed by two
independent reviewers. A third reviewer will assist in the
decison making if the two reviewers disagree on their
assessments regarding the methodological quality of included
studies.

For randomized controlled trials, the Cochrane Collaboration
Risk of Bias tool will be used to assess the following [12]:
random sequence generation (selection bias), allocation
concealment (selection bias), blinding (performance bias and
detection bias), incomplete outcome data (attrition bias),
selective reporting (reporting bias), and other bias.

Subsequent to the determination of the selection, we will
categorize performance, detection, attrition, reporting, and other
bias assessments of the included studies as high risk, low risk,
or unclear risk. A risk of bias graph and arisk of bias summary
will then be developed to illustrate the methodological quality
of included studies.

Other nonrandomized studies will be assessed using the Risk
of Biasin Non-randomized Studies-of Interventions[18]. This
tool will be used to assessthe following seven domains[19,20]:

1. Biasdueto confounding (preintervention)

2. Bias in the selection of participants to the study
(preintervention)

3. Biasinthe classification of interventions (at intervention)

4. Bias due to deviations from intended interventions
(postintervention)

5. Biasdueto missing data (postintervention)

6. Biasin the measurement of outcomes (postintervention)

7. Biasinthe selection of the reported result (postintervention)

A qualitative bias framework will be identified during the
execution of the review to examine the paper quality of any
studies that do not fall under the Cochrane Collaboration Risk
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of Bias tool or Risk of Bias in Non-Randomized Studies-of
Interventions.

Data Analysisand Synthesis

We intend to summarize our data numerically (by describing
the number and type of studiesincorporated within the review)
and narratively (by synthesizing data from included studies).
From the results of our review, wewill aim to map the strategies
and frameworks enabling operationalization of blockchains
within health systems in a clear format. We intend to measure
the extent of interoperability using the Levels of Information
Systems I nteroperability model [17]. Therefore, wewill classify
the level of interoperability asthe following:

1. Enterprise (universal): dataare fully shared and distributed
across the health system

2. Domain (integrated): data exchange through shared
domain-based models

3. Functional (distributed): sharing of logical datamodels (eg,
relational tables) across a health system

4. Connected (peer-to-peer): exchange of data through
electronic means

5. Isolated (manual): integration of datafrom various systems
conducted manually.

To assess scalahbility, we will determine whether studies
measured adoption or uptake across the health care sector,
thereby enabling usto assess whether nationwide uptake of the
automated system isfeasible.

In order to assess whether the blockchain addresses privacy and
security issues adequately, we will evaluate whether legislation,
including the Health Insurance Portability and Accountability
Act of 1996 regulations, have been considered [21]. Legidlation
considered by the review will depend on study settings, and we
will identify this upon study selection. If a study uses Health
Insurance Portability and Accountability Act of 1996, this will
include:

1. Data encryption: whether the system has encrypted
information, allowing only those with a“key” to access

2. Audit trail: whether the system stores information on who
accessed the information, the application of modifications,
and when the system granted access and applied
modifications

3. Access control: whether passwords and personal
identification numbers are used in the system, limiting
access only to those authorized.

Results

Database searches will be initiated in September 2018. We
expect to complete the review in January 2019.
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Discussion

Principal Findings

By means of the proposed systematic review, we intend to
provide evidence of the strategies and frameworks utilized in
the implementation of health care blockchains. Through the
development of recommendations that will assist key
stakeholders in hedlth care blockchain implementation, we
predict that the evidence generated will challenge the health
care status quo, moving away from more traditional approaches
and facilitating decision making of patients, heath care
providers, and researchers. As the current traditiona system
applied in health systems does not fully support interoperability,
it is predicted that health care blockchains will enable the
delivery of team-based health care by means of nationwide
interoperability while optimizing precision medicine research
and ensuring prescription authenticity. However, prior to
large-scale implementation of these automated systems, it is
crucial that research and trials ensure that they are cost-effective
and secure systems that maintain the privacy and security of
patients and comply with regulatory frameworks.

Strengthsand Limitations

A strength of this proposed systematic review is that it will
provide evidence on the strategies and frameworks required for
the operationalization of efficient health care blockchains.
Furthermore, the potential of health care blockchains in
enhancing user access, interoperability, scalability, and health
outcomes will be assessed. We predict that the unmet needs of
patients, health care providers, and researchers regarding data
sharing will beidentified through conduction of this systematic
review. Finally, we predict that areas around the architecture
of health care blockchains that require further research will be
identified upon completion of the systematic review. A
limitation of our review is that studies published in languages
other than English will be excluded.

Conclusions

As systematic reviews provide the highest form of evidence,
we anticipate that review findings will provide patients,
researchers, and health care providerswith information on health
care blockchains, Transparent and rigorous methods will be
applied, thereby demonstrating replicability of the review. In
addition to consulting blockchain expertsand professional s, we
anticipate that the review will guide the team in developing
recommendations pertaining to blockchains that will enable
decision making of developers, patients, health care providers,
and researchers.
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Abstract

Background: The Healthy People 2020 initiative aimsto reduce health disparities, including alcohol use, among sexual minority
women (SMW; eg, lesbian, bisexual, queer, and pansexual). Compared with heterosexual women, SMW engage in more hazardous
drinking and report more al cohol-rel ated problems. Sexual minority stress (ie, the unique experiences associated with stigmatization
and marginalization) has been associated with alcohol use among SMW. Among heterosexuals, relationship factors (eg, partner
violence and drinking apart vs together) have also been associated with acohol use. Negative affect has also been identified as
acontributor to alcohol use. To date, most studies examining alcohol use among SMW have used cross-sectional or longitudinal
designs.

Objective: Project Relate was designed to increase our understanding of alcohol use among young SMW who are at risk for
alcohol problems. The primary objectives of this study are to identify daily factors, as well as potential person-level risk and
protective factors, which may contribute to alcohol use in SMW. Secondary objectives include examining other physical and
mental concernsin this sample (eg, other substance use, eating, physical activity, and stress).

Methods: Both partnersof afemale same-sex couple (aged 18-35 years; n=150 couples) are being enrolled in the study following
preliminary screening by a market research firm that specializes in recruiting sexua minority individuals. Web-based surveys
are being used to collect information about the primary constructs of interest (daily experiences of acohol use, sexua minority
stress, relationship interactions, and mood) as well as secondary measures of other physical and mental health constructs. Data
are collected entirely remotely from women across the United States. Each member of eligible couples completes a baseline
survey and then 14 days of daily surveys each morning. Datawill be analyzed using multilevel structural equation modeling.

Results: To date, 208 women (ie, 104 couples) were successfully screened and enrolled into the study. In total, 164 women
have completed the 14-day daily protocol. Compliance with completing the daily diaries has been excellent, with participants on
average completing 92% of the daily diaries. Data collection will be completed in fall 2018, with results published as early as
2019 or 2020.

Conclusions: Project Relate is designed to increase our understanding of between- and within-person processes underlying
hazardous drinking in understudied, at-risk SMW. The study includes a remote daily diary methodology to provide insight into
variables that may be associated with daily hazardous al cohol use. Before the development of programs that address hazardous
alcohol use among young SMW, there is aneed for better understanding of individual and dyadic variables that contribute to risk
in this population. The unique challenges of recruiting and enrolling SMW from across the United Statesin a daily diary study
are discussed.
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Introduction

Background

One of the goals of Healthy People 2020 [1], a science-based
report issued by the US Office of Disease Prevention and Health
Promotion that identifies national objectives for improving the
health of Americans, is to specifically improve the health and
well-being of lesbian, gay, bisexual, and transgender (LGBT)
individuals. Compared with heterosexual women, sexua
minority women (SMW; eg, lesbian, bisexual, queer, and
pansexual) engage in more heavy drinking and have lower rates
of abstention from drinking [2-4]. SMW also experience more
negative al cohol-related consequences than heterosexual women,
such asdriving under theinfluence of acohol, having unplanned
sex, having suicidal thoughts during or after drinking, fighting
or arguing with someone, and engaging in sexua harassment
during/after drinking [5,6]. Despite evidence for hedth
disparities between heterosexual women and SMW in alcohol
use, much remains to be learned regarding why some SMW in
particular are at risk. The goal of this study, Project Relate, was
to increase the understanding of hazardous drinking among
SMW who arein same-sex relationshipsusing an entirely remote
Web-based data collection procedure, including a daily diary
component. This approach permits examination of research
guestions at multiple levels, alowing us to consider
between-couple characteristics (ie, couple-level; answering the
question: which couples drink more), between-person
characteristics (ie, person-level; answering the question: who
drinks more), and within-person processes (ie, daily level;
answering the question: when doesone drink more). The primary
objective of this study is to examine the daily associations
between hazardous a cohol use and sexual minority stress, affect,
and relationship factors among young same-sex female couples.
Thetheoretical framework and existing empirical evidencethat
contributed to the development of this study are described
below.

Sexual Minority Stressand Alcohol Use

Members of minority groups experience unique stressorsrel ated
to their stigmatized and marginalized social status in society.
Stigmatization and marginalization based on sexual identity or
orientation isknown as sexual minority stress[7-9]. Specificaly,
Meyer's [9] model of sexual minority stress involves
experiences of harassment or discrimination related to sexual
identity/sexua orientation (ie, heterosexism), the expectation
of and vigilance toward these events, concealment of sexual
identity, and the internalization of negative societal attitudes
toward one's sexual identity (eg, internalized heterosexism).
Together, these experiences create additional stressors beyond
those experienced by majority of individuals. There is ample
evidence that sexual minority stressis associated with negative
health behaviors, such as alcohol use, through emotion

http://www.researchprotocols.org/2019/2/e11718/

regulation and coping strategies [8,10-14] as well as through
less perceived socia support [12] and more socia constraints
and social isolation [13]. Although these studies provide
important information regarding how minority stress is
associated with negative affect and alcohol use at the
between-person level, it is important to note that these studies
used primarily cross sectiond (ie, single assessment points) and
traditional longitudinal designs (ie, using repeated assessments
over weeks, months, or years). These types of designs limit our
understanding of within-person processes by either studying
processes as a between-person variable (ie, using cross-sectional
designs) or by studying long-term within-person differences
(ie, using traditional longitudinal designs). A handful of studies
have used daily or momentary assessment of stress and alcohol
use among sexual minorities. For example, in research of young
men who have sex with men, alcohol use was greater on days
when men indicated they were drinking to cope with stress[15]
and on dayswhen general stresswasreported [16]. Furthermore,
ina9-day daily diary study, the interaction of structural stigma
(eg, state policies that promote discrimination) and rejection
sensitivity was associated with alcohol use among young men
who have sex with men. Most relevant to this study was the
finding that discrimination was associated  with
contemporaneous and prospective substance use in a group of
sexual and gender minority individuals [17]. However, the
question of how daily experiences of sexual minority stressand
negative affect contribute to SMW’s hazardous drinking
remains. In this study, we will test whether greater daily sexual
minority stressisdirectly associated with more al cohol use and
associated problems as well as examine indirect associations
through negative affect.

Relationship Factorsand Alcohol Use

In addition to the link between sexual minority stressors,
negative affect, and alcohol use, it isimportant to consider the
associations between relationship factors and alcohol use. A
review of studies on heterosexual couples concluded that
unpartnered individuals drank more compared with those in
serious romantic relationships and that drinking is associated
with poorer relationship quality aswell as conflict and violence
[18]. Among SMW, several studies have demonstrated
associations between partner violence and alcohol use and
related problems in samples of SMW. For example, in a study
of leshbian couples who experienced intimate partner violence,
approximately 64% of both batterers and victims report using
alcohol or drugs before the violent incidents [19]. Alcohol use
was al so associated with SMW's nonphysical domestic violence
(eg, verbal threats and damage to property) [20]. Research also
suggests that intimate partner violence among SMW is
associated with hazardous alcohol use [21], which may stem
from emotional distress[22] or sexual minority stressors[23].
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Another important characteristic when studying relationships
and hazardous alcohol useisthe degree to which partnersdrink
together versus separately. Among heterosexuals, drinking
together has been associated with more intimacy and fewer
negative partner behaviorsthan drinking apart [24]. Conversely,
drinking apart is associated with more negative relationship
events[24] aswell asless satisfaction, more conflict, and marital
dissolution [18,25]. Among leshian women, when controlling
for physical and psychological aggression, discrepant drinking
(ie, differencesin partners’ drinking quantity) is associated with
poorer relationship adjustment [26]. Furthermore, in a
longitudinal examination of discrepant drinking and intimate
partner violence among leshian partners, a cyclical pattern of
alcohol use and violence occurred such that discrepant drinking
predicted psychological aggression 6 months later, which in
turn predicted later discrepant drinking. Physical violence also
predicted subsequent discrepant drinking 6 months later [27].
Considering the small body of work connecting alcohol useto
relationship variables in SMW, in this study, we will examine
how instances of partners drinking together versus apart and
discrepant drinking are associated with relationship functioning
on the same day and subsequent days and in turn, how
relationship functioning may then be associated with drinking
on subsequent days.

Protective Factors

Theimpact of minority stress and negative relationship factors
may be modifiable at the couple- or individual-level [9,28], but
more information is needed to understand what factors may
protect SMW from problematic alcohol use[29]. Therefore, the
final aim of thisresearchisto investigate societal-, couple-, and
person-level characteristics that could be associated with daily
experiences of sexual minority stress, relationship quality, and
drinking or that may strengthen or weaken the associations
among them. For example, connection to the sexual minority
community, a stronger sexual minority identity, and social
support may all protect against the del eterious effects of sexual
minority stress and related negative mental and behavioral
outcomes [30-32]. Similarly, being in a legally recognized
relationship may also be a protective factor against sexual
minority stressand negative health outcomes[33-35]. Although
marriage between same-sex individualsisnow lega in all states
inthe United States, other protections (eg, housing, employment,
and health care benefits) are not federally mandated and, thus,
vary by state. The lack of these state protections (ie, structural
stigma) has been associated with health outcomes. For example,
in a study published in 2014, sexual minority individuals who
lived in states without protections for sexual minorities (eg, in
housing and employment benefits) and that banned same sex
marriage had a higher prevalence of psychiatric disorders than
those who lived in states with such protections [36]. In this
study, we will assess a variety of potential factors that may
protect against hazardous drinking, including both factors
specific to the person or couple (eg, connection to sexual
minority community and being in acommitted relationship), as
well as structural factors (eg, living in a state with protections
for people in same-sex relationships). ldentification of
potentially modifiableindividual risk and protective factors can
facilitate devel opment of culturally tailored inventionsto reduce
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hazardous drinking. Furthermore, identification of structural
(societal) risk and protective factors may suggest important
directions for advocacy efforts.

Study Objectives

The primary objective of Project Relate is to increase our
understanding of hazardous drinking among SMW. Using a
daily diary methodology, this project investigates the
associations among sexual minority stress, affect, relationship
factors, and alcohol use. The development of this study was
guided by minority stress theories [7-9] that offer a way to
understand the unique stressors that SMW experience related
to their marginalized societal status. In addition, because
relationship factors are important correlates of alcohol use
among heterosexual couples[18], we consider how relationship
characteristics are associated with alcohol use among young
adult same-sex female couples. In addition, we also look at
potential protective factors. Collecting information on sexual
minority stressors, emotional functioning, relationship
experiences, and alcohol use from both partners will allow us
to assessthe interactions among these variables asthey enhance
or reduce the quality of life of SMW. Extensive background
information, including personality characteristics, social support,
history of discrimination, and community context, will provide
information on personal and contextual factors that moderate
these associations. A secondary objective of Project Relate is
to examine other physical and mental health concerns, including
other substance use, eating, physical activity, and general mental
health and well-being among SMW. The opportunity to examine
daily-, individual-, and couple-level effects is a particular
strength of the study methodol ogy.

Methods

Project Overview

Project Relate is an ongoing daily diary study of same-sex
female couples. Young adult SMW (aged 18-35 years) are the
target samplefor this study becausein community samplesthey
frequently endorse indicators of hazardous drinking [3]. Both
partners of the romantic relationship are enrolled to capture
information about the relationship from both members
perspectives. Participants are recruited from across the United
States, and data collection is occurring remotely viaWeb-based
surveys. Both women in each couple complete acomprehensive
baseline survey and then a brief daily survey each morning for
the following 14 days. Each member of the couple begins the
daily survey on the same day to ensure we have corresponding
daily data for each couple. The Old Dominion University
Ingtitutional Review Board approved all study procedures
(Project #839097).

Power Analysis

A power analysis to determine the sample size needed for
planned analyses was conducted in 2 steps. First, a power
analysis was conducted for traditional structural equation
modeling using Monte Carlo simulation methods [37], focusing
on powering the hardest effects to detect (the small indirect
effects, beta=.10). Similar modelswere conducted incorporating
asmall-to-medium effect—moderating variable (beta=.20). Monte
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Carlo simulation methods indicated that for the effect size
expected, a sample size of 200 cases yields sufficient power
(0.808) to detect the relevant effects. This, however, assumes
no correlation among residuals, which we know is not true in
nested designs. To determine how to appropriately account for
the correlated observations and identify the minimum number
of participants needed for power of .8 in the multilevel design,
aformulataking into account the expected intraclass correlation
coefficients (ICCs), or degree of relatedness within couples, for
key variables was used [38]. Assuming an average of 11 days
of assessments (80% response rate to account for attrition) and
150 couples, an ICC up to approximately .70 would yield the
necessary number of casesto maintain apower of .80. Previous
daily diary alcohol research suggests we can expect to seelower
ICCs, likely ranging from .4 to .7 [39], yielding more power.
Therefore, recruiting 150 couples (N=300 people) is more than
adequate to provide sufficient power.

Participant Selection

Recruiting large samples of sexual minoritiesis difficult to do
in many localities, and therefore, we are recruiting participants
from across the United States. We partnered with Community
Marketing and Insights (CMI), a leading market research firm
specializing in Web-based research with the LGBT community.
CMI maintains aproprietary research-only panel of over 90,000
individualswho identify as sexual minoritiesand regularly take
part in market research and health research (athough
psychological research studies are less common). CMI recruits
participants to take part in this study from their existing panel
and potential new panel members who may be interested in
participating in research studies. CMI is consistently recruiting
new research panel members through LGBT print, digital, and
event outreach activities as well as L GBT-specific outreach on
social media sites (eg, Facebook, Craigdist, and sexual
minority-specific social media).

To be €ligible for the study, both partners have to meet the
following eligibility criteriac (1) aged 18 to 35 years, (2)
self-identify as a cisgender woman (meaning self-identify as a
woman and was assigned female at birth, ie, she is not
transgender), (3) currently in a romantic relationship with a
woman for at least 3 months, (4) see partner in person at least
once per week, and (5) ableto respond to daily surveysbetween
6 am and 12 pm for 2 weeks. In addition to these 5 criteria that
must be met by all participants, at |east one person in the couple
must also meet the following 3 criteria: (6) only or mostly
attracted to women, (7) drank alcohol at least 3 days in the
previous 2 weeks, (8) drank 4 or more standard al coholic drinks
in 1 sitting at least oncein the previous 2 weeks (ie, met criteria
for a binge drinking episode).

These inclusion criteria were developed for several reasons.
First, although we recognize that people with other gender
identities (eg, transgender and nonbinary gender) and sexual
identities (eg, bisexual women not in a relationship with a
woman) are also at risk for experiencing both sexual minority
stress and hazardous alcohol use, individuals with different
gender and sexual identities likely experience stressors that
differ from one another [29]. In other words, atransgender and
cisgender woman's or a lesbian and bisexual woman's daily
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experiences might differ from each other. Thus, this study
focuses solely on individuals who identify as cisgender female
and are in arelationship with awoman. Second, we require the
couplesto see each other in-person at least once aweek to avoid
potential confounds related to being in a long-distance
relationship. Third, although 1 participant has to report only or
mostly attracted to women, her partner can describe her
attraction in other ways (eg, attracted to men and women
equally); this criterion was used both to obtain a sample size
large enough to test study aims and to have some variability in
attraction (eg, attracted to men and women) and identity (eg,
lesbian, bisexual, and queer) that can be explored statistically.
Finally, the alcohol inclusion criteria for 1 participant is used
to identify participants belonging to the desired at-risk alcohol
use population of interest and to increase the likelihood of
enrolling couples in which at least 1 partner drinks with some
frequency, resulting in occurrence of drinking during the 14-day
daily diary reporting period.

Study Procedures

Recruitment

CMI initiates the recruitment process by contacting potential
participants via email and providing them with a link to a
Web-based screening survey. The potential participant is also
asked if she thinks her partner would be interested in
participating, and if so, to provide her email address. CMI then
screens her partner for interest and eligibility, and once
potentially eligible couples are identified, CMI provides the
researchers with the email addresses of potential participants
and their partners. Upon receiving contact information for
potentially eligible couples, the researchers conduct a second
set of screening assessments (using the criteria described above)
to ensure eligibility of the couple.

Study Description and I nformed Consent

Once eligibility and interest are verified for both people in the
couple, they are emailed separately with introductory
information about the study. Given that data collection is
occurring entirely remotely, and daily assessment procedures
are likely new to these participants, we developed detailed
written and video materials describing the study purpose,
procedures, risks, and benefits. The professionally developed
videos consist of 5 brief (1-3 min) videos of the study
investigators and research assistants describing the study.
Corresponding written materials were also developed. Given
that devel oping these videos took additional time and resources
above what was required to develop the written materials, we
built in a design feature to assess the video utility. Specifically,
couples were randomized in blocks of 6 to 1 of 2 introductory
information groups: (1) videos plus written materials
(video+written) or (2) written materials only (written-only).
Couples are randomized (instead of individual participants) to
limit contamination between partners. Those in the
video+written group receive a Qualtrics survey Web link that
guides participants through the series of 5 videos explaining
the purpose and procedures of the study; the written material is
also available below the video. Couples assigned to the
written-only group receiveasimilar Qualtricssurvey link where
they review the same information presented in the videos, but
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intext form only. Thewritten materials provided for participants
can be found in Multimedia Appendix 1. The length of time
participants spend reviewing the material s (including time spent
on each individual video and corresponding written text) is
automatically tracked. Immediately after reviewing the study
information, participants are presented with the informed
consent document. If participants do not consent within 2 to 3
days of the initial email, they are sent 2 additional email
reminders (approximately 2-3 days apart) regarding the study
and consent procedures. Both women in the couple must provide
consent before either can begin the study.

Baseline Survey

After both members of the couple provide consent, the couple
isenrolled in the study. At that time, each participant receives
an email via Qualtrics with an individual link to her baseline
survey. The survey takes approximately 30 min to complete. In
the email, participants are asked to complete the baseline survey
within 3 days. Similar to the consent procedures, if participants
do not complete the baseline survey within 2 to 3 days, 2 email
reminders are sent approximately 2 to 3 days apart. Both
members of the couple must complete the baseline survey to
move on to the daily survey. If only 1 partner completes the
baseline survey and her partner does not, she is thanked,
compensated for completing the baseline survey, and informed
that her participation iscomplete (without being told her partner
did not complete the baseline survey).

Daily Surveys

Once both members of the couple complete the baseline survey,
they are notified separately viaemail of the starting date of the
daily survey (which ideally occurs the day after they complete
the baseline survey). Each person in the coupleis sent separate
automated emails through the Qualtrics survey system, with an
individual link to their brief daily survey each morning at 6:00
am for thefollowing 14 days. We selected a 14-day assessment
period based on research demonstrating daily sexual minority
stressors [40,41] and a cohol use[17,42] occur over thislength
of timeaswell asour screening criteriarequiring binge drinking
(in at least 1 partner) during the previous 2 weeks. Thus, using
a14-day daily assessment period should appropriately balance
both participants' burdens while ensuring the study is of
sufficient duration to capture the experiences and behaviors of
interest in daily life. Each daily survey takes approximately 5
min to complete. Participants are instructed to complete the
survey independently from their partner using their own personal
computer, tablet, or mobile device by 12:00 pm each day. The
participants receive a reminder email after 2 consecutive days
of missing or incomplete surveys.

Consistent with other daily diary studies of alcohol use[43,44],
we elected to have participants complete surveys each morning
(about the previous day) instead of at the end of the day (about
that day) because our primary research questions of interest
wereregarding alcohol use, and end of day surveys could present
3 concerns. First, we were concerned we could miss reports of
drinking if participants elected to complete the survey in the
evening before drinking (or before they finished drinking).
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Second, some of our questions were regarding alcohol use
consequences, and some consequences (eg, being hungover)
may not emerge until many hours after drinking stops. Third,
on days when participants were drinking, if we asked them to
complete asurvey in the evening, we were concerned they could
be intoxicated while completing the daily survey. We redize
that by asking participants to report on their previous day each
morning (vs current day each evening) requires some additional
retrospection; however, given the focus on acohol use in this
study, any concernsregarding additional retrospective biaswere
outweighed by the alcohol-related concerns noted above.

End of Study Survey

On the day after the final daily survey, participants receive an
email with alink to take a survey specifically designed for this
study about their reactions as a study participant. Additional
details regarding this measure can be found in the Measures
section.

Compensation

Participants and their partners each receive US $25 for
completing the basdline survey and US $3 each for each daily
survey, with aUS $10 bonus for completing at least 80% of the
daily surveys (ie, more than 11 days). Thus, each participant
can earn amaximum of US $77 viatheir choice of check or gift
card.

M easures

All measures included in the baseline survey are described in
Table 1. The measures are organized by those designed to test
the primary study aims described above and secondary measures
that will supplement testing of the primary aims. For each
measure, we provide a brief description of the construct
assessed. In addition, several modifications to measures were
made and are worth noting. First, most measuresin the baseline
survey referencing a specific time frame were adapted to 3
months to be consistent throughout the survey and ensure we
could examine these constructs during similar time periods. The
time frames of the following measures were not adapted: the
Conflict Tactics Scale [45], the Psychological Maltreatment of
Women Inventory [46], the physical health questions Short
Form-20[47], the Daily Heterosexist Experience Questionnaire
[48], and the Modified Eating Disorder Examination
Questionnaire [49,50]. These measures were not changed to a
3-month time frame because their original time frames (eg, last
year and last month) were more appropriate for addressing the
study aims. Second, changes were made to several of the
measures to be appropriate for same-sex female couples. These
adaptions included changing male or gender-neutral pronouns
to female pronouns and modifying sexual behavior items that
require male partners. Finally, because of the length of the
baseline survey, attention check items were added to ensure that
participants are paying attention and selecting their answers
carefully. Attention check items are included as items in some
of the longer measures as well as stand-alone questions.
Rationalefor inclusion of theseitemsisdiscussed in more detail
in the Discussion section below.
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Table 1. Baseline measures.
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Construct and description Measure name
Demographic information
Person Age, ethnicity, race, sexual orientation (identity, attrac- Developed for this study
tion, and behavior), gender, height, and weight
Relationship Status, length, and living situation Developed for this study
Context Employment status, education, income, and residence  Developed for this study

Primary measures

Relationship functioning

Alcohol use

Sexual minority stress

Social support and resilience

Secondary measures

Physical health
Mental hedlth

Family

Psychological and physical violence toward or from a
partner

Maltreatment in an intimate rel ationship (emotional /ver-
bal and domination/isolation)

Satisfaction with the rel ationship and perceptions about
partners’ satisfaction, commitment, and security with
the relationship

Report of partners’ behavior (hostile, jealous, and emo-
tionally supportive)

Commitment to romantic relationship

Feelings of jealousy toward romantic partner

Anxious expectations of potential rejection from others,
generally

Identification of at-risk drinkers (hazardous alcohol use,
dependence symptoms, and harmful alcohol use)

Typical weekly acohol consumption

Importance of certain reasons in someone's decision
not to drink

Alcohol conseguences experienced by young adult
drinkers

Drinking behavior related to partner interaction

Drinking motives (social, coping, enhancement, and
conformity)

Sexual minority identity and psychosocia functioning
Openness about sexual identity and orientation

Anxious expectations of potential rejection from others
as aresult of sexual minority identity

Experiences of sexual stigma

Support from family, friends, and significant others

Ability to recover from stress or “bounce back”

General health, bodily pain, and activity limitations

Aggression (physical aggression, verbal aggression,
anger, and hostility)

Psychological distress and well-being (anxiety, depres-
sion, behaviora control, and positive affect)

Suicidal behaviors and thoughts

Exposure to interparental violence

Conflict Tactics Scale (CTS2)—physical assault and
sexual coercion subscales (modified to be appropriate
for same-sex relationships) [45]

Psychol ogical Maltreatment of Women Inventory-short
version [46]

No scale name [51]

Reports of partners’ behavior [51]

Commitment subscale from the Investment Model [52]

Multidimensional Jealousy Scale- cognitive subscale
[53]

Adult Regjection Sensitivity Questionnaire [54]

Alcohol Use Disorders Identification Test [55]

Daily Drinking Questionnaire [56]
Reasons for Not Drinking [57]

Brief Young Adult Alcohol Consequences Questionnaire
(58]

Partner drinking questions [59]
Drinking Motives Questionnaire [60]

Leshian, Gay, Bisexual Identity Scale[61]
Single item openness question [62]

Sexua Minority Women Rejection Sensitivity [63]

Daily Heterosexist Experiences Questionnaire—all
subscal es except parenting and HIV/AIDS [48]

Multidimensional Scale of Perceived Social Support
[64]

Brief Resilience Scale [65]

20-I1tem Short Form Survey Instrument [47]
Buss-Perry Aggression Questionnaire Short Form [66]

Mental Health Inventory [67]
Inventory of Depression and Anxiety Symptoms- Suici-

dality Subscale [68]
Items adapted from CTS2 [45]
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Construct and description

Measure name

Drug use

Disordered eating

History of marijuana use and form of ingestion

Eating pathology (body dissatisfaction, binge eating,

Marijuana use [69]

Eating Pathology Symptoms Inventory [70,71]

cognitive restraint, purging, restricting, and excessive

exercise)

Diagnostic criteriafor eating disorder behaviors

Modified Eating Disorder Examination Questionnaire
[49,50]

The daily survey measures are described in Table 2 and are
similarly organized by primary and secondary constructs of
interest. Most of the primary and secondary measures included
in the daily survey were adapted from existing daily diary or
ecological momentary assessment (EMA) studies or were
developed for this study to assess daily behaviors, particularly
drinking behaviors and sexua minority stressors. Of note, when
adapting items from existing scales, for example, to assessdaily
sexual minority stressors, we selected and edited items to be
appropriate for adaily time frame (ie, would vary day-to-day).
To balance the survey length on days when a participant did
not drink or interact with her partner, filler items regarding
media use, time management, and general social interactions
were developed and are administered on nondrinking and
noninteraction days. Finally, the format of the survey was
optimized for mobileddlivery. For example, visual analog slider
scales are used instead of matrix tables in some cases so that
all response options are visible to the participant when using a
smaller screen (eg, on a smartphone). Additional details
regarding the daily survey measures can be found in Table 2,
and al daily survey items can befoundin Multimedia A ppendix
2.

The end-of-study survey contains questions concerning whether
the participant believed her experiences were captured by the
guestions asked (eg, “ While answering questions rel ated to your
gender and/or sexual identity, did you think that the questions
you answered wereinclusive of theway you describe yourself?")
aswell aswhat was her preferred method of accessing the survey
materials (ie, computer, tablet, or smartphone). Participantsare
also asked about their motivation to improve their health and
whether they would be comfortable using mobile technology
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to monitor their physical and mental health. Survey items are
included in Multimedia Appendix 3. The feedback gathered
from the end-of-study survey will be used to gauge the
participant experience in this study as well as provide an
opportunity to improve future studies and survey materials.

Data Analysis Plan

The data being collected in this study are inherently multilevel
in nature, with days (level 1) nested within individuals (level
2) nested within couples (level 3). In addition, our research
questions incorporate aspects of mediation and moderated
mediation. As such, we will utilize an approach that combines
multilevel modeling (MLM) [86,87] with mediation pathways
available through structural equation modeling. This combined
approach, multilevel structural equation modeling (MSEM)
[88], alows for bootstrapping of the models, which can
accommodate non-normal underlying distributions, particularly
relevant for alcohol use outcomes and indirect effects [89,90]
such as those incorporated in our proposed models. Regarding
missing data, like MLM, MSEM is robust to missing data (eg,
skipped observations). In addition, analyses will be conducted
in Mplus [91] using maximum likelihood estimation, which
allowsfor the estimation of parametersusing all avail able cases
(ie, no listwise deletion for missing variables within a time
point). Participants with complete data will be compared with
participants with missing data to identify potential attrition
biases, and significant predictorswill beincluded as covariates
in all subsequent analyses. The MSEM approach allowsfor the
simultaneous examination of level 1 (daily variation), level 2
(person-specific levels), and level 3 (couplefactor) associations
among variables, including moderating effects that strengthen
or weaken those associations.
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Table 2. Daily measures.
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Construct

Description

Measure name and/or reference

Primary measures

Daily relationship functioning

Daily alcohol use

Daily sexual minority stres-
sors

Affect

Secondary measures
Drug use

Eating and body image

General stress and coping

Physical activity

About the survey

Filler items

General socia interactions

Mediause

Time management

Relationship quality and satisfaction

Intimacy and conflict

Positive and negative partner behaviors

Partner aggression

Quantity, duration, interactions, and location

Daily alcohol conseguences

Drinking motives (social, coping, enhancement, and
conformity)

Nondrinking questions

Daily-level reasons for not drinking

Drinking intentions

Partner drinking

Daily sexua minority stressors

Sexua minority discrimination

Sexual identity concealment
Positive and negative affect

Smoking and marijuana use

Disordered eating

Body dissatisfaction

Stressful or unpleasant experiences

Sitting, walking, moderate activities, and vigorous activ-
ities

L ocation of survey completion, type of device used, and
perceived privacy

Importance and pleasantness of social interactions

Positive social exchanges

Television, internet, and social media use

Short-range planning and time attitudes

Items adapted from the Daily Positive Relationship
Quality Composite [72,73]

Items adapted [74]

Items adapted from the Interpersonal Qualities Scale
[75]

Items adapted [76]

Items devel oped for the study to assess daily drinking
behaviors

Items adapted from the Brief Young Adult Conse-
quences Questionnaire for daily administration [77]

Items adapted from the Drinking Motives Question-
naire—social, enhancement, and conformity were
combined to asingle item per factor [60]

Items devel oped for the study to balance drinking
questions

Items adapted for the daily level from the Reasons for
Not Drinking [78]

Item developed for the study to assess drinking likeli-
hood in the next 24 hours

Items devel oped for the study to assess partner drinking

Lesbian Women's Daily Sexual Minority Stressors Scale
[41]

Items adapted from the Heterosexist Harassment, Rejec-
tion, and Discrimination Scale [79]

Items adapted from the Nebraska Outness Scale [80]

Items adapted from different versions of the Positive
and Negative Affect Schedule

Items adapted [69]

Items adapted from the Eating Attitudes Test [81] and
the Eating Disorder Examination Questionnaire [49,50]

Items devel oped to assess current satisfaction with body

Items adapted from the Daily Inventory of Stressful
Events[82]

Items adapted from the International Physical Activity
Questionnaire [83]

Items devel oped for the study to improve futureresearch

Items devel oped for the study to balance questions about
partner interactions

Items adapted from the Daily Social Exchanges Check-
list [84]

Items devel oped for the study to balance drinking
questions

Items adapted from the Time-Management Question-
naire [85]
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Results

To date, 228 women (114 couples) have been successfully
screened and been identified as eligible to participate in the
study. Of these eligible women, 208 women (104 couples) have
consented to participate and, thus, have been enrolled in the
study. During the consent process, to date we have had to send
reminder emails about consenting to 26% of women (59/228);
49 of these 59 women (83%) completed the consent within
several days of the email reminder. A total of 6 participants
discontinued participation after beginning the study but before
the 14-day daily diary surveys. Of the remaining 202
participants, 44 are actively completing the daily surveys, and
164 have completed the study. Of those participants who have
completed the study, compliance with the daily diarieshasbeen
excellent; on average, participants have completed 92% of the
surveys (or 13 of 14 days). In reviewing the distribution of
compliancerates by participants, nearly all participants (97.6%,
160/164) have completed at least half of the daily surveys. Data
collection and enrollment is ongoing and expected to conclude
infall 2018.

Discussion

Drawing from the literatures on sexual minority specific
processes (eg, sexual minority stress) and general processes
(negative affect and relationship factors), the primary objective
of Project Relate isto increase our understanding of between-
and within-person processes underlying hazardous drinking in
the understudied, at-risk population of SMW. A daily diary
methodology is being used to gain insight into the affective,
behavioral, and relationship experiences of female same-sex
couples working toward the goal of reducing health disparities
and improving the health of SMW.

M ethodological Challenges and Considerations

Recruitment of couples into research endeavors is always a
challenge, and recruiting same-sex couples creates additional
challenges. Consequently, we devoted substantial effort to
develop and refine processes for participant recruitment and
retention. Below, we discuss the challenges faced when
designing and implementing Project Relate.

