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Abstract

Background: End-stage renal disease (ESRD) is the last stage of chronic kidney disease, mainly caused by type 2 diabetes
mellitus and characterized by an increased mortality risk related to cardiovascular disease. Low-dose aspirin (acetylsalicylic acid
or ASA) seemsto effectively prevent cardiovascular eventsin patientswith ESRD. However, the number of interventional studies
in this population remains limited and the mechanisms of aspirin-related bleeding remain poorly understood. Aspirin’s efficacy
and safety may be modified by the presence of type 2 diabetes mellitus or platelet hyperreactivity.

Objective: Theoverall objective of thisprotocol isto (1) evaluate aspirin’s safety and efficacy in reducing the risk of thrombotic
events in patients with ESRD on hemodialysis and (2) examine whether aspirin’s efficacy is modified by the presence of type 2
diabetes mellitus or platelet hyperreactivity. Specifically, the primary objective isto compare the 12-month rate of any thrombotic
event (cardiac death, nonfatal myocardial infarction, nonfatal stroke, arteriovenous fistula thrombosis) and Thrombolysis in
Myocardial Infarction (TIMI) major bleeding in patients treated with aspirin compared to those on placebo. Secondary objectives
areto test for effect modification of treatment by the presence of type 2 diabetes mellitus or platelet hyperreactivity and compare
the rate of TIMI minor bleeding between treatment groups.

Methods: We devel oped a protocol for a phase 2 randomized, single-center, placebo-controlled, triple-blind, superiority clinical
trial to assess the prophylactic efficacy and safety of aspirin in patients with ESRD and on hemodialysis. It follows the ethical
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principles of the Declaration of Helsinki of the World Medical Association. A total of 342 participants would be enrolled over
12 months at alarge dialysis center. Patientswill berandomized ina1:1 ratio and stratified by presence of type 2 diabetes mellitus
and platelet hyperreactivity to receive either ora aspirin (100 mg/d) or placebo for a treatment period of 12 months. An
intention-to-treat statistical analysis will be performed.

Results: Therandomized clinical trial will be performed after approval by the ethical committee of the participating center and

registration at Clinical Trials.gov.
Conclusions:

We provide a protocol for a randomized controlled trial to evaluate the safety and efficacy of treatment with

aspirin to reduce the risk of thrombotic events. In addition, such a study would further our understanding of the mechanism of
aspirin-related bleeding and help identify subgroups of best-responders and patients with a higher risk of adverse events.

Registered Report Identifier: RR1-10.2196/10516

(JMIR Res Protoc 2018;7(8):€10516) doi:10.2196/10516

KEYWORDS

randomized controlled trial; end stage renal disease; kidney failure, chronic; aspirin; prophylaxis; thrombosis, drug safety; bleeding;

platel et activation; diabetes mellitus, type 2

Protocol

Introduction

Background and Rationale

Chronic kidney disease (CKD) is a pathology defined by a
decrease in glomerular filtration rate (GFR) below 60
mL/min/1.73 m? or by the presence of kidney damage for at
least 3 months[1]. It affects 200 million peopleworldwide, and
the main risk factor for this disease is diabetes mellitus [2-4].
Thelife expectancy of CKD patients decreases with the severity
of kidney impairment [5]. The most severe stage is end-stage
renal disease (ESRD) and refers to patients undergoing renal
replacement therapy (RRT) or for whom the GFR islower than

15 mL/min/1.73 m? [1]. The high risk of mortality observed in
patientswith ESRD is mainly dueto cardiovascular events, the
risks of which are 10- to 20-fold higher in these patients
compared to non-CK D subjects and are significantly increased
by the presence of diabetes mellitus[4,6,7]. In order to prevent
cardiovascular events, patientswith ESRD receive anticoagulant
or antiplatelet therapy [8,9].

The benefits of low doses (75 to 100 mg/d) of aspirin
(acetylsdlicylic acid or ASA), an antiplatelet agent, as
prophylactic drug for some specific types of cardiovascular
events (atherosclerotic and ischemic events) in CKD and patients
with ESRD have been reported in several studies. For instance,
the impact of low-dose aspirin (75 mg/d) versus placebo on the
risk of cardiovascular events was reported in an interventional
study of 3619 CKD patients with hypertension (eGFR <60

mL/min/1.73 m? at enroliment) [10]. The hazard ratio (HR) of
cardiovascular events decreased by 15% (HR 0.85, 95% Cl 0.61
to 1.17; P=.03) in patients with an eGFR of 45 to 59
mL/min/1.73 m? and 66% for patients with eGFR <45
mL/min/1.73 m? (HR 0.34, 95% CI 0.17 to 0.67; P<.05) [10].
Among secondary end points, a 36% reduction in the rate of
myocardia infarction (HR 0.64, 95% CI 0.39 to 1.03; P=.08)
was observed in patientswith an eGFR of 45to 59 mL/min/1.73
m?, and subjects with eGFR <45 mL/min/1.73 m? had a rate
reduction of 69% (HR 0.31, 95% CI 0.11 to 0.85; P<.05).
Stroke, cardiovascular mortality, and total mortality were also

http://www.researchprotocols.org/2018/8/e10516/

reduced by 50% to 80% in patientswith eGFR <45 mL/min/1.73
m? receiving aspirin compared to placebo [10]. A systematic
review of 2572 randomized controlled trials, meta-analyses,
and systematic reviews (27 retained) reported that aspirin was
associated with a 6% reduction in the relative risk (RR) for
all-cause mortality (RR 0.94, 95% CI 0.88 to 1.00), 10%
reductionin major cardiovascular events (RR 0.90, 95% CI 0.85
10 0.96), and 15% reduction in total coronary heart disease (RR
0.85, 95% CI 0.69 to 1.06) [11]. Last, a large case-control
observationa study performed on stroke patients with ESRD
undergoing dialysis between 1998 and 2006 and exposed
(n=763) or not (N=666) to aspirin (80 to 325 mg/d) showed
significantly lower rates of all-cause mortality (HR 0.671, 95%
Cl 0.580 to 0.777; P<.001) and readmission to hospital for
ischemic stroke (HR 0.715, 95% CI 0.580 to 0.882; P=.002) in
the group receiving aspirin versus placebo, without any
significant increase of risk of bleeding (P=.29) [12].

However, thereis alack of information about the prophylactic
efficacy of aspirinfor all types of thrombotic eventsthat patients
with ESRD may develop. There is also a gap of knowledge
concerning the safety profile of aspirin in patients with ESRD.
Concerning the risk of aspirin-related bleeding, there is some
discrepancy between the results of observationa and
interventional studies, asan increased risk of bleeding has been
reported in some observational studies [13,14]. However,
interventional studies of patients with ESRD have found that
low doses of aspirin are not associated with an increased risk
of major bleeding in dialysis patients, despite an apparent
increased risk of minor bleeding (eg, gastrointestinal bleeding)
[10,15]. Thisdiscrepancy highlightsthe fact that the mechanism
of aspirin-related bleeding events is not yet fully understood.
Some authors have suggested that the prophylactic efficacy of
aspirin and risk of bleeding related to this drug may be
influenced by a phenomenon of platelet hyperreactivity [16].
However, further research is necessary to establish the red
impact of platelet hyperreactivity on aspirin’s safety profilein
patients with ESRD.

Objectives
The primary and secondary objectives of this study are to
evaluate aspirin’s prophylactic efficacy and safety in patients
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with ESRD. This will include (1) the assessment of aspirin
prophylactic efficacy for all types of thrombotic events that
patients with ESRD may develop, namely nonfatal stroke,
nonfatal myocardia infarction, arteriovenousfistulathrombosis,
and cardiac mortality, and (2) the assessment of aspirin-related
major bleeding events using Thrombolysis in Myocardial
Infarction (TIMI) criteria [17-19]. The study’s secondary
objectives areto test for effect modification of treatment by the
presence of type 2 diabetes mellitus or platelet hyperreactivity
and comparetherate of TIMI minor bleeding between treatment
groups.

Our hypothesis is that aspirin is superior to placebo as
prophylactic therapy for thrombotic events in patients with
ESRD on hemodialysis without increasing the risk of major
bleeding.

Methods

Participants, I nterventions, and Outcomes

Study Design

We will perform a phase 2 randomized, single-center,
placebo-controlled, triple-blind, superiority clinical trial with
1:1 alocation to receive either 100 mg of aspirin per day or
placebo by mouth for 12 months. Randomization will be
stratified based on 2 baseline characteristics: (1) the presence
versus absence of type 2 diabetes mellitus and (2) the presence
versus absence of platelet hyperreactivity. The study will start
following approval of the Institutional Review Board (IRB) and

Lemos Cerqueiraet al

will follow the ethical principles of the Declaration of Helsinki
of the World Medical Association. The study designisillustrated
in Figure 1.

Study Setting
Thetrial involves patients on chronic intermittent hemodialysis

and will be conducted in alarge dialysis center (ie, with =2000
patients on RRT).

Eligibility Criteria
The study population consists of men or women with ESRD

who are at least 18 years of age and have started chronic
intermittent hemodialysisin the previous 3 months.

Exclusion criteria include any contraindications to ASA,
concurrent treatment with anticoagul ants or platel et aggregation
inhibitors, and pregnancy or lactation. Patients with
life-threatening conditions other than renal or vascular disease
will aso be excluded from the trial: al types of cancer, liver
disease, AIDS, or severe lung disease. ESRD due to
glomerulopathy has a different pattern of mortality [20], which
precludesitsinclusion inthistrial. Patients on other modalities
of RRT will also be excluded.

I nterventions

The intervention is an enteric-coated oral pill containing 100
mg of ASA, administered once daily, after lunch, over 12
months. The comparator will be a placebo tablet with the same
characteristics asthe active pills. Both arms will have the same
administration schedule and will start treatment the day after
randomization (day 0).

Figure 1. Illustration of the study design. Participants will be randomized in block sizes of 4, 6, and 8. Stratification factors:. type 2 diabetes; platelet

Follow-up phase

hyperreactivity.
Acetylsalicylic Acid 100 mg/day
N=171
1. Blocked
Enrollment Randomization
12 months - 1:1 ratio Experimental phase (12 months)
2. Stratification

Placebo N=171

Measurements of outcomes
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Adherence

At every hemodialysis session, participantswill receivetraining
about theimportance of taking the drug as prescribed by viewing
a 10-minute educational video about medication compliance
on adigital tablet.

Study patients will have monthly visits with the study team to
check on treatment adherence and answer any questions. During
these visits, patient compliance with treatment will be assessed
by direct questioning and by counting returned tabl ets provided
on amonthly basis. Good adherence will be defined as taking
at least 80% of the prescribed daily dose and attending 100%
of the visits. If a patient withdraws from the trial, the study
coordinator will contact the participant to find out the reasons
for withdrawal.

Outcomes

The primary outcome is the incidence of a composite event
including all of thefollowing: cardiac death, nonfatal myocardial
infarction, nonfatal stroke, arteriovenous fistula thrombosis,
and TIMI major bleeding [19] by 12 months of treatment. The
secondary outcomes are effect modification of treatment efficacy
by the presence of type 2 diabetes mellitus or platelet
hyperreactivity and the rate of TIMI minor bleeding between
treatment groups.

According tothe TIMI criteria, major bleeding isdefined asthe
presence of any intracranial bleeding (excluding
microhemorrhages <10 mm evident only on gradient-echo
magnetic resonance imaging), fatal bleeding (bleeding that
directly resultsin death within 7 days), or clinically overt signs
of hemorrhage associated with adrop in hemoglobin of =5 g/dL
or a=15% absol ute decrease in hematocrit [ 19]. Minor bleeding
is defined as clinically overt with a hemoglobin drop of 3to 5
g/dL [19].

The profile of platelet reactivity will be determined by multiple
electrode aggregometry using a Multiplate analyzer (Dynabyte
GmBH). This method was chosen because it currently is the
most efficient assay used to assess platel et reactivity in humans
[21]. The Multiplate will measure platelet activity (defined as
aggregation capability after activation with adenosine
diphosphate) as the area under the curve reported in area units
multiplied by time (AUxmin). Platel et hyperreactivity isdefined
based on the manufacturer’s recommendations and published
data, with a cutoff of 50 AUxmin for adenosine
diphosphate-induced aggregation [22].

Outcomes Assessment

A blinded multidisciplinary team composed of a nephrologist,
cardiologist, and nurse will follow participants and review
medical records and adjudicate outcomes and end pointsin the
study.

A medical appointment will be scheduled for weeks 0, 13, 26,
39, and 52, where the multidisciplinary team will assess the
primary and secondary outcomes and report them to the Data

http://www.researchprotocols.org/2018/8/e10516/
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Coordinating Center (DCC). At each visit, a venous blood
sample (5 mL) will be collected in order to measure hematocrit,
hemoglobin, and platelet hyperreactivity.

After the end of the treatment phase of the trial, participants
will be followed for an additional 6 months to assess further
adverse events. For that purpose, the multidisciplinary team
will contact patients monthly during their hemodialysis sessions.
Thetotal length of the study will be 30 months.

Study Variables

The outcome variables are the incidence of cardiac desath,
nonfatal myocardia infarction, nonfatal stroke, and
arteriovenous fistula thrombosis, as well as the presence or
absence of bleeding and its severity based on TIMI criteria[19].
The treatment variables are the exposure to the intervention
(aspirin 100 mg/d or placebo). The stratification variables are
the presence versus absence of type 2 diabetes mellitus and the
presence versus absence of platelet hyperreactivity.

Participant Timeline

The schedule and procedures during patient visits to the
participating center (recruitment, hemodialysis sessions, and
monthly assessment of outcomes) are summarized in Table 1.

Sample Size

Sample size was calculated based on estimates for the rate of
events in the primary composite outcome over 1 year: TIMI
major bleeding (placebo 1% vs aspirin 2.5% [15]),
cardiovascular events (placebo 3.0% vsaspirin 2.5%[10]), and
fistulathrombosis (placebo 19% vs aspirin 8% [23]), for atotal
1-year event rate of 23% in the placebo group and 13% in the
aspirin group. A sample size of 318 patients (159 per arm)
provides 80% power to detect a difference between groups of
thismagnitude (corresponding to an HR of 0.53) using a2-sided
log-rank test and apha=.05 (Power Analysis and Sample Size
Software version 14, NCSS LLC). The sample sizefor theftrial
was increased to 342 patients (171 per arm) to account for
estimated attrition of 10%.

Recruitment

The estimated hemodialysis admission rate at alarge dialysis
center is 50 patients per month. Therefore, we expect to include
8 to 10 patients every week, completing our recruitment goal
in 9 months. We propose a recruitment period of 12 monthsin
case enrollment is slower than expected.

Eligible patients will be identified using medical records,
clinician invitation letters, and internal flyers posted in patient
areas. The study team will approach eligible patients to invite
them to participate in the trial. All aspects of the study will be
explained and all participants who agree to participate must
provide written informed consent. One venous blood sample
will be collected prior to randomization in order to assess
platelet reactivity profile, a dratification factor for
randomization.
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Table 1. Schedule and procedures during patient visits to the participating center.

Procedure

Preliminary visit (369to 3days First medica
before the experimental phase) visit (day 0)

Enrollment phase (12 months)  Experimental phase (12 months)

Follow-up (6 months)

Hemodialysissess Every 30days Weeks 13,
sions(approximate- 26, 39 and
ly every 3 days) 52

Hemodialysissessions
(every 30 days)

Informed consent form X2

Physical exam/medical X
history and medication
review

Inclusion/Exclusion X

Collection of ablood
sampl e°
Randomization

Patients’ meeting with
the study team and oral
training about compli-
ance to treatment

Provision of the neces- X
sary number of pills (on
amonthly basis)

Patients’ training focused
on compliance (short ed-
ucative video)

Counting of returned
pills

Blinding assessment
(questionnaire)

Measurement of primary X

and secondary outcomes®
during consultationswith
anephrologist and a car-
diologist

Assessment of later
bleeding adverse events

X indicates the time at which each procedure will occur.

BA ssessment of the hematocrit, hemoglobin concentration, and platelet hyperreactivity profile.
“Number of events for cardiac death, nonfatal myocardial infarction, nonfatal stroke, arteriovenous fistula thrombosis, and assessment of major and

minor bleeding using the Thrombolysisin Myocardia Infarction scale.

Assignment of Interventions

Sequence Generation

Patients will be allocated to 1 of the 2 study groups based on a
computed-generated bl ocked randomization, with stratification
by 2 factors (type 2 diabetes mellitus and platelet
hyperreactivity). For that purpose, randomly permuted blocks
of sizes4, 6, and 8 will be used in order to maintain the integrity
of the randomization and blinding [24]. The software used to
generate the sequence is available at randomization.com, and
the study pharmacists will coordinate the randomization,
treatment assignment, and delivery of study medication [25].

The research pharmacists will determine the study allocation
and randomization and will be the only individualsto know the
identity of the drugs delivered.

http://www.researchprotocols.org/2018/8/e10516/

Blinding

The trial is triple-blinded to the treatment allocation:
participants, study clinicians, and staff, aswell asdataanalysts,
will not know participant treatment assignments. Blinding will
be assured by the use of a placebo comparator, which will be
identical in look and taste to the active drug and will last until
the data are analyzed.

A questionnaire will be used to assess the effectiveness of the
participant’s blinding. Thiswill be performed according to the
methodology proposed by Rees and collaborators [26]. Every
2 weeks, participants will be asked to complete a survey about
the intervention they think have received (active intervention,
placebo, or unknown) and their level of certainty on a Likert
scale. The accuracy of their answerswill be evaluated using the
Howard index, and differencesin beliefs between 2 successive
questionnaires will be assessed using the Fisher exact test.
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Participants' beliefs about their treatment assignment are
considered consistent if all responses are sequentially identical
over time, except one change of opinion that may be explained
by alack of blinding [26].

Emergency Unblinding

In exceptional circumstances, unblinding may happen if
knowledge of the actual treatment is essential for further
management of the patient. In case of severe adverse events,
investigators will discuss unblinding within 24 hours with a
medical advisor from the Data and Safety Monitoring Board
who is not involved with the trial. Unblinding will take place
by the research pharmacy immediately after the decision is
made.

Data Collection, Management Analysis, and
Monitoring

Data Collection

We intend to minimize missing data by having monthly visits
with patients. An adherence check will be done by counting
returned tablets as previoudly stated.

Regarding data collection and storage, the study team will be
trained to oversee al key aspects of the protocol: (1)
methodology, forms, and tools that must be used for the
collection, entry, monitoring, and editing of data; (2)
appropriated methodsto communicate among investigatorsand
between investigators and participants; and (3) importance of
reporting dataas closeto real time as possible during the course
of the study.

Data Management

For quality control, patient records (source documents) will be
stored at the site, and the origina data will be shared with the
DCC. It is the responsibility of the investigator to keep,
maintain, and provide the documents audited by IRB, sponsor,
National Institutes of Health, US Food and Drug Administration,
or other local regulatory agencies when necessary.

After the collection of study data, patient identification will be
encoded, and only the investigator will have access to this
information, in accordance with the Good Clinical Practices
and the Declaration of Helsinki regarding confidentiality [27].

The collected data will be entered electronically in a Research
Electronic Data Capture management system. This databaseis
a cloud-based system, and it will have a backup in a hard disk
inthe DCC. The dataset will be encrypted in order to guarantee
data safety and confidentiality.

Statistical Methods

Statistical analysiswill be performed including all randomized
patients according to their assigned treatment group (ie,
intention-to-treat). The software used will be Stata 14 (StataCorp
LLC). All testing will be 2-sided with statistical significance
defined as P<.05. The primary composite outcome (first
time-to-event of thrombotic events and TIMI major bleeding)
will be analyzed with Kaplan-Meier curves and alog-rank test
to detect difference between the groups. Cox proportional
hazards regression may be used to adjust for relevant covariates,
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if appropriate (eg, for any unbalanced baseline characteristics
that may occur by chance). Similarly, secondary outcomes will
be analyzed with Kaplan-Meier curves and log-rank tests for
all events. For the secondary objectives, interaction terms will
be included in the Cox models above to test for interaction
between treatment status and (1) the presence of type 2 diabetes
and (2) platelet hyperreactivity. The proportion of patientswith
TIMI minor bleeding in each group will be compared with a
chi-square test. If necessary, multiple imputation will be used
for missing data.

Data Monitoring

A Data and Safety Monitoring Board consisting of an
independent nephrologist and cardiologist (adverse events may
happen mainly in those fields) and statistician is planned to
oversee the trial. Based on federal regulations, an ethicist may
be included. According to our inclusion and exclusion criteria,
no vulnerable population is targeted.

Ethics and Dissemination

I nstitutional Review Board Submission

Prior to recruitment of study subjects, the full study protocol
will be submitted to the local research ethics committee and
IRB for evaluation and approval.

Registration
Thetrial will be registered at Clinical Trials.gov.

Results

This is a protocol for a randomized clinical tria. It must be
submitted to an ethical committee and registered at
Clinica Trias.gov before we can specify dates of datacollection
or the beginning of the study. These practical aspects aso
depend on the decisions of the center where the trial would be
performed.

Discussion

Summary

Finding a safe preventive measure for thrombotic events for
patients with ESRD on hemodialysisis of utmost importance,
as it would reduce the number of fistula thrombosis and
cardiovascular events and have a direct impact on morbidity
and mortality rates. This clinical trial will provide data on the
safety of antiplatelet blockade with aspirin, whichisapossible
preventive measure for thrombosis, and assess the impact of
the intervention in hemodialysis patients. In addition, it will
yield essential information to foster further interventional trials
and may help revise international guidelinesfor the prevention
of thrombotic disease in patients with ESRD on hemodialysis.

Strengths and Limitations

Themain strength of thetrial isitsstudy design, whichincludes
allocation concealment, randomization, and triple-blinding in
order to reduce possible bias. In addition, stratification will
balance 2 variables that are strongly associated with the
outcome, type 2 diabetes mellitus and platelet hyperreactivity,
and will alow us to explore whether patients with these
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characteristics differentially respond to aspirin therapy. Overall,
the study protocol isfeasiblefor both investigators and patients,
as study enrollment and subsequent visitswill take place during
or following the patients' standard hemodialysis sessions.

Potential limitations of the study protocol include the difficulty
in interpreting a composite outcome. The use of a composite
primary outcome is supported by the fact that major bleeding
rates are very rare, requiring a large sample size and lengthy

Lemos Cerqueiraet al

as it will affect study power and validity. For that matter, we
allow 12 more weeks for recruitment than initialy planned.
Last, despite the simplicity of drug administration, adherence
is always a potential problem, which will be dealt with by
identification of nonadherent patients and systematic training.

Conclusion

The study protocol will provide essential evidence to foster
further clinical research on preventive measures of thrombotic

study duration that would render thetrial unfeasible. We address
thisissue by adding efficacy outcomesrelated to thrombosisto
major bleeding outcomes. In order to clarify interpretation of
the primary composite outcome, they are individualized in the
secondary analysis. Regarding the study population, peritoneal
dialysis patients will not be included as most do not have
arteriovenous fistula and, hence, are not at risk for fistula
thrombosis. Furthermore, glomerular disease patients who
developed ESRD will not be included, as they show adifferent
pattern of morbidity and mortality [20]. Another limitation is
the possibility that we do not meet the planned recruitment time,

events in hemodialysis patients. Future research is needed to
provide information about theimpact of preventive antiplatel et
blockage on mortality and thrombotic events in these patients.
Moreover, the study of potential biomarkersto identify patients
who would benefit the most from the intervention is also
required and may have a direct effect on drug prescription and
control of adverse events. Therefore, identifying the potential
safety and effectiveness of aspirin will improve morbidity and
mortality, lowering the burden of such asevere disease for these
patients and giving them a chance for a better and longer life.
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CKD: chronic kidney disease

DCC: Data Coordinating Center

ESRD: end-stage rena disease

GFR: glomerular filtration rate

HR: hazard ratio

IRB: Institutional Review Board

RR: relative risk

RRT: rena replacement therapy

TIMI: Thrombolysis In Myocardial Infarction
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Abstract

Background: Preterm birth (PTB) isaleading cause of infant morbidity and mortality worldwide. Every year, 20 million babies
are born with low bhirthweight (LBW), about 96% of which occur in low-income countries. Despite the associated dangers, in
about 40%-50% of PTB and LBW cases, the causes remain unexplained. Existing evidence is inconclusive as to whether
occupational physical activities such as heavy lifting are implicated. African women bear the transport burden of accessing basic
needs for their families. Ghana's PTB rate is 14.5%, whereas the global averageis 9.6%. The proposed liftless intervention aims
to decrease lifting exposure during pregnancy among Ghanaian women. We hypothesize that a reduction in heavy lifting among
pregnant women in Ghanawill increase gestational age and birthweight.

Objective: To investigate the effects of the liftless intervention on the incidence of PTB and LBW among pregnant Ghanaian
women.

Methods: A cohort stepped-wedge cluster randomized controlled trial in 10 antenatal clinics will be carried out in Ghana. A
total of 1000 pregnant participants will be recruited for a 60-week period. To be eligible, the participant should have a singleton
pregnancy between 12 and 16 weeks gestation, be attending any of the 10 antenatal clinics, and be exposed to heavy lifting. All
participants will receive standard antenatal care within the control phase; by random allocation, two clusters will transit into the
intervention phase. The midwife-led 3-component liftless intervention consists of health education, a take-home reminder card
mimicking the colors of atraffic light, and a shopping voucher. The primary outcome are gestational ages of <28, 28-32, and
33-37 weeks. The secondary outcomes are LBW (preterm LBW, term but LBW, and postterm), compliance, prevalence of low
back and pelvic pain, and premature uterine contractions. Study midwives and participants will not be blinded to the treatment
allocation.

Results: Permission to conduct the study at all 10 antenatal clinics has been granted by the Ghana Health Service. Application
for funding to begin thetrial is ongoing. Findings from the main trial are expected to be published by the end of 2019.
Conclusions: To the best of our knowledge, there has been no randomized trial of this nature in Ghana. Minimizing heavy
lifting among pregnant African women can reduce the soaring rates of PTB and LBW. The findings will increase the knowledge
of the prevention of PTB and LBW worldwide.
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Introduction

Preterm birth (PTB) and low birthweight (LBW) areincreasing
worldwide, especialy within low-and middle-income countries
(LMIC). Every year, 15 million babies are born before 37
completed weeks[1,2] and 20 million (15.5%) babies are born
with LBW (2500 g) worldwide. Approximately 96% of these
births occur in LMIC [1]. It is estimated that LBW infants are
at a 20-fold greater risk of neonatal mortality than babies with
a birthweight of 3.5-4.0 kg. Approximately 28% of neonatal
deaths (first 7 days of life) are aresult of PTB [3]. PTB isa
major contributing factor to LBW [1]. Millions of preterm and
LBW babies die as a result of preventable complications, and
some of those who survive will live with lifelong debilitating
health conditions[1,4,5]. PTB isaproblem evenin high-income
countries (HIC). Therate of PTB inthe United Statesincreased
from 9.5% in 1981 to 12.7% in 2005 [6]. The rate of PTB
averages 9.6% worldwide and varies between Europe (6.2%)
and North America (10.6%) [6]. In LMIC, the incidence of
LBW is around 19%, compared with 5%-7% in HIC [7].
Southern Asia and sub-Saharan Africa have recorded 60% of
global PTBsin 2010; Ghanawas ranked 14th of 184 countries,
with a PTB rate of 14.5% in 2010 [2].

Thereiswidespread agreement on the need for immediate action
to prevent PTB and LBW. However, this cannot be completed
without a critical ook at the occupational environment of the
ever-increasing global female workforce[8]. A greater number
of women in LMIC work in the informal sector [9], and their
work entails repetitive lifting and carrying [10] with virtually
no ergonomic guidelines to safeguard their welfare. Evidence
suggests that most African women perform an average of 328
trunk flexions at angles exceeding 60° in an 8-hour period each
day. Of these trunk flexions, 66 are sustained for >4 seconds
[11]. In household settings, African women bear most of the
transport burden of accessing basic needs such as water, farm
produce, and firewood. The average African woman carries a
load of about 20 kg over a distance between 2.5 and 6.8 km on
a daily basis [11]. The physical stress encountered by these
women can result in musculoskeletal disorders and negative
reproductive consequences [12-14]. The activities of ordinary
Ghanaian women in rural and periurban areas include farming,
carrying water and farm produce on their heads, carrying market
wares during street hawking, and carrying their younger children
on their backs (at home, to the market, and to the farm).

Some observational studies haveimplicated occupational lifting
or heavy physical workload during pregnancy in the causal
pathways of PTB and LBW [1,12,15-17], athough others did
not reach clear conclusions[18]. However, exposure may have
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been poorly measured, thereby distorting the outcome of such
studies. The Occupational Health Clinic for Ontario Workers
reported that a4.5 kg weight carried further away from the back
during pregnancy exerts 68 kg of stress on the lower back,
compared with 29.5 kg of stressin a nonpregnant woman [19].
A rise in intra-abdominal pressure resulting from lifting can
initiate premature uterine contractions[10], and lifting increases
the risk of pelvic pain during gestation [20].

There have been many successful health education and
advice-oriented interventions that have improved patient
outcomes [21]. In their quest to lengthen gestational age,
midwives in LMIC such as Ghana advise pregnant women
against strenuous physical activity. In certain conditions, the
pregnant woman is admitted to a hospital throughout the
gestational period to ensure complete bed rest to avert possible
PTB [22]. Several occupational guidelines have been formulated
by various institutions [19,23] aimed at protecting pregnhant
employees against physical stressin their respective countries.
More recent are the provisional clinical guidelines for
occupational lifting in pregnancy by MacDonald et a [24].
However, no such guidelines exist in Ghana and other LMIC.
A recent systematic review revealed that notrial hasinvestigated
the usefulness of such guidelinesaimed at reducing heavy lifting
among pregnant women to increase gestational age [22]. The
3-component liftless intervention implemented in this tria is
based on the clinical guidelines of occupational lifting in
pregnancy by MacDonald et al [24] coupled with a shopping
voucher. The rationale for the shopping voucher is to augment
the uptake of theintervention components|25,26]. The shopping
voucher will be administered during thethird trimester with the
intention of reducing moderate PTB, which is common in
sub-Saharan Africa[2]. Asno randomized controlled tria (RCT)
has been conducted to ascertain the effectiveness of the proposed
liftless intervention, the outcomes will be of public health
importance for elucidating the effects of heavy lifting on birth
outcomes (PTB and LBW). Through this study, a model for
intervention to reduce physical exertion during pregnancy will
be developed and its impact on reducing PTB and LBW will
be ascertained. The success of the proposed stepped-wedgetrial
will justify the need for clinical guidelines to modify the
occupational and family environment of pregnant women in
LMIC. We hypothesize that a reduction in heavy lifting among
preghant women in Ghana will increase gestational age and
birthweight.

The objective of this study is to investigate the effects of the
liftless intervention on the incidence of PTB and LBW among
pregnhant Ghanaian women. This study aims (1) to provide
guideline-oriented and social support (liftless intervention) to
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Ghanaian women to reduce their lifting behavior during
pregnancy; (2) to evaluate the effect of the liftlessintervention
on rates of PTB, LBW, mode of delivery, lower back or pelvic
pain, and premature uterine contractions compared to no such
intervention; and (3) to examine compliance with the
intervention and ascertain factors that influence it.

Methods

Study Design

We propose an open cohort stepped-wedge cluster RCT
(PACTR201602001301205). Inthisdesign, eligible participants
will berecruited until the expected numbers have been achieved.
The design is a unidirectional cross-over study wherein al
participating antenatal clinicswill start with acontrol phase and
eventually end up providing the intervention. The intervention
will not be withdrawn once implementation has begun (at least
not until the end of the trial). Participants will leave the trial
when they deliver. Baseline measurementsand information will
be collected in all 10 clusters at the beginning of thetria using
a 55-item data collection tool. Using random allocation, two
clusters will transition into the intervention with each phase
lasting 10 weeks. With the exception of clusters1 and 2 (Figure
1) [27], therest of the clusterswill contribute datato the control
more than once. Clusters 9 and 10 will contribute control data
at 5 time points before the intervention is implemented. Thus,
unlike a traditional cluster RCT where the intervention is
administered only to thosein the treatment group, every cluster
in the stepped-wedge RCT will receive the intervention. The
flow of thetrial is shown in Figure 2 [28].

During the control phases, participants will receive routine
antenatal care including physical and abdominal examination,
blood pressure and weight measurement, urine testing,
prescription of iron and folic acid supplementation, and tetanus
injection. When aclinic enterstheintervention phase, in addition
to receiving routine antenatal care, participants will attend 5
extra intervention sessions at weekly intervals. During the
sessions, study midwives will deliver the 3-component liftless
intervention explaining and demonstrating all of the potential
harmful task conditions, providing a take-home reminder card,
and soliciting for apartner’s support. In addition, midwiveswill
make phone calls, do home visits, and provide the shopping
vouchers.

The choice of the stepped-wedge design for this trial is based
on the anticipation that the intervention will be useful. This
design allows the intervention to be offered to all clusters,
reduces potential contamination of the control group [29], and
provides an opportunity to gradually roll out the intervention
to resolve any financia or logistical constraints that may arise
at the clinics concurrently. To ensure completeness of the
protocol, the Standard Protocol Item: Recommendations for
International Trials 2013 recommendation was followed [28].

Study Population and Recruitment

The trial will be conducted at 10 public antenatal clinics in
Ghana (thelistsof clinicsare provided in Multimedia A ppendix
1). Eligible clinics will be those that offer antenatal services.
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The selected clinicsarelocated in 4 citiesin Ghana. Theclinics
will recruit 1000 participants within a period of 60 weeks.
Although the facilities vary in size, they are located in areas
that have sufficient numbers of pregnant women to make the
trial feasible. The socially ascribed activities of most women
within the catchment areas of the proposed antenatal clinics
include carrying water and farm produce on their heads aswell
as carrying market wares as street vendors. Most women also
carry their younger children on their backs at home, to the
market, and to the farm. Additional antenatal clinics will be
added to meet the planned target if necessary. The study
midwives will recruit participants based on the prespecified
participant-level criteria (Textboxes 1 and 2). The nature of the
trial and the required commitment on the part of participants
will be explained to the participants by the research midwives
in a language that they understand. Participation is voluntary
and decisionswill not affect the routine antenatal carethey will
receive. Those who agree to participate and are eligible will be
provided with a consent form to sign or thumb print (the copy
of consent form is available on request from the authors).

Outcomes

Primary outcome

The primary outcome is gestational age based on ultrasound
examination in the first trimester (before 16 weeks), or when
not available, fundal height and last menstrual period. We expect
that only about 10% of the pregnancies will be without
ultrasound diagnosis. We will still include these to prevent
increasing the workload of the recruiting midwives. We will
conduct a sensitivity analysis to see if there is an effect of the
ultrasound versus last menstrual period and fundal height
diagnosis. We will categorize PTB as extremely preterm (<28
weeks), very preterm (28-32 weeks), or moderateto late preterm
(33-37 weeks) based on the World Heath Organization
classification [30].

Secondary outcomes
The secondary outcomes are as follows:

- Birthweight categorized as preterm LBW, full term but
LBW, or postterm LBW babies[7].

- Compliance with the intervention (classified as compliant
or noncompliant). We will classify a participant as
compliant (1) if the weight and frequency of lifting have
decreased to below the provisional guidelines and (2) if
lifting below or above the knee or shoulders has decreased,
based on the participant's self-reported lifting and
observations during home and workplace visits.

« Prevalence of lower back pain or pelvic pain: yes or no;
frequency: sometimes or most of the time; stage of
pregnancy: first or second or third trimester; severity: mild
or moderate (interferes with daily function or severe and
needs analgesics to subside).

- Premature uterine contractions. yes or no; frequency:
sometimes or most of the time; stage of pregnancy: first or
second or third trimester.

« Mode of delivery: normal or forceps or cesarean section,
as recorded on birth and postnatal records.
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Figurel. Stepped-wedge design. Shaded boxes: intervention phases; white boxes: control phases. (Adopted from atria protocol by Hill AM, Waldron
N, Etherton-Beer C, et a 2014).
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Figure2. Flow of thetrial (adopted from Standard Protocol Item: Recommendations for International Trials 2013).
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Inclusion criteria

1. Pregnancy has been clinically confirmed.

2. Pregnancy is between 12 and 16 weeks.

3. Pregnancy is singleton.

4. Exposed to lifting of 10 kg at home or work.

5. Attending 1 of 10 antenatal clinics.

6. Participant has consented to participate in the trial.

Textbox 2. Exclusion criteria.

Exclusion criteria

1. Pregnancy has not been confirmed.

2. Gestational ageis above 16 weeks.

3. Multiple pregnancies.

4. Not exposed to lifting.

5. Not attending any of the selected clinics.
6. Refusal to participate.

Randomization and Blinding

Using acomputer-generated number sequence, the 10 antenatal
clinics will be randomized as to when the intervention is
implemented. To ensure internal validity of the study, the
randomization will be carried out by a professional who is not
involved in the delivery of the treatment or its assessment [31].
This will be done before the trial begins. However, due to the
nature of the project, neither the research midwives nor
participants can be blinded to the treatment all ocation. However,
adataanalyst who will perform thefinal analysiswill be blinded
to the treatment allocation.

Intervention

To encourage behavioral changes in heavy lifting tendencies
among pregnant women, the study midwives will deliver the
proposed 3-component liftlessintervention with the assumption
that increasing knowledge will promote behavioral changes
even in the face of obstacles[32].

Component 1. Health Education

In thiscomponent, midwiveswill deliver health education based
on the clinical guidelines for occupational lifting in pregnancy
by MacDonald et a [24]. Topics will include possible
implications of heavy lifting during pregnancy, avoiding lifting
any object that weighs >10 kg, avoiding lifting items over
shoulder height, dividing bigger objects into smaller portions
beforelifting, avoiding one-handed lifting, and avoiding lifting
or lowering objects below the knee. Three boosters of this
component will be given, and in addition, participants will be
asked to invite their spouses or significant others to attend the
next session. The aim is to solicit their support throughout
gestation to boost compliance with theintervention. The duration
for each session will be between 60 and 90 minutes.
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At the end of the session, participants will be given alifting or
carrying diary to record their daily lifting exposure. Those who
cannot read or writewill be provided with an alternative means,
such as making ticks on a paper or asking a relative to record
the information, depending on the preferred option of the
participant. Thediary will be checked and the contents recorded
at every session. The booklet will also contain the contact
information of the midwives for participants to call whenever
necessary.

Component 2: Take-home Reminder Card

This component consists of simplified explanations on a
reminder card mimicking the colors of a traffic light, Red
(SEEK), Yellow (STOP), Green (HOW), based on a similar
trial carried out by Lumley and Donchue [33] in Melbourne.
Thiscomponent will be delivered at the second session and will
last between 30 and 60 minutes.

SEEK (Red)
« A midwife's assistance when you have questions or
problems.

« A midwife's assistance when you have severe lower
abdominal pain, lower back pain, severe contractions, or
vagina bleeding or leaking of clear fluid (a more detailed
explanation in alocal language will be given).

STOP (Yellow)
« Lifting heavy loadsthat weigh >10 kg, either at home or at
work.

- Lifting more than once per 5 minutes after pregnancy has
been confirmed until term.

- Lifting or lowering objects below the knee.

«  Lifting items over shoulder height.

HOW (Green)
« Divide objectsinto smaller portions before lifting.
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« Attend the antenatal clinic and intervention sessions as
schedul ed.
«  Seek help from closerelativeswhen thereisthe need to lift

an object weighing >10 kg.
- If possible, attend intervention sessions with a significant
other.

Component 3: Shopping Voucher

The main focus of the third component will be the third
trimester, as moderate preterm births (32 to <37 weeks)
accounted for 84% of PTB in 2010, especialy in sub-Saharan
Africa[2]. This component is aimed to augment the uptake of
the other components, as evidence has shown that voucher
programs improve the efficiency and health of populations
[25,26]. Participantswill receive ashopping voucher equivalent
to 40 GH (about US $13 or 10€) at 6 different occasions
beginning at the third session. The administration of the 6
shopping vouchers will span a period of 6 weeks from 32 to 37
weeks of gestation. The administration of the shopping voucher
will begin with prearrangement of shopsthat sell items such as
charcoal, water, and liquefied petroleum gas. Therefore,
depending on the particular needs of each participant, they will
receive avoucher to accesstheitem from the presel ected outlets,
and the items will be delivered to participants at home.

Boosters of the first and second components will be delivered
during the third and fourth sessions and will last between 30
and 60 minutes.

Follow-up Telephone Call

As part of the intervention, research midwives will make
telephone contact with participants after each intervention
session to ascertain what measures they are taking to ensure
compliance. Participants will be reminded to attend a session
with their spouses or any significant family member daysbefore
asession.

Home Visits

Research midwives will make 2 home visits (at the beginning
and end of the study) with participants' consent. The purpose
isfor midwivesto objectively observe participantsin their home
environment to ascertain compliance and echo the content of
the 3 components using a standardized observational checklist.
The visits will also afford participants and their significant
others an opportunity to seek clarification on any matters that
they do not understand.

Data Collection Tools and Data M anagement

First, a 55-item questionnaire will be used to collect
sociodemographic data, baselineinformation on gestational age,
family support, history of work activities, exposure to heavy
lifting or carrying, lifting bel ow the knee or above the shoulders,
frequent bending, daily hours of standing, and repetitive
movement. Second, the lifting and carrying diary will be used
to assess participants’ self-reported daily frequency and weight
of lifting and carrying and compliance. Third, participants
antenatal and postnatal cards will be used to assess gestational
age, birthweight, mode of delivery, and history of premature
uterine contractions. The cards are usually filled out by
midwives who provide antenatal care and deliver the child.
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Finally, the intervention session booklet will be used to record
session attendance, participants' complaints, and summary of
education given. Any text data generated during home visits
and telephone calls to or from the participants will also be
recorded.

Data and materials obtained during the trial will be transferred
and stored electronically, with aback-up on two memory sticks
under the supervision of the primary researcher. Thedigital data
will be disposed after dissemination and publication of the
results.

Statistical Analysisand Sample Size

We will compare the average proportion of all outcomesin the
intervention group clusters to the control group clusters. We
will test our hypothesis using a logistic regression model with
a random effect for cluster and a fixed effect for each step of
implementation of theintervention to adjust for possible effects
of calendar time [34,35].

If there are mgjor baseline differences between the intervention
and control clustersfor potential confounders, such asprolonged
standing or squatting, parity, maternal age, infection, occupation,
educational level, marital status, and nutritional status, we will
include these as covariates in the model. Intention to treat will
be the basisfor the statistical analysisto ensurethat all clusters
(with participants) are randomized and included in the final
analysis regardless of completion of the study or not [36].

For the sample size calculation, we set alphaat 0.1 and beta at
0.8. We assumed that the intervention will decrease PTB rate
by 30% (ie, from 14.5% to 10.5%, with 14.5% being the current
officiad PTB rate in Ghana). With 10 antenatal clinics, we
estimated that we need 1000 participants to provide the power
to detect a30% differencein therate of PTB between the control
and intervention clusters. Theindividual performing theanalysis
will be blinded to the treatment allocation.

Planning and Training

Prior to the start of the trial, the administrative heads of the
selected antenatal clinics and midwives will be consulted. The
rationale of thetrial, contents of the intervention, periods of the
trial, ability to perform the trial without disrupting the routine
work of the participating midwives, and the recruitment process
will be discussed. In consultation with the heads of the antenatal
clinics, 30 research midwiveswill be selected. All participating
midwives will receive trial-specific training using appropriate
training methods by the first author. The training will be
group-based to ensure consistency in the delivery of the
intervention and will include how to recruit participants using
the inclusion criteria listed and how best to ask sensitive
questions to allay the fears and apprehension of participants.
The research midwives will receive amonthly per diem.

Results

Permission to conduct the study has been obtained from the
University of Eastern Finland Committee on Research Ethics
(Statement No. 13/2015) and the Ghana Health Service Ethics
Review Committee (ID No: GHS-ERC:20/11/15), covering all
the 10 proposed antenatal clinics. Application for funding to
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begin the tria is ongoing. Findings from the main trial are
expected to be published by the end of 2019.

Discussion

Kwegyir-Afful et a

recommendations and all other clinical guidelines lack the
necessary evidential backing for practice. This clinic-level
intervention using a stepped-wedge design will thus provide a
vital contribution to the existing knowledge for the prevention

of PTB and LBW, especially within LMIC.
We propose an interventional study to fill the research gap on

whether heavy lifting in pregnancy has negative effects on
gestational age and birthweight, particularly among women in
LMIC. There is no intervention study on the effects of lifting
in pregnancy on birthweight and gestational age. Similar to
many other health indicators, PTB and LBW prevalence rates
underscore the overwhelming health disparitiesand inequalities
between high-income and low-income countries. Strenuous
physical activity, LBW, and PTB are common occurrences in
low-income countries, which lack guidelines to protect against
hazardous work conditions [11]. There are inconsistencies in
the existing etiological studies on the subject, thereby creating
an evidence gap [22]. As a result of the inconsistencies,

Problems anticipated in the course of thisintervention may arise
from participant attrition, especially among controls, dueto the
longer duration of the trial. We intend to reduce attrition by
explaining the potential benefits of the trial in detail and
providing shopping vouchers, which is the third component of
the intervention, to all control participants during postnatal
periods. The strengths of the trial include the prospective data
collection method, the study design, and the size of the study
population. The results of thistrial have the potential to justify
the need for policy to modify the occupational and family
environment of pregnant women within Ghanaand other LMIC
with similar socioeconomic conditions.

Authors Contributions

EKA conceived the idea about the study and finished the study protocol with supervision and collaboration from KR and JV. JV
provided the statistical expertise for the study. LA and JDS contributed to formulate the study plan to meet local acceptance.
EKA, KR, JV, LA, and JDS read and provided feedback on drafts. All authors have read and approved the final manuscript for
submission.

Conflicts of Interest
None declared.

Multimedia Appendix 1
Proposed antenatal clinics and total number of antenatal attendance in 2017.

[PDFE File (Adobe PDF File), 24KB - resprot_v7i8e10095 appl.pdf ]

References

1.  UNICEFand WHO. Low birthweight: Country, regional and global estimates.: UNICEF; 2004. URL : https.//www.unicef.org/
publications/index_24840.html [accessed 2018-08-07] [WebCite Cache ID 71VHUXxCy3]

2. BlencoweH, Cousens S, Chou D, Oestergaard M, Say L, Moller AB, et a. Born too soon: the global epidemiology of 15
million preterm births. Reproductive health 2013 Nov 15;10. [doi: 10.1186/1742-4755-10-S1-S2] [Medline: PM C3828585]

3. Beck S, WojdylaD, Say L, Betran AP, Merialdi M, Requejo JH, et a. The worldwide incidence of preterm birth: A
systematic review of maternal mortality and morbidity. Bull WHO 2010 Jan;88:31-38. [doi: 10.2471/BLT.08.062554]
[Medline: 20428351]

4. KatzJ LeeA, Kozuki N. Mortality risk in preterm and small-for-gestational-age infants in low-income and middle-income
countries: A pooled country analysis. Lancet 2013;382(9890):417-425. [doi: 10.1016/S0140-6736(13)60993-9] [Medline:
23746775]

5. Takser L. 'Pregnant pause’: the need for an evidence-based approach for work leave in the prevention of preterm birth and
low birthweight. BJOG 2013 Apr;120(5):517-520 [FREE Full text] [doi: 10.1111/1471-0528.12061] [Medline: 23480202]

6.  Goldenberg RL, Culhane JF, lams JD, Romero R. Epidemiology and causes of preterm birth. Lancet 2008 Jan
05;371(9606):75-84. [doi: 10.1016/S0140-6736(08)60074-4] [Medline: 18177778]

7. VaeroDBJ, Soriano T, Albaladgjo R, Juarranz M, Calle ME, Martinez D, et a. Risk factorsfor low birth weight: areview.
Eur J Obstet Gynecol Reprod Biol 2004 Sep 10;116(1):3-15. [doi: 10.1016/j.€/ogrb.2004.03.007] [Medline: 15294360]

8.  Mozurkewich EL, LukeB, Avni M, Wolf FM. Working conditions and adverse pregnancy outcome: ameta-analysis. Obstet
Gynecol 2000 Apr;95(4):623-635. [Medline: 10725502]

9. FloroM, MeursM. Global Trendsin Women's Accessto “Decent Work” . Geneva: Friedrich-Ebert-Stiftung; May 2009:1-47.

10. Beaucage-Gauvreau E, Dumas GA, Lawani M. Head load carriage and pregnancy in West Africa. Clin Biomech (Bristal,
Avon) 2011 Nov;26(9):889-894. [doi: 10.1016/j.clinbiomech.2011.05.008] [Medline: 21703740]

11. Calvo CM. Case study on the role of women in rural transport : access of women to domestic facilities (English). Case
study on the role of women in rural transport : access of women to domestic facilities (English) 1994 Feb 01;1:1-63.

http://www.researchprotocols.org/2018/8/e10095/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 [€10095 | p.19

(page number not for citation purposes)


https://jmir.org/api/download?alt_name=resprot_v7i8e10095_app1.pdf&filename=93595fb4-11be-4f70-800e-c070383d2952.pdf
https://jmir.org/api/download?alt_name=resprot_v7i8e10095_app1.pdf&filename=93595fb4-11be-4f70-800e-c070383d2952.pdf
https://www.unicef.org/publications/index_24840.html
https://www.unicef.org/publications/index_24840.html
http://www.webcitation.org/71VHUxCy3
http://dx.doi.org/10.1186/1742-4755-10-S1-S2
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=PMC3828585&dopt=Abstract
http://dx.doi.org/10.2471/BLT.08.062554
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20428351&dopt=Abstract
http://dx.doi.org/10.1016/S0140-6736(13)60993-9
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23746775&dopt=Abstract
https://doi.org/10.1111/1471-0528.12061
http://dx.doi.org/10.1111/1471-0528.12061
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23480202&dopt=Abstract
http://dx.doi.org/10.1016/S0140-6736(08)60074-4
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=18177778&dopt=Abstract
http://dx.doi.org/10.1016/j.ejogrb.2004.03.007
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15294360&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10725502&dopt=Abstract
http://dx.doi.org/10.1016/j.clinbiomech.2011.05.008
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21703740&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Kwegyir-Afful et al

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

Banerjee B. Physical hazards in employment and pregnancy outcome. Indian J Community Med 2009 Apr;34(2):89-93
[FREE Full text] [doi: 10.4103/0970-0218.51224] [Medline: 19966951]

Guendelman S, Gemmill A, Hosang N, MacDonald LA. Physical and Organizational Job Stressors in Pregnancy and
Associations With Primary Cesarean Deliveries. J Occup Environ Med 2017 Jun;59(6):571-577. [doi:
10.1097/JOM.0000000000001019] [Medline: 28498137]

Knudsen IR, Bonde JP, Petersen SB. Physically strenuous work during pregnancy and risk of preterm birth. Arch Environ
Occup Health 2018 Jul 04;73(4):236-242. [doi: 10.1080/19338244.2017.1342589] [Medline: 28622105]

Croteau A, Marcoux S, Brisson C. Work activity in pregnancy, preventive measures, and the risk of preterm delivery. Am
JEpidemiol 2007 Oct 15;166(8):951-965. [doi: 10.1093/aje/lkwm171] [Medline: 17652310]

McDonald AD, McDonald JC, Armstrong B, Cherry NM, Nolin AD, Robert D. Prematurity and work in pregnancy. Br J
Ind Med 1988 Jan;45(1):56-62 [ FREE Full text] [Medline: 3342188]

Koemeester AP, Broersen JP, Treffers PE. Physical work load and gestational age at delivery. Occup Environ Med 1995
May;52(5):313-315 [FREE Full text] [Medline: 7795752]

Pompeii LA, Savitz DA, Evenson KR, Rogers B, McMahon M. Physical exertion at work and the risk of preterm delivery
and small-for-gestational-age birth. Obstet Gynecol 2005 Dec;106(6):1279-1288. [doi:
10.1097/01.A0G.0000189080.76998.f8] [Medline: 16319253]

Occupational HCFOW. (Archived by WebCite®at. Ergonomics & amp;amp; Pregnancy, Accessed-20 URL: http://66.
51.164.54/resources/handbooks/ergonomics _pregnancy/Ergonomics And_Pregnancy.htm [accessed 2014-05-20] [WebCite
Cache ID 6zPwgY xRU]

Larsen PS, Strandberg-Larsen K, Juhl M, Svendsen SW, Bonde JP, Andersen AN. Occupational lifting and pelvic pain
during pregnancy: a study within the Danish National Birth Cohort. Scand J Work Environ Health 2013 Jan;39(1):88-95
[FREE Full text] [doi: 10.5271/sjweh.3304] [Medline: 22569778]

Brown SA. Studies of educational interventions and outcomes in diabetic adults: a meta-analysis revisited. Patient Educ
Couns 1990 Dec;16(3):189-215. [Medline: 2149753]

Kwegyir-Afful E, ljaz S, Résanen K, Verbeek J. Randomized controlled trials are needed to close the evidence gap in the
prevention of preterm birth. Scand JWork Environ Health 2014 Jan;40(1):96-99 [ FREE Full text] [doi: 10.5271/5weh.3396]
[Medline: 24165888]

Royal College of Physicians, FOOM. Physical and shift work in pregnancy: occupational aspects of management- anational
guidelines. London: Royal College of Physicians; 2009:1-85.

MacDonald LA, Waters TR, Napolitano PG, Goddard DE, Ryan MA, Nielsen B, et a. Clinical guidelinesfor occupational
lifting in pregnancy: evidence summary and provisional recommendations. Am J Obstet Gynecol 2013 Aug;209(2):80-88
[EREE Full text] [doi: 10.1016/].8j09.2013.02.047] [Medline: 23467051]

BellowsNM, Bellows BW, Warren C. Systematic Review: the use of vouchersfor reproductive health servicesin developing
countries: systematic review. Trop Med Int Health 2011 Jan;16(1):84-96 [FREE Full text] [doi:
10.1111/j.1365-3156.2010.02667.x] [Medline: 21044235]

Brody CM, Bellows N, Campbell M, Potts M. The impact of vouchers on the use and quality of health carein developing
countries: a systematic review. Glob Public Health 2013;8(4):363-388. [doi: 10.1080/17441692.2012.759254] [Medline:
23336251]

Hill A, Waldron N, Etherton-Beer C, McPhail SM, Ingram K, Flicker L, et al. A stepped-wedge cluster randomised controlled
trial for evaluating rates of falls among inpatients in aged care rehabilitation units receiving tailored multimedia education
in addition to usual care: atrial protocol. BMJ Open 2014 Jan 14;4(1):e004195 [FREE Full text] [doi:
10.1136/bmjopen-2013-004195] [Medline: 24430881]

Chan A, Tetzlaff M, Ggtzsche PC, Altman DG, Mann H, Berlin JA, et al. SPIRIT 2013 explanation and el aboration:
guidance for protocols of clinical trials. BMJ 2013;346:€7586 [FREE Full text] [Medline: 23303884]

Torgerson DJ. Contamination in trials: is cluster randomisation the answer? BMJ 2001 Feb 10;322(7282):355-357 [FREE
Full text] [Medline: 11159665]

WHO. -02-19. 2018. Preterm birth - Key Facts URL : http://www.who.int/en/news-room/fact-sheets/detail/preterm-birth
[accessed 2018-05-18] [WebCite Cache ID 6zvVUgJINd2]

Eldridge S, Ashby D, Bennett C, Wakelin M, Feder G. Internal and external validity of cluster randomised trials: systematic
review of recent trials. BMJ 2008 Apr 19;336(7649):876-880 [FREE Full text] [doi: 10.1136/bmj.39517.495764.25]
[Medline: 18364360]

Bandura A. Health promotion by socia cognitive means. Health Educ Behav 2004 Apr;31(2):143-164. [doi:
10.1177/1090198104263660] [Medline: 15090118]

Lumley J, Donohue L. Aiming to increase birth weight: arandomised trial of pre-pregnancy information, advice and
counselling in inner-urban Melbourne. BMC Public Health 2006 Dec 10;6:299 [FREE Full text] [doi:
10.1186/1471-2458-6-299] [Medline: 17156466]

Hemming K, Haines TP, Chilton PJ, Girling AJ, Lilford RJ. The stepped wedge cluster randomised trial: rationale, design,
analysis, and reporting. BMJ 2015 Feb 06;350:h391 [FREE Full text] [Medline: 25662947]

http://www.researchprotocols.org/2018/8/e10095/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 [€10095 | p.20

(page number not for citation purposes)


http://www.ijcm.org.in/article.asp?issn=0970-0218;year=2009;volume=34;issue=2;spage=89;epage=93;aulast=Banerjee
http://dx.doi.org/10.4103/0970-0218.51224
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19966951&dopt=Abstract
http://dx.doi.org/10.1097/JOM.0000000000001019
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28498137&dopt=Abstract
http://dx.doi.org/10.1080/19338244.2017.1342589
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28622105&dopt=Abstract
http://dx.doi.org/10.1093/aje/kwm171
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17652310&dopt=Abstract
http://oem.bmj.com/cgi/pmidlookup?view=long&pmid=3342188
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=3342188&dopt=Abstract
http://oem.bmj.com/cgi/pmidlookup?view=long&pmid=7795752
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7795752&dopt=Abstract
http://dx.doi.org/10.1097/01.AOG.0000189080.76998.f8
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16319253&dopt=Abstract
http://66.51.164.54/resources/handbooks/ergonomics_pregnancy/Ergonomics_And_Pregnancy.htm
http://66.51.164.54/resources/handbooks/ergonomics_pregnancy/Ergonomics_And_Pregnancy.htm
http://www.webcitation.org/6zPwgYxRU
http://www.webcitation.org/6zPwgYxRU
http://www.sjweh.fi/show_abstract.php?abstract_id=3304
http://dx.doi.org/10.5271/sjweh.3304
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22569778&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=2149753&dopt=Abstract
http://www.sjweh.fi/show_abstract.php?abstract_id=3396
http://dx.doi.org/10.5271/sjweh.3396
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24165888&dopt=Abstract
http://europepmc.org/abstract/MED/23467051
http://dx.doi.org/10.1016/j.ajog.2013.02.047
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23467051&dopt=Abstract
https://doi.org/10.1111/j.1365-3156.2010.02667.x
http://dx.doi.org/10.1111/j.1365-3156.2010.02667.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21044235&dopt=Abstract
http://dx.doi.org/10.1080/17441692.2012.759254
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23336251&dopt=Abstract
http://bmjopen.bmj.com/cgi/pmidlookup?view=long&pmid=24430881
http://dx.doi.org/10.1136/bmjopen-2013-004195
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24430881&dopt=Abstract
http://www.bmj.com/cgi/pmidlookup?view=long&pmid=23303884
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23303884&dopt=Abstract
http://europepmc.org/abstract/MED/11159665
http://europepmc.org/abstract/MED/11159665
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11159665&dopt=Abstract
http://www.who.int/en/news-room/fact-sheets/detail/preterm-birth
http://www.webcitation.org/6zVUgJNd2
http://europepmc.org/abstract/MED/18364360
http://dx.doi.org/10.1136/bmj.39517.495764.25
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=18364360&dopt=Abstract
http://dx.doi.org/10.1177/1090198104263660
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15090118&dopt=Abstract
https://bmcpublichealth.biomedcentral.com/articles/10.1186/1471-2458-6-299
http://dx.doi.org/10.1186/1471-2458-6-299
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17156466&dopt=Abstract
http://www.bmj.com/cgi/pmidlookup?view=long&pmid=25662947
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25662947&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Kwegyir-Afful et al

35. Hussey MA, Hughes JP. Design and analysis of stepped wedge cluster randomized trials. Contemp Clin Trials 2007
Feb;28(2):182-191. [doi: 10.1016/].cct.2006.05.007] [Medline: 16829207]

36. Gupta SK. Intention-to-treat concept: A review. Perspect Clin Res 2011 Jul;2(3):109-112 [FREE Full text] [doi:
10.4103/2229-3485.83221] [Medline: 21897887]

Abbreviations

HIC: high income countries

LBW: low birthweight

LMIC: low- and middle-income countries
PTB: preterm birth

RCT: randomized controlled trial

Edited by G Eysenbach; submitted 12.02.18; peer-reviewed by TM Luu, B Singh; comments to author 11.05.18; revised version
received 22.05.18; accepted 19.06.18; published 23.08.18.

Please cite as:

Kwegyir-Afful E, Verbeek J, Aziato L, Seffah JD, Rasanen K

A LiftlessIntervention to Prevent Preterm Birth and Low Birthweight Among Pregnant Ghanaian Women: Protocol of a Sepped-\Wedge
Cluster Randomized Controlled Trial

JMIR Res Protoc 2018;7(8):€10095

URL: http://www.researchprotocols.org/2018/8/€10095/

doi: 10.2196/10095

PMID:30139723

©Emma Kwegyir-Afful, Jos Verbeek, Lydia Aziato, Joseph D. Seffah, Kimmo Ré&sanen. Originally published in IMIR Research
Protocols (http://www.researchprotocols.org), 23.08.2018. Thisis an open-access article distributed under the terms of the Creative
Commons Attribution License (https://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work, first published in IMIR Research Protocols, is properly cited. The
complete bibliographicinformation, alink to the original publication on http://www.researchprotocols.org, aswell asthis copyright
and license information must be included.

http://www.researchprotocols.org/2018/8/e10095/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e10095 | p.21
(page number not for citation purposes)

RenderX


http://dx.doi.org/10.1016/j.cct.2006.05.007
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16829207&dopt=Abstract
http://www.picronline.org/article.asp?issn=2229-3485;year=2011;volume=2;issue=3;spage=109;epage=112;aulast=Gupta
http://dx.doi.org/10.4103/2229-3485.83221
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21897887&dopt=Abstract
http://www.researchprotocols.org/2018/8/e10095/
http://dx.doi.org/10.2196/10095
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30139723&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Ansari et d

Protocol

Evaluation of Biological and Functional Changes in Healthy
Smokers Switching to the Tobacco Heating System 2.2 Versus
Continued Tobacco Smoking: Protocol for a Randomized,
Controlled, Multicenter Study

SMichael Ansari*’, BS; NicolaLama', PhD; NicolasBlanc' , MD; MarijaBosilkovska' , PharmD; AndreaDonelli*,
MSc; Patrick Picavet', MD; Gizelle Baker!, PhD; Christelle Hazizal", PhD; Frank Ludicke'’, MD

Philip Morris International Research & Development, Neuchatel, Switzerland

" these authors contributed equally

Corresponding Author:

Christelle Haziza, PhD

Philip Morris International Research & Development
Quai Jeanrenaud 5

2000 Neuchétel,

Switzerland

Phone: 41 58 242 2842

Email: christelle.haziza@pmi.com

Abstract

Background: Tobacco harm reduction, substituting less harmful tobacco products for combustible cigarettes, isacomplementary
approach for smokers who would otherwise continue to smoke. The Philip Morris International (PM1) Tobacco Heating System
(THS) 2.2 isanovel tobacco product with the potential to reduce the risk of harm in smokers compared to continued smoking of
combustible cigarettes. It heats tobacco electrically in a controlled manner, never alowing the temperature to exceed 350°C,
thereby preventing the combustion process from taking place and producing substantially lower levels of toxicantswhile providing
nicotine, taste, ritual, and a sensory experience that closely parallels combustible cigarettes. Previous clinical studies have
demonstrated reduced exposure to the toxicants (approaching the levels observed after quitting) for smokers who switched to
THS 2.2, for three months. For adult smokers who would otherwise continue smoking combustible cigarettes, switching to THS
2.2 may represent an alternative way to reduce the risk of tobacco-related diseases.

Objective: Thisstudy aimed to further substantiate the harm reduction potential of THS 2.2 by demonstrating favorable changes
inaset of 8 coprimary endpoints, representative of pathomechanistic pathways (ie, inflammation, oxidative stress, lipid metabolism,
respiratory function, and genotoxicity), linked to smoking-related diseases, in smokers switching from combustible cigarettes to
THS2.2.

Methods: This study was a randomized, controlled, two-arm parallel group, multicenter ambulatory US study conducted in
healthy adult smokers switching from combustible cigarettesto THS 2.2 compared with smokers continuing to smoke combustible
cigarettesfor six months. Subjects had asmoking history of at |east ten years and did not intend to quit within the next six months.

Results: Enrollment started in March 2015 and thetrial was completed in September 2016. In total, 984 subjects were randomized
(combustible cigarettes, n=483; THS 2.2, n=477), and 803 completed the study. The results are expected to be available in a
subsequent publication in 2019.

Conclusions: In this paper, we describe the rationale and design for this clinical study that focused on the evaluation of THS
2.2'spotential to reducetherisk of smoking-related diseases compared with that of combustible cigarettes. Thisstudy will provide
insights regarding favorable changesin biological and functional endpoints informed by effects known to be seen upon smoking
cessation.

Trial Registration: ClinicalTrials.gov NCT02396381; http://clinicaltrials.gov/ct2/show/NCT02396381 (Archived by WebCite
at http://lwww.webcitation.org/71PCRdagP)

Registered Report Identifier: RR1-10.2196/11294
(JMIR Res Protoc 2018;7(8):€11294) doi:10.2196/11294
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Introduction

Cigarette smoking is the leading cause of preventable disease
in the US, accounting for more than 480,000 smoking-related
deaths every year. More than 16 million Americans live with a
smoking-related disease [1]. Although the smoking prevalence
in the US has declined from 21% to 17% over the last decade,
an estimated 40 million people currently smoke cigarettes in
the US[2], and one hillion people worl dwide continue to smoke
[3]. Smoking isaddictive, and smoking cessation isdifficult for
many smokers, even though it is the best way to reduce the risk
of developing smoking-related diseases.

In addition to the prevention of smoking initiation and the
promotion of smoking cessation, tobacco harm reduction is
being recognized as a valuable and promising approach to
further accelerate the decline in smoking prevalence and
smoking-related population harm [4]. Tobacco harm reduction
is based on switching smokers to markedly less harmful
aternative products, referred to by the Food and Drug
Administration as modified risk tobacco products (MRTP). The
US Family Smoking Prevention and Tobacco Control Act
defines an MRTP as “any tobacco product that is sold or
distributed for use to reduce harm or therisk of tobacco-related
disease associated with commercially marketed tobacco
products’ [5].

Importantly, to improve health at the population level, these
substitutes for cigarettes must be acceptable for smokers,
providing adequate nicotine delivery and satisfaction to prevent
relapse to cigarette smoking. In this context, Philip Morris
International (PMI) has developed Tobacco Heating System
(THS) 2.2, as a candidate MRTP that has been designed to
provide nicotine to smokers, who otherwise would have
continued to smoke, offering sensory and ritual aspects like
cigaretteswhile reducing the exposure to harmful and potentially
harmful constituents (HPHC) found in cigarette smoke [6-8].
Additional studies have been conducted on aternatives to
cigarettes. A carbon heated tobacco product developed by PMI
has demonstrated markedly reduced biomarkers of exposureto
HPHCs (NCT02503254) [9]. British American Tobacco has
developed a product that heats rather than burns tobacco,
significantly reducing exposure to smoke toxicants to levels
comparable to quitting tobacco [10]. Japan Tobacco has aso
introduced a smokeless tobacco product with data reflecting
substantially lower exposure to smoketoxicants[11]. Electronic
cigarettes have also demonstrated reduced exposure to smoke
toxicants compared to cigarettes[12].

THS 2.2 uses a precisely controlled heating device into which
a specially designed tobacco product, the Tobacco Stick, is
inserted and heated to generate an aerosol. The THS 2.2 heater
starts heating the Tobacco Stick in a controlled and gradual
manner, with the temperature set between 320°C and 350°C.
Heating the Tobacco Stick in a controlled manner and not
allowing the temperature to exceed 350°C prevents the

http://www.researchprotocols.org/2018/8/e11294/

combustion process from taking place. The eimination of
combustion results in a significant reduction in the production
and exposure to HPHCs [13] while the nicotine is delivered to
the THS 2.2 user in a way that is like cigarettes. The holder
must be recharged after each use, and the charger must be
recharged after approximately 20 uses.

PMI has designed a multilayered scientific program to assess
whether THS 2.2 can significantly reduce the risk of harm and
smoking-related diseasesin adult smokerswho otherwise would
have continued to smoke cigarettes. Preclinical and clinical
studies have been conducted on THS 2.2 and its predecessors.
Aerosol from THS 2.2 contains, on average, approximately 90%
lessHPHCsfound in smoke from astandard reference cigarette,
which trandates to a reduced toxicity of approximately 90%
[13]. Chronic exposure to THS 2.2 aerosols in animal models,
even at high concentrations, resulted in lower systemic toxicity,
with reduced lung inflammation and histopathological changes
inthe nasal epithelium and lung tissue[14]. Furthermore, inthe

ApoE"‘ mouse model, which is commonly used to study
atherosclerosis and emphysema, exposure to THS 2.2 aerosol
did not induce a change in the lipid profile or enlargements of
aortic plaque area, nor lung inflammation or emphysema, unlike
cigarette smoke. Additionally, switching from cigarette smoke
to THS 2.2 aerosol exposure reversed inflammation, and halted
aortic plaque growth and the progression of emphysemain a
manner that mimics smoking cessation [15].

In humans, previous clinical studies showed asimilar nicotine
absorption profile in smokers using a single Tobacco Stick or
smoking a cigarette [16] and demonstrated reductions in the
levels of 15 biomarkers of exposure to HPHCs in healthy adult
smokers who switched exclusively to THS 2.2 for five daysin
confinement or for three monthsin ambulatory setting relative
to cigarettes. The magnitude of reductions was comparable to
what was observed in adult smokers who abstained from
smoking [16-18].

In summary, the available clinical evidence demonstrates that
humans who switch from cigarettesto THS 2.2, are exposed to
significantly lower levels of selected HPHCs. This observed
reduction is of asimilar magnitude as that observed in smokers
who abstain from smoking, which has been referred to as the
“gold standard” for the assessment of candidate MRTPs[19,20].
Considering the preclinical and clinical data on exposure
reduction, it is reasonable to assume that the reduction in
exposure to toxicants leads to favorable changes in biological
and functional endpoints involved in smoking-related disease
development and progression.

Smoking-related diseases have a complex etiology and involve
several mechanisms that affect multiple organ systems [20].
Chronic exposure causes alterations at the cellular and tissue
level that result in physiological changes and disrupt multiple
biological processes, contributing to disease manifestation.
Oxidative stress and inflammation play a critical role in the
development and progression of the major smoking-related
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diseases: cardiovascular disease, chronic obstructive pulmonary
disease, and cancer. There is no single clinical risk endpoint
(CRE) or biomarker that is an adequate surrogate measure for
the multiple adverse health effects associated with smoking,
and that can fully demonstrate a reduction in risk.

Because smoking-related diseases often take decades to
manifest, conducting long-term epidemiological studieswould
require decades to demonstrate the reduced risk of THS 2.2.

Thus, the demonstration of favorable changesin a set of CREs
that are representative of multiple biological processes,
physiological systems, and mechanistic pathways in smokers
who switch to THS 2.2 is a reasonable approach to provide
scientific evidence in a pre-market setting that THS 2.2 can
reduce the risk of harm and smoking-related diseases.

Thisstudy will assesstherisk profile of THS 2.2 in apre-market
setting and support risk assessment of thisnovel tobacco product
together with all available evidence as one set of logical,
empirically coherent, and consistent data.

Methods

Study Design

This study was a randomized, controlled, two-arm parallel
group, multicenter study comparing multiple CREsin smokers
switching from cigarettes to THS 2.2 and smokers continuing
to smoke cigarettes for six months (NCT02396381). This
open-label study was conducted at 20 clinical research centers
inthe US. The study designisillustrated in Figure 1. The first
subject was screened on March 12, 2015, and the last subject
completed the study on September 13, 2016.

After visit 1 (V1), the screening visit, during which dligibility
criteriawere checked, participants received study supplies, such
as a container for urine collection and an electronic diary.
Participants were trained by the site staff on how to collect
24-hour urine and how to fill the diary daily. Urine collection
started in the morning of the day preceding a study visit and
ended 24 hours later on the morning of a visit. Starting from
V2, subjects recorded al nicotine and tobacco-containing
products used in their daily diary. At V3, after a recheck of
selected eligibility criteria, participants were enrolled in the
study, and baseline assessments were performed, including
blood and 24-hour urine sample collection for biomarker
analysis. After enrollment, at theend of V3, THS 2.2 unitswere
distributed to al participants to be used during an eight-day
run-in period to get familiar with the use of THS 2.2. The use
of other tobacco and nicotine products was a so permitted.

At the end of the run-in period (V4), al enrolled participants
willingto use THS 2.2 for the next six months were randomized
inal:1ratioto either the THS 2.2 or the combustible cigarette
(CC) arms. The sponsor provided THS 2.2, and participants
wereinstructed to useit ad libitum. Participants randomized to
the CC arm were asked to purchase and smoke their own brand
of cigarettes ad libitum. Randomization was performed using
an interactive voice and web response system using gender and
study site as stratification criteria. Use of tobacco or nicotine
products other than the allocated product during the randomized
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exposure period did not lead to the removal of the participant
from the study. For participants randomized to the CC arm, the
useof THS 2.2 was not allowed. Therefore, the THS 2.2 device
and remaining Tobacco Sticks were collected from subjects
randomized to the CC arm after the run-in period.

Subjectsreturned to the clinic each month for safety checksand
resupply of THS 2.2 Tobacco Sticks when needed. Major study
visits occurred every three months (V7, V10) for lung function
assessment and collection of blood and 24-hour urine for
biomarker analysis. After V10 (six months postrandomization),
subjects who completed the study were invited to participatein
an extension study for an additional six months (NCT02649556).
Subjects participating in the extension study continued to use
the same product to which they had been assigned and continued
to visit the same clinical sites monthly. The purpose of the
extension study wasto follow the study participants for amore
extended period and to further describe changesin CREs, lung
function, as well as biomarkers of exposure. For that purpose,
blood and 24-hour urine samples were collected, and lung
function was assessed at V16 (month 12).

Subjects choosing not to enroll in the extension study entered
into a 28-day safety follow-up period. Adverse events were
recorded from the signature of informed consent onwards until
the end of the safety follow-up period.

Objectives and Endpoints of the Study

The smokers' health profile (Table 1) is a collection of 8
co-primary CREs that together cover various mechanistic and
pathological pathways (ie, inflammation, oxidative stress, lipid
metabolism, changesin respiratory function, and genotoxicity),
that are known to contribute to smoking-related diseases, such
ascardiovascular and respiratory disease aswell ascancer [20].
These CREs, selected for the smokers' health profile, are also
known to be reversible upon smoking cessation within a few
daysto oneyear. Theindividual CREswere chosen for (1) their
link to smoking-related diseases, (2) evidence that the smoking
statusinfluencesthe CREs, and (3) their favorable change upon
smoking cessation within a timeframe feasible for the study
duration (Table 1). Many of these CREs are mentioned in the
2010 Surgeon General's Report entitled How Tobacco Smoke
Causes Disease: The Biology and Behavioral Basis for
Smoking-Attributable Disease [20].

Biomarkers of exposure to carbon monoxide (CO) and
4-(methylnitrosamino)-1-(3-pyridyl)-1-butanone
(nicotine-derived nitrosamine ketone; NNK) were included in
thelist of CRES, asthey contribute to exacerbate acuteischemic
effects (ie, CO), and are known tobacco-specific carcinogenic
compounds (ie, NNK).

The primary objective of the study was to indicate favorable
changes in the 8 CREs in the smokers health profile. The
evaluation criteriafor the study wasthat at least five out of the
eight CREs would show statistically significant favorable
changes.

The secondary objectives and their related CREs included
additional biological and functional CRES supportive of the
smokers' health profile, biomarkers of exposure to HPHCs,
assessments of subjective effects, and safety CREs (Table 2).
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Figure 1. Design of the study. Eligible subjects were provided with the Tobacco Heating System 2.2 (THS 2.2) at visit 3 (V3) and were allowed to use
the product freely during the 6- to 10-day run-in period until V4. Those willing to use THS 2.2 exclusively during the study were randomized to the

THS 2.2 or cigarette arms.
End of Study
Enrollment Randomization
i
. THS 2.2
=
i 5 ' Safety follow-up
=
|2 Cigarettes
|
L__i /r 0 ;‘\ .r"\ .r"\ r’|\
V1 V2 V3 V4 V7 V10
Day 1 Week 13 Week 26
Smoking THS 2.2 Product Use Ad libitum Safety foll
Ad libitum Ad libitum 26 weeks from randomization atety follow-up

Table 1. Components of the smokers' health profile.

Component Related physiological process Sample Expected changein Expected timeframe of
THS 2.22 arm reversibility

High-density lipoprotein cholesterol Lipid metabolism Serum Increase 3 months [21]

White blood cell count Inflammation Blood Decrease 6-12 months [21]

Soluble intercellular adhesion molecule-1  Endothelial dysfunction Serum Decrease 4 weeks [22,23]

11-dehydrothromboxane B2 Platelet activation Urine Decrease 2-4 weeks [24,25]

8-epi-prostaglandin F2alpha Oxidative stress Urine Decrease 1-2 weeks [26,27]

Carboxyhemoglobin Transport of oxygen by hemoglobin  Blood Decrease 1-7 days [28]

Forced expiratory volume in one second Lung function None Increase 6-12 months [29-31]

Total 4-(methylnitrosamino)-1-(3-pyridyl)- Exposure to carcinogenic potentially Urine Decrease 3 months [32]

1-butanol harmful constituents

8THS 2.2: Tobacco Heating System 2.2.

The selection criteriafor the biomarkers of exposure included:
(1) detectability, reproducibility, and precision of the analytical
methods, (2) specificity for the toxic exposure or reliable
surrogate of exposure to HPHCs, (3) presence in the gas or
particul ate phases, (4) formation at different temperatures, and
(5) relation to different chemical and organ toxicity classes.
Additionally, the relationship between levels of urinary
biomarkers of exposure and nicotine equival ents were assessed
at six months, to evaluate the effect of combined product use
(cigarettesand THS 2.2 Tobacco Sticks) on the smokers' health
profile, the intention to use THS 2.2, and the change in tobacco
dependence in smokers switching from cigarettesto THS 2.2.

Study M easurements

The details of the assessments performed during the study are
provided in the schedule of events (Multimedia Appendix 1)
[33]. Subjects reported smoking intensity (cigarettes per day
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during the previous year) and duration, as well as subjects
lifestyle characteristics (diet, alcohol intake, exercise, sleep
deficit, living in ahousehol d with other smokers), were collected
using questionnaires at baseline. Standard spirometry was
conducted pre- and postbronchodilator (salbutamol), and lung
volumes were assessed using the Helium Dilution Technique.
Both CREs were assessed following the respective guidelines
of the European Respiratory Society [34,35]. Full lung function
assessment was read centrally. Blood collection and urine
sampling from the 24-hour urine were conducted for CREsand
biomarkers of exposure analyses at baseline (V3), at month 3
(V7), and at month 6 (V10). One central laboratory was
responsiblefor storage and shipment of urine and blood samples,
and multiplelaboratories performed the analyses using validated
methods to assess all |aboratory safety parameters, biomarkers
of exposure, and CREs (Multimedia Appendix 2) [36].
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Table 2. Secondary objectives and endpoints of the study.
Objective

Endpoint

To evaluate self-reported product use over the

; Number of cigarettes or THS 2.2% Tobacco Sticks used daily, as reported in the product use
duration of the study

electronic diary

To determine short-term changes of thesmokers'  «
health profile at month 3

All components of the smokers' health profile

Toindicate the reduction of exposureto HPHC? +  Biomarkers of exposure to carbon monoxide (CO): CO in exhaled breath
at month 3 and month 6 . Biomarker of exposure to 1,3-butadiene: monohydroxybutenylmercapturic acid in urine
«  Biomarker of exposure to acrolein: 3-hydroxypropylmercapturic acid in urine
«  Biomarker of exposure to N-nitrosonornicotine: total N-nitrosonornicotinein urine
«  Biomarker of exposure to acrylonitrile: 2-cyanoethylmercapturic acid in urine
.  Biomarker of exposure to benzo[a]pyrene: 3-hydroxybenzo[a]pyrenein urine
«  Biomarker of exposureto crotonaldehyde: 3-hydroxy-1-methylpropylmercapturic acid in urine
«  Biomarker of exposureto pyrene: total 1-hydroxypyrenein urine

To describe the levels of nicotine exposureat
month 3 and month 6

Nicotine equivalent: molar sum of free nicotine, nicotine-glucuronide, free cotinine, cotinine-
glucuronide, free trans-3'-hydroxycotinine, trans-3'-hydroxycotinine-glucuronide in urine
« Nicotine and cotininein plasma

To describe the changes of clinical risk endpoints  «
associated with respiratory diseases, cardiovas-
cular diseases, and xenobiotics

Lung function (spirometry postbronchodilator): FEV4S, FVCY, FEV/FVC, FEF® 25-75

Lung volumes (lung volume prebronchodilator): functional residual capacity, vital capacity,

total lung capacity, inspiratory capacity, and residual volume at month 3 and month 6

«  Cough symptoms (intensity and frequency), amount of sputum production, and bothersomeness
of cough symptoms, from the cough questionnaire at month 3 and month 6

«  Lung function (spirometry prebronchodilator): FEV 1, FVC, FEV1/FVC, FEF 25-75 at month
6

«  Lungfunction (spirometry, pre- and postbronchodilator): bronchodilator reversibility in FEV 1
at month 6

»  Myeloperoxidase, apolipoprotein A1 and B, low-density lipoprotein cholesterol, and high-
sensitivity C-reactive protein in serum at month 3 and month 6

«  Fibrinogen and homocysteine in plasma at month 3 and month 6

»  Platelet count and hemoglobin glycosylated in whole blood at month 3 and month 6

o Albumin in urine a month 3 and month 6

« Blood pressure, weight, and waist circumference at month 3 and month 6

«  Cytochrome P450 2A6 activity in plasmaat month 3 and month 6

To describe the changes in subjective effectsof  «
smoking at month 3 and month 6

Product evaluation (Modified Cigarette Evaluation Questionnaire) [37]

To evaluate the safety profiles associated with
THS 2.2 and cigarettes over the course of the or misuse
study « Vita signs, body weight, and body mass index
«  Respiratory symptoms
«  Spirometry
«  Electrocardiogram
«  Clinical chemistry, hematology, and urine analysis safety panel
«  Physical examination
«  Concomitant medications

Adverse Events, Serious Adverse Events, and device events, including THS 2.2 malfunction

3THS 2.2: Tobacco Heating System 2.2.

PHPHC: harmful and potentially harmful constituents.
YFEV: forced expiratory volume in one second.
drvC: forced vital capacity.

®FEF: forced expiratory flow.

Caollection of 24-hour urine started at the subject’s home on the
morning of the day before the scheduled visit and ended the
morning of the day of the study visit. Blood was collected after
at least 10 hours of fasting except for carboxyhemoglobin
measurement. Exhaled breath was measured for CO using a
Smokerlyzer device (Bedfont Scientific Ltd, UK) as another
biomarker of exposure to CO. Cough assessment by visual
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analog scale and Likert scales (intensity of a cough, frequency
of a cough, and the amount of sputum collection) were
conducted at baseline (V 3), at month three, and at month six.

Enrollment

This study enrolled current adult smokers of nonmenthol
cigarettes who did not intend to quit smoking within the next
six months. At least 950 participants were to be randomized.
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Once 950 subj ects had been randomized, no additional subjects
were enrolled; however, all subjectswho were already enrolled
and started the run-in period were still randomized.

The main inclusion and exclusion criteria are listed in Textbox
1. Participants had at least ten years of smoking history and
smoked at |east ten cigarettes per day over the last 12 months
based on self-reporting. There were no limitations on race or
ethnicity other than a quota on Caucasian subjects to ensure
that they did not represent more than 75% of randomized
subjects. Participants of each gender were limited to no more
than 60% of the study population.

Approva for the study was granted by one central Institutional
Review Board for each of the participating sites. All participants
provided written informed consent before the start of the studly.
The study was conducted following Good Clinical Practice
guidelines and the ethical principles of the Declaration of
Helsinki [38-40]. Study participants were remunerated for the
time they devoted to the study in line with the local market
practice and approved by the Institutional Review Board.

Statistical Consider ations

A sample size of 950 subjects (randomized 1:1) was cal culated
to be enough to attain a statistical power of >99% to show
statistically significant favorable changesin at least five out of
eight CREs of the smokers' health profile at six months. The
Hailperin-Riger approach will be used to adjust for test
multiplicity [41,42].

Textbox 1. Main criteriafor inclusion and exclusion of subjects.

Ansari et al

Although thiswas an open-label study, and the subjects and the
investigators or their designees were unblinded to the subject’s
study arm after randomization, alimited degree of blinding was
implemented during the conduct of the study, including the data
review and data analysis process. The study statisticians and
clinical scientists involved with the definition of the analyses
were blinded to the actual values of primary CREs from the
time of randomization until database lock.

The primary analysis will be run on the full analysis set (FAS)
of subjectsbased on their actual product exposure [43] according
to predefined product use pattern categories (Table 3). Subjects
switching to THS 2.2 and those smoking cigarettes will be
identified by THS-use and CC-use product use categories,
respectively. Results of the Dual-use versus CC-use comparison
will also be evaluated in secondary and exploratory analysis
tables. Only subjectswith at least one record of reported product
use postrandomization will beincluded in the primary analysis.
Missing datawill be considered as missing at random, and each
CRE will be analyzed using a mixed-effect model repeated
measure adjusting for value of the CRE at baseline and its
interaction with visit, gender, Caucasian origin, product use
pattern category, and other lifestyle covariates relevant for each
CRE following examination of baseline comparability between
THS-use and CC-use (see Table 4). Site will be included as a
random effect. Sensitivity analyses will be conducted for the
FAS considering alternative missing imputation approachesfor
primary endpoints and product use. Sensitivity analysis will
also be conducted on the FAS by randomization arm.

Inclusion criteria

«  Healthy smoker

o Atleast 30 yearsold

«  Smoking history of at least 10 years

«  Smoking history of at least 10 nonmenthol cigarettes per day on average in the 12 months preceding the screening

« Nointention to quit smoking within the next six months

Exclusion criteria

« Clinicdly relevant gastrointestinal, renal, hepatic, neurological, hematological, endocrine, oncological, urological, pulmonary, immunological,

psychiatric, or cardiovascular disorders or any other conditions that would jeopardize the safety of the participant or affect the validity of the
study results

Abnormal findings on physical examination, in the medical history, or in clinical laboratory results deemed clinically relevant by investigators
(as per the common terminology criteria for adverse events)

Acuteillness (eg, upper respiratory tract infection, viral infection) requiring treatment within 30 days before enrollment in the study

Use of any prescribed or over-the-counter systemic medicationswith animpact on the clinical risk endpoints of the smokers' health profile within
five half-lives of the medication before study enrollment, except over-the-counter vitamin supplements, hormonal contraceptives, and hormone
replacement therapy

FEV1/FVC below 0.7 and FEV ; below 80% predicted value at postbronchodilator spirometry (FEV; refers to the forced expiratory volume in
1 second while FV C refersto forced vital capacity)

Pregnancy or breastfeeding

Unwilling to use an acceptable method of effective contraception (females only)
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Table 3. Principal categories of actual product use pattern.

Ansari et al

Category label Definition

THS use .

>1 THS 2.2 Tobacco Sticks or cigarettes and

o 270% THS 2.2 Tobacco Stick use over the entire analysis period and
o 270% THS 2.2 Tobacco Stick use on =50% of the daysin the analysis period

Dual-use .

>1 THS 2.2 Tobacco Sticks or cigarettes and

o 1%s< THS 2.2 Tobacco Sticks <70% over the entire analysis period or
*  THS2.2-use and CCP-use do not apply to <50% of these days

CC-use .

>1 THS 2.2 Tobacco Sticks or cigarettes and

« <1% THS 2.2 Tobacco Sticks over the entire analysis period, and
o <1% THS 2.2 Tobacco Sticks on 250% of the daysin the analysis period

Other use .

General category encompassing subjects with missing product use, subjects using e-cigarettes

or other tobacco products, subjects who quit, or subjects who switched across different use
patterns between consecutive analysis periods

8THS: Tobacco Heating System.
bce: combustible ci garette.

Table 4. Baseline covariates for the analysis of primary endpoints.

Endpoint Defined covariates®

Evaluated covariates®

High-density lipoprotein cholesterol Age, smoking intensity

Total white blood cell Age, smoking intensity

sicam-1° Age, smoking intensity
11-DTX-B2° Age, smoking intensity
8—epi-PGF20(d Age, smoking intensity

Carboxyhemoglobin Age, smoking intensity

FEV 19 Smoki ng intens ty

Total NNALY Age, smoking intensity

Smoking duration, diet, alcohol intake, exercise,
body mass index

Smoking duration, race/ethnicity, sleep deficit
Smoking duration
Living in household with smokers

Smoking duration, body massindex, weight

Living in household with smokers

Sex, agef, race and ethnicity, height, diet, exercise,
body mass index, weight, smoking duration

Living in household with smokers

#The model will include terms for the “ Defined Covariates’ and for the subset of “ Evaluated Covariates’ selected if found to be significant at 10% level

(between THS-use and CC-use) at baseline.

b5 CAM-1: soluble intercellular adhesion molecule 1.
¢11-DTX-B2: 11-dehydrothromboxane B2.

d8-epi -PGF2a: 8-epi-prostaglandin F2alpha.

€FEV,: forced expiratory volumein 1 second and measured as percent of predicted value.

nge isnot included in the defined covariates because it is accounted for in the percent predicted assessment.

INNAL : 4-(methylnitrosamino)-1-(3 pyridyl)-1-butanal.

For the primary analysis, substantiation that switching to THS
2.2 from cigarettes modifiesthe risk of smoking-related diseases
will rely onthefollowing criteria. First, all CREsin the smokers
health profile must shift in the same direction as they would
upon smoking cessation. Second, switching to THS 2.2 must
show a statistically significant improvement in at least five of
the 8 components of the smokers' health profile, with each CRE
evaluated using a one-sided alpha of 1.5625%, corresponding
to half of the Hailperin-Riiger adjusted type | error (.031). The
Hailperin-Riiger approach cal culatesthe statistical significance
that isrequired for each test when at least five of the 8 primary
CREs in the smokers health profiles are required to be
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significant to maintain the overall study-wise apha-level of 5%.
Effect estimates will be presented accompanied by 2-sided
96.875% (100-alpha %) confidence intervals. It will be finally
evaluated if most of the effect of smoking cessationis preserved
in subjects switching to THS 2.2, based on the results of an
integrated analysis pooling data from a separate smoking
cessation study (NCT02432729) designed to benchmark the
clinical, biological, and functional changesin smokerswho are
continuously abstinent from smoking for 1 year. The methods
and resultswill bereported in a separate manuscript. Therewere
no interim analyses planned.
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Figure2. Flow chart of study participants. Asterisk indicates sites terminated due to noncompliance with Good Clinical Practice (GCP). CC: combustible

cigarette; THS 2.2: Tobacco Heating System 2.2.
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l
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¥
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Number of subjects randomized
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Number of subjects who
completed Month 6 = 381

Number of subjects who
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¥

|

Safety follow-up

28 days

Safety follow-up

28 days

Participants

For the study, 2,556 subjects were screened, 1,039 were
enrolled, 984 wererandomized (483to CCarmand 477to THS
2.2 arm), and 803 compl eted the study (Figure 2). The database
lock of the study is completed.

Results

Enrollment started in March 2015 and the trial was completed
in September 2016. The results of this paper are expected in
20109.

Discussion

Preliminary Insights

The diseases attributed to smoking are complex. Continuous
exposure to HPHCs affects multiple organ systems, disease
pathways, and mechanisms, such as inflammation, oxidative
stress, platel et activation, and lipid metabolism, which coincide,
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leading gradualy to the development of smoking-related
diseases over the course of years. This study examined changes
in biological and functional CREs in adult smokers switching
to THS 2.2 in an ambulatory, near real-life setting. Because no
single CRE is validated as a surrogate measure for any
smoking-related disease, the primary endpoint of thisstudy was
a selection of equally important, nonhierarchical, co-primary
CREs defined as the smokers' health profile.

The analysis of this study uses arobust approach in the field of
tobacco harm reduction. All co-primary CRES of the smokers
health profile must shift in the same direction as they would
upon smoking cessation, and at |east five of the 8 components
of the smokers' health profile must be significantly improved
statistically in THS 2.2 users compared with those who
continued smoking cigarettes. Significance will be evaluated
using a one-sided test with the Hailperin-Riger adjusted
alpha-level.

Furthermore, the planned analysis approach considers baseline
comparability of confounding factors that can potentially

JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e11294 | p.29
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

influence study results, such as exercise, diet, alcohol intake,
and potential exposure to passive smoking. Additional CREs
that are representative of various mechanistic or pathological
pathways will be evaluated in the secondary objectives to
support the analysis of the primary objective. Because smoking
alters multiple pathways, tissues, and organs, which together
contribute to disease risk, this approach will provide coherent
and multifaceted scientific evidence of the reduced-risk potential
of THS2.2.

The ambulatory setting will provide information not only on
product consumption and combined or dual-use (smoking of
cigarettes in addition to using THS 2.2) but also on user
satisfaction and acceptance of the product, as assessed by the
proportion of product used, the “intent to use” questionnaire,
and the modified cigarette evaluation questionnaire.

In summary, results from this study will be a noteworthy
addition to the growing body of data from the assessment
program to scientificaly substantiate that THS 2.2 can
potentially reduce therisk of smoking-related diseases[6]. The
design and approach used in the present study should be

Ansari et al

considered in light of itslimitations. One potential limitation is
that the study popul ation might not match the general population
of potential THS 2.2 consumers. The study enrolled only
smokerswho smoked at |east 10 cigarettesaday. Also, the study
may provide only limited insight on the effect of THS 2.2 in
various races and ethnicities.

Conclusions

Thisstudy ispart of amultilayered assessment program designed
to evaluate whether THS 2.2 can potentially reduce the risk of
smoking-related diseases relative to continued smoking. The
results of this study will confirm whether the reduction in
exposureto HPHCswhen switching from cigarettesto THS 2.2
leads to statistically significant favorable changes in CRES
linked to smoking disease and foll owing the direction expected
upon smoking cessation. Detailed information on product use,
product satisfaction, and acceptance will also emerge from this
study. This study will provide evidence to substantiate the
reduced-risk potential of THS 2.2. Longer term duration of
exposure is needed to evaluate these changes in biological and
functional biomarkers further.

Acknowledgments

The authors sincerely appreciate the contributions of all the investigators and other clinical and research staff involved in the
present study. We thank Susan E Cottrell, PhD, of Edanz Medical Writing, for providing medical writing support.

Conflictsof Interest

The work reported in this publication involved a candidate MRTP developed by PMI Research & Development. All authors are
(or were) employees of PMI or worked for PMI under contractual agreements. PMI is the sole source of funding and sponsor of

this project.

Multimedia Appendix 1
Schedule of events.

[PDE File (Adobe PDF File), 70KB - resprot_v7i8e11294 _appl.pdf |

Multimedia Appendix 2
M ethods and measurements.

[PDE File (Adobe PDF File), 31KB - resprot_v7i8e11294 app2.pdf |

References

1.  USDepartment of Health and Human Services. The Health Consequences of Smoking—>50 Years of Progress. In: A Report
of the Surgeon General. Atlanta, GA: Centers for Disease Control and Prevention; 2014.

2. Jama A, Homa DM, O'Connor E, Babb SD, Carabalo RS, Singh T, et a. Current Cigarette Smoking Among Adults -
United States, 2005-2014. MMWR Morb Mortal WKly Rep 2015;64(44):1233-1240 [FREE Full text] [doi:

10.15585/mmwr.mm6444a2] [Medline: 26562061]

3. Indtitute of Medicine. Scientific Standards for Studies on Modified Risk Tobacco Products. Washington DC: National

Academies Press; 2018.

4.  Stratton K, Shetty P, Wallace R, Bondurant S. Clearing the smoke: the science base for tobacco harm reduction--executive
summary. Tob Control 2001 Jun;10(2):189-195 [FREE Full text] [Medline: 11387543]
5. USCongress. Family smoking prevention and tobacco control and federal retirement reform. 2009 Presented at: US

Congress; June 22, 2009; Washington DC.

6. Smith MR, Clark B, Ludicke F, Schaller J, Vanscheeuwijck P, Hoeng J, et a. Evaluation of the Tobacco Heating System
2.2. Part 1: Description of the system and the scientific assessment program. Regul Toxicol Pharmacol 2016 Nov 30;81
Suppl 2:S17-S26 [FREE Full text] [doi: 10.1016/j.yrtph.2016.07.006] [Medline: 27450400]

http://www.researchprotocols.org/2018/8/e11294/

JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e11294 | p.30
(page number not for citation purposes)


https://jmir.org/api/download?alt_name=resprot_v7i8e11294_app1.pdf&filename=6108111c-f6c1-4776-b1fe-6c8786508d52.pdf
https://jmir.org/api/download?alt_name=resprot_v7i8e11294_app1.pdf&filename=6108111c-f6c1-4776-b1fe-6c8786508d52.pdf
https://jmir.org/api/download?alt_name=resprot_v7i8e11294_app2.pdf&filename=2ccc1a8d-084b-4bc3-82b4-def9e643aa36.pdf
https://jmir.org/api/download?alt_name=resprot_v7i8e11294_app2.pdf&filename=2ccc1a8d-084b-4bc3-82b4-def9e643aa36.pdf
http://dx.doi.org/10.15585/mmwr.mm6444a2
http://dx.doi.org/10.15585/mmwr.mm6444a2
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26562061&dopt=Abstract
http://tobaccocontrol.bmj.com/cgi/pmidlookup?view=long&pmid=11387543
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11387543&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S0273-2300(16)30189-1
http://dx.doi.org/10.1016/j.yrtph.2016.07.006
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27450400&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Ansari et d

7.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

Berman ML, Connolly G, Cummings KM, Djordjevic MV, Hatsukami DK, Henningfield JE, et al. Providing a Science
Basefor the Eval uation of Tobacco Products. Tob Regul Sci 2015 Apr;1(1):76-93 [FREE Full text] [doi: 10.18001/TRS.1.1.8]
[Medline: 26665160]

Forster M, Fiebelkorn S, Yurteri C, Mariner D, Liu C, Wright C, et al. Assessment of novel tobacco heating product THP1.0.
Part 3: Comprehensive chemical characterisation of harmful and potentially harmful aerosol emissions. Regul Toxicol
Pharmacol 2018 Mar;93:14-33 [FREE Full text] [doi: 10.1016/j.yrtph.2017.10.006] [Medline: 29080848]

Ludicke F, Haziza C, Weitkunat R, Magnette J. Evaluation of Biomarkers of Exposure in Smokers Switching to a
Carbon-Heated Tobacco Product: A Controlled, Randomized, Open-Label 5-Day Exposure Study. Nicotine Tob Res 2016
Dec;18(7):1606-1613 [FREE Full text] [doi: 10.1093/ntr/ntw022] [Medline: 26817490]

Gale N, McEwan M, Eldridge AC, Fearon IM, Sherwood N, Bowen E, et al. Changes in Biomarkers of Exposure on
Switching From a Conventional Cigarette to Tobacco Heating Products: A Randomized, Controlled Study in Healthy
Japanese Subjects. Nicotine Tob Res 2018 Jun 15. [doi: 10.1093/ntr/nty104] [Medline: 29912406]

Takahashi Y, Kanemaru Y, Fukushima T, Eguchi K, Yoshida S, Miller-Holt J, et al. Chemical analysisand in vitro
toxicological evaluation of aerosol from anovel tobacco vapor product: A comparison with cigarette smoke. Regul Toxicol
Pharmacol 2018 Feb;92:94-103 [FREE Full text] [doi: 10.1016/j.yrtph.2017.11.009] [Medline: 29158044]

D'Ruiz CD, Graff DW, Robinson E. Reductions in biomarkers of exposure, impacts on smoking urge and assessment of
product use and tolerability in adult smokersfollowing partial or complete substitution of cigaretteswith electronic cigarettes.
BMC Public Health 2016 Dec 11;16:543 [FREE Full text] [doi: 10.1186/s12889-016-3236-1] [Medline: 27401980]
Schaller J, Keller D, Poget L, Pratte P, Kaelin E, McHugh D, et al. Evaluation of the Tobacco Heating System 2.2. Part 2:
Chemical composition, genotoxicity, cytotoxicity, and physical properties of the aerosol. Regul Toxicol Pharmacol 2016
Nov 30;81 Suppl 2:S27-S47 [FREE Full text] [doi: 10.1016/j.yrtph.2016.10.001] [Medline: 27720919]

Hoeng J, Deehan R, Pratt D, Martin F, Sewer A, Thomson TM, et a. A network-based approach to quantifying the impact
of biologically active substances. Drug Discov Today 2012 May;17(9-10):413-418. [doi: 10.1016/j.drudis.2011.11.008]
[Medline: 22155224]

Phillips B, Veljkovic E, Boué S, Schlage WK, Vuillaume G, Martin F, et a. An 8-Month Systems Toxicology
Inhalation/Cessation Study in Apoe-/- Miceto Investigate Cardiovascul ar and Respiratory Exposure Effects of a Candidate
Modified Risk Tobacco Product, THS 2.2, Compared With Conventional Cigarettes. Toxicol Sci 2016 Feb;149(2):411-432
[EREE Full text] [doi: 10.1093/toxsci/kfv243] [Medline: 26609137]

Brossard P, Weitkunat R, Poux V, Lama N, Haziza C, Picavet P, et al. Nicotine pharmacokinetic profiles of the Tobacco
Heating System 2.2, cigarettes and nicotine gum in Japanese smokers. Regul Toxicol Pharmacol 2017 Oct;89:193-199
[EREE Full text] [doi: 10.1016/].yrtph.2017.07.032] [Medline: 28760390]

Haziza C, de LBG, Skiada D, Ancerewicz J, Baker G, Picavet P, et a. Evaluation of the Tobacco Heating System 2.2. Part
8: 5-Day randomized reduced exposureclinical study in Poland. Regul Toxicol Pharmacol 2016 Nov 30;81 Suppl 2:S139-S150
[EREE Full text] [doi: 10.1016/].yrtph.2016.11.003] [Medline: 27816672]

Ludicke F, Picavet P, Baker G, Haziza C, Poux V, Lama N, et al. Effects of Switching to the Tobacco Heating System 2.2
Menthol, Smoking Abstinence, or Continued Cigarette Smoking on Biomarkers of Exposure: A Randomized, Controlled,
Open-Label, Multicenter Study in Sequential Confinement and Ambulatory Settings (Part 1). Nicotine Tob Res 2018 Jan
05;20(2):161-172 [FREE Full text] [doi: 10.1093/ntr/ntw287] [Medline: 28177489]

Committee on Scientific Standards for Studies on Modified Risk Tobacco Products |OM. Scientific Standards for Studies
on Modified Risk Tobacco Products. Washington DC: Natl Academy Pr; 2018.

US Department of Health and Human Services. How Tobacco Smoke Causes Disease: The Biology and Behavioral Basis
of Smoking-Attributable Disease, a Report of the Surgeon General. Atlanta, GA: Centersfor Disease Control and Prevention;
2011.

Eliasson B, Hjalmarson A, Kruse E, Landfeldt B, Westin A. Effect of smoking reduction and cessation on cardiovascular
risk factors. Nicotine Tob Res 2001 Aug;3(3):249-255. [doi: 10.1080/14622200110050510] [Medline: 11506768]

Scott DA, Stapleton JA, Wilson RF, Sutherland G, Palmer RM, Coward PY, et al. Dramatic declinein circulating intercellular
adhesion molecule-1 concentration on quitting tobacco smoking. Blood Cells Mol Dis 2000 Jun;26(3):255-258. [doi:
10.1006/bcmd.2000.0304] [Medline: 10950946]

Palmer RM, Stapleton JA, Sutherland G, Coward PY, Wilson RF, Scott DA. Effect of nicotine replacement and quitting
smoking on circulating adhesion molecule profiles (sICAM-1, sCD44v5, sCD44v6). Eur J Clin Invest 2002
Nov;32(11):852-857. [Medline: 12423327]

SaareksV, Ylitalo P, Alanko J, Muchal, Riutta A. Effects of smoking cessation and nicotine substitution on systemic
eicosanoid production in man. Naunyn Schmiedebergs Arch Pharmacol 2001 May;363(5):556-561. [Medline: 11383717]
Benowitz NL, Fitzgerald GA, Wilson M, Zhang Q. Nicotine effects on eicosanoid formation and hemostatic function:
comparison of transdermal nicotine and cigarette smoking. JAm Coll Cardiol 1993 Oct;22(4):1159-1167 [FREE Full text]
[Medline: 7691912]

Oguogho A, Lupattelli G, Palumbo B, Sinzinger H. I soprostanes quickly normalize after quitting cigarette smoking in
healthy adults. Vasa 2000 May;29(2):103-105. [doi: 10.1024/0301-1526.29.2.103] [Medline: 10901086]

http://www.researchprotocols.org/2018/8/e11294/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e11294 | p.31

(page number not for citation purposes)


http://europepmc.org/abstract/MED/26665160
http://dx.doi.org/10.18001/TRS.1.1.8
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26665160&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S0273-2300(17)30308-2
http://dx.doi.org/10.1016/j.yrtph.2017.10.006
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29080848&dopt=Abstract
http://europepmc.org/abstract/MED/26817490
http://dx.doi.org/10.1093/ntr/ntw022
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26817490&dopt=Abstract
http://dx.doi.org/10.1093/ntr/nty104
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29912406&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S0273-2300(17)30366-5
http://dx.doi.org/10.1016/j.yrtph.2017.11.009
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29158044&dopt=Abstract
https://bmcpublichealth.biomedcentral.com/articles/10.1186/s12889-016-3236-1
http://dx.doi.org/10.1186/s12889-016-3236-1
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27401980&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S0273-2300(16)30290-2
http://dx.doi.org/10.1016/j.yrtph.2016.10.001
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27720919&dopt=Abstract
http://dx.doi.org/10.1016/j.drudis.2011.11.008
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22155224&dopt=Abstract
http://europepmc.org/abstract/MED/26609137
http://dx.doi.org/10.1093/toxsci/kfv243
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26609137&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S0273-2300(17)30228-3
http://dx.doi.org/10.1016/j.yrtph.2017.07.032
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28760390&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S0273-2300(16)30331-2
http://dx.doi.org/10.1016/j.yrtph.2016.11.003
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27816672&dopt=Abstract
http://europepmc.org/abstract/MED/28177489
http://dx.doi.org/10.1093/ntr/ntw287
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28177489&dopt=Abstract
http://dx.doi.org/10.1080/14622200110050510
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11506768&dopt=Abstract
http://dx.doi.org/10.1006/bcmd.2000.0304
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10950946&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12423327&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11383717&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/0735-1097(93)90431-Y
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7691912&dopt=Abstract
http://dx.doi.org/10.1024/0301-1526.29.2.103
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10901086&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Ansari et d

27.

28.

29.

30.

31.

32.

33.

35.

36.

37.

38.

39.

40.

41.

42.

43.

PilzH, Oguogho A, ChehneF, Lupattelli G, Palumbo B, Sinzinger H. Quitting cigarette smoking resultsin afast improvement
of invivo oxidation injury (determined via plasma, serum and urinary isoprostane). Thromb Res 2000 Aug 01;99(3):209-221.
[Medline: 10944241]

Theophilus EH, Coggins CRE, Chen P, Schmidt E, Borgerding MF. Magnitudes of biomarker reductions in response to
controlled reductionsin cigarettes smoked per day: a one-week clinical confinement study. Regul Toxicol Pharmacol 2015
Mar;71(2):225-234 [FREE Full text] [doi: 10.1016/j.yrtph.2014.12.023] [Medline: 25572415]

Bohadana AB, Nilsson F, Westin A, Martinet N, Martinet Y. Smoking cessation--but not smoking reduction--improves the
annual declinein FEV 1 in occupationally exposed workers. Respir Med 2006 Aug;100(8):1423-1430 [FREE Full text]
[doi: 10.1016/j.rmed.2005.11.005] [Medline: 16356702]

Xu X, Weiss ST, Rijcken B, Schouten JP. Smoking, changes in smoking habits, and rate of declinein FEV 1: new insight
into gender differences. Eur Respir J 1994 Jun;7(6):1056-1061 [ FREE Full text] [Medline: 7925873]

Sherrill DL, Holberg CJ, Enright PL, Lebowitz MD, Burrows B. Longitudinal analysis of the effects of smoking onset and
cessation on pulmonary function. Am J Respir Crit Care Med 1994 Mar;149(3 Pt 1):591-597. [doi:
10.1164/ajrccm.149.3.8118623] [Medline: 8118623]

Carmella SG, Chen M, Han S, Briggs A, Jensen J, Hatsukami DK, et al. Effects of smoking cessation on eight urinary
tobacco carcinogen and toxicant biomarkers. Chem Res Toxicol 2009 Apr;22(4):734-741 [FREE Full text] [doi:
10.1021/tx800479s] [Medline: 19317515]

Prochaska JO, DiClemente CC. Stages and processes of self-change of smoking: toward an integrative model of change.
J Consult Clin Psychol 1983 Jun;51(3):390-395. [doi: 10.1037//0022-006X.51.3.390] [Medline: 6863699]

Miller MR, Hankinson J, Brusasco V, Burgos F, Casaburi R, Coates A, et al. Standardisation of spirometry. Eur Respir J
2005 Aug;26(2):319-338 [FREE Full text] [doi: 10.1183/09031936.05.00034805] [Medline: 16055882]

Wanger J, Clausen JL, Coates A, Pedersen OF, Brusasco V, Burgos F, et al. Standardisation of the measurement of lung
volumes. Eur Respir J 2005 Sep;26(3):511-522 [FREE Full text] [doi: 10.1183/09031936.05.00035005] [Medline: 16135736]
The Scientific Basis of Tobacco Porduct Regulation. In: World Health Organization. Geneva: WHO Study Group on
Tobacco Product Regulation; 2014:2014-2092.