Participant Recruitment Decisions and | ssues

Several challenges emerged when designing and implementing
thisstudy regarding identifying and enrolling participants. First,
working with a market research firm to recruit has advantages
but also presents challenges. CMI has alarge SMW panel who
regularly complete Web-based surveys and access to other
recruitment resources. The CM | employees are knowledgeable
about best practices for Web-based recruitment and survey
completion and contribute important ideas to assist with
recruitment and retention of participants (eg, length of survey,
compensation, and phrasing). At the same time, because CM|
does relatively less social science research (compared with
traditional market research for products), it was necessary to
figure out how to “speak the same language” so that we could
befaithful to the best social science practices (eg, measurement
fidelity and human subjects’ protections). For this study, CMI
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isrecruiting both through their proprietary panel of individuals
who identify as LGBT and through digital and event outreach
activities, including on socia media sites such as Facebook,
Craigdlist, and sexual minority-specific sites. By using multiple
recruitment sources, it is our goal to recruit a sample of SMW
who are diverse in terms of their race/ethnicity and in other
way's (eg, education and socioeconomic status). However, it is
already a challenge to recruit young sexual minorities for
research studies, and therefore, we recognize that to recruit a
sufficient sample, it is possible that our sample will be limited
in demographic characteristics.

Second, early in the study recruitment process, we observed a
trend in the way in which young SMW label their sexua
identity, which seemed to suggest that they were not identifying
as leshian as frequently as we had expected. In consultation
with CMI, we learned that younger SMW whose attraction and
behavior are consistent with the traditiona definition of the
“leshian” label (ie, attracted to women or romantically involved
with women) are either choosing to identify in other ways (eg,
gueer or pansexual) or areresisting labels altogether. Our initial
planned inclusion criteriarequired at least 1 partner to identify
as lesbian, but asaresult of this consultation with CMI aswell
asinternal discussions among our investigators, within thefirst
month of recruitment, we changed this inclusionary criterion
to“only or mostly attracted to women” described in the Methods
section above. Asresearchers, our drivetoward internal validity
encourages us to recruit a homogeneous sample of 1 type of
SMW (ie, leshian women) that we can describe clearly; however,
this group may not accurately represent the larger population
of SMW, which is quite heterogeneous. This issue of how to
appropriately define and describe sexual minority individuals
is not new [92-94] and will likely continue to be a challenge
for researchers as |abels evolve over time and is something we
will continue to attend to when designing future studiesin this
line of work.

Third, given that we are recruiting couples, we were very
intentional in our protocol design regarding how and when we
contacted participants to ensure privacy, confidentiality, and
data fidelity. For example, when communicating with
participants, we always contact individuals, never both people
in the couple together (eg, in the same email). It is important
that no participant feels coerced to participate because of her
partner’'s interest in the project. However, given thisis a study
of couples, both partners have to consent and complete the
baseline survey before continuing in the study and must begin
the daily diaries on the same day. In the rare instances when 1
partner does not wish to continue, we thank the other partner
for her participation and compensate her for the portions of the
study she completed but do not mention her partner's
noncompliance. In addition, to try to ensure we are getting
independent responses from each participant, in al of our
enrollment materials, weinstructed participants not to complete
the surveystogether; we send them individualized survey links
daily, and at the end of the daily survey, we enquire about the
level of privacy each individual had when completing the
survey. These privacy and datafidelity challenges are not unique
to studies with sexual minorities but are experienced by
researchers studying couples, and the concerns about collecting
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independent reports are likely more apparent in daily diary or
EMA studies because of the frequent, repeated assessments in
daily life.

Informational and Training Videos

To our knowledge, this study is one of the first to recruit
same-sex couples for a completely remote Web-based daily
diary collections, and thus, we decided to develop a series of
videosto explain the research. To eval uate the efficacy of these
videos, couples were randomized to either a written-only or a
video+written group to examine whether the videos improve
recruitment, attrition, and/or compliance. The videos are
considered part of the informed consent process and, thus, are
presented before the consent form, allowing us to examine
whether consent rates, study attrition, and compliance with the
study protocol differ by group. Evaluating the added utility (or
lack thereof) of the video instructions for participants in this
way can help to inform the design of future daily diary or EMA
studies that use remote data collection methods with young
adult participants.

Inclusion of Attention Check |tems

As this project relies completely on remote Web-based data
collection, we were concerned that for the longer baseline
survey, participants could begin to respond randomly, without
fully reading each question. To attempt to identify if thisis
occurring, in the basdline survey, we included a series of
attention check items, sometimes called “instructional
manipulation checks’ [95]. These are items embedded in the
larger survey with instructionsto select a particul ar answer (eg,
“Please choose ‘Frequently’”) or questions that have factual
answers (eg, “Which of the following is the largest number?’)
and are similar in format to other items in the survey. The
attention checks are only included in the baseline survey, given
its length (approximately 30 min). The daily surveys are much
shorter (approximately 5 min), so we are less concerned about
maintaining attention, and instead worried that including
attention check items every day could be excessively
burdensome and irritating for participants.

Research shows that including participants who fail attention
checks leads to reduced power to detect study aims [95].
Although some have questioned if the inclusion of attention
checks can adversely affect scale validity, recent studies have
shown that they do not [96,97], and in fact, the inclusion of
attention checks can improve performance on subsequent survey
items [98]. For this study, we are not interested in eliminating
participants who are inattentive but rather helping them to
become attentive. Thus, we introduce to participants in the
survey instructions (and videos) that these attention checks are
embedded to help maintain their attention. Moreover, after
failing an attention check, the survey automatically provides
feedback stating that we detected the participant was not fully
reading the instructions and asking her to respond again. This
feedback is repeated as necessary until she answers correctly.
This type of real-time feedback on attention checks has been
shown to improve subsequent performance [95].
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Future Research Areas

EMA studies of health behaviors[99], aswell as EMA studies
conducted in the context of couples or families (eg, in which
more than one person in a couple/family reports EMA data)
[100], are rapidly increasing in popularity because they can
examine more nuanced associations that consider individual,
dyadic, and contextual variables that may influence behavior
within people and couples over time. Despite growing interest
in daily health factors and related stressors such as minority
stress and alcohol use, research on daily experiences of sexual
minority individuaslagsfar behind [101]. Thereare 2 important
challenges that researchers are facing when conducting this
work. First, as has been discussed at length elsewhere with
respect to health behavior theories [102], existing theories may
need to be refined or redeveloped to be able to guide our
understanding of within-person processes that occur over
relatively short time frames (eg, minutes, days, and weeks).
Minority stress theories, including those that guided the
devel opment of Project Relate [8,9] at times, suggest predictions
that involve within-person processes that may occur over short
time frames but have largely been tested using cross-sectional
designs (testing between-person processes) or traditional
longitudinal designs (testing longer-term  within-person
processes). Project Relate is designed such that it will be able
to test aspects of minority stress theories and presents an
opportunity to extend and refine these theories to further the
understanding of within-person processesin daily life.

A second challenge we encountered when designing Project
Relateistherelativelack of well-established, validated measures
that are appropriatefor daily assessments. In Table 2, we provide
a description of where we adapted measures from, based on
either previous daily diary research with heterosexual couples
or from existing retrospective measures. Importantly for Project
Relate, we were unableto identify ameasure of sexua minority
stress that was appropriate for daily administration and, thus,
created adaily sexua minority stressor measure [41] to usein
this study. The lack of validated measures that are appropriate
for daily or EMA studies highlights the importance for future
work in this areato create new measures.

At present, the ability to provide education, mental health
counseling, and interventions that are optimally effective for
SMW islimited by our lack of understanding of key variables
to incorporate in these efforts. Furthermore, the limited data
available about relationship factors and alcohol use among
SMW are typically derived from 1 respondent who provides
information about herself and her partner. To address this
limitation, our approach requiring both partners to participate
is generating higher quality data on both partners’ affective,
behavioral, and relationship experiences. In addition, we are
including other variables both specific to SMW and heterosexua
couples that may impact hazardous alcohol use. We believe it
iscritical to consider how couple-level dynamics/variablesmay
impact hazardous alcohol use and related issues. In addition,
webelievethat understanding both daily and between-subjects
mechanisms that may increase risk for hazardous alcohal is
critical as is identifying protective factors that may attenuate
this risk. By testing an empirically informed model that
articulates probable within- and between-person factors and
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relationship variables that increase hazardous alcohol use, we  studiesfor SMW and contribute to agoal of the Healthy People
believe this work will provide a necessary intermediary step 2020 initiative to improve the health and well-being of SMW.
toward informing culturally tailored prevention and intervention
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Abstract

Background: Diabetic retinopathy (DR) is one of the most important causes of blindness worldwide, especially in developed
countries. In diabetic patients, periodic examination of the back of the eye using a nonmydriatic camera has been widely
demonstrated to be an effective system to control and prevent the onset of DR. Convolutional neural networks have been used
to detect DR, achieving very high sensitivities and specificities.

Objective: The objective of thisis paper was to develop an artificial intelligence (Al) agorithm for the detection of signs of
DR in diabetic patients and to scientifically validate the algorithm to be used as a screening tool in primary care.

Methods: Under this project, 2 studies will be conducted in a concomitant way: (1) Development of an algorithm with Al to
detect signs of DR in patients with diabetes and (2) A prospective study comparing the diagnostic capacity of the Al algorithm
with respect to the actual system of family physicians evaluating the images. The standard reference to compare with will be a
blinded double reading conducted by retinaspecialists. For the devel opment of the Al algorithm, different iterations and workouts
will be performed on the same set of data. Before starting each new workout, the strategy of dividing the set date into 2 groups
will be used randomly. A group with 80% of the images will be used during the training (training dataset), and the remaining
20% imageswill be used to validate the results (validation dataset) of each cycle (epoch). During the prospective study, true-positive,
true-negative, fal se-positive, and fal se-negative values will be calculated again. From here, we will obtain the resulting confusion
matrix and other indicators to measure the performance of the algorithm.

Results: Cession of the images began at the end of 2018. The development of the Al algorithm is calculated to last about 3 to
4 months. Inclusion of patientsin the cohort will start in early 2019 and is expected to last 3 to 4 months. Preliminary results are
expected to be published by the end of 2019.

Conclusions: The study will allow the development of an algorithm based on Al that can demonstrate an equal or superior
performance, and that constitutes a complement or an alternative, to the current screening of DR in diabetic patients.

International Registered Report Identifier (IRRID): PRR1-10.2196/12539

(JMIR Res Protoc 2019;8(2):€12539) doi:10.2196/12539
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Introduction

Diabetic retinopathy (DR) is one of the most important causes
of blindness worldwide, especially in the most developed
countries [1,2]. Up to 20% of type 2 diabetics have DR lesions
at the time of diagnosis, and after 20 years of evolution of the
illness, >60% of the patients have developed DR. The percentage
of diabetic patients who have never undergone an
ophtha moscopi ¢ expl oration exceeds 30% according to different
studies [3].

DR appears and evolves asymptomatically for years, and it is
inthe early stages (asymptomatic) when thetreatmentsto avoid
vision loss arereally effective. With early detection, DR can be
treated with techniques that have been shown to reduce the risk
of severe vision loss by >90% [3].

Regularly examining the fundus of the eye of known diabetic
patients using a nonmydriatic camera has been widely shown
to be an effective system to control and prevent the onset of DR
[3-6]. Nonmydriatic retinal photography is a good alternative
to direct ophthalmoscopy for the screening of DR; it offershigh
sensitivity and specificity (87% and 97%, respectively),
simplicity of the technique, greater accessibility, ease in the
registration of information (the computerized file that allows
the evolutionary monitoring of the lesions), and better
cost-effectiveness ratio compared with the ophthal moscopy
method with pupillary dilatation [7,8].

On the other hand, in recent years, there has been a substantial
improvement in the field of artificial intelligence (Al) applied
to the classification of medical images through deep learning
techniques using convolutional neural networks (CNNs) [9]. In
some cases, performances comparable to those obtained using
specialist physicians have been reported [10-12]. These CNNs
have also been used for the detection of DR, obtaining high
sensitivities and specificities [13,14] with accuracies of up to
97.71% [15,16]. A recent study has reported a sensitivity and
specificity of 92.5% and 98.5%, respectively. In this study,
85.6% of false-positive cases were due to amisclassification of
mild or moderate DR and 77.3% of all false-negative cases
occurred for undetected intraretinal microvascular abnormalities
[17]. However, none of these algorithms have been devel oped
with a population from southern Europe.

The current state-of-the-art screening for Al systemsfor medical
imageslikethefundusimagesisacombination of Al technology
(deep learning system) connected to a reading center with a
board of retinal expertsto confirm the positive cases diagnosed
by the deep learning system and optimized to achieve high
sensitivities. An Al system incorporated into routine clinical
practice to detect DR is currently being beta-tested by the
Singapore National Diabetic Retinopathy Screening Program
[18,19].

The aim of this study is to develop an Al agorithm for the
detection of signsof DR in diabetic patients and to scientifically
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validate the algorithm to be used as a screening tool in primary
care.

Methods

Study Design

This project will follow a methodology similar to that used by
Li et a [17] and will consist of 2 concomitant studies: In the
first study, we will develop an Al agorithm to detect the signs
of DR in patients with diabetes. The phases of the study are
described in Textbox 1.

The second part of the project will consist of the elaboration of
a prospective study that will alow comparing the diagnostic
capacity of the algorithm with that of the family medicine
physicians and with retina specialists. The reference will be a
blinded doubl e reading conducted by the retina specialists (with
ablinded third reading in case of disagreement in the previous
2 readings). In this way, the results obtained, both by the Al
algorithm and by family medicine specialists, will be compared
using the gold standard (accuracy, sensitivity, specificity, area
under the curve, etc). The inclusion of nurses who received
training in fundus readings will be considered to compare their
diagnostic capacity.

Study Population, Site Participation, and Recruitment

Images for the development of the algorithm will be ceded by
the CHS and will include images from the whole Catalan
population. The prospective study will take placein the primary
care centers managed by the Catalan Health Institutein Central
Catalonia, which includes the counties of Bages, Osona,
Bergueda, and Anoia. The reference population will be the
population assigned to these primary care centers. This
population included about 512,000 people in 2017 [20], with
an estimated prevalence of diabetes of 7.1% [21].

The study period will include 2010-2017 for the devel opment
of the algorithm with Al. The prospective study will begin once
the algorithm is developed and will run until the number of
readings needed is obtained (about 3-4 months).

Conduct of the Study

For the development of the Al agorithm, al fundus images
labeled as DR of patientsfrom primary care centersin Catalonia
between 2010 and 2017 will be included. For the prospective
study, all the images of patients who underwent an eye fundus
examination will be included from the study start period until
the adequate number of patientsis reached.

A high percentage of fundusimages must have sufficient quality;
that is, a 40-degree vision of the central retinawhere at least a
three-fourth part of the optic nerve, awell-focused macula, and
well-defined veins and arteries of the upper and lower arcs can
be seen. Eye fundusimages that do not have adequate technical
quality (dark) or that cannot be evaluated due to the opacity of
the media (eg, for cataracts) will be excluded. Devel opment of
the Al algorithm is explained in Textbox 2.
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Textbox 1. Phases of the first study.

1. Transfer of anonymized retinal images labeled as DR by the Department of Health though the Catalan Health Service (CHS).
2. Evaluation of the quality of the images to discard images of very low quality and evaluation of data distribution.
3. Machinelearning. Iterative process with 2 phases (training and adjustments) until satisfactory results are obtained:
«  Training of the machine with the dataset and obtention of results.
«  Making the necessary adjustments:
« A speciaized engineer from OPTretinawill evaluate the possibility of improving the algorithm and will determine the following:

«  The adjustments that should be made in the design of the neural network (preprocessing, number of layers, optimizer, learning
rate, dropout, batch size, epoch number, etc) that can help improve the algorithm.

«  Themost interesting batch of images that must be revised in order to significantly improve the learning of the algorithm in the
next training. Theseimages areimageswith predictions contrary to labeling (possible mislabeling) and predictions of low confidence
(border cases).

« Retina specialists (collaborators of OPTretina) will review the labeling of all the images selected in the previous step. In the final
phases, up to 3 readings from different retina ophthal mologists may be necessary to reach a consensusin the labeling of border cases.

. Development or installation of the algorithm in the CHS Electronic Medical Records system to be used by family medicine physiciansin
their workplacein real time. Thisintegration is not essential for the realization of the project, but it will start during the development of the
project.

Textbox 2. Development of the artificial intelligence algorithm.

Independent variables:

o (number of) true positives (TPs)

o (number of) true negatives (TNs)
o (number of) false positives (FPs)
o (number of) false negatives (FNs)

Dependent variables:

«  Sensitivity or true positive rate=TP/(TP+FN)
«  Specificity or true negative rate=TN/(TN+FP)
. Accuracy=(TP+TN)/(TP+FP+EN+TN)

« Areaunder the receiver operating characteristic curve: graphic representation that shows the diagnostic capacity of a binary classifier based on
the variation in the discrimination threshold. It is obtained by plotting the sensitivity against (1-specificity) under different discrimination
thresholds.

Data Collection the CHS. OPTretina is experienced in developing Al models
for automatic fundus image classification and is a Spanish

For the development of the Al algorithm, itisnecessary tohave  Agency of Medicines and Health Products-certified medical

the anonymized images with the corresponding label that  device manufacturer.

classifies each image (in one of the classes with which the

algorithm is to be trained). The personnel responsible for

information technology (IT) of the CHS will evaluate the best

strategy for the anonymization and extraction of the images 5 ] .
from the computer systems of the CHS, as well as the will be transferred to the OPTretina serversto befirst analyzed

identification of each image with a unique identifier. On the DY the diagnostic algorithm and then by the retina specialists
other hand, a tabulated file type CSV or TXT will be required who will makethedefmltlvedlagnosus. The person responsi ble
to relate each image identifier with the corresponding O I'T ©of the CHS, together with the technical manager of
classification. The person responsible for IT of the CHS, OPTretina will agree on the best way to transfer these datain

together with the technical manager of OPTretina, will agree & SeCUre manner.

on the best way to transfer these 2 sources of information, ina  Ethical Consider ations
secure way, from the CHS servers to the OPTretina servers
(SSH File Transfer Protocol, external hard disk) depending on
the volume of data to be transferred and the internal policy of

For the prospective study, anonymized weekly fundus data
readings collected by family medicine physician readers of
fundusimagesin Central Cataloniawill be collected. Theimages

We will follow the ethical principles of the Declaration of
Helsinki of 1964 reviewed by the World Health Organization
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in the year 2000 in Edinburgh as well as the Spanish Organic
Law 15/1999 Protection of Personal Data of Character adapted
to the General Regulation of Data Protection. All information
collected will betreated confidentially in strict compliance with
legislation in observational studies.

For the development of the Al algorithm, only anonymized data
will be used to guarantee at all times the confidentiality of the
data shared with the computer systems of OPTretina. Image
property rights will always remain with the CHS. OPTretina
will return the images once the a gorithm has been devel oped.

Our study does not foresee any contact with patients during the
development of the Al algorithm. During the prospective study,
family medicine physicians, who are the regular readers of
fundus images, will not know the determination made by the
algorithm. In thisway, the medical criteria of the family doctor
will bethe usual, without any possibility of interferenceor bias.
During the study, all readings will be blind and independent.
At the end of the study, the results of the evaluations of the
images of the prospective study will be compared with the
readings made by the retina specialists (considered the gold
standard) and analyzed. If any discrepancy is detected that is
potentially dangerous for the patient, the family doctors who
have made the assessment will be informed so that they can
take the measures they consider appropriate according to their
clinical criteria. Thisstudy protocol has been already approved
by the Catalan Ingtitutein Primary Care Research (IDIAP Jordi
Gol) Hedth Care Ethics Committee on 29/06/2018 (code
P18/109).

Statistical Analysis

Sample Size Calculation

For the development of the Al algorithm, it is convenient to
have at least 80,000 fundusimages with adistribution of classes
(classification groups) that have enough examples of each class.
It is recommended that the classes are as balanced as possible
and that the minority group has at least 5000 examples. These
calculations have been made taking into account the available
literature[19] and the conclusions and consensus of specialized
discussion groups such as Kaggle [22], among others.

For the prospective study, we calculated that 1000 consecutive
patients (who meet theinclusion criteria) would be needed. This
number has been calculated taking into account the recent
precedent of scientific evidence accepted by the Food and Drug
Administration in the validation of asimilar algorithm [14,23].

Planned Analysis

When developing the Al algorithm, as explained in the
methodology and design section, different iterations and
trainingswill be conducted on the same dataset. Before starting
every new training, we will use a widely known strategy in
CNN, whereby the dataset is started in 2 groups in a random
way. A group with 80% of the images will be used during
training (training dataset), and the other, the remaining 20% of
the images (validation dataset), will be used to validate the
results of each cycle (epoch). Provided we have alarge dataset,
80% of instances will be enough to avoid variance in parameter
estimation. Using the other 20% for cross-validation will be
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enough to avoid variancein the performance metric. Depending
on the results of the first experiments (training and validation),
we will adjust the 80:20 split ratio. At the end of each epoch,
we will record the values of accuracy and loss, both for the
training dataset and the validation dataset, and will paint a
graphic showing the evolution. Analyzing these graphs, the
engineer will be able to extract very valuable information to
know how many epochswill be necessary, whether thelearning
rate is adequate, whether the phenomenon known as overfitting
is appearing, etc.

With the validation dataset, we will calculate true positives
(TPs), true negatives (TNs), false positives (FPs), and false
negatives (FNs); from there, wewill obtain the confusion matrix
aswell astherest of theindicators that measure the performance
of the algorithm. With amore detailed image-by-image analysis,
the candidate images to be revised in order to improve the
quality of the labeling will be obtained.

During the prospective study, family medicine physician readers
will evaluate the fundusimages as usual and report their findings
in the electronic medical notes. After this, they will upload the
images, together with aunique patient ID, in aWeb application
provided by OPTretina. The uploaded images will then be
avalable for the Al algorithm and for the board of retina
specidlists to perform the corresponding diagnostic and
classification analysis. A blinded double reading will be done
by the retina speciaists with a third reading in case of
disagreement.

Onceal the patientsincluded have been evaluated, all datawill
be exported and linked based on the patient unique I D to analyze
the results and calculate the performance metrics for the
comparisons. Furthermore, we will measure the performance
of the Al algorithm using the public Messidor-2 dataset
(collection of DR examinations). We will again calculate the
values of TR, TN, FP, and FN; from there, we will obtain the
confusion matrix and the rest of the indicators to measure the
performance of the algorithm. Both the agorithm and the
readings made by the team of family medicine physician readers
will be compared with the reference blinded double readings
made by the retina specialists, and the final indicators will be
obtained.

«  Sensitivity or true positive rate=TP/(TP+FN)

«  Specificity or true negative rate=TN/(TN+FP)

»  Accuracy=(TP+TN)/(TP+FP+FN+TN)

- Area under the receiver operating characteristic curve
(AUC)

In cases where the AUC of the algorithm is superior to that of
the specialists in family medicine readers and superior to 0.75,
wewill be able to say that we have obtained a good a gorithm.
The following intervals have been established for different
values of AUC [24]:

+ [0.5,0.6]: Bad test

« [0.6, 0.75]: Regular test

« [0.75,0.9]: Good test

- [0.9, 0.97]: Very good test
- [0.97, 1]: Excellent test
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Results

Cession of theimages began at the end of 2018. Oncethe quality
of the images has been evaluated, we will start with the
development of the algorithm, which is calculated to last about
2 months. Theinclusion of patients in the cohort will beginin
early 2019 and is expected to last 3 to 4 months. We expect the
preliminary results to be published by the end of 2019 and
complete analysis to be published by 2020.

Discussion

Summary

This project offers saveral benefits. First, it facilitates the use
of information and knowledge accumulated in the existing
database available to the CHS and presentation of a success
case of great relevance for similar future projects. Second, other
signs of pathology are also detectable in retinal images, which
opens the door for the development of new algorithms, such as
those for the detection of macular degeneration associated with
age, for suspicion of glaucoma, for presence of nevus and
epiretinal membrane. This may allow, with certain indications
for use, establishment of protocols for screening of general
population or of certain risk groups. Third, so far, no similar
algorithm has been devel oped with a popul ation from southern
Europe. It would be the first time that images taken from local
population from this area are used, giving greater sensitivities
and specificities to our environment.

If the results are found to be satisfactory, they can be used asa
tool to support family medicine physicians' decisions and,
therefore, can save them valuabletime. In addition, if theresults
of the scientific validation are found to be satisfactory, it will
be possible to obtain the CE mark as a sanitary product, which
opens the door for its use as an automatic system that does not
require the intervention of a doctor.

Strengths and Limitations of the Study

The difficulties and limitations that we can expect for this
project are those related to projects of these characteristics:

« Data volume: It is aways difficult to transfer and store
gigabytes of images. We will solve these difficulties by
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hiring Amazon Web Services to obtain the bandwidth and
storage capacity necessary to host the datain a secure and
encrypted manner.

« Necessary graphic processing capacity: The iterative
training of deep neural networks imposes a very important
cost in time and money, requiring special servers with a
graphic calculator capacity of last generation. To mitigate
this limitation, in the preprocessing of the images, the
resolution of the images is reduced (eg, from 2400x2400
pixels to 512x512 pixels), which can cause information
loss. For example, small microaneurysms (characteristic of
incipient DR) cannot be detected in low resolution. With
the available bibliography and with the publications of the
winners of the Kaggle [22] contest, we know that with
512x512 pixels, we can obtain the best results while at the
same time overcoming or adequately mitigating the
limitation of the processing capacity necessary during the
iterationsin learning.

«  Presence of noise (problematic images or incorrect labels)
that makes learning difficult: A certain level of noise has
been shown to be positivein order to obtain amoretolerant
and robust algorithm, in view of the real day-to-day data,
but it is necessary that the noise ratio is low so that this
does not to interfere with the learning of the machine. The
noise comes mainly from the following:

- mislabeled images

- low-quality images (darkness, brightness, contrast, too
much flash, etc)

- presence of artifacts (dirt on the cameralens)

Class distribution: Usually, there are many normal images
and very few of acertain class or group of pathology. This
isone of the main problems presented in the Kaggl e contest
[22]. In our study, we will not have this problem because
we have access to many images labeled with different
grades of DR.

Conclusions

It is possible to develop an algorithm based on Al that can
demonstrate an equal or superior performance (measurable and
comparable) and that constitutes acomplement or an alternative
to the current system based on screening of DR performed by
family medicine physicians.
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Abstract

Background: Despite the enormous number of assistive technologies (ATS) in dementia care, the management of challenging
behavior (CB) of personswith dementia (PwD) by informal caregiversin home care iswidely disregarded. Thefirst-line strategy
to manage CB is to support the understanding of the underlying causes of CB to formulate individualized nonpharmacol ogical
interventions. App- and sensor-based approaches combining multimodal sensors (actimetry and other modalities) and caregiver
information are innovative ways to support the understanding of CB for family caregivers.

Objective: The main aim of this study is to describe the design of afeasibility study consisting of an outcome and a process
evaluation of a newly devel oped app- and sensor-based intervention to manage CB of PwD for family caregivers at home.

Methods: In thisfeasibility study, we perform an outcome and a process eval uation with a pre-post descriptive design over an
8-week intervention period. The Medical Research Council framework guides the design of thisfeasibility study. The data on 20
dyads (primary caregiver and PwD) are gathered through standardized questionnaires, protocols, and log files as well as
semistructured qualitative interviews. The outcome measures (neuropsychiatric inventory and Cohen-Mansfield agitation inventory)
are analyzed by using descriptive statistics and statistical tests relevant to the individual assessments (eg, chi-square test and
Wilcoxon signed-rank test). For the analysis of the process data, the Unified Theory of Acceptance and Use of Technology is
used. Log filesare analyzed by using descriptive statistics, protocol s are analyzed by using documentary analysis, and semistructured
interviews are analyzed deductively using content analysis.

Results:. The newly developed app- and sensor-based AT has been developed and was evaluated until July in 2018. The
recruitment of dyads started in September 2017 and was concluded in March 2018. The data collection was completed at the end
of July 2018.

Conclusions: This study presents the protocol of the first feasibility study to encompass an outcome and process evaluation to
assess a complex app- and sensor-based AT combining multimodal actimetry sensors for informal caregiversto manage CB. The
feasibility study will providein-depth information about the study procedure and on how to optimize the design of theintervention
and its delivery.
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Introduction

Background

The management of dementia is complicated by the presence
of behavioral and psychological symptoms, also referred to as
challenging behavior (CB) [1,2]. CB includes a wide range of
behaviors such as screaming, restlessness, wandering, pilfering,
or hoarding [3]. CB represents a complex construct that results
from the interaction of biological, psychological, and socia
factorsthat areidiosyncratic to the person with dementia (PwD)
[4]. This behavior causes considerable stress for family
caregivers [5] and is one of the most common reasons why
family memberstransfer care responsibilitiesto residential care,
for example, nursing homes [6,7]. Due to the limited positive
effects of psychotropic medications and their tremendous
adverse effects [8,9], individualized nonpharmacological
approaches combining caregiver education and support with
direct intervention for the PwD are the first-line strategies to
manage CB [10,11]. Consequently, the current guidelines on
CB emphasize the importance of describing the behavior and
the context in which behavioral symptoms occur as well as
identifying potential modifiable triggers for CB from which to
derive a treatment plan to address the underlying contributors
[12-14]. Therefore, approaches are needed that include an
assessment of the topography (nature, duration, and frequency),
consequences (safety and stress), and multitude of the possible
bio-psycho-socia causes of CB. Afterwards, the results of the
assessment must be linked to individual interventions in a
meaningful way [15]. To date, systematic approaches
incorporating both the description of the behavior and its
underlying causes and linking the assessment to individualized
interventionsin ameaningful way, especially for the homecare
environment, arerare [15].

Severa widely used instruments are avail able to assess CB such
as the neuropsychiatric inventory (NPI) [16], the
Cohen-Mansfield agitation inventory (CMAI) [17], and in
homecare, the revised memory and behavior problems checklist
[18]. However, the primary focus of these instruments is the
description of the behavior rather than the understanding of the
underlying causes of CB [19]. In the German context, the
Innovative dementia-oriented Assessment system (IdA) is
available, which was originally developed to systematically
guide nursing staff in the description and anaysis of the
underlying causes of CB of nursing home residents [19]. The
theoretical framework of the IdA instrument isthe need-driven
dementia-compromised behavior model [20]. Thereisevidence
that the IdA instrument in combination with dementia-specific
case conferences stimulates self-reflection and externa
reflection about the CB by members of nursing staff [21].
Furthermore, this approach supportsthe nursing staff to describe
the CB and its circumstances more accurately [21]. Although

http://www.researchprotocols.org/2019/2/e11630/

the IdA instrument was originally developed for use in the
nursing home setting, it might also be a useful instrument for
family caregivers in the home care setting. To support family
caregivers in the caring of PwD and the management of CB,
many different approaches have been developed [1]. In this
regard, many studies have highlighted the potential of assistive
technologies (ATS) to support family caregivers [22]. AT isan
umbrella term that describes “a product, equipment or device,
usually electronic or mechanical in nature, which helps people
with disabilitiesto maintain their independence or improvetheir
quality of life” [23,24]. Despite the enormous number and
diversity of ATsin dementia care [24], the technol ogy-based
management of CB is highly underrepresented [25,26]. ATs
combined with multimodal actimetry sensor technology might
provide a promising and innovative addition to the existing
face-to-face approachesfor family caregivers[27,28]. Actimetry
sensors can capture wide facets of CB by measuring
acceleration, movement, rotation, and the location of an
individual . In-depth information about the context in which the
CB occurs can be assessed particularly well by measuring air
pressure, loudness, and light level with actimetry sensors[29].
Although using standardized assessments, these reports are
related to the point of view of the caregiver, whichisinfluenced
by many different factors. These factors can include the
subjective view of the caregiver, the period that the caregiver
and PwD spend together, or even the memory of the caregiver
[30]. In addition, accelerometric measures show associations
between the accelerometric motion score (AMS) and the
physical nonaggressive behavior domain of CMAI [28]. To the
best of our knowledge, there is only 1 Web-based technol ogy,
the WeCareAdvisor, that supports caregivers in analyzing the
underlying causes and management of CB [31]; however, it
does not include the potentia to employ actimetry sensor
technologies. The insideDEM study aims to develop and test
the feasibility of an assistive technology—based intervention
that includes a multimodal actimetry sensor technology for
family caregivers of PwD to understand CB and to manage CB
in the home care environment. The purpose of this paper isto
describethe design of afeasibility study asthe Medical Research
Council (MRC) framework recommendsin the devel opment of
complex interventions. The feasibility study includes outcome
and process eval uations.

Objectives

The primary aim of the outcome evaluation isto test the study
procedure and the practicability of the intervention itself and
to sel ect the appropriate outcomes. The main aim of the process
evaluation isto gain information about the processes of delivery,
the acceptance of the intervention, and the requirements to
optimize the design of the intervention. Both evaluations
contribute to the development of a pilot study and even atrial
on alarger scale [32].
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Table 1. Domains according to the Medical Research Council framework for process evaluation and research questions.

Domain Subdomain

Research questions

A: Implementation of the intervention

Delivery of the intervention to households

Adaptations of the implementation

B: Mechanism of impact of theinterven-
tion

Response or acceptance

Response or acceptance

Unexpected consequences and pathways

Adaptation of the intervention

C: Context of the intervention Ethical evaluation

Social and legal implications

Economic evaluation

Recruitment and reach of households

How were the households recruited for the intervention, and
which individuals received the intervention?

Was the intervention delivered as intended for each of the
households?

What adaptations of the delivery of the intervention are made
during the intervention phase?

How is the acceptance of the caregivers with respect to the
intervention?

How is the acceptance of persons with dementia with respect
to the intervention?

Does the intervention lead to unexpected consegquences and
pathways?

What adaptations of the intervention had to be made during
theintervention?

What are the ethical implications of the assistive technology,
and how are they influencing the design of the ATI2?

What are the legal and social implications of the ATl in the
German context regarding reimbursement by the statutory
health insurance and the regulations of the German Act on
Medical Devices (Medizinproduktegesetz)?

What are the economic implications of the actual effort of the
development, delivery and standard operating costs, and further
costs for realizing a sufficient ATI?

8ATI: assistive technology intervention.

Research Questions

The outcome evaluation is guided by the following research
guestions:

1. What effect doesthe assistive technology intervention (ATI)
have on CB and agitation of the PwD?

2. What effect does the new ATI have on the (1) primary
caregivers skillsto manage the CB of the PwD, (2) quality
of the current caregiving relationship to the PwD, (3)
behavior-related distress, (4) self-perceived health, and (5)
goals of caregiving?

The process evaluation is guided by the following research
questions, which are subdivided into 3 domains (Table 1).

Methods

Study Design and Setting

This prospective exploratory feasibility study isaphase 2 study
according to the MRC framework for the development and
evaluation of complex health care interventions [32,33]. This
study uses apre-post design with an 8-week intervention period,
without a control group. The setting of the study is the home
environment of family caregivers and PwD in the region of
Krefeld, North Rhine-Westfalia (Germany).

http://www.researchprotocols.org/2019/2/e11630/

Eligibility Criteria
Person With Dementia

A PwD isincluded in the study if he or she (1) has either a
documented diagnosis of dementia or a Mini-Mental State
Examination [34] score of 24 or less and (2) shows at |east one
CB according to NPI [35]. The exclusion criteria are a
documented restless legs syndrome (International Statistical
Classification of Diseases and Related Health Problems, ICD
10, G25.81), a Korsakoff syndrome (ICD 10, F10.6 and F11-F
19), or a disorder of adult personality and behavior (ICD 10,
F60.0-F60.9).

Family Caregiver

A caregiver isincluded if heor she (1) isthe primary caregiver;
(2) livesin the same household asthe PwD; (3) provides at | east
4 hourg/day of care; (4) understands, reads, and writes in the
German language; (5) has no visual impairment; and (6) is
willing to use the technol ogy over the course of theintervention

period. Specific competences in the use of any technology are
not required.

Intervention

The new complex ATI for caregiversto manage the CB of PwD
was developed by amultidisciplinary team using auser-centered
design processwith different methods: user workshops, usability
tests, cognitive debriefing, and consecutive expert panels. The
user of the ATl isaprimary caregiver of a PwD. The ATI will
be placed in the homes of caregivers of PwD, and it aims to
support the caregiver in understanding the behavior of his or
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her family member with dementia, in monitoring their behavior,
and in choosing individualized interventions. Moreover, the
ATI should help the caregiver to collect and communicate
information regarding behavior to relevant health care workers.
The ATI consists of different hardware and software components
(Figure 1).

Kernebeck et al

App User Interface

The key component of the AT isan app user interface (AppUl)
with the IdA [19], which was transformed into a digital
app-based version. The AppUl consists of 4 major components
(1-1V), shown in yellow in Figure 2.

Figure 1. Software and hardware components of the insideDEM intervention. GP: general practitioner.

‘ D lof in this proj | Future developments

‘ Home environment of participants

| | Developers and | Health care
professionals

researchers

Caregiver Person with
dementia

Figure 2. Components of the app user interface. GP: general practitioner; PwD: persons with dementia.

Component |. Behavior assessment

Part 1. - Domain 1. Description of the behavior
Assessment of challenging behavior (11 Questions)

Part 2. - Domain 2. Capturing the triggers of the behavior
Cognitive status (9 Questions)
. discomfort (9 Questions)

life (4 Questions)

)

efore the onset of dementia (4 Questions)
esfions)
(5 Questions)

Subcomponent A. Subcomponent B.
Explanation of Textual summary of

assessment parts, the answers from the
domains, and questions assessment domains

Components of the insideDEM app user interface (AppUl)

Component ll. Recommendation

Recommendations after answering the question of the
assessment. Example: How to self manage with certain
behaviors or how to provide a day - structure for the PwD.

To-do list Calendar

Recommendations &
To-do list Calendar view of entries
from Part 1 of Component | -
Example: Talk to the GP Assessment of challenging
about possible side effects behavior
of PwD’s medication
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Component |: Behavior Assessment

This component contains a home care—adapted digital version
of the IdA that is divided into 2 parts with 8 domains
encompassing 55 questions. Part 1. domain 1. description of
the behavior includes 11 questions concerning genera
information on the behavior (description of the behavior,
situation, frequency, occurrence, severity, and context) and the
level of perceived burden [19]. Part 2: domains 2 to 8: capturing
the triggers of the behavior: domain 2 cognitive status (9
questions), domain 3 physical health status and discomfort (9
guestions), domain 4 independence in everyday life (4
guestions), domain 5 communication (5 questions), domain 6
personality and lifestyle before the onset of dementia (4
guestions), domain 7 mood and emotions (8 questions), and
domain 8 environmental influences (5 questions).

In addition, component | includes 2 subcomponents:
subcomponent A, explanation of assessment parts, domains,
and questions and subcomponent B, textual summary of the
collected information.

Subcomponent A isaguiding and educational element of AppUI
intended to lead the caregiver through the assessment process
(introduction to every assessment domain). Every question of
the assessment is accompanied by an on-demand information
button. Thisbutton will provide more detailed information about
the specific topic of a question displayed on a pop-up screen.
This information contains a textual explanation of why the
specific question is important to answer in the context of CB,
and there are examples of how caregivers obtain information
to answer the question. In Subcomponent B, atextual summary
of the information collected is shown &fter the user has
compl eted an assessment domain. The collected dataare dightly
rephrased, and the summary hasto be acknowledged by the user
to ensure its validity.

Component |1: Recommendation

On the basis of the collected information in domains 1 to 8 of
component |, the wuser will obtain individualized
recommendations  for  possible  nonpharmacological
interventions. For example, the assessment containsthe question
“Did you talk to the general practitioner (GP) about possible
side effects of the medication?’ Here, for example, the user
obtains suggestions about important questions for the GP for
the next visit.

Component I11: To-Do List

Theto-do list includes theimportant questions for the GP from
the recommendationsin component |1. Thelist can be accessed
by the user from the home screen.

Component 1V: Calendar

The calendar shows all entries from the behavior assessment
according to the date of the documentation from the user
(component 1).
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Hardware Components and Technical I nfrastructure

Home Server Operating Case

Thedelivery of thetechnical infrastructureis based on amodular
and flexible distributed system architecture to provide a basis
for future enhancements (eg, a more complex integration of
sensor datd). The hardware consists of a tablet personal
computer and asensor bracel et for gathering vital datafromthe
PwD. The data processing (storage, distribution, and signal
processing, which should be emphasized in future projects) is
performed by a dedicated embedded system in the domicile of
the study participants. A central home server is responsible for
gathering data from all clients for observation and subsequent
analysis and to enable further system extensions, for example,
giving accessto external entities such as caregivers and medical
services. Moreover, this server is responsible for maintenance
tasks and the automati ¢ configuration and updating of the client
systems (Figure 1). All involved systems use a message broker
for communications in a secured environment (dedicated
wirelesslocal areanetwork [WLAN] and virtual private network
tunnels) and are accessible to external systemsthrough standard
interfaces. For the delivery of the technical infrastructure, we
developed ahome server operating case that includes the home
server, an independent WLAN router and the capability for all
devices to be charged by the user.

Sensor Bracelet

A sensor bracel et tail ored to the specific needs of theinsideDEM
study has been developed [29,36]. As shown in Figure 3, this
instrument is a watch-like device to be worn on the wrist or
ankle. The bracelet contains numerous sensors to record data
from the PwD and the environment. The sensors, including their
specifications, are listed in Table 2. The bracelet is fully
programmable and is currently setup in such away that it records
the datain amanner that isasdetailed as possible. For example,
accelerometers and gyroscopes record with a sampling rate of
up to 100 Hz. On the basis of Bluetooth low-energy and
dedicated beacons (Texas Instruments CC2650STK, shown in
Figure 4), location information is recorded.

During the study, the bracelet has to be charged through a
Universal Serial Bus connection to the home server. In this
system, the offload manager is used to (1) load the recorded
data from the bracelet, (2) scan the data with respect to
symptoms indicating malfunctioning or an incorrect use of the
sensor, and (3) prepare the bracel et for the next recording on
(cleaning and synchronizing times). As soon as the sensor is
ready for recording (indicated on the display) and detached from
the home server, it starts recording the data, that is, no manual
intervention is needed to prevent loss of data. Therecorded data
are transformed into an activity plot highlighting very active
and very passive episodes. Due to the cognitive decline of the
PwD, the primary caregiver of the PwD must be responsible
for equipping the PwD with the nonintrusive sensor bracelet
and for monitoring its proper functioning on a daily basis.
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Figure 3. Sensor bracelet developed for insideDEM.

Kernebeck et al

Table 2. Sensor modalities and corresponding sampling frequencies recorded by the sensor bracelet.

Sensor modality Frequency of data
3-axis accelerometer 100 Hz

3-axis gyroscope 100 Hz

Skin temperature sensing 50 Hz

Reference temperature sensing 50 Hz

Photopl ethysmography 50 Hz

Bluetooth beacon recording

On every Bluetooth event

The intervention assistants who deliver the ATl to the
participants are trained nurses (later called intervention
assistants) from a day care center of a communal residential
careingtitution in Krefeld, Germany, with longstanding working
experiencein the care of PwDs. Theintervention assistants are
trained in using the ATl and in counseling alongside a
self-devel oped delivery protocol (MultimediaAppendix 1). The
caregivers obtain several in-house trainings (Table 3) and
information sheets with important information about the ATI
and the general study procedure. To manage participant attrition
[37] and to encourage the use of the ATI, family dyads are
visited twice after the first initia in-home visit. A second
in-home visit is conducted in the second week and a third, in
the fourth week with an intervention period at the end. In
addition, intervention assistants provide the opportunity for
individualized in-home visits, which can be requested by the
participants through a telephone support hotline. The
intervention assistants provide first-level troubleshooting for
all technical problems. To provide a standardized process for
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all participantsin the use of the ATI, in this early devel opment
phase, the participants are asked to complete the whole
assessment in component | with all questions at least oncein 1
week. In addition, the participants are encouraged to use the
ATI as often as they feel comfortable doing so. From our
previous study, we have found that most PwDs will have good
compliance regarding the bracelet [29]. We are aware that
wearing adevice can be aburden for the PwD and it might not
be tolerated. Especially during the first in-house face-to-face
training for caregivers (1-1.5 hours), the intervention assistants
will focus on how the bracelet will be tolerated by the PwD. If
there is any sign of burden or extra CB by the PwD before or
during the intervention, we will instruct the caregiver to take
off the bracelet immediately. The ATI can be used without the
bracelet.

Délivery of Intervention

The process of delivery of the ATI is facilitated by different
actions (Table 3).
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Figure 4. Bluetooth low energy beacon (red) and the sensor bracelet.
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Table 3. Components of the delivery of the intervention.

Timeline Elements

Performance of the delivery

Preintervention

Training of the main intervention assistants in the use of the assistive

Project team

technology (2 days and 10 hours)

Preintervention
16 hours)

First week of intervention

Second week of intervention

Fourth week of intervention

Fifth to eighth weeks of intervention

First to eighth weeks of intervention

Counseling training of the assistive technology intervention (2 days and

In-house face-to-face training for caregivers (1-1.5 hours)
In-house visit and supervision of the caregivers

In-house visit and supervision of the caregivers
Additional in-house visits on demand

Telephone hotline for prompt help, leaflet with written instructions

External provider

Intervention assistants
Intervention assistants
Intervention assistants
Intervention assistants

Intervention assistants

Data Collection

Sociodemographic Data

The sociodemographic data of the PwD encompass gender, age,
education, and year of diagnosis of dementia. The severity of
the cognitive impairment is assessed according to the Global
Deterioration Scale [38] at the baseline assessment before the
intervention starts (T0) and after 8 weeks of the intervention
(T1). The use of health care services is assessed with the
guestionnaire for Health-Related Resource Use in an Elderly
Population (FIMA) [39]. This questionnaire includes 29 items
focusing on aspects such as medication, GP visits, and other
health care resourcesin the last 4 to 12 weeks.

For the primary caregiver, the sociodemographic characteristics
include gender, age, education, living arrangement, hours of
care per week, relationship to the PwD, and self-perceived
stability of the care arrangement [40].

In addition to the sociodemographic data, the affinity for using
technology of the family caregiver is assessed with the
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technology affinity questionnaire (TA-EG) a TO. In this
guestionnaire, affinity for using technology is defined as a
personality characteristic that consists of trust in and a positive
attitude and excitement toward the use of technologies (such as
mobile phones and computers) [41]. The TA-EG involves 19
items rated with a 5-point Likert scale covering 4 domains:
excitement related to technol ogy use, self-perceived competence,
perceived positiveimpact, and perceived negative impact of the
use of technology [41]. A higher mean indicatesa higher affinity
for using technology [41].

Outcome Measures

Data on outcome measures are gathered face-to-face by trained
interviewers (researchers of the German center for
neurodegenerative diseases) with the family caregivers at TO
and T1 (Table 4). To provide maximum flexibility according
to the individual needs of caregivers and PwDs, the interviews
are conducted either at home or at the day care center that
recruited the participants.
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Table 4. Datacollection for the outcome study.

Kernebeck et al

Outcome or variable Measurement Number of items Type of variable M easurement
Outcome for the person with dementia
Challenging behavior Neuropsychiatric inventory [35] 12 Outcome TO-T1
Agitation Cohen-Mansfield agitationinventory [17] 29 Outcome TO-T1
Challenging behavior and agitation Sensor data Modalitiesaccord-  Outcome Ongoing
ing to Table 2
Outcomefor caregivers of the person with dementia
Skills to manage challenging behavior Caregiver Assessment of Behavioral Skill 29 Outcome TO-T1
Self-Report [47]
Quiality of the current relationship The Scale for the Quality of the Current 14 Outcome TO-T1
Relationship in Caregiving [43]
Behavior related distress Caregiver distress score from the Neu- 12 Outcome TO-T1
ropsychiatric Inventory [35]
Self-perceived hedth General Health Survey Questionnaire 12 Outcome TO-T1
Short Form 12 [44]
Goadls of caregiving Goal Attainment Scale [46] 1 Outcome TO-T1

Person With Dementia

Challenging Behavior

The CB of the PwD is assessed with the NPI, proxy version
[35]. The NPI assesses the presence, frequency, and severity of
dementia-related behaviorsin 12 different domains: delusions,
hallucinations, depression, anxiety, euphoria, aggression, apathy,
disinhibition, irritability, aberrant motor behavior, problems
with sleeping, and appetite and eating disorders in the last 14
days. Frequency israted on a4-point scale (occasionally, often,
frequently, and very frequently), and severity is rated on a
3-point scale (mild, moderate, and severe) [41]. The total NPI
score will be calculated by adding the first 12 behavioral
domains together. Therefore, we will calculate
frequencyxseverity. A higher score indicates a higher level of
the relevant domain of the NPI.

Agitation

For measurement of agitation, the CMAI [17] is used. The
CMALI covers 29 items, each rated on a 7-point scale, to assess
the occurrence and frequency of agitation (never, lessthan once
aweek but still occurring, once or twice aweek, several times
aweek, once or twice aday, to several times aday, and several

timesan hour [17]). A higher cumulative scoreindicates ahigher
level of agitation.

Family Caregiver

Skillsto Manage Challenging Behavior

Self-reported management skills regarding CB from the
perspective of the caregiver are measured with the German
version of the Caregiver Assessment of Behaviora Skill
Self-Report (CABS-SR). The CABS-SR includes 3 subscales:
general approaches to caregiving (11 items), behavioral
management of skill (17 items), and a single skill item scored
between 1 and 4 as follows: 1=I do not do this very well; 2=l
have some difficulty doing this; 3=I usually do this well; and
4=| do thisvery well. The cumulative score ranges between 11
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and 44, with higher scores indicating higher levels of
self-perceived skills[42].

The Quality of Current Relationship

The self-rated quality of the current relationship between the
caregiver and the PwD is assessed with the scale for the Quality
of the Current Relationship in Caregiving (QCPR), which
includes 14 items scored on a 5-point scale (1: totally disagree;
2: disagree; 3: not sure; 4: agree; and 5: totally agree) [43]. The
total scorerangesfrom 14 to 70, with amedian score more than
42 indicating a better relationship and lessthan 42 indicating a
poorer relationship between the caregiver and the PwD [43].

Behavior-Related Distress

The behavior-related distressis assessed with the distress scale
of the NPI. The distressis rated on a 5-point scale (no distress
to minimal, mild, moderate, moderately severe, very severe,
and extreme distress) [41]. Thetotal distress scoreis generated
by adding the scores of the 12 items from the questions related
to distress [33].

Self-Perceived Health

Self-rated health is assessed with the General Health Survey
Questionnaire Short Form 12 (SF-12) [44]. This instrument
measures 8 different concepts such as physical functioning and
role limitations because of general or physical health problems.

Goals of Caregiving

As standardized assessments often fail to depict the individual
situation of complex care situations and the related problems
[45], we measure the individual goal of caregivers on what
should change in the care situation with the Goal Attainment
Scale (GAS) [46], which has previously been used in
dementia-specific technology studies[25]. At TO, the caregiver
defines the specific goals that he or she would like to achieve
using the AT. To indicate a subjective decrease or increase in
the expected outcomes, numerical weights are assigned to
evaluate goal attainment at T1: more than expected=1, much
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more than expected=2, less than expected=-1, and much less
than expected=-2. Considering that behavioral or health-related
aspects can change rapidly in aPwD, we ask the caregivers at
T1 whether the goals are till relevant.

Recruitment

A convenience sample of 20 dyads (primary caregiver-PwD)
will be recruited face-to-face over a 5-month period. For
pragmatic reasons, we determined the number of participants
based on arealistic estimation of the intervention assistantsin
the day care centers. The intervention assistants from the day
care center who aredelivering the ATI to the home environment
of the dyads are in charge of the recruitment process as well.
In addition, the process of recruitment will be guided by the
research team. The intervention assistants have longstanding
working experiencein the care of PwDsand acloserelationship
with the dyadsto ensure the success of the recruitment. Different
recruitment strategies used are (1) day care center with
intervention assistants as gatekeepers, (2) a second local day
care center as gatekeepers, (3) 2 neurologists as gatekeepers,
and (4) an announcement in the local newspaper, followed by
an open 2-hour information event at one of the day care centers.
As the study will only take place in the home environment of
the caregivers and the PwD, it is not important whether a PwD
isaguest at the day care or not. In case of interest in the study,
the intervention assistants conduct a face-to-face introduction

Kernebeck et al

with individuals and describe the aims, scope, study procedure,
and participation requirements. Simultaneously, the potential
participants receive written information about the study
procedure and the document to give informed consent. After a
minimum period of 7 days, the intervention assistants conduct
asecond detailed face-to-face introduction to receive the actual
consent. Afterwards, the digibility criteriaare determined either
in the care center or at the home of the families. No incentives
are provided to participate in the study.

Process Evaluation

The domains of the process evaluation are guided by the MRC
framework for the process evaluation of complex interventions
[48]. The process eval uation addresses the following domains:
(A) implementation of the intervention, (B) mechanism of
impact of theintervention, and (C) context of the intervention.
Each domain comprises different subdomains (Figure 5), for
which different means of data collections are used.

Domain A: Implementation of the I ntervention

This domain describes the process of recruitment and reach of
households, the process of delivery of the intervention, and
whether any adaptations were necessary according to what was
initialy planned in regard to how to implement theintervention.
This aspect allows us to evaluate whether the implementation
of the intervention was successful and how it possibly impacts
the success of the intervention.

Figure5. Framework of theinsideDEM process evaluation. CABS-SR: Caregiver Assessment of Behavioral Skill Self-Report; CMAI: Cohen-Mansfield
agitation inventory; GAS: Goal Attainment Scale; NPI: neuropsychiatric inventory; NPI-CB: neuropsychiatric inventory-challenging behavior; QCPR:

Quality of the Current Relationship in Caregiving; SF-12: Short Form 12.
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Subdomain: Recruitment and Reach of Households

The process of recruitment and reach is documented in a
standardized handwritten recruitment protocol (Multimedia
Appendix 1). As the intervention assistants are essentially in
charge of the recruitment process, we additionally conduct
semistructured qualitative interviews with them (Multimedia
Appendix 1).

Subdomain: Delivery of the Intervention to Households

The intervention assistants document in a standardized
handwritten delivery and intervention protocol whether all of
the components of the intervention will actually be delivered
to the participants (Multimedia Appendix 1). The protocol is
applied during and after theinitial in-house face-to-facetraining
and is continued throughout the entire 8-week intervention
period. Similarly, in this document, we record the feasibility of
the application of the delivery curriculum. All nonconformities
to the curriculum are documented by the intervention assistants.
In addition, semistructured qualitative interviews are conducted
with theintervention assistantsto review the process of delivery
(Multimedia Appendix 1).

Subdomain: Adaptations of the Implementation

Adaptations of the implementation of the intervention during
the study phase are documented by the intervention assistants
in ahandwritten standardized delivery and intervention protocol
(Multimedia Appendix 1). Furthermore, the intervention
assistants will review the process of delivery after the initial
delivery meeting on an audio recorder to obtain more qualitative
data on the process of delivery (Multimedia Appendix 1). To
monitor the quality of the delivery and to integrate potential
adjustmentsimmediately, adaily meeting among the researchers,
intervention assistants, and developers of the software takes
place in each week of the intervention phase. In addition, after
the intervention, we will conduct semistructured qualitative
interviews with the intervention assistants (Multimedia
Appendix 1) and caregivers (Multimedia Appendix 1) to
eva uate this domain.

Domain B: Mechanism of I mpact of the I ntervention

This domain describes the response and the user acceptance of
the intervention, the unexpected consequences and pathways
of the intervention, and the adaptations of the intervention.

Subdomain: Response and Acceptance

For the evaluation of the user acceptance, Venkatesh's Unified
Theory of Acceptance and Use of Technology (UTAUT) isused
[49]. The UTAUT isahelpful model for analyzing technology
acceptance in the field of dementia[50]. The UTAUT consists
of 6 main variables. performance expectancy (PE), effort
expectancy (EE), socia influence (Sl), facilitating conditions
(FC), intention to use (ITU) and usage behavior (UB). PE is
defined as the degree to which an individual believesthat using
the system will help or improve a certain task. EE is defined as
the degree of ease that an individual associates with the use of
the technology. Sl is defined as the degree to which the user
perceives that other important persons believe that the user
should use the technology. FC is defined asthe degreeto which
an organizational or technical infrastructure is available to
support the use of the technology. In addition to acceptance,
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any unexpected consequences of using the AT are assessed.
ITU isdefined as “the degree to which aperson has formul ated
conscious plansto perform or not perform some specified future
behavior” [51], and UB describes the characteristics of use of
the AT. Thefirst 4 variables are moderated, in turn, by gender,
age, experience, and voluntariness of use [49]. Information on
the acceptance of the intervention from different perspectives
is collected using quantitative and qualitative approaches. The
Technology Usage Inventory (Multimedia Appendix 1) is a
standardized questionnaire based on, for example, the UTAUT
to evaluate the acceptance of new technology. It contains 30
items covering dimensions such as ITU, accessibility,
user-friendliness, and usefulness. Higher scoresin each domain
indicate ahigher level of acceptance. To assess system usability
and the overall user experience and to adjust the user scenarios,
we use the User Experience Questionnaire (UEQ) (Multimedia
Appendix 1). The UEQ includes 26 pairs of opposite adjectives
describing the attributes: attractiveness (6 pairs), perspicuity (4
pairs), efficiency (4 pairs), dependability (4 pairs), stimulation
(4 pairs), and novelty (4 pairs); each pair is rated on a 7-point
scale (from =3 to +3). A product with a highly rated usability
is effective, efficient, and satisfying for the user and his or her
needs. We administer the UEQ after thefirst use of the ATI and
after the intervention period at T1. In addition, we assess the
log files of the users app navigation and the overall UB
characteristics via log files (Multimedia Appendix 1). The
variables of interest are the time spent on apage, the time needed
for the major tasks, the number of reverse navigations, the
number of completed assessments (intervention component 1),
the number of documented behaviors per intervention period
and per week (intervention component 1), the number of
displayed texts clicked per assessment question and the time
spent on aspecific text page (subcomponent A), and the number
of user comments. Finally, we conduct qualitative semistructured
interviewswith the caregivers and intervention assi stants based
on the UTAUT (Multimedia Appendix 1), which will provide
in-depth information on the reasons for using the ATl and
further factors influencing its acceptance. To assess the
acceptance of the ATI by the PwD, we use the caregiver as a
proxy informant and the qualitative semistructured interviews
with the intervention assistants (Multimedia Appendix 1). The
duration of time the bracelet was actively worn is collected via
log files (Multimedia Appendix 1).

Subdomain: Unexpected Consequences and Pathways

The semistructured interviews with the caregivers and the
intervention assistants are analyzed regarding any unexpected
consequences (Multimedia Appendix 1). Moreover, data from
the delivery and intervention protocol aswell asfromthereview
the process of delivery are used (Multimedia Appendix 1).

Subdomain: Adaptations of the I ntervention

With respect to the intervention’s adaptions, we distinguish
between technology-external and technology-internal factors.
Technology-internal aspectsinclude bug fixes, periods of down
time, and content changes during the intervention phase.
Technology-external aspects include the counseling activities
of the intervention assistants and the number of visits. The
information source is the delivery and intervention protocol
(Multimedia Appendix 1) and the semistructured qualitative
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interviews with the intervention assistants (Multimedia
Appendix 1).

Domain C: Context of the | ntervention

This domain describes any contextual factor that is external to
the intervention and that potentially influences the impact of
the intervention. In this study, we focus on ethical, social and
legal, and economic implications (ELSIs).

Subdomain: Ethical Evaluation

The ethical evaluation is conducted in aworkshop based on the
model for the ethical evaluation for social-technical
arrangements (MEESTAR) [52], including significant
stakeholders, project partners, and members of the advisory
board (Multimedia Appendix 1).

Subdomain: Social and Legal I mplications

Expert interviews will be conducted to evaluate the social and
lega implications and the perceived acceptance of the
intervention in the field of home care (Multimedia Appendix
1). The expertsrepresent different areas of the health care system
such as medica device regulation (Medizinproduktegesetz),
statutory health insurance companies, GPs, and home health
care providers. As they play a mgjor role in dementia care as
gatekeepers for new technologies, we will conduct
semistructured qualitative interviews with GPs and nurse
managers of home health care providersin the home care setting
(Multimedia Appendix 1). Theaimisto assesstheir perspectives
and attitudes regarding the use of the new ATI.

Subdomain: Economic Evaluation

Theindividua costs of the deployment, delivery, and standard
operation of the ATI are calculated and described separately in
an economic evaluation. Subsequently, a comparison of all
originating costsis performed (Multimedia Appendix 1).

Ethical Approval

The Ethics Committee of the German Society of Nursing
Science approved the design and the study protocol in March
2017 (application number 17-004).

Data Analysis

In this section, we describe the data analysis for the outcome
evaluation and the process eval uation separately.

Outcome Evaluation

The outcome dataare analyzed by applying descriptive statistics
(means, SDs, and counts) relevant to the individual assessment.
The Kolmogorov-Smirnov test is used to determine whether a
sampleisnormally distributed [53]. After determining whether
the related outcome samples of each assessment are normally
distributed, we compare the 2 samples from TO and T1 and
analyzethe differences between the 2 datasets. For non-normally
distributed samples, we apply a Wilcoxon signed-rank test, and
for normally distributed samples, a dependent-sample t test.
Nominal data are compared with a chi-square test. For all
guantitative data analyses, we use IBM SPSS Version 21. The
significance level is set to 5%.
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Onthebasis of the recorded datafrom the sensor bracelet, AMS
[28] is computed; this score can be used to capture the overall
activities of the PwD.

Process Evaluation

Descriptive statistics are applied to all quantitative data
(Multimedia Appendix 1) and for al relevant log files
(Multimedia Appendix 1). We compare the baseline
characteristics of the quantitative data with the characteristics
atT1.

All semistructured qualitative interviews (M ultimedia A ppendix
1) are transcribed into digital versions and subsequently
analyzed by applying content analysis [54]. The handwritten
recruitment protocol and the handwritten delivery and
intervention protocol (Multimedia Appendix 1) are analyzed
by using documentary analysis[55]. Theresults of the workshop
based on the MEESTAR model are summarized in aworkshop
report (Multimedia Appendix 1).

Results

The newly developed app- and sensor-based AT has been
devel oped and was evaluated until July in 2018. Therecruitment
of dyads started in September 2017 and was concluded in March
2018. Thedatacollection was completed at the end of July 2018.

Discussion

The management of CB isahighly individual and complex task,
and it poses a significant psychological and physical burden to
the PwD and his or her caregivers [5]. To the best of our
knowledge, the insideDEM technology is one of the very few
exampl esto support the process of understanding the CB of the
PwD viaan ATI. In fact, to the best of our knowledge, thereis
no comparabl e technol ogy that encompasses the functionalities
of a caregiver assessment and a sensor assessment of the CB,
guestions that reflect possible factors influencing the CB, and
the provision of recommendations to support caregivers to
manage the CB of the PwD. In our view, it is important to
evaluate the factors that shape the acceptance of the ATI from
different perspectives as early as possible in the devel opment
of an ATI. This perspective is based on the assumption that
acceptance isanecessary but not sufficient factor for evaluating
the effectiveness of complex interventions [56]. The feasibility
study will provide useful information on how to shape the
intervention and the overall study procedurefor trialsat alarger
scale. In the context of this study, understanding the delivery
and use of the ATI in the real-life context of PwDs and their
caregiversisindispensable.

A possible weakness of this study is that it is more likely that
healthier and more motivated participants will take part in the
study, which could possibly limit the results and transferability
of theresultsfor larger trials. A main concern isthat the results
could lead to an overestimation of the factors shaping the
acceptance of the technology because of the participation of
motivated and healthier participants. In addition, study attrition
is a main concern, despite our strategy to mitigate this issue.
Nevertheless, wethink that the close and flexible support of the
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intervention assistants and their years-long experience in
dementia care will lower this effect.

Before it is even possible to design a high-quality randomized
controlled trial for thisintervention, the process eval uation will
provide valuable information for further steps of development
by including the results of theintervention phase and the EL Sls.
An important part of the ELSI criteria is the ethical aspects

Kernebeck et al

entailed in an ATI. Assistive systems may affect values such
asindependence or privacy and create tensionswith other values
such as safety or health. Moreover, different stakeholders hold
different values, which further complicate the matter.
Specifically designed for ATs, the model for the ethical
evaluation of sociotechnical arrangements, MEESTAR [52],
provides a suitable framework, alowing a normative ethical
orientation in the design of an ATI.
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Abstract

Background: This study aimsto examine the adaptive process of children and mothers from multistressed |ow-income families
in Singapore. It aimsto bridge the knowledge gap | eft by existing poverty studies, which are predominately risk focused. Through
a sequential longitudinal mixed-methods design, we will differentiate children and mothers who demonstrate varied social,
developmental, and mental health trajectories of outcomes. Through utilizing the Latent Growth Curve Model (LGCM), weaim
to detect the development and changes of the positive Family Agency and adaptive capacities of these families over time. The
construct of Family Agency is underpinned by the theoretical guidance from the Social Relational Theory, which examines child
agency, parent agency, relational agency, and the interactions among these members. It is hypothesized that positive Family
Agency within low-income families may lead to better outcomes. The key research questionsinclude whether the extent of positive
Family Agency mediates the relationship among financial stress, resource utilization, home environment, and parental stress.

Objective: The study elucidates the Family Agency construct through interviews with mother-child dyads. It also aims to
understand how financial stress and resources are differentialy related to home environment, parent stress, and parent and child
outcomes.

Methods: In phase 1, 60 mother-child dyads from families receiving government financial assistance and with children aged
between 7 and 12 years will be recruited. In-depth interviews will be conducted separately with mothers and children. On the
basis of 120 interviews, a measurement for the construct of Family Agency will be developed and will be pilot tested. In phase
2a, alongitudinal survey will be conducted over 3 time points from 800 mother-child dyads. The 3 waves of survey results will
be analyzed by LGCM to identify the tragjectories of adaptation pathways of these low-income families. In addition, 10 focus
groups with up to 15 participants in each will be conducted to validate the LGCM resullts.

Results: This project isfunded by the Social Science Research Thematic Grant (Singapore). The recruitment of 60 mother-child
dyads has been achieved. Data collection will commence once the amendment to the protocol has been approved by the Ingtitutional
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Review Board. Analysis of phase 1 data will be completed by the end of the first quarter of 2019, and the first set of resultsis
expected to be submitted for publication by the second quarter of 2019. Phase 2 implementation will commence in the second
quarter of 2019, and the project end date isin May 2021.

Conclusions:  Findings from this study can potentially inform social policy and programs as it refines the understanding of
low-income families by distinguishing trajectories of adaptive capacities so that policies and interventions can be targeted in

enhancing the adaptive pathways of low-income families with children.

International Registered Report Identifier (IRRID):

(JMIR Res Protoc 2019;8(2):€11629) doi:10.2196/11629

PRR1-10.2196/11629

KEYWORDS

low-income families; family agency; adaptive pathways; trajectories

Introduction

Background

The Singapore government has, in recent years, shifted its
policies aiming to rectify the trend of income divide and make
Singapore a more inclusive society. This is reflected in the
national budget in the past decade [1], introducing an increased
number of redistributive measures of wealth to families from
the lowest stratum. These include Workfare, which was
implemented in 2007, ComCare—a government-funded
short-term financial assistance schemeintroduced in 2005— as
well asprogressivetax rebates and utility subsidies[2]. Together
with civic charity efforts through nonprofit organizations [3],
there are initial signs of narrowing of the rapid income divide
as reflected in dlightly declined Gini coefficient ratesin recent
yearsfrom apesak in 2007 [4]. Such interventions may avert the
potential formation of an underclass as warned by some
economists [5]. This shift in the government’s fundamental
approach to poverty and welfare should be acknowledged as
crucial steps toward socia inclusion, preventing a weakening
of social cohesion and the consequent wide range of socidl ills
if inequality grows unchecked [6].

Little is known, however, as to whether the new redistributive
schemes have strengthened the organic adaptive capacities of
the lowest quintile (bottom 20%) of households. In an attempt
to bridge this gap, this proposed study seeksto examine adaptive
microprocesses and approaches that |ow-income families used
in their daily interactions and transactions to navigate the
challenges and new redistributive opportunities in coping with
financial constraints. This proposed study aims to advance the
construct of family adaptation using an innovative perspective
posited by the Social Relational Theory (SRT) [7]. SRT is a
dynamic systems framework used in studying family dynamics
asit pertainsto children’s sociaization and development. SRT's
core constructs, which emphasize that family members, both
children and parents, are active agents. The construct of Family
Agency is conceptualized as the agency of family members
acting individually on behalf of the family or collaboratively
to manage their financial challenges. It is hypothesized that
positive Family Agency mediates the financial difficulties and
outcomes. In other words, familieswith positive Family Agency
are better able to managethefinancial challengesthey face that
result in better social, emotional health, and mental health
outcomesfor children and mothers of theselow-incomefamilies
[8-11].

http://www.researchprotocols.org/2019/2/e11629/

Some of the dynamic constructs of Family Agency can betested
using existing instruments: children as agent in poor families
by Children’s Family Influence Behavior [12], relational agency
between family members in dealing with poverty by Influence
in Families Questionnaire [13], and Network of Relationships
Inventory [14]. The dimensions of Family Agency that lack
existing instruments as proxy include children’s contributions
to their families and the bidirectional influences between
mothers and children that enhance Family Agency. These
dimensions will be distilled from in-depth observations of
low-income families in Singapore in phase 1 of this proposed
study. We will then formulate measurement items that will be
the best proxy for these constructs.

Impact of Poverty on Children and Families

Economic deprivation is 1 pervasive environmental factor that
cuts deeply to affect families and children in diverse ways. An
overview of the literature suggests that families with low
socioeconomic status do not only face significant physical and
mental risks but also expose their children to various
developmental vulnerabilities that have come to predict their
developmental trajectories in major domains of functioning:
physica and mental health, educational performance and
achievement, emotional and behavioral well-being, as well as
executive function and social competence[15-18]. These effects
are cumulative, pervasive, and can impact one’s life course in
thelong run and possibly transmitted intergenerational ly [15,19].

Chronic economic strain influences children’s future life
experiences and outcomes [17,20]. Research has shown that
families with fewer economic, educational, and psychological
resources are less able to provide a home environment that
supportstheir children’'s cognitive growth and devel opment and
prepare them for school [21,22]. Theincome effect isapotential
mediating or moderating pathway through the materials and
services parents provide for their children [19].

Economically deprived families are often compounded by
attendant life stressors such as poor housing, chronic
unemployment or unstable employment, single parenthood,
teenage pregnancy, family violence, parental incarceration, and
family members' physical or mental healthissues[15,19,23,24].
Parenting stress arising from these compounded stressors then
mediates the effects of poverty on child adjustment [25,26]. A
recent Singapore study [27] concurs with major studies that
show poorer mental health conditions by primary caregivers
compared with those of the typical population. Between 14%
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and 31% reported severe to extremely severe scores measured
with the Depression, Anxiety and Stress Scale (DASS) [28],
above the reported national statistics of 10% for depressive and
anxiety disordersin Singapore.

A body of research has built up to reveal the long reach of
poverty on the psychological well-being of parents, particularly
with mothers and in relation to maternal depression, and on
specific coping styles[29]. However, the challenge remains for
researchersto isolate the respective contribution of the families
impoverished experiencesto their state of well-being when these
poverty-related forcesimpinging on their lives are dynamic and
interactive in nature. Socioeconomic disadvantage in childhood
is evidently related to both immediate and persisting
impairments in mental health and well-being [23,30]. Family
processes and family stress models have shown children and
adolescents who grow up in families in poverty to have both
more internalizing and externalizing symptoms compared with
their peersraised in more affluent families[31]. The level and
stability of family income have distinct effects on family
functioning and children’s well-being [32,33].

Aims of This Study
The study aims to examine the following research questions:

1. To elucidate the Family Agency construct through
interviews with mother-child dyads (qualitative data).

2. How are financia factors, including financia stress and
resources, differentially related to home environment, parent
stress, and parent and child outcomes?

3. Does Family Agency mediate the relationship between
financial stress, internal and external resources, and home
environment, which result in better parents’ and children’s
outcomes?

4. Are there subgroups of children with distinct trgjectories
in terms of the levels of positive Family Agency perceived
by the participants? How do they differ in terms of home
environment and parent stress factors? Are there
significantly different outcomes experienced by the children
in each subgroup over 3 time points? Do the family
outcomes differ significantly?

5 What is the strength of the relationships among financial
stress, internal and external resources, home environment,
parental stress, and outcomes according to gender and
ethnicity?

6.  What are the characteristics of the microagentic processes
and the dynamics of intersections between familiesand the
external ecological environment among families with
positive children, parents, and family outcomes based on
2 SD above mean versus with outcomes 2 SD below mean
scores?

Methods

Overview

Thisstudy will employ asequential longitudinal mixed-methods
design, which consists of 2 phases of data collection. In phase
1, in-depth interviews will be conducted with 60 mother-child
dyads. To examine the adaptive processes of different families
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facing financial stress, maximum variant sampling criteriawill
be utilized to include (1) ethnicity (the 3 major ethnic groups
of Chinese, Maays, and Indian families); (2) genders of
children; and (3) family types: intact, single parent, and
stepfamily. The mothers and children will be asked to describe
their relationship with one another and share with the
interviewers' things that worry them the most and how they
formulate solutions to these challenges. On the basis of the
results from the 120 interviews, the team will operationalize
and devel op measuresfor the construct of Family Agency guided
by the SRT.

In phase 2 of the study, we collect repeated measures
longitudinal survey dataover 3 time points. A total of 800 pairs
of mother-child dyads with children aged between 7 and 12
yearswhose familiesarereceiving ComCarefinancial assistance
will beinvited to participate in this longitudinal study. Phase 2
tests the conceptua framework of this proposed study, built on
known risk factors of children growing up in families facing
financial stress, together with the measurements of Family
Agency developed in phase 1. On the basis of the findings of
the longitudinal data, 10 focus groups discussions with up to
15 participantsin each group will be held after each preliminary
data analysis is completed to validate the findings. These 150
participants will be drawn from the participants of phase 2a of
this study.

Figure 1 gives an overview of the data collection methods that
will be used in this study.

Ethics

Thisstudy has been approved by the Institutional Review Board
at the National University of Singapore (S-18-003).

Participants

Singaporean families with 1 or more children aged between 7
and 12 years and currently receiving government financial
assistance are eligible to participate in this study. The mother
and 1 child within the mentioned age range will be recruited
from each participating family. To examine the adaptive
processes of different familiesfacing financial stress, maximum
variant sampling criteriawill be utilized to include (1) 4 major
ethnic groups: Chinese, Malay, Indian, and others; (2) both
genders of children aged between 7 and 12 years; and (3)
different family types: intact, single parent, and stepfamily.

Recruitment Process

Phase 1

The officers from the Ministry of Social and Family
Development will identify recipients of ComCare financial
assistance that fit into the recruitment criteria. A letter of
invitation to participate in this study has been sent out to all
these families. To expedite the recruitment process, 2 part-time
research assistants (RAs) have been hired to tel ephone potential
participants from the sampling list to attain the desired sample
size. In addition to phone calls, the RAs will make home visits
to potential participants by knocking on doors during the
recruitment.
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Figure1l. Schematic design.