Cappelleri JC, Bushmakin AG, Baker CL, Merikle E, Olufade AO, Gilbert DG. Confirmatory factor analysesand reliability
of the modified cigarette evaluation questionnaire. Addict Behav 2007 May;32(5):912-923. [doi:
10.1016/j.addbeh.2006.06.028] [Medline: 16875787]

World Medical Association. 2013. Declaration of Helsinki - Ethical principles for medical research involving human
subjects URL: https://tinyurl.com/y7f5boyqg [accessed 2018-07-10] [WebCite Cache ID 7002Y xm60]

International Council for Harmonisation. ICH E6 (R1). 1996. Guidelinefor good clinical practice URL: http://www.ich.org/
fileadmin/Public_Web_Site/l CH_ProductsGuidelines/Efficacy/E6/E6_R1 Guideline.pdf [accessed 2018-07-10] [WebCite
Cache ID 7003aglOn]

ICH Harmonised Guideline. ICH E6 (R2). 2016. I ntegrated addendum to ICH E6 (R1): guideline for good clinical practice
- Current Step 4 version dated 9 November 2016 URL : http://www.ich.org/products/quidelines/efficacy/efficacy-single/
article/integrated-addendum-good-clinical -practice.html [accessed 2018-07-10] [WebCite Cache ID 70059¢cN3b]
Hailperin T. Best Possible Inequalities for the Probability of aLogical Function of Events. The American Mathematical
Monthly 2018 Feb 05;72(4):343-359. [doi: 10.1080/00029890.1965.11970533]

Ruger B. Das maximale signifikanzniveau des Tests: “ L ehne HO ab, wenn k unter n gegebenen Tests zur Ablehnung fiihren”.
Metrika 1978 Dec;25(1):171-178. [doi: 10.1007/BF02204362]

Weitkunat R, Baker G, Lidicke F. Intention-to-Treat Analysis but for Treatment Intention: How should Consumer Product
Randomized Controlled Trials be Analyzed? Int J Stats Med Res 2016 Jun 03;5(2):90-98. [doi:
10.6000/1929-6029.2016.05.02.3]

Abbreviations

8-epi-PGF2a: 8-epi-prostaglandin F2al pha
11-DTX-B2: 11-dehydrothromboxane B2

CC: combustible cigarette

CO: carbon monoxide

CRE: clinical risk endpoint

FAS: full analysis set

FEF: forced expiratory force

FEV ;: forced expiratory volumein 1 second

FVC: forced vital capacity

HPHC: harmful and potentially harmful constituents
PMI: Philip Morris International

M CEQ: Modified Cigarette Evaluation Questionnaire
MRTP: modified risk tobacco product

http://www.researchprotocols.org/2018/8/e11294/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e11294 | p.32

(page number not for citation purposes)


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10944241&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S0273-2300(14)00345-6
http://dx.doi.org/10.1016/j.yrtph.2014.12.023
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25572415&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S0954-6111(05)00479-8
http://dx.doi.org/10.1016/j.rmed.2005.11.005
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16356702&dopt=Abstract
http://erj.ersjournals.com/cgi/pmidlookup?view=long&pmid=7925873
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7925873&dopt=Abstract
http://dx.doi.org/10.1164/ajrccm.149.3.8118623
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=8118623&dopt=Abstract
http://europepmc.org/abstract/MED/19317515
http://dx.doi.org/10.1021/tx800479s
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19317515&dopt=Abstract
http://dx.doi.org/10.1037//0022-006X.51.3.390
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=6863699&dopt=Abstract
http://erj.ersjournals.com/cgi/pmidlookup?view=long&pmid=16055882
http://dx.doi.org/10.1183/09031936.05.00034805
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16055882&dopt=Abstract
http://erj.ersjournals.com/cgi/pmidlookup?view=long&pmid=16135736
http://dx.doi.org/10.1183/09031936.05.00035005
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16135736&dopt=Abstract
http://dx.doi.org/10.1016/j.addbeh.2006.06.028
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16875787&dopt=Abstract
https://tinyurl.com/y7f5boyg
http://www.webcitation.org/70o2Yxm60
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R1_Guideline.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R1_Guideline.pdf
http://www.webcitation.org/70o3aglOn
http://www.webcitation.org/70o3aglOn
http://www.ich.org/products/guidelines/efficacy/efficacy-single/article/integrated-addendum-good-clinical-practice.html
http://www.ich.org/products/guidelines/efficacy/efficacy-single/article/integrated-addendum-good-clinical-practice.html
http://www.webcitation.org/70o59cN3b
http://dx.doi.org/10.1080/00029890.1965.11970533
http://dx.doi.org/10.1007/BF02204362
http://dx.doi.org/10.6000/1929-6029.2016.05.02.3
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Ansari et d

NNAL : 4-(methylnitrosamino)-1-(3 pyridyl)-1-butanol
NNK : nicotine-derived nitrosamine ketone

sICAM-1: soluble intercellular adhesion molecule 1
THS 2.2: Tobacco Heating System 2.2

V: visit

Edited by G Eysenbach, N Kuter; submitted 14.06.18; peer-reviewed by R Mermelstein, J Prochaska; comments to author 09.07.18;
revised version received 25.07.18; accepted 25.07.18; published 24.08.18.

Please cite as.

Ansari SM, Lama N, Blanc N, Bosilkovska M, Donelli A, Picavet P, Baker G, Haziza C, Liidicke F

Evaluation of Biological and Functional Changesin Healthy Smokers Switching to the Tobacco Heating System 2.2 Ver sus Continued
Tobacco Smoking: Protocol for a Randomized, Controlled, Multicenter Sudy

JMIR Res Protoc 2018;7(8):€11294

URL: http://www.researchprotocols.org/2018/8/€11294/

doi:10.2196/11294

PMID:30143474

©S Michael Ansari, NicolaLama, Nicolas Blanc, MarijaBosilkovska, Andrea Donelli, Patrick Picavet, Gizelle Baker, Christelle
Haziza, Frank Ludicke. Originally published in IMIR Research Protocols (http://www.researchprotocols.org), 24.08.2018. This
is an open-access article distributed under the terms of the Creative Commons Attribution License
(https://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and reproduction in any medium,
provided the original work, first published in IMIR Research Protocals, is properly cited. The compl ete bibliographic information,
alink to the original publication on http://www.researchprotocols.org, as well as this copyright and license information must be
included.

http://www.researchprotocols.org/2018/8/e11294/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e11294 | p.33
(page number not for citation purposes)

RenderX


http://www.researchprotocols.org/2018/8/e11294/
http://dx.doi.org/10.2196/11294
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30143474&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Fuchs et a

Protocol

Technologies for Innovative Monitoring to Reduce Blood Pressure
and Change Lifestyle Using Mobile Phones in Adult and Elderly
Populations (TIM Study): Protocol for a Randomized Controlled
Trial

Sandra C Fuchs', MD, PhD; Erno Harzheim?, MD, PhD; Cirano lochpe®, PhD; Caroline N de David?, PhD; Marcelo
R Gongalves*®, MD, PhD; Guilhermo P Sesin?, PhD; Cassio M Costa®, MSc; LeilaB Moreira’, MD, PhD; Flavio D
Fuchs’, MD, PhD

lPostgradua'[e Studies Program in Cardiology, Hospital de Clinicas de Porto Alegre, School of Medicine, Universidade Federal do Rio Grande do Sul,
Porto Alegre, Brazil

2Postgraduaie Studies Program in Epidemiology, School of Medicine, Universidade Federal do Rio Grande do Sul, Porto Alegre, Brazil

3Informatics Institute, Universidade Federal do Rio Grande do Sul, Porto Alegre, Brazil

“TelessandeRS, School of Medicine, Universidade Federal do Rio Grande do Sul, Porto Alegre, Brazil

SDivision of Cardiol ogy, Hospital de Clinicas de Porto Alegre, Universidade Federal do Rio Grande do Sul, Porto Alegre, Brazil

Corresponding Author:

Sandra C Fuchs, MD, PhD

Postgraduate Studies Program in Cardiology, Hospital de Clinicas de Porto Alegre
School of Medicine

Universidade Federal do Rio Grande do Sul
Ramiro Barcelos 2350

Centro de Pesquisa Clinica, 5th Floor

Porto Alegre,

Brazil

Phone: 55 51 3359 7621

Fax: 55 51 3359 8420

Email: sfuchs@hcpa.edu.br

Abstract

Background: Hypertension is agrowing problem worldwide, markedly in low- and middle-income countries, where the rate
of control slightly decreased. The overall prevalence of hypertension in Brazil is 28.7% among adult individuals and 68.9% in
the population aged 60 years and older, and less than a third of patients have controlled blood pressure (BP). The use of
technologies—mobile phones and the internet—to implement interventions to reduce blood pressure can minimize costs and
diminish cardiovascular risk. Interventions through text messaging and electronic BP monitoring present divergent results.

Objective: Thistrial evaluates the effectiveness of interventions—personalized messages and telemonitoring of BP—to reduce
systolic BP and improve lifestyle compared to the usual care of patients with hypertension (control group).

Methods: This factorial randomized controlled trial enrolls individuals aged 30 to 75 years who have a mobile phone and
internet access with the diagnosis of hypertension under drug treatment with up to 2 medications and uncontrolled BP. Eligible
participants should have both increased office BP and 24-hour BP with ambulatory BP monitoring. Participants with severe
hypertension (systolic BP =180 or diastolic BP 2110 mm Hg), life threatening conditions, low life expectancy, recent major
cardiovascular event (last 6 months), other indications for the use of antihypertensive medication, diagnosis of secondary
hypertension, pregnant or lactating women, or those unable to understand the interventions are excluded. Participants are randomly
allocateto 1 of 4 experimental arms: (1) Telemonitoring of blood pressure (TELEM) group: receives an automatic oscillometric
device to measure BP, (2) telemonitoring by text message (TELEMEV) group: receives personalized, standardized text messages
to stimulatelifestyle changes and adhere with BP-lowering medication, (3) TELEM-TELEMEV group: receives both interventions,
and (4) control group: receives usual clinical treatment (UCT). Data collection is performed in aclinical research center located
inareferent hospital. The primary outcomes are reduction of systolic BP assessed by 24-hour ambulatory BP monitoring (primary
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outcome) and change of lifestyle (based on dietary approachesto stop hypertension (DA SH)-type diet, sodium restriction, weight
loss or control, increase of physical activity).

Results. This study was funded by two Brazilian agencies. the National Council for Scientific and Technological Devel opment
and Fundacdo de Amparo a Pesquisa do Estado do Rio Grande do Sul. Enroliment was completed at the end of 2017 (N=231),
thefollow-up isongoing, and dataanalysisis expected to begin in early 2019. A reduction of 24-hour systolic BP of approximately
8.8 [SD 13.1] mm Hg for participants in the BP monitoring group versus 3.4 [SD 11.6] mm Hg in the UCT group is expected. A
similar reduction in the text messaging group is expected.

Conclusions: The use of mobile technologies connected to the internet through mobile phones promotes time optimization,
cost reduction, and better use of public health resources. However, it has not been established whether simple interventions such
as text messaging are superior to electronic BP monitoring and whether both outperform conventional counseling.

Trial Registration: ClinicaTrials.gov NCT03005470; https://clinicaltrials.gov/ct2/show/NCT03005470 (Archived by WebCite

at http://lwww.webcitation.org/70A0ANESU). Plataforma Brasil CAAE 31423214.0.0000.5327.

Registered Report Identifier: RR1-10.2196/9619

(JMIR Res Protoc 2018;7(8):€169) doi:10.2196/resprot.9619
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blood pressure; blood pressure monitoring; hypertension; weight; diet; sodium; physical activity; randomized controlled trial;

text messages

Introduction

Hypertension is a growing problem worldwide, markedly in
low- and middle-income countries where increased prevalence
was not followed up by higher awareness and control rates[1].
Theoverall prevalence of hypertensionin Brazil is28.7% (95%
Cl 26.2%to 31.4%) among adults[2] and 68.9% (95% CI 64.1%
to 73.3%) in the population aged 60 years and older [3], and
lessthan athird of patients have controlled blood pressure (BP).
Low- and middle-income countries may even be facing a
persistent increase of individuals with high BP in the next
decade[1,4]. Successful attempts have been shown to increase
BP contral [5,6] but have not been implemented in clinical
practice.

In recent years, the spectrum of interventions to increase
hypertension control and reduce cardiovascular risk factors has
widened as researchers seek alternativesthat do not overburden
the public health system [7]. The use of technologies using
mobile phones and the internet to implement interventions can
improve BP control, minimize health care resource use and
costs [8], and reduce cardiovascular risk [7,9]. However, the
effectiveness of these approaches depends on patient adherence
to both types of interventions—behavioral and pharmacological
[10]. Severa randomized controlled trias (RCTs) have
evaluated nonpharmacological interventions to reduce BP
[5,6,11] and, in some studies, stimuli for lifestyle changes
[12-14]. Text messaging interventions implemented in
individuals with hypertension showed a small impact on BP
compared to usual care [15]. In addition, similar levels of BP
control have been observed with el ectronic monitoring and usual
care [16]. Meaningful reductions in BP were observed with
interventions involving frequent visits to a family doctor and
adjustments of the therapeutic regimen [17], home BP
monitoring [5], and home BP monitoring combined with
medication titration, education, or lifestyle counseling [11].

http://www.researchprotocols.org/2018/8/e169/

Individuals with coronary heart disease undergoing an
intervention based only on text messaging to improve lifestyle
had a significant reduction of cardiovascular risk factors [18];
no clear-cut results were observed with an intervention based
on text messages to improve medication adherence [19].

Innovative technologies can be used to achieve BP reduction,
but it remains unknown if interventions should be focused only
on hypertension control or should address lifestyle as well.
Therefore, the purpose of this study is to compare the
effectiveness of 3 strategies to reduce systolic BP assessed by
ambulatory BP monitoring and improve lifestylein comparison
to the usual care of patients with hypertension (usual clinical
treatment [UCT], control group). Our hypothesis is that
participants assigned to active interventionswill achieve greater
BP reduction than those in the control group. The intervention
by text messaging (TELEMEV) isastimulus for adoption of a
healthy lifestyle that may reduces BP, while telemonitoring of
BP (TELEM) can enhance adherence to antihypertensive
medication and stimulate healthy lifestyle. In addition, we
hypothesized that participants who receive the combined
intervention (TELEM+TELEMEV) will obtain greater reduction
in BP than those submitted to individua interventions.

Methods

Study Design

Thisisafactorial RCT (Figure 1) of effectiveness of the use of
technol ogies—mobile phones and BP monitoring—to reduce
systolic BPand changelifestyle. Figure 2 showsthat participants
are randomly alocated to 1 of 4 groups: telemonitoring BP
(TELEM),  telemonitoring messages  (TELEMEV),
telemonitoring BP  plus  telemonitoring  messages
(TELEM+TELEMEV), or UCT, with an dlocation ratio of
1:1:2:1.
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Figure 1. Factorial design of the trial showing the groups. TELEM: telemonitoring of blood pressure; TELEMEV: telemonitoring by text message;

UCT: usual clinical treatment.
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Figure2. Overal design of thetrial. ABPM: Ambulatory Blood Pressure Monitoring; BP: blood pressure; TELEM: telemonitoring of blood pressure;

TELEM: telemonitoring by text message.
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Study Participants

Participants are recruited from primary care clinicsfaceto face
or by phone call to screen for eligibility or online advertisement.
Figure 3 showsthe screening of potential participants performed
in 2 clinics, a Family Health Strategy and a Basic Health Care
Unit. Eligible participants must be aged 30 to 75 years, have
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hypertension, be undergoing treatment with up to 2 medications
for lowering BP, and possess a mobile phone with internet
access.

The choice of antihypertensive medicationsis made prior to the
trial at the discretion of the attending physician, and no titration
of medicationsis made during thetrial. Office standardized BP
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measurement is evaluated 4 times at the screening visit and 3
times in each eligibility visit. The first BP measurements are
discarded, and an average systolic BP of =135 or diastolic BP
of =85 mm Hg isrequired to be eligible, aswell as systolic BP
of 2130 or diastolic BP =80 mm Hg in 24-hour ambulatory BP
monitoring.

Participants with severe hypertension (systolic BP of =180 or
diastolic BP of 2110 mm Hg), life-threatening conditions, low
life expectancy, other indications for antihypertensive
medication, major cardiovascular event (acute myocardial
infarction, stroke) in the last 6 months, diagnosis of secondary
hypertension, participants from another RCT in the last 6
months, pregnant or lactating women, or those unable to
understand the interventions are excluded. Data collection is
performed at aclinical research center, Hospital de Clinicas de
Porto Alegre, in southern Brazil. Automated office BP is also
performed 6 times at each eligibility visit [20].

Interventions

Participants in the 4 groups receive an illustrated booklet with
recommendations for a healthy lifestyle and are required to
adhere to the BP-lowering medications. In addition, participants
who receive the active interventions are scheduled for an
individual personalized session in which the booklet information
isexplained and specific recommendationsare highlighted. The
4 arms are as follows:

« TELEM group: participants receive an automatic
oscillometric device to measure BP 5 days a week and at
least 1 day on the weekend. Participants are trained to use
the monitor and instructed to perform 4 measurements per
day (2 in the morning and 2 in the evening) using a
standardized technique. Measurements are captured from
the BP monitor by software developed for the study that
also sends the BP measurements to the study coordination
center. The softwareis adapted according to the participant's
mobile phone brand and iOS or Android version. After BP
measurements are sent to the data center, participants
receive a prompt on the mobile phone with information
about the value. At the end of the trial, participants will
return the BP monitor.

« TELEMEV group: participants receive personalized,
standardized text messages to stimulate lifestyle changes
and adhere to BP-lowering medication. Messages focus on
the adoption of dietary approaches to stop hypertension
(DA SH)-type diet, sodium restriction, reduction of alcohol
intake, increase of physical activity, weight loss or contral,
and dally intake of BP-lowering medications. These
messages are sent to mobile phones on 4 random business
days at random business hours using software devel oped
for the study. There is no contact other than the messages
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on the mobile phone. At the end of the trial, participants
have no further access to the messages.

- TELEM-TELEMEV group: participants receive both
interventions, telemonitoring of BP plus telemonitoring
messages, as previously described.

«  UCT: participants of the control group start thetrial already
on antihypertensive treatment, chosen at the discretion of
the attending physician. At randomization, they receive a
brief counseling about healthy lifestyle choices using the
information in the bookl et. Participantswill not receive any
technological tools to stimulate BP control or lifestyle
modification.

Outcomesand Their Assessment

Primary outcome is 24-hour systolic BP measured using
ambulatory BP monitoring with the Ambulo ABP 2400 (Mortara
Instrument) or Spacelabs 90207 (Spacelabs Healthcare)
programmed to take measurements every 15 minutesfrom 0700
t0 2300 hours and every 20 min from 2300 to 0700 hours. Office
BPisassessed using an automatic oscillometric device (Omron
HBP-1100 or HEM-705 CPN, Omron Healthcare Inc), and the
average of 4 out of 6 measurements is used. Table 1 shows
primary and secondary outcomes and their operational
definitions.

Randomization and Allocation Concealment

A computer-generated sequence was created in the random
alocation software [22], which is used to randomly assign
participantsto 1 of 4 groups using permuted random block sizes
of 4 and 8. The randomization sequence was generated prior to
the trial initiation and is kept in the Research Electronic Data
Capture software, which releases the allocated group only after
completion of the enrollment. Just after completion of the
enrollment of a participant, the randomized group is released,
preventing the research team from anticipating to which arm
the next participant will be allocated. Follow-up visits are
scheduled for 7, 30, 90, and 180 days from randomization. At
the 7-day visit, participants in the intervention groups can
address any problemswith image capture or text messages. The
protocol was registered in the Plataforma Brasil (CAAE:
31423214000005327), acondition to be submitted to the Ethics
Committee. It was approved by the Ethics Committee of the
Hospital de Clinicas de Porto Alegre (GPPG number 16-0187),
which is accredited by the Office of Human Research
Protections as an institutional review board. After the
ingtitutional approval, the protocol was registered with
Clinical Trials.gov [NCT03005470]. A written informed consent
is obtained from all participants according to the principles
expressed in the Declaration of Helsinki. Potentially eligible
participants will be evaluated in 3 consecutive clinical visits,
held in the morning, in order to confirm eligibility criteria.
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Table 1. Description of clinical and laboratory outcomes and their definitions.

Outcomes and definitions®

Primary outcome Secondary outcomes

Blood pressure

Reduction in 24-hour systolic blood pressure in ambulatory blood pressure monitoring

Reduction in 24-hour diastolic blood pressure in ambulatory blood pressure monitoring

Reduction in daytime systolic blood pressure

Reduction in nighttime systolic blood pressure

Office BP control (<130/80 mm Hg) [21]
Sodium restriction

Reduction in sodium urinary excretion (urinary spot)
Healthy diet

Increase in reported dietary intake (24-hour recall of food groups)
Alcohol intake

Reduction of reported intake (grams of ethanol per day)
Physical activity

Increase in average steps taken during 7 days (pedometer counting)
Weight loss

Reduction of at least 3 kg and average reduction

X X X X

3Reduction or increase is calcul ated based on baseline and end of trial assessments.

Table2. Samplesizecalculationsbased on aprevioustrial [5] and additional simulations maintaining constant 80% power and 95% confidenceinterval.

Intervention-to-

Averagereductionintheinterventiongroup, Averagereductioninthecontrol group, Calculated samplesizeper  Total sample

control ratio mm Hg (SD) mm Hg (SD) group size
1:1:1:1 8.8(13.1) 3.4 (11.6) 31 124
11101 7.8(13.1) 3.4 (11.6) 39 156
1:1:1:1 6.8 (13.1) 3.4 (11.6) 51 204
1:1:1:2 8.8(13.1) 3.4(11.6) 44/22 132
1:1:1:2 7.8(13.1) 3.4 (11.6) 56/28 168
1:1:1:2 6.8 (13.1) 3.4 (11.6) 74/37 222

Assessments During the Trial

The presence of risk factors associated with raised BP and
cardiovascular risk are determined using standardized
guestionnaires in face-to-face interviews performed by staff
members with undergraduate degreesin nutrition, biomedicine,
or biology. Evaluations are performed at the beginning and end
of the study using standardized interviews on prior morbidity,
drug use, eating habits, and lifestyle. At the clinic, measurements
aretaken of weight; height; waist, hip, and neck circumferences,
estimated body composition (bioelectrical impedance anaysis);
electrocardiography; retinography; and laboratory evaluation
of cholesterol and fractions, triglycerides, fasting glucose,
glycated hemoglobin A, creatinine, potassium, C-reactive
protein, and urinary sodium. At home, measurements are taken
of capillary glucose (before breakfast and dinner for 3 days;
Accu-Chek glucose meter, Roche Diabetes Care Inc) and step
count (Omron HJ112 digital pocket pedometer, Omron
Healthcare Inc) during the waking hoursfor 7 days. Participants
have BP recorded in the office using an automatic oscillometric
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device and at home using a Spacel abs 90207 monitor (Spacel abs
Healthcare).

In addition, participants are instructed not to change doses or
type of antihypertensive medication during the trial.

Sample Size Calculation and Statistical Analysis

The sample size calculation is based on results from a prior
RCT with afactorial design [5]. Table 2 shows simulations for
sample size cal culations maintaining constant 80% power and
95% confidence interval. The largest sample size was obtained
for aBP reduction of 6.8 [SD 13.1] mm Hg on 24-hour systolic
BP in the intervention group compared to 3.4 [SD 11.6] mm
Hg in the usual care treatment. Therefore, a sample of at least
222 participants is necessary to test our hypothesis.

Trial results will be analyzed using the intention-to-treat
approach. The effectiveness of the active interventions will be
tested in comparison to the control group. A pooled analysis of
the differences between the active interventions versus control
will be performed if there is no interaction. For continuous

JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e169 | p.38
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

variables, the assumptions to use t tests will be verified using
the Shapiro-Wilkstest (for normal distribution) and the Levene
test (for homogeneity of variance), and equal variances are
assumed. Therefore, baseline characteristics will be analyzed
using the t test for independent samples and chi-square test for
categorical variables. Generalized estimating equations models
will used to analyze the group, time, and time x group
differences. The relative risk will be used to determine the
corresponding relative risk reduction. P<.05 will be considered
statistically significant, and .05<P<.15 will be considered a
trend toward association.

Results

ThisRCT wasfunded by two Brazilian agencies, and theresults
can be used to redefine public health policies. Data collection
is ongoing and results are expected in early 2019. A 24-hour
reduction in systolic BP of approximately 8.8 mm Hg is
anticipated for participants in the electronic BP monitoring
group with asimilar effect in the text messaging group, against
3.4 mm Hg reduction in the usual care group. Thisreductionis
clinicaly relevant and capable of impacting cardiovascular
mortality. The two active interventions (TELEM and
TELEMEV) are likely to provide equivalent benefits and, in
this scenario, would be favorable to usual care in the public
health system. Text messages seems to be more easily
implemented at alower cost.
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Discussion

L owering Blood Pressure

Hypertension is an inexorable and progressive condition that
has del eterious effects on the heart, brain, and vascular system.
Reducing BP and increasing control of hypertension are the
main targets of interventions. However, if possible, the best
intervention should be that which doesn’t require additional
BP-lowering medications. Thus, any intervention capable of
lowering BP or increasing BP control and, at the same time,
attenuating other cardiovascular risk factors could represent an
advantageous step in treatment.

Thistrial isthefirst to comprehensively compare two strategies
for reducing BP and risk factors in cardiovascular disease.
Results from previous trials have indicated the potential
beneficial impact of self-monitoring programs[ 23], homeblood
pressure monitoring [5], and text messages [24], but these
interventions have not been compared or assessed regarding
other cardiovascular risk factors. The sample size, although
larger than other trials, might be a limitation to test the
secondary hypothesis.

Conclusions

The evaluation of different health interventions allows us to
select the most effective and lowest cost treatment to implement
in clinical practice.

This work is supported by grants from the National Council for Scientific and Technological Development (CNPqg; Ref:
457469/2013-7), Fundagdo de Amparo & Pesquisado Estado do Rio Grande do Sul (Ref: 2274-2551/14-9), Funding of Incentive
to Research, Hospital de Clinicas de Porto Alegre, and fell owships from the Coordination for the Improvement of Higher Education
Personnel (CNdD, GPS) and CNPq (SCF, FDF). We would like to thank Igor Guazzelli Costa da Costa and Thales Alcantara
Rocha, computer science undergraduate students, for their assistance.

Authors Contributions

SCF, EH, CNdD, LBM, MRG, and FDF conceived and designed the experiment. CNdD, GPS, CMC, FDF, and SCF performed
the experiment. SCF, EH, CNdD, LBM, and FDF analyzed the data. SCF, GPS, MRG, CMC, LBM, and FDF wrote the paper.

Conflicts of Interest
None declared.

References

1.  MillsKT, Bundy JD, Kelly TN, Reed JE, Kearney PM, Reynolds K, et al. Global disparities of hypertension prevalence
and control: a systematic analysis of population-based studies from 90 countries. Circulation 2016 Aug 09;134(6):441-450
[FREE Full text] [doi: 10.1161/CIRCULATIONAHA.115.018912] [Medline: 27502908]

2. PiconRV, FuchsFD, MoreiraLB, Riegel G, Fuchs SC. Trendsin prevalence of hypertension in Brazil: a systematic review
with meta-analysis. PL0oS One 2012;7(10):e48255 [EREE Full text] [doi: 10.1371/journal.pone.0048255] [Medline:
23118964]

3. PiconRV, FuchsFD, Moreiral B, Fuchs SC. Prevalence of hypertension among elderly personsin urban Brazil: asystematic
review with meta-analysis. Am J Hypertens 2013 Apr;26(4):541-548. [doi: 10.1093/ajh/hps076] [Medline: 23467209]

4.  Zhou B, Bentham J, Di Cesare M, Bixby H, Danaei G, Cowan M, et a. Worldwide trends in blood pressure from 1975 to
2015: apooled analysis of 1479 popul ation-based measurement studieswith 19-1 million participants. Lancet 2017;389:37-55.
[doi: 10.1016/S0140-6736(16)31919-5] [Medline: 27863813]

http://www.researchprotocols.org/2018/8/e169/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e169 | p.39

(page number not for citation purposes)


http://circ.ahajournals.org/cgi/pmidlookup?view=long&pmid=27502908
http://dx.doi.org/10.1161/CIRCULATIONAHA.115.018912
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27502908&dopt=Abstract
http://dx.plos.org/10.1371/journal.pone.0048255
http://dx.doi.org/10.1371/journal.pone.0048255
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23118964&dopt=Abstract
http://dx.doi.org/10.1093/ajh/hps076
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23467209&dopt=Abstract
http://dx.doi.org/10.1016/S0140-6736(16)31919-5
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27863813&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Fuchs et a

5.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Fuchs SC, Ferreira-da-SilvaAL, MoreiraLB, Neyeloff JL, Fuchs FC, Gus M, et al. Efficacy of isolated home blood pressure
monitoring for blood pressure control: randomized controlled trial with ambulatory blood pressure monitoring—MONITOR
study. J Hypertens 2012 Jan;30(1):75-80. [doi: 10.1097/HJH.0b013e32834e5a4f] [Medline: 22134392]

de Castro M, Fuchs FD, Santos MC, Maximiliano P, Gus M, Moreira LB, et al. Pharmaceutical care program for patients
with uncontrolled hypertension. Report of a double-blind clinical trial with ambulatory blood pressure monitoring. Am J
Hypertens 2006 May;19(5):528-533. [doi: 10.1016/j.amjhyper.2005.11.009] [Medline: 16647628]

Piette D, List J, RanaGK, Townsend W, Striplin D, Heisler M. Mobile health devices astool s for worldwide cardiovascular
risk reduction and disease management. Circulation 2015 Nov 24;132(21):2012-2027 [FREE Full text] [doi:
10.1161/CIRCULATIONAHA.114.008723] [Medline: 26596977]

Omboni S, GazzolaT, Carabelli G, Parati G. Clinical usefulnessand cost effectiveness of home blood pressure telemonitoring:
meta-analysis of randomized controlled studies. JHypertens 2013 Mar;31(3):455-467. [doi: 10.1097/HJH.0b013e32835ca8dd]
[Medline: 23299557]

Posadzki P, Mastellos N, Ryan R, Gunn LH, Felix LM, PappasY, et al. Automated tel ephone communication systems for
preventive healthcare and management of long-term conditions. Cochrane Database Syst Rev 2016 Dec 14;12:CD009921.
[doi: 10.1002/14651858.CD009921.pub2] [Medline: 27960229]

Abraham I, Van Camp Y, VillaL, Denhaerynck K, Sun D, Vancayzeele S, et a. Hierarchical modeling of patient and
physician determinants of blood pressure outcomes in adherent vs nonadherent hypertensive patients: pooled analysis of 6
studies with 14,646 evaluable patients. J Clin Hypertens (Greenwich) 2013 Sep;15(9):663-673 [FREE Full text] [doi:
10.1111/jch.12163] [Medline: 24034660]

Tucker KL, Sheppard JP, Stevens R, Bosworth HB, Bove A, Bray EP, et a. Self-monitoring of blood pressurein hypertension:
asystematic review and individual patient data meta-analysis. PLoS Med 2017 Sep;14(9):€1002389 [FREE Full text] [doi:
10.1371/journal.pmed.1002389] [Medline: 28926573]

MargolisKL, Asche SE, Bergdall AR, Dehmer SP, Groen SE, Kadrmas HM, et al. Effect of home blood pressure
telemonitoring and pharmacist management on blood pressure control: a cluster randomized clinical trial. JAMA 2013 Jul
03;310(1):46-56 [FREE Full text] [doi: 10.1001/jama.2013.6549] [Medline: 23821088]

McKinstry B, Hanley J, Wild S, Pagliari C, Paterson M, Lewis S, et al. Telemonitoring based service redesign for the
management of uncontrolled hypertension: multicentre randomised controlled trial. BMJ 2013 May 24;346:f3030 [FREE
Full text] [Medline: 23709583]

Ralston JD, Cook AJ, Anderson ML, Catz SL, Fishman PA, Carlson J, et a. Home blood pressure monitoring, secure
electronic messaging and medication intensification for improving hypertension control: a mediation analysis. Appl Clin
Inform 2014;5(1):232-248 [FREE Full text] [doi: 10.4338/ACI-2013-10-RA-0079] [Medline: 24734136]

Bobrow K, Farmer AJ, Springer D, Shanyinde M, Yu L, Brennan T, et al. Mobile phone text messages to support treatment
adherence in adults with high blood pressure (SMS-Text Adherence Support [StAR]): asingle-blind, randomized trial.
Circulation 2016 Feb 09;133(6):592-600 [FREE Full text] [doi: 10.1161/CIRCULATIONAHA.115.017530] [Medline:
26769742]

Wetzels GEC, Nelemans PJ, Schouten JSAG, Dirksen CD, van der Weijden T, Stoffers HEJH, et al. Electronic monitoring
of adherence as atool to improve blood pressure control. A randomized controlled trial. Am J Hypertens 2007
Feb;20(2):119-125. [doi: 10.1016/j.amjhyper.2006.07.018] [Medline: 17261454]

Godwin M, Birtwhistle R, Seguin R, Lam M, Casson |, Delva D, et al. Effectiveness of a protocol-based strategy for
achieving better blood pressure control in general practice. Fam Pract 2010 Feb;27(1):55-61. [doi: 10.1093/fampra/cmp075]
[Medline: 19887462]

Chow CK, Redfern J, Hillis GS, Thakkar J, Santo K, Hackett ML, et al. Effect of lifestyle-focused text messaging on risk
factor modification in patients with coronary heart disease: arandomized clinical trial. JAMA 2015;314(12):1255-1263.
[doi: 10.1001/jama.2015.10945] [Medline: 26393848]

Adler AJ, Martin N, Mariani J, Tajer CD, Owolabi OO, Free C, et al. Mobile phone text messaging to improve medication
adherencein secondary prevention of cardiovascular disease. Cochrane Database Syst Rev 2017 Apr 29;4:CD011851. [doi:
10.1002/14651858.CD011851.pub?] [Medline: 28455948]

Myers MG, Godwin M. Automated office blood pressure. Can J Cardiol 2012 May;28(3):341-346. [doi:
10.1016/j.cjca.2011.09.004] [Medline; 22265230]

Whelton PK, Carey RM, Aronow WS, Casey DE, Collins KJ, Dennison HC, et a. 2017
ACC/AHA/AAPA/ABC/ACPM/AGS/APhA/ASH/ASPC/NMA/PCNA guideline for the prevention, detection, evaluation,
and management of high blood pressurein adults: areport of the American College of Cardiol ogy/American Heart Association
Task Forceon Clinical Practice Guidelines. Hypertension 2018 Jun; 71(6):e13-e115. [doi: 10.1161/HY P.0O000000000000065]
[Medline: 29133356]

Saghaei M. Random allocation software for parallel group randomized trials. BMC Med Res Methodol 2004 Nov 09;4:26
[FREE Full text] [doi: 10.1186/1471-2288-4-26] [Medline: 15535880]

Kim JY, Wineinger NE, Taitel M, Radin JM, Akinbosoye O, Jiang J, et al. Self-monitoring utilization patterns among
individualsin an incentivized program for healthy behaviors. JMed Internet Res 2016 Nov 17;18(11):€292 [FREE Full
text] [doi: 10.2196/jmir.6371] [Medline: 27856407]

http://www.researchprotocols.org/2018/8/e169/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e169 | p.40

(page number not for citation purposes)


http://dx.doi.org/10.1097/HJH.0b013e32834e5a4f
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22134392&dopt=Abstract
http://dx.doi.org/10.1016/j.amjhyper.2005.11.009
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16647628&dopt=Abstract
http://circ.ahajournals.org/cgi/pmidlookup?view=long&pmid=26596977
http://dx.doi.org/10.1161/CIRCULATIONAHA.114.008723
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26596977&dopt=Abstract
http://dx.doi.org/10.1097/HJH.0b013e32835ca8dd
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23299557&dopt=Abstract
http://dx.doi.org/10.1002/14651858.CD009921.pub2
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27960229&dopt=Abstract
http://dx.doi.org/10.1111/jch.12163
http://dx.doi.org/10.1111/jch.12163
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24034660&dopt=Abstract
http://dx.plos.org/10.1371/journal.pmed.1002389
http://dx.doi.org/10.1371/journal.pmed.1002389
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28926573&dopt=Abstract
http://europepmc.org/abstract/MED/23821088
http://dx.doi.org/10.1001/jama.2013.6549
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23821088&dopt=Abstract
http://www.bmj.com/cgi/pmidlookup?view=long&pmid=23709583
http://www.bmj.com/cgi/pmidlookup?view=long&pmid=23709583
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23709583&dopt=Abstract
http://europepmc.org/abstract/MED/24734136
http://dx.doi.org/10.4338/ACI-2013-10-RA-0079
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24734136&dopt=Abstract
http://circ.ahajournals.org/cgi/pmidlookup?view=long&pmid=26769742
http://dx.doi.org/10.1161/CIRCULATIONAHA.115.017530
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26769742&dopt=Abstract
http://dx.doi.org/10.1016/j.amjhyper.2006.07.018
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17261454&dopt=Abstract
http://dx.doi.org/10.1093/fampra/cmp075
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19887462&dopt=Abstract
http://dx.doi.org/10.1001/jama.2015.10945
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26393848&dopt=Abstract
http://dx.doi.org/10.1002/14651858.CD011851.pub2
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28455948&dopt=Abstract
http://dx.doi.org/10.1016/j.cjca.2011.09.004
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22265230&dopt=Abstract
http://dx.doi.org/10.1161/HYP.0000000000000065
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29133356&dopt=Abstract
https://bmcmedresmethodol.biomedcentral.com/articles/10.1186/1471-2288-4-26
http://dx.doi.org/10.1186/1471-2288-4-26
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15535880&dopt=Abstract
http://www.jmir.org/2016/11/e292/
http://www.jmir.org/2016/11/e292/
http://dx.doi.org/10.2196/jmir.6371
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27856407&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS

24,

Frederix I, Hansen D, Coninx K, Vandervoort P, Vandijck D, Hens N, et al. Medium-term effectiveness of acomprehensive
internet-based and patient-specific tel erehabilitation program with text messaging support for cardiac patients: randomized
controlled trial. JIMed Internet Res 2015 Jul 23;17(7):€185 [FREE Full text] [doi: 10.2196/jmir.4799] [Medline: 26206311]

Abbreviations

©Sandra C Fuchs, Erno Harzheim, Cirano lochpe, Caroline N de David, Marcelo R Gongalves, Guilhermo P Sesin, Cassio M
Costa, LeilaB Moreira, Flavio D Fuchs. Originally published in IMIR Research Protocols (http://www.researchprotocols.org),
07.08.2018. This is an open-access article distributed under the terms of the Creative Commons Attribution License
(https://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and reproduction in any medium,
provided the original work, first published in IMIR Research Protocols, is properly cited. The complete bibliographicinformation,
alink to the original publication on http://www.researchprotocols.org, as well as this copyright and license information must be

BP: blood pressure

CNPq: National Council for Scientific and Technological Development
RCT: randomized controlled trial

TELEM: telemonitoring of blood pressure

TELEMEV: telemonitoring by text message

UCT: usual clinical treatment

Fuchset al

Edited by G Eysenbach; submitted 11.12.17; peer-reviewed by SOmboni, B McKinstry; commentsto author 25.01.18; revised version
received 12.04.18; accepted 22.04.18; published 07.08.18.

Please cite as:

Fuchs SC, Harzheim E, lochpe C, David CND, Gongalves MR, Sesin GP, Costa CM, Moreira LB, Fuchs FD

Technologies for Innovative Monitoring to Reduce Blood Pressure and Change Lifestyle Using Mobile Phones in Adult and Elderly
Populations (TIM Study): Protocol for a Randomized Controlled Trial

JMIR Res Protoc 2018;7(8):€169

URL: http://www.researchprotocols.org/2018/8/e169/

doi:10.2196/resprot.9619

PMID: 30087093

included.

http://www.researchprotocols.org/2018/8/e169/

RenderX

JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e169 | p.41
(page number not for citation purposes)


http://www.jmir.org/2015/7/e185/
http://dx.doi.org/10.2196/jmir.4799
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26206311&dopt=Abstract
http://www.researchprotocols.org/2018/8/e169/
http://dx.doi.org/10.2196/resprot.9619
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30087093&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Newton et &l

Protocol

Internet-Based Universal Prevention for Students and Parents to
Prevent Alcohol and Cannabis Use Among Adolescents: Protocol
for the Randomized Controlled Trial of Climate Schools Plus

Nicola Clare Newton™ , BPsych (Hons), PhD; Cath Chapman®, BA (Hons), PhD; Tim Slade', BPsych (Hons), PhD;
Chloe Conroy*, BPsych (Hons); Louise Thornton!, BPsych (Hons), PhD; Katrina Elizabeth Champion™?, BAPsych
(Hons), BHealth, PhD; Lexine Stapinski®, BPsych (Hons), MClinPsych, PhD; InaKoning®, MEd, PhD; Maree Teesson',
BPsych (Hons), PhD

INational Health and Medical Research Council Centre of Research Excellence in Mental Health and Substance Use, National Drug and Alcohol
Research Centre, University of New South Wales, Randwick, Australia

%Fei nberg School of Medicine, Northwestern University, Chicago, IL, United States

3Faculty of Social and Behavioura Sciences, Universiteit Utrecht, Utrecht, Netherlands

" these authors contributed equally

Corresponding Author:

Nicola Clare Newton, BPsych (Hons), PhD
National Health and Medical Research Council Centre of Research Excellence in Mental Health and Substance Use
National Drug and Alcohol Research Centre
University of New South Wales

22-32 King Street

Randwick, 2031

Austraia

Phone: 61 93850333

Fax: 61 93850222

Email: n.newton@unsw.edu.au

Abstract

Background: Early initiation of alcohol and cannabis use markedly increases the risk of harms associated with use, including
the devel opment of substance use and mental health disorders. To interrupt thistrajectory, effective prevention during the adol escent
period is critical. Despite evidence showing that parents can play acritical rolein delaying substance use initiation, the majority
of prevention programs focus on adolescents only. Accordingly, the Climate Schools Plus (CSP) program was developed to
address this gap.

Objective:  This paper outlines the protocol for a cluster randomized controlled trial (RCT) of the CSP program, a novel
internet-based program for parents and students to prevent adolescent substance use and related harms. The CSP program builds
on the success of the Climate Schools student programs, with the addition of a newly developed parenting component, which
allows parents to access the internet-based content to equip them with knowledge and skillsto help prevent substance usein their
adolescents.

Methods: A cluster RCT is being conducted with year 8 students (aged 12-14 years) and their parents from 12 Australian
secondary schools between 2018 and 2020. Using blocked randomization, schools are assigned to one of thetwo groupsto receive
either the CSP program (intervention) or health education asusual (control). The primary outcomes of thetria will be any student
alcohol use (=1 standard a coholic drink/s) and any student drinking to excess (=5 standard alcoholic drinks). Secondary outcomes
will include alcohol- and cannabis-related knowledge, alcohol use-related harms, frequency of acohol consumption, frequency
of drinking to excess, student cannabis use, parents’ self-efficacy to stop their children using alcohol, parental supply of alcohoal,
and parent-adolescent communication. All students and their parents will complete assessments on three occasions—baseline
and 12 and 24 months postbaseline. In addition, students and parentsin the intervention group will be asked to complete program
evaluations on two occasions—immediately following the year 8 program and immediately following the year 9 program.

Results: Analyseswill be conducted using multilevel, mixed-effects model swithin an intention-to-treat framework. It is expected
that studentsin the intervention group will have less uptake and excessive use of alcohol compared with the studentsin the control

group.
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Conclusions: This study will provide the first evaluation of a combined internet-based program for students and their parents

to prevent alcohol and cannabis use.

Trial  Registration: Australian  New

http://www.webcitation.org/71EO0prgfQ)
Registered Report Identifier: RR1-10.2196/10849

(JMIR Res Protoc 2018;7(8):€10849) doi:10.2196/10849

Zedland
https.//www.anzctr.org.au/Trial/Registration/Trial Review.aspx?d=374178

Clinical Trials Registry ACTRN12618000153213;

(Archived by WebCite at

KEYWORDS

alcohal; Australia; cannabis; parents; prevention; school; internet-based intervention

Introduction

Alcohol and cannabis are the most commonly used licit and
illicit drugs in Australia and are associated with substantial
socioeconomic costs[1-4]. Theinitiation of substance use begins
during adolescence, and early initiation markedly increasesthe
risk of harms from use and subsequently devel oping substance
use disorders [5]. To interrupt this trgectory, effective
prevention during the adolescent period is critical. Traditional
approaches to substance use prevention have focused on
adolescents only; however, recent evidence suggests that
expanding student interventionsto include parenting components
could markedly increase prevention effects[6-8]. Thisisbecause
parents are key agents of adolescent socialization, especially in
the initiation and development of substance use [9-13], and
parenting interventions have been identified as critical
components of effective substance use prevention programs
[6,9,13,14]. Moreover, adolescent substance use is an area of
substantial concern for parents, who generally want to be
engaged in substance use harm prevention [15]. Parents also
report that they actively seek information about parenting and
adolescent substance use; however, most parents are not
confident in their ability to stop their child from becoming drunk
[16].

Despite the importance of including parents in prevention
efforts, relatively few substance use prevention programs have
involved both students and parents, and the programs devel oped
have faced numerous challenges during their implementation
(eg, high attrition rates, lack of engagement, and lack of
sustainability [6,17]). Moreover, no substance use prevention
programs that adopt an internet-based delivery approach have
involved both parents and students, despite the potential for
internet-based delivery to overcome some of the challenges
encountered in the implementation and sustainability of
prevention programs [6,17]. Therefore, the Climate Schools
Plus (CSP) program was devel oped to address this gap and meet
the need for a sustainable, evidenced-based student and parent
prevention program. Building on the effective internet-based
Climate Schoolsdrug prevention programsfor students[18-21],
the CSP program combines the effective Climate Schools:
Alcohol and Cannabis course for students aged 12-14 years
[21-24] with a newly devel oped parent component [16].

The course is an internet-based universal prevention program
delivered to al students regardless of their level of risk and is
based on a social influence approach to prevention [22]. The

http://www.researchprotocols.org/2018/8/e10849/

social influence approach has been found to be the most
effective approach for school-based prevention programs in
decreasing alcohol and cannabis use [22,25]; this approach
involves delivering accurate information about substance use,
placing substance use within a normative context (ie, most
students their age are not using acohol or cannabis), and
developing students' resistance skills (ie, their ability to identify
sources of pressure to use substances and their ability to resist
these pressures). The course covers these three components,
using cartoon storylines to engage students and is delivered
online to ensure high-implementation fidelity. The course
consists of 12 internet-based lessons, which align with stage 5
of the Australian Health and Physical Education curriculum; it
isdesigned to beimplemented in early adolescence when youth
are aged 12-14 years, before marked exposure to acohol and
cannabis occurs. The program has been tridled in two
independent cluster randomized controlled trials (RCTSs), which
have demonstrated the effectiveness of the program inimproving
alcohol- and cannabis-related knowledge, reducing the uptake
and harmful use of alcohol and the frequency of cannabis use
up to 2 years following the intervention [18-21]. In addition,
the program has been found to reduce psychological distress,
moral disengagement (ie, the tendency to disengage from moral
self-control and responsibility that ordinarily governsbehavior,
which has been associated with arange of antisocial behaviors,
including heavy drug use and acohol consumption in young
people [26-30]), and truancy [22]. In light of recent evidence,
which suggeststhat expanding universal interventionsto include
parenting components could markedly increase prevention
effects [6], we developed the CSP program [16].

The parent component for the CSP program is based on the
successful Dutch Prevention of Alcohol Usein Students (PAS)
program [31-33] and was adapted for Australiain consultation
with Australian parents and education and health experts[16].
The parent component of the CSP program is designed to be
delivered entirely online, across the same school terms as the
student Climate School s program. The parent component targets
modifiable parenting factors associ ated with adol escents' al cohol
and cannabis initiation and misuse [10,34], including
rule-setting, parental supply, modeling, and monitoring. The
parent component comprises introductory webinars, a
rule-ranking component, internet-based modules, and
internet-based parent summaries of the material covered in the
student program. A complete description of the parent
component can be found in a devel opment paper published by
the members of the research team [16].
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Currently, we are seeking to evaluate the effectiveness of the
CSP program in preventing alcohol and cannabis use and
increasing parents’ self-efficacy to prevent their child from
using these substances. Incorporating an internet-based parent
component into an effective school-based student program has
the potential to remarkably enhance prevention outcomes and
reduce al cohol- and cannabis-related harms among adol escents.

We will determine the effectiveness of the CSP intervention by
running a cluster RCT in Australian Independent and Catholic
secondary schools (ACTRN12618000153213). Cluster
randomization will be used to avoid contamination of the control

Newton et al

group with the intervention groups through student and staff
communication. Schoolswill berandomly allocated to the CSP
condition or the “control” condition. Students and parents in
the CSP condition will be provided access to the Climate
Schools: Sudent component and the Climate School s Parenting
Program, respectively, whereas studentsin the control condition
will receivetheir health education classes as usual, which covers
alcohol and other drug education topics. Students and parents
in both groupswill compl ete self-report surveysat baselineand
12 and 24 months postbaseline. Figure 1 depicts the study
design.

Figure 1. The Climate Schools Plus (CSP) intervention trial flow based on the Consolidated Standards of Reporting Trials (CONSORT) guidelines.
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Methods

Participants, I nterventions, and Outcomes

Participants

Study Setting and Recruitment

Thisstudy is set in Independent and Catholic secondary schools
in Australia. We obtained Human Research Ethics Committee
(HREC) approva to approach Independent schools (HREC
17852) and Catholic schools in two dioceses in the Greater
Sydney area (reference: 201731 and 060318) and invite them
to participate. In October 2017, 156 schools were approached
using avariety of methods, including advertisement during the
Persona Development Health and Physical Education (PDHPE)
Teachers' Association Annual Conference, emails sent directly
to schools or school principals, newdetter entries (ie, the
Independent Secondary Schools Association and Climate
Schools newdletters), posts on socia media, and through
follow-up phone calls. Parents will first be recruited to
participate in the CSP study when their students bring homethe
parent permission form, along with a postcard containing
information about the study and instructions on how to register.
Then, they will also be recruited through an email sent from
their school with information about the study, alink to a short,
45-second video introducing the aims of the study and
instructions on how to register; thisinvolves parents consenting
for their adolescent’ sand their own participation. Next, to access
the content of the program, parents will need to register for an
account through the CSP website. Students who have received
parental permission to participatein the study will be approached
to register and consent during their regular PDHPE classes and
will be given the opportunity to send an email to their parents,
reminding them to register for the program through an “Invite
Your Parent” icon on the CSP website.

Sample Size

For cluster randomization, sample size cal cul ations were based
on sample size requirements developed by Heo and Leon [35]
to detect the intervention by time interactions in longitudinal
cluster randomized clinical trials. Thistrial is powered to detect
differences in the overall student sample across three
time-points. Five schools, with an average of 70 students per
school, are required per intervention group; this would achieve
an 80% power to detect a standardized, between-group mean
difference of 0.2 (P=.05) in primary outcomes at the end of the
trial, with 3 measurement occasions. An effect size of 0.2 is
comparablewith previoustrials of combined student and parent
programs (effect sizerange: 0.2-0.3) [36]. To account for school
dropouts during the trial, which we expect to be approximately
15%, we aim to recruit at least 12 schools in total. Assuming
that the majority (if not al) studentsin the year group participate
in this study (approximately 70 on average; based on
participation rates found in previous school-based trials of a
similar nature [18-21,23,24,37]), it will give us atotal of 700
students from 10 schools at the baseline to test the effect of the
intervention.

http://www.researchprotocols.org/2018/8/e10849/
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Eligibility Criteria

Eligible participants are students attending participating schools
and are enrolled in year 8 in 2018 and these students' parents.
These students will be 12-14 years of age at baseline and 14-16
years of age at the final assessment point. Furthermore, to be
eligible to participate, students and parents must have at least
intermittent internet access and basic proficiency in English.

Consent or Assent

After school principals agree to participate in the study, active
consent will be sought individually from parents, students, and
teachers. Parentswill be asked to provide active consent for (1)
their child's participation in the study and (2) their own
participation. Eligible students with parental consent will be
directed to the participant information statement and consent
form when registering on the CSP website, and all parents will
similarly be directed to their participant information statements
and consent forms when registering for the first time.
Conversely, students and parents in the CSP group who do not
consent to participate in the research trial will till be offered
access to the content of the program; however, they will not be
prompted to complete assessment surveys, and no data will be
collected from those individuals.

I nterventions
Active Intervention (Climate Schools Plus Group)

Climate Schools Plus: Student Component

The student component of the intervention consists of the
effective and validated Climate Schools: Alcohol and modules
[18-21,23,24,37], which involve 12, 40-minute lessons aimed
at reducing alcohol and cannabis use and related harms. The
first 6 lessons focus specifically on acohol and are delivered
inyear 8, theremaining 6 lessonsfocus on alcohol and cannabis
and are delivered 12 months later when the students are in year
9, prior to the development of harmful patterns of acohol and
cannabis use [38]. Therefore, the Climate Schools lessons are
designed to avoid the devel opment of harmful use by intervening
when students are aged 12-14 years. The program will be
completed at school, during regularly scheduled PDHPE classes,
and to access the material, teachers, parents, and students are
asked to create unique confidential log-in details on the CSP
study website. The first part of each Climate Schools lesson is
in the form of an internet-based cartoon storyline completed
individually by students, which imparts information about
alcohal (inyears 8 and 9) and cannabis (in year 9; see Figure 2
for an exampl e of the cartoon content). The second part of each
lesson consists of optional class activities delivered by the
teacher, such as role-plays and group discussions, which
reinforce the information in the cartoons and alow
communication among students. Teachers are provided access
to an internet-based teacher’'s manual, which contains lesson
activities, implementation guidelines, links to the syllabus, and
teacher summaries for each lesson.
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Figure 2. Screenshot of example student cartoon. Source: Netfront Pty Ltd.

Michael's so drunk he's
turning into a real jerk.

Climate Schools Plus: Parent Component

The parent component was developed in consultation with
parents of Australian secondary school students and relevant
experts through a large scoping survey, betatesting, and
pilot-testing of the developed program [16]. At the beginning
of the study, parents will be sent an email from their school
with information about the CSP program and instructions on
how to register. Once parents have registered with their
username, password, and unique school code, they will have
access to 2 webinars (approximately 5 minutes each, at the
beginning of years 8 and 9). These webinars are hosted by CC,
who is a senior research fellow at the National Health and
Medica Research Council (NHMRC) Centre of Research
Excellence in Mental Health and Substance Use and aso a
member of the research team. The webinars provide overviews
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Yeah. Michael
plus alcohol equals
instant jerk.

of alcohol and cannabis use in adolescents and related harms
and highlight the role parents can play in preventing substance
use in their child. During the webinar, parents will also be
encouraged to engage in the “rule-ranking” component of the
program, which allows parents from the same school to rank a
series of rules related to alcohol use (eg, “Any alcohol in the
family home is strictly off-limits to adolescents and their
friends’); this component aims to facilitate a collective
understanding of alcohol prevention and the role parental
rule-setting playsin prevention by facilitating agreement among
parents on a shared set of rules, which they can implement on
their adolescents as a group. The top 3 rules will be published
after 6 weeks, and parents will be encouraged to view and
implement these rules with their adolescents over the school
year (see Figures 3 and 4 for example screenshots of these
components).
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Figure 3. Screenshot of the year 8 webinar. Source: Netfront Pty Ltd.
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WEBINAR

ALTHOUGH AN IMPROVEMENT,
THERE IS STILL WORK TO BE DONE....

Being drunk increases
the risk of:

Alcohol related harms,

like accidents and injuries

...especially among young
people

Brain development is not
complete until age 24

Early alcohol use is
associated with:

Mental health and
substance use problems
and disruption to brain
development
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Parent Webinal

[ Click here to go to voting

& Download the webinar slides

Figure 4. Screenshot of the rule-ranking component (when top 3 rules have been finalized). Source: Netfront Pty Ltd.

YOUR SCHOOLS TOP RULES

Below are the rules yourself and other parents in your child's year group decided were the most important rules regarding alcohol use. We ask each of
you to agree upon and enforce these rules. Having clear and consistent rules for your adolescent's behaviour regarding alcohol use can help to prevent

them from first using alcohol at an early age and alcohol related harms

Download Share via email

Any alcohol in the family home is strictly off-limits to adolescents and their friends

Parents will not supply their adolescent child alcohol

If there are parties, no alcohol will ke served {also no pre-drinking at homel.

Parents will aso have access to 6 brief internet-based modules
(under 10 minutes each, 4 inyear 8 and 2 in year 9) covering a
range of topics about alcohol and cannabis use, as well as
parenting strategies and communication tips (Textbox 1; Figure
5). Parents can accessthe year 8 content anytime over the course
of the study, whereasthe year 9 content will belocked until the
beginning of 2019. Parents will be sent occasiona reminders
through their school and the CSP websiteinforming them when
new content is available. Parents will also be emailed weekly
summaries of the content covered in each of the Climate Schools
student lessons. Figure 6 provides further information regarding
the parent intervention and how it relates to the outcomes of
the study.

http://www.researchprotocols.org/2018/8/e10849/

XSL-FO

RenderX

Control Group

Students and their parents will follow the same registration and
consent process in both the control group and the CSP group
and will be asked to complete the baseline questionnaire. Then,
students will receive their regular drug and alcohol education
during their PDHPE classes (ie, they will cover topics such as
drug use, health and well-being, sources of support, personal
safety, exploring risk, etc, in accordance with the student
outcomes defined by the Australian National Hedth and
Physical Education syllabus) during the study. These students
will be asked to compl ete the 12-month follow-up questionnaire
in 2019 and thefinal follow-up questionnairein 2020. Similarly,
parents in the control group will be asked to complete the
baseline questionnaire and 12- and 24-month follow-up
guestionnaires over the same period.
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Participant Timeline

Students and parentsin the CSP group will beinvited to register
for the CSP program online during the first year of the study
(for the majority of schools, thiswill be during term 1 of 2018;
however, for some, it will beterm 2 or 3 of 2018). Studentswill
complete their registration and baseline survey during their
regularly scheduled PDHPE classes, and their teachers will
facilitate their progression through the Climate Schools: Alcohol
lessons. During the first week of the intervention, parents
register for the program and are invited to view the webinar,
participate in the interactive rule-ranking component, and
explore the available modules. Approximately 8 weeks after
registering for the program, parents and students will be
prompted to complete an evaluation of the program content
online, through the CSP website. Similarly, in 2019, students
will complete the 12-month follow-up questionnaire, and their

Textbox 1. Overview of content in Climate Schools Plus parent modules.

Newton et d

teacher will facilitate their progression through the lessons.
Simultaneously, parents of these studentswill beinvited to view
the second webinar, the second round of rule-ranking, and
invited to explore year 9 parent modules. Students and parents
will also be asked to complete an evaluation of the year 9
program through the CSP website, as they did in the previous
year. Finally, in 2020, parents and students will be asked to
complete the 24-month follow-up questionnaire; a reminder
email will be sent to nonresponding parents and students 1 week
after they areinvited to completeit and another reminder 1 week
later. Table 1 summarizes the student and parent involvement
in the study.

Ancillary or Posttrial Care

Upon conclusion of the trial, al schools in the control group
will receive access to the same materias offered to the CSP
group, free of charge.

Module 1: Prevalence, patterns, and harms of adolescent alcohol use
Module 2: Parental attitudes and rule-setting

Module 3: Parental supply and use

Module 4: Communication and involvement

Module 5: Prevalence, patterns, and harms of adolescent cannabis use

Module 6: What parents can do to prevent adolescent cannabis use

Figure5. Screenshot of one of the parent modules (Parent Module 4, in the year 8 program). Source: Netfront Pty Ltd.
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Outcomes

We selected the following primary outcomes to reflect the
overall target of the intervention (ie, to prevent alcohol use and
related harms in adolescents). All primary outcomes will be
measured at baseline and 12- (prior to the delivery of the year
9 intervention) and 24-month follow-up, with the primary
endpoint being 24 months.

Primary Outcomes

Any Alcohol Use

Any acohol useis defined as the consumption of at least 1 full
serve or standard drink of acohol (ie, any drink containing 10
grams of alcohol). To measure this outcome, studentswould be
provided with achart used toillustrate astandard drink (asused
in the NHMRC Australian Guidelines [39]) and asked “ Have
you ever had at least one standard alcoholic drink?” and“ Have
you had at least one standard alcoholic drink in the past 12
months?” Responsesto both questionsarein theform of “ Yes”
versus “No.”

Any Drinking to Excess

Any drinking to excess is defined as the consumption of =5
standard drinks on a single occasion, in line with the NHMRC
Australian Guidelines for risky drinking on a single occasion
[39]. These acohol use measures were used in the National
Drug Strategy Household Survey [4], the Australian Secondary
Students Alcohol and Drug Survey [38], and previous Climate
Schools trials [18-21,23,24,37] and allows for comparisons
between this sample and a large-scale representative group of
Australians. Specifically, students would be asked “ Have you

http://www.researchprotocols.org/2018/8/e10849/
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ever had 5 or more standard al coholic drinks on one occasion?’
and “ Have you had 5 or more standard alcoholic drinks on one
occasion in the past 12 months?” Responses to both questions
areintheform of “Yes’ versus “No.”

Secondary Outcomes

All secondary outcomes will be assessed at baseline and 12-
(prior to the delivery of the year 9 intervention) and 24-month
follow-up, except for cannabis-related knowledge and patterns
of cannabis use, which will only be measured at 12- and
24-month follow-up.

Alcohol-Related Harms

This outcome will be assessed using the 23-item Rutgers
Alcohol Problem Index, which measures the consequences of
alcohol use. Studentswould be asked to report the consequences
of their alcohol use over the past 12 months, in which higher
scores indicate greater harms [40].

Parental Self-Efficacy

Data regarding parental self-efficacy will be collected by a
3-item scale measuring parents’ confidence in their ability to
prevent their adol escent from drinking alcohol, in which higher
scores indicate a greater sense of self-efficacy [41]; this has
been used and validated in the past PAS studies [42,43].

Parental Supply of Alcohol

Thiswill be measured by a 2-question scale from the Australian
Parental Supply of Alcohol Longitudinal Study (APSALS) [44]
to examine the frequency and quantity of alcohol supplied by
parents; higher scoresindicate a higher frequency and quantity
of alcohol supplied.
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Figure 6. Theory of Change Logic Model for Climate Schools Plus.
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Table 1. Thetimeline of student and parent or guardian participation in the study.
Timeline Climate Schools Plus Control
Parent Student Parent Student
Term 1, 2018
Assessment Parent survey 1. baseline Student survey 1: baseline Parent survey 1. baseline Student survey 1: baseline
Intervention Parent modules: alcohol Year 8 student lessons: alcohol — —
Evaluation Evaluation of acohol mod- Evaluation of alcohol lessons — —
ules
Term 1, 2019
Assessment Parent survey 2 (12-month  Student survey 2 (12-month Parent survey 2 (12-month ~ Student survey 2 (12-month
follow-up) follow-up) follow-up) follow-up)
Intervention Parent modules: alcohol and  Year 9 student lessons: alcohol — —
cannabis and cannabis
Evaluation Evaluation of alcohol and  Evaluation of alcohol and — —
cannabis modules cannabis lessons
Term 1, 2020
Assessment Parent survey 3 (24-month  Student survey 3 (24-month Parent survey 3 (24-month  Student survey 3 (24-month

follow-up)

follow-up)

follow-up)

follow-up)
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Use of Cannabis and Other Drugs

Cannabis and other drug use (tobacco or cigarettes,
amphetamines, ecstasy, hallucinogens, sedatives, inhalants, or
“other”) will be measured by 5 questions adapted from the
National Drug Strategy Household Survey [4] and the Australian
Secondary Students Alcohol and Drug Survey (2014) [38],
which have been used in previous Climate Schools trials to
measure cannabis and other drug use [18-21,23,24,37]. For
exampl e, students would be asked “ Have you used cannabisin
the past 12 months?;” in which response options are “Yes’
versus “No,” and “ How often have you used cannabis in the
past 12 months?, in which response options range from
“Never” to “More than once aday,” and higher scoresindicate
more frequent cannabis use. This alows for comparisons
between this sample and a large-scale representative group of
Australians.

Parent-Adolescent Communication

This outcome will be measured by a 6-question scale from the
APSALS, examining parental knowledge and child disclosure
of activities, friends, and whereabouts (eg, “ | usually know what
my child is doing after school,” with response options ranging
from “Never” to “Always’; higher scores indicate a higher
quality of communication). Thisoutcomewill also be measured
by the 20-item Parent-Adolescent Communication Scale [45],
which measures how cohesive and adaptable communication
is between parents and children (eg, “ | can discuss my beliefs
with my child without feeling restrained or embarrassed” with
response optionsranging from * Strongly Disagree’ to“ Strongly
Agree”).

Alcohol-Related Knowledge

Alcohol-related knowledge will be assessed using a 16-item
“Knowledge of Alcohol” scale originaly adapted from the
School Health and Alcohol Harm Reduction Project (SHAHRP)
guestionnaire and used in previoustrials of the Climate Schools
programs [18-21,23,24,37,46]. Students and parents would be
required to answer “True” or “False” to each item (eg, “ The
recommended guidelines say that it is OK for adultsto have up
to2drinkson any oneday” ), and agreater proportion of correct
answers indicates greater alcohol knowledge.

Cannabis-Related Knowledge

Parents and students' knowledge about cannabis will be
assessed by 16 items of the “ Knowledge about Cannabis’ scale
adapted from the SHAHRP questionnaire, as used in previous
trials of the Climate Schools programs [18-21,23,24,37].
Students and parents would be required to answer “True” or
“False” for each item, for example, “ Using cannabis can cause
people to feel anxious, depressed (sad), paranoid (suspicious)
and panicky; and a greater proportion of correct answers
indicates greater cannabis knowledge.

Frequency of Alcohol Consumption

Students will be asked to report how frequently they consumed
alcohol, in terms of standard drinks; this outcome will be
measured by questions that were originally adapted from the
SHAHRP “Petterns of Alcohol” index and have been used in
previous Climate Schools trials [18-21,23,24,37,46]. Students
would be asked questions such as* How often did you have a
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standard alcoholic drink of any kind in the past 12 months?;
with response options ranging from “Less than monthly” to
“Daily or amost daily,” and higher scores indicating a higher
frequency of alcohol consumption.

Frequency of Drinking to Excess

Students will be asked to report the frequency of drinking to
excess (defined as having =5 standard drinks on a single
occasion). These questions were originaly adapted from the
SHAHRP “Patterns of Alcohol” index and reflect those used
in previous Climate Schoolstrials[18-21,23,24,37,46]. Students
would be asked to report “ How often did you have 5 or more
standard alcoholic drinks on one occasion in the past 12
months?” with response options ranging from “Less than
monthly” to“Daily or almost daily” and higher scoresindicating
a higher frequency of drinking to excess.

Additional measuresinclude demographic information, such as
gender, age, country of birth, truancy rates, and academic
performance (to determine the baseline equivalence of groups),
which will be assessed using questions that have been included
in previous Climate Schools trials [18-21,23,24,37]. Students
will also be asked to complete the Kessler 6 scale [47] to assess
psychological distress in the past 30 days, and their quality of
lifewill be measured by the Child Health Utility 9D scale[48].
Finally, students’ self-control will be measured using a 13-item
scale developed by Tangney et al [49], which was used in the
PAS program [32,33,42] and which includes questions such as
“1 amgood at resisting temptation,” in which students would
be asked to indicate how they typically are on a 5-point scale
from “Not at all” to “Very Much.” These additional measures
will be assessed at baseline and 12- and 24-month follow-up.

Assignment of | nterventions

Allocation

Following school consent, school s have been randomly all ocated
to the CSP or control group by an external researcher; this
process involved stratified random all ocation, in which schools
were divided into three mutually exclusive strata: (1)
coeducationa (mixed malesand females) schooal, (2) single-sex
or predominantly girls school, and (3) single-sex or
predominantly boys school. The allocation was random within
stratato achieve balance acrossintervention and control groups
with respect to the number of males and females participating
inthetrial. Randomization was achieved using arandomization
table created in StataSE, version 14, using the Stratarand
procedure. The randomization sequence was computer-generated
by an external biostatistician, who then informed the research
team of which group each school had been allocated to.
Blinding (M asking)

It isnot possible for the research team to remain blinded to the
group allocation of schools during the study, given the nature
of theintervention and the need to manage schools (particularly
teachers as they progress through the program). However, the
research team were not involved in the allocation of schoolsto
the control or intervention groups, as this allocation was
conducted externally, thereby removing the possibility of bias
inthe group allocation. Furthermore, the research team will not
bein direct contact with the students or parents during the study
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(with the exception of students who are absent from school on
the day of assessment; alist of absent studentswill be provided
by the school teachers and these students will be contacted
through email and invited to complete subsequent follow-up
assessments by the research team). As such, no biasislikely to
result from the research team’s knowledge of each school’s
group alocation.

Data Collection, Management, and Analysis

Data Collection

Students and parents will complete a self-assessment
guestionnaire online through the CSP website at baseline and
12- and 24-months postbaseline. The questionnaires contain
scalesused in previous Climate Schoolstrials, aswell as specific
parenting scales from the APSALS survey [44] and scales used
to evaluate the effectiveness of the PAS program [42].

All measures are self-reported, as it has been found to be the
most favored method of assessment for young people and has
excellent discriminant [50] and predictive[51] validity [46,52].
Self-report has also previously been found to be a reliable
method for assessing the frequency and quantity of adolescent
alcohol use [53]. Furthermore, currently, no viable alternatives
exist for data collection on alcohol usein an adolescent sample,
as biological measureswould not be appropriate in asample at
the early stages of alcohol use initiation [54].

I ntervention Fidelity

Internet-based tracking will be used to monitor the extent to
which students and parents engage with the intervention (ie,
tracking the number of webinar views, the number of parents
who ranked the rules, the number of parents who completed
each module, the number of students who completed each
lesson, etc). While teachers in the intervention group will be
asked to complete alogbook as arecord of how they delivered
the intervention, teachers in the control group will complete a
logbook detailing the type of drug and alcohol education they
offered to their students over the same period.

Program Evaluation

Students, parents, and teachers in the CSP group will aso be
asked to complete two additional questionnaires, asking them
to evaluate the intervention content that they received (ie, they
will be asked how acceptable, appropriate, and enjoyable they
found the program content). Teachers will be asked to indicate
thelikelihood that they would recommend the program to others,
whereas students and parentswill be asked to rate thelikelihood
that they would use the information and skills they learned in
their own lives. Studentsand parentswill beinvited to complete
these evaluation questionnaires once in 2018 after completing
the Alcohol program and again in 2019 after completing the
Alcohol and Cannabis program.

Retention

To facilitate the retention of students and parents in the trial,
frequent communication will be maintained through email
prompts generated from the CSP website, which reiterates the
requirements of the study. Participants will aso be offered
reimbursement after completing each study questionnaire;
specifically, students will be entered into a draw to win one of
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three Aus $500 JB Hi-Fi or Apple store vouchers at each
assessment occasion, and parentswill enter the draw to win one
of three Aus $500 Westfield or Coles gift cards. Moreover,
teachers will receive a one-off reimbursement of Aus $50 for
the extra administration involved during the trial. When
completing the baseline questionnaire at the beginning of the
study, students and parents will be asked to enter their contact
details (ie, name, address, home number, mobile number, and
secondary email), which will be used solely for contacting
students who are absent from school on the day of a
guestionnaire (absent studentswill beidentified by their teacher,
who will inform the research team of the absent students) and
inviting them to complete subsequent follow-up assessments.
Any data collected from students and parents who have
consented but discontinue the study will be used inthe analysis,
in accordance with the intention-to-treat principle. The chosen
statistical analysis techniques consider missing data resulting
from participant discontinuation.

Statistical Analysis

Inthis study, primary and secondary outcomeswill be analyzed
in longitudinal analyses using multilevel mixed-effects
regression models. The effects of highest interest are
intervention x timeinteractionsthat reflect differences between
intervention groups in the growth of each outcome over time.
The multilevel modeling can account for the expected
correlations between different observations of the same
individual and between individuals in the same school [55],
which would otherwise violate assumptions of independence
intraditional regression models. Therefore, modelsused in these
analyseswill incorporate both random intercepts and slopesfor
time at theindividual level and random intercepts at the school
level. Mixed-effects regression approaches accommodate
missing data through the maximum likelihood estimation, an
approach that is superior to aternative missing data strategies
such as pairwise deletion [56]. Maximum likelihood methods
produce unbiased estimates when missing data are assumed to
be either missing completely at random or missing at random

[57].

Mixed-effects logistic regression with alogit link function will
be applied when analyzing binary outcomes. A range of potential
fixed effects and random effects structures will be compared
using likelihood ratio tests and model fit statistics, such as the
Akaikeinformation criterion, to determine the best fitting model
for each outcome. For al outcomes, between-condition effect
sizes (eg, Cohen d) and oddsratioswill be calculated along with
their corresponding 95% Cl s, to provideinterpretabl e estimates
of the intervention effects. All analyses will be conducted on
an intention-to-treat basis, retaining and analyzing all students
and parentsin the groups they were originally allocated.

Planned Comparisons

The primary aim of this study is to evaluate the efficacy of the
CSP program in comparison with the standard health education
received by the control group. Therefore, planned comparisons
for each outcome will compare students and parentsin the CSP
condition with students and parents in the control condition at
baseline and 12- and 24-month follow-up.

JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e10849 | p.52
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

Monitoring

This study will be overseen by an external biostatistician, and
any adverse events will be reported to the University of New
South Wales Sydney HREC to maintain the integrity of the
study including the data collected, trial progress, and ethical
compliance. However, given that the intervention reflects
normative alcohol and cannabis education provided as part of
the PDHPE curriculum, no serious adverse events are anticipated
to occur during the study; therefore, aformal steering committee
isnot required.

Ethics and Dissemination

Research Ethics Approval

Ethics approval was obtained by the University of New South
Wales Sydney HREC (HC17852), the Sydney Catholic
Education Office (Ref: 201731), and Catholic Education
Parramatta (Ref: 060318).

Confidentiality

Confidentiality of the collected information will be strictly
maintained, and participants’ data will remain anonymous. To
accessinternet-based questionnaires and materials, studentsand
parentswill be required to register on the CSP website and once
logged in, all data collected will be automatically deidentified,
and the database will generate a unique ID code for each
participant and the individual’s data files across sessions will
be linked with this unique ID code. All data collected will be
in acomputerized format and stored in password-protected files
on university servers, accessible only to the research staff and
stored separately to questionnaire data. These procedures mirror
those used in previous and existing school-based prevention
trials conducted by the research team (eg, The CAP Study,
HREC 11274 [50Q]).

Dissemination Policy

The results of this study will be presented to academic peers at
conferences and published in health and education peer-reviewed
journals. Thefeedback will be provided to participating schools
inthe form of adeidentified report of the study’sfindings. This
report will also be available to students and their parents at the
end of the study. When publishing results of this study, no
information will be published on the basis of individual cases,
and all published data will reflect group data.

Trial Funding

This study is supported by funding from the Australian
Government Department of Health and a Society for Mental
Health Research Early Career Research Award to NCN. This
study was also funded by the NHMRC through the NHMRC
Centre of Research Excellence (APP1041129).

Results

Thisstudy isfunded by the Australian Government Department
of Health from 2016 to 2020 and by Society for Mental Health
Research Early Career Research from 2015 to 2017. EnrolIment
of schools began in January 2018, with 8 out of 12 schools
enrolled at the time of submission (enrollment is expected to
be complete by October 2018). Baseline assessments are
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currently underway, and the first results are expected to be
submitted for publication in 2019.

Discussion

Trialing Climate Schools Plus

This paper describes the design and protocol of the CSP study,
the first international trial of an integrated internet-based
intervention for students and parents to prevent alcohol and
cannabis use. The effectiveness of the CSP program will be
assessed through a cluster RCT, relative to health education as
usua at 12- and 24-months postbaseline. Contamination will
be avoided by the use of a cluster RCT design, in which each
school forms its own cluster and is allocated to either the
intervention or control group, preventing individuals at the same
school being all ocated to separate conditions and thus preventing
contamination between staff and students at each school. We
aim to ascertain whether a combined internet-based approach
to drug prevention can be effective in preventing alcohol use
among adolescents and improving parents self-efficacy to
prevent their children from using substances.

Strengthsand Limitations

To date, approaches to substance use prevention have
traditionally focused on adolescents themselves, despite
evidence suggesting that parents play acritical rolein substance
useinitiation [10-13]. The CSP study addressesthe need for an
integrated program for both students and their parents that is
potentially sustainable through internet-based facilitation. The
CSP program is built on a decade of sound research, which has
shown that the internet-based Climate Schools programs for
students are effective in preventing substance use. The expansion
of this model to involve parents has the potential to improve
prevention effects and provides asustainable and scal able model
for both students and parents.

The CSP program utilizes cartoon storylinesto engage students
and maintain their interest and internet-based technology to
engage parents and improve ease of access to substance use
prevention information, based on a successful evidence-based
intervention [32,33]. Importantly, the internet-based nature of
the CSP parent program (namely the on-demand webinars,
modules, and parent summaries), provides parents with the
flexibility to accessthe program material remotely at atime and
location of their choice, which has the potential to improve the
uptake of the program. Nonethel ess, engagement and adherence
are common challenges faced in trials of internet-based
interventions [58,59]; therefore, this study uses a number of
strategies to increase parent engagement (including frequent
email communication, an “Invite Your Parent” icon displayed
on students homepage, facilitation of a parent-generated
“shared” set of school-specific rules among parents, etc). All
of these engagement strategies are sustainable if the program
were to be delivered outside of atria setting. Importantly, the
detailed measurement of internet-based engagement and
interaction with the program will provideimportant information
about the feasibility of engaging parents in internet-based
substance use prevention trials in the future.
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A potential limitation of this study is the use of self-report,
which could be subject to the social desirability bias. However,
previous research has demonstrated that self-report measures
of substance use among adolescents have yielded excellent
discriminant [50] and predictive [51] validity [46,52] and have
been found to be a reliable method of assessing the frequency
and quantity of adolescent alcohol use [53]. In addition,
researchers will use strategies to maximize the accuracy of
self-report, which have been successful in previous school-based
trials [18-21,23,24,37,46]; these strategies include blind
administration of any assessments within schools and a strong
emphasis on anonymity and confidentiality.

Attrition is another potential limitation to this study, which
could result from students not being present on the day of
assessments or not providing correct or complete contact details
to allow the research team to link their responses over time.
However, missing dataarelikely to be at random, and the chosen
data analytic techniques (mixed-effects regression modeling)
use all available data, thus reducing the bias brought about by
participant attrition.

The school sample used in this study (ie, Independent and
Catholic school types) may limit the generalizability of the
findings to the broader population. However, we do not expect
this factor to markedly impact the outcomes of the trial, as
previousresearch hasfound that the consumption and frequency
of cannabis use within independent (nongovernment) schools
was comparableto the larger population of young people of the
same age [18,60], suggesting that the consumption and
frequency of substance use is comparabl e between government
and nongovernment school types. Furthermore, the research
team aimed to recruit arange of schoolsfrom various geographic
regionsfor the study and used a stratified randomization scheme
when allocating schools to conditions to improve the
generalizability of the findings.
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An additional limitation of this study involvesthe need to obtain
active consent from participants, as this might introduce
selection bias. We aim to overcome this risk of selection bias
with arobust study design. Asthisisan RCT, both participants
intheintervention condition and control condition will volunteer
to participate; therefore, the impact of volunteering is likely to
be spread evenly across the two conditions. Although active or
voluntary consent procedures can introduce selection bias[61],
previous studies have found no differences in alcohal or illicit
drug use among students with passive or active consent [62].
Moreover, we aim to minimize the chance of selection bias by
offering support for participants, to ensure their understanding
of the consent form and what is required if they participate in
the study (ie, consent forms will be offered in both electronic
and hard-copy forms, and if required, the form can betranslated
into the preferred language of the participants). Ideally, passive
consent procedures would be used to maximize the number of
participantstaking part in thetrial; however, ethical restrictions
meant that we were required to use active consent procedures
in this study. As such, future research would benefit from the
use of passive consent procedures to reduce the impact of
selection bias on the outcomesin the study.

Conclusions

The CSP program was devel oped to address an unmet need for
an integrated, internet-based program for students and parents
to prevent alcohol and cannabis use. The CSP program fits
within the school PDHPE curriculum and overcomes barriers
to the implementation through online delivery, making it
scalable to meet the needs of students and parents across
Australia. If proven to be effective, this comprehensive program
could be implemented widely, as part of a national strategy to
significantly reduce the burden of disease, social costs, and
disability associated with early substance use in adol escents.
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Abstract

Background: New Zealand urgently requires scalable, effective, behavior change programs to support healthy lifestyles that
aretailored to the needs and lived contexts of Maori and Pasifika communities.

Objective: The primary objective of this study isto determine the effects of a co-designed, culturally tailored, lifestyle support
mHealth tool (the OL @-OR@ mobile phone app and website) on key risk factors and behaviors associated with an increased
risk of noncommunicable disease (diet, physical activity, smoking, and alcohol consumption) compared with acontrol condition.

Methods: A 12-week, community-based, two-arm, cluster-randomized controlled trial will be conducted across New Zealand
from January to December 2018. Participants (target N=1280; 64 clusters: 32 Maori, 32 Pasifika; 32 clusters per arm; 20 participants
per cluster) will be individuals aged >18 years who identify with either Maori or Pasifika ethnicity, live in New Zeadand, are
interested in improving their health and wellbeing or making lifestyle changes, and have regular access to a mobile phone, tablet,
laptop, or computer and to the internet. Clusters will be identified by community coordinators and randomly assigned (1:1 ratio)
to either the full OL @-OR@ tool or a control version of the app (data collection only plus a weekly notification), stratified by
geographic location (Auckland or Waikato) for Pasifika clusters and by region (rural, urban, or provincial) for Maori clusters.
All participants will provide self-reported data at baseline and at 4- and 12-weeks postrandomization. The primary outcome is
adherenceto healthy lifestyle behaviors measured using a self-reported composite health behavior score at 12 weeksthat assesses
smoking behavior, fruit and vegetable intake, alcohol intake, and physical activity. Secondary outcomes include self-reported
body weight, holistic health and wellbeing status, medication use, and recorded engagement with the OL @-OR@ tool.

Results. Trial recruitment opened in January 2018 and will close in July 2018. Trial findings are expected to be available early
in 2019.
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Conclusions:
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Currently, there are no scalable, evidence-based tools to support Maori or Pasifika individuals who want to

improve their eating habits, lose weight, or be more active. This wait-list controlled, cluster-randomized trial will assess the
effectiveness of a co-designed, culturally tailored mHealth tool in supporting healthy lifestyles.

Trial  Registration: Austrdia New  Zeadand

Clinical  Trials Register ACTRN12617001484336;

http://mww.ANZCTR.org.al/ACTRN12617001484336.aspx (Archived by WebCite at http://www.webcitation.org/71DX9Bsb)

Registered Report Identifier: RR1-10.2196/10789

(JMIR Res Protoc 2018;7(8):€10789) doi:10.2196/10789

KEYWORDS

behavior change; randomized controlled tria; co-design; mHealth; health behavior; noncommunicable diseases, New Zealand;

Maori; Pasifika

Introduction

New Zealand isranked third in the devel oped world with respect
to obesity rates, with amost one in three New Zealand adults
being obese (31.2%) [1]. High body mass index is now the
second-ranked avoidable risk to health (after unhealthy diet)
for the New Zealand population, accounting for 9.2% of total
disability-adjusted lifeyears[2]. Substantial ethnic inequalities
exist, with Maori (indigenous New Zealanders; 15% of total
population) and Pasifika (collective group of peoplerepresenting
different Pacific Island nations, predominantly from the South
Pecific region; 7% of total population) adults living in New
Zealand experiencing obesity rates 1.7 and 2.4 times higher
than those of non-Maori and non-Pasifika adults, respectively

(3.

The determinants of obesity are complex, and Maori and
Pasifika are disproportionately affected by socioeconomic and
dietary factorsthat predispose obesity and obesity-related illness
[4]. Interventions designed for the general population tend to
be less effective for Maori and Pasifika communities [5,6] and
may contribute to increased health inequalities [7].
Culturally-tailored interventions are generally more effective
[8] and have shown beneficial effectsin other countries[9-12].
Nevertheless, funding pressures make it difficult to sustain
resource-intensive interventions and maintain long-term health
promotion activities.

The broad population penetration of mobile and wireless
technologies and advancements in their app offers a potential
solution. In total, 92% of New Zealanders own a mobile phone
(67% own a mobile phone) [13] and 80% have internet access
[14]. Further, there are no significant differences in mobile
phone ownership or internet access by ethnicity or education
and few differences by age (for those aged <65 years) [13].
Formative research in New Zealand indicates that the majority
of Maori would be keen to use an mHealth intervention for
weight loss [15], and systematic reviews indicate that mHealth
interventions can lead to behavior change [16-19].

mHealth programs (ie, the usage of mobile and wireless
technologies designed to achieve medical objectives) [20] have
been shown to effectively help people change various health
behaviors [19,21-26] and improve other secondary risk factors
for cardiovascular diseases, such as blood pressure and
medication adherence [27]. Nevertheless, most mHealth
programs are designed with minimal input from end-users and

http://www.researchprotocols.org/2018/8/e10789/

lack tailoring to cultural needs. As aresult, such interventions
often have poor uptake and low rates of use by these
communities and end-users [28].

The OL@-OR@ (pronounced *“ola ord’) project
(ACTRN12617001484336) consists of two stages: a co-design
phase and a trial phase. The co-design phase focused on the
development of aculturally-tailored, lifestyle support mHealth
tool (mobile phone app and website) for Maori and Pasifika
communities in New Zealand (conducted between June 2016
and October 2017). Subsequently, a systematic and
theory-driven approach was applied to the selection of relevant
culturally-tailored behavioral determinants and change
techniques, informed by the co-design data gathered. The
cluster-randomized trial described in this protocol was
co-designed with communities to measure the impact of the
OL @-OR@ mHealth tool on key preventable risk factors for
noncommunicable disease, specifically diet, physical activity,
smoking, and a cohol use.

Methods

Co-Design

The trial was designed using the same participatory co-design
principles that underpinned the first phase of the OL @-OR@
study. An academic-community partnership has been established
guided by the principles of participation and protection and
aligned with New Zealand's Treaty of Waitangi (founding
document). Maori- (ie, kaupapa) and Pasifika-specific research
approaches have been applied throughout the design of the
mHealth tool and the trial [29]. Toi Tangata, a Maori health
promotion provider, led the engagement process with Maori
(involving communities in the Wellington and Auckland
regions), and two Pasifika health providers, The Fono in
Auckland and South Waikato Pacific Islands Community
Services Trust in Tokoroa, led the engagement processes with
their local communities. This paper focuses onthe OL @-OR@
trial phase. During several hui (meetings) attended by Maori
and Pasifika community representatives and academics,
decisions were made regarding the trial design, including the
community-based cluster trial design, the control condition,
primary and secondary outcome measures, recruitment methods,
and timelines.
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Study Design

Thistrial protocol adheresto the SPIRIT guidelines (Multimedia
Appendix 1). A two-arm, parallél, cluster-randomized controlled
trial will be conducted in New Zealand between January and
December 2018. The aim is to recruit 1280 participants from
64 clusters (32 Maori, 32 Pasifika); 32 clusters per arm (16
Maori, 16 Pasifika); 20 participants per cluster.

Eligibility Criteria

Theclustersconsist of Maori or Pasifikagroups or communities
identified by the community partners (Multimedia Appendix
2). A cluster was defined as any distinct location or setting in
New Zealand where likeminded people or those with shared
interests congregate, including a church, marae (meeting
grounds), school, workplace, sports club, or community group.
Individual participants are eligible if they are a member of a
participating cluster; residein New Zealand; are aged >18 years,
have regular access to a mobile phone, tablet, laptop, or
computer; haveregular accessto internet (at |east once aweek);
are able to provide written consent (e-consent); and have an
email address or are prepared to create an email account.
Although peoplewithin clusters may self-identify asboth Maori
and Pasifika, for the purposes of the analysis, they will be
recorded as Maori if they are part of a Maori cluster and as
Pasifikaif they are part of a Pasifika cluster.

Recruitment

Recruitment will be community-led, that is, Maori and Pasifika
community coordinators will identify eligible clusters and
approach a potential leader within these clusters. Once initial
contact has been made with the identified cluster leaders, they
will be given information on what is required to be involved
with the study, including outlining the process of being
randomized to control or intervention conditions. Cluster |eaders
will then provide informed consent for participation of their
group or community in the study. The next step will be for the
cluster leadersto begin recruiting individual participantsfor the
trial. Specific recruitment methodswill includeinviting potential
participants to face-to-face information sessions on the trial
using social media (eg, Facebook), posters, brochures, other
advertising material, and word-of-mouth and inviting established
networks and groups previously formed with the community
partners.

Potential participants will also be able to enroll in the trial if
they are invited by an existing tria participant via the
OL @-OR@ tool or if they share aphonewith atrial participant
who has downloaded the OL @-OR@ tool on that phone.

Study Procedures

People who are identified as part of a cluster by their local
community coordinator will beinvited to participate in the study.
An information meeting will be organized to provide details
about the study and answer any questions that potential
participants may have. Potential participants will be provided
with a copy of the participant information sheet and brochure.
Those who are interested and meet the inclusion criteria may
sign up for the study with their local community coordinator.
Potential participantswho indicate interest will be sent an email
with study registration details. By clicking onalink in the email,
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they will be able to complete their registration details and
provide e-consent (participants consenting using a
computer-based consent form). They will then complete baseline
guestions online. Once all questions are complete and theterms
of use are accepted, participants will be able to download the
OL@-OR@ tool (intervention) or a data collection version of
the app (control) on their device. If they do not have a mobile
phone or tablet, participantswill be ableto accessaWeb version
through a link provided. All participants will be asked to use
the app (or Web version) for 12 weeks and keep the app running
on their device for (at least) the whole 12-week period. At 4-
and 12-weeks, Web-based follow-up assessments will take
place. After 12 weeks, participants in intervention clusters can
continue using the app if they wish. Participants assigned to the
wait-list control condition will be able to download the full app
or use the Web version once they have completed the 12-week
guestionnaire.

Randomization, Allocation Concealment, and Blinding

Clusters will be randomly assigned in a 1:1 ratio to either the
intervention or control condition using a computer-generated
randomization list prepared by the study statistician. Block
randomization will be used with variable block sizes of 2 and
4, stratified by locality (Auckland or Waikato) for Pasifika
clusters and by region (rural, urban, or provincial) for Maori
clusters to ensure these factors are balanced across the two
randomized groups. The randomization list will be concealed
until the point of randomization for al clusters. Randomization
codeswill be kept securein arestricted computer-based project
file and will only be accessible to the project manager and
project coordinator who will disclose these to community
coordinatorswhen clusters have been identified and participants
have signed their agreements. Due to the nature of the
intervention, it will not be possible to blind participants or
research staff to the use of the different intervention conditions
of full versus basic (data collection only) version of the
OL@-OR@ tool. The risk of contamination between cluster
arms is minimized via selection of distinct clusters located in
different settings and communities around New Zealand. The
OL@-OR@ system has aso been designed so that it is not
possible for participants in one arm of the tria (control or
intervention) to invite participants in the other arm.

Study Intervention

I ntervention Design

The OL@-OR@ tooal is designed to help Maori and Pasifika
and their whanau (extended family) to improve their health and
wellbeing by making small positive, culturally relevant changes
to their lifestyle. Co-design methods were used to capture and
understand the needs of members of Maori and Pasifika
communities. These methods fostered expression, reflection,
and sharing and informed the development of the intervention.

Ethnic-specific models of health and wellbeing [30-33] were
used to interpret the co-design data and to select relevant
enablersand barriers of health behavior change, behavior change
techniques, and intervention featuresthat align with the cultural
needs and wants of its users. The Theoretical Domains
Framework [34] and Behavioral Change Taxonomy [35,36]
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were used to map similarities and differences in identified
behavioral determinants and change techniques to those
confirming that the OL@-OR@ intervention aligns with
evidence-based behavior change principles[37].

Feedback from community focus groups on desired content
(physical activity, family, and healthy eating) and themes
(holistic wellbeing, connecting, motivation and support, and
health literacy) were integrated with established behavioral
determinants and change techniquesto create the mHeal th tool
content and features. The design features and proposed functions
were presented using wireframes. These were taken back to
communities in a continuous two-way iterative improvement
process until an agreement wasreached that the final wireframe
design reflected community wants and needs. A cross-platform
(i0S, Android, and Web-based) prototype of the app was created
in-house by a team of developers using Apache Cordova and
Drupal 8 platforms. The final app was released on Google Play
and the App Store.

The tool supports users to set goals and specific steps to reach
those goals. Users are encouraged to invite othersto join them
on their journey and can collect online reward tokens as they
achieve their goals. The tool aso provides information
concerning healthy eating, physica activity, local activities,
and hedlth services. Lifestyle trackers help users to monitor
their progress (see Multimedia Appendix 3 for screenshot
examples of tool features). Regular culturally-tailored reminders
and motivational messages (4-5 messages each week) are also
sent to motivate usersto reach their goals. These messages are
delivered via notifications through the app and are stored in the
message section of the app. At the beginning of each week, one
whakatauki (motivational message) will be sent. Lifestyle
messages including culturally-tailored tips on eating more
healthily, doing more physical activity, reducing stress,
improving sleep, and weight losswill be sent weekly. Also, any
participants who report that they smoke will receive weekly
messages about smoking cessation. Participantswill also receive
messages highlighting how to use specific features of the tool
(weekly) and goal reminders at the end of each week reminding
them to review or set new goals (see Multimedia Appendix 4
for examples of motivational messages).

Control Condition

Clusters assigned to the control condition will receive a basic
version of the OL@-OR@ tool. This version will only collect
data (baseline and 4-week and 12-week questionnaires) and
provide a weekly motivational message thanking participants
for partaking in the study and counting down the weeks until
they receivethefull OL @-OR@ tool at the end of the 12 weeks.
The countdown is to help motivate those in the control group
to complete the study. At the end of the study, when all
assessments are completed, participants in the control clusters
will be able to download the full OL @-OR@ tool to use for as
long as they wish. Example screenshots from the control app
can be seen in Multimedia Appendix 5.

Recompense for Involvement in the Study

To acknowledge participants' time and involvement in the study,
koha (gift or donation) will be available for each cluster (NZ
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$500 per cluster of 20 participants, prorated per number of
participants recruited for clusters of fewer than 20 participants).
The community partners will decide the best way to provide
koha to the communities involved (eg, provision of a voucher,
cash for the community, a donation to a named charity, or
purchasing of equipment for the community). Some clusters
may elect to share the koha equally between enrolled
participants.

Baseline Assessments

At baseline, datawill be collected from each cluster concerning
the community type (eg, achurch community or a sports club),
predominant ethnicity in the community, approximate number
of community members, approximate number of cluster
members interested in participating in the study, and cluster
leader and contact details.

In addition, the following datawill be collected at baselinefrom
each study participant:

«  Sociodemographic data: date of birth, gender, ethnicity,
hapu (Maori subtribe) and iwi (Maori tribe) whererelevant,
highest education level, and annual household income.

« Anthropometric data: self-reported weight (in kilograms)
and height (in centimeters).

« Headlth status: self-reported health condition(s) defined as
being told by a doctor that they have high blood pressure,
high cholesterol, diabetes, or heart disease.

« Physical activity: measured by the Godin Leisure Time
Physical Activity Questionnaire [37].

«  Smoking behavior: measured by 7-day point prevalence of
self-reported smoking abstinence [38].

« Alcohal intake: measured by the Alcohol Use Disorders
I dentification Test Consumption [39].

«  Fruit and vegetable consumption: measured by items used
in the New Zealand Health Survey [40].

« Kava consumption: questions include “Do you consume
Kava?" “How often do you consume Kava?" and “How
many Kava drinks do you consume in atypical week?’

« Holigticwellbeing (for Maori participantsonly): Tahononga
(cultural connections), Mauri (life force or essence),
wellbeing, whanaungatanga (family wellbeing and social
connectedness) and Rangatiratanga (self-determination,
motivation, and management), measured by 16 questions
informed by Maori health models Te Whare Tapa Wha
[30] and Te Pae Mahutonga [27] and adapted in part from
the Hua Oranga Maori menta hedth assessment
questionnaire [31]. Answers are measured on a 6-point
Likert scale.

« Holisticwellbeing (for Pasifika participants only): spiritual,
physical, mental, and family wellbeing measured by
10-items designed for the purpose of this study based on
the Fonofale Model [33], the Ottawa Charter and Hua
Oranga[32]. All answers are measured on a 5-point Likert
scale.

« Pacific and Kiwi-New Zealand Heritage and Lifestyle
(Pasifika participants only): Attitudes and beliefs about
Pacific and Kiwi-New Zealand heritage and lifestyle
measured using an 8-item cultural affiliation questionnaire
[41,42]). Answer categories consist of a5-point Likert scale.

JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e10789 | p.62
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

Primary Outcome M easure

The primary outcome for the trial is participant adherence at
12-weeks to the recommended health guidelines, as defined by
a self-reported composite health behavior score based on the
European Prospective Investigation into Cancer-Norfolk
Prospective Population Study [38] and as used in a previous
trial evaluating the effectiveness of an mHealth-delivered
comprehensive cardiac rehabilitation program [43]. This
composite score includes. smoking (1: not currently smoking,
0: had =1 cigarettes in past 7 days), fruit and vegetable intake
(2: =5 servings daily, 0: <4 servings daily), alcohol intake (1:
<13 units per week, 0: =14 units per week), and physical activity
(1: =14 units of moderateto vigorous activity/week, 0: <13 units
of moderate to vigorous activity/week). Scores range from 0 to
4 based on the number of health guidelines met. Participants
are classified as adherent if they score 3 or more out of 4 and
nonadherent if they score 2 or less. These measures are assessed
at anindividual level but analyzed and reported at acluster level
(as are the secondary measures).

Secondary Outcome M easures

Secondary outcome measures will be collected at 4- and
12-week follow-up assessments via a Web-based questionnaire
and include the same health behavior outcomes as those assessed
at baseline (physical activity, smoking, acohol intake, and fruit
and vegetable consumption) and holistic wellbeing. At 12-week
follow-up, user engagement and interaction with the mobile
phone app will be quantified using an engagement index [44].
The index is an adapted version of the Web Analytics
Demystified Visitor Engagement Index [45]. The original index
comprised 7 subindices (click depth, loyalty, recency,
interaction, feedback, brand, and duration indices). Although
measuring all indicesis ideal, the Web Analytics Demystified
Visitor Engagement Index protocol emphasizes that the
calculation can be adapted to suit the project [45]. Therefore,
in line with a previous study assessing user engagement of an
mHealth intervention [44], we will select relevant Web metrics
to develop a composite engagement index for users of the
OL @-OR@ tool. These metrics will include session duration,
page views per session, and the number of push notifications.
They will be used to calculate the following subindices: (1)
click depth index: the number of pages participants view per
session in the app, (2) loyaty index: the frequency of
participants accessing the app after they commence the
intervention, (3) interaction index: the number of push
notifications sent through the app that are opened, (4) recency
index: time lag between each session when the participant
accessed the app, and (5) feedback index: self-reported 20-item
measure of participant satisfaction with the app (questionsrelate
to ease of navigation, usefulness of information, hel pful ness of
notifications, and satisfaction with the look of the app) [44].

The overall engagement index summarizesthe subindicesfrom
date of registration to 12-week follow-up. The overall index
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will provide a score for each participant that measures overall
engagement with the app during this period. Cutoff pointswill
be developed based on the distribution of the total sample’'s
index scoresusing tertiles. Participantswill then be categorized
as either poorly, moderately, or highly engaged. A summary of
all assessments and the stage at which each will be measured
isoutlined in Table 1.

Sample Size

Recruiting 640 participants (16 clusters per arm, 32 clustersin
total) will provide 80% power at a 5% level of significance
(two-sided) to detect a between-group difference of 15% in the
primary outcome at 12 weeks postrandomization, assuming the
proportion of participants adherent to healthy lifestyle behaviors
in the control group is 30% [43] and an intracluster correlation
coefficient of 0.05 [46]. The inflation factor is approximately
3, that is, (1+40-1x0.05), which inflates n=160 per arm in a
standard randomized controlled trial to n=480 per arm in a
cluster-randomized trial under the same assumption. However,
weaim to recruit 1280 participantsin total from 64 clusters (32
Maori clusters and 32 Pasifika clusters). This sample size will
provide 80% power for the analysis of Maori and Pasifika
participants separately if our recruitment target is met.

Statistical Analyses

Baseline data collected from all participantswill be summarized
by treatment group, overall, and by ethnic-specific clusters
(Maori and Pasifika). Information collected at the cluster level
will also be reported. Continuous variables will be presented
as numbers observed, means, and SDs. Categorical variables
will be presented as frequencies and percentages. Since any
differences between randomized groups at baseline could only
have occurred by chance, no formal significance testing of
baseline differences will be conducted.

The effect of the intervention will be evaluated using an
intention-to-treat analysisincluding all clusters and participants
in the group they are randomized to, regardless of whether they
receive or complete that treatment. The proportion of
participants who are adherent to lifestyle change (=3 of 4
behaviors) at the end of the 12-week intervention period will
be compared between the two treatment groups using
generalized linear mixed models with a random cluster effect
and adjusting for important baseline confounders. Missing
participant data will be taken into account in the mixed model
estimates by maximum likelihood, assuming they are missing
at random. Similar regression analyses will be conducted on
secondary outcomes using the link function appropriate to a
continuous or categorical variable. Intracluster correlation
coefficients will be estimated. Subgroup analysis will be
conducted for Maori and Pasifika clusters separately. Statistical
analysis will be performed using SAS 9.4 (SAS Ingtitute Inc,
Cary, NC, USA). All statistical tests will be two-sided at a 5%
significance level.
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Table 1. Schedule of enrollment, interventions, and assessments.
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Time point Enrollment (Week 0)

Allocation (Week 0)

Postrandomization (Week 4)  Close-out (Week 12)

Enrollment
Eligibility screen Xa
Informed e-consent? X

Contact details X

Interventions®
OL @-OR@ mHealth tool
Wait-list control
Assessments
Age, sex, ethnicity
Socioeconomic details
Contact details
Smoking behavior
Physical activity
Alcohol intake
Fruit and vegetable intake

X X X X X X X X

Anthropometry (self-reported weight,
height)

Health status
Medication use
Kava consumption

Holistic wellbeing

X X X X X

Pacific and New Zealand heritage and
lifestyle?

Click depth index
Loyalty index
Interaction index
Recency index

Feedback index

X X X X X X X
X X X X X X X X

X X X X X

X X X X X

X indicates the presence of assessments required at particular time periods during the trial.

PConsent usi ng a computer-based consent form.
CIntervetion was continuous from week 0 to week 12.
pasifika participants only.

Engagement I ndex

Basic descriptive dataanalysiswill be performed on the metrics
and components of the engagement index as well as the final
index score [44]. To analyze the index score, cutoff points will
be developed based on the distribution of the index scores of
the total sample using tertiles. Participants will be categorized
as either poorly, moderately, or highly engaged. Group
comparisons between poorly, moderately, or highly engaged
participants will be conducted using generalized linear mixed
models. Additional analyseswill be performed to determinethe
association between the index and sociodemographic
characteristics of the participantsincluding their education level,

http://www.researchprotocols.org/2018/8/e10789/

ethnicity, age, annual household income, device type (Android
or i0S), and system type (app only, Web only, or app and Web).

Data M anagement

Data from the trial will be entered into the Drupal database at
the study center (Nationa Institute for Health Innovation,
University of Auckland, New Zealand). Information about study
subjectswill remain confidential in keeping with the obligations
set out in the Privacy Act 1993, the Health Information Privacy
Code 1994 and Section 22B-221 of the Health Act 1956. Access
to all study data will be restricted to research staff directly
involved in conducting or monitoring the study. Confidentiality
will be protected using study registration numbers, and only
aggregated and deidentified datawill be reported. Computerized
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information will be password protected, and hard copy
information (such as cluster agreements) will be kept in alocked
filing cabinet under the responsibility of community
coordinators. All reports from the study will be written such
that no individuals can be identified. Paper records, electronic
files, and source documents will be retained for 6 years from
the termination date of the study, in accordance with the
requirements of the Privacy Legidation and the Health
(Retention of Health Information) Regulations 1996.

Ownership of Data

Individual study data will remain the property of individual
study participants. The study center will have theresponsibility
for storage, protection, and retrieval of the study data. The
University team will have the responsibility for the safe
guardianship and use of the datain consultation with the wider
project team. The Maori community partners will have
guardianship over the datafor Maori participants. Accessto the
data, all analyses, and dissemination of the datawill bethejoint
responsibility of the University team and the Maori Community
partners. Maori community partners will review and interpret
al analyses involving Maori data and agree on key findings
before dissemination.. The same principles apply to data for
Pacific participants where Pacific community partnerswill have
guardianship.

Ethical Approval and Informed Consent

Ethics approval for the trial was obtained from the Northern B
Health and Disability Ethics Committee of New Zealand
(17/NTB/152/AMO01, approved on November 17, 2017). Ethics
approval for any amendments to the study protocol will be
sought prior to theimplementation of the changes (information
on thetrial registry will be updated accordingly). Maintenance
of confidentiality and compliance with the Privacy Act will be
emphasized to all study participants. Study participation will
be entirely voluntary, and participants may withdraw from the
study at any time, without having to provide a reason, by
contacting the research team. A participant information sheet
and consent formwill be given to participantswho areidentified
as being part of a cluster by the local community coordinator
during an information meeting. E-consent will be obtained at
the time of registration once participants have had the
opportunity to read the participant information sheet and ask
any questions to their local community coordinator or other
members of the study team. If any participants suffer harm from
trial participation (which is unlikely), they should be eligible
for compensation via their private health or life insurance or
viaNew Zealand's Accident Compensation Corporation scheme.

Trial Governance

Trial governance includes a steering committee (on which all
authors sit) and atrial management team who will manage the
day-to-day processes of the trial, including data management.
Thistrial does not meet two or more of the criteriarequired for
the establishment of a Data Safety and Monitoring Committee

[47].
Dissemination Policy

Results will be disseminated regardless of the magnitude or
direction of treatment effect. Dissemination will include adding
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tria resultstotrial registration within 1 year of trial completion,
feedback to trial participants, publication in an international
journal and national and international mediareleases (including
Maori, Pecific, and mainstream media channels) at the time of
journal publication, and presentations to participating
communities and relevant local, national, and international
audiences (including health service funders and providers). In
New Zealand, this will include but will not be limited to the
Ministry of Health, District Health Boards, Maori and Pecific
health provider organizations, general primary health
organizations, nongovernment organizations, and health
professionals. Criteriafor authorship of any papersarising from
the trial will be taken from the International Committee of
Medical Journal Editors[48].

Extended Follow-Up of Study Participants

Longer-term follow-up (beyond the 12-week follow-up period
of the trial) will be via the New Zealand Integrated Data
Infrastructure (IDI) [49]. Participants will be asked if they
consent to data gathered in thistrial being linked to IDI using
their unique nationa identifier to facilitate longer-term follow-up
and assessment of health information that may be influenced
by this study, for example, blood tests (blood glucose and
cholesteral), visits to health professionals, and diabetes and
heart disease medication use. IDI is a large national database
containing microdata about people and households in New
Zealand. Datais derived from arange of government agencies,
Statistics New Zealand surveys, and nongovernment
organizations. We have ethics approva to examine such data
once ayear for amaximum of 5 years after the study ends. All
information will be anonymized and will not be linked to
information that could identify participants. Written consent
will be sought from study participants.

Results

Trial recruitment opened in January 2018 and will closein July
2018. Tria findings are expected to be available early in 2019.

Discussion

Most mHealth interventions are designed with minimal input
from end-users and lack tailoring to specific (cultural) needs
[50]. A culturally-tailored mHealth tool (mobile phone app plus
website) aimed at supporting healthier lifestyles among Maori
and Pasifika communitiesin New Zealand was co-designed by
an academic and community partnership team [24]. This
ground-up work informed a theory-driven approach to content
devel opment, including identification of key themes and content
domains, selection of behavioral determinants and change
techniques, and development of features and functionalities of
the mHealth tool.

Comparable user-centered principles were applied to
co-designing a community-led, cluster-randomized, wait-list
controlled trial to evaluate the impact of the mHealth tool on
health behavior change. As such, this project is engaging with
communities in a meaningful way throughout the research
process, from development to evaluation of the mHealth
intervention. Thisapproach hasnot only resulted in an mHealth
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tool that aligns with the needs, wants, and lived (cultural) increased engagement and empower communities to make
contexts of Maori and Pasifikacommunitiesbut also anticipated  positive lifestyle changes.
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Abstract

Background: Young black and Latinx, gay, bisexual, and other men who have sex with men (YBLGBM, aged 18-29 years)
have among the highest rates of new HIV infectionsin the United States and are not consistently reached by existing prevention
interventions. Preexposure prophylaxis (PrEP), an oral antiretroviral regimen taken daily by HIV-uninfected individual sto prevent
HIV acquisition, is highly efficacious in reducing HIV acquisition and could help stop the HIV epidemic in YBLGBM. Use of
social media (eg, Facebook, Twitter, online dating sites) is ubiquitous among young people, providing an efficient avenue to
engage YBLGBM to facilitate PrEP adoption.

Objective: Our overall goal was to develop and pilot test a theoretically grounded, social media—based, peer-led intervention
to increase PrEP uptakein YBLGBM. We used diffusion of innovation and information-motivation-behavioral skillsframeworks
to (1) identify potential factors associated with interest in and adoption of PrEP among Y BLGBM; (2) develop Empowering with
PrEP (E-PrEP), asocial media—based, peer-led intervention to increase PrEP uptakein Y BLGBM; and (3) pilot test the feasibility
and acceptability of E-PrEP, and determine its preliminary efficacy for increasing adoption of PrEP by YBLGBM. We describe
the development and protocol for E-PrEP.

Methods: Using a participatory research approach, we partnered with YBLGBM intervention development partners to develop
asocia media—based behavioral intervention to facilitate PrEP uptake, which involved an online messaging campaign disseminated
by YBLGBM peer leadersto their existing online networks. We designed the 6-week campaign to provide education about PrEPR,
increase motivation to use PrEP, and facilitate access to PrEP. We then conducted a cluster-randomized trial of E-PrEP compared
with an attention-matched general health control condition (E-Health) among YBLGBM aged 18 to 29 years to assess E-PrEP's
feasibility, acceptability, preliminary efficacy for increasing self-reported intention to use PrEP, PrEP uptake, and impact on
knowledge and attitudes about PrEP at 12-week follow-up (6 weeks after the end of the online campaign).
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Results: From October 2016 to March 2017, we developed, pretested, and refined E-PrEP with 6 YBLGBM intervention
development partners. From May to June 2017, we recruited, enrolled, and randomly assigned 10 peer leaders (n=5 for each
condition). The 10 peer |eaders then recruited and enrolled 152 participants from their existing online networks (range 3-33 per
peer leader), during June and July 2017. I ntervention follow-up was completed after 12 weeks, in November 2017, with analyses
underway.

Conclusions: We hypothesize that, compared with E-Health, participants randomly assigned to E-PrEP will be more likely to
express intention to use PrEP and greater PrEP uptake, and will also show changes in potential mediators of PrEP uptake
(knowledge, attitudes, stigma, and access). A Web-based biobehavioral intervention model such as E-PrEP could be rapidly
scaled even with limited resources and have significant population-level impact.

Trial Registration: ClinicalTrials.gov NCT03213366; https://clinicaltrials.gov/ct2/show/NCT03213366 (Archived by WebCite

at http://lwww.webcitation.org/71onSdcXY)
Registered Report Identifier: RR1-10.2196/11375

(JMIR Res Protoc 2018;7(8):€11375) doi:10.2196/11375

KEYWORDS

pre-exposure prophylaxis, HIV; social media interventions; HIV prevention; social network intervention; social media; social

networking; telemedicine

Introduction

The Role of Social Mediain HIV Prevention

Gay, bisexual, and other men who have sex with men (GBM)
make up 2% to 3% of the adult population [1] and continue to
account for the majority of the 40,000 new HIV infections
occurring annually in the United States. HIV disparitiesaffecting
young GBM, and particularly young black and Latinx (a
gender-neutral term sometimesused in lieu of Latino or Latina),
gay, bisexual, and other men who have sex with men
(YBLGBM), are even more pronounced. Y BLGBM have some
of the highest rates and incidences of HIV [2-5]. While many
effective behavioral HIV prevention interventions have been
developed, these programs often do not reach an estimated
three-quarters of young GBM [6]. This lack of reach may be
partly explained by the inability to engage YBLGBM who do
not identify as gay or bisexual, or who are unlikely to present
in person to leshian, bisexual, gay, and transsexual— or
HIV-affiliated settings or sexually transmitted infection clinics,

where most interventions have traditionally taken place To
reducethe burden of HIV in Y BLGBM, rapid devel opment and
implementation of new prevention strategies with a broader
reach are urgently needed [7-10].

Preexposure prophylaxis (PrEP) with oral antiretrovira
medication is a highly effective biomedical HIV prevention
strategy. In clinical trias, daily PrEP has been found to be
extremely efficacious (>95% when taken daily) in preventing
HIV infection in men who have sex with men, heterosexuals,
and injection drug users [11-14]. Less is known about the
real-world impact of PrEP on Y BLGBM . Current dataindicate
that young black and Latinx men have lower rates of PrEP
uptake than other groups of men [15], suggesting disparitiesin
knowledge, interest, or access to this new prevention tool.
Ensuring access to PrEP by YBLGBM is paramount [16,17],
including facilitating access to information and resources to
support decision making about PrEP use[17-20]. New scalable
interventions that can rapidly disseminate information and

http://www.researchprotocols.org/2018/8/e11375/

support PrEP uptake are needed to achieve this goal and to
reduce the burden of HIV in this population.