Phase 1
Qualitative in-depth
interviews (purposive

Qualitative Results
and development of
measurement for
Family Agency

Verbal consent will first be obtained when the familiesindicate
interest to participate. Written consent will be obtained from
both mother and child when the researchers visit the families.
The RAs will also spend time to break the ice and build trust
with the participants. The child and mother dyad will be
interviewed separately. Children and mothers will be assured
that the information provided by one party will not be disclosed
to the other to maintain confidentiality.

Phase 2a

Approximately 800 mother-child dyads from the same source
will be sampled, based on the expected correlation of the
variable (p), type 1 error, power, extent of measurement errors
(6), within-subject variance (s,), and the smallest meaningful
differences are set at 0.6, 0.05, 0.8, 0.8, 0.6, and 0.05,
respectively. This sample size is based on longitudinal sample
size consideration [34]. Survey interviews will be conducted

http://www.researchprotocols.org/2019/2/e11629/

XSL-FO

RenderX

Longitudinal
survey (T1)

Goh et al

Phase 2
Longitudinal survey over 3 time points

Longitudinal
survey (T3)

Longitudinal
survey (T2)

FGDs
Analysis of
extreme
cases— (10
FGDs % 15
each =150)

with the same sample at 3 different points in time with a
6-month interval between waves of data collections. The
feedback from review panel has been provided as Multimedia
Appendix 1. Theresearcherswill visit the mothersand children
of the families to obtain consent. They will be informed that it
is a 3-wave data collection with intervals of 6 months, and the
sameinterviewer will be conducting the 3 waves of survey with
the same families to facilitate building trust and rapport. To
minimize attrition rates, tokens of appreciation will be presented
to the mother and children after each wave of survey completion.
The RAs will also send festive greeting cards to keep in touch
with the participants. The mothers and children will aso be
informed that at the end of the 3 waves of survey, they may be
invited to focus group discussions (FGDs) to provide inputs to
the analysis of the findings. They are considered the experts of
their own lives and are in the best position to validate the
findings.
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Phase 2b

After theinitial dataanalysisof phase 2a, the major trgjectories
of adaptive behaviors will be identified among the samples.
According to the trgjectories identified, focus groups will be
formed. From the original sampled families, the research team
will invite participants from similar trajectories (outcome
measures) for the specific focus groupsto collect their input for
theanalysis. It is estimated that up to 150 participants will take
part in the focus groups.

M easures

For covariates including gender, ethnicity, citizenship, and
educational levels of mothersand children, ademographic form
will befilled in to capture the basic information. The antecedents
include the financial stress and resources of the family, which
will be measured by the Economic Hardship Questionnaire[35]
consisting of 12 items focusing on financial conditions
experienced by the family in the past 6 months and family
resilience, which will be measured by the 10-item Family
Hardiness Scale [36]. The construct refers to the interna
strengths and durability of the family unit and is characterized
by a sense of control over the outcomes of life events and
hardships, aview of change as beneficial and growth producing,
and an active rather than passive orientation in adjusting to and
managing stressful situations. Intermediary constructs include
Family Agency, which will be measured by the scale we would
develop in phase 1; Parents' Efficacy measured by the Adult
Hope Scale-12 items[37]; Children’s Efficacy measured by the
Children Hope Scale consisting of 6 items tapping agency and
pathways of agency [38]; and Home Environment construct
measures how familiestap on resources within the home, which
serves as sources of strength and support to itsfamily members.
Thisis measured by the Family Environment Scale[39], which
has 45 items measuring 2 dimensions of family relationships
and systems maintenance. Outcome variablesinclude Children’s
outcomes, which is measured by the Behavior Assessment
Systemfor Children [40] and self-assessment of health condition
using EQ-5D-Y [41]. Parents’ Outcomes will be measured by
the DASS [42], which examines parent health by assessing the
extent to which parents experience life stresses, particularly
under economic stress, and Brief COPE Scale [43], consisting
of 28 items assessing specific adaptive and maladaptive coping
strategies and EQ-5D [41].

These scales are selected asthey have been used by researchers
examining low-income families. This will facilitate the
comparison of results. We will conduct separate Confirmatory
Factor Analyses to validate the a priori factor structures of all
measures. All the scaleswill betrandated into Mandarin, Malay,
and Tamil as we expect a good proportion of the families from
different ethnic groupsto be more conversant in these languages.
The constructs will be measured with self-reporting
guestionnaires to be completed by parent and child. The
guestionnaires used in this study have been provided as
Multimedia Appendix 2.
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Data Analysis

Data Analysis Plansfor Phase 1

The data analysis at this phase aims to stay close to the data,
which arealow-level interpretation with the goal to understand
the latent variables closely related to the construct of Family
Agency. Thematic coding will be performed on al the
transcripts of the semistructured interviews with the aid of
qualitative software QSR Nvivo 11. Quasi-statistical analysis
methods will be used to summarize data with descriptive
statistics for concept clarification on the construct Family
Agency and instrument development.

Data Analysis Plansfor Phase 2a

Sequential Equation Model (SEM) will be used to analyze the
data collected at the 3 time points. The estimated coefficients
of SEM will provide the magnitudes of the level of influences
on the various constructs on child and family outcomes.
Descriptive statistics such as Pearson correl ational analyseswill
be carried out to examine the degree of association of financial
stress, internal and external resources, home environment,
parental stress, and the 2 outcomes, breakdown by gender and
ethnicity by chi-square. As gender and ethnicity are discrete
variables and the number of groups is relatively small,
multiple-group longitudinal SEM will be carried out to test
whether the regression coefficients differ for gender and
ethnicity. Factorial invariance across groups will be examined
before proceeding with multiple-group longitudinal SEM. The
existence of different trajectoriesin these low-income families
will be examined using the Latent Growth Curve Model
(LGCM) to find out whether heterogeneity exists for the
families. Factor scores will be generated for the dimensions of
the Family Agency construct over the 3 waves. The mediating
role of Family Agency will beinvestigated in 2 ways. First, path
analysis approach using SEM will be used to examine the fit
between Family Agency as an intermediate between financial
stress “and” or “or” resources. Model fit will be examined by
the Root M eans Squared Error of Approximation, Comparative
Fit Index, Akaike' sinformation criterion, and Bayesinformation
criterion. Evidence of a mediating role of Family Agency will
be defined by statistically significant (P<.05) coefficients for
paths between independent variables (financia stress and
resources) and Family Agency and between Family Agency and
the dependent variables (child outcome and parent outcome).
Second, if statistically significant paths are identified, the
potential causal role of Family Agency will be investigated via
a doubly robust propensity score approach, inverse
probability-weighted regression adjustment [44,45]. Briefly,
the approach proceeds as follows: the proportion of the total
effects of the independent variables because of controlled direct
effectsand natural indirect effects (as mediated through Family
Agency) will be estimated using a system of 2 multivariable
logistic regressions (1 for the mediator and 1 for the outcome)
weighted by the joint inverse probability of the independent
variable and mediator (Family Agency). These equations will
be used to predict outcomes under different levels of treatment,
with the difference between predicted outcomes providing
estimates of the direct and indirect effects using regression
adjustment. These methods are shown to be doubly robust to
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misspecification of either the exposure or outcome models and
thus less vulnerable to residual confounding [46]. As Family
Agency may also modify the relationship between independent
variables on outcomes, we will also investigate the presence of
interaction in estimated mediation models [44].

Phase 2b: Focus Group Discussions

On the basis of these identified trgjectories, qualitative data
through FGDs (n=10) will be used to conduct contrasting case
analysis. Moreover, 2 FGDs for each trgectory will be
conducted separately with children and mothers (2 FGDs x 5
trajectories=10 FGDswith up to 15 members each) and will be
used to closely examine the contrasting family processes
between highest and lowest score cases. Group comparisons
across ethnicities, family types, and family size among the
positive deviance sample will be examined.

Sample Size and Power Calculations

Sample Size Justification for Longitudinal Survey Data

A total of 800 children aged between 7 and 12 years and their
mothers matching the sampling criteria stated in phase 1 will
beinvited to participate. The sample size of 800 isbased on the
degree of accuracy of 0.034 [47]. Survey interviews will be
conducted with the same sample at 3 different points in time
with 6-month interval s between waves of data collections. This
sample size of 800 is based on longitudinal sample size
consideration [43]. The expected correlation of the variable (p),

type 1 error, power, extent of measurement errors (o),
within-subject variance (s,2), and smallest meaningful difference
(d) are set at 0.6, 0.05, 0.8, 0.8, 0.6, and 0.05 respectively.

Package R longpower, liu.liang.linear.power function, is used
to calculate the sample.

Phase 1: Sample Size n=60 (Mother-Child Dyads)

This phase aims to obtain an intimate understanding of the
microprocesses of low-income families. A total of 60 mothers
and children will beinterviewed separately with asemistructured
guide. Children should be aged between 7 and 12 years and
their families should be current recipients of financial aid from
ComCare.

Goh et a

Phase 2a: Sample Size n=800 for 3 Waves of Surveys

Children (n=800) together with their mothers (n=800) who
fulfill the sampling criteria stated in phase 1 will be invited to
participate. Survey interviewswill be conducted with the same
sample at 3 different points, with a 6-month interval before the
next wave of data collection. The sample size determination
has been provided in Table 1.

Calculation for sample size has been illustrated in Figure 2,

where s is the required sample size; X? is chi square for df=1
(3.841); N is population size; p is population proportion
(assumed 0.5); and d is degree of accuracy expressed as a
proporation.

Strategies to Minimize Attrition Rates

One of the biggest challengesin collecting longitudinal datais
the loss of contact over several time points, which will
compromise the validity and integrity of the study [48]. A
2-pronged protocol will be employed in this proposed study to
minimize dropout.

Prong 1: Researcher-Oriented Strategies

The 800 child-mother dyads will be interviewed by 40 trained
interviewerswho will follow the samefamilies over the 3 waves
of interviews. Each interviewer will follow up with 20
child-mother dyads. All interviewers have to undergo intensive
training in engaging low-income families, rapport building,
interview skills, interview ethics, role playing, handling
confidentiality, and cultural sensitivity, conducted over 3
weekends (15 hours in total). Systematic training manual
documenting the protocols will be utilized to guide the
interviewers.

Prong 2: Participant-Oriented Strategies

In the 6-month gap between the waves of the interviews, the
interviewerswill make 1 call to each family per month and send
festive greeting cardsto keep in touch. Thetoken of appreciation
per dyad isincremental across progresstime pointsto incentivize
the participants to stay in the study. Nevertheless, the overall
dropout rate is estimated to be 10 + 5% [49]. The statistical
difference between lost-to-follow-up dyad and those remaining
in the study will be assessed using appropriate methods (eg,
chi-square), regarding input/outcome variabl es pertinent to the
objectiveshypothesis of this study.

Table 1. Sample size determination based on degree of accuracy and population size.

Particular Population (n=10,000) Population (n=20,000)
Degree of accuracy 0.033 0.034
Sample size 810 798
Figure 2. Calculation of sample size.
2
o xNpll-p)

d*(N-1)+ 7’ p(l-p)
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Results

Phase 1 recruitment has achieved the planned 60 dyads as on
October 1, 2018. Interviews will start in November 2018 and
continue until February 2019. The development of the
measurement scale for the Family Agency construct will be
devel oped and pil oted between March and May 2019. Moreover,
3 waves of survey will beimplemented between May 2019 and
July 2020. Dataanalysiswill be performed for every wave. The
statistical analysis to identify the trajectories of adaption will
take place concurrently. FGDswill beheld in August 2020. The
final analysis and integration of results will be carried out by
the research team between September 2020 and January 2021.
Theseresultswill bewritten for publications between February
and May of 2021 before the project concludes.

Discussion

Principal Findings

This proposed study aims to contribute to family research
scholarship on 2 fronts: conceptual advancement and
longitudinal empirical evidence. These advancementsin concept
and datasets will inform and facilitate the shift in policy and
practice with low-income families. In this proposed study, the
team plans to conduct a short-term 3-wave longitudinal survey
over 18 months. The major benefit of using a 3-wave
longitudinal study for this project isthe advantage of detecting
developments and changes of Family Agency and adaptive
capacities over time. Conducting 3 wavesisthe minimum period
that allows the application of LGCM to examine whether these
lower-income families grow, decline, or remain stable in their
Family Agency. LGCM focuses on within-individual changes,
resulting in more accurate and nuanced conclusions concerning
the adult and child outcomes [50]. More importantly, predictor
variables and their consequences are built into the model [51].
Thus, it allows us to investigate different growth parameters
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and the incorporation of both time-varying predictors (eg, child
and parent hope) and time-invariant predictors (eg, gender and
race). Establishing the best possible causal effect is made
possiblethrough LGCM, whereas a cross-sectional design does
not alow this. For instance, how the effect of financial stress
of parents at first wave might affect parenting in the second
wave. Without 3 waves of data collection design, the taxonomy
on the Family Agent would be a static concept. While examining
the changes over the 3 waves using alatent-class growth model,
the dynamics of Family Agency are incorporated into the
taxonomy.

Contributionsto Policy and Practice

Existing local, economic, and social policy researchers [52-55]
have underscored therisk of arich-poor divided Singapore and
the pileup risks confronted by poor families [2,56] and have
advocated for decisive corrective measures. Results of these
studies by economists are valuable in providing a clearer
problem definition to policy makers, which may have
contributed, at least in part, to the move from the traditionally
welfare-aversive government stance to one that actively putsin
place measures to promote inclusive growth and strengthen its
redistributive role [57].

This meticulous examination of socia problems to achieve a
clear problem definition as the base of policy construction has
to be balanced with similar attention in ng the strengths
of the low-income families and the environment that the policies
target. Indeed, emerging behavioral economics research has
shown that resource availability may be insufficient to move
familiesout of poverty and that attention should instead be given
to default adaptive processes that some families use to help
them rise above their economic and socia situations [58,59].
In other words, locating change factors at the individual family
level helps to identify the impetus for sustainable practices
within lived contexts and helps us to understand what
low-income families draw on to foster their hope and optimism
amidst multiple impositions and constraints.
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Abstract

Background: Bacteriuria, either asymptomatic (ASB) or symptomatic, urinary tract infection (UTI), is common in persons
with spinal cord injury (SCI). Current Veterans Health Administration (VHA) guidelines recommend a screening urinalysis and
urine culture for every veteran with SCI during annual evaluation, even when asymptomatic, which is contrary to other national
guidelines. Our preliminary datasuggest that a positive urine culture (even without signs or symptoms of infection) drivesantibiotic
use.

Objective: Through a series of innovative studies utilizing mixed methods, administrative databases, and focus groups, we will
gain further knowledge about the attitudes driving current urine testing practices during the annual exam, aswell as quantitative
data on the clinical outcomes of these practices.

Methods: Aim 1 will identify patient, provider, and facility factors driving bacteriuria testing and subsequent antibiotic use
after the SCI annual evaluation through qualitative interviews and quantitative surveys. Aim 2 will use national VHA databases
to identify the predictors of urine testing and subsequent antibiotic use during the annual examination and compare the clinical
outcomes of those who received antibiotics with those who did not. Aim 3 will use the information gathered from the previous
2 aims to develop the Test Smart, Treat Smart intervention, a combination of patient and provider education and resources that
will help stakeholders have informed conversations about urine testing and antibiotic use; feasibility will be tested at a single
site.

Results: This protocol received institutional review board and VHA Research and Development approval in July 2017, and
Veterans Affairs Health Services Research and Development funding started on November 2017. As of submission of this
manuscript, 10/15 (67%) of the target goal of provider interviews were complete, and 77/100 (77%) of the goal of surveys. With
regard to patients, 5/15 (33%) of the target goal of interviews were complete, and 20/100 (20%) of the target goal of surveys had
been completed. Preliminary analyses are ongoing; the study team plansto present these resultsin April 2019. Database analyses
for aim 2 will begin in January 2019.
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Conclusions: The negative consequences of antibiotic overuse and antibiotic resistance are well-documented and have national
and even global implications. Thisstudy will develop an intervention aimed to educate stakehol ders on evidence-based management
of ASB and UTI and guide antibiotic stewardship in this high-risk population. The next step will be to refine the intervention and
test its feasibility and effectiveness at multiple sites as well as reform policy for management of this common but burdensome

condition.
International Registered Report Identifier (IRRID):

(JMIR Res Protoc 2019;8(2):€12272) doi:10.2196/12272

KEYWORDS

DERR1-10.2196/12272

spinal cord injury; urinary tract infection; patient-focused care; qualitative evaluation; antimicrobial stewardship

Introduction

Background

Antibiotic stewardship (promoting appropriate use of antibiotics)
isahigh-level policy and public health initiative, as shown by
recent mandates from the Center for Disease Control and the
United Nations [1,2]. Personswith spinal cord injury (SCI) are
vulnerable to inappropriate antibiotic use because of their
medical complexity and frequent health care contact [3].
Specifically, bacteriuriaisacommon consequence of neurogenic
bladder after SCI; asymptomatic bacteriuria (ASB) has a
prevalence of 30% to 90% depending on the bladder
management strategy used [4]. For comparison, the prevalence
rate in healthy premenopausal women is 5%. ASB, defined as
the presence of bacteria in the urine of a person not otherwise
having signs or symptoms of a urinary tract infection (UTI),
does not require treatment except in pregnancy and before
urologic procedures [4]. In fact, evidence-based guidelines
published by the Infectious Diseases Society of America
recommend against collecting screening urine cultures or
treating ASB in persons with SCI [4,5]. The Veterans Health
Administration (VHA) guidelines outlining care for persons
with SCI, however, recommend a yearly urinalysis and urine
culture as part of an annual physical checkup, regardless of
whether signs or symptoms of infection are present [6].
Obtaining these tests in asymptomatic patients is essentially a
screening for ASB. Although the VHA guideline does not
explicitly recommend treatment of ASB, review of 2 years of
annual examination visits uncovered that 35% of cases of ASB
were subsequently treated with antibiotics [7].

Our goal is to develop an effective antibiotic stewardship
program for bacteriuriatailored to the SCI population and SCI
providers. To address gaps in knowledge relevant to antibiotic
stewardship in SCI, we will utilize amixed methods approach.
First, we will answer the following question: do providers and
persons with SCI believe that testing the urine and treating
asymptomatic colonization will lead to better outcomes? We
will explore this by conducting qualitative interviews with
patients with SCI and SCI providers to understand their
perceptions and expectationsrelated to having their urine tested
annually, and being prescribed and adhering to prescribed

https://www.researchprotocols.org/2019/2/€12272/

antibiotics, and correlating this information with quantitative
knowledge surveys. Next, we hypothesize that urine testing
during the annual examination leads to antibiotic use, and the
antibiotics, in turn, have downstream consequences. This will
be examined through analysis of VHA data sources. Finally,
we will develop an intervention to more effectively deliver
evidence-based bacteriuria management to persons with SCI.
We hypothesized that the intervention will be feasible to use
and increase patient satisfaction with bacteriuria management
during the annual evaluation.

Conceptual Framework

Cabanaet al and others have explored the barriersto successful
implementation of clinical practice guidelines into actual
practice [8]. Clinical practice guidelines for bacteriuria
management are often long and complex, requiring users to
keep a sequential mental record of the statements to arrive at
the diagnosis of UTI or ASB. Clinical practice guidelines may
conflict with the users pre-existing biases of the standard of
care, asolimiting their use[9,10]. For example, many providers
that take care of persons with SCI believe that treating ASB
from urease-producing organisms such as Proteus species is
beneficial, but the evidence is not convincing toward this
[11,12]. Our project will utilize the Cabanaframework to lessen
the diagnostic challenge of distinguishing UTI from ASB.

Methods

Project Design Overview

Figure 1 provides an overview of the project aims. We will
identify contextual factors influencing provider and patient
knowledge and beliefs about urine testing and treatment at the
annual examination, using quantitative and qualitative methods
(am 1). We will then identify the evidence regarding patient,
provider, and facility predictors of urine testing and subsequent
antibiotic use, aswell ascomparetheclinical outcomes of those
who received antibiotics with the outcomes of those who did
not (aim 2). We will then useinformation gained from the above
aimsand previously successful antibiotic stewardship initiatives
[5] to intervene, by providing evidence-based bacteriuria
management through education and resources for patients and
providers (aim 3).
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Figure 1. Optimizing bacteriuria management in the veteran spinal cord injury population. An overview of the planned project.
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To develop an effective intervention to lessen the burden of
utilizing clinical practice guidelines, we need a complete
understanding of the key factorsthat drive provider testing and
treatment behaviors (eg, knowledge and attitudes) and patient
engagement. We will utilize the Cabana model, as described
above, to understand provider barriersto using clinical practice
guidelines in clinical practice [8]. During the development of
theintervention (aim 3), wewill usethe concept of intervention
mapping described by Kok et a [13], as well as audit and
feedback, asamain component of theintervention. Intervention
mapping is a process to develop theory- and evidence-based
interventions and involves the following 6 steps: (1) needs
assessment; (2) identification of change objectives; (3) selection
of theory-based intervention methods and practical applications
to enact change; (4) development of intervention components;
(5) intervention adoption, implementation, and maintenance
plan; and (6) plan for evaluation of intervention effectiveness.
Audit and feedback or providing health care professionalswith
up-to-date data about their performance, has previously been
shown to improve quality of care and was a successful
component of the Kicking catheter-associated urinary tract
infection (CAUTI) intervention [14,15]. We have also included
a medica anthropologist in our team to explore how
organizational culture intersects with and shapes medical
practicesin SCI clinics.

Aim 1

This aim focuses on identifying patient, provider, and facility
factors driving bacteriuria management in persons with SCI.
We will employ qualitative and quantitative phases to identify
patient, provider, and facility factors driving urine testing and
antibiotic use during the annual evaluation.

Participants and Approach: Qualitative Phase

Semistructured, open-ended interviews will be conducted with
health care providers (n=15) at 5 national VHA SCI outpatient
centers (ie, hub sites) and 2 to 3 of their corresponding satellite
primary care clinics (ie, spoke sites) and SCI patients (n=15).
Maximum variation sampling, a purposeful sampling strategy,
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will guide our approach [16]. We are deliberately including
physicians and nonphysician (ie, physician assi stants and nurse
practitioners) providersto capture abroad variety of experiences,
and identify overarching themes, across geographically diverse
sites; this sample size will allow for maximum variation in our
data [17]. Our patient sample will be inclusive of factors such
as age, ethnicity or race, and bladder management strategy (ie,
indwelling catheter, intermittent catheter, etc) to captureawide
range of perspectives.

The interview guides are based on the major domains of our
conceptual model. Provider interviewswill begin by collecting
demographic information that will include age, level of training,
and information on board certification (physical medicine and
rehabilitation, SCI medicine board-certified, and/or other
specialties). Additional provider questions will focus on the
utility of obtaining an annua urinalysis or urine culture and
attitudes toward antibiotic stewardship. Patient interviews will
begin by collecting demographic information that includes age,
level of injury, numbers of years since injury, and method of
bladder management. Patient interviews will focus on related
topics discussed during the provider interviews, as well as
previous experiences with UTI treatment and medication
adherence.

Participants and Approach: Quantitative Phase

Following the interviews, al SCI patients and providers will
beinvited to participate in phone surveys. Patientswho received
aprescription for antibioticsfor UTI will beinvited to complete
the Morisky Medication Adherence Scale-8 (MMAS-8). This
isan 8-item validated questionnaire to evaluate intentional and
unintentional medication nonadherence[18-20]. Providerswill
receive aclosed-ended survey to assess knowledgein 6 domains
about bacteriuria management. Thisis a validated survey used
previously to explore this topic [21].

Analysisfor Aim 1

Anaysis of the qualitative and quantitative data will be
concurrent. For the qualitative analysis, a combined inductive
and deductive coding approach will be used to code the data.
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Moreover, 2 members of the research team (FS and LM) will
read through the transcripts and develop alist of codes, based
on participants’ experiences (inductive) and the subelements of
our conceptual model (deductive). The full research team will
hold regular meetings to discuss results and resolve any
discrepancies in the coding process. Once coding is complete,
individual codes will be sorted (ie, grouped together into like
categories) by the research team to identify larger themes[22].
Qualitative analysis software, Atlasti, (Scientific Software
Development GmbH) will be utilized to facilitate the coding
process.

For the quantitative analysis, the patient scoresonthe MMAS-8
will be reported using descriptive statistics (mean, median,
interquartile range, etc). The provider surveys provide datain
the form of self-report ASB/UTI guidelines familiarity score,
a knowledge score (series of hypothetical clinical scenarios
testing the application of ASB/UTI guidelines), and a
cognitive-behavioral domain score. We have previously used
this survey to assess knowledge and behavior concerning ASB
in acute and long-term care [21]. The knowledge score is the
percentage of correct answers to the hypothetical clinical
scenarios, with each correct response receiving 1 point.
Descriptive statisticswill be used to report the mean knowledge
scores for various groups of respondents, and analysis of
variance will be used to compare knowledge scores by provider
type (ie, attending physician, physician assistant, and nurse
practitioner, etc) and level of training. The relationship between
the guideline familiarity score and knowledge score will be
assessed using a Pearson correlation coefficient. The cognitive
behavioral responses in each domain will be averaged to
generate anumerical scorefor that domain. Correl ations between
the cognitive behavioral constructs and knowledge score will
be calculated using the Pearson correlation coefficient.

The quantitative and qualitative data for patient and providers
will then beintegrated. For patients, we will integrate the mean
scores on the MM A S-8 to interview responses on adherence to
antibiotics. For providers, we will integrate the knowledge and
guideline familiarity scoresfrom the survey with their interview
responses on familiarity with the guidelines. Congruence and
incongruence between the quantitative and qualitative findings
will be explored; for example, if providers answered in the
affirmative about knowledge of guidelines, we will correlate
the qualitative data with their scores on the knowledge survey.
Aim 2

This objective will determine (1) which patient, provider, and
facility factors are predictors of urine testing and subsequent
antibiotic use during the annual evaluation and (2) compare the
clinical outcomes of those who received antibiotics with the
outcomes of those who did not, utilizing national VHA data
sources. These databases (especially for use in SCI) have been
described previously [23,24]. The corporate data warehouse
(CDW) is a nationa repository including clinica and
administrative datafromthe VHA. Dataare stored in arelational
database and are updated on acontinual basis. We will use data
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from several domains within CDW to obtain demographics on
the patient population (age, gender, race or ethnicity, and marital
status); diagnoses, individual patient utilization (number of
visitsand admissions), provider type, and facility characteristics
(SCI center vs non-SCI center and number of visits and
admissions for the facility); temperature and heart rate; and
laboratory dataincluding albumin, creatinine, total white blood
cell count, urea, glucose, hematocrit, electrolyte panels, and
microbiology data (ie, date and time of culture, specimen type,
organisms, and antibiotic susceptibilities). Outpatient
medications to assess antibiotics filled and history of exposure
to antibiotics will be obtained from all available outpatient
pharmacy domains.

Participants

All adult patients with SCI treated at VHA facilities for an
outpatient annual examination during the years 2015 and 2016
will be included. The study sample will be drawn from a
cumulativelist of veteranswith SCI maintained by the Veterans
Affairs Allocation Resource Center since 1988, which includes
approximately 33,000 patients. Veterans are added to the list
when an administrative record indicates an SCI in the inpatient
diagnostic field with certain International Classification of
Disease (ICD)-10 code.

The inclusion criteria for this aim are veterans who were seen
for their annual examination in the outpatient settinginthe VHA
SCl system of care during the years 2015 and 2016
(approximately 6300 veterans are seen each year across the
nation). Exclusion criteria are veterans who were seen for their
SCI annual evaluation in the inpatient setting because visits
may be complicated by other acute medical issues occurring at
thetime. The study will aso exclude veterans with a history of
genitourinary tract tumors per ICD-10 codes (and, therefore,
more likely to have altered anatomy and/or immunosuppression),
as well as those that died less than a year from the annual
evaluation encounter. Only thefirst eligible encounter for each
participant will be included. On the basis of our study looking
at bacteriuria management in a single VHA center [7], we
anticipate approximately 6000 participants after applying the
exclusion criteria.

Approach

Aim 2a is to determine which patient, provider, and facility
factors are predictors of urine testing and subsequent antibiotic
use. To identify the annual examination encounter, we will use
outpatient visits in the clinic stop code for SCI (210) that also
hasacurrent procedural terminology code for arenal ultrasound
(usually ordered only during the annual evaluation).

The general schemafor thisobjectiveisshownin Figure2. This
is derived from the Cabana model for adherence to clinical
guidelines.

Themesfrom aim 1 will guide an administrative database search
of clinical outcomes of the current VHA urine testing and
treatment practices.
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Figure 2. Bacteriuria management decision making in the veteran spinal cord injury population.
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Aim 2a: Barriers and Facilitators to following bacteriuria guidelines (Patient, Provider, Facility)

The variables to be collected are described in Table 1. These
were generated by the preliminary study results[7] and will be
amended, based on other themes identified from objective 1.
Zip codes of addresses will be obtained and given a GeoScore,
atype of neighborhood socioeconomic index that is emerging
as health services and health disparity research and is moving
toward large administrative datasets, and was used by Hamilton
et al exploring socioeconomic impact on health care utilization
after SCI [25]. Deyo comorbidity index will aso be calculated
using VHA data sources.

Aim 2b will compare the clinical outcomes of those who
received antibiotics with the outcomes of those who did not.
We will use the same cohort as defined above. Table 2 defines
the exposure and outcome variables, as well as covariates that
will be considered for the second part of thisaim.

Analysisfor Aim 2

It would be clinically meaningful to show no difference in the
outcomes between the 2 groups as we hypothesized that one
driver of treating ASB at the annual exam is to prevent some
of these negative downstream effects.

We will construct separate logistic regression models to
determine the predictors of the following: (1) urine testing and
(2) theinitiation of antibioticsin the 7 daysfoll owing the annual
examination, with day 1 being the day of the examination. First,
univariate analyses will be performed between each exposure
variable (Table 1) and the outcome variables. Variables that
satisfy a previoudly established P value criterion (.25) on
univariate analysis will be considered for entry into a
multivariate logistic regression model. We will use a lower P
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value threshold for the univariate analysis to ensure a robust
model. Oddsratioswill be used to determinetheimpact of each
variable on antibiotic use. The alpha of .05 will be used to
determine dtatistical significance. Multivariable logistic
regression will be used to test al variables for independent
associations. For aim 2b, rates of the above outcomes between
those who received antibiotics versus those who did not will be
compared using chi-square tests for nomina variables and t
testsfor continuousvariables. The Mann-Whitney nonparametric
U test will beused if the distribution of any continuous variable
isnot normal. We will construct alogistic regression model to
determine the effect of antibiotics in the 7 days following the
annual examination on the outcomes defined in Table 2.
Univariate and multivariate analyses will be the same as aim
2a

Aim 3

The provider components of the Test Smart, Treat Smart
intervention (aim 3a) will be an adaptation of the successful
Kicking CAUTI intervention, consisting of audit and feedback,
visual aids, and order sets, refined for SCI providers using
iterative design. The patient componentswill be developed more
de novo but be driven by previous work on how patients with
SCI prefer to receive information (combination of internet and

provider-driven sources) as well as the concept of intervention
mapping described above [13,26,27].

Aims 3a and 3b will complete steps 1 to 4 of the intervention
mapping process and lay the foundation for step 5 by pilot
testing the intervention to assess feasibility (am 3c).
Specifically, we will assess time to complete the intervention,
perceived burden to providers, and patient satisfaction.
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Table 1. Definition of variablesfor aim 2a.

Skelton et al

Variable type and name

Definition

Exposurevariables
Patient factors

Age at encounter

Gender

Ethnicity or race

Socioeconomic status

Neurologic level of injury

Bladder management strategy
Urease-producing organism on culture
Level of pyuriaon urinaysis

Number of clinic visits per year
Others (as determined by aim 1)

Provider factors
Provider type
Provider load of SCI patients
Others (as determined by Aim 1)
Facility factors
Seen at SCI center (hub) or SCI satellite clinic (spoke)
Geographical region
Facility complexity

Presence of antimicrobial stewardship program

Others (as determined by aim 1)
Qutcome variables
Urine culture obtained

Antibiotics given for urine within 7 days

Calculated using date of birth CDW? patient domain

Male or female

As per VHAP convention

GeoScore to zip code to median income

ICD-10° codes for complete and incomplete quadriplegia and paraplegia
Catheter prescriptions in pharmacy data

Determine positive culture from CDW Micro

Use as continuous variable from CDW Micro

Use clinic stop code 210 for sci9 dlinic

e

Physician, physician assistant

Number of SCI patients seen by provider in 2015 and 2016

Identify by unique facility codes from maority of visits
Using VA Citrix Access Groupings for north, south, east, and west

General knowledge code that is applied to each facility

Provideresultsfrom Healthcare Analysis and Information Group (HAIG)
2012 survey

Identified in CDW microdomain

Antibiotic prescription noted in CDW outpatient pharmacy domain

8CDW: corporate data warehouse.

B\/HA: Veterans Health Administration.

%ICD-10: International Classification of Disease-10.
dscr: spinal cord injury.

®Not applicable.

fVA: Veterans Affairs.
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Table 2. Definition of variablesfor aim 2b.
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Variable type and name

Definition

Exposurevariable
Antibiotic use
Outcome variables (within 60 days of annual evaluation encounter)

Emergency visits

Gub complication

Admission for GU complication

Clostridium difficile infection

Repeat urine culture

Diagnosis of GU stone
Covariates

Age

Gender

Race or ethnicity

Neurologic level of injury

Bladder management strategy

Antibiotics within 7 days of urine culture

As recorded in CDW? emergency domain
ICD-10° codes for hematuria, urethral stricture, urethral injury, acute
kidney injury, uTId

Presence of an admission with above ICD-10 codes in CDW inpatient
domain

Positive culture or toxin result, per CDW micro
Presence of urine culture in CDW microdomain

1CD-10 codes for bladder, ureter, renal calculus

Calculated using date of birth CDW patient domain

Male or female

As per VHA® convention

ICD-10 codes for complete and incomplete quadriplegia and paraplegia
Catheter prescriptions in pharmacy data

8CDW: corporate data warehouse.

bGu: genitourinary.

%1CD-10: International Classification of Disease-10.
duTi: urinary tract infection.

®/HA: Veterans Health Administration.

Development of Provider and Nursing I ntervention

For the provider intervention, the study team will conduct a
series of focus groups with the SCI clinic team (providers and
nurses) to receive feedback on the proposed intervention. The
intervention design will be based on antibiotic stewardship
principles of right drug, right dose, and right duration. The
duration and number of meetings will be determined by the
group and adjusted in response to the pace of progress. The
components of the provider intervention will be refined through
iterative design to address the potential barriers and facilitators
to adoption of their use. Lab order sets will be refined to help
providersnot send urinalysisand urine cultures on asymptomatic
patients during the annual evaluation and, if they are
inadvertently sent, to prevent providers from ordering
antibiotics. The current annual evaluation laboratory order set
in the Houston Veterans Affairs electronic medical record
includes a urinalysis and urine culture; this will be removed.
The decision aid will be a pocket card that makes the ASB and
UTI guidelines actionable and, thus, applicable to individual
patients at the point of care. If providers state during focus
groups that having a communication tool would be helpful,
talking points will be developed on how to discuss bladder
management, urine testing, and bacteriuria treatment with
patients during the annual evaluation. Nursing interventions
will include developing a script and symptom checklist for
nurses to use when interacting with patients requesting urine
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testing and bacteriuria management during the annual
evaluation. Although thefocus of the interventionis on helping
providers decide whether to use antibiotics or not, we will also
provide education and material on how to choose theright drug
given latest information about antibiotic resistance in organisms
causing UTI in SCI.

Attending, resident, and physician extender education sessions
will beincorporated into the weekly SCI lecture series. Thefirst
such meeting will introduce the intervention and underlying
rationale, review the relevant ASB and UTI guidelines, and
explain how and when core components such as order setswill
be introduced. After this initia introductory meeting, the
decision aids and other intervention materials will be given to
all participants. During follow-up sessions, acase examplefrom
the annual evaluation clinic from the prior month will be
discussed using the decision aid to clarify whether management
was or was not compliant with ASB/UTI guidelines. Thistype
of small-group, case-based audit and feedback was highly
effective in the Kicking CAUTI campaign, as it retains key
characteristics of effective audit and feedback, in that it is
personalized (to the clinic), timely, nonpunitive, and provides
the correct answer [14]. Group discussion will enable providers
to ask questions about other cases they managed recently.
Nursing education and audit and feedback will be done monthly
during nursing in service by the study team.
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Development of Patient I ntervention

Aim 3b focuses on developing patient intervention materials.
As an analogous intervention to Kicking CAUTI for patients
does not exist, the second part of this aim will focus on ways
to intervene on the patient aspect of urinetesting and bacteriuria
management. Theintervention componentswill focus on patient
education on objectives such as understanding neurogenic
bladder and bladder management strategies after SCI and how
the consequences of neurogenic bladder and/or catheterization
place persons at higher risk for bacteriuria. Intervention
components will include a webpage linked to the Texas
Paralyzed Veterans of America (PVA) homepage with
information targeting the above objectives, a paper flyer
summarizing information such asthat presented on the website,
as well as talking points on how to ask a provider for more
information on neurogeni ¢ bladder and bacteriuriamanagement.
We will create avideo that will be housed on the PVA website,
which can be readily accessed on the computers in the clinic
room.