Social mediamay be one such tool that could hel p support PrEP
adoption by YBLGBM. Asatool for behaviora interventions,
socia mediaemploysinternet-based technologies (eg, Facebook,
Instagram, and Twitter) to support interactive dial ogue through
the exchange of user-generated content in online networks[21].
Social mediaaccess and use by young peopleisubiquitous, and
disparitiesin use by race/ethnicity or income are minimal among
youth [22-24]. A prior study in low-income YBLGBM in New
York , NY, USA, showed universal access to and daily use of
multiple social media sites, even among homeless YBLGBM
[25]. Other studies showed that YBLGBM are readily
identifiable and accessible through social media, and that many
use these sites to seek sex partners [26,27]. Given their high
risk of acquiring HIV [24,28-32], their extensive use of mobile
phones and the internet, and the failure of traditional HIV
interventions to reach YBLGBM, social media may be
particularly efficient for engaging this population [33].
Objective

Although several studies of social media—based health
interventions have been published [8,29,30,34-37], best practices
inthisfield for HIV prevention are unknown and evolving. The
overall goal of this study was to develop a culturally tailored,
peer-led, social media—based behavioral intervention to support
PrEP uptakein YBLGBM. Our aims were to use a diffusion of
innovation (DOI) framework to (1) determine potentia factors
associated with interest in and adoption of PrEP among
YBLGBM,; (2) develop Empowering with PrEP (E-PrEP), a
social media—based, peer-led intervention to increase PrEP
uptake in YBLGBM aged 18 to 29 years in New York City;
and (3) pilot test feasibility and acceptability, and determine
preliminary efficacy of E-PrEP for increasing adoption of PrEP
by YBLGBM. This paper describes the development of the
E-PrEP intervention and the study protocol.
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Methods

Overview

We first developed, pretested, and refined the Web-based
intervention (E-PrEP) (intervention development phase). We
then conducted a 2-arm cluster-randomized controlled trial to
evaluate the feasibility, acceptability, and preliminary efficacy
of E-PrEP, compared with an attention-matched general health
control condition (E-Hesalth). Werandomly assigned Y BLGBM
peer leaders to either the E-PrEP intervention or the E-Health
control condition. Peer leaders were trained to deliver the
intervention or control condition intheir assigned arm, and then
recruited YBLGBM individuals from their existing online
networks (network participants) to complete a Web-based
screening and baseline survey. Eligible network participants
were enrolled into the trial and assigned to either a private
Facebook group (Facebook, Inc, Menlo Park, CA, USA) or
Instagram (Instagram Inc, Menlo Park, CA, USA) feed,
connected to the peer leader who recruited them. Network
participants were thus assigned to the intervention or control
condition based on their peer leader’s assignment. Peer leaders
then launched an online campaign by posting intervention or
control condition content (eg, articles, video clips, and
infographics) almost daily to their respective private groups,
and by attempting to engage their network participants in
discussions of the material s being posted. The online campaign
occurred over a 6-week period, after which participants
completed an immediate postintervention assessment and
another postintervention assessment after 6 additional weeks
(12 weeks after the start of the campaign).

Theoretical M odels

We developed E-PrEP based on DOI [38] and
information-motivation-behaviora skills (IMB) [39] models.
The DOI model posits that a new innovation (eg, PrEP) is
adopted over time through communication among members of
asimilar social system in a staged process, involving changes
in norms and perceived attributes about the innovation [40,41].
Stages in the process include acquiring knowledge of the
innovation, which may lead to interest and then a decision to
adopt or reject the innovation, followed by actual adoption or
rejection. In Figure 1 [42,43], we highlight elements of the
innovation (PrEP) that may influence adoption, based on DOI
theory. These are relative advantage (the benefits of using PrEP
relativeto other HIV prevention strategies), compatibility (PrEP
fitting into potential users’ routines or existing behaviors),
perceived simplicity (PrEP being relatively easy to acquire and
use), and trialability (ability to try PrEP without long-term
commitment).

While the DOI framework is highly informative, it does not
explicitly provide a pathway to develop skills for adoption of
an innovation (eg, navigating health care systems to obtain
PrEP). Therefore, we also incorporated all components of the
IMB framework [44]. The IMB model posits that fostering
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information acquisition, increasing motivation, and building
behavioral skillsare needed to change HIV prevention behaviors
(eg, PrEP use) [45] and has been recently proposed as a model
for guiding PrEP uptake interventions [46].

Using these 2 model s as guides, we sel ected relevant behavioral
targetstoincrease PrEP adoption focusing on (1) communication
channels and messengers, (2) sociocultural factors and norms,
and (3) perceived attributes (Figure 1). We then used a
community-based participatory research approach [47-49] to
develop E-PrEP messagestargeting the DOI and IMB domains,
and stages of knowledge and information, interest and
motivation, acquisition of behavioral skills, and decision (to
adopt PrEP).

Setting

All aspects of the study took placein New York City. The HIV
epidemic in New York City mirrors US national trends, with
new infections disproportionately occurring among Y BLGBM
[50]. PrEP, which is covered by Medicaid and most other
insurers in New York State, is now widely accessible in New
York City. New York State has a PrEP assistance program to
help with costs associated with clinical services (eg, officevisits,
laboratory tests) for uninsured and underinsured patients, and
there is a large network in New York City of leshbian, gay,
bisexual, transgender, and queer (or questioning)
(LGBTQ)-affirming and -competent medical providers who
prescribe PrEP.

Development of the E-PrEP Intervention and
Attention-Matched Control Conditions

I ntervention Development Overview

We designed E-PrEP based on formative work conducted by
our team [51], in which peers used multiple social media
platformsto promote HIV testing using creative messaging and
led other socia media-based HIV interventions [52,53].
Community-based participatory research methods [47-49,54]
guided the development of E-PrEP, with input from a group of
6 YBLGBM intervention development partners experienced in
HIV and PrEP outreach in New York City, whom we recruited
through an existing HIV outreach initiative for YBLGBM. We
selected Facebook and Instagram as the platforms for the
intervention, as these are the 2 general social media sites most
frequently used by the target population. We did not restrict the
intervention to a single platform to provide flexibility, as not
all YBLGBM use both sites equally. We developed all contents
for both E-PrEP and the control condition (E-Health), and
created a content posting and activity guidefor all 6 weeks (see
Multimedia Appendix 1 for additional details). We standardized
E-PrEP in its mode of delivery, types of digital media and
contents, and sequence of topics posted and discussed, but
during the intervention each peer leader tailored the exact
language of each post based on their individual communication
style. All materials, including assessments, were mobile phone
optimized.
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Figure 1. Empowering with PrEP (E-PrEP) conceptual model. DOI: diffusion of innovation; IMP: information, motivation, behaviora skills; PrEP:
preexposure prophylaxis. Adapted from Fisher and Fisher [42] and Rogers [43].
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Selection of Targets for E-PrEP

We selected potentially modifiable targets to inform message
content based on the DOl and IMB models. We aso
incorporated findings from a qualitative study of local
YBLGBM [55], a systematic review of barriers to and
facilitators of PrEPR, which included asystematic content analysis
of online posts about PrEP by men who have sex with men [56],
and input from our intervention development partners. Messages
were presented using digital media (eg, text, pictures,
infographics, and video clips) and posted online based on
findings from prior Web-based interventions/57,58] and on
social mediamarketing principles[59]. We designed the content
to engage participants in online discussions about HIV
prevention, PrEP, and hedlth care [57]. To retain YBLGBM
and prevent intervention fatigue [7,60], peer leaders and
participants were encouraged to post other items of interest,
regardless of their relevancy to HIV or PrEP (eg, pop-culture
posts, picturesfrom recent events, or discussion of current news)
[10,61].

Development of E-PrEP Intervention Contents

We used an iterative and participatory approach to inform the
contents of each E-PrEP online post. First, the research team
and our intervention development partners created a digital
medialibrary of PrEP educational contents by searching social
media (Facebook, Instagram, Twitter, and YouTube) and
websites with publicly posted and shareable information about
PrEP and accessing health care in the United States. Next, we
elicited feedback from the intervention development partners
about the following attributes for each mediaitem: their overall
thoughts, the comprehensibility, aesthetic appeal, engagability,
and informativeness of the item, whether the intervention
development partnerswould actually share the mediaitem, and
whether they thought their YBLGBM friends would be likely
to view or click on the media item. Then, we took the
highest-rated items and mapped them onto a matrix including
DOI and IMB domains, aswell asbarriersto and facilitators of
PrEP, to ensure that all relevant topics were covered.
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E-PrEP Content

Specific E-PrEP Components

Table1[62-70] lists examples of E-PrEP intervention contents.
The content, formats, and mode and timing of delivery of
E-PrEPwereinformed by theintervention devel opment partners
during the intervention development phase, with ongoing input
from the peer leaders during intervention implementation.
Existing local resources, LGBTQ-friendly clinics, and an
existing LGBTQ patient navigator in New York City were
highlighted as part of the online content to ensure that people
knew how to access care if desired. We only listed clinical
resources that accepted new patients, accepted Medicaid or
uninsured patients, and were already prescribing PrEP.

Development of the Attention-Matched Control
Condition

E-Health focused on a broad range of health topics prioritized
by the peer |eaders assigned to thisarm, but did not include any
contentsabout HIV or PrEP. The peer leadersrandomly assigned
to the E-Health control condition were informed at the first
meeting that they would be creating a 6-week social media
campaign focusing on health issues they viewed as a priority
for YBLGBM within their communities. They chose to cover
the following topics. depression, anxiety, suicide, intimate
partner violence, drug use, social acceptance, and awareness of
sexually transmitted infections (excluding HIV). We designed
the E-Health timelineto match the E-PrEP intervention timeline
for both time and day of posts and frequency of posts. Similarly
to the development of E-PrEP, peer leaders compiled publicly
available digital media contents addressing the selected health
topics, and then as a group finalized materials to be posted
during the online campaign. As with E-PrEP, standardized
E-Health contents were posted by peer leaders, framed using
their own words. At the end of the trial, peer leaders and
participants randomly assigned to E-Health were exposed to all
E-PrEP contents.

Setup of Web-Based I ntervention Sites

We established E-PrEP (intervention) and E-Health (control)
private online communities (either a private Facebook group
or aprivate Instagram feed) for each peer leader. We also formed
2 separate private Facebook groups (1 for each condition) for
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peer leaders, led by a peer facilitator. In these groups, peer
leaders could share additional materials, troubleshoot potential
issues, and communicate with other peer leaders, the peer
facilitator, and a research assistant assigned to that condition.
We used third-party content management software (Buffer [71])
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to facilitate content posting so that al posts could be
prescheduled by peer leaders for the 6-week intervention
duration and published at the same day and time in both
conditions.

Table 1. Empowering with PrEP? (E-PrEP) weekly topics, theoretical domains, and barriers or facilitators targeted.

Week  Weekly theme DOIP stage  DOI or IMBS domains PotenFi.aIIy modifiable barrier Example of messaging or contents posted by
[62] or facilitator targeted peer leaders
1 PreP awareness Knowledge, Perceived attributes, « Lackof PrEPknowledge «  “The government wouldn’t want half the
Interest Sociocultural norms o Low perceived risk world to contract HIV [emoji face with
(DOI); Information, rolling eyes]. What other myths have you
Motivation (IMB) heard about PrEP?" [63]
o “If you'redtf let'stalk about it #get-
prepped #lets talk about it #nycgay” [64]
(peers facilitate ongoing discussions on
way's to protect, including PrEP)

2 How totalk about Knowledge Perceived attributes, « Donotknowhowtoget « “Therearesomethingsto consider when
sex and PrEP Sociocultura factors PrEP taking PrEP, but there are people to an-

(DOI); Information, swer your questions What questions do
Behavioral skills(IMB) you have? #askyourdoctor #getprepped”
[65]
3 Talking to partners  Interest Sociocultural factors o Perceived stigmaof uss «  “Having apositive partner could be the
and friends (DOI); Motivation ing PrEP new norm. What makes it hard to bring
(IMB) up PrEP with your partners? #preplove
#hivlove #grindrlovestory #getprepped”
(clip from video with serodiscordant
couple) [66]

4 Overcoming barri-  Interest Perceived attributes « Potentia side effects « “If youtakeit at night, how will you feel

ersto PrEP (DOI); Information, side effects? Get protected while you
Motivation (IMB) seep #getprepped, What other tipsdo you
have to avoid side effects?’ [67]

5 How to get on Knowledge, Information, Behaviord «  Ability to navigate o  “What information should you have

Prep? Decision skills (IMB) health care system handy before you call to make adoctor’s
appointment?? Your home address, phone
number, date of birth, and insuranceinfor-
mation. You'll be asked why you are
making the appointment. They just need
thebasics, like' | want to make an appoint-
ment to get on PrEP to prevent HIV." Tell
the scheduling person if you're only
available certain days or times.” [68]

6 Finding adoctorto Decision, Perceived attributes o Accessing PrEP- or « “DM usyour zip code if you want to get
prescribeyou PrEP  Implementa-  (DOI); Behaviord skills LGBTQ % friendly on PrEPR, and we'll send you alist of docs
and affording PrEP  tion (IMB) provider in your areal Or Follow thislink to find

. Cogt PrEP providersin your county.” [69]

« “InNew York most people can get PrEP
for free or cheap, regardless of your insur-
ance status! If you haveinsurance, includ-
ing Medicaid, your PrEP will likely be
covered. If not, we can help you figure
out your options, even if you're unin-
sured! Call/text Eric at xxx if you have
guestions.” [70]

3PrEP: preexposure prophylaxis.

PDOI: diffusion of innovation model.

%IMB: information-motivation-behavioral skills model.

dLGBTQ: lesbian, gay, bisexual, transgender, and queer (or questioning).
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Pretesting and Refining of E-PrEP

To pretest and refine E-PrEP, the intervention devel opment
partners each recruited 2 YBLGBM participants from their
networks. These participants completed an online consent
process and baseline survey, and then received an additional
link to join an unlisted private Facebook group whereall E-PrEP
contents were posted over a 6-week period. The pretest
participants provided feedback about contents, process, and
acceptability, and also provided suggestions for improvement
to all aspects of the intervention through threeways:. (1) ongoing
feedback elicited by the intervention devel opment partners on
the posted E-PrEP contents using open-ended questions in the
Facebook group, (2) a brief online acceptability and usability
survey at the end of the 6-week period, and (3) an in-person
focus group with the intervention devel opment partners and 8
of the pretest participants. Pretest participants received a US
$25 debit card as an incentive for their participation. Based on
feedback from pretest participants, we refined the E-PrEP
intervention by modifying post contents (eg, replacing contents
that elicited negative reactions or were considered stigmatizing).

Implementation of the Intervention

Peer Leader Recruitment and Randomization

Werecruited 10 Y BLGBM peer leadersthrough advertisements
via emails to loca youth and LGBTQ-focused community
organizations, word-of-mouth through key informantsin local
YBLGBM communities, and targeted advertisements on
Facebook and Instagram. All advertisements directed potential
peer leadersto abrief online screening survey. Inclusion criteria
for peer leaders were (1) having more than 500 online friends
or followers on Facebook or Instagram, (2) using either
Facebook or Instagram daily, (3) having positive attitudes about
PrEP, (4) residing in New York City, (5) identifying as black
or Latino, (6) being sexually active with men in the past year,
(7) being fluent in English, (8) being between 18 and 34 years
of age, (9) being willing to and feeling comfortable posting and
discussing healthissues (including sexual health and HIV) with
friends on Facebook or Instagram, (10) being able to commit
to meeting weekly for 12 weeks for training and intervention
implementation, and (11) being ableto provide consent. A study
coordinator tel ephoned individual s meeting ligibility to provide
further information about the study (eg, that thiswas aresearch
study and they were study participants as well) and to assess
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interest and availability. After recruiting peer leaders over a
5-week period, we randomly assigned them to the 2 arms. Peer
leaderswere blinded to their study condition and were informed
that their participation was to help refine and launch an online
health promotion campaign for YBLGBM intheir online social
networks. Each arm was facilitated by a peer facilitator (who
also identified as a black or Latinx GBM and was experienced
ingroup facilitation for HIV prevention with YBLGBM in New
York City) and supported by aresearch staff member.

Training and Finalizing I ntervention Contents for
E-PrEP (I ntervention Arm)

We used a participatory process to refine and implement the
study. Peer |eaders met weekly over a12-week period. Meetings
took place for 3 hours in the evenings at a Wi-Fi—equipped
community health center that was easily accessible by public
transportation. As Figure 2 displays, the first 6 weeks were
dedicated to training and intervention refinement activities
(phase 1) and the second 6 weeks were the active intervention
delivery period (phase 2).

At the first training session (phase 1), peer leaders randomly
assigned to E-PrEP were informed that the overall goal of the
campaign was to help prevent HIV in our communities by
disseminating accurate information about PrEP to their networks
and help link individuals to primary care or PrEP care through
an online outreach campaign. During phase 1, peer leaders
received training in online recruitment, HIV prevention outreach,
PrEP, social media—based outreach and engagement, Buffer
software (for scheduling the online posts), and research ethics.
Aspart of thetraining and intervention refinement, peer leaders
reviewed the previously selected and prepiloted E-PrEP digital
mediamaterial s and made changes or additions as they deemed
necessary. During theintervention period (phase 2), peer leaders
posted content and provided ongoing feedback to the
investigators (see Intervention Procedures, below). In addition
to eliciting ongoing feedback during the intervention period
(phase 2), we obtained feedback on peer leaders’ experiences
participating in the study after study completion using a
structured Web-based survey and a semistructured focus group
discussion. We collected thisinformation to guide future online
outreach practices and capture any relevant issuesthat emerged
during the intervention period but was not captured in our
weekly discussions.

Figure 2. Timeline for intervention development and trial implementation. E-PrEP: Empowering with PrEP; T: time.
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Training in Research Ethicsfor Peer Leaders

Peer |eaderswent through acommunity research ethicstraining
adapted from a World Health Organization training for lay
community members [72]. The training covered topics in the
history of research ethics, confidentiality, vulnerable
participants, ethical recruitment practices, protecting against
risks, minimizing risks, and personal safety and conduct. This
training had previously been used with community partnersfor
whom the Collaborative Institutional Training Initiative course
[73] was inaccessible due to literacy or language barriers. We
also had ongoing discussions throughout the project period in
online privacy and security issues. Peer leaders were informed
that if there were any clinical questions or questions they did
not know the answers to posted, they should send a message
with acopy of the question to their peer facilitator and research
staff associated with their group, who would obtain the answers
to the questions.

Compensation for Peer Leader Participants

Peer leaders were considered to be research participants and
were compensated for their time and incentivized to actively
participate, by receiving increasing amounts of incentive for
each week they attended the weekly in-person meetings (up to
US $485 via a debit card) over the course of phases 1 and 2.
Peer leaders could participate in makeup sessions if needed by
meeting one-on-one with the research staff member assigned
to their arm. Because peer |eaders prescheduled all posts using
the Buffer scheduling software, intervention delivery did not
have to rely on peer leaders conducting core intervention
activities (ie, daily postsin the private online group) outside of
the weekly meetings. Peer |eaders were encouraged, though, to
foster discussions on each post by posing questions to their
groups or sharing their thoughts and eliciting feedback from
group members.

Network Study Participants, Recruitment, and
Randomization

Peer |eaders, after completing training, recruited network study
participantsviatheir existing online social networksto complete
an online €ligibility screener and baseline survey, using
individualized links (Figure 2). Potentia network study
participants were directed to a Web-based informed consent
form, followed by a screener that continued seamlessly into the
baseline survey (for eligible network study participants) (using
Qualtrics survey software) or an exit page indicating
ingligibility. After completion of the baseline survey, network
study participants were directed to join the private online
intervention group of the peer leader who had recruited them
(either a Facebook private group or a private Instagram feed as
selected by the peer leader) and were considered to be enrolled
after joining the group. Network study participants received an
incentive of US $20 after joining the online group.

Inclusion criteria for network study participants were (1)
identifying as or assigned male at birth, (2) self-identifying as
black or Latino, (3) being 18 to 29 years of age, (4) being fluent
in English, (5) being HIV uninfected or unknown by self-report,
(6) residing in New York City, (7) having a Facebook or
Instagram account, (8) having had insertive or receptive anal
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sex with a male partner in the past 12 months, and (9) having
had 1 of the following in the past 12 months: condomless anal
intercourse, ana sex with more than 3 men, bacterial sexually
transmitted infection diagnosis (syphilis, gonorrhea, or
chlamydia), or a sex partner who was at least 10 years older
[74].

We used a cluster-randomized design [34] for several reasons.
As we are testing a peer-based social network intervention,
keeping study participants clustered with the peer leaders who
recruited them maintains ecologic validity and approximates
real-world circumstances. This approach aso helps minimize
contamination within peer networks and is consistent with the
DOI model, which highlights social connectionsin thediffusion
process[41,62]. The main drawback to thisdesignisintracluster
correlation, such that we cannot assume independence among
participantswithin peer groups. To addressthis, wewill conduct
a series of sengitivity analyses (see Analytic Plan, below).

Fraudulent or Duplicate Responses

To address potentially fraudulent or duplicate responses, we
excluded individuals from the same internet protocol address,
recognizing that this approach may inadvertently exclude
individuals who simply were sharing a Wi-Fi network.
Additionally, we asked for Facebook and I nstagram usernames
to verify participant identity [75-80]. A research assistant
reviewed and approved all requests for entry to the private
groups by (1) verifying that the Facebook or Instagram account
was aready connected to the peer leader who recruited them,
(2) asking participants to respond to a private direct message
from the research assistant, and (3) insuring that participants
had morethan 50 friends or followers. We used thislast criterion
to avoid potentially fraudulent participants who may have
developed a new social media account just for the intervention
and would thus be unlikely to regularly log in and be exposed
to contents being published during the intervention period.

I ntervention Procedures

After completing recruitment (over a3-week period), YBLGBM
peer leaders launched the intervention by posting materials
according to the timeline developed during the training and
intervention refinement period (Multimedia Appendix 1). We
held weekly project meetingswith peer leaders assigned to both
E-PrEP and E-Health to ensure appropriate implementation and
todiscusslogistic, ethical, or other issuesthat may have arisen.
Each group met on different days of the week with different
research staff members to help minimize potential
contamination. Content for both armswas posted over a 6-week
period using Buffer [71], which alowed all the posts to be
prescheduled and published in the private groups using the peer
leaders existing accounts. This approach ensured standardized
publication of contents (ie, a the same time and day for each
post) and reduced reliance on peer leaders being asked to post
contents every day. We collected outcome data from the network
study participants via online surveys at baseline, 6 weeks, and
12 weeks. Participants were given US $20, $30, and $40 online
gift cards as incentives after completion of assessments at
baseline, 6 weeks, and 12 weeks, respectively.
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M easures

Online Surveys

We administered online surveys to collect self-reported data at
the 3 time points (baseline, 6 weeks, and 12 weeks). We
collected dataon PrEP use and intention to use, PrEP knowledge
and attitudes, self-efficacy for PrEP care, sexual behaviors,
sexually transmitted infection and HIV testing, and other
covariates listed in Table 2. At each assessment period,
participants were sent automated email reminders, followed by
direct social media or text message reminders (sent by study
staff 24 hourslater if surveyswere not compl eted). We repeated
these reminders every 2 days until assessmentswere compl eted,
for a period of 2 weeks. To assess possible contamination
between study arms, the 6-week assessment displayed random
samples of campaign posts from both E-PrEP and control arms
to al participants and assessed recall [34,81,82].

Online Engagement Metrics

We collected number of posts viewed, comments, and likes for
each participant at 6 weeks. For each post in each of the private
peer Facebook groups, we manually collected view data in a
spreadsheet by documenting whether a participant had viewed
the post or not, coded as 0 (not viewed) and 1 (viewed). For
participants using Instagram, we used the same approach to
document likes and comments for each of the posts. We aso
extracted additional engagement data (comments, likes, and
reactions) using Grytics software (1339 SAS) for the Facebook
groups (not available for Instagram). Grytics is a third-party
analytics app that extracts Facebook group engagement data.
At the time of the intervention, Grytics did not extract group
members’ profile data such as age or gender. Sharing of posts
on Facebook was disabled for the trial to reduce potential
contamination.

Outcomes

Our primary outcomes are (1) self-reported PrEP uptake or
intention (measured by indicating either current use of PrEP or
intention to use PrEP in the next month) [83], and (2) change
on the PrEP motivational cascade [84] at 12 weeks. Secondary
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outcomes are PrEP knowledge [85], PrEP-related stigma [86],
attitudes about PrEP, and access to primary or sexua health
care [87]. We will aso explore potential changes in social
network factors (eg, social support) and whether social media
engagement correlated with the primary and secondary
outcomes.

Analytic Plan

Feasibility

To test feasibility, we will assess online process measures,
including participation rate (number of individuals screening
eligible and then ultimately joining the study) and retention
metrics (number of participants actively leaving or “unjoining”
asocial mediastudy site and number of respondents completing
follow-up assessments).

Acceptability

Wewill evaluate acceptability by assessing engagement activity
(eg, number of postsviewed, number of individuals commenting
or liking posts), satisfaction with the intervention, and
willingnessto continue participating if it were an option, joining
asimilar study again, and likelihood of recommending friends
tojoin this study if it were an option.

Primary and Secondary Outcomes Analysis

First, wewill compare groupsfor equivalence at baseline, using
chi-square test, t tests, or nonparametric tests as appropriate. In
addition, wewill determine whether subgroups (eg, grouped by
social media platform used, peer leader group, race/ethnicity,
and sexual orientation) differ with respect to the primary and
secondary outcomes. Relevant differences will be used as
covariates in subsequent models. To compare differences in
outcomes between ams over time, we will use
repeated-measures mixed-effects logistic models, with the
treatment arm as a fixed effect, peer leaders as a random
intercept, repeated measures from a same participant as another
random intercept, and time (as alinear term) as an independent
variable. Wewill also look at residual plotsto determine whether
we need to include nonlinear terms for time.

Table 2. Survey domains for the Empowering with PrEP? (E-PrEP) cluster-randomized controlled trial.

Measures Week
0 6 12

Sociodemographic information Yes No No
Social media access and use Yes Yes Yes
PrEP knowledge, attitudes, and self-efficacy Yes Yes Yes
Stigma (HIV, PrEP, and sexuality related) Yes Yes Yes
Socia network factors (social support, PrEP use among friends or partners, relationship with peer leader) Yes Yes Yes
Headlth care access and use Yes Yes Yes
Sexual health (partners, condom use, sexually transmitted infection history, and HIV testing) Yes Yes Yes
Mental health, alcohol, and substance use Yes Yes Yes
Contamination measures No Yes Yes
Intervention satisfaction No Yes Yes

3PrEP: preexposure prophylaxis.
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Next, we will use hierarchical models to examine the role of
secondary outcomes as potential mediators of change over time;
for example, are there differences by condition in PrEP
knowledge or attitudes that account for differences in the
outcomes? Finally, we will assess the impact of the exposure
arm (E-PrEP or E-Health control) and selected covariates
(significant in the bivariate analysis at P<.15) on the primary
and secondary outcomes using mixed-effects models.

Online Engagement

To assess the impact of online process and engagement metrics
on the outcomes, we will assess in the E-PrEP arm whether
intervention exposure and engagement metrics correlate with
the primary outcomes of uptake of PrEP and intention to use
PrEP. In exploratory analyses, we will assess whether group
activity (ie, total number of network participant reactions and
posts) correlate with the primary outcomes. To overcome
possible limitations dueto intracluster correlations, we will also
include amodified sensitivity analysisthat examines outcomes
in relation to participants network size and perceived affinity
to the peer leaders.

Challenges and Limitations

Attrition

Unlikein prior internet-based interventions, we proposed to use
online venues already frequented by YBLGBM and to push
intervention components to private home pages, visible only to
participants, thus obviating the need to return repeatedly to
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specific study sitesand potentially facilitating engagement. Peer
leaderswere familiar to participants and served as both recruiters
and messengers, delivering contents framed in the peer leader’s
communication style. We believe these design considerations
will help mitigate attrition, observed in prior Web-based
interventions.

Contamination

The internet’'s strength is that it delivers multidimensional
intervention components [88]. Social media’'s strength in
diffusing innovations is that it facilitates information sharing
within and between networks at a pace not previously possible.
The nature of social media means there may likely be
contamination between study arms. We minimize this to the
extent possible by randomizing by peer leader, blinding peer
leaders and study participants, and limiting accessto the private
study sites and contents. Additionally, peer leaders all agreed
to not share any contents of materials being posted in their
private Facebook or Instagram study groups until after the
12-week assessment.

Results

Over aperiod of 5weeks, from May to June 2017, werecruited,
enrolled, and randomly assigned 10 peer leaders (Table 3). From
Juneto July 2017, over aperiod of 3 weeks, the 10 peer leaders
recruited and enrolled atotal of 152 network participants (range
4-33 per peer leader; Table 4). Intervention follow-up was
completed in November 2017, with analyses ongoing.
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Table 3. Baseline characteristics of peer leaders in the Empowering with PrEP? (E-PrEP) study.

Characteristics E-PrEP group (n=5) Control group (n=5)

Age (years), mean (SD) 24.6 (6.23) 26.4 (5.74)
Gender identity, n (%)
Male 5 (100) 4(80)
Gender nonbinary or gender queer 0 2 (40)

Residence, n (%)

Bronx 3 (60) 3(60)

Brooklyn 0 1(20)

Manhattan 2 (40) 1(20)
Race/ethnicity, n (%)

Latinx/Hispanic 3 (60) 4 (80)

Non-Hispanic black 2 (40) 1(20)

Sexual orientation, n (%)

Gay/homosexual 3(60) 3(60)
Queer 2 (40) 1(20)
Bisexual 1(20) 1(20)

Education level, n (%)
High school or less 1(20) 2 (40)
Some college and higher 4 (80) 3(60)

Employmentb, n (%)

Full-time 1(20) 1(20)
Part-time 3(60) 0
Unemployed 0 3(60)
Student 2 (40) 1(20)
No. of Facebook friends, mean (SD) 2532 (1657) 3021(1269)
No. of Instagram followers, mean (SD) 2242 (1455) 1443 (644)
PrEP status
Ever taken PrEP 1(20) 0
Never taken PrEP 4(80) 5 (100)

3PrEP: preexposure prophylaxis.
bResults may add up to more than 100%, as participants could choose multiple categories.
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Table 4. Baseline sociodemographic characteristics of network participants in the Empowering with PrEP? (E-PrEP) study.

Characteristics E-PrEP group (n=81) Control group (n=71)

Age (years), mean (SD) t test 24.28 (2.8) 23.32(3.4)
Gender identity, n (%)

Mae 68 (84) 64 (90)
Female/transfemale 7(9) 3(4)
Transmale 1(1) 0
Gender nonconforming or nonbinary 2(3) 0
Queer 3(4) 4(6)

Residence, n (%)

Bronx 44 (54) 35 (49)
Brooklyn 18 (22) 14 (20)
Manhattan 16 (20) 13 (18)
Queens 2(3) 8(11)
Staten Island 1(1) 1(1)

Race/ethnicity, n (%)

Latinx/Hispanic 26 (32) 47 (66)
Non-Hispanic black 55 (68) 24 (34)
Sexual orientation, n (%)
Gay/homosexual 60 (74) 56 (79)
Queer 12 (15) 3(4)
Bisexual 7(9) 10 (14)
Heterosexual/straight 1(1) 1(1)
Other 1) 1(2)
Education level, n (%)
High school or less 36 (44) 19 (38)
Some college 28 (35) 35 (49)
College and higher 17 (21) 9(13)
Income (US $), n (%)
None 12 (15) 14 (20)
<10,000 26 (32) 15 (21)
10,000-19,999 11 (16) 10 (14)
20,000-29,999 13 (16) 6(8)
30,000-39,999 11 (14) 16 (23)
>40,000 8(10) 10 (14)

Employmentb, n (%)

Full-time 24 (30) 29 (41)
Part-time 17 (21) 15 (21)
Unemployed 31(38) 15(21)
Disabled 3(4) 2(3)

Student 12 (15) 13 (18)

Living situation, n (%)

Don't have aplaceto live 4(5) 23
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Characteristics

E-PrEP group (n=81) Control group (n=71)

Temporary living situation
Parents or family
Partner, boyfriend, or husband
Roommates
Alone
Female partner, girlfriend, or wife
Health insurance, n (%)
Yes
No
Don't know
Type of health insurance, n (%)
Medicaid
Your employer or someone else's employer
Medicare
Some other source

Don’t know or not sure

15 (19) 7(10)

29 (36) 36 (51)
2(3) 7(10)

20 (25) 14 (19.7%)
11 (14) 4 (5.6%)

0 1 (1.4%)
61 (75) 59 (83.1%)
18 (22) 10 (14.1%)
2(3) 2(2.8%)
33/61 (54) 29/59 (49)
18/61 (30) 18/59 (31)
6/61 (10) 2/59 (3)
2/61 (3) 6/59 (10)
2/61 (3) 0

8PrEP: preexposure prophylaxis.

bResults may add up to more than 100%, as participants could choose multiple categories.

Discussion

Existing behavioral interventions have had limited success in
reducing HIV infectionsin YBLGBM. The promise of PrEPto
reduce HIV transmission will be realized in YBLGBM only if
uptake, high adherence, and continued engagement in PrEP care
is achieved. A social media—based approach to facilitate PrEP
uptake may efficiently identify and reach YBLGBM at high
risk and may therefore enhance PrEP adoption by helping foster
education, motivation, and skills, and linking individuals to
siteswhere they can receive PrEP. Additionally, the use of peer
leaders can help influence PrEP uptake by overcoming barriers
to engagement and changing social norms and attitudes [89].
Behavioral interventions using peer leaders have been associated
with fostering HIV preventive behaviors [90] and in increased
viral suppression in HIV-infected individuals [91]. Thus, an
intervention model such as E-PrEP, which leverages both peers
and social media, could be rapidly scaled up to help accelerate
PrEP uptake.

Rather than being simply another medium for adaptation and
implementation of existing interventions designed for in-person
contact, social mediamay be atrue game changer [7,9,10,81,88]
to engage hard-to-reach individuals. While many studies of
Web-based behavioral interventions exist, including some that
use social media[53], thisis, to our knowledge, one of the first

Acknowledgments

to use social media and peer leaders to facilitate uptake of a
biomedical intervention. This study isamong thefirst to design
and implement a theoretically grounded and completely
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Abstract

Background: Globally, hepatocellular carcinoma is the second most common cause of cancer deaths. It remains challenging
to intensify cancer treatment without impairing liver function.

Objective:  The objective of the TheraSphere in the Treatment of Patients with Unresectable Hepatocellular Carcinoma
(STOP-HCC) study isto examinethe hypothesisthat transarterial radioembolization (TheraSphere yttrium-90 glass microspheres)
combined with standard first-line treatment with sorafenib will improve outcomes over treatment with sorafenib alone in
unresectable hepatocellular carcinoma. The STOP-HCC study is the largest international, multicenter, prospective study of
intra-arterial treatment in combination with sorafenib in unresectable hepatocel lular carcinoma. Here we report the study design.

Methods: STOP-HCC is a prospective, phase 3, open-label, randomized controlled study conducted across up to 105 sitesin
North America, Europe, and Asia. Eligible adults have unresectable hepatocellular carcinoma and a life expectancy of at least
12 weeks, 1 or more unidimensional measurable lesions, Child-Pugh score 7 points or less, and Eastern Cooperative Oncology
Group Performance Status score 1 or lower, and are candidates for treatment with sorafenib. Presence of branch portal vein tumor
thrombosis is permitted. Patients were randomly assigned in a 1:1 ratio to receive either sorafenib alone or transarterial
radioembolization followed by sorafenib within 2 to 6 weeks. The primary outcome is overall survival. Secondary outcomes are
timeto progression, timeto untreatable progression, timeto symptomatic progression, tumor response, quality of life, and adverse
event occurrence. The study is an adaptive trial, comprising a group-sequential design with 2 interim analyses with 520 patients,
and an option to increase the sample size to 700 patients at the second interim analysis. The sample size of 520 patients allows
for 417 deaths to give 80% power to detect an increase in median overall survival from 10.7 months for the sorafenib group
(based on the Sorafenib Hepatocellular Carcinoma Assessment Randomized Protocol [SHARP] trial) to 14.2 months for the
transarterial radioembolization+sorafenib group (hazard ratio 0.754) with 2-sided a pha of .05. The increased sample size of 700
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patients allows for 564 deaths to give 80% power to detect a smaller difference in median overal survival from 10.7 months for
the sorafenib group to 13.7 months for the transarterial radioembolization+sorafenib group (hazard ratio 0.781).

Results. Enroliment for the study completed in September 2017. Results of the first and second interim analyses were reviewed
by the Independent Data M onitoring Committee. The recommendation of the committee, at both interim analyses, wasto continue
the study without any changes.

Conclusions: The STOP-HCC study will contribute toward the establishment of the role of combination therapy with transarterial
radioembolization and sorafenib in the treatment of unresectable hepatocellular carcinoma with and without branch portal vein
tumor thrombosis.

Trial Registration: ClinicaTrials.gov NCT01556490; https://clinicaltrials.gov/ct2/show/NCT01556490 (Archived by WebCite

at http://lwww.webcitation.org/7188iygKs).
Registered Report Identifier: RR1-10.2196/11234

(JMIR Res Protoc 2018;7(8):€11234) doi:10.2196/11234
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controlled trial; carcinoma, hepatocellular

Introduction

Background

Primary liver cancer (hepatocellular carcinoma [HCC] and
intrahepatic bile duct cancer) is the fifth most common cancer
in men and ninth most common in women worldwide [1].
Globally, HCC is the second most common cause of cancer
deaths [1]. The selection of therapeutic strategy and prediction
of survival are guided by disease staging systems, of which the
most widely used isthe Barcelona Clinic Liver Cancer (BCLC)
classification system [2-4]. The system determines cancer stage
(BCLC A, B, C, and D) and prognosis based on 3 major
prognostic factors of HCC: tumor burden, liver function, and
Eastern Cooperative Oncology Group (ECOG) Performance
Status score. This alows differentiation of patients with
early-stage disease, who could benefit from curative treatments,
from those with intermediate, advanced, and end-stage disease,
who mostly receive palliative therapies or best supportive care.

Early-stage disease is often asymptomatic and unlikely to be
diagnosed unless patients are enrolled in asurveillance program.
Most HCC is diagnosed after patients have progressed beyond
early-stage disease and, thus, they receive palliative treatments
(intracarterial treatment, systemic therapies, and external
radiation), with the goal to improve life expectancies and
maintain agood of quality of life. Median survival inthisgroup
of patientsvarieswidely, ranging from approximately 3 months
for patients with metastatic disease and portal vein thrombosis
to up to 33 months for patients with good prognosis [5,6]. The
patients with a diagnosis of BCLC D disease are not expected
to derive a significant therapeutic benefit from HCC treatment
unless they are bridged to transplantation. Even among those
for whom treatment remains possible, most patients receive
only best supportive care [7].

Patients with unresectable HCC are primarily treated with
locoregional therapies and systemic agents. The systemic
treatment  sorafenib  (Nexavar, Bayer HedlthCare
Pharmaceuticals Inc, Wayne, New Jersey, USA) is the only
approved systemic therapy in thefirst-line treatment of patients
with unresectable HCC [8,9]. It isthe standard-of -care treatment

http://www.researchprotocols.org/2018/8/e11234/

for patients with advanced HCC (BCLC C), as recommended
by the European Association for the Study of the Liver [3];
however, some regional differences exist for patient selection
for sorafenib treatment [10]. Two placebo controlled,
randomized, phase 3trials (Sorafenib Hepatocellular Carcinoma
Assessment Randomized Protocol [SHARP] and the
Asia-Pacific trial) demonstrated that sorafenib provided a
significant improvement in median overall survival [11,12]. In
the SHARRP trial, median overall survival improved from 7.9
months in the placebo group to 10.7 months in the sorafenib
group (hazard ratio [HR] 0.69, 95% CI 0.55-0.87) and, in the
Asia-Pacific trial, median overall survival improved from 4.2
months in the placebo group to 6.5 months in the sorafenib
group (HR 0.68, 95% CI 0.50-0.93). Individual responses to
sorafenib may be affected by baseline characteristics, such as
disease etiol ogy, tumor burden, performance status, tumor stage,
and prior therapy. Sorafenib consistently increased median
overall survival across these different subgroups, compared
with placebo, as reflected by HRs of 0.50 to 0.85, which were
similar to that of the overall group (HR 0.69) [13]. The
subgroupswith HRsin the lower end of thisrange were patients
with an ECOG Performance Status score of 1 to 2 (median
overall survival 8.9 months with sorafenib vs 5.6 months with
placebo; HR 0.71, 95% CI 0.52-0.96); patients with both
extrahepatic disease and portal vein invasion (median overall
survival 8.9 monthswith sorafenib vs 6.7 monthswith placebo;
HR 0.77, 95% CI 0.60-0.99); and BCLC C patients (median
overal survival 9.7 months with sorafenib vs 7.0 months with
placebo; HR 0.70, 95% CI 0.56-0.89) [13].

The use of sorafenib in clinical practice was assessed in over
3000 patients in the global observational registry study of
sorafenib, Global Investigation of Therapeutic Decisions in
Hepatocellular Carcinomaand of its Treatment With Sorafenib
(GIDEON) [14]. Median overall survival in GIDEON ranged
from 8.5 months (95% CI 7.6-9.6) in the United States to 14.5
months (95% Cl 13.2-17.4) in Japan [10]. Despite the
indisputable benefit of sorafenib, 85% of patients experienced
at least one adverse event, and the incidence of drug-related
adverse events leading to discontinuation was around 31% in
the GIDEON registry [10].
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After the marketing of sorafenib was approved in North
America, numerous studies that evaluated other molecular
therapiesdid not demonstrate their superiority or noninferiority
to sorafenib [15,16]. The combination of locoregional therapy
with transarterial chemoembolization (TACE) and targeted
agents (sorafenib, brivanib, and orantinib) initially appeared to
be an attractive strategy; however, the combinations did not
improve overal survival in 5 large randomized trials [17].
Recent significant advancements were the approval of
regorafenib (Stivarga, Bayer HealthCare Pharmaceuticals Inc,
Whippany, NJ, USA) and nivolumab (Opdivo, Bristol-Myers
Squibb Co., Princeton, NJ, USA) for patients who have been
previously treated with sorafenib [18-21]. Additional recent
developments were phase 3 trialsthat demonstrated superiority
of cabozantinib over placebo in the second-line treatment of
advanced HCC and noninferiority of lenvatinib to sorafenib in
the first-line treatment of unresectable HCC, aswell as a phase
2 trial in which pembrolizumab showed encouraging results
[22-24].

Transarterial radioembolization (TARE) could be an alternative
to TACE treatment [25]. The 2 available TARE devices are
TheraSphere microspheres (Biocompatibles UK Ltd, Surrey,
UK) and SIR-Spheres resin microspheres (Sirtex Medical Ltd,
North Sydney, Australia). Favorable survival outcomes with
TheraSphere microsphereswere reported for alarge prospective
cohort of 1000 patients over a 15-year period ending in March
2017 [26]. The majority (89%) of patientswere treatment naive.
Median overall survival ranged between 8.0 and 47.3 months
depending on disease stage and liver function. Also, TARE was
well tolerated, and the adverse events rate was low compared
with rates with systemic treatment or TACE: grade 3/4 albumin
and bilirubin toxicities, respectively, were observed in 49 (5%)
and 110 (11%) patients [26].

There is more rationale to combine sorafenib with TARE than
with TACE. First, TARE is better tolerated than TACE, which
may allow a higher dose and longer length of therapy with
sorafenib. Additionally, sorafenib may be potentially more
synergistic with yttrium-90, as antiangiogeni c agents potentiate
the effects of radiation on tumor regression [27].

Several smal nonrandomized studies that investigated
combination treatment with TARE and sorafenib reported
favorable results among patients with BCLC A and B status.
Median overall survival ranged between 12 and 20 months, and
disease control was achieved in up to 100% of patients[27-30].
The most common toxicities reported were fatigue, diarrhea,
and hand-foot syndrome. These toxicities are similar to those
reported with sorafenib monotherapy. Sorafenib doses were
reduced in up to 65% of patients and administration was
interrupted in up to 13.8%.

http://www.researchprotocols.org/2018/8/e11234/
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Two large randomized multicenter trials were designed to
eval uate combination trestment with TARE and sorafenib, with
the primary end point of overall survival. The Evaluation of
Sorafenib in Combination With Local Micro-Therapy Guided
by Primovist Enhanced MRI in Patients With Hepatocellular
Carcinoma (SORAMIC) trial compared sorafenib alone against
TARE using resin yttrium-90 microspheres combined with
sorafenibin patientswith advanced HCC [ 31]. Recently reported
results of the study, conducted primarily in Europe, showed that
in a total of 419 patients, the combination of TARE and
sorafenib did not improve overall survival over treatment with
sorafenib aone (12.1 vs 11.5 months; HR 1.018, P=.87) and
resulted in an increased rate of adverse events of grade 3 or
higher (73% vs 65%) [32]; however, an overall survival benefit
was observed in some subgroups.

Objective

The TheraSpherein the Treatment of Patientswith Unresectable
Hepatocellular Carcinoma (STOP-HCC) study is the largest
phase 3 prospective study of TARE in combination with
sorafenib in unresectable advanced HCC. Compared with the
SORAMIC trial, STOP-HCC has a larger sample size and so
should have greater statistical power to detect a difference in
overall survival; additionally, STOP-HCC uses glass yttrium-90
microspheres and is being conducted worldwide. At the time
the STOP-HCC study was designed (in 2011), sorafenib was
the only systemic agent approved for use asfirst-line treatment
in HCC and, since then, there have been several trialsreporting
positive outcomes [10,33]. The primary purpose of the
STOP-HCC study isto compare overall survival in patientswho
receive sorafenib alone with overal survival in patients who
receive TARE with TheraSphere yttrium-90 microspheres
followed by sorafenib. Here we report the protocol for the
STOP-HCC study.

Methods

Overview

The STOP-HCC study, also known asthe BTG TS-103 study,
was registered with ClinicalTrials.gov (NCT01556490) on
March 13, 2012. Textbox 1 describes eligibility criteriafor the
STOP-HCC study. Participating institutions obtained
institutional review board approval of the protocol and informed
consent form and obtained written informed consent from
patients (MultimediaAppendix 1). Eachinstitution hasqualified
investigators and support staff who conduct the study according
to Good Clinical Practice guidelines, have adequate expertise
inthetreatment of patientswith HCC, and are experienced with
and trained in the use of TheraSphere yttrium-90 microspheres.
A list of sites is available on the study’s ClinicalTrials.gov
registration page (linked in the abstract).
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Textbox 1. Patient eligibility for the TheraSphere in the Treatment of Patients with Unresectable Hepatocellular Carcinoma (STOP-HCC) studly.

Inclusion criteria

«  Patients aged >18 years with unresectable hepatocel lular carcinoma (HCC; confirmed by histology or noninvasive American Association for the
Study of Liver Diseases criteria) who have a life expectancy 212 weeks.

«  Measurabledisease defined as at | east one unidimensional measurable lesion by computed tomography or magnetic resonance imaging (according
to Response Evaluation Criteriain Solid Tumorsv1.1).

«  Child-Pugh score <7 points and Eastern Cooperative Oncology Group Performance Status score of <1.

«  Eligibleto receive standard-of-care sorafenib.

*  Platelet count >50x10%L or >50% prothrombin activity; hemoglobin =8.5 g/dL (=85.0 g/L); bilirubin <2.5 mg/dL (<42.8 pmol/L); alanine
aminotransferase and aspartate aminotransferase <5 times the upper limit of normal; amylase or lipase <2 times the upper limit of normal; serum
creatinine <1.5 times the upper limit of normal; international normalized ratio for prothrombin time <2.0.

Exclusion criteria

Key exclusions:

.  Eligiblefor curative treatment (eg, ablation or transplantation).

« Main portal vein thrombosis (branch portal vein thrombosisis permissible).

«  Extrahepatic disease, except lung nodules and mesenteric or portal lymph nodes <2.0 cm each.

Other exclusions:

«  Must not have tumor replacement >70% of total liver volume based on visual estimation by the investigator or must not have tumor replacement
>50% of total liver volume in the presence of albumin <3 g/dL (<30 g/L).

«  History of previous or concurrent cancer other than HCC unless treated curatively =5 years prior to entry.

«  Contraindication to TheraSphere administration according to package label.

«  Patientsinfected with HIV can be considered; however, they must be well managed and well controlled with an undetectable viral load.
«  Contraindications to sorafenib, angiography, and selective visceral catheterization.

«  Concurrent treatment with substrate agents for cytochrome P450 2B6, uridine diphosphate glucuronosyltransferase 1A 1 or 1A9, and P-glycoprotein;
rifampicin; St John’swort; phenytoin; carbamazepine; phenobarbital ; dexamethasone; other systemic anticancer agents (eg, docetaxel, doxorubicin,
or irinotecan); other locoregional therapies (other than study treatment).

«  Prior treatment with transarterial chemoembolization (TACE) or bland embolization must have occurred >2 months prior to randomization and
must have been applied to atreatment field or lobethat is not to be treated under this protocol. For patientswith tumor progression in the treatment
field or lobe previously treated with TA(C)E, vessels feeding the tumor(s) must be assessed for adequate blood flow using angiography (cone
beam computed tomography strongly recommended), and the TACE or bland embolization must have been applied >6 months prior to
randomization.

«  Prior receipt of external beam radiation treatment to the chet, liver, or abdomen.

products. For siteswith investigators with low or no experience
with TheraSphere microspheres, before inclusion in the trial,
the site team must have completed training that included 3to 5
administrations of TheraSphere microspheres. Administration
of TheraSphere microspheres is generally considered to be an
outpatient procedure in the United States and Canada and an
inpatient procedure in Europe and Asia. The physical location
for aftercare and recovery was determined by individua
institutional policies and facility configurations. The sites are
collecting the data.

Overview of Study Design

STOP-HCC isan ongoing phase 3, randomized, parallel-group,
multicenter, prospective, open-label study eval uating treatment
with TheraSphere microspheres in patients with unresectable
HCC in whom sorafenib therapy is already planned. Patients
were recruited at up to 105 sites in the United States, Canada,
Europe, and Asia. Eligible patients were randomly assigned in
a 1:1 ratio to the sorafenib and TARE+sorafenib groups. The
sorafenib group receives planned sorafenib according to the
product label. The TARE+sorafenib group receives TheraSphere
microspheres prior to the initiation of sorafenib. All patients
are followed prospectively from randomization to death until
the predefined number of deaths, to allow the final analysisto

An Independent Data Monitoring Committee (IDMC), led by
the IDMC chairperson, was established to oversee the conduct
of the study. The IDMC met periodically to review enrollment,

be conducted, have occurred.

Site investigators are from departments of radiology, nuclear
medicine, and interventiona radiology. Investigators are
experienced in radioembolization with radioactive microsphere

http://www.researchprotocols.org/2018/8/e11234/

protocol deviations, and safety events. In addition, the IDMC
conducted and reviewed an initial feasibility safety analysisand
will evaluate the overall survival data at interim analyses for
consideration of stopping the study for efficacy and for the
option to increase the sample size at the second interim analysis.
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The IDMC is tasked to make formal recommendations to the
study sponsor at the time of the feasibility safety analysis, at
the time of the interim analyses, and during the conduct of the
study based on detailed decision rules specified in the IDMC
charter. An IDMC member or designate can act as the study
independent medical monitor. The I DM C will evaluate thefinal
study report.

Screening

Onday —14to day 0, the following assessments were conducted:
review of eligibility criteria, demographics, medical history,
physical examination, medication and prior treatment history,
serum pregnancy test for women, ECOG Performance Status,
hematology (white blood cells, hemoglobin, hematocrit, and
platelets), coagulation (prothrombin time, partial thromboplastin
time, and international normalized ratio for prothrombin time),
chemistry panel, liver function tests, tumor markers for HCC
(alpha-fetoprotein), triple-phase magnetic resonance imaging
and spiral computed tomography (CT) of abdomen, Child-Pugh
score, spiral CT of chest and pelvis, quality-of-life questionnaire,
assessment and report of adverse events, and review and
recording of concurrent medications. Informed consent was
obtained at screening.

Randomization and Stratification

Eligible patients were randomly assigned on day O using a
computer-generated randomization scheme, and investigators

Chauhan et d

had the option to randomly assign patients using either a
Web-based el ectronic system or telephone. To create a balance
between the 2 study groups, patients were stratified based on
region (North Americaand Europevs Asia), ECOG Performance
Status (0 vs 1), and presence or absence of branch portal vein
tumor thrombosis (PVTT). Randomly assigned patients who
were unable to receive the planned study treatment continued
to be followed under their assigned study group and will be
included in the statistical analysis.

Treatment
Figure 1 shows the STOP-HCC treatment schema.

Table 1 shows the schedule of assessments and treatment. For
patientswho discontinued the study treatment dueto progressive
disease and were unable to maintain routine clinic visits,
investigative sites should maintain telephone contact until death.

Sor afenib Group

Patientsrandomly assigned to the sorafenib group start sorafenib
as soon as possible after randomization, in accordance with the
product labeling. Doses are adjusted over severa visits as
needed. Every 8 weeks after randomization, assessments are
conducted as Table 1 describes.

Figure 1. Clinical trial schema for the TheraSphere in the Treatment of Patients with Unresectable Hepatocellular Carcinoma (STOP-HCC) study.

TARE: transarterial radioembolization; TS: TheraSphere microspheres.

Start
sorafenib
2-6 weeks
after TS

Retreatment with
TS for patients
with progression
(maximum 2
administrations).
Stop sorafenib 1
week prior &
resume 2 weeks
after TS

Primary
end point
death

19 TS 2™ TS
workup & workup &
adminis- adminis-
tration: tration for
weeks 1-4 patients
with
bilobar
disease:
weeks 5-8
Screen - "
ﬁtgsn;itggl?e ‘ TARE+sorafenib group
HCC:
days -14t0 0

‘ Randomize

Sorafenib group

Study visits every 8 weeks in both groups

v
L

Start sorafenib treatment: weeks 1-4 & continue until end point
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Table 1. TheraSphere in the Treatment of Patients with Unresectable Hepatocellular Carcinoma (STOP-HCC) study schedule of assessments and

events.

Interventions and Assessments Sorafenib group:  TARE2+sorafenib group Follow-up every
initiate treatment 8 weeks +14
weeks 1-4; contin- Firstworkup Second workup  Sorafenib treat- Workup and daysS (for both
ue therapy weeks and TARE and TARE ment: initiateand  etreatment® groups)
>5 treatment:  treatment for  continue sorafenib  tor patients

Weeks1-4  patientswith treatment >2t0 <6 ith hepatic
bilobar disease: weeks after TARE  yrogression
Weeks 5-8
Interventions
Administer sorafenib? o u o°

Calculate liver volume and mass

Hepatic angiogram, ™ Tc-MAA 0 u
scanf, calculate TARE dose, ad-
minister TAREY

Assessments
ECOG" Performance Status 0 U u ol

Hematology!, coagulation, o' o u gm
chemistry panel, liver function
tests

Tumor markers for hepatocellu- O ad gm
lar carcinoma (al pha-fetoprotein)

Triple-phase MRI"/spiral CT° gm
abdomen, Child-Pugh score, spi-

ra CT chest and pelvis, quality-

of-life questionnaire

Assessand report adverseevents, [ O O O gm
review and record concurrent
medication

Final end point, efficacy and 0
safety documentation, and exit
patient

3TARE: transarterial radioembolization.
bAdditional TARE workup and administration in lesions amenable to further TARE.
“The follow-up visits should be scheduled from the day of randomization. A window of +14 daysis permissible from the scheduled date.

dAccordi ng to package insert at weeks 1-4 for sorafenib group patients and after al initial TARE administrations for TARE+sorafenib group patients
only.

€Sorafenib to be stopped 7 days before subsequent TARE administration in disease progression and restarted 2 weeks after TARE is administered.
f99MTC-MAA scan: technetium-99m macroaggregated albumin.

9Additional TARE may be administered only after progression if lesions are amenable to treatment.

PECOG: Eastern Cooperative Oncology Group.

'Both before and after progression of disease resulting in termination of further treatment.

IHematol ogy tests: white blood cells, hemoglobin, hematocrit, and platelets.

kCoagulation tests: prothrombin time, partial thromboplastin time, and international normalized ratio for prothrombin time.
I treatment commences within 14 days of randomization, the clinical laboratory assessments are not required to be repeated.
MPrior to progression of disease resulting in termination of further treatment.

"MRI: magnetic resonance imaging.

OCT: computed tomography.

angiography  with administration of technetium-99m
macroaggregated albumin  (*™Tc-MAA) followed by a

%MTc-MAA single-photon emission computed tomography
(SPECT) or SPECT/CT scan to determine catheter positioning
for treatment, to assess the potential for extrahepatic shunting

TARE+Sorafenib Group

All patients in the study have liver volume measurements and
mass cal culationswith triple-phase CT (Table 1). Eligibility for
TARE with TheraSphere microspheresincluded a pretreatment
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requiring use of angiographic occlusion techniques, and to
determine the lung shunt fraction.

Patients deemed unsuitable for such treatment can proceed to
treatment with sorafenib as described above. For eligible
patients, TARE is started within 28 days of randomization, prior
to the initiation of sorafenib.

Patients with unilobar disease receive a lobar TARE. Patients
with bilobar disease receive TARE to the first lobe, and then
TARE to the second lobe after at least 28 days after the first
treatment but still within 5 to 8 weeks after randomization.

The treatment approach for TARE with TheraSphere
microspheres is lobar. Target liver mass and volume are
determined by the positioning of the delivery catheter in the
hepatic vasculature and the resulting liver area (Couinaud
segments) infused. Since there is considerable individual
variation in hepatic vascular anatomy, the determination of
target liver mass and volume depends on the variant
encountered. TheraSphere microspheres are administered at a
dose of 120 Gy +10% to each |obe. If radiation exposure to the
lungs exceeds 30 Gy (or 50 Gy cumulative across all planned
infusions, estimated during the dose calculation), the TARE
dose is reduced to a minimum dose of 90 Gy +10%. If, after
consideration of dose reduction, radiation exposure to the lung
continues to be more than 30 Gy (or 50 Gy cumulative), TARE
is not administered and sorafenib treatment is initiated.

¥mTc-MAA angiography and *™TC-MAA SPECT or
SPECT/CT can be repeated after 4 weeks of continuous
treatment with sorafenib to reassess lung shunting. If radiation
exposure to the lung is less than 30 Gy for a single treatment
(or 50 Gy cumulative over al planned infusions) within atarget
dose of 90 to 120 Gy +10%, TARE can be administered.

Sorafenib treatment is initiated at least 2 weeks and up to 6
weeks following administration of TARE (Table 1), rather than
concurrently, in order to minimize the risk of additive or
synergistic adverse events. Sorafenib isadministered according
to the package insert. Every 8 weeks after randomization,
follow-up is conducted as Table 1 shows.

During follow-up, patients in the TARE+sorafenib group who
had hepatic progression with lesions amenable to TARE can be
retreated under investigator judgment. In that case, sorafenibis
discontinued 7 days prior to TARE (equivalent to approximately
5to 7 haf-lives) and resumed 2 weeks after TARE.

For TARE with TheraSphere microspheres, the catheter is placed

under image guidance at the same position as for ®™"Tc-MAA
administration. Prophylaxiswith agastricinhibitor (H2 blocker)
is recommended.

After thefirst 20 patientsin the TARE+sorafenib group received
both TheraSphere microspheres and sorafenib and completed
at least 2 weeks of sorafenib therapy, a feasibility safety
assessment was conducted. The IDMC reviewed the safety
results of both groupsin an unblinded fashion. Stopping further
enrollment to trial could have been considered if therewas either
(2) an unanticipated patient death definitely or probably related
to the sequential administration of TARE followed by sorafenib,
or (2) a pattern of serious toxicity clearly related to the
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sequential administration of TARE followed by sorafenib as
assessed by the IDM C experts based on the severity of disease
of the study population.

Outcome M easures and Definitions

The primary outcome measure of the STOP-HCC study is
overal survival time. The secondary outcomes are time to
progression, time to untreatable progression, time to
symptomatic progression, tumor response, quality of life, and
adverse events. Definitions of these outcomes are as follows:

Overall survival is the time from the randomization date to
death from any cause.

Time to progression is the time from randomization to
radiological progression according to Response Evaluation
Criteriain Solid Tumor (RECIST) v1.1.

Timeto untreatabl e progression isthetimefrom randomization
to predefined criteria for untreatable progression. For patients
randomly assigned to the TARE+sorafenib group, any liver
lesion still amenable to TARE is not considered untreatable
progression. Untreatable progression is defined as any of the
following: intolerance to sorafenib; occurrence of specific
contraindicationsto sorafenib; assessment of progressioninthe
target lesions or occurrence of new lesions after treatment (for
patients randomly assigned to the TARE+sorafenib group, a
maximum of 2 retreatmentswith TARE); occurrence of specific
contraindications to TheraSphere microspheres or the
appearance of lung or intestinal shunts or anatomical constraints
not correctable by radiological procedures; confirmed
extrahepatic metastases; deterioration of liver function
(Child-Pugh score >B7); and clinical progression to ECOG
Performance Status score greater than 1. Such deterioration in
performance score is observed at 2 subsequent evaluations at
8-week intervals.

Timeto symptomatic progression isthetime from randomization
to ECOG Performance Status greater than 1 with or without
tumor progression based on RECIST v1.1; deterioration in
ECOG statusis confirmed at 2 subsequent evaluations at 8-week
intervals.

Tumor response is categorized according to RECIST v1.1
(change in the sum of diameter of target lesions) based on
investigator assessment of baseline versus subsequent follow-up
images [34]. The tumor response, according to the modified
RECIST and based on a blinded centralized independent
imaging assessment, is recorded as an exploratory end point.

Quality-of-life assessment is based on the patient-reported
Functional Assessment of Cancer Therapy-Hepatobiliary
guestionnaire. A deterioration in quality of life is a 7-point
declinein thetotal score or death, whichever occurs first.

The time to deterioration in quality of life is calculated as the
time from randomization to deterioration in quality of life.

The following additional efficacy variableswill be assessed.

Progression-free survival is defined as the time from
randomization until date of radiological progression according
to RECIST v1.1 or death due to any cause, whichever occurs
first.
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Duration of objective response will be determined for patients
who have a best response of complete response or partia
response. Duration of objective response is defined as the time
from first date of response of complete response or partial
response until date of progression or death due to any cause,
whichever occurs first.

Duration of disease control will be determined for patientswho
had a best response of complete response, partial response, or
stable disease. Duration of disease control isdefined asthetime
from the first date of response of complete response, partial
response, or stable disease until date of progression or death
due to any cause, whichever occurs first.

Depth of response is defined as the percentage change from
baselineto the nadir in the sum of thelongest diameters of target
lesions.

Posttreatment tumor shrinkage is defined as the proportion of
patients achieving a 20% or greater decrease in the sum of the
longest diameters of target lesions.

Adverse events, serious adverse events, and unanticipated
adverse device effects are collected throughout the study and
assessed using version 4.0 of the National Cancer Institute
Common Terminology for Adverse Events[35].

Planned Statistical Analysis

Study Design and Sample Size

The STOP-HCC study is a phase 3 adaptive trial using a
group-sequential design with overall survival as the primary
efficacy end point. The study was designed to detect a3.5-month
increase in median overal survival, from 10.7 months in the
sorafenib group to 14.2 months in the TARE+sorafenib group
(HR 0.754), using a log-rank test. Due to uncertainty in the
expected treatment effect, we planned a sample size
reestimation, which would allow the sample sizeto increasein
order to detect a 3.0-month increase in median overall survival
time, from 10.7 months in the sorafenib group to 13.7 months
in the TARE+sorafenib group (HR 0.781).

A maximum of 417 deaths would yield 80% power to detect
thetarget differencein median overall survival (HR 0.754) with
a 2-sided apha of .05 using a group-sequential design with 2
interim analyses. It was estimated that a maximum of 520
patients would need to be recruited over 60 months, with an
18-month additional follow-up period. This includes an
adjustment to take account of an assumed 5% of patients who
would be lost to follow-up and for whom a date of death was
not recorded, and an assumed additional 5% of patients who
would be erroneously randomly assigned because they did not
meet the eligibility criteria at randomization.

Interim and Final Analyses of the Primary End Point

The IDMC will evaluate the overall survival data during 2
interim analyses, which are planned at the observance of
approximately, but no less than, 188 and 250 events, with a
2-sided P <.0151 at either point allowing the study to be stopped
early for efficacy. The efficacy stopping boundaries are based
on the rho family error spending function with the parameter
value p=1.5. If theinterim analyses do not occur at exactly 188
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or 250 desaths, the corresponding efficacy boundaries will be
calculated using the rho family spending function with p=1.5.

Sample size modification will be considered at the second
interim analysis according to a simplification of the promising
zone approach described in Mehta and Pocock [36]. The
conditional probability boundaries for the decision rules at the
second interim analysis are as follows: unfavorable zone
(CP2<2): study size to remain at 417 deaths; promising zone
(z=CP2<0.8): study size to increase to 564 deaths; favorable
zone (CP2>0.8): study sizeto remain at 417 deaths, where CP2
is defined as the conditional probability of rejecting the null
hypothesis at the final analysis, given the results at the second
interim analysis, and z is a predefined cutoff defined according
to the Miller and Shaffer [37] principle to ensure that type |
error is controlled.

The final analysis, without a sample size modification, is
planned when approximately, but no less than, 417 deaths have
occurred. A 2-sided P <.0363 isrequired to declare astatistically
significant improvement in median overall survival at the final
analysis. If the final analysis does not occur at exactly 417
deaths, the corresponding efficacy boundary will be calculated
using the rho family spending function with p=1.5.

If the sample size increases after the second interim analysis,
the final analysis is planned when approximately, but no less
than, 564 deaths have occurred, which gives 80% power to
detect an improvement in median overall survival from 10.7 to
13.7 months using a log-rank test with a 2-sided P <.0363
required to declare statistical significance. We estimated that
recruitment of approximately 700 patients over 66 monthswith
an 18-month follow-up period would alow for 564 deaths,
yielding 80% power to detect a statistically significant
improvement in median overall survival with a2-sided P <.0363.
Thisincludes an adjustment to take account of an assumed 5%
of patientslost to follow-up with no recorded date of death, and
an assumed additional 5% of patients erroneously randomly
assigned because they did not meet the eligibility criteria at
randomization.

Statistical Analyses

All efficacy end points will be analyzed using a modified
intention-to-treat population, defined as patients who met the
study eligibility criteria and were randomly assigned. The
per-protocol population isdefined asthe patientsin the modified
intention-to-treat population without any major protocol
deviations that could affect efficacy evaluation; analysis using
the per-protocol population will be according to the treatment
actually received. The safety population included all randomly
assigned patients who received study treatments at |east once;
analysis will be according to the treatment actually received.

For the primary end point, the Kaplan-Meier method will be
used to estimate overall survival curves, and the log-rank test
will be used to compare groups. For all secondary end points,
comparison between groupswill be conducted at a2-sided alpha
of .05, with analyses occurring only at fina anaysis to
determine statistical significance between the groups. For the
secondary time-to-event end points (time to progression, time
to untreatable progression, time to symptomatic progression,
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and time to deterioration in quality of life), the Kaplan-Meier
method will be used to estimate curves, and comparisons
between groupswill be conducted using the log-rank test. Tumor
response rates will be compared between groups using the
continuity-adjusted Newcombe-Wilson test.

Poolability and Other Analyses

Univariable Cox regression analyses of the primary efficacy
end point, overal survival, and al other time-to-event end points
(ie, time to progression, time to untreatable progression, time
to symptomatic progression, and timeto deterioration in quality
of life) will be conducted with the following baseline factors,
one at atime, together with randomized group: age group, race,
ethnicity, unilobar versus bilobar disease, region, ECOG
Performance Status, presence of branch PV TT, duration from
date of initial diagnosisof HCC to randomization, tumor burden,
presence of extrahepatic lesions, Child-Pugh score, BCLC stage,
HCC etiology, prior oncologic treatment for HCC, bilirubin,
albumin, albumin-bilirubin score, and alpha-fetoprotein. This
will allow an assessment of each of these factors on the study
outcomes.

To address the poolability of data across regions, study sites,
and sex, multivariable Cox regression analyses of the
time-to-event end points will be conducted with the following
factors, together with treatment group, and the factors from the
univariable analyses that have a 2-sided P<.15: region and
treatment group by region interaction, enrolling site and
treatment group by siteinteraction, and sex and treatment group
by sex interaction, respectively.

Logistic regression analyses of binary end points (ie, objective
response rate and disease control rate) will be conducted in the
same way as the Cox regression analyses described above.

Results

Enrollment for the study completed in September 2017. Results
of the first and second interim analyses were reviewed by the
IDMC; the recommendation of the committee, at both interim
analyses, was to continue the study without any changes.

Discussion

Overview

TARE has gained a place in various guidelines and consensus
recommendations for the treatment of unresectable HCC. A
consensus panel report by the Radioembolization Brachytherapy
Oncology Consortium states that TARE can be considered for
patients with unresectabl e hepatic primary cancer or metastatic
hepatic disease with liver-dominant tumor burden, and a life
expectancy of at least 3 months [38]. TARE is recommended
in the Asia-Pacific Primary Liver Cancer Expert consensus
guidelines in early and intermediate HCC when standard
treatment is not compatible and in locally advanced HCC [39].
The Taiwan Liver Cancer Association and the
Gastroenterological Society of Taiwan recommend TARE as
an option in patients who are refractory to TACE or have either
alargetumor burden or major vascular invasion (suchasPVTT)
[40].
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PVTT isthe most common form of macrovascular invasion in
HCC, and it is a common complication [41]. TACE and other
forms of embolic treatment are generally considered
contraindicated or not relevant in HCC patients with PVTT.
The reason is that multiple TACE treatments could embolize
the hepatic artery, leaving the compromised portal vein as the
only source of blood supply to the liver and, thus, raise the risk
of liver failure [42]. Treatment of HCC associated with PVTT
would be a good indication for TheraSphere microspheres
becausethe small size and number of TheraSphere microspheres
administered makes them less embolic than other devices, and
the ensuing effect on vascular dynamics is smaller than with
other devices [43-45]. TARE with TheraSphere microspheres
was found to be tolerable and effective in HCC patients with
branch or lobar PVTT [44,46,47)].

We expect the STOP-HCC study to be the largest study of
sorafenib alone versus sorafenib combined with TARE. We
chose overall survival asthe primary end point; overall survival
is the primary end point recommended by the American
Association for the Study of Liver Diseases Panel of Experts
for the design of clinical trialsin HCC patients becauseit isthe
most clinically relevant and the one that is least subject to
investigator bias[48]. The major factorsthat may affect overall
survival in this trial are the pattern of progression, access to
postprogression therapy, tol erance of the combination of TARE
and sorafenib, and underlying cirrhosis and hepatitis.

When the study was designed there was no standard second-line
treatment available. Now that at least three new drugs are
available in second-line treatment (regorafenib, cabozantinib,
and the checkpoint inhibitor nivolumab), it is possible that
postprogression treatment may affect overall survival.
Subseguent treatmentsthat are equally effectivein the treatment
arms would not be expected to affect the absolute overall
survival benefit of the experimental treatment but will make
the relative improvement in overall survival smaller, provided
that the subsequent therapies used in both treatment armsfollow
the current standard of care [49]. There is a low risk that
postprogression treatment could be afactor influencing the end
point. No crossover was permitted in thistrial. It isunlikely that
TheraSphere, which has a low toxicity profile, will influence
the rate of administration of further anticancer treatment at
progression or decrease the efficacy of second-line treatment
compared with the treatment in the control group [50]. In the
recently published REFLECT trial, the median overall survival
in sorafenib-treated patients was 12.3 months (95% ClI
10.4-13.9) versus 10.7 monthsin the SHARP trial [11,51]. One
explanation could be the proportion of patients receiving
treatments after sorafenib (39%) in the REFLECT trial [51].

Another factor that may affect overall survival is the tolerance
to the treatment. In the randomized controlled trials of TACE
versus TACE plus sorafenib (Sorafenib or Placebo in
Combination With Transarterial Chemoembolization for
Intermediate-Stage Hepatocellular Carcinoma [SPACE],
Sorafenib in Combination With Transarterial
Chemoembolisation in  Patients With  Unresectable
Hepatocellular Carcinoma[TACE 2], and Transcatheter Arterial
Chemoembolization Therapy in Combination With Sorafenib
[TACTICS] trials [52-54]) and of sorafenib versus TARE plus
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sorafenib (SORAMIC) [32], the combination treatments did
not impair TACE or TARE administration. However, SPACE,
TACE 2, and SORAMIC did not meet their primary end points.
While the TACTICS trial was successful, it could be argued
that the favorabl e results of the combination were mostly related
to the low dosage and duration of sorafenib, which was given
for amedian of 38.7 weeks [55,56] compared with 17.1 weeks
(TACE 2), 21 weeks (SPACE), and 29 weeks (SORAMIC). In
the TACTICS study, patients received sorafenib 400 mg/day
prior to TACE, then 800 mg/day during TACE sessions until
time to untreatable progression; the median doses of sorafenib
inthe TACE 2, SPACE, and SORAMI C trialswere 660 mg/day,
566 mg/day, and 485 mg/day [32,52-54], respectively. Thislow
dose in the TACTICS trid alowed for less treatment
interruption due to adverse events and a longer duration of
treatment. The STOP-HCC study addresses a dlightly different
population of patients (only advanced, as compared with
intermediate stage in TACE 2 and SPACE and 50% at
intermediate stage in SORAMIC), and the sensitivity to
sorafenib could be different according to the disease stage. Also,
to avoid the cumulative side effect of the treatments and allow
an effective duration of sorafenib, trestment with sorafenib is
started after completion of TARE and dose reduction is planned.

Overall survival should be improved by the control of the
different risks of progression. Treatment failure could be the
consequence of new intrahepatic lesions, intrahepatic growth,
and new extrahepatic lesions (including portal vein thrombosis).
TARE should mitigate the first two risks and sorafenib, the third
risk.

Finally, survival in HCC patients is confounded by underlying
cirrhosisand hepatitis, so whilethere may be atreatment effect,
there are other elements at play that determine survival.

Although the SORAMIC trial did not show an improvement in
overal survival, there are some design differences between that
trial and the STOP-HCC tria: the STOP-HCC study hasalarger
sample size and so should have greater statistical power to detect
an overall survival difference, the TARE devices used in the 2
studies are different (resin yttrium-90 microspheres vs glass
yttrium-90 microspheres), and the SORAMIC tria was

Chauhan et d

conducted in Europe and Turkey with 38 sites, whereas
STOP-HCC isbeing conducted in North America, Europe, and
Asiawith approximately 100 sites.

We chose secondary end points to determine whether
improvement in response affects overall survival and quality
of life. The secondary end points of time to progression, time
to symptomatic progression, and tumor response rate are also
recommended by the American Association for the Study of
Liver Diseases Expert Panel [48]. Additionally, this study is
assessing time to untreatable progression and quality of life.

Limitations

Limitations of the study include the unblinded design, but other
limitations were minimized as much as possible. Blinding for
the sorafenib group would have been difficult to achieve due
to its well-known and extensive toxicity profile. There are
uncertainties in the assumptions of median overall survival for
the sample size calculation (eg, since the population enrolled
may include more PVTT patients than expected, and the
literature suggests that a larger difference in median overall
survival may exist for PVTT patients vs non-PVTT patients),
hence the choice of an adaptive study design, which alowsthe
sample size to be increased to detect a smaller difference in
median overall survival. The STOP-HCC study addresses this
issue in terms of providing a large patient population in a
well-designed trial.

Conclusion

It isimportant to establish an effective, tolerable, and affordable
treatment to improve patient survival for unresectable HCC.
One challenge in the treatment of patients with HCC at the
advanced stageis providing an efficient treatment of the cancer
without impairment of liver function and quality of life. TARE
has a limited toxicity profile when used appropriately and,
consequently, a low impact on sorafenib dose intensity and
duration and is, thus, an attractive concomitant treatment.
Enrollment for the STOP-HCC study completed in September
2017 [57], and the estimated follow-up period is 18 months.
Data from this trial will enhance the knowledge regarding
optimal treatment options for patients with unresectable HCC.
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Abstract

Background: Adolescent and young adults with cancer are at increased risk of psychosocial difficulties relative to their healthy
peers. Current models of inpatient face-to-face psychosocial care might limit the capacity for clinicians to provide timely and
personalized assessment and intervention for this group. Telehealth offers a promising alternative toward increasing access to
the provision of evidence-based psychosocial assessment and treatment for adolescent and young adults with cancer.

Objective: This pilot study aimed to assess the feasibility and acceptability for both patients and clinicians of providing a
psychosocial assessment via telehealth to adolescents and young adults currently receiving treatment for cancer, relative to
face-to-face delivery.

Methods: We included patients who were aged 15-25 years, currently receiving treatment, could speak English well, and
medically stable. Patients were recruited from oncology clinics or wards from 5 hospitals located across Sydney and Canberra,
Australia, and allocated them to receive psychosocia assessment (Adolescent and Young Adult Oncology Psychosocial Assessment
Measure) with aclinical psychologist or social worker through face-to-face or telehealth modalities using a partially randomized
patient preference model . Patients completed apre- and postassessment questionnaire comprising validated and purposely designed
feasibility and acceptability indices, including the impact of technical difficulties, if patients had their own devices, number of
patientswho were content with their group allocation; self-reported preference of modality; Treatment Credibility and Expectations
Questionnaire; and Working Alliance Inventory. Clinicians al so completed a postassessment questionnaire rating their impressions
of the acceptability and feasibility of intervention delivery by each modality.
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Results: Of 29 patients approached, 23 consented to participate (response rate: 79%). Participants were partially randomized
to either telehealth (8/23, 35%; mean age 16.50 years, range 15-23 years; females: 4/8, 50%) or face-to-face (11/23, 62%; mean
age 17 years, range 15-22 years, females: 8/11, 72%) conditions. Four participants withdrew consent because of logistical or
medical complications (attrition rate: 17.4%). Most participants (6/8, 75%) in the telehealth group used their computer or iPad
(2 were provided with an iPad), with minor technical difficulties occurring in 3 of 8 (37.5%) assessments. Participants in both
groups rated high working alliance (Working Alliance Inventory; median patient responsein the telehealth group, 74, range 59-84
and face-to-face group, 63, range 51-84) and reported positive beliefs regarding the credibility and expectations of their treatment
group. Postassessment preferences between face-to-face or telehealth modalities varied. Most patients in the telehealth group
(5/8, 63%) reported no preference, whereas 6 of 11 (55%) in the face-to-face group reported a preference for the face-to-face
modality.

Conclusions: Telehedlth is acceptable as patient comfort was comparable across modalities, with no significant technological
barriers experienced. However, patients varied in their preferred interview modality, highlighting the need to tailor the treatment

to patient preference and circumstances.

Trial  Registration: Australian  New
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Introduction

There has been growing recognition that psychosocial needs of
adolescent and young adult (AYA) patients with cancer aged
15-25 yearsaredifferent from both adults and younger children
and warrant specialized services, including timely psychosocial
assessment [1,2]. A cancer diagnosis during adolescence has
the potential to significantly impact many aspects of normal
development, including physical, psychological, social, sexual,
educational, and financial domains [3]. In addition, the AYA
years are a time during which individuals are at an increased
risk of developing mental health disorders, even without the
severe stress of acancer diagnosis [4]. The combination of these
factors means that compared with other age groups, young
people with cancer often experience more complex
psychological distress and social challenges, which might
require morelong-term, time-intensive psychosocial assessment
and intervention [5-10]. Recent studies have reported that
clinical-level distressis observed in 23%-27% of AYAswithin
the first year postdiagnosis [6,8]. Without appropriate
assessment and intervention, this might translate into serious
long-term mental health risks. A recent study reported that
AYAs with cancer are at a significantly higher risk of suicidal
behavior (both attempts and completed attempts) in the year
after, and up to 5 years postdiagnosis, compared with their peers
without cancer [10].

Besides being associated with apoorer quality of lifeinitsown
right [11], elevated distress among AYAS with cancer is aso
likely to have adverse impact on other clinical factors, such as
treatment adherence [12], and their ability to communicate
effectively about their symptoms, which might delay or
exacerbate treatment complications[13,14]. In addition, distress
contributes to delays in the postcancer treatment of AYAS
reintegrating into normal life, potentially affecting schooling
or work and relationships for years into survivorship [15,16].
Ensuring that AYAswith cancer suffering from elevated distress

http://www.researchprotocols.org/2018/8/e168/

have access to the services they need (eg, psycho-oncology) at
the time they need it is therefore important.

AYAs with cancer have unique psychosocia needs [17], and
the provision of quality care needs to respect their preferences
and provide appropriate emotional support, information, and
physical comfort. The experience AYAs have with their care
affects their functional, emotional, and socia adjustment [18].
The provision of timely psychosocial assessment and
intervention for AYAs with cancer is another fundamental
component of best practice care[3,19] and is recommended as
part of gold standard AYA clinical carein several international
jurisdictions, including the UK and Australia [20]. However,
considerable barriers exist for this group of patients accessing
assessment and intervention. Although Australian rural and
remote patients with cancer often need to travel long distances
for specialist care, at great expense, time, and inconvenienceto
their jobs and family [21-23], AYAs are at a particular
disadvantage. Many hospitals lack specialist AYA services or
health professionals with AYA expertise, and the available
specialized services aretypically located in metropolitan centers
[24,25]. AYAs are a dispersed population, and sometimes live
a great distance from their treating hospital. These barriers
sometimes mean patients avoid traveling for less “urgent” or
compulsory aspects of their care altogether (such as receiving
psychosocial assessment or intervention), potentially affecting
clinical outcomes.

One method of ensuring higher access to appropriate
psychosocial assessment and interventionin AYA patientswith
cancer is telehealth. Telehealth “involves the use of modern
information technology, especialy two-way interactive
audio/video communications, computers, and telemetry (ability
to exchange data), to deliver health (and mental health) services
to remote patients’ [26]. Previous reviews have highlighted that
telehealth might allow for the provision of specialist assessment
and intervention to previously inaccessible and remote
populations. Telehedth is also valuable in urban aress,
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especialy for those who find it difficult to travel because of
logistical or treatment-rel ated constraints. Moreover, providing
care using telehealth stands to benefit health providers, as
Web-based consultations might reduce clinicians' travel time
costs when caring for patientsin diverse locations and increase
the efficiency of limited clinician resources, facilitating an
increased capacity in service delivery [27]. Finally, AYAs can
be difficult to engage in psychosocial services because of
barriers such as the stigma of accessing mental health services
[28]. Telehealth offers flexibility to the delivery modality of
psychosocial care and might assist in enhancing their
engagement, by allowing them to talk to a mental health
clinician in a truly private setting, and not being seen by a
clinician in award or an outpatient clinic.

A key part of providing quality psychosocia care to AYAsSis
regular psychosocial screening and assessment, which enables
members of the health care team to identify patientsin distress,
as well as those at risk of poor psychosocial outcomes, while
detecting specific unmet needsthat could be exacerbating patient
distress. Ongoing assessment throughout treatment ensures
unmet needs are addressed, even when those needs change
[2,29]. Telehealth offers a promising avenue to ensure that
adequate psychosocial assessment isdelivered to AYA patients
at appropriate time points throughout their cancer journey and
into survivorship.

At present, no research has specifically examined the feasibility
and acceptability of using telehealth to provide psychosocial
assessment for AYAswith cancer. However, in theintervention
literature, severa studies have suggested that AYA patients
might be amenableto receiving psychosocia assessment through
telehealth [30,31]. The provision of psychosocial support using
telehealth in adult patients with cancer has been found to be
satisfactory and feasible [32]. Telehealth interventions can
achieve therapeutic alliance and rapport (ie, the relational bond
between a clinician and a patient) equivalent to face-to-face
therapy [33], and telehealth interventions for childhood and
AYA cancer survivors implemented by phone, website, and
Facebook have demonstrated feasibility and acceptability
[34-38]. Findly, telehealth interventions have shown similar
efficacy to face-to-face intervention in improving the quality
of life of cancer survivors [39]. Despite these promising
findings, no previous studies have investigated the feasibility
or acceptability of using telehealth technology to provide
psychosocial assessments to AYA patients regarding the
treatment of cancer; this is critical to establish given that the
literature to date has been mixed regarding whether telehealth
isan appropriate, acceptable, or feasible modality through which
psychologically distressed patients' needs can (or should) be
met [40,41]. As part of one of the first clinical consultations
during which apatient’s distress, illness adjustment, and mental
health history might be fully explored, establishing the feasibility
and acceptability of telehealth for psychological assessment is
crucia to future development and expansion of AYAS' access
to these services as part of best practice clinical care.

This study aimed to evaluate the feasibility and acceptability
of telehealth-delivered psychosocia assessment among AYAS
undergoing treatment for cancer compared with patients
receiving face-to-face assessment. Both patients and clinicians
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provided feedback for this evaluation. Specificaly, the
objectives were to assess the feasibility of using telehealth to
deliver psychosocial assessments to AYAs during cancer
treatment by examining the frequency of technical difficulties
experienced in the telehealth group and how many patientsin
the telehealth group had access to their own devices compared
with how many required one. The acceptability of using
telehealth to deliver psychosocial assessments to AYAs during
cancer treatment was determined by examining (1) how many
patients were content with their group allocation and how many
patients requested the aternative modality; (2) patients
subjective frustration with technical difficultiesif or when these
occurred in the tel ehealth condition; (3) self-reported preference
of modality for all patients and to explorereasonsfor the stated
preference; (4) patient outcome expectations and credibility
beliefs about receiving the psychosocia assessment via
telehealth or face-to-face; (5) patient-reported levels of working
aliance across both telehedlth and face-to-face; and (6)
clinicians impressions of patients engagement, comfort,
rapport, and openness across both modalities. We hoped that
indexing these feasibility and acceptability indices could directly
inform the design and planning of afuture, larger randomized
trial of telehealth-delivered psychosocial assessment for AYA
patients with cancer across Australia.

Methods

Participants

This study was approved by the Sydney Children’s Hospitals
Network Human Research Ethics Committee. We recruited
patients (both inpatients and outpatients) from the following 5
sites in the state of New South Wales (NSW), Australia:
Westmead Hospital and The Children’s Hospital at Westmead
(Western Sydney), Prince of Wales Hospital and Sydney
Children’s Hospital (East Sydney), and Canberra Hospital
(Canberra). Whilethe 5 sites are situated in urban centers, they
capture both urban and rural patients. Patients were eligible to
participate in this study if they had a cancer diagnosis, were on
treatment, and were aged 15-25 years. Patients presenting with
skin cancer diagnoses wereineligibleto participate. Consistent
with the New South Wales Health Policy and the clinical care
model provided within the AYA services the study recruited
from, patients aged <18 years were invited to provide their
consent, independent of a legal parent or guardian. The
additional inclusion criteria included speaking and being able
to read English well and being medically stable. Patients were
determined to be medically stable using clinical judgment,
liaising with the treating team as appropriate. If patientsin the
telehealth group did not have access to a necessary device (eg,
a computer or an iPad), they were provided one. No
compensation was offered for participation in this study.
Furthermore, 3 clinicianswereinvolved in delivering the study,
one at each site—two clinical psychologists and one social
worker.

Design
This pilot study was a partially randomized patient preference

trial  (ACTRN12614001142628) [42-44], which alowed
participantsto opt out of the randomized all ocation and choose
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their preferred group. Thisdesign enablesindividual differences
or bhiases to be accounted for among those who elect to be
randomized, while also being better in assessing the manner in
which clinical services are offered and selected by patients in
real clinical contexts. We randomized patients who consented
to participate in the study to receive their psychosocia
assessment viaface-to-face or telehealth modalities. If patients
were not comfortable being randomized, they were offered the
choice to select their preferred assessment modality.

Procedure

A Masters-level clinical psychologist or socia worker
approached patientsin person bedside or before or after aclinic
appointment for introducing the study and providing the study
information form. This necessitated patients having some degree
of face-to-face contact with the clinician before the assessment,
regardless of the group allocation. The clinicians had limited
previous experiences with using telehealth in a clinical setting
and were provided training in the use of telehealth and the
software before using it with patients. Following informed
consent, patientsindicated whether they were comfortable being
randomized to either condition. Based on their decision, patients
were either randomized (using a simple randomization method
with random numbers generated by independent personnel) or
choseto receive their psychosocia assessment viaface-to-face
or telehedth. Patients then completed a preassessment
guestionnaire battery.

Next, a Masters-level clinical psychologist or social worker
assessed patients within 4 weeks using the AYA Oncology
Psychosocia Assessment Measure, developed by CanTeen [45].
Patients allocated to teleheath were joined to Web-based
videoconferencing software (Cisco Webex), a secure,
password-protected videoconferencing application. Immediately
following the assessment, care plans were developed
collaboratively with patients, as per the AYA Oncology
Psychosocial Care Manual [45].

Then, patients immediately completed a postassessment
guestionnaire battery. Both pre- and postassessment batteries
were completed either on paper or online, depending on the
patient's preference. If a patient was identified to be
experiencing elevated distress or was assessed to be at acute
risk (eg, experiencing suicidal ideation with intent or plan), the
clinician responded as appropriate depending on the level of
risk and the modality through which the patient was being
assessed. Thisstudy utilized the same risk management protocol
as reported in other recent Australian trials using
videoconferencing, which have been shown to be appropriate
interms of screening for and managing mental health risks[41].
Specifically, if assessed face-to-face, risk management
procedures were in keeping with standard clinical care (eg,
walking patient to emergency, contacting ageneral practitioner
[GP] or community crisis team etc). In contrast, risk
management strategiesfor patients assessed viatel ehealth were
determined by the level of risk. The protocol included actions
such as confirming the AYAS' location and contacting 000
(Australian emergency phone number), liaising with the AYA's
GP or community crisis team, contacting the AYA's primary
caretaker and treating team, and providing the AYA with crisis
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telephone numbers to contact if they begin to feel less safe and
encourage them to talk to their GP.

Psychosocial Assessment

The AYA Oncology Psychosocial Assessment Measure [45] is
a modified version of the HEADSS (Home,
Educati on/Employment, peer group Activities, Drugs, Sexuality,
and Suicide/depression) assessment [46], a widely used
adolescent psychosocia assessment measure administered by
semistructured clinical interview, adapted to suit the
circumstance and needs of AYA patientswith cancer. It includes
the assessment of home environment, education or employment
status, social history, drug or alcohol use, sexuality, and mental
health status (eg, suicidal or depressed) [45]. Furthermore, the
Psychosocial Measure informs the development of a care plan
with patients, which might involve ongoing psychosocial support
or referral to appropriate services[45].

M easures

Demographics

The preassessment questionnaire battery included demographic
information, including age, gender, employment status,
diagnosis, and treatments received. We included the Youth
Satisfaction Questionnaire [47], measuring satisfaction with
overall psychosocial care, in the preassessment battery; this
measure has adequate internal consistency [47] and has
previously been used among AYAs with cancer [48]. Scores
range from 3 to 9, with higher scores denoting higher patient
satisfaction.

Feasibility

Patients were asked to report whether technica difficulties
occurred, and if so, how many minutes of interruption these
caused. Our benchmark for feasibility wasthe resol ution of any

technical difficulties within 5 minutes (assessed in the
postassessment battery).

Patients in the telehealth group also reported whether they had
their own device or not. Our benchmark for feasibility was for
>75% patients to have their own device (assessed in the
postassessment battery).

In terms of recruitment rate and attrition, our benchmark for
feasibility was for >50% patients approached to consent and
participatein this study (assessed in the postassessment battery).

Acceptability

We used the number of patients who were content with their
group allocation versus the number of patients who requested
an aternative modality as an index of acceptability. Our
benchmark for acceptability wasfor 80% patientsto be content

with their group allocation (assessed in the postassessment
battery).

Patients were asked to rate how frustrated they were if they
experienced technical difficulties on a scale of 1-10, where an
average rating of <3 was deemed acceptable (assessed in the
postassessment battery).

All patients indicated self-reported preference of modality, or
whether they had no preference either way, and were then asked
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to explain their preference in an open-ended written response.
Our benchmark for acceptability was for >80% patients in the
telehealth group to prefer their allocation over face-to-face or
otherwise have no preference (assessed in the postassessment
battery).

Patient outcome expectations and credibility beliefs about
receiving the psychosocial assessment via telehealth or
face-to-face were assessed with the Treatment Credibility and
Expectations Questionnaire [49] in the preassessment battery.
In addition, items were modified for this study as appropriate;
for example, “treatment” was replaced with “ consultation over
the internet.” This measure has high internal consistency and
includes 6 items, of which, 4 employ a 9-point Likert scale
ranging from 1 to 9 and 2 employ an 11-point Likert scale
ranging from 0% to 100%; higher scores reflect higher
credibility or expectations. Our benchmark for acceptability
was for outcomes on this measure to be comparable across
groups (assessed in the preassessment battery).

Patients reported levels of working alliance across both
telehealth and face-to-face assessed using the Working Alliance
Inventory (WAI) [50], which measured AYAS perceptions of
their relationship (ie, rapport and feeling understood) with the
clinician who conducted the assessment. This measure employs
a7-point Likert scale ranging from 1 (not at all) to 7 (exactly),
where the total score ranges from 12 to 84, with higher scores
reflecting a stronger working alliance. Our benchmark for
acceptability wasfor outcomes on this measureto be comparable
across groups (assessed in the postassessment battery).

Upon completion of this study, we asked patients to rate how
beneficial and how burdensome the study was respectively, on
ascaleranging from 1 (not at all) to 5 (very much; assessed in
the preassessment battery).

Clinicians impressions of patients engagement, comfort,
rapport, and openness were assessed across both modalities,
whereby clinicians completed a postassessment questionnaire
asking them to rate their impression of patients engagement,
comfort, rapport, and openness on a 10-point Likert scale
ranging from 1 (low) to 10 (high). We defined acceptability as
outcomes on this measure being commensurate across groups.
Our definitions of feasibility and acceptability are similar to
other work assessing feasibility and acceptability of
telehealth-delivered psychosocial care [51] (assessed in the
postassessment battery).

Psychosocial State

The preassessment battery included measures of current
psychosocial functioning used to characterize the sample,
including the Kesser Psychological Distress Scale 10 [52],
measuring anxiety and depression symptomsin the past 4 weeks.
Scores in this measure range from 10 to 50, where scores <20
indicate normal functioning, 20-24 indicate mild difficulties,
25-29 indicate moderate difficulties, and >30 indicate severe
difficulties[52,53]. In addition, patients compl eted the Pediatric
Quiality of Life Inventory for adol escents and young adults[54],
measuring AYA cancer-specific quality of life. Scores range
from 0 to 100, with higher scoresindicating a higher quality of
life.
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Statistical Analysis

Data were analyses using SPSS Version 24.0 (IBM Corp,
Armonk, NY, USA). We calcul ated descriptive statistics for all
measures included. When the data is nonnormally distributed,
medians asranges are reported asameasure of central tendency.
Between-group quantitative analyses were not conducted
because of the small sample size and associated limited power.

Results

Participants

Of the 29 patients approached, 23 (79%) consented to participate
and 6 (21%) declined asthey were not interested in participating.
In addition, 17% (4/23) participants did not compl ete the study
following consent—2 were lost to follow-up, 1 changed mind,
and 1 became too unwell and was withdrawn from the study by
the investigators (this occurred following consent, but prior to
any further participation in the study). Of the 19 remaining
participants, 17 were randomized to either telehealth (8/17,
47%) or face-to-face (9/17, 53%) conditions, with 2 participants
electing to be assessed face-to-face (Figure 1). The 2 patients
who chose the face-to-face modality were collapsed in the data
with other face-to-face group participants and not reported
separately; this decision was made because of the small number
(n=2) of patients who opted out of randomization.

Table 1 summarizes key patient characteristics. In this study,
19 participating AYAS represented a diverse range of ages,
gender, employment status, diagnosi s, and treatment. All patients
were undergoing treatment for their first diagnosis (ie, had not
relapsed). AYAs lived a median distance of 24 (range 13-414)
km from their treating hospital. As a group, AYAS average
levels of distress according to Kessler Psychological Distress
Scale 10 were in the “normal” range, although some in each
group showed elevated distress (telehealth: 2/8, 25%;
face-to-face: 3/11, 27%). In addition, our sample reported
health-related quality of life scores in the moderate range,
although their emotional or physical functioning was somewhat
lower. Overall, AYAsreported very high satisfaction with their
psychosocial care to date (median Youth Satisfaction
Questionnaire score 8.5, range 6-9).

Feasibility

Technical difficulties occurred during aminority of assessments
in the telehealth group (3/8, 37.5%); however, in each case,
problemswere resolved in <5 minutes, meeting our benchmark
of feasibility. The technical difficulties that occurred were all
because of inconsistent connection speeds in the context of
patients' devices not being connected to Wi-Fi but relying on
the 4G mobile connection. Of telehedlth participants, 6 of 8
(75%) used their own computer or iPad and the other 2 (25%)
were provided with an iPad astheir assessment occurred during
an inpatient stay, which met our benchmark of feasibility. Of
all 29 patients approached, 19 (65.5%) consented to participate
and also completed al components of the study, above our
feasibility target of 50%.
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Acceptability

Almost all (17/19, 89%) patients were content with their group
alocation, above our acceptability target of 80%. In the
telehealth group, al 3 patients who experienced technical
difficulties rated their level of frustration because of this as 1
of 10, below our benchmark of 3/10. Table 2 outlines patients
experiences of the psychosocial assessment. Following the
psychosocial assessment, 7 of 8 (87.5%) patients in the
telehealth group reported a preferencefor tel ehealth or otherwise
no preference between face-to-face or telehealth modalities
(above our acceptability target of 80%). Evaluating differences
in the modality preference across gender, among young men,
3 preferred face-to-face, 3 preferred telehealth, and 1 cited no
preference. Among young women, 5 preferred face-to-face, 1
preferred telehealth, and 6 cited no preference. Table 3 outlines
qualitative patients’ responses accounting for their reported
preference of the assessment modality. Patients reported their
perceptions of the ease and comfort associated with each

Chamerset d

modality, as well as concerns about confidentiality and
familiarity with the clinician conducting the interview. Table 4
outlines patients’ expectations of the telehealth or face-to-face
modality and their beliefs about the credibility of the modality.
Overdll, patients had similarly positive expectations for both
telehealth and face-to-face modalities and rated high credibility.
The median patient response on WAI was 74 (range 59-84) for
the telehealth group and 63 (range 51-84) for the face-to-face
group. WAI scores for young men (median 67, range 54-81)
and young women (median 67, range 51-84) were comparable.
In both groups, the median response to whether the study was
burdensome was 1 (ie, not at al). The median response to
whether the study was beneficial was higher in the telehealth
group. Table 5 outlines clinicians reports of patients
engagement, comfort, rapport, and openness. Overall, clinicians
tended to report high levels of patient engagement and comfort
across both the teleheal th and face-to-face groups. Furthermore,
clinicians' ratings of technical difficulties were commensurate
with patients’ ratings.

Figure 1. The Consolidated Standards of Reporting Trials (CONSORT) flowchart of participants. F/U: follow-up.

E Assessed for eligibility (n=29)
E
=
'LE Opt out (n=£)
|
g Randomized (n=21) Patient preference (n=2)
=
Withdrawn or did not
otherwise complete
study (n=4)
Telehealth (n=8) Face-to-face (n=9) Face-to-face (n=2)
=1
7
g
= Completed F/U (n=8) Completed F/U (n=9) Completed F/U (n=2)
@
E
=

Analyzed (n=8)

Analyzed (n=9)

Analyzed (n=2)
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Table 1. Patient characteristics.

Variable Telehealth Face-to-face
(n=8) (n=11)

Age (years), median (range) 16.50 (15-23)  17(15-22)
Gender (female), n (%) 4 (50) 8(73)
Live at home (yes), n (%) 8(100) 11 (100)
Parents separated or divorced (yes), n (%) 2(25) 3(27)
Employed, n (%) 4 (50) 6 (54.5)
Speak another language other than English at home (yes), n (%) 2(25) 3(27)
Highest level of education completed, n (%)

Year 10 or below 5(62.5) 5 (45)

Technical and Further Education certificate 0(0) 2(18)

Year 12 3(37.5) 4.(36)
Kilometers living from hospital, median (range) 22.50 (13-414) 24 (17-94)

Remoteness index?
Major cities 7(87.5) 10 (91)
Inner regional 1(125) 1(9)
Treatment factors

Diagnosis, n (%)

Acute lymphoblastic leukemia 0(0) 1(9)
Acute myeloid leukemia 0(0) 2(18)
Brain cancer 0(0) 1(9)
Hodgkin's Lymphoma 1(125) 4 (36)
Non-Hodgkin's Lymphoma 1(12.5) 109
Sarcoma of the bone 1(125) 0(0)
Soft tissue sarcoma 3(37.5) 1(9)
Other 2(25) 1(9)
Age at diagnosis, median (range) 16 (14-23) 16 (13-21)
Received chemotherapy, n (%) 6 (75) 9(82)
Received radiotherapy, n (%) 1(12.5) 4 (34)
Received surgery, n (%) 2(25) 2(18)
Bone-marrow transplant, n (%) 2(25) 1(9)
Youth Satisfaction Questionnaire, median (range) 9 (6-9) 8 (7-9)
Functioning
Kesdler Psychological Distress Scale 10b, median (range) 17.50 (13-27)° 17 (12-37)d

Pediatric Quality of Life Inventory for adolescents and young adults®, mean (SD)

Total score 66.75(14.84)  61.86 (14.90)
Physical health 30.84(17.82)  42.33(19.93)
Emotional 65.00(22.36)  60.91(18.14)
Social 83.75(11.57) 77.73(12.72)
Study or work 53.13(26.98)  65.45(26.31)
Pain and hurt 59.38 (17.36) 54.46 (17.02)
Nausea 61.88(28.53)  58.18(25.03)
Procedural anxiety 81.25(29.12) 75.76 (31.94)
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Variable Telehealth Face-to-face
(n=8) (n=11)

Treatment anxiety 80.21(16.02)  68.94 (26.64)
Worry 65.63(24.98)  46.21(29.67)
Cognitive problems 71.88 (21.87) 61.82 (31.09)
Physical appearance 87.50 (14.77) 64.40 (34.17)
Communication 8229 (17.50)  71.97 (31.02)

In general, would you say your health is 1 (excellent)-5 (poor), median (range) 3(2-9) 3(2-3)

Before your diagnosis, had you ever seen a psychologist, social worker, counselor or psychiatrist at any timein 2 (25) 6 (54.5)

the past (yes), n (%)

3The Australian Statistical Geography Standard Remoteness Structure.

bScores range from 10 to 50, where higher scores indicate higher psychological distress.
“Two patients fell in the clinically elevated range (ie, moderate to severe, scores above 24).
HThree patientsfell in the clinically elevated range (ie, moderate to severe, scores above 24).
€Scores range from 0 to 100, where higher scores indicate a higher quality of life.
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Table 2. Peatients experience of psychosocial assessment (assessed in the postassessment battery).

Question/statement and response Telehealth Face-to-face
(n=8) (n=11)

Werethereany topicsthat you did not feel comfortable discussing with the psychologist during this consultation, n (%)

Yes 1(12.5) 0(0)

No 7(87.5) 11 (100)
Wer e you happy having your assessment online or in person or would you have preferred doing it the other way, n (%)

Prefer online 1(12.5) 3(27.3)

Prefer face-to-face 2(25) 6 (54.5)

No preference 5(62.5) 2(18.2)
Please rate your level of comfort in talking about personal issues online or in person (compared with in person  8.50 (3-10) 8.50 (6-10)

or online)?, median (range)

The consultation with the psychologist or social worker did not take too long to compl eteb, median (range) 2(1-9) 2(1-3)
I did not have to wait too long for my consultation with the psychologist or social worker®, median (range) 1.50 (1-2) 2(1-2)
It was difficult to travel to my consultation with the psychologist or social workerb, median (range) 4.50 (1-5) 4(1-5)
The questions in the psychological consultation were easy to underaandb, median (range) 1.50 (1-2) 2(1-3)
The consultation with the psychologist or social worker covered issues that were relevant to meP, median (range) 1.50(1-2) 2(1-2)
I would have liked to have completed my psychological consultation in a more private location, median (range) 4 (1-5) 4 (2-5)
I would be happy to have a psychological consultation again as part of my future careb, median (range) 2.50 (1-3) 2(1-3)
Completing this psychological assessment has helped me to communicate my emotional needs to my medical 2(1-3) 2(1-3)
care teamb, median (range)

I(:acetga-face only: How long did it take you to get to the hospital for your appointment today (min), median — 30 (20-120)

range

Online only: Did you experience any technical difficulties during today’s online consultationb, n (%)
Yes 3(37.5) —
No 5(62.5) —

Onlineonly: Technical difficulties; if yes, how long did it taketo resolve®, n (%)
<5 min 3(100) —
>5min 0(0) —
Onlineonly: Technical difficulties; if yes, how much did these technical difficultiesfrustrate you?, median (range) 1 (1-1) —
Was participation in this study burdensome to you in any way®, median (range) 1(1-2) 1(1-4)

Was participation in this study beneficial to you in any way®, median (range) 4(3-5) 15(1-5)

3Response set: 1-10.
bR&sponse set: 1 (strongly agree)-5 (strongly disagree).
®Response set: 1 (not at all)-5 (very much)
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Table 3. Qualitative patient reports explaining their preference of modality for either telehealth, face-to-face, or no preference (assessed in the
postassessment battery).

Preference Quote

Telehealth
Prefer online « “Becauseit'salot easier as| can just have my session done when I’'m at home.”
Prefer face- to-face «  “Because you want to familiarize who they are first and how they can help you.”

« “Face-to-facefor meallowsfor deeper discussion, | felt dightly removed from the whole thing when doing it online.
It isalso a better setting face-to-face as | was aware of my housemate being around which limited some of the
topics that | would talk about.”

No preference « “l donot have apreference as| personaly believe that it didn’t make a difference to our conversation.”
«  “Personally, speaking to somebody viatechnology achieves the same result as speaking face-to-face.”
o “I'm comfortable in both situations.”

o  “Either way works for me.

Face-to-face

Prefer online «  “Yeah, only reason | prefer online is because my socia worker istoo far from my home.”
o “Becausel livefar away.”

Prefer face-to-face . ‘“Easer”
e« “ljustfinditeasier”
«  “Feel more comfortable discussing situationsin person.”
« “It'sgood to talk to someone face-to-face”
« “I prefer the face-to-face because | feel it more comfortable to talk to an actual person.”

« ‘“Easiertotakto.”

No preference o “l don’t mind either way.”
« “I think both are as good as each other.”

Table 4. Treatment credibility and expectations questionnaire [49] (completed preassessment).

Question Median (range)
Telehealth? Face-to-face®
(n=8) (n=11)

At this point, how logical does it seem to you to have a consultation over the internet or in person? 6.50 (2-9) 7 (2-9)

At this point, how successfully do you think this consultation over the internet or in person will bein helpingyou 6.50 (4-9) 6 (1-9)

cope?

How confident would you be in recommending having a consultation with your psychologist over theinternet or 7 (4-9) 7(1-9)

in person?

By the end of your consultation over the internet or in person, how much better do you think you will feel about 70 (40-80) 70 (0-90)

your current situation?

At this point, how much do you really feel that your consultation over the internet or in person will help you cope  6.50 (3-9) 6 (1-9)

with your current situation?

By the end of the consultation over theinternet or in person, how much improvement in how you are coping with 55 (40-90) 60 (0-90)

your situation do you really feel will occur?

3Four items employ a 9-point Likert scale ranging from 1 to 9, and 2 items employ an 11-point Likert scale ranging from 0% to 100%; higher scores
reflect higher credibility or expectations.

http://www.researchprotocols.org/2018/8/e168/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 €168 | p.112
(page number not for citation purposes)

RenderX


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

JMIR RESEARCH PROTOCOLS

Chamerset d

Tableb. Clinicians' ratings (n=3) of clinicians experience of psychosocial assessment (completed postassessment).

Question Telehealth Face-to-face
(n=8) (n=11)

Please rate how active or vocal the patient was during the assessment today, median (range) 9 (6-10) 8 (4-10)

How comfortable did you feel conducting the assessment today, median (range) 9 (7-10) 9 (6-10)

Rate how good the rapport was between yourself and the AYA? patient overall, median (range) 9 (7-10) 8 (6-9)

How open did you feel the AYA patient was, median (range) 8 (6-10) 7 (4-10)

Online only: Did any technical difficulties arise during this session (yes), n (%) 3(37.5) —

If yes, how long did it take less than 5 minutes to resolve (yes), n (%) 3 (100) —

8AYA: adolescent and young adult.

Discussion

Principal Findings

This study explored whether the administration of apsychosocial
assessment would be both feasible and acceptable to AYAs
currently receiving cancer treatment if delivered using telehealth.
Overall, the delivery of psychosocial assessmentsviatelehealth
was found to be feasible We were able to deliver
telehealth-based psychosocial assessments to a broad patient
group with arange of cancer diagnoses, ages, and varied distress
levels and across both young men and women. All patients
randomized to the tel ehealth group had their own device, which
they used to connect to their Web-based assessment (unless
they were inpatients, in which case a device was provided).
Furthermore, while some patients did experience technical
difficulties during their assessment, these were resolved quickly
and resulted in minimal frustration, which is in keeping with
other recent telehealth studies where technical difficulties and
associated dissatisfaction were minimal [51,55]. Clinicians
scores indicated a high degree of acceptability from their
perspective as well. It is important to note that clinicians did
not have prior experience in using telehealth as a modality in
providing clinica care, highlighting that when provided with
appropriate training, telehealth is afeasible tool to implement
even in settings where clinicians might not have had previous
experience in doing so.

Psychosocial assessments delivered via telehealth were also
found to be acceptable. The ability to effectively deliver an
inherently interpersonal service through the medium of
technology has been posed as one of the key ethical tensions
involved in the expansion of telehealth services [6,56]. Our
findings highlighted that both clinicians and patients felt
comfortable with the telehealth modality and reported
comparably high levels of patients' engagement and comfort
acrosstelehealth and face-to-face modalities. Critically, patients
perceptions of the therapeutic collaborative relationship with
the psychologist or social worker were also comparable across
groups. The high proportion of patients who werewilling to be
randomized to either condition (telehealth or face-to-face) at
the outset further emphasizes that future trials will be able to
employ this design with confidence. In the context of the
partially randomized patient preference design used in this study,
AYAS' openness to both models of care appears to reflect that
both models of undertaking psychosocia assessmentsfor AYA

http://www.researchprotocols.org/2018/8/e168/

patients with cancer might be developmentally and clinically
appropriate in different circumstances. Concerning gender, our
results suggested that both males and femal es might be open to
telehealth as a model of care; although our sample was quite
small, this aligns with previous findings that report no impact
of gender on the acceptability of telehealth technology [57,58].

The qualitative responses showed that patients who preferred
telehealth indicated thiswas largely because of logistical issues,
whereby telehealth reduced the burden of travel and increased
ease of attending an assessment. Patients who preferred
face-to-face assessment indicated it was simply more
comfortable and easier to engage with a clinician in person.
Although telehealth was the explicit preference among a
minority of AYASs, of note, amost three times as many AYAs
in the telehealth group expressed having “no preference” of
modality. Despite ethical concerns in the literature regarding
the potential for confidentiality and security issuesintelehealth
[40], we found little evidence of AYAs being overly concerned
around these confidentiality aspects, and it did not appear to
affect our participation rates. Like previous Australian studies,
we used a more secure videoconferencing platform, with
password-protected sessions, and liaised with patientsto ensure
that the session was undertaken in aprivate, confidential location
[41,48]. Rather, our findings indicate that while AYAs may
have ageneral tendency to prefer face-to-face interactions with
psychosocial clinicians, they may become more open to the
possibilities or potential benefits of telehealth once they have
tried it for themselves. This notion agrees with previous
literature that has found young people exposed to telehealth
reported appreciation for the privacy it alows [59], which
overcomes barriersto service utilization, such as mental health
stigma, and the sense of empowerment and control patients have
about terminating sessions [60]. Thus, future studies should
investigate whether and how patients' (and clinicians') attitude
toward telehealth may change with exposure to it. In order to
better gauge AYAS' relative preferences for telehealth versus
face-to-face delivered psychosocial services, a future tria
employing a crossover design in which AYAs gain exposure
to both models of care would be recommended. The variance
in patients’ preferences reported in this study (and the high
proportion indicating no preference) highlights the importance
of clinicians engaging collaboratively with AYAsto ensure that
they offer a service that suits each patient’s needs.
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Although participants' preference for assessment modality
varied, the median level of reported comfort talking about
personal issues was comparable across groups. In addition,
participants’ perceptions of the working relationship with their
psychologist appeared equally positive regardless of their gender
or how far away they lived from the hospital. These findings
echo other recent studiesthat have a so found that young people
report positive perceptions of psychological interactions that
take place using telehealth [61,62]. For many patients, therefore,
concerns about the quality of the rapport or working relationship
over telehealth might not be the primary driving factor
underlying preferences between the two treatment models.