Aim 3c is to conduct a quasi-experimental pilot study of the
Test Smart, Treat Smart intervention at the Houston VHA. For
providers, the main objectives of this pilot study are to assess
the following: (1) time to use or complete components of the
intervention and (2) perceived burden of using intervention
components. For patients, the main objectives of the pilot study
are to test the following: (1) their quality of life regarding
bladder management before the annual evaluation and (2)
sati sfacti on with neurogeni c bladder management and bacteriuria
testing education received during the annual evaluation. A Test
Smart, Treat Smart kick-off meeting with clinic staff will occur
beforethe start of theinterventiontrial. It will aso be discussed
at thelocal PVA meeting the month before the start of thetrial.
The tria of the intervention will total 4 months. At the 2- and
4-month marks, providers and patients will participate in
separate focus groupsto provide feedback about theintervention.
Patients will receive the SCI-Quality of Life-Bladder
Complication assessment before the annua evaluation
encounter. Thisisavalidated instrument exploring how bladder
management affects patients emotionally, and it has 6 items
specifically for UTI [28]. To assess the fidelity of the
intervention and prudent safety monitoring, we will compare
rates of clinic visitsand hospitalizationsfor UTI/CAUTI before
the intervention, at the midpoint of the intervention, at the end
of theintervention, and 2 months after the intervention.

Analysisfor Objective 3

The qualitative responses will be coded and analyzed as
described for objective 1. The SCI-Quality of Life scores will
give usideas on baseline satisfaction with bladder management
to be used for future effectiveness studies. Descriptive statistics
will be used to analyze therates of the hospitalization and clinic
visits for UTI/UTI for safety monitoring, and at test will be
used to analyze the difference in the rates of these outcomes at
different time points.

https://www.researchprotocols.org/2019/2/€12272/
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Declar ations

Ethics Approval and Consent to Participate

This protocol has been approved by the Baylor College of
Medicine institutional review board (IRB) and VHA Research
and Development (H-38357).

Aim1

The qualitative interviews and quantitative surveys will be
performed after verbal informed consent and approved waiver
of written informed consent.

Aim 2

The database analysiswill be completed under approved waiver
of informed consent.

Aim 3

The focus groups will be completed after verbal consent is
obtained with approved waiver of written informed consent.
The quasi-experimental study will be completed after verbal

consent is obtained and with approved waiver of written
informed consent.

Results

This protocol received IRB and VHA Research and
Development approval in July 2017, and the funding start date
for the project was November 2017. The initial plan of having
patients complete a Web-based survey had to be abandoned to
achieve IRB approval; phone surveys are being completed
instead, which has proven to be challenging. We have recently
made the addition of a scripted phone message identifying who
we are and why we are calling, informing potential participants
that we are not solicitors. Recruitment for aim 1is progressing;
as of submission of this manuscript, 10 (67%) of the target goal
of 15 provider interviews were complete, and 77 (77%) of the
target goal of 100 surveys. With regard to patients, 5 (33%) of
the target goal of 15 interviews were complete, and 20 (20%)
of thetarget goal of 100 surveys had been completed. The study
team plans to present the results for providers in April 2019.
Database analyses for aim 2 will begin in January 2019.

Discussion

Our previous work shows that the resources for effective
antibiotic stewardship programs are more likely to be in place
in VHA facilities with SCI units versus hospitals that do not
[29]. Specifically, VHA facilities with SCI centers are more
likely to have at least 1 full-time infectious diseases physician,
an infectious diseases fellowship program, and a clinical
pharmacist with formal infectious diseases training—all
characteristics that have been shown to decrease antibiotic use
in previous studies [30]. However, deploying these resources
effectively requires a more complete understanding of the
barriers and facilitators of their use, whichisthe purpose of this
protocol.

We anticipate several challenges in carrying out the work as
described in this protocal. Difficulty in scheduling time for the
provider interviews and surveys due to busy clinic schedulesis
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anticipated. The team will work individually with providersto
find a convenient time for their interviews. The study team has
strong contacts with national VHA SCI leadership and will
enlist their helpin contacting local SCI leadership in the various
sitesto explain our project and encourage participation. We are
aware that a database study cannot provide an explanation for
why a test was done or what factors went into the provider’s
decision to place the order for a test or antibiotics. For this
reason, the findings from our database studies of the clinical
outcomes downstream from the annual urine testing will be
triangulated with our qualitative results. The association we
expect to find between urine tests and higher use of antibiotics,
even potentially Clostridium difficile, will provide evidence to
make our intervention acceptable to end users. In other words,

Skelton et al

if we find that potential harms result from routine urine testing
in SCI, this finding will encourage people to adopt new
practices. Theliterature supports the concept that interventions
aremorelikely to be adopted if the evidence base is considered
trustworthy and source of evidence isrelevant [31].

Bacteriuria management in persons with SCI is a routine task
that involves complex decision making to be handled in a
guidelines-compliant manner, particularly the given conflicting
guidelines on this topic. Our future work will focus on the
implementation and sustainability of antibiotic stewardship
interventions for bacteriuria in this high-risk population. We
have developed regional and national partners on this work to
increase the likelihood of widespread adoption.
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Abstract

Background: Increasing proportions of the global population transition through a university setting, a setting associated with
engagement in behaviors that diminish health such as high levels of physical inactivity. Increasing physical activity (PA) isakey
element of health promotion strategies in many countries, but a better understanding of students' PA and how it is associated
with personal, behavioral, and environmental factors is needed. Studies provide protocols to collect information regarding these
factors separately; however, none have devel oped a validated systematic approach to gather information pertaining to all across
awhole country.

Objective: The purpose of thisproject isto examine students’ physical activity and how it is associated with personal, behavioral,
and environmental factors.

Methods: Student Activity and Sport Study Ireland (SASSI) is a university-based cross-sectional study that was carried out
acrosstheisland of Ireland in 2014. A novel and comprehensive Web-based environmental audit tool (EAT) gathered information
pertaining to the environment provided by universitiesfor physical activity. A Web-based student survey (SS) collected information
about physical activity beliefs, attitudes, motivations, and behaviors of students. The audit tool and SS were devel oped through
rigorous consultation processesinvolving international experts. Aninstitutional champion volunteered at each university to recruit,
administer, and ensure the completion of both assessments.

Results: Data collection was undertaken between May and December 2014. A total of 80% (33/41) of universities completed
the EAT, whereas 88.31% (8122/9197) of students (49.10% [3966/8122] male; mean 23.17 [SD 6.75], years) completed the SS
sufficiently. Studies are currently underway with the data collected using this protocol.

Conclusions: SASSI provides a novel and comprehensive protocol for systematically assessing the PA of students and the
related personal, behavioral, and actual environmental factors. The strengths of the SASSI study are presented and include high
response rates and a unique dataset that can provide information to relevant stakeholders and policy makers, along with aiding
the development of university environments and interventions that promote PA involvement. The weaknesses of the protocol are
recognized with suggestions given to overcome them in future research. This protocol is applicable for other countries and has
great potential to create harmonization of data, which would allow for direct comparisons across nations.

International Registered Report Identifier (IRRID): RR1-10.2196/10823
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Introduction

Background

Early adulthood (ie, ages 18-24 years) is regarded as an
exploratory phase, which anchors health-related behaviors that
often persist into later life and determine long-term health
outcomes[1]. Itisbecoming increasingly popular for individuals
to attend auniversity during early adulthood. The global student
population exceeded 178 million in 2010 and is expected to
reach 263 million by 2025 [2]. Research indicates a high
proportion of university students engage in behaviors that
diminish their health, such as high levels of physical inactivity
(23%-44%) [ 3], and exceeding the daily recommended al cohol
and tobacco smoking limits [4]. With students exposed to
multiple health-rel ated behaviors of both apositive and negative
nature, it seems prudent to focus on abehavior known to benefit
the physical, cognitive, and socia health of individuals, such
as physical activity (PA) [5]. The recommendation to increase
PA is a key element of health promotion strategies in many
countries[3], where PA includes sport, structured exercise, and
active transport [6]. In the general population, PA is an
important factor for the prevention of noncommunicable diseases
such as obesity, cardiovascular heart diseases, and type 2
diabetes mellitus [7,8]. Although PA levels of children and
adults across the globe are well documented [9], university
students’ behaviors, beliefs, and attitudes, and how these are
formed and reinforced, require further research, particularly in
representative or random samples[10].

Understanding the factors that relate to PA is a key step for
developing effective evidence-based programs [11]. Socid
cognitive models have performed well for understanding the
factors that relate to individuals PA, with Bandura's social
cognitive theory [12] seen as a popular choice for this purpose
[13,14]. Socia cognitive theory proposes an agentic perspective,
suggesting that not only is the environment dictating behavior
but also that individuals are being self-regulating and
self-developing [12]. Social cognitive theory is founded on a
causal model of triadic reciprocal causation in which personal
factors, behavioral patterns, and environmental characteristics
all interact and influence one another in abidirectional fashion
[12]. However, thistheory has been said to focus mainly on the
social environment and rarely address the multidimensional
role of the physical environment [15].

For this reason, it seems appropriate to also use an ecological
approach that summarizes the multiple levels of influence on a
behavior, breaking them down into intrapersonal, interpersonal,
physical environment, and policy [16]. Furthermore, research
has noted the benefits of using social cognitive theory and
ecological approachesin combination to investigate the factors
relating to PA [17]. Research suggests that personal (eg, age,
sex, attitudes, and knowledge of benefits), behavioral (eg, past
PA and smoking), and environmental (eg, peer support and
recreational PA opportunities) factors are associated with adults
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and students PA [10,18]. Personal and behavioral factors
relating to PA are much better understood in university students
when compared with research examining associ ations between
PA and the physical environment [10,19,20]. Research isneeded
to determine and better understand how the environment within
which individuals spend time might act to enhance or constrain
PA [20]. Our understanding of the impact of the university
setting on students' PA is limited [21], but the physica
environment has been shown to influence students
decision-making process regarding engagement in PA [17].
Nonetheless, evidence is lacking regarding the impact of
institution size, support staff, extent and nature of facilities,
financial investment, opportunities for participation, and
institutional ethos and policy on students’ PA participation.

Objectives

To date, studies provide protocols to collect both individual
[22-24] and environmental information [25,26]; however, none
have developed a validated systematic approach to gather
information pertaining to the individual (ie, personal and
behavioral) and environment across a whole country. Student
Activity and Sport Study Ireland (SASSI), the first of itskind,
addresses the important topic of the interaction between these
factors and participation in PA on the island of Ireland. First,
this study aimed to develop and create a comprehensive and
usabl e audit tool for examining the environment, provision, and
support offered by universities for students’ PA participation.
Second, it aimed to develop a survey to collect information
regarding the level, type, and nature of PA participation by
students, including the associated determinants, health-related
behaviors, and outcomes. Finally, this study aimed to create a
protocol, guided by social cognitive theory and an ecological
approach that would allow for the audit tool and survey to be
used together and provide a holistic view of the factorsrelating
to university students' PA.

Methods

General Information

Guided by social cognitive theory and an ecological approach,
SASSI is a university-based environmental audit tool (EAT)
and student survey (SS), which was conducted in 2014. All
universities (n=41) on the island of Ireland were invited to
partakein SASSI, with universities classified into the following
categories, based on their size: (1) large=>11,000 students; (2)
medium=4000 to 10,999 students; and (3) small=<3999 students.
The university size was based on the distribution of the 2013
to 2014 full-time undergraduate and postgraduate enrollment
figuresacrossall universities[27,28]. The active partnersin the
study included the research team, the Student Sport Ireland
(SSl) Research Management Group, and the institutional
champions (ICs; Figure 1). SSI is the governing body of
university sport in Ireland. Owing to the all-island approach,
ethical clearance from relevant ethical committees in the
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Republic of Ireland (Waterford Institute of Technology School
of Health Science Research Ethics Committee) and Northern
Ireland (Ulster University Research Governance) was obtained
and extended through recognition by all universities involved.
Detailed information sheets about the study were provided
beforethe start of the EAT and SS. Signed informed institutional
consent was received for the EAT, and students were informed
that they were providing consent when they chose to proceed
with the SS. The data collection process used for the EAT and
SS are presented in the coming sections and in Figure 2.

Institutional Champions

Given the extent of the study and the geographical spread of
the universities, the research team relied heavily upon the
voluntary contribution of 1Cs (n=52). In the majority of cases,

Figurel. Active partnersin Student Activity and Sport Study Ireland. SSI:

Murphy et a

the IC was the designated contact person for SSI in each of the
universities. The ICs were an integral part of the study; their
key roles were to promote the research within their university,
lead the compl etion of the EAT through engagement with other
institutional stakeholders, and recruit for and administer the SS
according to predetermined quotas. To maintain consistency
across al universities and ensure the collection of valid data,
each 1C completed a half-day training program that was used
to empower the | C to assist with sufficient data collection. Not
only did this process ensure standardization in the
implementation across each university, it also created an
opportunity to build grassroots commitment and ownership in
the study. A research manager was employed as part of the
research team and was responsible for overall quality control
and ensuring that the 1Cs were supported in their roles.

Student Sport Ireland.

SSl research

management
group

Research team

Institutional

champions

Figure 2. Datacollection process for Student Activity and Sport Study Ireland.

Phase 1 - University environmental audit tool

Environmental audit tool sent
to the Institutional Champions
(IC) through SurveyMonkey.

Environmental audit tool
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relevant persons using a ‘save
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survey
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Student survey sent to the IC
using a unique university code
to access the Web-based survey.
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Student survey completed by
students during class under the
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supervision of the IC.

PUB JUSTI2SBUR BB I0] IZBUBA
2IB3SY 3] 0] pANIWANS SIIMSTY

http://www.researchprotocols.org/2019/2/e10823/

XSL-FO

RenderX

IMIR Res Protoc 2019 | vol. 8 | iss. 2 [e10823 | p.224
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

Environmental Audit Tool

The purpose of the EAT was to provide an analysis of the
environment and provision made by universities to support
student participationin PA. The EAT consisted of eight sections,
with 39 questions addressing the following constructs potentially
relevant to university support for PA participation: (1)
organizational structures; (2) personndl; (3) facilities; (4) funding
or investment; (5) opportunities for participation; (6)
high-performance athletic support; and (7) institutional ethos,
prioritization, and quality of provision. An initial section
gathered information on the respondents (eg, title, contact
details, and section responsible for completing).

Environmental Audit Tool Administration and
Completion Procedure

To aid with the distribution and data collection, the EAT was
translated into a Web-based instrument using SurveyMonkey
(SurveyMonkey Inc, San Mateo, California, USA). Theresearch
manager then uploaded the university-specific audit tools,
generating a Web-based link for each. Thislink was sent to the
ICs of each participating university via email, who were
requested to identify the appropriate personnel in their
universities to complete or inform each section. Owing to the
time and information required, a save as you go function was
applied to the EAT, alowing the participants to save answers
and return later. This function also alowed the respondents to
edit answers before submitting to the research manager.

Environmental Audit Tool Development

To guide the development of the EAT, SSI identified the
following aspects that should be investigated: (1) local context
(eg, location and enrollments); (2) policies and provision; (3)
culture (eg, perceived level of support for PA participation); (4)
facilities; and (5) needs and resources assessment (eg, current
needs and resources to further promote PA). In addition to the
above guidance, additional insight into possible content was
gained by examining existing literature and other published
audits on environments provided by universitiesin England and
Scotland [25,26]. Subsequent to the production of thefinal EAT,
an extensive 6-month consultation processtook placeto further
develop, refine, and confirm it. Thisincluded consultation with
(1) members of the research team and the SSI research
management group (n=10); (2) key stakeholders in the PA
provision in universities (n=15, SSI designated contact person);
and (3) international experts (n=3, personnel involved in the
Sports Provision in Scottish Universities and Irish Higher
Education Surveys, and astatistician). These consultationswere
used to review draft versions of the EAT and maximize face
validity of the tools used in the EAT. Face validity is seen as
the extent to which a measure appears to provide the desired
information and is usually assessed by expert consensus [29].
The whole process resulted in the development of a
comprehensive EAT, designed to investigate the environment
provided by universitiesto support and promote PA engagement.
An overview of the sections included in the EAT is provided
below, with the full version available in Multimedia Appendix
1.
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Organizational Structure of Physical Activity

To understand the organizational structures of PA within
universities, two questions were asked. First, the number of
organizational structures (eg, Department of Sport, sport clubs,
and student union) which provide direct support to PA
participation, the individual (eg, Director of Sport and student
services) within the institution that the organizational structure
reports to, and a brief description of the role of the structure
were asked about. Second, the nature and number of other
partnerships within the institution that support sport and PA
participation (eg, health service and disability service) were
assessed. Responses were open, alowing the respondents to
answer from their universities' perspective.

Per sonnel

The EAT included questions regarding (1) the number of
full-time employees, part-time employees, and volunteers
supporting PA participation in 2009 and 2014 and (2) the
relevant staff titles (eg, Director of Sport). This question was
answered for each named organizationa structure within the
university (ie, from previous section). Information regarding
training and recognition available to student volunteers was
also gathered.

Facilities Provision

Questions regarding the extent and nature of both indoor and
outdoor facilities available to each university at al locations
wereincluded in the EAT. Details about the type of facility (eg,
courts and pitches), facility dimensions, specifications and
number, ownership (owned or hired), and accessibility for
individuals with a disability were gathered. A list of named
facilities was included (n=19), and respondents had the option
toinclude other facilities. The section included closed responses
(ie, yes or no and owned or hired) and open responsesto allow
more details about the facilities to be provided. Respondents
were asked to complete this section for each location used by
their university to provide PA opportunities.

Funding or Investment for Physical Activity

Investment in PA provision within universitieswasinvestigated
by gaining insightsinto the (1) past (last 20 years) and planned
(next 5 years) capital investment in facilities by institutional,
private, and public sources; (2) current investment in each of
the previous 5 years; (3) provision of direct ingtitutional grants
for sports clubs; (4) annual fees or charge to students; and (5)
student charge to access facility or PA opportunity. Specific
funding ranges (eg, up to 25,000; 25,001-35,000) were provided
for capital and current investment questions. Open responses
were facilitated in the remaining questions.

Student Sport and Physical Activity Participation Provision

Questions were asked regarding (1) sports clubs provided by
the university; (2) the nature of sports clubs provided (ie, type
and provision for individuals with a disability); (3) number of
participants; (4) description of link between sports clubs and
the universities' organizational structures; and (5) participation
ratesin exercise and fitness opportunities. Additional detail was
gathered regarding the competition levels engaged in, level of
training hours, staffing, income, and expenditure of clubs. A
response was requested for a list of 54 named sports clubs

JMIR Res Protoc 2019 | vol. 8 | iss. 2 |e10823 | p.225
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

(Multimedia Appendix 1), with an option for the respondent to
include additional options. The majority of questions were
closed in nature, with drop-down menus to facilitate selection
of the most appropriate answers.

High-Performance Programs and Athletes

Questions regarding various aspects of provision for
high-performance programs and athletes were included in the
EAT. High performance or elite was defined as students
currently competing at nationa or international standards at
either senior or junior levels. The following aspects were
examined: (1) ingtitutional partnership with national governing
bodies of sport and national or international-level sports clubs
and (2) provision, nature, source, and value of athletic
scholarships and of in-kind athletic support (eg, free access to
facilitiesand sport science support). A combination of open and
closed questions was used, and the option of adding other
choices was included as appropriate.

Institutional Ethosand Prioritization

The EAT concluded with questions regarding perceived
institutional ethos and prioritization for PA provision. First,
respondents were asked about the perceived importance placed
on participation in and the promotion of PA and how this
importance has changed over the last three years. This was
followed by asking about the impact of specific factors (eg, cost
of provision and health of students) on the institutional
prioritization of PA. Subsequently, the perceived quality of
provision under a range of headings (eg, indoor and outdoor
facilities, PA opportunities, and funding) for PA was assessed.
Finally, the existence and availability of strategic priorities for
PA in each university was asked. Likert scales were used to
assess the above, with an exception to the final area, which
allowed respondents to include a link to any strategic
information regarding PA provision.

Data Management of the Environmental Audit Tool

The responses from SurveyMonkey (SurveyMonkey Inc, San
Mateo, California, USA) were directed to an SPSS database
version 22 (SPSS Inc). Each university was given a unique
identification (ID) number, which allowed the data to be
matched across the EAT and SS. To produce a clean and
complete dataset, the following steps were followed: (1)
successful datatransferal from SurveyMonkey (SurveyMonkey
Inc, San Mateo, California, USA) to SPSS was confirmed; (2)
missing data were identified and appropriately coded; (3)
university size was added; and (4) to ensure that the datasets
were anonymous, any text that would enable identification of
a specific university was edited. The EAT was developed so
that provision for each construct by universities could be
usefully scored and analyzed. From the EAT, the following key
performance indicators (KPIs) were agreed to represent the
environment and provision made by universities to support
student participation in PA (Multimedia Appendix 2).

An ingtitutional score for total provision and for provision
relativeto 100 studentswas cal cul ated for each KPI listed above.
The development of the provision score facilitates analysis of
total and relative provision for each KPI across small, medium,
and largeinstitutions. In addition, it isalso possible to categorize
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universities as making high, medium, and low provision for
each KPI. Thedifferent categories of provision were determined
by calculating a university rank (1-33) for both the total
provision score and the total score relative to 100 students.
These two ranking values were then summed and ranked to get
a composite rank for each university. On the basis of this
composite rank, ingtitutions were assigned equally to either a
high, medium, or low provision category for each KPI (ie, ranks
1-11=high; ranks 12-22=medium; and ranks 23-33=low). Details
regarding calculation of university total provision scorefor each
KPI are provided in Multimedia Appendix 2.

Student Survey

The purpose of the SS was to provide information of the
students' behaviors, beliefs, and attitudes regarding sport and
PA. The SS consisted of 8 sections, with 98 questions addressing
the following areas: (1) general PA; (2) determinants of PA;
(3) volunteering in sport; (4) coaching acquired; (5) sport and
recreational PA participation; (6) elite athlete satisfaction; and
(7) related hedth behaviors. Additional questions gathered
demographic information about the respondent (eg, sex, age,
and household income).

Student Survey Administration and Completion
Procedure

To achieve a nationally representative sample from each
university, 3% (7/32) of the student population in large
universities, 5% (12/32) of the population in medium-sized
universities, and 6% (13/32) of the population in smaller
universities were sought. Students were also required from
different fields and years of study within each university,
depending on the student enrollments [27,28]. Data collection
implemented a stratified cluster design for subject selection,
stratified by year group and acrossfields of study, which allowed
for arepresentative sample based on university enrollments. A
quota of students needed from each university was devel oped
and given to the I C responsible. The IC then worked alongside
the research manager to ensure that the sample was
representative of their student body. The IC requested access
to the required students and administered the SS during class
time, which was completed using the SurveyMonkey software
(SurveyMonkey Inc, San Mateo, California, USA). Before the
students were given their university-specific survey link, the
study was explained, and it was advised that the SS be
completed on a laptop, tablet, or mobile phone. The use of a
supervised Web-based survey was to maximize response rates,
minimize potential for data entry errors, and facilitate the
merging of data from over 30 universities. Administering the
survey during classtime was based on previous research where
response rates in excess of 90% have been achieved [3,30]. To
ensure that the 1Cs collected the data as requested, the date
stamp of responses was examined by the research manager.
Where the majority of responses (>90%) occurred in batches
and within normal university hours, it was deemed likely that
the protocol was adhered to. The |Cswere encouraged to collect
as many responses as possible. Where the response rate was
greater than the quota needed, the research manager drew a
random stratified sample to obtain a representative sample for
the overall study. This allowed each university to use their own
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full dataset for further local analysis while the quota for the
national survey was achieved.

Student Survey Development

The SS was developed using versions of known tools and
measures that have been used in similar studies [23,24,31-33].
Theresearch team consulted with the SSI research management
group (n=7), international experts (n=3; health professionals),
and statisticians (n=2) to develop and refine the SS through a
series of drafts (n=4) over a 5-month period. Again, these
consultations were used to review draft versions of the survey,
generate consensus among experts, and maximize the face
validity of thetoolsused inthe SS. The final SS used open and
closed questions to gain the relevant responses, with any
sensitive questionsrel ated to personal or financial circumstances
placed at the end of the survey, asthey can beabarrier to further
survey completion [34]. Filtering was applied throughout the
survey so that the relevant questions were asked based on
participants’ previous responses. An overview of the SSsmain
sections can be found bel ow, with more information of how the
SSwas structured, along with thefiltering information available
in Multimedia Appendix 3.

General Physical Activity

Students’ views of their PA levels were asked using five
single-item questions, including (1) if they think they take
enough PA to keep healthy; (2) their PA levels compared with
others; (3) their PA levels compared with those of last year; (4)
increasing PA over the next year; and (5) how important PA
opportunities were when enrolling. Responses were recorded
using arange of Likert scalesand categories. Knowledge of the
PA guidelineswas asked using asingle question, with responses
allowed in minutes per week or day. General PA levels were
measured using three valid and reliable measurement tools for
assessing attainment of the PA guidelines[35]: the International
Physical Activity Questionnaire-Short Form [36], an adapted
version of the Patient-Centered Assessment andCounselingfor
Exercise [37], and a single-item measure [38]. Domains of PA
were measured, including PA as a form of transport, cycling,
walking, and muscle strengthening exercises. PA as aform of
transport was measured using two questions asking about the
form of transport used to get to the university and the duration
of time it takes [24]. Students who travelled to the university
by a motorized form were asked to give three reasons for not
actively travelling, with 12 options available. Walking for
recreation was measured with a 3-item question asking about
the frequency, duration, and intensity [24]. The frequency and
duration of cycling PA [31] and muscle strengthening PA were
also assessed using 2-item questions [24].

Determinants of Physical Activity

The psychosocia determinants of PA participation were assessed
using the Determinants of PA Questionnaire (DPAQ) [39].
Shortened from its original for practical purposes, 1 item for
each of the 11 determinants was selected based on the items
with the highest factor loading from a confirmatory factor
analysis [39]. The shortened DPAQ presents 11 statements,
worded positively and negatively, asking students to respond
using a 7-point Likert scale ranging from strongly disagree to
strongly agree. The determinant areas included knowledge,

http://www.researchprotocols.org/2019/2/e10823/

Murphy et al

environmental resources, motivation, beliefs about capabilities,
emotion, skills, social influences, beliefs about consequences,
action planning, coping planning, and goal conflict related to
PA.

Volunteering in Sport

A question asked studentsif they completed any sportsvoluntary
work in the past four weeks, with responses dichotomized into
volunteers and nonvolunteers. Those who volunteered were
asked to indicate the duration (hours per week) and type (range
of 7 activities) of volunteering both inside and outside the
university.

Coaching

This section asked students if they had received any formal
coaching or instruction to improve PA performance in the past
four weeks, with responses dichotomized into yesor no. If “yes,’
then information about where it was accessed was asked with
6 responses provided.

Sport and Recreational Physical Activity Participation

Student engagement in recreational PA inside their university
was assessed by asking “Did you do any sport or recreational
PA inthelast four weeks?" with four optionsthat acted asfilters,
categorizing students as “nonparticipants,” participating only
“within university,” “ outside university,” or “bothin and outside
university.” Each category directed to aspecific set of questions
designed to find out more about their behavioral choices.

Those in the “within university” and “both” categories were
asked about the frequency, intensity, duration, standard, and
the type of PA they participate in, with options given for each
[33]. These students were asked to rate the top five reasons for
participation within their university, with 17 responses provided
[40], and their satisfaction with provision for PA by their
university using 10-point Likert scales. Studentswere then asked
to indicate the uptake of any new PA since beginning in the
university and the highest level that they have participated at,
through closed questions [41].

Those in the “outside university” category were asked about
the frequency, intensity, duration, standard, and the type of PA
they participate in, along with whom they participate. The top
three reasons for not participating through the university were
asked with an option to suggest what their university could do
to encourage participation [33]. Questions regarding the reasons
for PA participation, the uptake of new activities, and the highest
standard participated were then asked.

Thoseinthe“nonparticipants’ category were asked for thethree
reasons for nonparticipation in any PA, the length of time since
they last participated, if they could be encouraged to participate
in PA (yesor no), and what would encourage them to participate
(13 options) both inside and outside the university [26].

Elite Athlete Satisfaction

Students who indicated that the highest level participated as
“elite” were asked if they received ascholarship or bursary from
their university. If “yes” questions about the sufficiency of
scholarship, the type of activities participated in, and their
satisfaction with the provision for elite athletes by their
university followed.
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Related Health Behaviors

Questions were asked to assess the health-related behavior
choices of students. Alcohol intake, smoking, and drug usewere
all measured using single-item frequency questionnaires [23].
Sedentary behaviorswere measured by studentsto estimate the
minutes spent sitting on weekdays and weekends in a range of
8 situations [42]. Dietary habits were measured using two
adapted single-item frequency measures, asking about
convenience foods (eg, fast food) and fresh foods (eg, fruit and
vegetables) [23]. Students' perception of body image, general
health in the past 12 months, and happinesswere assessed using
single-item measures with responses recorded using Likert
scales [24,31]. Mental health was measured using the 5-item
Mental Health Index, a subscale from the Short Form Health
Survey [43,44)].

Data Management of the Student Survey

The sample collected was reviewed against the nationally
representative figures once the data collection was complete.
This enabled aweighting to be matched to the sel ection process
based on the parameters of age and sex, depending on any gaps
or underrepresentation intheinitial datacollection. The decision
to weight by gender and age was based on the knowledge from
previous research that participation in sport and PA is
significantly influenced by both factors. Weighting of the dataset
was completed by statisticians (n=2) and allowed the datato be
representative of the national statistics regarding university
enrollments. Each dataset was given an | D when data collection
was complete, which wasthe only identifier for each respondent.
An 1D was a so generated based on the university the responses
came from, which reflected the ID of the universities in the
EAT. Thismeant the environmental dataand SS responses could
be matched, allowing examination of the relationship between
the university environment and students' responses to the SS.
Reliability of data would affect any future analysis; thus, data
cleaning and reliability checks were paramount to this phase.
Thisinvolved checking datafor consistency, completeness, and
accuracy through spot checks.

Results

Environmental Audit Tool

Data collection using the EAT was undertaken between May
and August 2014. A total of 80% (33/41) of universities
responded to the EAT. Overal, 70 people from the participating
universities played a part in the completion of the EAT,
including the following staff or equivalent in each university:
Director of Sport; Sports or Clubs and Societies Officer; and
Health or PA Promotion Officer. In 42% (14/33) of ingtitutions,
the IC only played arolein the completion of the EAT.

Student Survey

Data collection using the SS was undertaken between October
and December 2014. Studentsfrom 78% (32/41) of universities
participated in this phase of the study. Of the 9197 students
administered the SS, 88.31% (8122/9197) provided sufficient
responses (49.12% [3966/8122] male; mean 23.17 [SD 6.75]
years). Analyseswere conducted on the datasetsto examinethe
PA attitudes, beliefs, and behaviors of studentsand to investigate
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the influence of relevant factors (ie, individual, behavioral, and
environmental) for student PA engagement. The full findings
generated from this protocol are available in the SASSI report
[45], with additional studies planned in the near future.

Discussion

Potential of the Protocol

The SASSI study is a novel, two-phase cross-sectional study
combining a purposefully developed EAT and a supervised
Web-based SS. Together, the measurement tools provide
comprehensive data, which permits an investigation of how
personal, behavioral, and environmental factors relate to
students’ PA. This enables us to have a holistic view of the
factors related to behavior as guided by the socia cognitive
theory and ecological approach used. In addition, the protocol
allows the evaluation of the actual environment provided by
universities and their association with students' PA. This has
the potential to eliminate the gap in the literature regarding the
association of the physical environment with PA engagement
in students [10,20]. The data collection tools developed can be
used to evaluate existing university provision for PA and
measure change in that provision; interrogate and inform the
future research agenda; and provide a platform for the pooling
and harmonization of data collected. Finaly, the authorsbelieve
that this protocol is generalizable and can be used in other
nations and by other stakeholders to quantify and evaluate the
factors that are important for student PA engagement. Such
evauations will contribute to the impact of health promotion
efforts for this population.

Strengths

The protocol has several strengths, which encourage the
possibility of its use in other nations wishing to investigate PA
in this population. Identification of similar survey instruments
and the consultation process throughout the devel opment phases
were strengths that allowed for the creation of 2 assessment
tools that were used in over 30 universities across 2 nations.
The consultation process in both phases also alowed for face
validity to be maximized for the EAT and SS by the research
team, management group, and international experts. Both the
EAT and SS are comprehensivein assessing their intended areas
but are designed to be used together, which provide a unique
dataset. This unique dataset has the potential to increase our
understanding of the actual environment provided by
universities and the effects it has on students' PA, while also
assessing personal and behavioral factors. Other major strengths
of the SASSI protocol concern the training, buy-in, and input
from the ICs throughout both phases and the success of
administering the EAT and SS through a Web-based platform.
These strengths were key factors for the high response ratesin
the EAT (80% of universities invited completed the EAT) and
SS(88.31%; 8122/9197) of the 9197 students administered the
SS saufficiently completed it). For phase 2, the use of a
supervised survey delivered during class time replicated the
response rates of similar study protocols[3,30].
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Limitations

Although the SASSI protocol possesses strengths, the
weaknesses also need to be recognized here and addressed for
future research. The EAT and SS required a great deal of
information and were time-consuming. This magnifies the
importance of the buy-in from the ICs and the features offered
through Web-based administration (eg, stop-save and ease of
administration), which aided completion. Additional limitations
concerning the questions used in the EAT and SS need to be
addressed. Despite both tools being comprehensive, certain
guestions and options offered may have resulted in responses
that do not provide al the information needed. For example, in
the EAT, capital and current investment were assessed using
closed questions with the lowest option being “up to €25,000."
Thismeant that universitiesthat invested €25,000 were grouped
with others who invested zero, with no way for the research
team to tell the difference. In addition, in the SS, certain
health-related behavior questions (eg, alcohol and smoking)
assessed frequency but not the intensity of the behavior (eg,
units of alcohol or cigarettes). The primary focus of SASSI was
PA, which meant less importance was put on other questions,
but this is still a limitation of this protocol. Suggestions for
future research may be to provide additional options in the
closed questions or offer open responses instead. Finaly, the
vaidity and reliability of some measuresincluded have not been
acquired for this population, with certain measures used in the
SS shortened and adapted for practical reasons and to reduce
the burden on students. Evidence suggests that lengthy
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measurement tools lead to greater amounts of missing data on
individual questions, decreased variability in answers to
grid-based questions, and shorter responses to open-ended
guestions [46]. Although the methodology allows for face
validity of the measures used in the EAT and SS to be
maximized through the use of known measures, a consultation
phase and training days, there may be aneed for future research
to test their concurrent validity and reliability. A further
weakness of the SASSI protocol wasthe cross-sectional design
that meant the correlates of PA could be measured, but not the
true determinants.

Conclusions

Nevertheless, the authors believe that the SASSI protocol, with
itswhole country approach, isunique and can be used asamodel
for other nations hoping to investigate the PA and its related
factors in university students. The use of one standardized
comprehensive protocol to study such atopic would lead to the
harmoni zation of data, allowing for the comparison of findings
across countries. The information collected using the SASSI
protocol may have potential uses such as providing information
to relevant stakeholders and policy makers, providing strategic
guidance for future policy and planning of university settings
and university health interventions to enhance the health,
well-being, and sustainability of students. The authorsalso hope
that the tools developed in SASSI can be used in future
longitudinal research, hoping to investigate the personal,
behavioral, and environmental determinantsof PA in university
students.
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Abstract

Background: Primary, specialist, and alied health services can assist in providing equitable access in rural and remote areas,
where higher proportions of Aboriginal and Torres Strait Islander people (Aboriginal Australians) reside, to overcome the high
rates of chronic diseases experienced by this population group. Little is currently known about the location and frequency of
services and the extent to which providers believe delivery is occurring in a sustained and coordinated manner.

Objective: The objective of this study will be to determine the availability, accessibility, and level of coordination of arange
of community-based health care services to Aborigina people and identify potential barriers in accessing health care services
from the perspectives of the health service providers.

Methods: This mixed-methods study will take placein 3 deidentified communitiesin New South Wales selected for their high
population of Aborigina people and geographical representation of location type (coastal, rural, and border). The study isdesigned
and will be conducted in collaboration with the communities, Aboriginal Community Controlled Health Services (ACCHSs),
and other local health services. Data collection will involve face-to-face and telephone interviewswith participantswho are health
and community professionalsand stakeholders. Participantswill be recruited through snowball sampling and will answer structured,
quantitative questions about the availability and accessibility of primary health care, specialist medical and allied health services
and qualitative questions about accessing services. Quantitative data analysis will determine the frequency and accessibility of
specific services across each community. Thematic and content analysiswill identify issuesrelating to availability, accessibility,
and coordination arising from the qualitative data. We will then combine the quantitative and qualitative data using a health
ecosystems approach.
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Results: We identified 28 stakeholder participants across the ACCHSs for recruitment through snowball sampling (coastal,
n=4; rural, n=12; and border, n=12) for data collection. The project was funded in 2017, and enrolment was completed in 2017.
Data analysisis currently under way, and the first results are expected to be submitted for publication in 2019.

Conclusions: The study will give an indication of the scope and level of coordination of primary, specialist, and alied health
servicesin rural communitieswith high Aboriginal populations from the perspectives of service providersfrom those communities.
Identification of factors affecting the availability, accessibility, and coordination of services can assist ways of developing and
implementing culturally sensitive service delivery. These findings could inform recommendations for the provision of health
services for Aborigina people in rural and remote settings. The study will also contribute to the broader literature of rural and

remote health service provision.
International Registered Report Identifier (IRRID):

(JMIR Res Protoc 2019;8(2):€11471) doi:10.2196/11471

DERR1-10.2196/11471
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Introduction

Accessto coordinated and timely specialist careimproves health
outcomes for people with complex health needs [1]. During
2010-2012, the estimated life expectancy at birth for Aboriginal
and Torres Strait Islander Australians (hereafter Aboriginal
Australians) was 10 years lower than that for non-Aboriginal
Australians [2]. Much of this gap in life expectancy between
Aborigina Australiansand non-Aboriginal Australians has been
attributed to chronic diseases [3]. The rates of these chronic
diseases are considerably higher among Aboriginal peoplethan
among the overall Australian population [4]. In 2008, a25-year
political commitment called Closing the Gap was made through
the establishment of seven targets across health, education, and
employment, yet only modest progress has been achieved over
almost a decade [5].

Approximately one-third of the Australian population lives
outside the eight major cities, roughly 7.7 million people [6].
However, a significant disparity between the decentralization
of the population and health expenditure exists both between
urban versus rural and regional and remote areas[7] aswell as
among rural or regional and remote comparative areas.
Nationally, age-standardized services for very remote areas
werefunded at lessthan athird of the amount received by major
cities [8]. This may lead to inequity in both the funding and
provision of health servicesin these regions. The state of New
South Wales (NSW) is home to the largest proportion of
Australia’s Aboriginal population, 65% of which live outside
metropolitan areas compared with only 25% of the
non-Aboriginal population [9]. Large tertiary medical centers
located in metropolitan areas can be accessed by the entire
population, yet time and cost barriersin traveling long distances
to facilities can be prohibitive, particularly for
socioeconomically disadvantaged groups such as Aboriginal
Australians.

Tackling chronic diseases requiresamultidisciplinary approach
[10], with regular, appropriate consultation, treatment, and
support. Various policy initiatives have been developed at the
national, state, and local level to respond to this situation. At
the national level, the mainstream strategy outlines the need to
manage chronic diseases among Aboriginal Australians and
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indicatesthat accessto appropriate servicesisvita for reducing
the burden of disease[11]. Providing such serviceswill not only
reduce the burden of chronic diseases to communities and the
country at large but also impact the quality and longevity of life
for Aboriginal Australianssignificantly [5]. Theimplementation
of the most recent, long-term national Aboriginal health plan
focuses on improving the health system through more
comprehensive, culturally competent, and effective services,
including investing in increased capability of Aboriginal
Community Controlled Health Services (ACCHSs) to meet
identified needs [12]. Ensuring that services are adequately
resourced is vital to ensuring this outcomeis achieved [13,14].

The unique socia and cultural needs of Aboriginal Australians
should be carefully considered in the provision of careto ensure
culturally competent service delivery [15]. The National
Aboriginal Community Controlled Health Organization, the
Aboriginal Health and Medical Research Council (AHMRC),
and rural ACCHSs have led to significant improvementsin the
delivery of health care to Aboriginal Australians [16,17].
However, the capacity of ACCHSs are limited, and most health
care services are provided to Aborigina people through
mainstream health care services [15]. The coordination of
services across multiple agencies and health problems is
challenging. An ecosystems approach provides a way to think
about health issues as a whole through a system lens, enabling
integrated responses across and between health services and
health issues. A health ecosystem approach brings key
stakeholders together to form partnerships and facilitates
engagement between all relevant sectors necessary for connected
health care to occur [18,19]. The approach has been used to
help conceptualize and understand hedth in its wider
environmental or ecosystem context and provide innovation in
health care [19,20]. Determining the location and frequency of
current health care services over a geographical jurisdiction
allows for the identification of targeted areas for coordinated
future service provision to create afairer spread of care across
the popul ation.

The primary aim of this study is to determine the availability
and accessibility of primary health care, specialist medical, and
allied health services to Aboriginal peopleliving in three rural
or remote townsin NSW and their current level of coordination
from the perspectives of service providersin those communities.
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Methods
Study Design

Study Approach

Our study design will utilize a mixed-methods approach to give
abroader, more comprehensive perspective to answer the aims
of the study and combine the strengths of quantitative and
qualitative approaches. We will use both inductive and deductive
approaches, using initial deductive reasoning driven by the
examination of the aims of the study in combination with
generating findings that emerge from observations from the
data. The study will take place in 3 communities (coastal,
remote, and border) across NSW with higher than average
populations of Aboriginal people[9]. These three communities
have been selected based on their |ocations being representative
of centers with varying access to metropolitan health services
and each having a strong history of community-driven health
service development. The investigators have existing,
established relationships with the three communities, built up
over severa years of collaborative working and co-designed
research. The coastal, remote, and border communities have
populations of 14,000 (17% Aboriginal), 1400 (65%
Aboriginal), and 500 (63% Aboriginal) people, respectively
[6,9].

We will conduct the study in collaboration with ACCHSs and
other service providers including hospitals, general practice
clinics, pharmacies, and community health centers. Stakeholder
participants will be staff recruited from local health districts
and primary health networks, ACCHSs, pharmacies, early
childhood centers, general practices, Aboriginal working parties,
schools, local councils, and the private health sector. By
interviewing representatives from multiple service providersin
each community, wewill be ableto triangul ate the datato ensure
that we capture a comprehensive picture of service providers
perspectives.

Phase 1. Community Engagement and Recruitment

Figure 1 presents a flowchart of the study phases. In Phase 1,
the researchers approached ACCHS stakeholders in the three
selected locations to participate in the study. We gave these
stakeholders the opportunity to join the research team and
contribute to the development and implementation of the
research design and data collection tools. We have established
an independent study advisory group to oversee the study and
its governance [21]. The advisory group comprises both
Aboriginal and non-Aboriginal professionals and community
members who have knowledge and expertiserelating to at | east
one of the three communities. This group can enhance the
reflexivity of the research process by guiding the researchers
during each of the three phases. Each organization involved in
the study was asked to nominate individual participants who
meet the study inclusion criteria of having existing relationships
within the communities and knowledge of and access to
information regarding the provision of services to these
communities.
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While we selected the three communities for the study based
on their demographic characteristics and their established
relationships with the researchers, a snowball sampling
recruitment process will be used to recruit individual
participants. We asked partner ACCHSsto provideinformation
on al relevant service providers in their community for
recruitment. Subsequently, the research team contacted each of
these organizations to invite them to participate in the study.
Where consent was granted by the organization to approach
their staff membersto participate in the study, the organization
subsequently introduced the study to their staff and facilitated
recruitment by providing contact details of potential participants.
While snowball sampling does not provide a known sampling
population size, it gives a more effective means of accessing
vulnerable and isolated population groups, such as rura
populations and professional s (including those who identify as
Aboriginal) working with Aboriginal communities, for
mixed-methods research [22].

Phase 2: Data Collection

We will deidentify each location to ensure confidentiality and
privacy for the participants, which may facilitate more honest
and candid responses, and to protect the privacy of the
communities. All participants will go through an informed
consent process and sign consent forms prior to data collection.
Wewill collect the dataover a2-week period in each community
using both faceto-face and telephone interviews. Each
community supported the undertaking of data collectionin this
timeframe and considered it to be appropriate for answering the
aims of the study and that it would not place an undue burden
on the community. We will invite the participants to undertake
a structured, quantitative interview about the primary health
care, specialist medical and dlied health services in their
community and give them the opportunity to provide longer,
open-ended (qualitative) answers for each question. The
guantitative component will alow the participants to indicate
the specific services (primary, specialist, and allied health
services, eg, podiatry, renal nurse, or sonography) availablein
these communities, by providing a response of “yes,” “no,” or
“unsure.” Participants will be asked to identify where (through
giving an open-ended response, eg, ACCHS or local hospital)
these services are offered. We will also ask the participants
about the frequency of service delivery, measured through a
9-point scalefrom “always’ to “never” (including the responses
“weekly,” “monthly,” and “annualy”). The quadlitative
component will collect information about the participant’s
experiences, beliefs, and expectations about accessing health
services in their community. Participants will also be asked
open-ended questions about the barriers and enablers to health
care servicesfor Aborigina peoplein their respectivelocations.

One of the authors and a project manager, who are experienced
in conducting interviews for qualitative research in Aboriginal
communities, will conduct the interviews. All interviews will
be audio recorded and transcribed by a transcription service.
Quantitative data will be collected using REDCap (REDCap
Software), a secure electronic data capture tool hosted at The
George Institute for Global Health [23].

JMIR Res Protoc 2019 | vol. 8 | iss. 2 |e11471 | p.235
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

Figurel. Flow chart of the study.
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Phase 3: Data Analysis

We will analyze the data to provide an informative analysis of
service providers perceptions of the provision of health care
servicesto these communities. A research student who was not
involved in the data collection will conduct the initial data
analyses, with subsequent data interpretation by the study
investigators and the advisory group.

Descriptive statistical analysis will be used for all quantitative
data to determine the frequency of specific services, across the
three communities and combined, to determinetheir availability.
We anticipate that data on services will be defined and
categorized by service type (eg, primary, specialist, or alied),
servicedelivery type (eg, nurse, podiatrist, or sonographer), and
delivery organization (eg, public or private). In each community,
we will compare participant reports of the type and frequency
of health services available. We will tabulate services readily
identified by all participants as well as those where there is
uncertainty or dispute. Similarly, the reported frequency of
serviceswill be compared across participantsin each community
to determine knowledge about services available at acommunity
level.

All qualitative data will undergo thematic and content analysis
using both inductive and deductive approaches [24]. This
analysiswill include the identification of any potential barriers
or enablersor broader emerging themesrelating to the provision
of and access to health services for Aboriginal people. The
qualitative and quantitative datawill be visually combined and
mapped using a health ecosystem approach [18]. This will
provide an ecologica framework [25] to analyze how the various
parts of the health care systemsin this study, such as perceptions
of coordination, funding, and design, interact. A
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member-checking [26] processwill subsequently be undertaken
through consultation with the advisory group to examine the
validity of the findings and ensure reflexivity has occurred
across the study.

Quantitative analyseswill be performed using SPSS 19.0 (IBM
Corp) and qualitative analyses using NVivo 10 (QSR
International).

Ethics and Governance

The AHMRC of NSW gave ethical approval for this study
(1173/16). A requirement of ethical approval was the
establishment of an advisory group to advisethe research team.
The advisory committee comprised representatives from
ACCHSs and mainstream (including rural-specific) health
organizations. This committee met twice at the devel opment
and start-up of the study and will meet again once data collection
is complete. The study addresses the AHMRC and National
Health and Medical Research Council principlesand guidelines
for Aboriginal and Torres Strait 1slander research [21]. We will
share the findings of this study with the three Aboriginal
communitiesand their ACCHSs, the advisory group supporting
the study, and the AHMRC as well as in peer-reviewed
publications and at conferences.

Results

We identified 28 stakeholder participants across the ACCHSs
for recruitment through snowball sampling (n=4 coastal, n=12
rural, and n=12 border) in Phase 1 for data collection in Phase
2. The project was funded in 2017, and enrolment was
completed in 2017. Data analysis is currently underway, and
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the first results are expected to be submitted for publication in
2019.

Discussion

This study will use quantitative and qualitative data to provide
unique insight into the lived experiences of service providers
in 3 rural communities with high Aborigina populations in
NSW. Further, this study provides insights into the availability
and frequency of primary, specialist, and allied health services
in those communities. Combining the quantitative and
qualitative data will provide a comprehensive way to identify
issues and enablersfrom a systems perspective and make explicit
how all the parts of the health system might interact, support,
and influence outcomes [25]. The results of this study may
identify barriers and enablers of health services in rural and
remote communities. This information will help inform
recommendations about how to improve health care servicesto
Aboriginal people. Subsequently, thiswill contribute to easing
the burden of chronic diseases for peoplein these communities
specifically and to other nonmetropolitan jurisdictions across
and beyond Australia.

The provision of health care services to Australians is a
multifaceted undertaking that is often influenced by arange of
factors, particularly social, cultural, political, and geographical
factors. When this provision exists outside major cities, the
challenges and expenses faced by health care providers are
significantly increased [8]. The provision of coordinated
primary, specialist, and allied health services may help overcome
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some of the barriers relating to access to services and in turn
improve health outcomes among Aboriginal people living in
rural and remote areas [27]. These barriers include geographic
remoteness, socioeconomic factors, cultural competence of
services, and specialist availability [ 28] in addition to the general
limitations of public and primary health care systems[29], such
as waiting times and hospital service structure.

The strengths of this study are its collaborative devel opment
and delivery, with the key stakeholders involved in health
service delivery to Aboriginal  Australians including
community-controlled health services. Another strength is the
application of the novel ecosystems approach that enables a
broader lens on the interactions between individuals, issues,
and system [19,20]. Limitations may include bias relating to
the representativeness of the participant sample and the validity
of self-report responses as well as the interpretation of
qualitative data by the researchers. We will attempt to ameliorate
any biases through member-checking of the results and
undertaking snowball sampling until data saturation is reached.
The study is the first of its kind to comprehensively map the
primary, speciaist and alied hedth activities in identified
geographical areas of need for ahigh priority population group
from the perspectives of service providers. Ultimately, this study
will provide insights into how to better provide health care
servicesfor Aboriginal peoplein rural and remote communities.
The findings will also contribute to the broader literature of
rural and remote health service provision [30] and provide
recommendations for future practice, which if adopted could
lead to improvement of population health services.
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Abstract

Background: Heterotopic ossification (HO) is a significant complication for wounded warriors with traumatic limb loss.
Although this pathologic condition negatively impacts the general population, ectopic bone has been observed with higher
frequency for service membersinjured in Irag and Afghanistan due to blast injuries. Several factors, including atraumatic insult,
bioburden, tourniquet and wound vacuum usage, and bone fractures or fragments have been associated with increased HO for
service members. A large combat-relevant animal model is needed to further understand ectopic bone etiology and develop new
pragmatic solutions for reducing HO formation and recurrence.

Objective: This study outlines the optimization of ablast system that may be used to simulate combat-relevant trauma for HO
and replicate percussion blast experienced in theater.

Methods: Wetested the repeatability and reproducibility of an air impact device (A1D) at various pressure settings and compared
it with a model of blunt force trauma for HO induction. Furthermore, we assessed the ability of the higher-power air delivery
system to injure host tissue, displace metal particulate, and disperse bone chipsin cadaveric sheep limbs.

Results: Data demonstrated that the air delivery setup generated battlefield-relevant blast forces. When the AID was charged
to 40, 80, and 100 psi, the outputs were 229 (SD 13) N, 778 (SD 50) N, and 1085 (SD 114) N, respectively, compared with the
blunt force model which proposed only 168 (SD 11) N. For the 100-psi AID setup, the force equaled a 5.8-kg charge weight of
trinitrotoluene at a standoff distance of approximately 2.62 m, which would replicate a dismounted improvised explosive device
blast in theater. Dispersion data showed that the delivery system would have the ability to cause host tissue traumaand effectively
disperse metal particulate and host bone chipsin local musculature compared with the standard blunt force model (13 mm vs 2
mm).

Conclusions: Our datashowed that ahigh-pressure AID was repeatabl e or reproducible, had the ability to function asasimulated
battlefield blast that can model military HO scenarios, and will allow for factorsincluding blast traumato translate toward alarge
animal model.
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Introduction

Heterotopic ossification (HO) refersto ectopic bone formation,
typicaly in residual limbs or periarticular regions following
trauma, surgery, or injury [1]. This pathological process
manifests outside the skeleton [2] and comprises a hybrid of
cortical and cancellous bone [3]. HO isinduced by damage to
soft tissue and inflammation [4,5] and has been most frequently
observed after combat-related traumato service members with
blast injuries[6].

Reviews of orthopedic injuries from Operation Iragi Freedom
and Operation Enduring Freedom have reported that
approximately 70% of war woundsinvolved the muscul oskel etal
system [7], largely in part from the use of improvised explosive
devices (IEDs) and rocket-propelled grenades. Given theintense
nature of blast injuries, which require rapid tourniquet use,
debridement, and surgical intervention, HO has been reported
to occur in approximately 63%-65% of wounded service
members with limb loss or major extremity injuries [8-10].
Reports of recent Operation Iragi Freedom and Operation
Enduring Freedom combat-related amputees with known HO
haveindicated that approximately 20%-40% of affected patients
required surgery to excise their bony masses [10-13].
Symptomatic HO may delay rehabilitation regimens, as ectopic
bone resection often requires modifications to prosthetic limb
componentry and socket size [11,14].

The causative factors of HO devel opment, especially in the case
of blast injuries, are not well known. However, it has been
hypothesized that contributing factors may include the
following: (1) the blast, which generates extensive trauma and
potential concomitant brain injury [15]; (2) tourniquet use,
which alterslocal pH and creates a hypoxic environment [16];
(3) the presence of bacteria and biofilms [17]; (4) negative
pressure wound therapy that may be used postinjury [9]; and
(5) fractured bone, which may be dispersed into the muscul ature
(clinical observations, unpublished data). To identify the various
contributing factors for ectopic bone and to provide new
evidence-based medicine that may inform clinical guidelines,
animal modelsare currently being devel oped. However, asnoted
by Forsberg et al in Burned to the Bone, “ one of the challenges
preventing advances in this field has been the lack of robust
animal modelsfor HO” [18].

Whilerats and rabbits are the most commonly used animalsfor
HO research, their bone growth rates are 600% and 40% higher,
respectively, than those of humans [19,20]. This may limit the
trangatability of this work because HO has been documented
to be more metabolically active than nonpathological osseous
tissue[1,3,21-24]. Small animal models also cannot accurately
reflect combat casualty care because variables such as serial
debridement and negative pressure wound therapy must be
omitted [25]. The most practical model, and one that is highly
understudied, is the ovine model, which has almost identical

http://www.researchprotocols.org/2019/2/e12107/

mineral apposition rates [26] and bone ingrowth into
intramedullary implants [27] compared with that of humans.
Despite this evidence, only asingle study by Walton et al [28]
has evaluated HO development in an ovine model; the study
results indicated that ectopic bone occurred only 17% of the
time. However, Walton et al used blunt force rather than blast
trauma, which does not replicate combat conditions, and
histological data confirmed that HO formation did not occur.
In an effort to address these limitations, preparations are
underway to expand HO data collection into a large animal
model that includes use of asimulated blast scenario. Thefirst
step in this process was to develop a system that could deliver
a repeatable and reproducible high-pressure blast. This study
outlines the optimization of a simulated blast system that may
be trandated to a large animal ovine model to assess the
development of HO in blast-related scenarios.

Methods

Incident Pressuresand Air Impact Device Selection

IEDs are often fabricated from 120-mm artillery rounds and
contain approximately 5.8 kg trinitrotoluene (TNT) or its
equivalent [29,30]. At a standoff distance of 5.5 m (one of the
most commonly used measuresfor blast assessment), thisyields
an incident pressure of 110.9 kilopascal (kPa) based on the
Kingery-Bulmash blast parameter calculator, which was used
for calculating estimated incident pressures in this study [31].
Previous military blast injury models in rodents have utilized
pressurized gas systems to mimic |ED repercussions [29]. It
has been shown that these system types result in incident
pressures and other blast parameters, including waveform shape
and impul seto detonation, that correlate with |ED or other blast
outputs [29,32].

In order to more closely simulate an IED or rocket-propelled
grenade blast that may occur in theater, and to appropriately
trandate this to a large anima model, we consulted a special
effects pyrotechnics expert who was familiar with the creation
of controllable blasts using pressurized gas or air. We identified
Martin Tornado Air Cannon with a 4-inch valve (Model
BB4-12-28, Martin Engineering, Neponset, IL) as a viable
option for simulating a blast. Based on technical sheets, the
Tornado system provides rapid depressurization of air within
0.1 seconds [33]. Incident pressures were estimated to range
between approximately 174 and 588 kPa (ie, 40-100 psi),
consistent with what may be experienced in the range of a
battlefield blast setting based on parameters from the
Kingery-Bulmash blast parameter calculator [29-31]. The Martin
Tornado Air Cannon and its setup, which have been termed the
air impact device (AID), were assembled based on
manufacturer’s recommendations and assessed initially for force
output.
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Force Plate Testing

Animal limbs and carcasses for this and subsegquent analyses
were obtained from local butcher shops and from separate
Ingtitutional Animal Care and Use Committee-approved studies.
To determine force outputs of the AID, NeuLog force plates
(Amazon, Seattle, WA, Model Number NUL225) and
accompanying sensors were purchased. The AlID was secured
to ametal cart using industrial strength tie-downs and situated
such that the air release opening was directly over aforce plate
(Figure1). Tie-down straps were used to securethe device. The
NeuLog force plate was adjustable in height and tested at a
distance of 2 inchesfromthe AID air rel ease opening to collect
force plate data. The force plate was bolted to a custom-made
aluminum stand, and tie-downswere used to secure the structure
during AID discharge. The force plate was positioned 2 inches
from the AID, and data was collected via universal seria bus
to a general use Apple MacBook Pro on which NeulLog's
publicly available software had been downloaded. The AID was
pressurized using aDeWalt fast charge air compressor and tested
at pressures of 40, 80, and 100 psi. These settings were assessed
experimentally to, in future, determine their ability to cause
localized trauma but be within a factor of safety to not cause
ovine fractures at this stage of the model. Once pressurized, the
AID was discharged. Data were collected with 10 repeat
measurements at each psi.

In order to establish baseline force outputs for ovine-induced
trauma, we also reproduced the method performed by Walton
et a [28], which required a weight of approximately 3.5 kg
(head of a sledge hammer) to be dropped from a height of 1
meter. The force of this impact was recorded 10 times for
comparison against the AID outcomes. Once force data were

Figure 1. Setup of the air impact device for force plate analysis.
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collected, testing of the AID system was advanced to ex vivo
cadaveric sheep limb analysis.

Cadaveric Limb Testing

The AID blast was evaluated on 8 ovine carcass limbs and 4
whole sheep cadavers to characterize the effect of the air blast,
to ensure that the force would not generate alocalized fracture,
and to optimize the surgical model. To ensure that the limb was
in the same position between each blast, a support frame was
custom welded and abrace secured in the midregion of thelimb
to prevent flexion and fracture. Thiswas done for disarticulated
limbs (Figure 2), as well as whole carcasses (Figure 3). The
AID was placed 2 inches from the cadaveric limb (Figure 2) to
be consistent with the force plate testing. Bolts were used to
attach the limb to the metal frame. Note the metal brace on the
back of the limb provided support to the femur and prevented
breakage or severeligament damage from occurring (Figure 2).
Radiographs were taken following AID blasts to verify
postprocedure bone integrity.

Mock Shrapnel Displacement Testing

|ED blast injuries often afflict wounded warriors with shrapnel
inthedistal [imbs. To model this scenario and assess the ability
of the AID blast procedure to disperse simulated shrapnel
particlesinto the musculature of cadaveric sheep limbs, awhole
carcass was obtained. An incision was made in the midshaft
region of afemur. Deep tissue was dissected longitudinal ly until
bonewas exposed. A 2.5-g mixture of Cobalt-Chromium (CoCr)
beads having a diameter of approximately 0.5 mm was
suspended in 5 mL saline solution. The slurry was pipetted over
the bone surface. A radiograph was obtained to determine the
initial distribution of the CoCr beads (Figure 4).
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Figure 2. Representative image of a cadaveric sheep limb attached to a metal support frame for air impact device (AID) testing.

Figure 3. Impact of the air impact device (AID) blast on a cadaveric sheep. Left: Representative image showing a surgically prepared limb prior to an
AID blast. The air release opening of the AID was positioned directly above theincision; Right: Still shot showing the effect of the impact force of the

AID blast.
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Once placement was determined, the midshaft incision was
sutured closed and covered with clear adhesive (ie, Tegaderm),
and the AID discharge procedure, as outlined above, was
performed. To assess for particulate dispersion, the blasting
procedure was repeated 5 times. After each blast, aradiograph
was obtained to track the displacement of CoCr beads in the
deep tissue. This process was repeated in 2 cadaveric limbs.

For comparison, CoCr displacement testing was al so performed
using the Walton et a [28] method. More specifically, a sheep
cadaver was obtained, an incision made in the midshaft region
of the femur as described, and a 3.5-kg weight was dropped
from 1-m height. Bead placement was again imaged using
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radiography at time zero and after each drop of the weight to
track the movement of the CoCr beads.

Inadditionto ng the displacement of CoCr beads, testing
was also performed to determine whether the AID could cause
host bone chips or fragments to disperse in cadaveric sheep
tissue. A mock surgery was performed wherein a bone core of
approximately 10 mm was taken from the distal femur. Bone
chips were created using arongeur, mixed with saline to create
adlurry, and placed in apposition to the bone in the midshaft of
the femur (Figure 5). The sheep was covered with a drape to
prevent any contamination that may have been forced though
the incision site and to protect equipment in the room (Figure
6). Radiography was obtained after AID blasts (Figure 7).
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Figure4. Radiograph demonstrating that following air impact device exposure or blunt force trauma, femorawere intact and not fractured. In addition,
images show dispersion of Cobalt-Chromium beads (white).
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Figure 5. Photography demonstrating a mock surgery on a cadaver sheep for bone chip collection and placement. Left to right: Incision being made
toward the distal end of the femur. A 10-mm bone core (arrow) was taken from the distal femur. Bone chips (arrow) were placed on the exposed midshaft
of the femur. Theincision site was sutured closed. Note that the fascia was al so closed by suturing to ensure that the air impact device would not result
in surgical site dehiscence.

Figure 6. Photography demonstrating the AID blast. Left: A custom limb support created from 80/20 aluminum. This ensured the femur was supported
during the lateral air impact device (AID) blast. Right: The final setup of the AID blast over asurgically operated leg.
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Figure 7. Radiograph obtained after 5 AID blasts revealed that the bone chips placed on the lateral side of the femur had migrated posteriorly as well

as into the adjacent muscle tissue.

Results

Force Plate Testing

Results from the force plate portion of testing showed that the
air discharge forces of the AID exceeded the force achieved by
Walton et al, which required dropping a 3.5-kg weight from a
1-mheight (Figure 3). When the Al D was pressurized to 40 psi,
the air volume was 6.2 cubic feet [33]. At this psi, the incident
pressure was 174 kPa, which would equate to a 5.8-kg charge
weight of TNT at a standoff distance of approximately 4.5 m
[31]. Incident pressure in this case was defined as a free air
burst, meaning aburst that had no contact with the ground before
striking an object [34]. The force output was 229 (SD 13) N.
At 80 psi, the air volume was 10.7 cubic feet [33]. At this psi,
the incident pressure was 450 kPa, which would equate
approximately to a 5.8-kg charge weight of TNT at a standoff
distance of approximately 2.95 m [31]. The force output was
778 (SD 50) N. At 100 psi, the air volume was 12.9 cubic feet
[33]. At thispsi, theincident pressure was 588 kPa, which would
equate approximately to a 5.8-kg charge weight of TNT at a
standoff distance of approximately 2.62 m[31]. Theforce output

Table 1. Force plate data output comparisons.

was 1085 (SD 114) N. Testing did not go higher than 100 psi
given that the AID began to have connection lesks at higher
pressures.

The force of dropping the 3.5-kg weight was 168 (SD 11) N.
Taken together, the data indicated that the AID resulted in a
force output that was approximately 7x greater than the dropped
weight (Tables 1 and 2) and provided incident pressures that
may more closely model an IED.

Cadaveric Limb Testing

Testsfrom the cadaveric limbsindicated that with asupport bar
in place (Figure 2), limbs did not fracture. However, it was
found that when an incision was present in the leg, the rapid
discharge of air opened the incision and created a pocket that
compromised the subdermal tissues. To mitigate this outcome,
the incision site was covered with durable plastic, such as
Tegaderm, which prevented the explosive air from entering the
incision site and compromising the muscul ature. Whole carcass
testing was performed in a horizontal plane to more closely
simulate a sheep that would be lying on atable for a procedure
to be performed.

Group Force output (N)
Mean (SD) 95% ClI Minimum, maximum
~3.5-kg weight 168 (11) 159-177 148, 179
AID? (40 psi) 229 (13) 217-241 214, 245
AID (80 psi) 778 (50) 745-811 732, 881
AID (1000 psi) 1080 (114) 968-1190 1008, 1252

8AID: air impact device.
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Table 2. Force plate data statistical comparisons.
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Group P value®
~3.5-kg weight versus AIDP (40 psi) <.001
~3.5-kg weight versus AID (80 psi) <.001
~3.5-kg weight versus AID (100 psi) <.001
AID (40 psi) versus AID (80 psi) <.001
AID (40 psi) versus AID (100 psi) <.001
AID (80 psi) versus AID (100 psi) <.001

3P<,05 is significant.
BAID: air impact device.

Mock Shrapnel and Bone Displacement Testing

Results from the mock shrapnel displacement testing showed
that the AID discharge procedure dispersed CoCr beads within
the musculature of a cadaveric sheep limb (Figure 4). More
specifically, groups of beads were tracked and dispersed to a
distance of approximately 2.7 mm with each blast that was
performed. By thefifth blast, beads resided approximately 13.3
mm distal to their start point. The data also indicated that the
sheep limbs were able to withstand multiple sequential blasts.
More specifically, radiographs indicated that the limbs did not
fracture following multiple AID discharges (Figure 4).

For comparison, the process of dropping a 3.5-kg weight on the
limb resulted in minimal movement of the CoCr beads with
each sequential hit (Figure 4). Beads primarily tracked parallel
to the bone and may have been an artifact from motion during
the capturing of the radiographs or as saline drained through
the surgical pocket that was created (Figure 4). By thefifth drop
of the weight, beads had dispersed by approximately 2 mm or
lessinto the surrounding tissue regions.

Discussion

Principal Findings

The setup of an AID system described herein generated
repeatable and reproducible blast of pressurized air that resulted
in aforce of approximately 1100 N. This may cause significant
trauma to local tissue without compromising the underlying
skeletal structure of a large animal (which may be critically
important for atrangl atable animal model becauselamenessand
extreme discomfort may necessitate euthanasia). The forces
generated in our model were approximately 7x greater than
those generated in the blunt force trauma model previously
developed to induce ectopic bone [28].

Acknowledgments

The delivery of a pressurized blast of air was consistent with
previous animal studies and incident pressures that may be
present in an IED blast [29]. However, the overall goal was not
to create massive polytrauma, but rather consistent blasts of air.
The AID used in this model aso demonstrated that it could
effectively disperse metal particulate within the muscle, which
would be expected with percussion blasts. Metal beads tracked
parallel to the bonefollowing the weight drop, displacing within
the soft tissue planes of our intermuscular approach. In contrast,
beads that dispersed into the musculature following AID blasts
appeared to dispersein aradia pattern created by the pressurized
blast of air.

Bone chips or fragments were also found to be affected by the
AID. Thismay be particularly important when the animal model
portion of testing begins because in a battlefield-relevant
scenario, bone chips or fragments are a common result of
blast-related trauma. These data indicate that as this work
progressestoward anima modeling, clinically relevant outcomes
may be achieved. Current testing has been limited to ex vivo
analysis. Live anima modeling will be needed to determine
whether these data model parameters are safe and effective. In
vivo data will also reveal whether an approach of highly
pressurized air, as opposed to blunt force, will lead to higher
rates of HO formation in an ovine model.

Conclusion

HO negatively affects the quality of life for service members
and those in the public sector. For example, the pathology can
inhibit the ability of those with limb loss to effectively use
prosthetic socket systems due to pain as soft tissues compress
against bony HO. Thisin turn delaysrehabilitation and, in some
cases, requires surgical excision. Methods to better understand
the etiology and ectopic bone mitigation will improve clinical
outcomes. This study outlines the setup of a high-pressure air
blast system to simulate combat-related trauma that may lead
to future HO manifestation.
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Abstract

Background: Pharmacogenomics suggests that diseases with similar symptomatic presentations often have varying genetic
causes, affecting an individual patient’s response to a specific therapeutic strategy. Gene therapies and somatic cell therapies
offer unique therapeutic pathways for ocular diseases and often depend on increased understanding of the genotype-phenotype
relationship in disease presentation and progression. While demand for personalized medicine is increasing and the required
molecular tools are available, its adoption within pediatric ophthalmology remains to be maximized in the postgenomic era.

Objective: The objective of our study was to address the individual hurdles encountered in the field of genomic-related clinical
trials and facilitate the uptake of personalized medicine, we propose to conduct areview that will examine and identify the digital
technologies used to facilitate data analysis in somatic and gene therapy trialsin pediatric patients with ocular diseases.
Methods: This paper aimsto present an outline for Healthcare Information Technology and Information and Communication
Technology resources used in somatic and gene therapy clinical trials in children with ocular diseases. This review will enable
authorsto identify challenges and provide recommendations, facilitating the uptake of genetic and somatic therapies astherapeutic
toolsin pediatric ophthalmology. The review will also determine whether conducting a systematic review will be beneficial.
Results: Database searches will beinitiated in September 2018. We expect to complete the review in December 2019.

Conclusions: Based on review findings, the authors will summarize methods used for facilitating I T integration in personalized
medicine. Additionally, it will identify further research gaps and determine whether conducting further reviewswill be beneficial.
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Introduction

“Personalized medicine” and more specifically, genomics, is
transforming health care through the implementation of
strategies aiming to individualize prevention and treatment [1].
By matching patients to specific drugs and therapies, thereby
providing customized and tailored treatments, patient needs,
values, and preferences are considered [2]. While personalized
medicine requires quantitative assessment methods including,
but not limited to, genotype sequencing, it also relies heavily
on the involvement of patients in their management and
treatment [2]. Multiple genetherapy trialstargeting corneal and
retinal disorders are currently underway [3]. Ideally, retinal
genetherapieswill be administered to patients before significant
vision loss. Gene therapy can, currently, only prevent further
degeneration of retinal cells by delivering the critical missing
gene, not halting disease progression or blindness[4]. Therefore,
pediatric patients stand to benefit greatly from the devel opment
of gene therapies for retina diseases. Patient-centered
personalized medicine has been facilitated by the integration of
informatics within health care (Healthcare Information
Technology [HIT]), as well as access to information by means
of telecommunications (Information and Communication
Technology [ICT]), which have enabled interactions and
exchange of information [5,6,7]. Developed by researchers at
the Picker Institute in 1988, “patient-centered care” represents
ahealth care delivery methodol ogy driven by patient needs and
perspectives, empowering patients to become partners in the
management of their own health [8], thereby improving the
quality of service delivery. In fact, according to the “ Crossing
the Quality Chasm” report developed by the Ingtitute of
Medicine, patient-centered care represents one of the 6 essential
elements of high-quality care [9] and has the potential to shift
medical practice away from the more conventional approach of
“onesizefitsall” [10].

HIT and ICT have tremendous potentia to contribute to and
enhance patient-centered approaches [11]. Electronic health
(eHealth), or the use of ICT in health care [12], has facilitated
the flow of information and improved health care quality [8].
Although eHealth remains underutilized, itsrolein personalized
medicine and the improvement of communication in clinical
settingsis significant [13]. While health systemsimplementing
patient-centered approaches facilitate advancesin personalized
medicine, research suggests that promoting the utilization and
integration of big data and ICT solutions in personalized
medicine remains a challenge to overcome [14]. HIT, an
enabling and fundamental component of health systems,
facilitates the improvement of health system quality and
efficiency, aswell as patient safety by addressing patient needs
and preferences in the right setting at the right time,
subsequently enforcing active patient engagement and autonomy
[15,16]. Through digital methods utilizing persona health
records, or digital collection of health-related information
recorded and maintained by patients [17], patients and their
caregivers have additional control over their illnesses [18,19],
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improving patient engagement [20]. The wide adoption of HIT
requires addressing issuesincluding data storage, fragmentation
of data, and lack of interoperability to be addressed before the
full potential of this strategy may be realized in personalized
medicine.

Recent advances in scientific technology, including facile
genome sequencing, advanced genome editing techniques, and
controlled isolation and differentiation of cells in vitro, have
clear trandlational value [21]. In addition to understanding why
individualswith similar diseases respond differently to different
therapeutics, big data in health care can alow researchers to
determine why individuals with analogous conditions are
attributed different prognoses [14], enabling early intervention
through risk stratification [22]. Therapies that utilize these and
related strategies are referred to as “gene therapy medicinal
product” and “somatic cell therapy medicinal product” by the
European Medicines Agency [23]; here we will refer to them
as gene therapy and somatic cell therapy, respectively. Somatic
cell therapy refers to the administration of processed or
manipul ated somatic cellsto alter biologic characteristics[24].
Gene therapy alters genesin targeted cells, thereby preventing
and treating disorders [24]. “Corrected” versions of the gene
may be delivered to the patient’s cells [25], for example by
adeno-associated virus, ameliorating disease prognosis. These
therapeutic strategies may be combined by first genetically
modifying cells ex vivo before delivering them to the patients
[22]. As inherited diseases are clearly amenable to a gene
therapy strategy, pediatric patients represent a population that
may gain tremendously from advancesin thisfield [3].

New technologiesin health care are allowing physiciansto tailor
and customize treatments to individual patients, translating
genomic research into medical practice. Acting as a driving
force, novel technologiesare central to the advancement of gene
and somatic therapy trials. Asthereis no existing synthesis of
the electronic processes used in somatic and gene therapy trials
in pediatric patients with ocular diseases, this gap will be
addressed by the proposed review.