Our sample also represented a group of AYAs with lower total
health-related quality of life, and in particular lower emotional
and physica functioning, relativeto previously reported samples
of AYA cancer survivors [11]. Telehealth technologies might
be particularly helpful for individuals currently experiencing a
great symptom burden and for whom additional travel to a
hospital site to receive support would be difficult [18,48].
Indeed, satisfaction with telehealth is understandably very high
in rural communities where the need to travel for face-to-face
careis prohibitive [63]. As AYA psychosocial assessments are
increasingly recognized asakey part of the best practice clinical
care (Clinical Oncology Society of Australia guidelines [56]),
this study showsthe potential utility of incorporating telehealth
into that delivery model and suggeststhat thiswould befeasible
and acceptabl e to both patients and clinicians.

Strengths

This study has several strengths. To the best of our knowledge,
thisisthefirst study to explore the clinically important issue of
whether using telehealth to provide psychosocial assessment is
viable among AYAs with cancer. We had a high response rate
and level of participation among patients approached to
participate, highlighting the appeal and importance of the study
to AYAs. Contrary to prior studies where AYAS ownership of
technology was a requirement for participation [51], we were
able to provide AYAs with access to technological equipment
if they needed it, ensuring equity of accessto AYAswith varied
socioeconomic and financial resources. Furthermore, the study
demonstrated the feasibility and acceptability of using a
telehealth modality to conduct psychosocia assessmentsamong
patients of varying levels of psychological distress. Prior work
has questioned the appropriateness of using emerging
technologies, including telehealth, with distressed populations,
citing safety concerns [18,64]. This study provides afirst step
to supporting the acceptability and feasibility of telehealth
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psychosocial assessment for vulnerable and distressed groups
and is in line with previous work demonstrating that distress
can be assessed in clinically and ethically appropriate ways
using Web-based telehealth technologies 41.

Limitations

This study also has several limitations. First, the small sample
size and nonnormal data distribution restricted quantitative
between-group analyses. Second, al patients received some
degree of face-to-face engagement by the clinicians regardless
of group randomization, which may have lessened the
differences between the two groups. Thisoccurred in the patient
recruitment and consent process and was conducted by the
assessing clinician because of resource limitations. However,
recent research has reported that emerging technologies, such
as telehealth, are likely to be best used as “adjuncts’ or
supplements to routine, face-to-face clinica care
[13,14,18,65-68]. As such, the mix of face-to-face and telehealth
care our sample received is likely to be a good approximation
of how thismight beincorporated into routine practicein clinical
settings. In future, studies using a “crossover” design would
assist in more rigorously comparing the relative feasibility and
acceptability of these two modalities, whereby participants
would have exposure to both face-to-face and teleheath
modalities before providing feedback on these. In addition,
although the psychosocial assessment used is manualized and
clinicians engaged in self-reported fidelity checks where they
ticked off each component of the assessment for each patient,
we did not include arigorous assessment of clinicians’ fidelity
to the AYA psychosocial assessment as one of our outcome
measures; consequently, it is possible that the face-to-face and
telehealth arms also differed in the delivery of this assessment
between clinicians. Finaly, as a pilot study, this study has
inherent limitations with respect to the generalizability of the
results without a future larger scale trial being undertaken.

Conclusions

Despite these limitations, this study represents the first attempt
to investigate the acceptability and feasibility of telehealth in
providing a psychosocial assessment to AYAS on cancer
treatment, aswell asclinicians’ experience of patients response
to telehealth. Overall, telehealth was well received, patient
comfort was comparable across modalities, and no significant
technological barriers were experienced. While some patients
will indicate a preference for a face-to-face assessment, a
preference that needsto be respected, telehealth offersafeasible
and acceptable aternative for patientswho prefer it or otherwise
would be burdened by accessing face-to-face assessment.
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Abstract

Background: Traditional psychological therapies focus mainly on modification of individuals' conscious decision-making
process. Unconscious processes, such as cognitive biases, have been found accountable for various psychiatric psychopathol ogies,
and advances in technol ogies have transformed how bias modification programs are being delivered.

Objective: The primary aim of this review isto synthesize evidence of Web-based cognitive bias modification intervention for
bias reduction. The secondary aim is to determine the change in symptoms for individual psychiatric disorders following bias
modification.

Methods: A systematic review will be conducted including only randomized trials. There will be no restrictions on participants
included in the study. A search will be conducted on the respective databases until 2017. Selection of studies will be by the
Preferred Reporting Items for Systematic Review and Meta-Analyses (PRISMA-P) guidelines. Quality assessment of included
studieswill be conducted using the Cochrane Risk of Biastool. A narrative synthesis of identified articleswill then be conducted.
A meta-analysis will be considered only if there are sufficient articles in a domain for statistical analysis. Ethical approval for
this protocol and the planned systematic review was not required.

Results:  We expect that the review will be completed 12 months from publication of this protocol.

Conclusions: Thisreview is of importance given how technology has transformed delivery of conventional therapies. Findings
from this review will guide future research involving technology and cognitive bias modification interventions.

Trial Registration: International Prospective Register for Systematic Reviews (PROSPERO): 2017 CRD42017074754,
https://www.crd.york.ac.uk/prospero/display_record.php?Recordl D=74754 (Archived by WebCite at http://www.webcitation.org/
71AvSgZGn)

Registered Report Identifier: RR1-10.2196/10427

(JMIR Res Protoc 2018;7(8):€10427) doi:10.2196/10427
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Introduction

Advancesin experimental psychology over thelast decade have
led to growing interest and further research in cognitive bias
and cognitive bias modification. Cognitive bias includes
attentional biases, approach bias, and interpretative biases [1],
and the presence of these automatic biasesresultsinindividuals
attending to or approaching certain stimuli in their environment
or making negative interpretations when faced with ambiguity
[2]. For instance, individual swith substance use disorderswould
attend to and approach substance-rel ated cues and itemsin their
natural environment more readily because of the presence of
these automatic processes, and this might be responsible for
them relapsing. Cognitive biasisinvolved in psychopathol ogies
of several psychiatric disorders, ranging from social anxiety
disorder [3] to alcohol [4] and tobacco use disorders [5].
Findings that these biases are present led to bias modification
intervention to retrain these automatic attentional approach
tendencies or interpretational tendenciestoward certain stimuli
[2]. These interventions are commonly referred to generally as
cognitive bias modification. Attentional biasretraining involves
use of either the dot-probe or visual probetask, and thisinvolves
pairing the probe with the neutral word or image all the time
[6]. Approach biasesretraining involves the use of the approach
or avoidance task, which includes having the individual push
away substance-related cues [7]. Interpretative bias retraining
involves training participants to make positive interpretations
using ambiguous scenarios or the word sentence association
task [8].

To date, apart from increased recognition of cognitive biases
and understanding of underlying theoretical approaches, several
studies have examined the effectiveness of cognitive bias
modification for various psychiatric disorders. Manning et al
(2016) [9] reported the feasibility of delivering cognitive bias
modification, targeting approach biasesfor inpatient individuals
attending an alcohol detoxification program. They [9] aso
reported that cognitive bias modification aided individuals in
maintenance of abstinence. They [9] reported no differences
between experimental and control groups regarding secondary
outcomes, such as the craving score, time to relapse, mean
drinking days, and mean drinks per drinking day. Regarding
performance on the bias modification task, participants response
to the task became faster with more sessions completed.
Cognitive bias modification therapy has been investigated in
other addictive disorders, such as that of cocaine use disorder
[10]. Cognitive bias modification has al so been evaluated among
individualswith other psychiatric disorders, depressive disorders
[11], and anxiety disorders[12]. Recent studies have attempted
to synthesize the evidence base for cognitive bias modification
for various disorders. Cristea et a’s (2016) [13] prior
meta-analytic review reported that cognitive bias modification
was effective in reducing cognitive biases for participants with
alcohol or tobacco use disorders. They reported that bias
modification for both attentional and approach biases was
moderately effective with an effect size of 0.60 (Hedge G) [13].
However, they also reported that changes in attentional biases
did not lead to changes in symptomatology, such as cravings
and other addiction outcomes. Jones et al’s (2017) [2] review
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of meta-analysis reported that cognitive bias modification was
most effective for anxiety disorders. Joneset al (2017) reported
that among 10 studies they identified for anxiety disorder, 8
reported significant results. The effect size for anxiety disorders
ranged from 0.13 to 0.74 [2]. They also reported that only 3 of
7 studies provided evidence for cognitive bias modification of
depressive symptoms with effect sizes ranging from 0.35 to
0.85 [2]. They also reported that cognitive bias modification
was effective (based on resultsfrom 2 meta-analyses) for eating
disorders, smoking, and acohol use with effect sizes ranging
from 0.003 to 0.36 [2]. Thus, published studies to date have
demonstrated the potential of cognitive bias modification in
targeting cognitive biases intrinsic to various psychiatric
disorders.

One of the key findings arising from Jones et a’s (2017) [2]
review was that contextual factors do influence the overall
effectiveness of interventions. Although Jones et a’s (2017)
[2] prior review reported that cognitive bias paradigms are most
efficacious when administered in a laboratory environment,
there remains to date quite a number of cognitive bias
modification interventions administered remotely. The
increasing number of remote Web-based therapies has largely
been attributed to major advances in eHealth technologies,
eHealth is defined as the process in which health resources and
health care are communicated and transferred by an electronic
medium, and it includes Web-based interventions as well as
telephone-delivered therapy and texting [14]. Since the advent
of eHealth, various medical disciplines have evaluated these
technologies for self-management of chronic diseases, thus
facilitating individuals' participation in rehabilitation programs
and supporting outreach effortsin rural areas [15]. Web-based
technologies are widely utilized in mental health for delivery
of various forms of psychological therapy, and they have been
proven efficaciousfor disorders such as depression and anxiety.
However, the growth of Web-based interventionsis not limited
to existing therapies. An increasing number of studies have
examined the efficacy of Web-based cognitive bias
interventions. Attentional control training and approach bias
retraining were administered using a Web-based program to
136 problem drinkers in Wiers et al’s (2015) [16] previous
study. Similarly, cognitive bias modification targeting imagery
and interpretation bias were administered to participants with
depressive disorder using a Web-based program in Blackwell
et a’s (2015) [17] previous study. There are several distinct
advantages of delivering cognitive bias modification via the
Web. Use of web technologies removes geographical barriers
that would traditionally hinder participants from or limit them
to receiving such interventions [18]. Participants are a'so no
longer confined in alaboratory environment and can undertake
the sameintervention in the comfort of their home environment
[17]. Web-based interventions also remove the need for a
therapist, and thiswill facilitate dissemination of theintervention
to multiple individuals [19].

Intheir meta-meta-analyses, Joneset a (2017) [2] haveincluded
2 meta-analytical articles[20,21] that have synthesized evidence
for Web-based cognitive bias modification interventions. Both
meta-analyses focused on the technology applied to cognitive
bias modification for anxiety disorders. Also, only 4 of the
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studies included in the Price et al (2016) meta-analysis were
delivered in the home environment with the latest study
published in 2014 [21]. For Kampmann et a’s (2016)
meta-analysis [20], only 7 studies delivered bias interventions
outside alaboratory environment with the latest study published
in 2015. For social anxiety disorder, there have been further
evaluations, such as that by Hullu et al (2017) [22]. There has
also been further evaluation of Web-based interventions for
other disorders, such as for anxiety and depressive symptoms
in adolescents[23,24,25] and for addictive disorders[19,26,27].
Given further studiesfor anxiety disorders and potentially more
studies evaluating Web-based cognitive bias modification in
other disorders, this review is cruciad and pertinent.
Understanding the efficacy of Web-based cognitive bias
interventionswould guide further research that seeksto harness
technology in the delivery of cognitive bias modification
interventions.

The primary aim of this review isto synthesize the evidence of
Web-based cognitive bias modification intervention for bias
reduction. The secondary aim is to determine the change in
symptoms for individual psychiatric disorders following bias
modification.

Methods

Search Strategy

To identify relevant articles, the following search terminologies
will be used:

(“Cognitive bias” OR “attention bias” OR “approach bias’ or
“interpretative bias’) AND (“Internet” OR “Web” OR
“Online”). Search terms within each concept will be combined
using the Boolean operator “OR” and search terms between 2
disparate conceptswill be combined using the Bool ean operator
“AND.”

A comprehensive search will be conducted on PubMed,
MEDLINE, EMBASE, PsycINFO, Science Direct, Cochrane
CENTRAL, and Scopus databases. If full-text access is not
available, original authorswill be contacted. Proceedings from
scientific meetings and conference abstracts will also be
included.

Inclusion and Exclusion Criteria

Only articlesin the English language will beincluded. Inclusion
criteria are the condition examined must be a psychiatric
disorder, the diagnosis must be made either by a structured
clinical interview or by means of aquestionnaire, cognitive bias
modification must have been delivered using a Web-based
modality, the study design is that of a randomized trial, and
Web-based cognitive bias modification intervention must be
delivered as a standalone (not in conjunction with other
modalities of therapy).

Exclusion criteriaaretheintervention did not include avalidated
measure for attention bias or cognitive bias assessment, the
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intervention was delivered by a maobile phone device, the
intervention was delivered by a mobile game, attention bias
modification is part of a pharmacological trial, and Web-based
cognitive bias modification is delivered in conjunction with
other therapies

Condition or Domains Studied

This review seeks to determine the effectiveness of Web-based
cognitive bias modification in psychiatric disorders.

Participants

Adult, child, and adolescent populations will be considered for
inclusion in this systematic review. There are no restrictions on
participants included in these studies. Participants could be
either individuals from the general population or a
treatment-seeking cohort.

Intervention and Exposure

The intervention is that of a Web-based cognitive bias
modification task. This might include attention bias
modification, cognitive bias modification for interpretation, and
avisual search or spatial cueing modification task.

Compar ator

For randomized trials, we will determine whether participants
are compared against individuals who have received placebo
training or a sham training intervention.

Outcome

For the primary outcome, wewill report whether cognitive bias
modification has been effective, which is defined as reduction
in biases following intervention. For secondary outcomes, we
will report whether there are reductions in overall anxiety and
depression symptoms, as measured by validated questionnaires,
or for addictive disorders, whether there are reductionsin overall
craving, reductionsintotal amount of substance consumed, and
increases in total duration of abstinence. For secondary
outcomes, scores on questionnaires administered pre- and
postintervention will be reported.

Data Extraction, Sorting, and Selection

Database searches will be conducted, and abstracts will be
obtained and imported in the reference manager Endnote X8.
The first author (MWBZ) will review the compiled database
and will remove al duplicated articles. Articles will be further
independently screened by authors (MWBZ and JY) based on
their titles and abstracts. Thefull text of shortlisted articleswill
be then be obtained and evaluated against inclusion and
exclusion criteria. Any disagreement between the two authors
(MWBZ and JY') will beresolved through a discussion with the
third author (GS). An electronic form will be used to record
reasons for inclusion and exclusion of articles. This systematic
review protocol will adhereto reporting guidelines of Preferred
Reporting Items for Systematic Reviews and Meta-Analysis
Protocols (PRISMA-P) [28]. Figure 1 shows a sample of the
PRISMA diagram that we will include in the final protocol.
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Figurel. Sample PRISMA flowchart.
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{xx) duplicated papers

removed

(xx) papers with irrelevant

k

(xx) papers selected for
review against the inclusion
and exclusion criteria

L4

abstracts excluded

(x) Aricles excluded

Reasons for exclusion:

(xx) papers included in the
current review

Thefollowing dataand information will be extracted from each
article, cross-checked by the second author, and recorded on a
standardized electronic data collation form:

1. Publication details. author(s) and study year

2. Study design and methodology: sample size (intervention
and control group), characteristics of the sample (mean age
and percentage of males and females), method by which
participants were recruited; main psychiatric diagnosis for
participants; how psychiatric diagnosis was made (clinical
Versus questionnaire)

3. Cognitive bias task utilized

4. QOutcomes of interest: effectiveness of bias modification
(effect sizes, either Cohen d or Hedge G, if reported) and
secondary outcomes reported (for example, scores on
questionnairesfor anxiety or depressive symptoms, craving
scores, mean time to relapse, and total duration of
abstinence).

Quality Assessment

For risk of bias assessment, the Cochrane Risk of Biastool [29]
will be used for grading. Studies will be evaluated for risk of
selection bias, performance bias, detection bias, attrition bias,
and reporting bias. Risk of bias assessment will be conducted
by the author (MZ) and then verified by the author (JY). Any
disagreements will be resolved through a discussion with the
third author (GS).

http://www.researchprotocols.org/2018/8/e10427/

Strategy for Data Integration and Synthesis

A narrative synthesis of all relevant articles will be conducted.
Results will be organized by different types of psychiatric
disorders, for example, addictive, depressive, and anxiety. The
number of studies reporting effectiveness in each psychiatric
condition will be stated. Results about secondary outcomeswill
be summarized.

Meta-analysis will be considered only if there are sufficient
articlesin adomain for quantitative statistical anaysis. For the
meta-analytic study, statistical analysiswill be performed using
Comprehensive Meta-AnalysisVersion 2.0 (BioStats, NJ, USA)
based on the random effects model. The random effects model
will be used because it assumes varying effect size between
studies and because of underlying differences in study design
and heterogeneity of the sampled population. Statistical analysis
aims to compute pooled effect size to determine the clinical
efficacy of cognitive bias modification for each different
disorder. The analysisalso aimsto identify potential moderators
that could account for heterogeneity in the effect size computed.

Between-study heterogeneity will be assessed with the 12
statistic, which describes the percentage of variability among
effect estimates beyond that expected by chance. Asareference,

12 values of 25% are considered low, 50% moderate, and 75%
high in heterogeneity. Meta-regresson analysis will be
performed to determine if continuous variables such as mean
age and proportion of males or females affect heterogeneity in
the pooled effect size of cognitive bias modification for a
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psychiatric disorder. Subgroup analysis will be undertaken to
investigate effects of variables (method of psychiatric diagnosis,
cognitive bias task utilized) on the effect size obtained. For
meta-analysis, Egger regression test will be conducted to
determine if publication bias is present. If there is significant
publication bias, the classic fail-safe test will be performed to
determine the number of missing studies that will be required
for the P value of publication bias to be higher than .05.

Ethics and Dissemination

Ethical approval for thisprotocol and planned systematic review
was not required. Results synthesized would be disseminated
by means of conference presentation or published works in
peer-reviewed journals.

Protocol Registration
The protocol for this planned systematic review has been

Zhang et a

expect that the review will be completed 12 months from the
publication of this protocol.

Discussion

Based on our knowledge, there have been systematic reviews
as well as meta-analyses published reporting the efficacy of
cognitive bias modification for substance use disorders and for
other psychiatric disorders. Thisreview istimely becauseit will
expand on findings of prior reviews. In addition, the synthesis
of existing evidence will help inform researchersand clinicians
as to whether Web-based cognitive bias interventions are
effectiveand if so, for which psychiatric disorder(s). Examining
the effectiveness of Web-based interventions is undoubtedly
crucial, given that they reduce geographical barriers associated
with receiving therapy and reduce the need for atherapist [18]
[19]. Web-based cognitive bias modification, if proven effective,

registered with PROSPERO in 2017 (CRD42017074754). could help reduce overall cost associated with receiving

psychological interventions.
Results

We have screened 2674 unique articles identified from al the
selected databases using the predefined search strategy. We
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Abstract

Background: Fallsareamajor health problem among older adults. Therisk of falling can be increased by polypharmacy, vision
impairment, high blood pressure, environmental home hazards, fear of falling, and changes in the function of muscul oskeletal
and sensory systems that are associated with aging. Moreover, individuals who experienced previous falls are at higher risk.
Nevertheless, falls can be prevented by screening for known risk factors.

Objective: The objective of our study was to develop a multifactorial, instrumented, screening tool for fall risk, according to
the key risk factors for falls, among Portuguese community-dwelling adults aged 50 years or over and to prospectively validate
arisk prediction model for therisk of falling.

Methods: This prospective study, following a convenience sample method, will recruit community-dwelling adults aged 50
yearsor over, who stand and walk independently with or without walking aidsin parish councils, physical therapy clinics, senior’s
universities, and other facilities in different regions of continental Portugal. The Fall Sensing screening tool is a technological
solution for fall risk screening that includes software, a pressure platform, and 2 inertial sensors. The screening includes questions
about demographic and anthropometric data, health and lifestyle behaviors, adetailed explanation about proceduresto accomplish
6 functional tests (grip strength, Timed Up and Go, 30 seconds sit to stand, step test, 4-Stage Balance test “modified,” and 10-meter
walking speed), 3 questionnaires concerning environmental home hazards, and an activity and participation profile related to
mobility and self-efficacy for exercise.

Results: The enrollment began in June 2016 and we anticipate study completion by the end of 2018.

Conclusions: The FallSensing screening tool is a multifactorial and evidence-based assessment which identifies factors that
contributetofall risk. Establishing arisk prediction model will alow preventive strategiesto beimplemented, potentially decreasing
fal rate.
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Introduction

Fallsand fall-related injuries are major health problems among
older adults[1]. About athird of community-dwelling persons
aged 65 yearsor older fall eachyear [1,2]. Although fall studies
aremainly associated with this age group, persons aged 50 years
or older often underestimate their risk of suffering a fall [3].
Moreover, fall-related injuries are the most common reason for
hospital admission in those who are 50 years or older [4], and
screening recommendations were aready given to those
identified as being at a higher risk of falling because of an
underlying condition [1].

Falls are complex and have multifactorial etiologies [5,6].
Different factors can increase the risk of falling, particularly
psychotropic medications and polypharmacy, and mitigation of
these factors was found to reduce fal rates [7,8]. Vision
impairment is also considered a fall risk factor inherent to
changes in visua acuity, development of cataracts, macular
degeneration, glaucoma, and other conditions related to the
aging process[7]. High blood pressure and heart rate and rhythm
abnormalities, such as carotid sinus hypersensitivity, vasovagal
syndrome, bradyarrhythmias, and tachyarrhythmias, are
similarly associated with falls. Environmental hazards at home
related to lighting, chair and bed height, floor surfaces, and
other factors create opportunities for falls and have been
included as essential components of fall prevention programs
[7,9]. Additionally, changes in musculoskeletal and sensory
system functions that are associated with aging lead to deficits
in maintaining postural stability [10]. In turn, fear of falling
(FoF) can have amajor impact on older adults, raising caution
and restricting activities leading to physica fragility [11].
Finally, individuals who experienced previous fals and with
multiple risk factors are at a higher risk of falling [12,13].

Falls can lead to minor injuries such as bruises, lacerations, or
abrasions, and 10% of cases result in fractures [8,14], thus
contributing to significant increasesin morbidity and mortality
[8,9]. Direct health care costs associated with this phenomenon
arehigh[15], reaching 25 billion euros per year in the European
Union [2].

The evidence shows that falls can be prevented by screening
for risk factors and by the prescription of tailored interventions
[16]. These results alow the professional to identify those in
need of more detailed assessments [17]. The assessment of fall
risk factors is the focus of a number of different screening
methods, such as Morse Fall Scale [18], Berg Balance Scale
[19], and Performance - Oriented Assessment of Mobility
Problemsin Elderly Patients[20].

Recently, in addition to traditional methods, instrumentation
has been integrated in some standard assessment tests, adding
value to the existing methods because it gives additional
guantitative information and eliminates the bias introduced by
observation [21].

http://www.researchprotocols.org/2018/8/e10304/

The ams of this study are to develop a multifactorial,
instrumented, screening tool for fall risk based on functional
tests, their metrics, and other potential risk factors and to
prospectively validate a risk prediction model for the risk of
falling among Portuguese community-dwelling adults aged 50
years or older.

Methods

Study Design
This study is a prospective longitudina study, following a
convenience sampling method.

Setting

Individualsare voluntarily recruited from several settingswithin
the community in different regions of continental Portugal, such
asparish councils, physical therapy clinics, seniors' universities,
and other facilities.

Recruitment started in June 2016 and is ongoing. After the
screening, the participants will receive monthly phone calls
over a 12-month period to record the rate of falls.

Participants

Inclusion criteria consist of adults aged 50 years or over, able
to stand and walk independently with or without walking aids,
and who are interested in participating in the study. Individuals
will be excluded if they have severe sensorial impairments
(deafness or blindness) or cognitive impairments, which
preclude the ability to comprehend the questionnaires and
functional tests included in the screening protocol.

Ethical Considerations

Ethical approval was obtained from the Research Ethics
Committee of Polytechnic Institute of Coimbra(N°6/2017). All
participants will give written informed consent before data
collection begins as per the Declaration of Helsinki.

Details of the Screening Protocol

The FallSensing screening tool is a technological solution for
fall risk screening, which includes software, apressure platform,
and 2 inertial sensors.

Software

The software consists of aquestionnaire that collectsinformation
about demographic and anthropometric data (age, sex, height,
and weight), history of falls (previous 12 months, HoF), FoF,
health conditions (heart attack, stroke, osteoarthritis, diabetes,
Parkinson’s disease, osteoporosis, high blood pressure, high
cholesterol, hearing and vision impairments, and urinary
incontinence), medication, sedentary behaviors, upper
extremities assistance needed to stand from a chair, living
settings, alcohol habits, self-perceived health, and unintentional
or involuntary weight lost aswell as a detailed explanation about
procedures to accomplish every functional test. Finally, 3
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guestionnaires concerning environmental home hazards,
activities and participation profile related to mobility (PAPM),
and self-efficacy for exercise are also included.

This app integrates a chronometer used to measure time for the
Timed Up and Go (TUG) test, the 30 seconds sit to stand (30s
STS) tedt, the step test, the 4-Stage Balance test “modified,”
and the 10-meter walking speed test. Inthe 30s STS, the number
of stands is registered manually by the physiotherapist. The
same procedure will be used to register the number of steps.
Additionally, the software recordsinertial sensors and pressure
platform raw data. All the information will be available in a
cloud server designed for the screening tool.

History of Falls

A fal can be defined as “an unexpected event, in which the
participant comes to rest on the ground, floor, or lower level”
and “excludes coming to rest against furniture, wall, or other
structure” [1,8,22].

HoF isconsidered asarisk factor for falls[23] and the strongest
single predictor of futurefalls[24] becauseit isassociated with
reduced lower limbs strength, gait, and balance impairments
[12]. According to literature, older adults who have experienced
one or more falls have 3 times the risk of falling again within
the following year compared with those with no HoF [25].
Although the history and number of previous falls are
self-reported, they are often used as golden standardsin fall risk
assessment studies [26].

HoF within the previous 12 months will be determined by self
report, answering the question “Did you fall in the past 12
months? Yes-No.” If the participant has fallen, it will be asked
if the fall was outdoor or indoor, the reason of the fall (dip,
stumble, loss of consciousness, dizziness, lower extremities
weakness, no special reason, and other), need of health services
assistance, which health service (hospital, primary health care
center), hospitalization (how many days), activity limitation
and restrictions on participation (how many days), and fracture
occurrences (wrist or hand, hip, skull or spine, and others).

History of Falls After 12 Months

Participants will be prospectively followed up for a 12-month
period viamonthly phone callsto record their fall occurrences.
The fall rates will be recorded from the day of inclusion until
voluntary dropout, loss of phone contact, or the end of the
follow-up period (365 days later).

Fear of Falling

FoF is defined as “alasting concern about falling that leads to
anindividual avoiding activitiesthat he or she remains capable
of performing” [27]. The literature states that FoF contributes
to aloss of independence and disability through the restriction
of activities [28,29] because it is associated with an increased
risk of functional decline[30], reduced physical activity, lower
perceived physical health status, lower quality of life, and
increased institutionalization [ 31]. Despite being more frequent
among fallers, FoF and activity restriction are not exclusive of
these persons. In addition, FoF was significantly more frequent
among women and among people living alone [32].
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Considering the negative influence of FoF, its existence will be
assessed by self report through the question “Are you afraid of
faling? Yes-No."

Health Conditions

There are certain conditions that can have a significant effect
on fall rates in older adults, such as bladder incontinence,
osteoarthritis, Parkinson’s disease, cardiovascular accidents,
and conditions associated with cardiovascular disease, such as
hypertension. Additionally, deficits in the somatosensory and
vestibular systems can also contribute to falls because they are
associated with an increase in postural sway, a strong indicator
of standing balance [33].

The question “Do you have trouble seeing well or has it been
more than 2 years since your eyes were last tested?’ assesses
changes in visua acuity, development of cataracts, macular
degeneration, glaucoma, and other conditions related to the
aging process that can contribute to increased risk of falling
[7,33].

M edication

It isreported that approximately 20.3% of personsaged 55 years
or over take 4 or more medicines[34]. Older adultstaking more
than 3 or 4 medicineswere at an increased risk of recurrent falls
[35]. Additionally, a significant association between falls and
the use of sedatives and hypnotics, antidepressants, and
benzodiazepines was found [34].

The number of medicines taken by each person was assessed
by self report through the question “Do you take 4 or more
different medicines per day? Yes-No.” The names of the
medicines were also registered, and they were identified
according to their pharmaceutical group (benzodiazepines,
antidepressants, antipsychotics, antiinflammatory drugs,
antihypertensive drugs, and others drugs).

Sedentary Behavior

Regular physical activity significantly decreases falls in older
people; consequently, sedentary behaviors are associated with
an increased incidence of fals [36,37]. To understand the
community-dwelling adults' sedentary behaviors using a
self-reported question, we adopted the estimate measure of
sedentariness calculated by Heseltine et al (2015), which is as
follows: “Do you spend over 4 hours seated, 5 days or more per
week?" This measure resulted from the analyses of sedentary
behavior of asample of 1104 adults aged 65 or more years, who
answered the Physical Activity Scale for the Elderly.
Additionally, older people underestimate sedentary behavior
by self report by up to 50% [38].

Upper Extremities Assistanceto Stand From a Chair

Upper extremities assistance to stand from a chair was assessed
through the question “Do you need assistance from the upper
extremities to stand up from a chair? Yes-No.” This action is
an indicator of weak lower extremities muscles, amajor reason
for falling [39].
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Living Settings
Because FoF is more frequent among older adults living alone

[32], this protocal intends to assess the living settings through
the question “Do you live alone? Yes-No.”

Alcohol Habits

Regular alcohol consumption among older adults has been
linked to impaired balance and postural hypotension, which has
been associated with frequent falls[40]. Furthermore, theintake
of certain medications, such asbenzodiazepines, even with small
amounts of acohol, can increase the risk of falling because of
theinteractionsthat can occur [41]. Participants are asked about
their daily alcohol habits through the question “Do you drink
alcohol every day? Yes-No.”

Self-Perceived Health

The self-perceived health (SPH) is considered a valid and
reliableindicator of overall health status, a predictor of mortality
and health services use. Several studies found an association
with sociodemographic characteristics (such as sex, age, or
education), chronic diseases, and functional status. Functional
status, in particular, is recognized as a powerful determinant of
SPH in older adults [42]. Older adults with FoF aso
demonstrated poor SPH [43]. SPH will be assessed by self report
through the question “In general, do you perceive your health
as excellent, very good, good, sufficient, or poor?”

Unintentional or Involuntary Weight L oss

Involuntary weight loss is one of the features that,
simultaneously with others, can help to define a frailty
phenotype [44]. Past literature reveals an association between
the frailty phenotype and the number of previous fallsin older
people [45]. Therefore, participants will be asked if they had
experienced aweight loss 24.5 kg or =25% of their body weight
during the previous 12 months.

Functional Tests

Grip Strength

Hand grip strength is significantly correlated with lower limb
muscular strength [46] and isa powerful predictor of disability,
morbidity, and mortality [47]. Thistest will be performed with
the participant seated on astandard chair without armrests[48],
shoulder adducted and neutrally rotated, elbow flexed at 90
degrees, forearm neutral, wrist held between 0-15 degrees of
ulnar deviation, and with the arm not supported [49]. A Jamar
hydraulic hand dynamometer will be settled at the second handle
position held with the dominant hand and during the
performance of the test, it will be presented verticaly in line
with the forearm. The test is performed only once and the
participant is encouraged to exert his or her maximal grip
strength for 5 seconds [49,50]. The final score is measured in
kilogramsforce (kgf). Normative datafor thistest are commonly
analyzed by gender with males showing higher grip strength at
all ages[51]. A score <15 kgf for femalesand <21 kgf for males
identifies those at increased fall risk [52].

Timed Up and Go

The TUG test isused to assess dynamic balance during gait and
transfers tasks, mobility, and lower body strength [53,54]. To
perform thistest, the person, wearing hisor her regular footwear,
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isinstructed to sit on astandard chair (chair height between 44
and 47 cm [55]) with hisor her back against the chair back [49].
The person then stands up and walks straight for 3 meters as
fast aspossible, turnsaround, walks back, and sits down [54,56] .
The person must stand up without help (cannot use the upper
extremities for support); however, if awalking aid is needed,
it should be placed next to the chair and can be used to perform
the gait component of the test [54]. The test is performed only
one time, the timing begins at the instruction “go” and stops
when the patient sits on the chair [49]. A score of >10 seconds
indicates which community-dwelling older adults are more
likely to fall [53].

30 seconds Sit to Stand

Lower body strength is important for maintaining functional
capacity in older adults; therefore, its evaluation is critical
[57-59]. The 30s STStest is asimple and effective instrument
for assessing lower body strength and identifying muscle
weaknessin community-dwelling older adults and is one of the
most important clinical functional evaluation tests[57,60]. The
person is instructed to perform cycles of sit and stand up from
achair as many times as possible over 30 seconds [57,61].

The person startsthetest seated in the middle of the chair (chair
height between 40 and 43.3 cm), feet approximately
shoulder-width apart and placed on the floor, and arms crossed
by the wrists placed against the chest. The vocal instruction
“go” indicates the test’s beginning and if the participant
completes more than halfway up at the end of 30 seconds, it is
counted as a full stand. The fina score involves recording the
number of stands a person can completein 30 seconds [57,60].
The normative levels for the number of stands depend on age
and gender [62].

Step Test

The step test was designed to assess dynamic standing balance
and reproduce lower extremity motor control and coordination
[63,64]. To perform the test, the person is asked to step on and
off a block (7.5 cm height, 55 cm width, and 35 cm depth)
placed against awall as many times as possible for 15 seconds.
The person should step onto the block with the whole foot and
then return fully to the ground. The total number of completed
stepsin 15 secondsis recorded. The patient is unsupported and
should look straight forward, athough the test administrator
must stand close by for safety. In cases where patients are
overbalanced or need stabilization during the test, the counting
of steps stopsand the administrator records the compl ete number
of steps prior to overbalancing [64-66]. This test is performed
only for the dominant side, as indicated by the person being
tested. A performance of <10 steps indicates a higher risk of
falling [67].

4-Stage Balance Test “ Modified”

Deficits in balance can lead to fals and fall-related injuries,
representing one of the most important intrinsic fall risk factors
among older adults [68-70] that is commonly assessed in this
population.

The 4-Stage Balance test “modified” evaluates balance. To
completethistest, the person needsto progressively accomplish
the following 4 different feet positions: side by side stance,
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semitandem stance (preferred foot forward with the instep of
one foot touching the big toe of the other foot), tandem stance
(onefoot in front of the other, heel touching toe), and onelegged
stance (preferred leg for support, [71]).

The person is instructed to stand quietly on the pressure
platform, arms along the body, with neither shoes nor assistive
devices. The positions must be held for 10 seconds each without
moving the feet, needing support, losing balance or touching
the leg of support with the other leg [68,71] and must be
performed with eyes open and then closed (excluding onelegged
stance position). The sequence will be side by side stance eyes
open, side by side stance eyes closed, semitandem stance eyes
open, semitandem stance eyes closed, tandem stance eyes open,
tandem stance eyes closed, and one leg stand eyes open. If the
person fails to accomplish one of the test positions, the test
finishes. The final score will be the number of positions that
are successfully completed. Theinability to complete 10 seconds
in the tandem stance position with eyes open has been associated
with a higher risk of falling and mobility dysfunction [72,73].

10-Meter Walking Speed

Walking speed is the product of a complex interaction of
multiple body structuresand functions, such aslower extremity
strength, proactive and reactive postural control, motor control,
and musculoskeletal condition [74,75]. Accessing gait speed
(GS) as a screening tool can be useful for identifying those at
risk or in need of intervention [75] because the gait speed results
arerelated to various health outcomes, such asfunctiona decline
or FoF. Thus, GS can be a predictor of falls[74].

The performance of this test requires a 20-meter straight path
with 5 meters for acceleration, 10 m for steady-state walking,
and 5 meters for deceleration. Markers are placed at the O-, 5-,
15-, and 20-meter positions of the path, and the time to walk
along the 5 and 15 meters is registered [76]. The person is
instructed to walk at his or her fastest walking speed wearing
typical footwear and without running along the 20-meter path;
an assistive device can be used if needed.

The range of normal walking speed is between 1.2 and 1.4 m/s
because it varies by age, gender, and anthropometrics. A value
of <0.4 m/s indicates the likely need for an assistive device at
home; 0.4 to 0.8 m/sis correlated with limited mobility; 0.8 to
1.25 m/s indicates ambulation in the community with some
risks; those with <1 m/s should start a program to reduce the
risk of falling; and =1.42 m/sindicates asafe speed for crossing
streets [74].

Questionnaires

Self-Efficacy for Exercise

Self-efficacy reflectsthe confidence that a person hasto perform
acertain behavior [77].

The self-efficacy for exercise is a 5-item scale intended to
analyze the confidence that a person has to perform exercise
according to 5 different emotional states, such asfeelingworried
or having problems, feeling depressed, feeling tired, feeling
tense, and being busy.
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Ratings are done using a 5-point Likert scale from 1 “not at all
true”’ to 4" completely true” In between are 2, meaning “ dightly
true,” and 3, meaning “moderately true” [78].

Activities and Participation Profile Related to Mobility

PAPM isan 18-item scaleintended to improve the understanding
of the difficulties an individual experiences while performing
certain daily activities in their natural environment. These
activities can be conditioned by mobility and are related to the
interactions and social relations, education, employment, money
management, and social and community life and influence a
person’s active participation in society [79]. Ratings are done
using a 5-point Likert scale from 0, meaning “no limitation or
restriction,” to 4, meaning “complete limitation or restriction.”
In between, 1 indicates “mild limitation or restriction,” 2
indicates “moderate limitation or restriction,” and 3 indicates
“severe limitation or restriction.” Because some activities may
not apply, not al activities may be rated. As a result, an
individual’s participation profile will be produced [79].

Home Safety Checklist for Fall Prevention

The Home Safety Checklist for Fall Prevention is a 38-item
scale intended to identify home hazards in each room of a
person’s home, namely the hallways, stairs, living or dining
room, kitchen, bathroom, bedroom, and outdoors [80,81].

Ratings are assigned using a 3-point scale from O (indicating
“no risk”), 1 (indicating “risk”), to 99 (indicating “do not
apply”). A risk scoreis produced both to each room and for the
home in general.

Pressure Platform (Universal Serial Bus Cable)

The PhysioSensing platform (Sensing Future Technologies,
Lda) measures pressure distribution data, running at afrequency
of 50 Hz. It consists of 1600 pressure sensors (10 mm by 10
mm) with a maximum value of 100 N/sensor. Voltage data are
converted with an 8-bit A/D converter and is transmitted via
Universal Serial Bus. Therefore, it is possible to receive raw
data of each pressure sensor aswell astheraw center of pressure
coordinates (CoP) in cm. To obtain more precision in CoP
displacements, an agorithm was employed to obtain CoP
positions in millimeters using the matrix of pressure sensors
[82]. The pressure platform collects valuable baance
information during STS, the step test, and the 4-Stage Balance
test “modified.” To collect useful information, participants
should be barefoot.

Inertial Sensors (Bluetooth Connection)

Wearable inertial sensors were developed and assembled at
Fraunhofer Portugal Research Center for Assistive Information
and Communication Solutions, Portugal. Inertial data are
collected from the built-in 3-axial accelerometer and 3-axis
gyroscope, both sampled at 50 Hz. Raw data from the

accel erometer are acquired for all thetestsin m/s? and raw data
from the gyroscope are acquired in degrees/s’.

For the TUG test, 30s STS test, step test, 4-Stage Balance test
“modified,” and 10-meter walking speed test, oneinertial sensor

isplaced at the lower back, and one at the ankle. In the case of
step test and 4-Stage Balance test “modified,” the ankleinertial
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sensor is placed on the dominant leg chose by the participant.
Instrumentation with inertial sensors during the execution of
standard tests gives additional quantitative information, such
as the duration of the standing phase on TUG, contributing to
better assessment, and characterizing a person’s mobility and
balance conditions. Another advantage of using inertial sensors
is that they eliminate the bias introduced by observation of
movements and subjective assessment and the output extracted
are potentially more reliable and reproducible [21].

Statistical Analysis

Statistical analysiswill be performed using IBM SPSS version
24 (SPSS Inc, Armonk, NY, USA) software. The sample size
was cal culated for an infinite popul ation with a 95% confidence
interval and a 5% margin of error to assess the number of
participants needed to consider a representative sample of
Portuguese population (minimum number of participants was
385). To perform the data analysis, the participants will be
categorized as “falers’ (with one or more fals) and
“nonfallers,” according to fall occurrences during the 12 month
follow-up period.

The statistical approach will differ according to the level of
measurement for the variables. The descriptive analysis will
determine the mean and SD for the quantitative variables and
frequenciesfor the qualitative ones. Differencesin data between
“falers’ and “nonfallers’ will be analyzed by Student’st test
for independent samples or the chi-square test. Binary logistic
regression analysiswill be performed to determine amodel that
allowsthe prediction of fallsfrom the functional testsand other
variables. Receiver-operating characteristic (ROC) curve
analysis will be used to identify the best cut-off score that
distinguishes“falers’ from“nonfalers” Sensitivity (percentage
of “fallers’ who were correctly identified), specificity
(percentage of “nonfalers’ that were correctly identified), and
area under the receiver characteristic curve of the model will
be calculated for prediction of falls. A significance of .05 will
be considered for all comparisons, except for the quality of
adjustment of the regression models, obtained with the Hosmer
and Lemeshow test, whose significanceis considered for P=.05.

Results

This progpective study isin progress. The enrollment hasalready
begun and study completion is anticipated by the end of 2018.
Permission | ettersfor data collection were sent to the ingtitutions
identified as potential sites in the community to gather data.
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included regarding the strongest predictors of falls. However,
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which allow the characterization of each person. Different
functional tests and questionnaires were included in the
FallSensing screening protocol to accomplish a detailed
evaluation of each case.

The FallSensing screening tool combines multiple validated
instruments to identify multiple factors that influence fall risk.
By understanding the major factors that increase fall risk,
preventive strategies tailored for community-dwelling older
adults can help decrease the fall rate and prevent fall-related
injuries.

Thelengthy screening timewill probably represent alimitation
of this protocol. However, one of the goals of this project isto
prospectively validate a risk prediction model for fall risk by
combining metrics collected by the pressure platform and inertial
sensors complemented by additional collected data. The risk
prediction model, defined according to ROC curve analysis,
will alow to identify the most valuable data and consequently,
shorten the protocol.

The National Institute for Health and Care Excellence
recommends that the interventions to prevent falls should be
patient-centered [1]; therefore, the stratification of risk will be
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more detailed information and guiding the prescribing
physiotherapist an intervention protocol toward fall prevention.
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Abstract

Background: Theincreasing rate of dementiaand high health and social care costs call for effective measuresto improve public
health and enhance the wellbeing of peopleliving with dementiaand their relational networks. Most postdiagnostic servicesfocus
on the condition and the person with dementia with limited attention to the caring spouse or partner. The key focus of the study
isto develop a guide for couples where one partner has a diagnosis of dementia. This couple management guide is delivered in
the form of an app, DemPower.

Objective:  This study aims to investigate the feasibility and acceptability of DemPower and to assess the criteria for a
full-integrated clinical and economic randomized control trial. DemPower couple management app will be introduced to couples
wherein one partner has dementia.

Methods: The study will recruit 25 couplesin the United Kingdom and 25 couplesin Sweden. Couples will be given 3 months
to engage with the app, and the amount of time taken to complete the guide (can be <3 or >3 months) will be reviewed. A set of
outcome measures will be obtained at baseline and postintervention stages.

Results: The proposed study is at the recruitment phase. The DemPower app is being introduced to couples from consultation
groups at a pretrial phase for identifying any bugs and exploring if any navigation challenges exist. The feasibility testing will
beginin April 2018.

Conclusions: The study will determine how much support couples need to engage with DemPower and whether or not they
make use of it in their everyday lives. If there is support for app use, a future study will assess whether it is superior to “usual
care.”

Trial Registration: International Standard Randomized Controlled Trial Number (ISRCTN): 10122979;
http://www.isrctn.com/ISRCTN10122979 (Archived by WebCite at http://www.webcitation.org/70rBLiWY )

Registered Report | dentifier: RR1-10.2196/9087

(JMIR Res Protoc 2018;7(8):€171) doi:10.2196/resprot.9087
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Introduction

The prevalence of dementiaisrising globally with increasesin
the average age of the world's population and is estimated to
reach 131.5 million by 2050 [1]. The evidence base for
high-income countries (United States, United Kingdom,
Netherlands, and Sweden) suggests a declining trend in
age-specific incidence [2,3]. In the United Kingdom and
Sweden, two-thirds of all people with dementia are aged over
80 years [4,5] and more than 50% live alone at home or with
their care partner [6,7]. In 2013, the total health and socia care
cost of dementia in the United Kingdom was estimated to be
£26.3 billion, of which 44% were unpaid care costs [5,8]. In
Sweden, during 2012, the estimate for health and social care
costs was SEK 52 hillion, of which informal care was 16.7%
[2]. The financia costs to health and socia care that are
attributed to dementiaare likely to continueto increasein future
years unless effective measures are undertaken to improve public
health [4,9]. Accordingly, awell-defined approach needsto be
adopted to manage the implications of dementia on societal
systems and organizations, including the wellbeing of people
living with dementia and their relational networks [1].

The national and international push for early diagnosis and
intervention in dementia has incentivized programs and
strategies to improve diagnostic rates and quality of life for
people living with dementia and their families. In the United
Kingdom, some of these strategies involve public awareness
campaigns, training health and socid care professionals, memory
assessment and support services, internet-based forums for
caregivers, and creating dementia-friendly infrastructures, spaces
and technology [10-15]. However, despite these improvements,
some studies indicate that people with a recent diagnosis of
dementiaarelargely left on their own to managetheir condition
[16,17] and are only (re)visited by statutory services once a
crisis at home occurs [7]. Thisis an interesting paradox as the
demographic data suggest that most people with dementiawant
to live in their own home and neighborhood for as long as
possible. It is, therefore, imperative that relevant supports are
made available early on during the diagnostic process, and that
people living with dementia and their relational networks are
made aware of available resources and services. This could
prevent the occurrence of crisis situations and reduce health and
social care costs.

In the United Kingdom, alongsi de mainstream health and social
care services, some charities such as the Mental Health
Foundation, Age UK and the Alzheimer’s society have long
provided localized support services and opportunitiesfor people
with dementia and their families to access community
engagement programs. While welcome, there remains a dearth
of dyadic, couple-centered approaches [18,19], with most
interventions for couples where one partner has a dementia
overwhelmingly emphasizing the condition (the dementia),
rather than on the needs of partners as a couple [20-24]. In
Sweden, most people with dementia live in their homes, in
which they require care and support. This has been identified
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as one of the main challenges facing primary care in Sweden
[25]. To address this gap in interventions for couples, an easy
to use couple management guide was developed as part of the
“Living Life and Doing Things Together” project. This project
is one of eight work programs within the Economic and Social
Research Council (ESRC)/National Ingtitutefor Health Research
(NIHR) Neighbourhoods and Dementia mixed methods study
[26]. All the eight work programs are underpinned by a
neighborhoods' model [27], positioning people living with
dementia and their social and relational networks at the center
of the overall study aims and objectives. Informed by this
approach, the current work program (6) is centered on the lives
of couples who live together at home, where one partner has a
diagnosis of dementia. The couple management guide developed
in this study is delivered in the form of an app, DemPower. In
this study, the intervention was tested for feasibility.

The use of mobile appsin health care, especially among people
with dementia and their families, has gained prominence due
to the ability of these apps to promote quality of life for the
person with dementia and their families [28,29]. Some of the
apps on the market include global positioning system trackers
to enable people with dementia and their families to feel safe
in their neighborhoods [30,31], schedule activities of daily
living, communicate, and manage appointments and emergency
help [32]. The wider research evidence suggests
self-management resourcesin the form of apps, complemented
with appropriate training and support, are beneficial for patients
inthe early to moderate stages of dementiaand enhance quality
of life [28,33]. This paper reports the protocol to evaluate the
acceptability and feasibility of the DemPower intervention.

The overall aim of the study isto investigate the feasibility and
acceptability of the app-based couple management guide
DemPower among couples living together at home, where one
partner has dementia. The key objectives are (1) to explore if
the DemPower couple management guide is useful and
acceptable to couples, (2) to assess the recruitment capability
and how effective and appropriate are the outcome measures
and data collection procedures, and (3) to analyze the potential
for conducting an economic evaluation in the full trial.

Methods

Study Design

The study uses a prospective, nonrandomized feasibility design
to investigate the level of uptake of DemPower among couples
whereone partner hasadiagnosis of dementia. The methodol ogy
facilitates an assessment of study processes to explore the
criteriafor afull trial.

Study Population

The study will involve couples with one partner having a
diagnosis of dementia and who live together at home. We will
seek to recruit a wide and diverse couple population. This
extends to any type of dementia, sexual orientation, age,
profession, social, cultural, and religious contexts. Participants
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will be enrolled regardless of comorbidities experienced by a
partner with dementia and the health status of a supporting
partner. We will also include participants enrolled in other
research studies. Thewide diversity of participantsis envisaged
to study a better understanding of potential participants for a
future full trial. This also provides opportunities to explore
population needs, compare outcomes, and inform the areas that
need further development. Specific inclusion and exclusion
criteriaare listed in Textbox 1.

Sample Size

As this is a feasibility study, no formal power calculation is
needed. Instead, Lancaster et a [34] recommend including
between 30 and 50 participants (in this study, couples) to
estimate critical parameters (eg, recruitment rate; standard
deviation of primary outcome) with necessary precision. This
study does not aim to randomize participants, and therefore,
there is no control group in this study. We will aim to recruit
50 couples across North West England and Sweden (Linképing
and Norrkoping). Figure 1 describes various stages of the study.

Sdlection and Recruitment

In the United Kingdom

The recruitment of 25 couplesin North West England will take
placeviaClinical Research Network, Joint Dementia Research
network, dementia cafes, and third sector organizations. We
will also advertise our study in memory clinics and through the
wider project’s website and social media (Twitter) networks to
identify and recruit potential participants who areinterested in
the study.

Staff members working at National Health Service Trusts and
Clinical Research Networks will be involved in identifying
people with dementia to the study, and they will use the Trust
databases and the Join Dementia Register to identify potential
eligible participants.

The researcher will establish contactswith staff from third sector
organizations and coordinators of dementia cafes (eg, Age UK,
Alzheimer's society, Creative Mind etc). Appropriate

Textbox 1. Inclusion and exclusion criteria.

Lasrado et d

permissions will be sought prior to addressing the group. The
study poster will be displayed at these meetings, and detailed
study information will be available for interested group
members. The researcher will ensure that the third sector
organizations contact source or coordinators do not
communicate potential participants' details without their prior
permission.

For recruiting through advertisements, interested participants
are free to contact the researcher. Contacts established in this
manner will be followed up through a face-to-face meeting. At
this meeting, the researcher will explain the study and hand in
the detailed study information pack.

Potential participants who meet the inclusion criteria will be
giveninformation about the study and the opportunity to express
aninterest in taking part in the study. Potential participantswill
have opportunitiesto ask any questionsthey have and to discuss
any aspects of the study with the researcher before they make
their decision. Theinterested participantswill be given sufficient
time to make a decision and be approached again to obtain
informed consent (24 hours or more after the first visit).

In Sweden

A total of 25 coupleswill berecruited from memory clinicsand
dementia cafes based in county Ostergétland (Linkdping and
Norrkdping) of Sweden.

The staff at the memory clinic will identify couples, contact
potential participants to discuss the study, and identify couples
who areinterested in participating. Coupleswho expressinterest
in participating will have their details passed on to the relevant
researcher.

The researcher will contact study staff or coordinators within
the third sector organizations (eg, dementia cafes): day care
centers and family care centers within the municipalities of
Linkoping and Norrkdping. On obtaining relevant permissions,
study posters will be displayed and details of the study will be
presented to the members of the group. Researchers will
approach interested participants individually to assess for
inclusion, discuss the study in detail, and obtain consent.

Inclusion criteria

team during referral or through self-report

«  Couplesin along-term relationship for 2 or more years

Exclusion criteria

«  Both partners having a diagnosis of dementia

«  Couples who have a partner or spouse with a diagnosis of dementia in early to moderate stages. The stage will be identified either via clinical

«  Coupleswho live together in their own homes (not residential care).

«  Both partners understand and speak English (in the United Kingdom) or Swedish (in Sweden)

«  Coupleswith one or both partners who are blind and might find it difficult to interact with DemPower

«  Any partner who has become completely immobile or bed-bound and may not be able to engage with suggested activities

«  Couples where one or both partners lack capacity or may have fluctuating capacity
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Figurel. Study stages.
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DemPower |ntervention

Living Lifeand Doing Things Together isacouple management
guide delivered through the platform of an el ectronic application
on a touchscreen device (Android tablet). The guide is aimed
at enhancing thewellbeing aswell asthe relationship of couples
where one partner has adiagnosis of dementia. The contentsin
thisguide are based on couples with lived experience, available
research, and practice evidence.

The objectives of the DemPower guide are (1) to help couples
focus on the activities that they can do rather than what they
cannot, (2) to reflect upon the strengths of their relationship,
(3) help couple find waysto tackle daily activitiestogether, and
(4) to archivereflections, moments, and memoriestheway they
would like them to be remembered.

The guide is structured under 4 primary themes and severa
sections within each theme, as illustrated in Figure 2. The
themes and corresponding sections are introduced using
storyboard techniqueswith avoiceover. Videosclipsof couples
sharing their experiences demonstrating particular situations
follow storyboard illustrations. The guide makes suggestions
for activities under each section. Examples of some suggested
activities include games (stored on the device), links to useful
information, taking pictures, writing reflections, and discussing
emotions, needs and required changes to their home and their
approach to daily life.

The app design facilitates various forms of user interfaces and
provides users the control over font size, color, language,
volume etc. The design also focuses on making the interface
simple and easy to access. The interaction within the app is
multimodal (voice, touch, text to speech). User-centered and
participatory approaches inform the overall app design and
concept.

The app and all the corresponding resources will be saved onto
a portable device (tablet) prior to handing them over to the
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recruited couples (one tablet per couple). Researchers will
provide a tutorial on how to use the device and the app. A
detailed help video is inbuilt into the app. Researchers will
provide a printed copy on how to use the device and the guide
to all the participants. The participants may contact researchers
at any time if they require technical support. The researchers
will call the participants once a month to check their progress
and arrange visits if required. We will recommend the
participants to engage with two sections per week. They have
the option to engage with a selection of sections or with the
entire guide and in any order. Participants are expected to
complete the guide within a period of 3 months from the date
of device activation.