Methods

Background

We will use the Preferred Reporting Items for Systematic
Reviews and Meta-Anayses Protocol PRISMA-P 2015
Checklist (Multimedia Appendix 1) and the Cochrane protocol
guide to develop the protocol. In order to establish Medical
Subject Headings (MeSH), subject heading, and keywords
(Multimedia Appendix 2), a clear research question will be
developed and a Population, Intervention, Comparator, and
Outcome framework will be completed. To provide replicable
and transparent methods, wewill describethefollowing 6 stages
in detail: (1) Literature search; (2) article selection; (3) data
extraction; (4) quality appraisal; (5) data analysis; and (6) data
synthesis.
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Systematic scoping reviews intend to promptly gather and
provide evidence on essential concepts pertaining to broad
research subjects [26]. As opposed to systematic reviews that
answer narrow and specific questions, scoping reviews may
answer broad questions and provide evidence that lie outside
of the effectiveness of an intervention [25]. Thus, where
systematic reviews may not be conducted due to evidence
deficiency, systematic scoping reviews have been proven to be
valuable [27].

Although scoping reviews do not require astrict methodol ogical
approach, methodol ogical frameworks have been developed by
Arksey and O'Malley in 2005 and by Levac, Colquhoun, and
O’Brien in 2010 [26,27].

I dentification of a Research Question

Following preliminary and exploratory reading on somatic and
genetherapy trialsinvolving pediatric patients with ophthalmic
conditions, no synthesis of evidence around the technological
advances used in these trials was found, demonstrating a
research gap. In light of this evidence paucity, we formulated
the following research question: What are the range of health
care information and communication technologies applied to
achieve patient-centered care in children undergoing somatic
and gene therapies for ocular diseases?

Search Strategy

We will systematically searche MEDLINE/PubMed, Embase,
and Scopus through the Imperia College London library.
Subsequent to the identification of MeSH, subject headings,
and keywords, the medical librarian at Imperial College London
will be asked to review the search strategy. Search terms will
consist of MeSH and keywords linked to (1) pediatric
population; (2) digital technologies; (3) traditional care; and (4)
outcomes. No restrictions will be applied on publication date,
publication status, or study location. Subsequent to the
MEDLINE/PubMed search, the search strategy will be converted
to Embase and Scopus searches. The search strategy may be
requested from the first author once finalized. Following
database searches, results will be imported to EndNote, a
reference software. Once the included studies are determined,
wewill thoroughly search their bibliographic citationsto identify
supplemental relevant studies.

Inclusion and Exclusion Criteria

The following Population, Intervention, Comparator, and
Outcome framework was developed for the purpose of the
review’s research question.

Population

Eligible studies will consist of pediatric patients with ocular
diseases undergoing somatic and gene therapy trials.

I ntervention

Interventions will consist of advances in heath care
technologies, including, eHealth, mobile health, big data, and
real-world data utilized in genomic and somatic therapies in
children with ocular diseases.
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Comparison
No comparisons will be made.

Outcomes

Treatment and process outcomes will be assessed. Treatment
outcomeswill consist of clinical effectiveness, clinical efficacy,
and patient-relevant outcomes. Process outcomes will evaluate
the quality and accessibility of technological advances.

Study Type

The following studies will be included (1) No restrictions will
be placed on study type; (2) English publications;, (3)
publications obtained from MEDLINE/PubMed, Embase, and
Scopus; and (4) publications focusing on digital technologies
used in pediatric somatic and gene therapy clinical trials.

Exclusion Criteria
We excluded non-English publications.

Study Record M anagement

EndNote X8.2 (Clarivate Analytics) will be used for the
collection of bibliographic references. Following the assemblage
of references following database searches, duplicates will be
removed using a deduplication tool on the bibliographic
software. Where duplicates are not removed automatically by
means of the EndNote software, reviewers will examine and
compare findings thoroughly. Upon agreement, duplicates will
be removed. Authors of included studies will be contacted if
required.

Study Selection

In the first phase of the selection process, 2 reviewers will
independently perform screening of titles and abstracts.
Following elimination of papers with discernible ineligibility,
eligibility of the remaining paperswill be assessed in the second
phase of the study selection process through full-text reading.
Disagreements on study eligibility will be resolved through
discussion between reviewers. If no consensus is reached, a
third reviewer will assist in the selection process. In the fina
phase of the selection process, bibliographic references of
included studieswill be reviewed, thereby identifying additional
potentially relevant papers. A PRISMA flow diagram will be
used to illustrate the selection process, as well as exclusion
reasons, demonstrating the review's transparency and
replicability.

Data Extraction

Data Extraction Process

We will extract data from included studies and compile onto
data extraction forms designed by the research team. Prior to
comparison of completed data extraction forms, data will be
extracted independently by 2 reviewers. Differencesin opinions
will be resolved through discussion and, if required, assistance
of athird reviewer. A single form consisting of the required
datawill be generated.
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Table 1. Details of extracted data.
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Type of extracted data Details of extracted data

Paper information o Author
« Dateof publication

«  Country wheretheclinical trial was conducted

Study characteristics Clinical trial setting

Sample size
Use of a control
Follow-up duration

Participant characteristics .
o Ageof participants

o Gender of participants

Intervention details

Enabling factors
Comparator details .

QOutcome measures «  Treatment outcomes
. Process outcomes

Number of participants

Type of somatic or gene therapy
Tria duration or length

Type of technological advances
Information technology use in somatic or gene therapy trials (stage)
Challenges around implementation

Type of comparator (traditional approach, standard care, none)

Data Items

Data extracted from included studies will consist of the
following information: (1) paper specifications; (2) study
characteristics; (3) participant characteristics; (4) intervention
details, (5) comparator details; and (6) outcome measures.
Details pertaining to extracted data may be found in Table 1.
Through collection of the extracted data, evidence around the
technological advances used in somatic and gene therapy trials
will be presented and discussed. To ensure adequate collection
of data, the team will review the data extraction forms prior to

usage.
Risk of Bias Assessment of I ncluded Studies

The methodol ogical quality of included studieswill be assessed
by 2 independent reviewers. If, following discussion, reviewers
cannot reach consensus on therisk of bias pertaining to included
studies, athird reviewer will be asked to aid in decision making.

To assess the methodological quality of included studies, the
Cochrane Collaboration Risk of Bias Tool will be applied. The
following 6 criteria will be evaluated in each included study:
(1) random sequence generation (selection bias); (2) allocation
concealment (selection bias); (3) blinding (performance bias
and detection bias); (4) incompl ete outcome data (attrition bias);
(5) selective reporting (reporting bias); and (6) other bias.

Following criteria assessment, risk of bias of included studies
will be determined, and studies will be judged as “high risk,”
“low risk,” or “unclear risk.” To illustrate the methodol ogical
quality of the review’s included studies, a Risk of Bias Graph
and aRisk of Bias Summary will be presented.

http://www.researchprotocols.org/2019/2/e10705/

Data Synthesis

Subsequent to data extraction, results will first be synthesized
numerically or by means of adescriptive statistic. Providing an
overview of the quantity and type of included papers, the
descriptive analysis will consist of the following information:
(1) intervention type, control group, sample size; (2)
characteristics of the population involved including, age, gender,
ocular diseasetargeted, location; and (3) intervention outcomes
including, health treatment and process outcomes

Results will also be synthesized narratively. Using the
PRISMA-P 2015 Checklist, datawill be presented in atabular
format to supplement the narrative synthesis. Thiswill consist
of asynthesis of all included papers that will enable guidance
and allow assessment of potential heterogeneity between
included studies. To ensure the reliability of our findings,
narrative synthesis reporting will be conducted in atransparent
manner.

Providing a holistic analysis of the intervention, the quality of
the studied intervention will be determined by evaluating
through outcome measures, aswell as satisfaction of health care
professionals and patients and the complexity of theintervention.
Recommendations regarding future research, policy, and practice
will be developed by the authors. Details of this stage are
currently being developed by the research team and may be
subjected to iterations or further updates following review
commencement. We intend to finalize this stage in December
2017.

Results

Database searches will be initiated in September 2018. We
expect to complete the review in December 2019.
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Discussion

Overview

The review intends to provide evidence on technology applied
to genetic and somatic cell therapy trialsin children with ocular
diseases. In addition to developing recommendations that will
enable collaboration between key stakeholders, we aim to
provide a comprehensive overview that will facilitate decision
making and improve pediatric health care. Thus, we aspire to
move evidence into practice, or translate research into medical
practice, through the circulation of our review findings. We
predict that the review will aso provide insight to other
researchers as additional research gaps that may need to be
addressed will be identified by means of evidence gathered in
the proposed review.

Strengths

Responding to aresearch gap, the review will provide evidence
on technological advances related to somatic and gene therapy
trials in children. We will perform rigorous and systematic
search of multiple health and medicine databases. No restrictions
applied on publication date, status, or location. The review will
identify unmet needs of pediatric patients with ophthalmologic
disorders, thereby informing policy makers and donors. On
completion of the review, additional research gaps will be
identified, thereby guiding the conduct of future systematic
reviews. Review findings will enhance the management of
pediatric patients undergoing somatic and gene therapies by
identifying digital technologies that improve patient safety,
engagement, and satisfaction. The effectiveness of digital
technologies on treatment outcomes will be assessed.

Limitations

Language restrictionswill beimposed (non-English paperswill
be excluded). Asthe review will outline the existing electronic
processes applied in somatic and genetherapy trialsfor children,
quality appraisal will not be conducted on identified papers.

Consultation

We believe consulting experts will provide valuable insight
regarding the devel opment of recommendations, challengesthat

Acknowledgments
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need to be addressed, and potential solutions. In addition to
consulting pediatric somatic and gene therapy experts and
researchers, regulatory authorities and eHealth experts at
Imperial College London, the University of Oxford, and
Stanford University will be consulted throughout the conduction
of the review. Thiswill allow the reviewers to obtain guidance
that has not been provided in the searched literature. Their
feedback on the protocol and review findings will be requested
prior to completion of the final report. Through multiple
consultations, we intend to engage subject experts in the
development and design of the systematic review in addition
to the subsequent action plan. It is intended that by means of
various consultations, wewill devel op strategiesfacilitating the
uptake of novel technological advancements by researchers,
health care practitioners, and patientsin thefield of personalized
medicine.

Knowledge Trandation and Dissemination

The review intends to provide evidence on the digita
technol ogies used in dataanalysis and interpretation in pediatric
somatic and gene therapy trials. The review intends to develop
and circulate strategiesto promote their uptake, enhance patient
safety and enhance devel opment of personaized medicinewithin
health care systems. In order to enable informed
decision-making skills of consumers and improve health care
quality and access, results will be actively communicated to
health care providers, patients, and other relevant stakehol ders.
To ensure transparency, replicability, and applicability of the
proposed systematic review, we intend to distribute our work
from theinitial stage (protocol) to the final product.

Conclusions

Genomicsis reshaping health systems. While advancementsin
technol ogies are enabling the personalization and customization
of care, there is paucity around the evidence of their utilization
and impact in somatic and gene therapy trials in children. As
eHealth and mobile health resources have the potentia to
empower patients through enhancement of decision-making
skillsand patient engagement, the review intendsto exhibit how
their utilizations may be maximized in pediatric somatic and
gene therapy trials to improve the quality of pediatric
ophthalmol ogy.
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Abstract

Background: The past 30 years have witnessed such significant progress in the prevention and treatment of HIV/AIDS that an
AlIDS-free generation and the end to the global AIDS epidemic are ambitious, but achievable, national and global goals. Despite
growing optimism, globally, youth living with HIV are markedly less likely to receive antiretroviral therapy than adults (23% vs
38%). Furthermore, marked health disparities exist regarding HIV infection risk, with young men of color who have sex with
men disproportionately affected. A large body of research has identified highly impactful facilitators of and barriers to behavior
change. Several efficaciousinterventions have been created that decrease the rate of new HIV infections among youth and reduce
morbidity among youth living with HIV. However, full benefits that should be possible based on the tools and interventions
currently available are yet to be realized in youth, in large part, because efficacious interventions have not been implemented in
real-world settings. Scale It Up (SIU) primarily aimsto assemble research teamsthat will ultimately bring to practice evidence-based
interventionsthat positively impact the youth HIV prevention and care cascades, and in turn, advance the fiel ds of implementation
science and self-management science.

Objective: This paper aims to describe the structure of the U19-SIU and the effectiveness-implementation hybrid trials, as well
as other center-wide protocols and initiatives, implemented within SIU.

Methods: SIU will achieve its aims through 4 individual primary protocols, 2 center-wide protocols, and 3 cross-project
initiatives.

Results: SIU wasfunded by National Institute for Child Health and Human Devel opment (U19HD089875) and began in October
2016. As of November 2018, 6 SIU protocols have launched at least the first phase of work (ATN 144 SMART: Sequential
Multiple Assignment Randomized Trial; ATN 145 YMHP: Young Men's Health Project; ATN 146 TMI: Tailored Motivational
Interviewing Intervention; ATN 153 EPIS: Exploration, Preparation, Implementation, Sustainment model; ATN 154 CM: Cascade
Monitoring; ATN 156 We Test: Couples Communication and HIV Testing). Further details can befound in theindividual protocol
papers.

Conclusions: To date, theyouth HIV research portfolio has not adequately advanced the important care area of self-management.
SIU protocols and initiatives address this broad issue by focusing on evaluating the effectiveness and implementation of
sdlf-management interventions. SIU ishighly innovative for 5 primary reasons: (1) our research framework expandsthe application
of “self-management”; (2) the 4 primary protocols utilize innovative hybrid designs; (3) our Analytic Core will conduct
cost-effectiveness analyses of each intervention; (4) acrossal 4 primary protocols, our Implementation Science Core will apply
implementation scal es designed to assessinner and outer context factors; and (5) we shall advance understanding of the dynamics
between provider and patient through analysis of recorded interactions.
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Introduction

The last 30 years have witnessed significant progress in the
prevention and treatment of HIV/AIDS. Combination
antiretroviral therapy (ART) has transformed HIV infection
from a rapidly debilitating, fatal disease into a manageable
chronic disease with high potential for ahealthy lifefor multiple
decades [1,2]. Combinations of >25 formulations of 6 classes
of ART maintain the effectiveness of drug therapy in reducing
viral transmission. Combined with widely available, accurate,
and rapid HIV testing, pre-exposure prophylaxis (PrEP) for
individualsat high risk, and universal viral suppression for those
infected, an AIDS-free generation and the end to the global
AIDS epidemic are ambitious, but achievable national and global
goas[3,4].

However, despite growing optimism about this potentially
achievable outcome, the epidemic remains a major and
increasing cause of morbidity and mortality among adolescents
and young adults (hereafter called “youth™) and ethnic and racial
minorities. Globally, youth livingwith HIV (YLH) are markedly
less likely to receive ART than adults (23% vs 38%) [3,5-7].
Inthe United States, whilethe overall HIV incidence from 2003
to 2014 decreased by 25%, among youth aged 13-24 years, it
has increased by 43% [8]. Moreover, among youth, new
infections have not been evenly distributed. Several minority
groups have been overly represented; almost three-fourths of
new infections were among men who have sex with men
(MSM), and over half of new infections were among African
American youth [9]. Young MSM of color continue to see
disproportionate HIV infection rates, and these clear disparities
have guided the focus for the National HIV/AIDS Strategy for
the United States [10].

For ART to be effective, YLH must develop self-management
behaviorsat every stage of the HIV treatment cascade—linkage
to care, timely initiation of care, persistence, and adherence to
ART. Similarly, youth at high-risk for HIV infection must
develop self-management behaviors to be fully engaged in the
HIV prevention cascade—routine HIV and sexually transmitted
infections testing and PrEP knowledge, access, uptake, and
adherence when warranted [10-12]. While multiple barriers
across range systems affect the HIV prevention and treatment
cascades for youth, self-management interventions focus on
how to negotiate these barriersin their current state, developing
resilience even in the face of such obstacles. A quarter century
of behavioral intervention research has focused on improving
self-management for primary and secondary HIV prevention.
This large body of research has identified highly impactful
facilitators of and barriers to behavior change and has created
several efficacious interventions that decrease the rate of new
HIV infectionsamong youth and reduce morbidity among Y LH.

https://www.researchprotocols.org/2019/2/€11204/

However, full benefitsthat should be possible based on thetools
and interventions currently available have yet to be realized in
youth, in large part, because efficacious interventions have not
been implemented in real-world settings. Asarecent systematic
review concluded, “As we move towards an era of universa
treatment for HIV, the clinical and public health benefits of
widening access to ART for adolescents will not be realized
until cost-effective and sustainable service delivery interventions
are widely implemented” [13].

Despite the success of the Center for Disease Control’s (CDC's)
program for disseminating evidence-based HIV-related
behavioral interventions, agrowing body of literature highlights
substantial barriers to the effective implementation of these
interventions in real-world settings [14] particularly those
addressing self-management. Even less attention has been paid
to the study of the implementation of behavioral interventions
inHIV caresettings[15], particularly in adolescent HIV clinics
and community-based organizations. The Scale It Up (SIU)
U219 was funded as a National Institutes of Health cooperative
agreement as part of the Adolescent Medicine Trials Network
for HIV/AIDS Interventions (ATN). SIU is committed to the
development and assessment of the effectiveness of theoretically
and developmentally sound interventions to improve HIV
prevention and care self-management and to accelerating the
pace of implementation. The primary aim of SIU isto assemble
research teams that will develop, test, and bring to practice
theoretically and developmentally sound self-management
interventions that positively impact the youth HIV prevention
and care cascades. SIU protocols focus on implementing
interventions that have already been shown to be culturally
appropriate and efficacious in minority populations most
impacted by the epidemic. By utilizing common models and
methods across protocols, we hope to advance the fields of
implementation science (1S) and self-management science.

Methods

Aims

SIU will achieve its aims through 4 primary study protocols
(ATN 144 SMART: Sequentia Multiple Assignment
Randomized Trial; ATN 145 YMHP: Young Men's Health
Project; ATN 146 TMI: Tailored Motivational Interviewing
Intervention; ATN 156 We Test: Couples' Communication and
HIV Testing) [16-18], 2 center-wide protocols (ATN 153 EPIS
and ATN 154 Cascade Monitoring; Carcone et al, under review,
and Pennar et a, under review), and 3 cross-project initiatives.
A substantial amount of literature underscores the importance
of shortening the time from conceptualization of aresearch idea
to service delivery. This concern has led to the devel opment of
effectiveness- implementation hybrid designs to facilitate the
transition of promising interventionsinto practice [19]. Type 1
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hybrid designs maintain aprimary focuson arigorous evaluation
of the intervention but also gather data that will inform a
subsequent implementation program. Type 2 hybrids place a
dual focus on assessing the effectiveness of the intervention
and evaluating the implementation strategy. Type 3 hybrid
designs also focus on theimplementation strategy and its effect
of adaption and fidelity, but, in addition, assess patient-level or
subject-level outcomes such as symptoms or disease progression
[19,20]. The 4 SIU primary study protocols include 2 Type 1
hybrids, 1 Type 2 hybrid, and 1 Type 3 hybrid. Two additional
center-wide protocols measure contextual factors and cascade
outcomes across the primary studies, and the 3 cross-project
initiatives address cost-effectiveness,  self-management
constructs, and communication science within each protocol
(Figure 1).

Scalelt Up Structure

SIU is organized into 3 cores as follows: Management Core
(MC); Analytic Core (AC); and an Implementation Science
Core (1SC). The MC includes a Recruitment and Enrollment
Center that is responsible for protocol development, project
management, clinical site communication, recruitment and
retention, and data collection and management. Subject
recruitment venues (SRVs) are both Web-based and actual
physical sites (12 sites, 10 of which provide HIV care). Our
SRV swere selected on the basis of the HIV incidence (as shown
in Figure 2) and based on previous successful experience with
the enrollment of youth into intervention trials. Virtua
recruitment strategies include the following: (1) Social Media

Naar et al

Recruitment via national ad campaigns on socia media sites,
(2) Geosocial Networking Apps Recruitment —staff will also
recruit through ads on geosocial networking dating apps using
a pop-up message shown when a user first logs in and through
amessage sent by the app directly to the user’s inbox; and (3)
Text-based Recr uitment—flyersand other recruitment materials
will be distributed to HIV-related organizations and those
serving youth. Using Trumpia, apopular short message service
(SMS) text messaging marketing service, interested youth will
text a keyword (eg, “RESEARCH") to a 5-digit number (eg,
99-000) to learn about how to screen for the protocols.

In addition, the M C includes a Community Engagement Center,
with a Youth Community Advisory Board (Y CAB) consisting
of youth representatives from each of the 12 physical siteswithin
SIU. Thegroup meetsvirtually on amonthly basisand convenes
annual in-person meetings. The SIU research team does not
take the importance of meaningful community involvement in
all aspects of our research lightly [21], with several of us having
devoted a substantial portion of our research careers to
cultivating such relationships [22-32]. Our YCAB develops
their own strategic plan for community engagement, provide
commentary on summaries of the protocols before they go to
the field, and are included in discussions of progress and
problems. The YCAB collaborates with investigators on how
to best inform the communities about the planned research, that
is, posting descriptions of the research projects at each site and
discussions in advance of implementation with local staff and
community representatives.

Figure 1. The effectiveness-implementation hybrid designs used in Scale It Up (SIU).
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Figure2. TheHIV incidencein the United States and subject recruitment venue locations.
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The YCAB will be involved in presenting the findings so that
the community can understand them and in a fashion that will
reach and be beneficial to community members. Furthermore,
community and ATN provider input will be especially important
with regard to implementing successful interventions beyond
the network.

The AC provides optimal analytic support for the protocol
development with the MC, dtatistical analysis plans for
guantitative data, and the development of new methodologies
and analytic strategies to accelerate the time from idea
generation to program delivery. In addition, the AC facilitates
the integration of scientific efforts and resources (including
empirical data) across multiple research projects in a
cost-effective way by providing avirtual platform for resource
coordination and sharing and provide analytic support for
center-wide protocols and initiatives. Finally, the AC aims to
enhance the research capacity of participating institutes or
investigatorsin areas of adolescent HIV self-management and
IS through training and mentoring in advanced and innovative
research methodologies, fostering high-quality research, data
sharing, and improving the scholarly productivity of the network
investigators, especially early career investigators.

ThelSC facilitates aunified approach to | Sresearch by applying
aunified IS model to strengthen planning and implementation.
The I1SC provides core measures for understanding contextual
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factorsand assessing intervention fidelity and maintainsalibrary
of categorized research papers. The ISC develops facilitator
training and support resources and tools for wide-scale
intervention implementation and researchers strategies or
commerciaization models for publishing the intervention
products or preparing for the next steps with the interventions.
Finally, the ISC devel ops and maintains the SIU website both
internal for the center, as well as for the public, and supports
early-stage investigators to develop 1S studies.

Regulatory

SIU usesasingle Ingtitutional Review Board (IRB) to accelerate
the timeline of clinical research. All SRVs and investigator
institutions sign reliance agreements with the IRB of record,
whichislocated at Florida State University. While SRV sreceive
regular updates and notices of continuations or changes in
protocol, amendments are only submitted to the IRB of record.
A waiver of parental consent or assent is obtained for
participants who are 15-17 years old. All clinicd trias are
registered on Clinical Trials.gov, and al protocols utilize the
ATN Certificate of Confidentiality. SIU utilizes a single
monitoring system for al protocols to harmonize review
standards across protocols. The review process of the most
vulnerable protocol will be applied to all SIU protocols, thereby
ensuring adequate oversight. An independent study monitoring
committee consists of 3 independent experts who possess the
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relevant expertise (eg, HIV-related research and prevention,
adolescent medicine, and sexual health) to evaluate each center
protocol and who do not have a conflict of interest. The
committee will review each protocol and monitor dataand safety
monitoring every 6 months, with additional ad-hoc reviews as
necessary.

Results

Scale It Up Protocols and I nitiatives

The SIU U19 cores evaluate and prepare for implementation
self-management interventions to increase the likelihood that
youth will be adherent with each step of the HIV prevention
and care cascades with 4 individua effectiveness
implementation hybrid trial protocols and 2 center-wide
protocols that assess contextual implementation factors and
cascade outcomes. Furthermore, the cross-project initiatives of
cost-effectiveness analyses, analysis of a theoretically driven
self-management model, and analysis of patient-provider
communication are incorporated into multiple protocols.

Effectiveness-| mplementation Hybrid Trials

The individual project protocols are described later in this
supplement. The following is a brief synopsis of each (Figure
3).

Figure 3. Scalelt Up (SIU) overall. PreP: pre-exposure prophylaxis. STI
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ATN 144 isa SMART design that tests the sequencing of SMS
text message cell phone support (CPS), and contingency
management in youth nonadherent to ART [16]. All study
procedures will be conducted over the Web or by phone so that
youth need not attend a clinic to participate, and clinics only
need to refer participantsto the study websiteinstead of staffing
for recruitment. As a Type 1 effectiveness-implementation
hybrid, whileimplementation context will be assessed, thefocus
is on the intervention effectiveness in true real-world settings
(in and out of the clinic and across the nation). Youth are first
randomized to 12 weeks of CPS versus SMS text messaging.
Several critical issues surrounding incentives and intervention
tapering are explored through a second randomization—(1) if
CPS or SMS text messaging for 12 weeks is successful, does
viral load (VL) suppression persist longer if the intervention
doseistapered (ie, lessfrequent) over the next 12 weeks versus
terminating CPS and receiving standard care; (2) if CPSor SMS
text messaging is not successful in the first 12 weeks, will VL
suppression occur if incentives for intervention adherence are
added for 12 moreweeks; and (3) if CPS or SM Stext messaging
is not successful, will VL suppression occur if youth receive
the other intervention condition (with the addition of incentives)
or if they are allowed 12 more weeks within their initial
condition (with the addition of incentives). Detailsare provided
in ATN 144 SMART [16].
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ATN145, the YMHP, tests a 4-session intervention integrating
motivational interviewing (MI), personalized feedback, and
problem-solving skills to reduce condomless anal sex (CAYS)
and substance use among HIV-negative young MSM (Parsons
et al, under review). Previous studies have found that youth
receiving Y MHP reported markedly greater reductionsin CAS
and substance use than youth in the comparison condition, and
the CDC recently rated Y MHP as“ Best Evidence” and included
it in the compendium of Evidence-Based Interventionsfor HIV
Prevention [33]. YMHP now requires evaluation through an
effectiveness-implementation Hybrid Type 2 trial to both
provide the best evidence to inform practitioners as to which
approach to delivery (clinic-based or phone-based) is most
effective and cost-effective prior to dissemination on a wider
scale (comparative effectiveness design) while simultaneously
testing amodel of intervention implementation through training
local supervisors and studying contextual barriers and
facilitators. The tria will assess HIV prevention-focused
outcomes (sexually transmitted infections, PrEP uptake) and
self-management behaviors (condom use, reduction in substance
use, PrEP adherence if uptake is achieved), as well as
intervention fidelity. Participants complete the 4-session
intervention and an immediate posttest assessment 3 months
after the baseline. They are then assessed every 3 months for
12 months postintervention. Details are provided in ATN 145
YMHP (Parsons et al, under review).

ATN 146, TMI [17] addresses the training of health care
providersto deliver M1, amethod of communication shown to
improve multiple points across the youth prevention and care
cascades [27,34-45]. Pilot work to develop the TMI included
tailoring initial workshop training based on innovative methods
in communication science, developing efficient fidelity
measurement, and preliminary testing of implementation
strategies. The effect of TMI on fidelity to the original
evidence-based program, and secondarily on cascade-related
outcomes (see ATN 154 below), will be achieved by using a
dynamic waitlist-controlled design with 150 providers nested
within the 10 clinical care sites of our 12 physical SRVS,
yielding 5 clusters to receive TMI. For each randomization, 2
of theclinicsreceive TMI, and the othersremain in thewait-list
condition. This will continue until the fifth cluster has been
randomized to TMI. After 1 year of TMI's external facilitation
based on the dynamic adaptation process, second randomization
will compare internal facilitator monitoring and coaching plus
the encouragement of communities of practice to communities
of practice alone. Fidelity will be assessed using ratings of
standard patient interactions on a quarterly basis through the
24 months of intervention and an additional 6 months of
follow-up. As a Hybrid Type 3 Implementation-Effectiveness,
the primary focus is also on exploring the role of the barriers
and facilitators to implementation with repeated qualitative
interviews and quantitative surveys of implementation context
(see ATN 153 below). Details are provided in ATN 146 TMI

[17].
ATN 156, Enhancing Sexual Safety: Couples Communication
and HIV Testing Among YMSM (We Test), is a comparative

effectiveness trial of couples HIV testing and counseling
(CHTC) for adolescent age (15-19 years) same-sex mal e couples

https://www.researchprotocols.org/2019/2/€11204/
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[18]. Thisdesign teststhe added benefits of adjunct intervention
components delivered prior to receipt of CHTC-Assertive
Communication Training (CT) videos viewed by the couple
together and individually delivered MI-based Communication
Skills Training (MI-CST). These target the development of
communication skills necessary to participate fully in HIV
prevention and sexual safety discussions inherent to CHTC.
This protocol will assess acontinuum of intervention packages
to address the developmental needs of young MSM (CHTC;
CT videos+ CHTC; MI-CST + CT videos + CHTC) to identify
which package optimizes outcomes while minimizing delivery
cost. Participants complete the intervention session and an
immediate posttest assessment 3 months after the baseline; they
arethen assessed every 3 monthsfor 9 months postintervention.
Details are provided in ATN 156 We Test [18].

Center-Wide Protocols and I nitiatives

The4 primary protocols, with support from the 3 cores, defacto
form center-wide protocols and cross-project initiatives,
exploiting synergies created by our U19 and creating
value-added scientific contributions that would not be possible
fromindividual projects alone or through traditional RO1-level
funding. Firgt, individually and collectively, the 4 research
protocols are guided by the same IS conceptual model. SIU
employs the National Institutes of Health's definition of
implementation “the use of strategies to introduce or change
evidence-based health interventions within specific settings’
[46]. While implementation and dissemination models now
abound, we selected an adapted version of Aaron’s EPIS model
to guide our work as it is logical, evidence-based [47,48],
supported by a growing number of evidence-based instruments
[49], and has broad reach among youth HIV researchers (see
Figure 1). Thus, ATN 153 EPIS (Carcone et al, under review),
described later in this supplement, is a mixed-methods study
that includes qualitative interviews and quantitative surveys
with staff at 12 physical SRV sto assess barriers and facilitators
of the adoption and use of evidence-based behavioral
interventions in general and project-specific interventions.
Anticipated factors are assessed at the baseline, factorsidentified
during implementation are assessed at 12-18 months
postbaseline, and factors identified during sustainment are
assessed at 24-30 months postbaseline.

The 10 clinical care sitesin SIU will provide deidentified data
from el ectronic health records regarding demographicsand HIV
treatment cascade variables annually in ATN 154 Cascade
Monitoring (Pennar et al, under review). These data will not
only serve as outcomes of implementation but also will provide
rough but rapid estimations of demographic indices and
measures of response (such as new care entry and percent viral
suppression) that can provide useful indicators of the epidemic
at large for ATN strategic planning. In addition, we hoped to
capture prevention cascade variables, but early interviewswith
theclinical sitesdetermined that consistency in electronic record
documentation of these variables was not sufficient for this
protocol. Thus, the ATN is developing a new cross-network
protocol to assess the capability of all recruitment venues to
provide consistent and valid prevention and treatment cascade
records and develop an intervention to achieve this end (ATN
162).
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Several initiatives are represented across the protocols. First,
the 3 primary protocols gathering data from youth (ATN 144
SMART, ATN 145 YMHP, and ATN 156 We Test) are guided
by the same theoretical model for self-management [50].
According to the Five Components Model, self-management
includes 5 essential skills—problem solving, decision making,
resource utilization, forming of a patient/heath care provider
partnership, and taking action [50,51]. Thus, all 3 protocols
will include the following measures: (1) the BRIEF [52] to
assess both problem solving and decision making; (2) Patient
Activation Measure [53] in which participants rate the
relationship with their providers and the degree to which they
are involved in their care using a 4-point Likert scale; (3) an
adapted version of the 12-item Services and Support measure
utilized in ATN 004 (Healthy Choices) [54] to capture
participant self-report of health care and related services (eg,
emergency department care, hospitalizations, residential
substance use treatment facilities, case management, and support
group; resource utilization); and (4) self-reported medication
adherence and condom use and viral suppression (taking action).
Themodel will betested utilizing Structural Equation Modeling
with 820 youth.

Second, given the importance of provider-patient interactions
in encouraging youth self-management, we plan to identify
provider communication behaviorsthat predict self-management
and health outcomes using innovative sequential analysis[55,56]
of coded audiorecordings across all 4 primary protocols. We

Figure 4. Self-management components.

Naar et al

will use Ml as a framework (eg, emphasizing autonomy and
reflections of changetalk) using the Minority Youth Sequential
Code of Process Exchanges (MY-SCOPE), adapted from
existing M1 coding schemes [57]. This analysis generates
transition probabilities for patient-provider communication
seguences, alowing provider communication behaviors to
predict subsequent youth communication and, then, later link
to youth outcomes (Figure 4).

Finally, we will determine the relative cost-effectiveness of
interventions within each primary protocol to assist in the
implementation and rapid diffusion of effective and
cost-effective interventions in the practice community. Each
protocol will collect detailed resource use for the interventions
using consistent methods. These datawill be assigned standard
cost weights developed by the AC for performing incremental
cost-effectiveness analyses across studies. The use of resource
use measures with standard cost values will assure that the
economic analyses associated with the clinical trial meet the
International Society for Pharmacoeconomics and Outcomes
Research Good Practices for Economic Evaluation Alongside
Clinical Trials [58]. We will use a modification of The Drug
Abuse Treatment Cost Analysis Program (DATCAP) [59,60],
combined with study contract and expenditure records, capturing
both contractually alowed expenditures, and relevant

expenditures supported from other budgets, to estimate the cost
of the CPS and SM S text messaging conditions.
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The DATCAP is a standardized instrument that estimates the
economic cost of alcohol and other drug treatment programs
(eg, personndl, facilities, and supplies). Client case flow data
are incorporated to determine the average weekly and annual
cost or client for each servicetype, average cost per intervention
episode, and marginal cost per contact.

When available, data on sexual activity will be collected to be
used with recent national estimates [61] of cost per HIV
infection avoided, and/or on cost per HIV infection delayed, a
more conservative measure. This will alow the estimation of
potential cost savingsin areduction in new HIV infections. If
warranted by study findings, we will use apreviously validated
Markov decision analysis model [62] to estimate the expected
treatment cost savings resulting from the increase in time with
suppressed VL. The resource use measures and cost data
collected will be used to develop budget impact scenarios to
help inform “scale up” and diffusion planning for the most
cost-effective intervention combinations.

Discussion

Principal Findings

A dramatic decline in HIV transmission is achievable with
currently available protocolsand interventions (including ART,
PrEP, rapid and widespread testing); however, such decline has
not yet been realized among youth. Our goal must be compl ete
self-management as mathematical modeling indicatesthat even
achieving 90% compliance at different points on the cascadeis
insufficient to curb the epidemic [11]. Self-management is
critical and complex at any age, but may be especiadly
challenging among adolescents and emerging adults as they
transition from alargely dependent to amoreindependent status
(“transition to self-management”) [63] during a devel opmental
period marked by identity exploration, development of new
social networks, increased opportunities and choices, both
positive and risk-laden [64], and increased independence and
risk-taking behavior [65,66]. Thetransition to adult health care
can be abrupt and can occur with little preparation because age,
rather than devel opmental maturity, triggersthetransition. Given
these developmental and systemic challenges, itisnot surprising
that self-management tendsto deteriorate during thistransitional
period [54,67]. New approachesto HIV education, prevention,
and treatment of youth must be integrated with issues in
self-management to achieve an AIDS-free generation and/or
the end of the AIDS epidemic by 2030 in the United States and
globally [3,4]. To date, the youth HIV research portfolio has
not adequately advanced this important care area [13]. SIU
protocols and initiatives address the broad issue of persistent
disproportionately high rates of HIV infection among youth and
failureto engage in the HIV prevention and treatment cascades
[68] by focusing on evauating the effectiveness and
implementation of self-management interventions.

SIU is highly innovative for 5 primary reasons. First, the 4
primary study protocols utilize innovative hybrid designs to
capture critical information to facilitate and expedite the
introduction of effective programs into practice by exploring
important implementation issues whil e testing the effectiveness
[19,20]. In keeping with the theme of expeditiousy and
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parsimoniously ng intervention effectiveness and moving
it to practice, we shall use innovations in evaluating the
intervention effectiveness, a SMART [69], 2 comparative
effectiveness trials [70], and a Dynamic Wait List-controlled
trial [71]. Second, our research framework expands the
application of “self-management” from the management of
chronic disease[72,73] to the prevention [ 74] and management
of chronic disease, HIV/AIDS. We will test an innovative
theoretical model of self-management over time among all
enrolled youth in SIU protocols (N=500) using standardized
measures. Third, our AC will conduct cost-effectiveness
analyses of each intervention within the 4 primary study
protocols, enabling us to compare the effectiveness and
cost-effectiveness to further shorten the research to practice
gap. Fourth, across al 4 primary protocols, our 1SC will apply
implementation scalesdesigned to assessinner and outer context
factors based on a strong theoretical model [47-49,75] to
determine their relevance to fidelity and sustainability both for
evidence-based behavioral practice in genera and for
interventions grounded in M| asthe method of communication.
Fifth, we shall advance understanding of the dynamics between
the provider and patient by introducing an analytic approach
from Communication Science (“sequential analysis’) to the
provider-youth interaction acrossal 4 primary protocolsthrough
analysis of recorded interactions [76].

Limitations

Challenges experienced to date include the inexperience of
SRVsinsinglelnternal Review Board and reliance agreements,
recruitment and retention difficultieswhen staff are participants
inimplementation trials, recruitment of high-risk YLH who are
nonadherent to ARV s outside of the clinic setting and obtaining
VL datafor those youth who are not regularly attending clinic,
inexperience of clinical sites in electronic health record
downloads, and the need for communication systems for
complex protocols with multiple moving parts.

Conclusions

In summary, the 4 SIU primary protocols, 2 center-wide
protocols, 3 cross-project initiatives, and 3 supporting coresare
highly integrated and carefully constructed to support the
overarching themes of improved self-management on the part
of YLH and at-risk youth and expeditious, but appropriate,
implementation of effective prevention and treatment programs
into practice in a cost-effective manner. We aspire to address
specific research hypotheses concerning the HIV prevention or
care cascadesfor youth while advancing self-management theory
and I S. Thisagendais dependent on the synergy of connections
between these protocols, initiatives and cores and our clinical
and community partners, without which these advances would
not be achievable.

Given that SIU implements multiple protocols and initiatives,
managing this multifaceted U19 project has proved challenging.
The challenges range from recruiting participants from clinics
with a smaller than expected pool to select from (both among
staff and Y LH) to grant transfer delays between ingtitutions, as
well as IRB and reliance agreements, which, in turn, creates a
substantial bureaucratic burden. Nevertheless, these challenges
did inform the cores on how to learn from and adapt to the
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always changing landscape of SIU. At the bureaucratic level,
the cores found that maintaining close contact with IRB and
financia administrators allows SIU to operate efficiently. At
thecliniclevel, the coreslearned that sitesrely on ATN support
for infrastructure and that even the simplest of protocols can
prove difficult to implement. For example, the small pool of
participants and participation from multiple sites required
innovative approaches for recruitment, data collection, and
interventions. As mentioned before, SIU specifically focuses
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Abstract

Background: Among youth living with HIV (YLH) aged 12-24 years who have health care in the United States, only 30% to
40% are virally suppressed. YLH must achieve viral suppression in order to reduce the probability of infecting others as well as
increasing the length and quality of their own life.

Objective: This randomized controlled trial aimed to evaluate the efficacy of an Enhanced Standard Care condition (n=110)
compared to an Enhanced Stepped Care intervention condition (n=110) to increase viral suppression among YLH aged 12-24
years with established infection (not acutely infected).

Methods: YLH (N=220) who are not virally suppressed will beidentified at homeless shelters, health clinics, and gay-identified
community-based organizationsin Los Angeles, CA, and New Orleans, LA. Informed consent will be obtained from all participants.
Y LH will be randomly assigned to one of two study conditions: Enhanced Standard Care, which includes standard clinical care
plus an automated messaging and monitoring intervention (AMMI), or an Enhanced Stepped Care, which includes three levels
of intervention (AMMI, Peer Support via social media plus AMMI, or Coaching plus Peer Support and AMMI). The primary
outcome is viral suppression of HIV, and YLH will be assessed at 4-month intervals for 24 months. For the Enhanced Stepped
Care intervention group, those who do not achieve viral suppression (viablood draw, viral 10ad<200 copies/mL) at any 4-month
assessment will “step up” to the next level of intervention. Secondary outcomes will be retention in care, antiretroviral therapy
adherence, alcohol use, substance use, sexual behavior, and mental health symptoms.

Results: Recruitment for this study began in June 2017 and is ongoing. We estimate data collection to be completed by the end
of 2020.

Conclusions: Thisisthe first known application of an Enhanced Stepped Care intervention model for YLH. By providing the
lowest level of intervention needed to achieve viral suppression, this model has the potential to be a cost-effective method of
helping YLH achieve viral suppression and improve their quality of life.

Trial Registration: Clinical Trials.gov NCT03109431; https://clinicaltrials.gov/ct2/show/NCT03109431

International Registered Report Identifier (IRRID): DERR1-10.2196/10791

(JMIR Res Protoc 2019;8(2):€10791) doi:10.2196/10791
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Introduction

Background

New diagnoses of HIVV among youth aged 12-24 years continue
to be a challenging public health problem in the United States
[1,2], with one in four new HIV diagnoses and 60,900 youth
living with HIV (YLH) [3]. The substantial improvements in
scientists’ ability to prevent and treat HIV infection [4,5] are
underutilized by YLH. Similar to adults, if a YLH has an
undetectable vira load, there is a 94% likelihood of not
transmitting HIV [6] and the YLH is likely to live longer [7]
and have a better quality of life [8]. Furthermore, only 30% to
44% of those diagnosed are virally suppressed [2,9]. Thisstudy
evaluates a Stepped Care model to support Y LH to achieveviral
suppression.

YLH are concentrated in areas of the United States where the
epidemic has grown, with certain groups disproportionately
impacted, particularly in the South [10]. Black and Latino
men-who-have-sex-with-men are at the highest risk for new
HIV infections [11]. Among youth diagnosed with HIV, 81%
are gay, bisexual, and transgender youths (GBTY), with the
highest rates reported among black and Hispanic/Latino men
[2]. GBTY coming of agetoday may not perceive the samerisk
of premature death, which characterized young men earlier in
the epidemic when there were fewer treatment options.

It isimperative that YLH achieve vira suppression in order to
reduce the probability of infecting othersaswell asincreasethe
length and quality of their lives [7,8]. Among YLH, vird
suppression requires linkage and retention in care as well as
antiretroviral therapy (ART) adherence. As part of the HIV
Treatment Continuum [12], YLH must overcome all barriers
to seeking and receiving medical care and then adhere daily to
their ART [1,13]. Historically, achieving an undetectable viral
load required 95% ART adherence [14]. However, rates as low
as 80% may lead to viral suppression [15]; at present, the pills
arecombined in regimensand ART ismorerobust. The duration
of “drug holidays” (ie, days without medication) is at least as
important as the number of pills taken as prescribed when
monitoring adherence that aimsto result in an undetectable viral
load [16]. However, even with only an 80% adherence rate
required for viral suppression and thetypical regimen consisting
of only one pill daily, YLH are far from meeting this target.

Retention in care and adherence to ART are related. Although
41% of YLH know their serostatus, only 62% receive medical
care within 12 months of diagnosis[1]. Retention rates can be
low, with only onein four YLH retained in care at 3 years after
treatment initiation [17]. Among onesampleof YLH (atypicaly,
72% women), initial ART adherence was 69%, but by 1 year,
ART adherence was negligible, partly due to only a 30%
retention in HIV care [18]. Young people are also more likely
to dropout from care than middle-aged and older adults[13,19].
Existing studies suggest that few YLH remain in medical care
more than a year, ensuring that ART treatment adherence will
also be low [20-22].

http://www.researchprotocols.org/2019/2/e10791/
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Barriersto Adherence Among Youth LivingWith HIV

In additionto connecting Y LH to care, it isimportant to identify
and address barriers to adherence. Others have suggested that
targeting patient group characteristics to improve adherence
may not be the answer, but instead, focusing on individua needs
with the flexibility to address specific identified barriers may
be helpful [23]. Barriers can be structural issues, and many of
the challenges to adherence faced by YLH are interrelated.
Drawing upon thework of Maslow [24], Barroso and colleagues
assert that people living with HIV must first have their basic
biological and physiological needs met to become adherent,
including food and transportation, and there must be afocus on
reducing stigma and addressing community-level barriers that
contribute to disparities [25]. Psychological issues can be part
of this complex problem, and even forgetting to take one's
medication can be due to the lack of a set routine or a more
complex processthat involves cognitive or behavioral struggles
[26]. Shame as well as mental health problems and substance
abuse may also contribute to delayed medication initiation and
difficulties with adherence [27]. Thus, it is important that
interventions targeting viral suppression have the flexibility to
address multiple factorsin the lives of YLH.

I ntervention Innovation of the Protocol: Stepped Care

Stepped Care is a strategy used in managing chronic diseases
and mental health problems[28-30], but has only recently been
appliedto YLH inonetrial [31]. Using a Stepped Care approach,
providers implement the least intensive intervention needed to
achieve the treatment goal and intensify the intervention until
the treatment goal is achieved. With this Stepped Care
framework, this study will implement a low-intensity
intervention, followed by sequential introduction of moreintense
and comprehensiveinterventions. Theinterventions at the lowest
levels require little individual tailoring and may be sufficient
for some youth. However, for YLH who do not achieve vira
suppression, a more individualized, tailored intervention will
be implemented.

Mobiletechnologies saturate the lives of youth and young adults
and offer an opportunity for a variety of interventions. HIV
mobile health interventions are a growing area of interest and
have been used as interventions for both self-management and
medication adherence [32]. One intervention that may be
beneficial for Stepped Care models for YLH is an automated
messaging and monitoring intervention (AMMI). AMMI
interventions using daily text messaging have been shown to
be a useful method for medication reminders for HIV-infected
individuals [33] and have demonstrated positive effects on
medication adherence [34-40] and viral load [41]. We have
demonstrated the efficacy of text messaging interventions with
various high-risk groups in prior studies [42-46]. In this study,
AMMI is based on promoting ART adherence by enhancing
self-management of one’s care using the concepts of social
cognitivetheory [32,47,48]. Self-management or self-monitoring
among persons living with HIV can include reflection,
reinforcement of behaviors, and support of cuesto action such
astaking medications[49]. Peer support isanother intervention
that is well-suited for use in a Stepped Care model. Positive
relationships are amajor dimension related to retention in care
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and adherence to ART medications [50-53]. Relationships
provide motivation to increase retention in care for a range of
other chronic diseases (eg, diabetes, weight reduction, alcohol
treatment, and mental health) [54-56]. Although peer support
isacomponent of many evidence-based interventions, thereare
mixed findingsin the meta-anal yses conducted on peer support;
some found a significant benefit [57,58] and others found a
major benefit [59]. Reviews of peer support studiesfor persons
living with HIV, which aimed at reducing stress [60], have
found peer support to be a critical intervention component. In
particular, adolescence is a developmental period wherein the
influence of peersiscrucia and has been consistently recognized
as an important period from the 1980s [61] to the most recent
Lancet reviews on adolescent health determinants [62].

Coaching interventions adapted for YLH are more intensive,
individualized interventions that can be used in a Stepped Care
model. The roots of coaching can be traced to sports, where a
coach, typically working with agroup of youths, isaleader who
provides guidance, support, and direction. The earliest mention
of coaching in the literature was in the 1970s in relation to
assertivenesstraining [63] and later as a method for improving
social skillsamong children [64] and helping families [65] and
other types of groups. Since then, coaching has increased in
popularity as an alternative to psychotherapy in the business
world [66] and as an intervention for a variety of health
professionals. Originally done face-to-face, most recently, this
type of intervention, commonly known as “health coaching,”
isalso delivered electronically [67]. Coaching has been used as
an intervention for chronic pain [68], weight loss [69], HIV
medication adherence[70], and other health conditions. A recent
review of coaching interventions found positive effectsin most
studies but highlighted the need for research to be more specific
in describing coaching interventions including the types of
behavior-change strategies used [ 71].

Methods

Overview of Methodsand Aims

Asoutlined in Figure 1, we will conduct a randomized control
trial (RCT) to evaluate the efficacy of an Enhanced Standard
Carelntervention (n=110) as compared to an Enhanced Stepped
Care Intervention Model (n=110) in order to significantly
increase viral suppression among YLH in two cities, Los
Angeles, CA, and New Orleans, LA (Trial Registration:
Clinical Trials.gov NCT03109431). This protocol is part of the
U19 Research Program Grant that is funded by the Adolescent
Medicine Trials Network for HIV/AIDS Interventions (ATN
148; 1U19HD08988E).

The specific aims of this study are (1) to assess if Enhanced
Standard Care or an Enhanced Stepped Care results in the
primary outcome of more sustained viral suppression and
improvements in secondary outcomes, (2) to test whether
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secondary outcomes such as mental health symptoms and drug
use mediate the effect of the intervention on viral suppression
over time, (3) and to conduct a cost-effectiveness analysis to
weigh the benefit of intervention effects on primary and
secondary outcomes against intervention implementation costs
beyond costsincurred through the standard of care.

All procedures in this study have been approved by the
Ingtitutional Review Board of the University of California, Los
Angeles, which serves asthe single Institutional Review Board
of Record for researchers at the collaborating institutions.

Recruitment

In both New Orleans and L os Angeles, teams of predominantly
bachelor's degree-level interviewers aim to screen up to 1500
youths to recruit a cohort of 220 seropositive youths. A
description of the study sitesin Los Angeles and New Orleans
can be found in Rotheram-Borus’ and colleagues’ article[12].

Inclusion and Exclusion Criteria

The current inclusion criteria are age of 12-24 years,
HIV-positive status, established HIV infection (not acutely
infected), and ability to provide informed consent. Exclusion
criteria include age under 12 years or above 24 years,
HIV-negative status, acute infection with HIV, inability to
understand the study procedures dueto intoxication or cognitive
difficulties (any youth who appears to be under the influence
of acohol or drugs will be unable to enroll in the study but
invited to return at a later date), and inability to provide
voluntary written informed consent.

Recruitment Procedures

Toidentify eligible participants, youth in high-risk settingswill
be asked to complete a brief screening and rapid HIV test. All
screenings are done face-to-face with a study team member
from our Recruitment, Engagement, and Retention Center. Older
youths (aged 15-24 years) will provide oral consent for the
screening, and younger youths (aged 12-14 years) will provide
written consent for the screening to ensure that they understand
the screening process. Next, al youths aged 12-24 yearswhose
judgment does not appear to be impaired from a disability or
substance use will be asked to give written informed consent
to compl ete the screening. Interviewers are trained to assessfor
problems with cognition, and additional screening questions
will be asked if any concerns are identified. To quaify as
“eligible” for recruitment, youths must test seropositive on a
rapid HIV test and be virally unsuppressed. Based on these
screening criteria, eligible youths will be invited to complete
the voluntary informed consent (we have a waiver of parental
consent for minors). YHL will berandomized to theintervention
conditions via the CommCare system (see next section) after
viral load results are obtained and entered, which typically takes
several days.
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Figure 1. Design of ATN Protocol 148—randomized controlled trial for youth living with HIV (YLH). AMMI: automated messaging and monitoring

intervention.

YLH with
established infection
N=220

sStandard Care Condition
n=110
Repeated assessments and
linkage to care/4 months AMMI

Stepped Care Condition
n=110
Level 1: AMMI
Level 2: AMMI + Peer Support
Level 3: AMMI + Peer Support
+ Coaching

4-month assessment
n=176

8-month assessment
n=176

12-month assessment
n=176

16-month assessment
n=176

T

20-month assessment
n=176

24-month assessment
n=176

Aspart of the voluntary informed consent procedures, YHL are
asked to provide additional consent to access sensitive
information for care coordination and study retention (locating
missing participants) for the duration of the study (24 months),
whichincludestheir contact information; social mediaaccounts;
contact information of their close relatives, friends, and
providersincluding case managers and probation officers; socia
security number; driver’slicense or identification card number;
and access to their medical records. Providing this additional
information is not mandatory, and YLH can refuse to provide
these permissions as long as they provide their own contact
information; all information will be stored securely in the
CommCare system. Only the study team will have access to
this information.

Assessments

Following enrollment, study participants will be asked to
complete a baseline assessment, which is administered by the
interviewer using Android tabl etsin approximately 45 minutes.

http://www.researchprotocols.org/2019/2/e10791/

This assessment covers the following sections: background,
risk behaviors, and sociodemographic variablesaswell aseight
cross-cutting domainsrelated to the HIV Treatment Continuum
[12]. Interviewers enter the participants responses in the
CommCare system developed by the Dimagi Corporation,
Cambridge, MA. CommCare is an open-source, mobile
phone-based platform that is cloud based and HIPAA (Health
Insurance Portability and Accountability Act) 1996 compliant.
This mobile app is used to collect al study data and send out
short message service (SMS) messages and weekly surveys as
part of AMMI as well as spontaneous broadcast messages for
particular groups of participants.

Participants also have a blood draw for viral load monitoring
and a series of rapid diagnostic tests (RDTs) which include the
following:

« HIV as part of screening: Potential study participants
undergo HIV testing using the CLIA-waived Alere
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(Waltham, MA) Determine HIV-1/2 Ag/Ab Combo finger
stick blood test for both HIV-1/2 antibodies and the HIV-1
p24 antigen with a window period of 12-26 days, which
can be read in 20-30 minutes. Once enrolled in the study,
participants also receive HIV testing using the Cepheid
(Sunnyvale, CA) Xpert HIV-1 Qual Assay, whichishighly
sensitive, uses whole blood to detect HIV-1 total nucleic
acids, and has a 92-minute read time.

«  Chlamydiaand Gonorrheaare tested using a Food and Drug
Administration-approved Cepheid Xpert CT/NG Assay
polymerase chain reaction that is read in 90 minutes.

- Syphilisistested using the CLIA-waived Syphilis Health
Check finger stick blood test to detect treponemal antibodies
with a 10- to 15-minute read time.

« Hepdtitis C is tested using the CLIA-waived OraQuick
HCV Rapid Antibody test finger stick blood test with a20-
to 40-minute read time.

«  Substance use is tested using a multidrug urine test panel
to detect the presence of marijuana, cocaine, opiates, and
methamphetamine with a 2- to 5-minute read time.

« Alcohol use is assessed using a breathalyzer test that is
sensitive for assessing alcohol use in the last 24 hours.

Following completion of the baseline assessment, participants
will receiveaUS $50 cash incentive. Any study participant who
tests positive for HIV or a sexually transmitted infection (STI)
will be offered immediate access to treatment.

Follow-Up Assessments

Study participants will be reassessed every 4 months over a
period of 24 months. In total, the study participants will
complete six follow-up assessments and receive a US $50 cash
incentive for each follow-up assessment. Follow-up assessments
will include another 45-minute assessment, a blood draw for
viral load monitoring, and a series of RDTs for STls and
substance use, as described above. In addition, if study
participants report any potential STI symptoms or exposure,
they will immediately be offered testing. In between
assessments, Y LH who need STI testing can use standard care
in the community or contact the study team for assistance. At
these assessments, participants who are not virally suppressed
(viral 10ad<200 copies/mL) will “step up” to the next level of
care while still receiving the prior level(s) of care.

Outcome M easures

Primary Outcome: HIV Viral load

The primary outcome measureisasuppressed viral load at each
4-month assessment for 24 months. At both sites, whole blood
is collected with the anticoagulant EDTA and sent at ambient
temperature to an internal laboratory where plasma is
separated. In addition, 1.5-3.0 mL plasma is shipped to an
off-site CLIA-certified laboratory to measure viral load by
guantitative HIV-1 RNA real time polymerase chain reaction
with alevel of detection of 20 copies/mL. Samples from New
Orleans are measured at room temperature and those from Los
Angeles are measured after they are frozen and thawed. The
study team will receive the results through the laboratory’s
online portal.
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Secondary Outcomes

The following secondary outcomes are also measured at each
4-month assessment for 24 months.

Retention in Care

YLH are deemed to be retained in care if they attend at least
two medical appointments annually. When starting ART, three
appointments are scheduled in the first 3 months. Therefore,
retention in care aso depends on how long YLH have been
prescribed ART. Wewill assess Y LH every 4 months; therefore,
there are six opportunities over the 24 months of follow-up to
obtain self-reports during medical appointments and ensure
adherence to ART regimens.

Antiretroviral Therapy Adherence

ART adherenceisbased on aLikert scalethat asks YLH to rate
their ability to takeall their HIVV medications as prescribed over
the prior 30 days. Response categories range from “Very poor”
(1) to “Excellent” (6) [72,73].

Alcohol Use Over the Past 4 Months

Thisparameter will be assessed using the Alcohol Use Disorders
Identification Test, consisting of three questions with
Likert-scale responses [74].

Substance Use

Y LH will be asked to indicate if they used any of the following
substances over the past 4 months. marijuana, synthetic
marijuana, cocaine or crack, heroin, ecstasy, methamphetamines,
prescription stimulants or amphetamines, gammahydroxybutyric
acid, ketamine, poppers, inhalants, hallucinogens, prescription
painkillers not used as prescribed, and other prescription
medications not used as prescribed. YLH will aso be asked
how many times they injected “drugs such as heroin, opiates,
cocaine or amphetamines (crystal)” over the past 4 months.
RDTs for acohol and substance use will be administered to
evaluate the degree of underreporting when RDTs indicate use
but self-reports do not. Given the fairly short window of
detection for RDTs (eg, 24 hours for alcohol), RDTs are not
used as outcomes.

Sexual Behavior

Y LH will be asked to report on the following sexual behaviors
over the past 4 months: the number of sexual partners (in total
and partnerswho are HIV positive) and the number of insertive
and receptive anal sex acts. YLH will aso be asked the
frequency of condom use with sexual partners at each sexual
encounter. Responses categoriesrange from “None of thetime’
(0) to “All of thetime” (5).

Mental Health

Mental health is assessed using three scales. YLH will be
administered four questions from the 12-item Short Form Health
Survey [75]. Specifically, they will be asked if they “felt calm
and peaceful,” had “a lot of energy,” and “felt sad and blue’
during the past 4 weeks. Response categoriesrange from “None
of thetime” (0) to “All of thetime” (5). YLH are administered
the Patient Health Questionnaire for adolescents (PHQ-A) [76],
which asks YLH to report how often they were bothered by
problemsfrom alist of nineitemsover the past 2 weeks. Lastly,
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Y LH areadministered the Generalized Anxiety Disorder 7-item
scale[77]. Similar to the PHQ-A, Y LH are asked to report how
often they were bothered by problemsfrom alist of sevenitems
over the past 2 weeks, such as*“ Feeling nervous, anxious or on
edge”

SMSweekly surveys consist of six itemsthat inquire about how
many days Y LH felt “sad or depressed;” if they had “ any genital
itching/pain/discharge, burning during urination, lower stomach
pain, or discomfort during sex;” how many times they had sex
without using a condom; how many days they used “alcohol
and/or drugs;” how many days they did not have a place to
deep; and how many days they missed taking medications.
Surveys mainly serve as a tool for research staff to monitor
Y LH health; check in with them, if needed; and encourage YLH
to self-monitor their health and behavior. Items for medication
adherence, a cohol/substance use, and sadness/depression will
aso be treated as outcomes in analyses similar to
secondary-outcome  analyses. However, low SMS
survey—response rates are anticipated based on prior studies
with YLH [78]. Therefore, analyses on SMS survey outcomes
will be treated as exploratory; precedence will be given to
analysis results for secondary outcomes from the 4-month
assessment.

Costing

Costs are of two types: costs of delivering the intervention and
additional costsincurred by participants for their use of health
care services and services from other agencies. The cost of
delivering the intervention requires an estimation of staff time.
Coaching logs and other intervention information will be entered
into CommCare, which does not provideinformation regarding
the amount of time spent performing study tasks. Thus, staff
activity information that is captured by this system will be
supplemented by Time It, a mobile app that allows individuals
to record the time spent carrying out different staff activities
[79]. Each saff member, including program directors,
interviewers, and coaches, will record relevant categories of
activity over the course of 1 week per quarter. A set of staff
activity categories will be prespecified in the mobile app.
However, staff are allowed to add more categories as they
perform other tasks not previously specified. In addition,
personnel timewill be estimated from several sources; budgeted
time and time recorded on time sheets, for hourly employees,
will provide a basis for each staff member’s hours devoted to
the project.

The costs of additional services are derived from respondent
reports of utilization and medical records and will be estimated
using publicly available data. Research-specific costs (eg,
incentive payments, informed consent, screens, and software
adaptation for survey tools) are excluded from the total costs.
All cost data will be adjusted for price back to Year 1 of the
study by using the medical care component of the consumer
price index.

Description of the I ntervention

As shown in Figure 1, the Enhanced Stepped Care condition
has three levels of intervention: Level 1, Enhanced Standard
CareplusAMMI; Level 2, online peer support viasocial media
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plus AMMI plus Enhanced Standard Care; and Level 3,
coaching plus online peer support via social mediaand AMMI
plus Enhanced Standard Care. If YLH fail to be virally
suppressed (based on analyses of viral load in the blood stream
at 4-month intervals), YLH in the Enhanced Stepped Care
condition will be provided the next level of intervention in
addition to the other level s of careto which they were previously
assigned. Note that these interventions overlap with our team’s
other study of HIV-negative youths and are also described in
Swendeman et al [49]. To assess dose of the interventions, we
will examine the number of responses to the AMMI surveys
(Level 1), the number of peer support posts and logins (Level
2), and the number of coaching sessions (Level 3).

Level 1

Level 1 of the Enhanced Stepped Care model is Enhanced Care
plus AMMI. Asthisis not a medication treatment study, YLH
are treated in the community using best practices that are
consistent with available treatment guidelines for providers.
However, given that YLH have faled to achieve vird
suppression with the existing services available to them, weare
enhancing standard care by adding an additional component.
Thus, Enhanced Care includes existing services received by
YHL from health care providers and other agencies as well as
daily text messages. Messages for this study focuson five areas:
wellness, health care, medication reminders, drug use, and
sexual health. We havetail ored and adapted preexisting libraries
of theoretically based text messages that have been found to be
successful in other RCTswith similar populations[80-83], with
messages tailored for two different groups—GBTY and
non-GBTY. Messages include a focus on empowering YLH
(ie, “Don't rely on other people, take your health serioudly,”
and “When you take your meds regularly, you're in control™”)
as well as providing health-related facts (“Meds keep HIV in
check” and “Syphilis can increase your viral load”). The goal
of AMMI is to target the areas that can impact adherence to
ART that will trandlate into increased rates of viral suppression.

Level 2

The second level of our Enhanced Stepped Care interventionis
asecure, private online/social media peer-support intervention.
Participants are invited to participate in an online discussion
board through muut.com, an open-source discussion forum that
is mobile and desktop friendly. Project staff review access
reguests to ensure that only participants are attempting to join
theboard. YLH can personalizetheir Muut profilesusing avatars
and (nonidentifying) photos, but cannot choose usernames that
compromise their anonymity. Online discussion boards are
tailored to topics relevant to youth. Others experiences with
interpersonal group interventions for high-risk youth indicate
that group cohesion based on these factors can be a key factor
influencing group participation and retention [84,85].
Discussions can be initiated by youth or study team members,
including HIV-specific topics related to linkage and retention
in care aswell as other challenges experienced by YLH.

On al discussion boards, study team members have
administrator privileges, allowing them to monitor all activities,
post information for discussion, and credit incentives for
participants. They take multiple steps to safeguard
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confidentiality and continually review online postingsand delete
any identifying information posted. Users are removed from
the discussion boards if they post inappropriate content three
times after receiving feedback for each occurrence, which
includes solicitation for sex and drug use; racist, homophobic,
or other stigmatizing content; pornographic content; or “trolling”
inflammatory remarks or personal insults.

Level 3

Participants who fail to achieve viral suppression at levels 1 or
2 of the intervention will be assigned to our coaching
intervention. Coaching will focus on a variety of risk factors
concurrently, asiscommon in HIV research [86-88], and build
on our prior work with this type of intervention. Coaching is
based on the strength-based mode! [89,90] that has demonstrated
positive impacts on persons living with HIV [91,92] and HIV
prevention [93,94]. Identifying and accomplishing goals are
critical components of the model. Sessions can be conducted
viaphone or in person. At the first session, the coach and youth
complete astrength assessment that will addressessix mainlife
domains: daily living (survival needs such as food, housing,
finances, and employment), physical health (non-HIV-related
health problems), health servicesand health carerelated to HIV
(insurance, linkage to care, ART adherence, viral suppression,
treatment cascade, and adherence), social relationships (social
support, disclosure, and stigma), mental health (eg, depression,
anxiety, and coping), and risks (substance use and risky sexual
behaviors). This assessment is used to guide the development
of up to three personalized goals with shared responsibility
between the youth and coach, depending on the nature of the
goals.

After the assessment, sessions will focus on goal attainment.
At each session, the coaches use the skills common to 80% of
all child and adolescent evidence-based interventions (EBIs)

[95,96]: relaxation, relapse  prevention, positive
activitiedalternatives, referrals, modeling/role playing, positive
self-talk, triggers, emotional regulation,

monitoring/self-monitoring, support networking/building social
support, assertive communication, setting up rewards, problem
solving, goal setting, praise, and engagement/rapport building.
The use of these skills and their relevance to our coaching
intervention are described in further detail in Swendeman et &
[49]. The coaching intervention is not manualized but rather
relies on the strength assessment, goal setting, and the use of
evidence-based skills to develop a personalized plan of
intervention for each youth that addresses the unique factors
that impact adherence and ultimately, viral suppression.
Participation in coaching will continuewhilethe YLH isinthe
study, but we expect that coaching sessions will decrease in
frequency over time as the goal's are accomplished.

Selection and Training Coaches

Our coaching model uses paraprofessionalswho have experience
and skills in working with the population but do not have
advanced degrees [97]. These community members have
expertise in addressing the “predictable problems’ [98] that
these youth experience and will use evidence-based practices
to intervene and address specific identified goals[97]. Coaches
are aso hired based on their interpersonal skills, ability to
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connect with YLH, and skills in implementing an
evidence-based but nonmanualized intervention. They receive
intensive training prior to field work to participate in ongoing
weekly supervision and have accessto real-time supervisionin
thefield.

Data Analyses

Aim 1

I ntent-to-treat analyseswill be used to compare viral suppression
asour primary outcome and secondary outcomesbetween YLH
randomi zed to the Enhanced Stepped Care or Enhanced Standard
Care conditions. Comparisons of the same outcomes will also
be made between stepsin the Enhanced Stepped Care condition
as exploratory analyses; the study is only powered for
comparisons between study arms. Multilevel models (MLM
[99]) will be used to model correlations between repeated
observations on the same YLH in order to properly estimate
standard errors. Generalized linear MLM will be fit to discrete
outcomes such as the binary outcome for viral suppression.
MLM fit to the primary outcome for viral suppression will be
parameterized to test for the average of vira suppression
differences over the follow-up period between study arms (ie,
time-averaged effects). This parameterization will be used
because all participants are virally unsuppressed at baseline
based on digibility criteria. Secondary outcomelevels can differ
across study arms; amore standard parameterization that allows
for baseline and slope differences over time will be used. We
anticipate that randomizati on will balance out sociodemographic
and other important background characteristics across study
arms. If characteristics are found to differ across study arms,
they will be included as adjustment covariatesin MLM. More
sophisticated adjustment methods such as propensity scores
will beimplemented as needed [100]. Datawill also be checked
for missing data patterns. Appropriate statistical techniques
such as multiple imputation will be applied [98,101].

Aim 2

We will use bivariate-outcome MLM to examine temporal
rel ationships between primary and secondary outcomes. M odel
parameterization will be based on anumber of factors, including
visualizations of outcome trajectories and model fit statistics.
One parameterization that may be used in a bivariate-outcome
MLM is abivariate random intercept and slope model that we
have used in a prior HIV study to examine the time-varying
relationship between HIV-transmission behaviors and mental
health symptoms [102]. This model is formulated through two
separate MLM equationsfor each outcomethat islinked through
random effects to model random intercepts and slopes. A
variance-covariance matrix is modeled to estimate correlations
between random effects. Correlations capture time-varying
associations between outcomes such asthe correl ation between
the first outcome at baseline and the second outcome over time
and vice versa. The bivariate-outcome model offers a flexible
modeling framework to test different mediational models. For
example, if the bivariate-outcome model contains outcomesfor
viral suppression, a secondary outcome such as mental health
symptoms, and an intervention effect covariate, then we can
test if mental health symptoms mediate the impact of the
intervention on viral suppression. Details on bivariate random
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intercept and slope models and other model parameterizations
to test for mediational effectsin longitudinal data are provided
in a previous study [103].

Aim 3

Cost-effectiveness analyses will be conducted to weigh the
benefit of intervention effects on primary and secondary
outcomes against intervention implementation costs beyond
those incurred through the standard of care. Specifically,
analyses will compare the additional cost required, on an
average, to obtain an additional unit of outcomein the Enhanced
Stepped Care intervention by cal culating the cost effectiveness
ratio (CER) [104]. The CER is the difference in total costs of
providing an Enhanced Stepped Care intervention versus
Enhanced Standard Care, divided by the difference in outcomes
of Enhanced Stepped and Enhanced Standard Care [104,105].
The primary outcome of vira suppression and secondary
outcomes are outcomes of interest. CER is calculated for
different combinations of YLH and provider characteristics.
Wewill conduct sensitivity analyses, as recommended by Gold
et a [104], to estimate the extent to which the CER calculation
is affected by differences in assumptions about the size of the
differencesin treatment effect. In particular, we will determine
how sensitive the CER is to assumptions that the differencein
treatment effect is 1 SD below or above the mean estimated
effect size. Similarly, we estimate the sensitivity of conclusions
to costs that are 1 SD below or above the estimated mean.

Sample Size Calculations

Sample size calculations are estimated for our primary analysis,
which is a comparison of the probability of viral suppression
between Enhanced Stepped and Enhanced Standard Care
conditions over five time points. The first follow-up is not
included in the comparisons because we anticipate that it will
take 6 monthsfor improvementsin viral suppression to be seen
in the Enhanced Stepped Care condition. Based on our proposed
sample size of 220 (n=110 in each condition), we anticipate
80% power for atwo-sided test with a.05 alphalevel to detect
time-averaged percentage differences in viral suppression as
small as 9%-13% between conditions. Based on consultation
with HIV clinicians, we expect viral suppression rates to be
fairly low in the Enhanced Standard Care condition, and we
will use arange of rates from 6% to 20% in our calculations.
Calculations assume a compound symmetry covariance
structure. An autocorrelation coefficient is specified to account
for correlations between repeated measurements. Calculations
are conducted with arange of autocorrel ation coefficient values
similar to what we have found in prior studies, from .1 to .3.
Lastly, we make a conservative assumption of 20% loss to
follow-up so that the sample size in each condition is 88. In
practice, we anticipate amuch lower attrition rate. Sample size
calculationswere carried out using Power Analysisand Sample
Size software, version 08.0.11 (Englewood, NJ) [106].

Results

Recruitment for this study began in June 2017 and is ongoing.
We estimate data coll ection to be compl eted by the end of 2020.
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Discussion

ThisRCT isthefirst known application of an Enhanced Stepped
Care intervention for adolescents and young adults living with
HIV. One of the most innovative aspects of this protocol is one
that is dlightly more difficult to discern: It will provide
guidelines on how to implement evidence-based practices, rather
than replicating an EBI manual with full fidelity. Although a
great deal of progress has been made in secondary prevention
with EBI manuals [107], an Enhanced Stepped Care approach
requires assessmentsto uniquely become part of theintervention
process when it is time to step up the intervention. There are
individual differencesin the need for intervention, and thereis
no need to provide moreintervention than is needed. Instead of
each YLH receiving the same intervention (as in many EBIs),
the dose and type of intervention are linked to outcomes.
Training staff in specific skillsalowsthem to apply these skills
based on the needs of the youth in a personalized manner that
promotes self-management of one’s health.

Enhanced Stepped Careisaparticularly important model since
the funding and resources for HIV care have not increased in
recent years. If Enhanced Stepped Careis more successful than
the Enhanced Standard Care, this model may be a novel way
for othersto think about their implementation of atypical EBI.
It will be critical to establish cost-effective and diffusible
strategies that can be nationally diffused; knowing the cost of
the two intervention conditions in this study will be important
to inform public policy and the selection of interventions by
communities. Without adramatic reversal, HIV incidenceamong
adolescentsis expected to increase, and each additional infection
costs US$379,668 (in 2010) [108]. The Enhanced Stepped Care
model proposed in this study is expected to result in better
outcomes and cost savings for society by preventing HIV
secondary transmission and postponing disease progression.
The clinical benefits of Enhanced Stepped Care without
increased costs are documented for diabetes [109] and
depression [110]; however, data evaluating the cost-effectives
of the Stepped Care model for HIV care arelacking. This study
will perform an economic evaluation within the RCT and
provide valuable data to support the cost-effectiveness of the
Enhanced Stepped Care approach in order to enhance HIV
treatment and care among Y LH groups from both clinical and
societal perspectives. If the Enhanced Stepped Care program
results in lower or comparable total health care costs relative
to usua care, this finding will offer a unique venture point for
scaling up the Stepped Care program across the country.

This protocol is particularly relevant to YLH nationally, who
typicaly face challenges of homelessness, mental health
problems, school or job issues, contact with the criminal justice
system, and riskswithin their sexual partnershipsin addition to
their seropositive HIV status. Studies of ART adherence and
retention in care have consistently found depression and the
types of life challenges young people are experiencing to be
directly related to engagement, retention, and adherenceto care
over time [16,111]. If wefail to address these comorbid issues
with YLH, we will not succeed in meeting the goa of vira
suppression with YLH. Our Enhanced Stepped Care approach
aims to address these issues with increasingly intensive
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interventions, based on theindividual needsof YLH. Although HIV transmission among YLH, which is an important
addressing comorbid issues may be costlier initially, it may individual-level and public health outcome.
have substantial savingsin terms of reducing the probability of
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