Feasibility, Acceptability, and Health Outcome
Measures

Thegoal of the study isto explore feasibility, acceptability, and
usability of DemPower among couples where one partner has
dementia. Using Bowen et al’s [35] suggested areas of focus
for feasibility studies, Table 1 reports the approaches and
measures used to assess the different aspects of the feasibility
and acceptability of the DemPower intervention [35-37]. The
structure in Table 1 helped to identify relevant outcomes,
demonstrate how these address study objectives, and inform
the choices of data collection procedures.

Two primary data sets will be generated from the study:
evaluation and outcomes data. The study team designed a set
of evaluation questionnaires to assess participants experiences
with DemPower and the study processes (Multimedia
Appendices 1-5). These questionnaires, DemPower, and chosen
outcome measures will be tested with couples from a
consultancy group for comprehension errors and bug fixing
prior to the feasibility phase. The outcomes used to represent
effectiveness include health-related aspects of quality of life,
self-efficacy, interconnectedness, and mutuality on the part of
both partners.

JMIR Res Protoc 2018 | vol. 7 | iss. 8 |e171 | p.141
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS Lasrado et &

Figure 2. Guide contents.
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Table 1. Bowen et al’s[35] feasibility criteria and study application.
Areaof focus  Study application Outcomes of interest Data sources

Acceptability  Towhat extentis DemPower suitable Perceived acceptability and satiss  Evaluation Questionnaires, 3-point Likert scale
and integration  to implement in home-living couples faction
with dementia?

Demand To what extent do couples consider  Perceived usability Usage tracking data, self-reported system usability scale
the couple management approach and [38], 5-point Likert scale
the content of DemPower asdesirable

support? Perceived benefits of DemPower Evaluation Questionnaires, 3-point Likert scale
Implementation To what extent can DemPower be Willing and able to complete all Dropout rates usage tracking data
and practicality successfully implemented with cou-  the sectionsof the self-help guide

les living with dementia? . . ) .
P 9 Type of, and amount of support  Evaluation questionnaire — custom matrix

needed by couples

Degree of technical errors, re- Researcher log
sources, factorsinfluencing im-

plementation
Adaption To what extent can DemPower be Degree of errors; levelsof sup-  Researcher log; Evaluation Questionnaires, 3-point Likert
used in its current state? port scae
Efficacy Towhat extent does DemPower show  Impact on quality of life, relation- Baseline and post intervention or end point assessments

promise of encouraging engagement ship quality, mutuality, close- of quality of life—Quality of Lifein Alzheimer’s disease
and positive effects on couples rela-  ness, sense of couplehood, self-  [39], Care-related Quality of Life [40]; Relationship
tionships and beliefsin managing efficacy, and health status Quality and Mutuality —Mutuality Scale[41]; Closeness
daily life? and interconnection — Inclusion of Other in Self Scale
[42]; Empowerment /Self-efficacy — General Self-efficacy
Scale [43]; Health status — EQ-5D-5L (EuroQol health
measure with 5 levels of severity for 5 dimensions) [44]

Table 2 presents the measures used to assess the potential Data Collection
effectiveness of the DemPower app and provide information
for the design of any future randomized controlled trial (RCT),
including sample size estimation.

An evaluation questionnaire will explore participants
experiences with the guide, relevance of guide's contents,
usability of the app, perceived benefits, relevance of the guide
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ineveryday living, applicability to various contexts, the volume
of contents, and the time required to complete the guide
(Multimedia Appendix 1). Responses to questions may vary
from rating, multiple choices to descriptive forms.

At theend of each section, written instructionswill be provided,
guiding participants to use a particular set of questionnaires.
Questionnaires are split across 4 themes presented in the guide
(Multimedia Appendices 2-5). Researchers will follow up on
participants’ progress with the questionnaires during regular
telephonic conversations or home visits and offer support if
required.

Thefollowing usage datawill be stored on thetablet to measure
how the app is used:

«  The number of times and timestamp of when each screen
was viewed

«  The number of times the initial splash or landing screen
has opened, in order to tell how many times app was started
from scratch

- The contents pages will indicate how users are navigating
the app, whether by the contents pages or going through
sequentially using next or back buttons.

The outcome measures, questionnaires, and usage tracking data
will form primary sources of datafor this part of the study. All
the questionnaires will be administered using an offline or a
paper-based survey tool. The researcher will administer the

http://www.researchprotocols.org/2018/8/e171/
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outcome measures listed in Table 2 at baseline (prior to
introducing the guide) and at the end point. Participants who
choose to engage with only parts of the intervention will also
be assessed at the start and at the time that they declare as
completed or at the end of 3 months from the intervention
initiation date. The details of participants' progress, telephonic
follow-ups, homevisits, and variationsin follow-up time frames
will be recorded in the researchers logs. Researchers will
support the person with dementia as he or she completes the
outcome measures at baseline and at the end point during
face-to-face meetings. Spouse or partner caregivers will be
encouraged to complete the assessments on their own during
the researcher’s visit.

Feasibility Design Process

The outcome relevant to the design process is to ascertain if a
main study isfeasible by classifying the study under one of the
following categories: (1) Stop — main study not feasible; (2)
Continue, but modify protocol — feasible with modifications;
(3) Continue without modifications, but monitor closely —
feasible with close monitoring, and (4) Continue without
modifications — feasible asis.

Theevaluation of the study processwill beinformed by Medical
Research Council’s guidance on complex interventions [36],
and principles and questions specific to feasibility designs
discussed by Bowen et a [35] and Osmond and Cohen [46].
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Table 2. Outcomes of effectiveness.
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Qutcomes and tools

Description

Answered by

Quality of Life

Quality of lifein Alzheimer’s disease
[39]

Caregiver-Related Quality of Life
Carer Quality of life [40]

Self-efficacy
General Self-efficacy Scale [43]

I nter connectedness
TheInclusion of Other in Self Scale[42]

Mutuality
Mutuality Scale [41]

Health and social care service use

Service use questionnaire

Health status

EQ-5D-5L (EuroQol health measure
with 5 levels of severity for 5 dimen-
sions) [44]

DEMQOL (Measurement of health-rel at-
ed quality of lifefor peoplewith demen-
tia) [45]

13-item tool

Addresses mood, cognitive, and functional ability, activities of
daily life and quality of relationships with family and friends
Uses a4-point Likert scale ranging from “poor” (1p) to “excel-
lent” (4p) with a maximum score of 52

7-item tool

Addresses 5 negative and 2 positive dimensions of providing
informal care

Uses 3-point Likert scale from “alot” (Op) to “no” (2p) for the
negative dimensions and reversed scale for positive dimensions.
The higher the score, the better the care situation

10-item tool

Assess coping skills and adaptation to situations

Has afour choice response ranging from “not at al true” (1p)
to “exactly true” (4p); Scores are summarized to atotal score,
and a higher score indicates a higher sense of self-efficacy

A single item pictorial measure of closeness
Assess peopl€'s sense of being interconnected to each other

15-item Mutuality Scale

Includes four dimensions—Ilove and affection, shared values,
reciprocity and shared pleasurable activities

Rated on a 4-point Likert scale between 0 “not at al” to 4 “a
great deal”

The service use questionnaire was adapted from current service
use questionnaires held by the investigators, it will be refined
by consultation with the study service user group

Covers key health and social care services

Assesses the range of services used as well as the frequency of
use

The measure will be administered by the researcher at the base-
line and end of follow-up assessments

Has a 5-dimensional structure (mobility, self-care, usual activi-
ties, pain or discomfort, and anxiety or depression)

Each dimension has 5 levels: no problems, slight problems,
moderate problems, severe problems, and extreme problems
Allows estimation of quality-adjusted life years

A condition-specific measure of health-related quality of lifefor
people with dementia

Can be completed with the person with dementia or amain
caregiver

Themeasures cover 5 domains: daily activitiesand looking after
yourself, health and wellbeing, cognitive functioning, social re-
|ationships, and self-concept

Preference weights are available to alow estimation of quality-
adjusted life years

Both the spouses or partners
individually

Partner or spouse caregiver

Both the spouses or partners
individually

Both the spouses or partners
individually
Both the spouses or partners

individually

Both the spouses or partners
individually

Both the spouses or partners
individually

Partner or spouse with demen-
tia
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The process evaluation plays akey rolein assessing the quality
of study implementation, recruitment capability, attrition rate,
data collection procedures, relevance of outcome measures and
evaluation questionnaire, resource capability for implementing
the study and acceptability of randomization. The study design
does not alow for evaluating the randomization process;
therefore, the acceptability of randomization will be explored
with participants in the form of open-ended questions
administered at the end of the study.

The data relevant to these areas will be obtained from
researchers’ field notes, process evaluation questionnaires,
recruitment and attrition data, contextual data associated with
variationsin outcomes, evaluating research team’s capabilities,
researchers observations of suitability of outcomes,
guestionnaires, the burden on participants, and support required
and will use results from the intervention segment to assessthe
relevance of chosen methodology.

Data Analysis

All the data obtained from outcome measures and evauation
guestionnaires will be entered into an Excel or Stata database
for further statistical analysis. The data will be anonymized
prior to being uploaded to a database. The qualitative or
open-ended responses from evaluation questionnaires will be
categorized and analyzed thematically. The data from Sweden
will be transferred to the research team at the University of
Manchester for statistical analysis.

Given that thisisafeasibility study (and that thereis no control
group), we will not be carrying out hypothesis testing to
determineif theintervention is effective. Instead, we will focus
on (1) estimating recruitment and attrition rates; (2) determining
whether thereis sufficient changein potential outcome measures
following the intervention, using appropriate descriptive
measures of central tendency (mean, median) and spread
(standard deviation, inter-quartile range, range); (3) estimating
the standard deviation of potential outcome measuresto inform
or refine a sample size calculation for the Phase 11 trial; and
(4) estimating response rates to participant questionnaires,
checking for floor and ceiling effects and in fact whether the
intervention is acceptable to participating couples. We will
reconsider the use of questionnaires or other itemsif the amount
of missing data exceeds 10%.

Economic Evaluation

This study will not include a forma economic evaluation.
Rather, the data collected will be used to inform the design and
implementation of afull RCT to assess the (cost) effectiveness
of the intervention. We will use the service data to identify the
range of servicesused by participants. The service use datawill
be costed using published unit coststo estimate the likely health
and social care costs. Descriptive statistics and regression
analysis will be used to identify key cost drivers. Published
utility weights will be applied to the EuroQol health measure
with 5 levels of severity for 5 dimensions and the M easurement
of health-related quality of life for people with dementia and
used to estimate quality-adjusted life years. Descriptive statistics
and regression analysis will be used to explore the level of
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association between the two measures and key domain drivers
of overall utility and quality-adjusted life years.

Ethical Consider ations

The study isapproved by the National Health Service Research
Ethics Committee (17/NW/0431) in the United Kingdom and
the Regional Ethical Review Board in Sweden (Dnr: 2017
2017/281-31).

The approach to obtaining consent is informed by a “process
consent” method [47], whereby aresearcher enables participants
to make informed decision from the point of initial contact to
completion of the study [48]. Guided by the Mental Capacity
Act [49] and the process consent approach, the researchers will
make every effort to ensure that the participants are provided
with all the relevant information that they understand the
information and are able to retain the information long enough
to make a decision and are willing to participate in the study.

People who have capacity to consent will provide either a
written or verbal consent. Participants who find reading or
writing challenging will have an option of expressing consent
verbally, and it will be audio recorded.

Results

Thisisan on-going study, currently at thetrial phase. The study
is currently recruiting participants from both sites. This
nonrandomized feasibility study will produce results pertaining
recruitment capability, usability, and acceptability of DemPower
among couples where one partner has dementia as well as the
relevance of chosen outcome measures and evaluation
questionnaires. The results will inform afuture RCT and fully
powered health economic assessment.

Discussion

Principal Findings

A scoping review, conducted earlier on inthe study, highlighted
the dearth of couple-oriented interventionsfor couples affected
by dementia. Postdiagnostic dementia services and service
uptake by people with dementia and their caregivers are quite
diverse, depending upon population groups and geographical
locations [2,9,50]. The DemPower guide attempts to combine
theresources avail able and act as asingle source of information,
while providing strategies for managing everyday living.
DemPower is particularly aimed at couples who live together
at home and where one partner has a diagnosis of dementia.
The contents of DemPower have been informed by the
experiences of couples who live with dementia and daily life
and social situations that include potentially important ways of
maintaining a healthy relationship.

Future Work

Through this feasibility study, we will be able to establish
participants’ interest and engagement with the app, how useful
and helpful participants find the sections on “home and
neighborhood,” “activities and relationships,” and “approach
and empowerment.” We also have the opportunity to explore
how this app trandates into everyday life. Thisinformation is
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crucial for exploring how usua care compareswith DemPower L imitations

and sets stage for afull RCT. Thediverse cultural and social contextsin the United Kingdom
In terms of the study methodology, relevant information on and Sweden might raise some challenges for comparing data
recruitment and attrition rate will inform the future power and estimating parameters for a full trial, athough it does
calculation for a full trial. In the current feasibility study, we ~Provide opportunitiesfor identifying key areasfor consideration
test the app in two countries (United Kingdom and Sweden);  infuturemultinational trials. The design of DemPower islimited
this will provide insights into if any systemic differences and might require further adaptations to make it applicable to
influence the uptake of the app. These data will inform the people with visual impairments. Finaly, differences in
transferability of the app to various contexts, cultures, and recruitment strategiesin the United Kingdom and Sweden might
countries. influence the recruitment and retention rate.
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Abstract

Background: A growing body of evidence supports the use of lifestyle interventions for preventing or delaying the onset of
Alzheimer disease and other forms of dementiain at-risk individuals. The development of internet-delivered programs would
increase the scalability and reach of these interventions, but requires validation to ensure similar effectivenessto brick-and-mortar
options.

Objective: We describe the study design, recruitment process, and baseline participant characteristics of the sample in the
Virtual Cognitive Health (VC Health) study. Future analyseswill assess theimpact of the remotely delivered lifestyleintervention
on (1) cognitive function, (2) depression and anxiety, and (3) various lifestyle behaviors, including diet, exercise, and sleep, ina
cohort of older adults with subjective memory decline. Additional analyses will explore feasibility outcomes, as well as the
participants’ engagement patterns with the program.

Methods: Older adults (aged 60-75 years) with subjective memory decline as measured by the Subjective Cognitive Decline
9-item (SCD-9) questionnaire, and who reported feeling worried about their memory decline, were eligible to participate in this
single-arm pre-post study. All participants enrolled in the yearlong digital intervention, which consists of health coach-guided
lifestyle change for improving diet, exercise, sleep, stress, and cognition. All components of this study were conducted remotely,
including the collection of data and the administration of the intervention. We assessed participants at baseline, 12 weeks, 24
weeks, and 52 weeks with online surveys and the Repeatabl e Battery for the Assessment of Neuropsychological Status (RBANS)
test. We will conduct intention-to-treat analysis on all outcomes.

Results: A total of 85 participants enrolled in the intervention and 82 are included in the study sample (3 participants withdrew).
The study cohort of 82 participants comprises 61 (74%) female, 72 (88%) white, and 64 (78%) overweight or obese participants,
and 55 (67%) have at |east acollege degree. The average baseline RBANS scorewas 95.9 (SD 11.1), which iswithin age-adjusted
norms. The average SCD-9 score was 6.0 (SD 2.0), indicating minor subjective cognitive impairment at the beginning of the
study. The average baseline Generalized Anxiety Disorder 7-item scale score was 6.2 (SD 4.5), and the average Patient Health
Questionnaire 9-item score was 8.5 (SD 4.9), indicating mild levels of anxiety and depression at baseline.

Conclusions: Internet-delivered lifestyle interventions are a scalable solution for the prevention or delay of Alzheimer disease.
Theresults of this study will providethe first evidence for the effectiveness of afully remote intervention and lay the groundwork
for future investigations.

Trial Registration: ClinicalTrials.gov NCT02969460; http://clinicaltrial s.gov/ct2/show/NCT02969460 (Archived by WebCite
at http://www.webcitation.org/71LkYAkSh)

Registered Report Identifier: RR1-10.2196/11368
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Introduction

Lifestyle Interventions for Cognitive Decline

Cognitive impairment is a growing public health epidemic
worldwide, and is one of the most prevalent chronic medical
conditions in older adults [1]. In 2010, the direct and indirect
costs of care associated with dementia totaled US $600 hillion
globally, amounting to roughly 1% of theworld’s gross domestic
product [2]. Theglobal costsassociated with Alzheimer disease,
the most common form of dementia, are projected to increase
by about 400% from US $186 hillionin 2018 to US $750 hillion
in 2050 [1]. The challenge posed by dementiais amplified by
the decades-long failure to develop effective pharmacologic
agents for the disease. The success rate of Alzheimer disease
drugs is only 0.4%, compared with 19% for oncology
compounds|3], leading some major pharmaceutical companies
to abandon research efforts in the face of continued failures.
The drugs approved for Alzheimer disease treat only the
symptoms rather than the underlying causes of the disease, and
do not prevent or delay the progression of neurodegeneration
involved in Alzheimer disease and other forms of dementia[4].

Conversely, nonpharmacologic lifestyle-based interventions
are gaining traction as an effective way to prevent or delay
disease progression. Epidemiologic studies estimate that
modifiablerisk factors, such as diabetes, hypertension, obesity,
smoking, depression, physical inactivity, and low educational
attainment, account for as many as 30% of dementiacases[5-7].
Inthe absence of acure, delay of Alzheimer disease or dementia
onset by as little as 1 year is associated with enormous cost
savings, with an estimated potential savings of US$219 hillion
by 2050 in the United States alone [8]. Additionally, a 5-year
postponement could almost halve the projected Alzheimer
disease prevalence by 2050 [9-11]. Dueto the proven ability to
decrease some of the modifiable risk factors implicated in
Alzheimer disease [12,13], lifestyle-based interventions hold
the potential to greatly reduce the burden of dementia as
populations continue to age worldwide.

The lifestyle intervention for cognitive decline used in the
multidomain Finnish Geriatric Intervention Study to Prevent
Cognitive Impairment and Disability (FINGER) [14] has been
at the forefront of these Alzheimer disease-related behavioral
modification efforts and served as the primary inspiration for
the program used in this study. The landmark FINGER study
isan ongoing randomized controlled trial (RCT) demonstrating
the efficacy of a multidomain intervention as a preventive
measure in older adults at risk for cognitive decline and
dementia. The lifestyle intervention primarily focuses on
exercise, diet, cognitive training, and management of vascular
risk factors. The 2-year results [15] clearly showed that (1)
individuals can be motivated to make long-term changesin their
lifestyle to preserve cognitive function, and (2) a multidomain

http://www.researchprotocols.org/2018/8/e11368/

lifestyle intervention can improve composite cognitive
performance at a 2-year follow-up.

The FINGER study, which used a clinic-based lifestyle
intervention, wasthefirst RCT to provide proof-of-concept that
attending to lifestyle and vascular factors can protect against
cognitive decline [15]. The success of the FINGER study has
spawned numerousin-clinic replication studies around the globe,
including the Singapore Intervention Study to Prevent Cognitive
Impairment and Disability (SINGER) [16], Multimodal
Intervention to Delay Dementia and Disability in Rural China
(MIND-CHINA) [17], and United States Study to Protect Brain
Health Through Lifestyle Intervention to Reduce Risk (US
POINTER) [18]. However, face-to-face lifestyle change
programs like the ones used in these studies are constrained by
geographical and other logistical chalenges, therefore
warranting the exploration of internet-based programs that are
better suited for widespread adoption in a real-world setting.
The Maintain Your Brain study is alarge-scale clinical trial in
Australia aiming to demonstrate the efficacy of afully digital,
multidomain intervention at preventing cognitive decline [19];
however, results will not be available for some years. The
Virtual Cognitive Health (VC Health) study described here is
thefirst trial, to our knowledge, that explores the effectiveness
of acommercially available digital lifestyle intervention aimed
at preventing or delaying cognitive decline in at-risk older
adults.

Objective

The primary objective of the VC Health study isto investigate
the feasibility and effectiveness of a remotely delivered
multidomain intervention for the prevention or delay of
cognitive impairment in older adults at increased risk of
cognitive decline. Secondary anayses will assess the
effectiveness of the program at ameliorating symptoms of
depression and anxiety, which are both risk factors for
Alzheimer disease[20,21]. Supplemental analyseswill examine
patterns of user engagement with the program and changesin
various lifestyle behaviors. The yearlong intervention consists
of 6 months of active multidomain lifestyle change and 6 months
of habit reinforcement during the maintenance phase. Themain
components of the intervention are coach-directed exercise,
nutritional guidance, cognitive training, and social engagement.
We hypothesize that this digital intervention modeled after the
pivotadr FINGER study [15] will result in (1) significant
improvements in composite cognitive performance and (2)
positive changes in depression and anxiety levels. Here we
report the study design and analysis plan, as well as basgline
characteristics of the study population for the VC Health study.
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Methods

Study Design

The VC Hedth study is a 52-week-long, prospective
intention-to-treat, single-arm, pre-post, virtual nationwide
clinical trial to evaluate the impact of the VC Health program
on cognitive function and mental health in older adultsin the
United States.

While conventiona clinical trialsrely onin-person interactions
for recruitment, screening, enrollment, data collection, and data
monitoring, virtual clinical trials are enabled by advances in
technology and digital hedth, allowing for fully remote
participation in clinical trials[22]. For the VC Health study, we
used an online study platform (Achievement Studies; Evidation
Health Inc.; San Mateo, CA, USA) to screen, obtain consent
from, and enroll participantsinto the study, aswell asto collect
and monitor study data and guide participants through thetrial.
The study was approved by the Solutions Institutional Review
Board (Little Rock, AR, USA) and is registered with
clinicaltrials.gov (NCT02969460). The study protocol was
designed and written by investigators at Evidation Health, with
input and review from the VVC Health intervention team.

Participant Selection and Recruitment

We recruited study participants through various digital
platforms, including online patient communities, social media,
and targeted advertisements across all 50 US states. Potential
participants learned about the trial through a Web portal
explaining the study details. Those who were interested in
participating then completed an online screener that assessed
their eligibility for the study.

Eligible participants were aged 60 to 75 years, endorsed
subjective cognitive decline with worry as assessed by the
validated Subjective Cognitive Decline 9-item (SCD-9)
guestionnaire [23] and the 1-item subjective cognitive decline
with worry item (“Do you feel like your memory is becoming
worse?’ Possible responses were “No,” “ Yes, but this does not
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worry me,” or “Yes, this worries me”) [24], which have been
shown to have early predictive value for progression to mild
cognitive impairment and Alzheimer disease [24,25]; had
reliable accessto aphone, text messaging, and the internet; and
wereinterested in using acoaching program for cognitive health
(Textbox 1). Study candidateswere considered ineligibleif they
had a history of mental illness, substance abuse, learning
disability, neurologic conditions, or dementia; had
ophthalmologic or visual problems that would interfere with
computer use; were already using acognitive-training coaching
program; or were currently pregnant.

Enrollment and Study Procedures

Study candidates who met the eligibility criteriaand who were
interested in participating provided el ectronic informed consent
on the online study platform, and then completed an online
baseline assessment, which consisted of questions about
demographic characteristics, lifestyle and overal hedth
behaviors, Patient Headlth Questionnaire 9-item (PHQ-9),
Generalized Anxiety Disorder 7-item (GAD-7) scale, and
self-reported deep, diet, and activity levels. Next, we asked
study candidates to schedule a baseline Repeatabl e Battery for
the Assessment of Neuropsychological Status (RBANS) test.
The RBANS was remotely administered via
video-teleconference by alicensed psychologist (Echelon Group;
Woodstock, GA, USA). Once participants completed the
RBANS test, we asked them to complete their first VC Health
coaching session. This session lasted approximately 60 minutes
and was conducted over the phone. We considered study
candidates to be enrolled once they completed their first
coaching session.

Once enrolled, participants completed online assessments and
RBANS testsat 12 weeks, 24 weeks, and 52 weeks. Sincethere
arefour dternativeforms of the RBANStest, designed to reduce
practice effects during repeated testing over time, we gave
participantsin thisstudy adifferent form for each of the 4 testing
periods [26]. Participants were able to engage with the VC
Health program throughout the 12-month study period.
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Textbox 1. Inclusion and exclusion criteriafor the VC Health study.
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Inclusion criteria

o Aged =60 but <75 years

«  Havethe ability to make and receive phone calls

. Havetheability to send and receive text messages

«  Motivated to use adaily coaching program

Exclusion criteria

« Haveahistory of dementia

occlusive cataracts)

«  Currently pregnant

«  Show signs of subjective cognitive decline (assessed by scoring =1 on the Subjective Cognitive Decline 9-item (SCD-9) questionnaire and
endorsing “ Yes, thisworriesme” on the subjective cognitive decline with worry item)

«  Have access to a desktop computer, video-teleconferencing and reliable internet connection

. Haveasignificant history of mental illness, substance abuse, learning disability, or neurologic conditions

. Have ophthalmologic or visual problems that prevent viewing a computer screen at a normal distance (eg, legal blindness, detached retinas,

e Currently participating in aformal cognitive-training coaching program

Virtual Cognitive Health Program

TheV C Hedlth program comprises two phases: a6-month active
phase of lifestyle change and a 6-month maintenance phase of
habit reinforcement. The individually tailored intervention
encourages a healthy diet, physical exercise, cognitivetraining,
and socia engagement, all of which are supported by a coach
who is reachable via telephone, email, and text messaging. To
supplement all coaching interactions, we provided participants
with Web-based psychoeducational material to help guide and
paceindividual learning.

Health Coaching

We assigned each participant a health coach for the duration of
theintervention. All coacheswere certified as personal trainers
through nationally accredited programs, where the basic level
of certification requires mastery of exercise physiology safety
and nutritional health practices. To further ensure safety, aVC
Health program nurse was available to assist coaches with the
more complex behavioral health needs of participants.

After participants compl eted baseline testing, they were assigned
a coach and completed an initial 1-hour phone call to discuss
more detailed information about their current exercise and
dietary habits. During the first 6 months of the intervention,
participants had the option of scheduling weekly phone calls
with their coach to discuss questions, difficulties, or adjustments
to lifestyle behaviors. After the first 6 months, we gave
participants the option to maintain the weekly cadence of
coaching calls or to reduce the cadence to biweekly or monthly
calls. We offered the option to adjust the call frequency to
accommodate the varying levels of self-efficacy that the
participants devel oped throughout the intervention.

Physical Exercise

All participants received psychoeducation regarding the benefits
of physical exercise, such as aerobic and bodyweight training,
on cognitive health. As part of theintervention, we also provided

http://www.researchprotocols.org/2018/8/e11368/

participantswith Fitbit Flex 2 wearable devices (Fithit, Inc, San
Francisco, CA, USA) to help track and monitor activity levels.
Participants were encouraged to log all exercise data in
electronic trackers on the VC Health program platform. In an
effort to prevent overwhelming participants with too much
educational content at once, we prioritized exercisefor thefirst
month, prior to coaching for diet or cognitive training.

Health coaches assisted participants with creating individually
tailored physical activity programs that incorporated aerobic
exercise and progressive muscle strength training. Individual
aerobic exercise plans prioritized activities preferred by each
participant, such as swimming, biking, and walking. The
exercisetraining program isamodified version of the FINGER
study [15] physical activity intervention, including bodyweight
strength training and aerobic exercise. The bodyweight strength
training program included exercises for al primary muscle
groups.

Coaches assessed each participant’s level of fitness at the
beginning of the program and used the information to
individually tailor exercise recommendations. Based on coach
evaluations of self-reported exercise levels at baseline,
participantswere placed into low, moderate, and high categories.
Low exercisers were those who completed aerobic exercise
fewer than 3 times per week (minimum of 30 minutes per
session) or no body resistance exercise (minimum 30 minutes).
M oderate exercisers were those who compl eted aerobic exercise
3 times per week (minimum 30 minutes per session) or body
resistance exercise fewer than 2 times per week (minimum 30
minutes per session). High exerciserswere those who compl eted
aerobic exercise 4 or moretimes per week (minimum 45 minutes
per session) and body resistance exercise 2 or more times per
week (minimum 45 minutes per session). Participants were
encouraged to set agoal of reaching the next exercise threshold
throughout the program or sustaining current levelsif they were
categorized as high exercisers at baseline.
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Diet and Nutrition

All participantsreceived psychoeducation on the benefits of the
Mediterranean-Dietary Approach to Systolic Hypertension
(DASH) Intervention for Neurodegenerative Delay (MIND)
diet for cognitive health. The MIND diet emphasizes the
consumption of foods that have been shown to have positive
effects on cognitive health [27]. Combining pieces of the
Mediterranean and DASH diets, the MIND diet recommends
regular consumption of berries (=5 servings per week), fish (=1
servings per week), nuts (=5 servings per week), beans or
legumes (=4 servings per week), poultry (=2 servings per week),
green leafy vegetables (=1 servings per day), other vegetables
(=1 servings per day), grains (=3 servings per day), and extra
virgin olive ail (=3 servings per day) [28]. The MIND diet
recommends limited consumption of fried and fast foods (<1
servings per week), sweets (<5 servings per week), whole fat
cheese (<1 servings per week), red meat (<4 servings per week),
butter (<1 servings per day), and alcohol (<2 servings per day)

Figure 1. Flow for assessing and improving participant dietary habits.

Baseline Week 5 Week 6

Bott et a

[28]. During theinitial coaching call, participants were assessed
on their current fidelity to the MIND diet and were categorized
as either high adherers (meets >7 MIND recommendations) or
low adherers (meets <7 MIND recommendations). Coaches
used these categories as a baseline for guiding participants
through increasing MIND diet adherence (Figure 1), helping
each participant create an individually tailored diet plan.

Cognitive Training

We provided participants with a curriculum on the benefits of
cognitive training for cognitive health, including a library of
curated content on thetopic. VVC Health program coaches hel ped
participants create an individually tailored cognitive training
program. The training program was provided by a Web-based
service (MindAgilis, London, England) and included several
tasks adapted from protocols previously shown to be effective
in shorter-term RCTSs, focusing on processing speed, executive
function, working memory, episodic memory, and mental speed
[29,30].
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Social Engagement

All participants received access to an internal, private social
network where they could engage in communal support and
directed life review. Participants in the study were given the
opportunity to connect with one another and were also able to
invite one family member and one friend to join the social
network. Participants were asked to respond to a variety of
discussion prompts, including structured life review questions
based on an evidence-based protocol [31,32], and participate
in discussions about other study participants life review
reflections. The social network was moderated by a clinical
psychologist.

Neurotrack Imprint Eye-Tracking Test

As part of the intervention, we asked participants to complete
the Neurotrack Imprint eye-tracking test as an additiona
measure of cognition [33]. Thetest consists of a5-minute visual
paired-comparison task developed by Neurotrack Technologies,
Inc. (Redwood City, CA, USA). Visual paired-comparison tasks
quantify how thetest participant splits attention between familiar
and novel visua stimuli, with afamiliarization phase preceding
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atesting phase. During the familiarization phase, participants
are presented with pairs of identical visua stimuli for a fixed
period of time (5 seconds). During the test phase, which follows
a delay of either 2 seconds or 2 minutes to assess immediate
and delayed recognition memory, participants are presented
with additional pairs of visua stimuli, including one from the
familiarization phase and one novel stimulus. Theratio of time
participants spend gazing at the novel stimulus relative to the
total viewing time produces a novelty preference score, with
higher scores representing better declarative memory function
[34]. Test-retest reliability (r range .88-.92) and interrater
scoring agreement (k range .81-.88) for the Imprint test have
both been documented as high based on previousliterature[33].

Outcome M easurements

With cognition as the primary focus of this investigation, the
RBANS was remotely administered [35] to all participants by
qualified clinicianswith experiencein digital delivery at baseline
(week 0), week 12, week 24, and week 52. The RBANS has
demonstrated strong efficacy as a dementia assessment tool in
community-dwelling normal individuals [36,37] and can aso
detect cognitive impairment associated with Alzheimer disease
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[38]. The primary outcomein this study was changein RBANS
total score from study baseline to week 24 and week 52.

We assessed secondary risk factors for Alzheimer disease
(depression and anxiety) through the PHQ-9 and GAD-7 scale
at baseline, week 12, week 24, and week 52. We chose these
items because depression [39-41] and anxiety [42,43] are
predictive of future cognitive decline, with symptoms of both
tending to manifest before direct evidence of cognitive decline
is present. The PHQ-9 is a self-administered version of the
Primary Care Evauation of Mental Disorders (PRIME-MD)
diagnostic instrument for common mental disorders [44]. The
PHQ-9 comprises the depression modul e, which scores each of
the 9 Diagnostic and Satistical Manual of Mental Disorders
(Fourth Edition) criteriafor depression from O (not at all) to 3
(nearly every day) and has been validated for use in primary
care [45]. The GAD-7 is a self-report anxiety questionnaire
designed to assess anxiety status during the previous 2 weeks.
The items in the questionnaire assess the degree to which an
individual has been bothered by nervous, anxious, or on-edge
feelings; lack of ability to stop or control worrying; worrying
too frequently about variousthings; inability to relax or sit till;
ease of becoming annoyed or irritable; and feeling afraid [46].
The secondary outcome of this study was changein PHQ-9 and
GAD-7 scores from study baseline to week 24 and week 52.

In addition to depression and anxiety symptoms, we asked
participants about their sleep (hours per night) and exercise
(days per week) habits during the previous 3 months. We
collected these data at the same time points as the PHQ-9 and
GAD-7 results. At 24 and at 52 weeks, we asked all participants
to provide subjective data on their perceived improvementsin
cognitive ability, physical activity levels, eating habits, sleep
patterns, and stress levels. Exploratory analyses will examine
changes in self-reported behaviors and how engagement with
the VC Health program is associated with change in RBANS
performance.

Lastly, wewill assessanumber of feasibility outcomesto inform
future study designs and program iterations. For one, we will
analyze the ease of recruitment and the study retention rate.
Theseresultswill provide rough estimates of what we can expect
in future trials on the VC Health intervention. We will also
analyze qualitative data about the participant experience in the
intervention that we collected through online surveys at 12, 24,
and 52 weeks. Thefeedback from participantswill shapefuture
program features and hel p to optimize the participant experience.

Sample Size and Statistical Analysis

Given the preliminary nature of this study, we did not power
the study to detect any specific differencein RBANS score, and
we determined the sample size based on intervention capacity.
Ultimately, 85 participants enrolled into the study.
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Analyseswill be conducted on deidentified aggregate datafrom
the intention-to-treat population. The primary analysis will
explore mean and median change in RBANS score from study
baseline to the 24-week and 52-week primary end points. For
both the RBANS and online assessments, we included the
12-week time point to allow for an interim nonprimary analysis
early oninthe study. Wewill a so examine the mean and median
changes dtratified by key participant characteristics, such as
sex, age, and education. Secondary analyses will examine the
mean and median change in PHQ-9 and GAD-7 scores from
study baseline to 24 and 52 weeks. Potential supplemental
analyses will examine various measures of user engagement,
the relationship between engagement and changes in RBANS
scores and secondary outcome measures, and changesin various
lifestyle behaviors, such as sleep and exercise habits.

Results

Study recruitment, screening, and enrollment took place between
November 2016 and March 2017. A total of 4255 participants
wereidentified aspotentially eligiblefrom recruitment strategies
and initiated the screening process. Of these, we determined
2655 to be ineligible based on factors including baseline
cognitive function, history of mental illness, vision issues, and
current pregnancy. Out of the final 405 individuals deemed
eligible, 85 individuals provided informed consent, completed
baseline surveys, finished all baseline assessments, were
assigned a health coach, and started the VC Health program.
Of these, 3individual swithdrew from the study dueto personal
reasons, leaving 82 individuals eligiblefor dataanalysis (Figure
2).

Table 1 displays the baseline demographic characteristics of
study participants. Overall, 61 of the 82 participants (74%) were
female, and the mean age was 64 years (range 60-74.9). Of the
82 participants, 72 (88%) identified aswhite, 5 (6%) as African
American, 3 (4%) as Hispanic, 1 (1%) as Asian, and 1 (1%) as
other. Of the 82 participants, 55 (67%) had a college degree or
higher. Average baseline body mass index was 30.7 (SD 7.0)

kg/m?, with an average weight of 87.5 (SD 20.8) kg. Enrolled
participants represented a geographically diverse population
(Figure 3).

At baseline, the average total RBANS scorewas 95.9 (SD 11.1),
whichiswithin normal age-adjusted ranges. The average SCD-9
score was 6.0 (SD 2.0), indicating minor subjective cognitive
decline and, as previously mentioned, all participants endorsed
worry about cognitive decline. The average GAD-7 score was
6.2 (SD 4.5) and the average PHQ-9 score was 8.5 (SD 4.9),
respectively indicating mild levels of anxiety and depression at
baseline (Table 2).
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Figure 2. Enrollment cascade and study timeline. RBANS: Repeatable Battery for the Assessment of Neuropsychological Status.

Screened for eligibility (n=4255)

Met eligibility criteria (n=405)

Completed informed consent (n=171)

Completed baseline survey (n=163)
Completed baseline RBANS (n=95)

Enrolled in Virtual Cognitive Health program (n=85)

Completed 24-week RBANS (n=72)
Completed 24-week survey (n=69)

Completed 52-week RBANS (n=06)
Completed 52-week survey (n=39)
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Did not complete screener (n=1195)
Not eligible for study (n=2655)

{ Withdrew from study (n=3)
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Table 1. Baseline demographics of enrolled participants (N=82).
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Characteristics Value
Age (years), mean (SD) 64 (4)
Sex, n (%)
Male 20 (24)
Female 61 (74)
Other 1(1)
Education, n (%)
High school graduate or GED? 3(4)
Trade, technical, or vocational training 2(2)
Some college, no degree 22 (27)
College graduate, associate's or bachelor’s degree 29 (35)
Graduate degree 19 (23)
Doctorate 7(9)
Race/ethnicity, n (%)
African American 5(6)
Asian 1(1)
White 72(88)
Hispanic 3(4)
Other 1(1)
BMI® (kg/m?), n (%)
<18.5 (underweight) 0(0)
18.5-24.9 (healthy weight) 16 (20)
25.0-29.9 (overweight) 24 (29)
30-34.9 (obese) 25 (30)
>35 (very obese) 15 (18)
Aver age nightly sleep duration (hours), n (%)
<3 1(1)
45 45
5-6 18 (22)
6-7 35 (43)
7-8 16 (20)
89 6 (7)
9-10 0(0)
>10 6(2)

8GED: General Education Devel opment.
bBMI: body massindex; 2 participants were excluded due to BMI >60 kg/mz.
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Figure3. Geographic distribution of study participants. Each dot on the map correspondsto astudy participant’szip code. Larger dots represent multiple

individuals from that zip code.

Table 2. Baseline assessment scores of enrolled participants (N=82).

Assessment instruments Mean (SD)
Repeatable Battery for the Assessment of Neuropsychological Status
Immediate Memory 99.4 (12.5)
Delayed Memory 96.6 (12.5)
Visuospatial/Constructional 90.4 (14.3)
Language 97.2(10.2)
Attention/Processing Speed 102.8 (14.8)
Total 95.9 (11.1)
Subjective Cognitive Decline 9-item questionnaire 6.0 (2.0)
Patient Health Questionnaire 9-item 8.5(4.9)
Generalized Anxiety Disorder 7-item scale 6.2 (4.5)

Discussion

Principal Findings

The VC Hedth study will investigate the feasibility and
effectiveness of a remotely delivered multidomain lifestyle
intervention for the prevention or delay of cognitive impairment
in older adults with subjective cognitive decline. Asthe digital
delivery of theseinterventionsisanew areaof study, validation
of this format is needed to ensure similar effectiveness to
in-person options. The results of this pilot study will provide
preliminary insights into the trandation of a traditionally
in-person multidomain lifestyle intervention to a fully digital
format and will help shape future program iterations. While
face-to-face interventions like the one used in the FINGER
study have shown promise for decreasing risk of cognitive
decline [12], participation in these types of programs is

http://www.researchprotocols.org/2018/8/e11368/

RenderX

constrained by geographical and logistical complications, such
as scheduling conflicts and access to transportation. The only
requirement for participation in a digital lifestyle intervention
like VC Health is access to an internet-connected device, such
as a mobile phone, tablet, or computer. For those who do not
own such devices, the program may still be accessible by using
technology that is available at local libraries and community
centers, which further expands the potentia reach of the
program. The successful trandation and adoption of digitally
delivered lifestyle interventions has the potential to reduce the
incidence of Alzheimer disease and medical spending on the
disease as the search for effective pharmaceutical agents
continues.

Digital lifestyleinterventions have been devel oped for avariety
of health-related conditions. These multipronged interventions
have shown efficacy for diabetes prevention [47,48], diabetes
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management [49-52], cardiovascular risk reduction [53-55],
pain management [56], and smoking cessation [57]. Many of
the core components of lifestyle interventions are similar,
independent of the health condition they address. These
components generally include psychoeducationa material, socia
support from apeer group, accessto ahealth coach, and tracking
toolsto facilitate the adoption of new health behaviors. TheVC
Health program contains all of these features, with adjustments
tailored to individuals at risk for cognitive decline. Some of the
unique aspects of the VC Health program are the addition of
cognitive training exercises [58-60], specific dietary
recommendations for following the MIND diet [27,28,61,62],
and validated physical activity recommendations specific for
enhancing cognitive function [63-65]. Based on the successful
tranglation of other lifestyle programsinto adigital format, the
V C Health intervention should lend itself well to online delivery.

While the adoption of Web-based lifestyle change programs
has increased over the years, one of the main barriers to the
widespread adoption of remote cognitive tests is the concern
about data integrity. The remote delivery of cognitive tests
makesit difficult to accurately monitor patientsfor effort, focus,
and test understanding, which is normally completed by an
in-person test administrator. However, previous literature has
demonstrated the efficacy and effectiveness of remote RBANS
delivery via videoconference [35], supporting its use in our
investigation. The Imprint test, which is embedded in the VC
Health program, uses webcam-based eye-tracking data, with
recorded video from the test providing analysts with “eyes on
the patient.” Thisallowsthe analyststo assess various el ements
of data quality and fidelity to test-taking procedures [33].
Remote administration of the RBANS and Imprint tests allows
for the feasible and scalable collection of data at multiple time
points and for the longitudinal monitoring of cognitive health.
This investigation is, to our knowledge, the first of itskind in
the cognitive health space, and is structured to demonstrate that
a digital intervention can be delivered from baseline to
completion while measuring primary, secondary, and
exploratory outcomes with entirely remote mechanisms.

Strengths and Limitations

The design of the VC Health study has both strengths and
limitations. One strength is the digital administration of the
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intervention and collection of datain areal-world setting, which
provides more ecologically valid resultsthan studies completed
in traditional research settings [22]. This is important, as it
enhances the generalizability of the results and provides more
powerful estimates of how the intervention islikely to perform
in broader populations and settings. Another strength is the
52-week study duration, as this allows the results to reflect the
long-term impact of the intervention. Examining the long-term
outcomes of lifestyle change programs is essentiad to
demonstrate the true impact of participation after the program
tapers off or ends.

Limitations of this study include the small sample size and lack
of acontral group, which were both a result of the pilot nature
of this investigation. However, it should be noted that
intervention studies evaluating digital lifestyle programs
commonly employ single-arm designs, and this design is well
accepted in the field for early studies [47,48,52,66,67]. Lastly,
the study samplewas primarily white and well educated, so the
results may not be generalizable to other populations. Future
studiesrequirethe exploration of similar interventionsin amore
diverse group of individuals.

Conclusion

Thissingle-arm pre-post pilot study will provideinitial evidence
of the feasibility and effectiveness of a remotely delivered
multidomain intervention to prevent or delay cognitive decline
in older adults at risk for dementia. We will collect qualitative
information on specific intervention components and use it to
inform the ongoing design iterations of the Web-based
intervention, aswell asthe design of larger studiesinvestigating
the effect of theintervention. The 24- and 52-week longitudinal
follow-up periods used in this fully remote study will be the
first to evaluate the effectiveness of a digital intervention to
prevent or delay cognitive decline in older adults. In addition
to composite cognitive performance, assessment of symptoms
of anxiety and depression will allow us to explore the effects
of theintervention on other aspects of mental health. We expect
theresults of thistrial to provide crucial insightsinto the promise
of remotely delivered cognitive health interventions, which
could have a substantial impact on dementiaincidence over the
coming decades.
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Abstract

Background: The Veterans Health Administration (VHA) is making system-wide efforts to increase integrated use of health
information technology (HIT), including My HeatheVet (MHV), the Veterans Affairs (VA) electronic patient portal, Vet Link
kiosks, telehealth, and mobile apps. Integrated use of HIT can increase individual and system efficiency, maximize resources,
and enhance patient outcomes. Prior research indicates that provider endorsement and reinforcement are key determinants of
patient adoption of HIT. HIT implementation strategies need to reflect providers' perspectivesto promote adoption and endorsement
of thesetools; however, providers often lack awareness or are unmotivated to incorporate HIT into clinical carewith their patients.
When these modalities are used by patients, the approach is often fragmented rather than integrated within and across care settings.
Research is needed to identify effective implementation strategies for increasing patient-aligned care team (PACT) member (ie,
the VHA's Patient Centered Medical Home) awareness and motivation to use HIT in a proactive and integrated approach with
patients.

Objective: This paper describes the rationale, design, and methods of the PACT protocol to promote proactive integrated use
of HIT.

Methods: In Aim 1, focus groups (n=21) were conducted with PACT members (n=65) along with questionnaires and follow-up
individual interviews (n=16). In Aim 2, the team collaborated with VA clinicians, electronic health researchers and operational
partnersto conduct individual expert interviews (n=13), and an environmental scan to collect current and emerging provider-focused
implementation tools and resources. Based on Aim 1 findings, a gap analysis was conducted to determine what implementation
strategies and content needed to be adapted or developed. Following the adaptation or development of resources, a PACT expert
panel was convened to evaluate the resultant content. In Aim 3, alocal implementation of PACT-focused strategies to promote
integrated use of HIT was evaluated using pre- and postquestionnaire surveys, brief structured interviews, and secondary data
analysiswith PACT members (n=63).
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Results: Study enrollment for Aim 1 has been completed. Aims 1 and 2 data collection and analysis are underway. Aim 3
activities are scheduled for year 3.

Conclusions: Thiswork highlightsthe practical, technological, and participatory factorsinvolved in facilitating implementation
research designed to engage PACT clinical membersin the proactive integrated use of HIT. These efforts are designed to support
the integrated and proactive use of VA HIT to support clinical care coordination in ways that are directly aligned with PACT
member preferences. Thisstudy evaluated integrated VA HIT use employing mixed-methods and multiple data sources. Deliverables
included PACT-focused strategies to support integrated use of HIT in the ambulatory care setting that will also inform strategy

development in other systems of care and support subseguent implementation efforts at regional and national levels.

Registered Report Identifier: RR1-10.2196/11262

(JMIR Res Protoc 2018;7(8):€11262) doi:10.2196/11262

KEYWORDS

ambulatory care; health information technology; implementation; medical informatics; veteran; virtual medical modality

Introduction

Background

The Department of Veterans Affairs (VA) MyVA Initiative
articulates a vision for personalized, proactive, and
patient-driven care leveraging information technologies,
analytics, and new models of health care delivery [1,2]. To
operationalize this vision, the Veterans Health Administration
(VHA) ismaking system-wideeffortsto increase the integrated
use of health information technology (HIT), including My
HealtheVet (MHV), VetLink kiosks, telehealth, and mobile
apps. Integrated use of HIT can increaseindividual and system
efficiency, maximize resources, and enhance patient outcomes
[3]. Prior research indicates that provider endorsement and
reinforcement are key determinants of patient adoption of HIT
[4,5]. HIT implementation strategies need to reflect providers
perspectives to promote adoption and endorsement of these
tools[6]. Providers often lack awareness or are unmotivated to
incorporate HIT into clinical carewith their patients[3]. Current
use of these modalitiesis often fragmented rather than integrated
within and across care settings [ 3]. Therefore, research isneeded
to identify effective implementation strategies for increasing
the proactive and integrated use of HIT among patient-aligned
care teams (PACTs, VHA's primary care Patient-Centered
Medica Home mode!).

Research Aims

This research was responsive to the vision of the VA’'s MyVA
Initiative and strategic plan for veterans to receive timely and
integrated care through enhanced use of HIT. Our short-term
goad was to localy develop, deiver, and evauate
implementation strategies with both core PACT members (ie,
clerical associates, clinical associates, nurses, providers) and
extended PACT members (ie, mental heath, nutrition,
pharmacy, social work) to increase use of HIT. This research
sets the foundation for subsequent implementation efforts at
regional and national levels. Long term, this research has
potential to inform sustained HIT use by PACTsin anationwide
integrated health care system. We used a community-based
participatory research approach [7] and theoretical constructs
from the Consolidated Framework for Implementation Research
[8] including elementsfrom the Diffusion of Innovationstheory
[9,20] and the Promoting Action on Research Implementation

http://www.researchprotocols.org/2018/8/e11262/

in Health Services (PARIHS) framework [11] to inform this
3-year concurrent mixed-method [12] implementation study.
The research aims were to (1) identify characteristics of PACT
members that impact HIT use among high- and low-volume
users, (2) develop implementation strategies to promote PACT
adoption of HIT, and (3) evaluate loca implementation of
PACT-focused strategies to promote HIT adoption.

The first aim addressed three research questions: (1) What are
the characteristics of high- and low-volume clinical team users?
(2) What factorsinfluence use (ie, compatibility, observability,
complexity, relative advantage)? and (3) What are PACT
member experiences and preferencesfor using HIT (ie, evidence,
context, facilitation)?

The second aim addressed two research questions: (1) What
implementation strategies currently exist to support HIT
adoption?and (2) What implementation strategies promote HI T
adoption?

Finaly, the third research aim addressed three research
questions: (1) Do implementation strategies reflect PACT
member needs and preferences? (2) How can theimplementation
strategies be refined and improved to support adoption of HIT?
and (3) Does exposure to implementation strategies increase
PACT use of HIT? The third research aim also addressed two
hypotheses: (1) Exposure to implementation strategies will
increase PACT members self-reported value, intention, and
use of HIT, and (2) Exposure to implementation strategies will
significantly increase PACT use of HIT.

Intended outcomes of this study were to develop novel
PACT-focused strategies to advance implementation science,
implement a pioneering protocol to objectively evaluate
integrated HIT use employing secondary data sources, and
support operational effortsinthe expansion of HIT within VHA.

Background on the VA's Health Information
Technology

The VA's HIT are centra components for delivering
personalized, proactive, and patient-driven care. My HealtheVet,
mobile apps, VetLink kiosks, and telehealth are core virtual
resource technologies designed to increase patient access,
participation in care, and self-care management. The VA is
vested in supporting veteran and provider use of virtua
resources to improve patient outcomes [13,14] and promote
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efficient system utilization. In alignment with the strategic plan
for Digital Servicesput forth by the VA Secretary’s Office, HIT
provides an integrated approach to delivering virtua care
throughout the VHA system of care. Thisintegrated HIT system
isan important interface to support increased veteran accessto
the VHA, Veterans Benefits Administration, and National
Cemetery Administration.

Patients value virtual health care delivery [15-19]. More than
4 million veterans are registered MHV users (Veterans and
Consumers Health Informatics Office, US VA, unpublished
data2017), and thisnumber continuesto increase. VA’smultiple
HIT platforms (eg, mobile, Web, kiosks) are likely to become
the primary interface for patients and providers. Virtua
communication between patients and providers facilitate
information sharing, patient-centered communication, and
coordination of care [11,20]. Use of HIT extends the focus of
care beyond the acute care setting to support the ongoing health
maintenance, medical treatment, prevention of secondary
complications and comorbidities, and psychosocia and
community reintegration support of veterans [12,21]. Despite
the benefits of HIT, limited information exists about team user
preferencesfor integrating multiple HI T intheir clinical practice.
The benefits of proactive integrated use have important
unexplored potential.

Although veteransdrive HI T use based on their preferencesand
needs, VHA provider engagement is critical for the promotion
of sustained and integrated use [4,5,22-24]. Providers can
increase HIT use by encouraging patientsto enroll and usethese
resources [3,15,16,25]. Providers may impede use by actively
discouraging or passively failing to address patient needs
[16,17,26]. The value of exploring the needs and preferences
of PACT members was to effectively promote their integrated
use of HIT to meet the health care delivery needs of veterans.

Patient-Aligned Care Team Care Delivery Model and
Virtual Medical Modality Use

TheVHA PACT initiative wasimplemented between 2010-2014
to achieve team-based care, improve access, and provide
comprehensive care management for more than 5 million
veterans for primary care needs [19]. The PACT model
emphasizes care delivery by a “team” typically comprising a
physician, nurse, clinical associate, and clerical associate.
Extended PACT members represent specialty service areas.
Since implementation of PACT, the use of HIT has increased.
Evenwithincreased use, HIT istill not used toitsfull potential
as a tool to improve veteran access to care. From 2009
(pre-PACT) to September 2012, the following trends have been
observed: (1) phone encounter ratesincreased more than 10-fold
for patients assigned to a primary care provider (P<.01 each)
[27], (2) the number of patients using telehealth increased from
38,747 (0.8% patients) to 70,486 (1.4% patients; P<.01), and
(3) the number of authenticated VA patients with enhanced
access to all MHV features increased from 3% of 4,759,668
primary care patientsto 13% of 5,163,531 primary care patients
(P<.01). Primary care patients using secure messaging (SM)
increased from 0.07 per 1000 in 2009 to 22.8 per 1000 in 2012
(P<.01) [19]. It is critica that use of these resources is
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maximized to realizetheir potential in delivering patient-driven
care.

This study focused on PACT members to understand the
personal, contextual, and other factors that impact use of HIT.
Based on clinical partner feedback, we originally focused on
data collection from PACT because they are the driving force
of HIT useamong extended PACT members(eg, SM). However,
snowball sampling was used to identify noncore PACT members
who drive HIT use, to create a holistic dataset from all PACT
members.

Adoption of Health Information Technology as an
Integrated System

This study leveraged previous efforts by VHA researchers to
support theimplementation of individual HIT (eg, Blue Button,
SM). As part of this research, we synthesized individual
evidence-based strategies to create a more holistic approach to
support the use of HIT as an integrated system. We conducted
apreliminary review to develop and refine our proposed aims
informed by our previous work in this area. While much of the
work in this area is recent and not yet published, our review
clearly identified the need for additional research to better
understand providers' perspectives in implementing HIT and
created a starting point for leveraging existing materials to
develop PACT-focused implementation strategies.

Implementation of HIT often focusesonasingle HIT [18,28-31].
Few strategies have focused on supporting implementation of
multiple HIT platforms, and few are specific to the needs of
PACT, both of which represent alimitation in these approaches.
If strategies are focused on single HIT, siloed use of HIT is
perpetuated. Furthermore, if strategies are not specific to PACT,
thereisagap between HIT capacity and specific use for PACT
in clinical settings. To maximizeimpact, HIT needs to be used
as an integrated system in ways that are most appropriate for
PACT, for example, aclinical team can receive asecure message
(ie, email) from apatient reporting anincreasein blood pressure.
The team'’s licensed practical nurse reviews the message and
determines that the patient needs additional monitoring. She or
he then alerts the team's registered nurse (RN) who uses
telehealth technology to remotely collect the patient’s vitals
over the next several days. The patient’s blood pressure remains
high so the RN schedules aremote appointment using televideo
technology to follow up. During this appointment the patient
asks for blood pressure medication to be refilled and anxiety
medication renewed. The RN alerts the physician to authorize
the prescription refill and alertsthe team’s clerk to schedule an
in-person appointment to address the renewal. At the
appointment, the physician prescribes use of arelevant mobile
app to help the patient manage their health conditions. The
provider can then document the education in the Veteran's
electronic health record for other providers to access and then
renew the patient’s prescription using the electronic system.
This example is only one example of proactive integrated use;
itiscritical to develop and disseminate a comprehensive set of
these best practices. Though generic HIT implementation
strategies exist for delivering education to clinical care team
membersto increase awareness and support sustained use, they
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are not comprehensive, do not promote integrated use, and are
not PACT specific.

Methods

Design and Overview

This 3-year concurrent mixed-method implementation study
employed acommunity-based participatory research perspective
[7] using concurrent mixed-methods [12]. Table 1 provides an
overview of implementation activities and deliverables/
outcomes. The study flow chart documents study progress over
each of the three aims (Figure 1). We engaged PACT clinical
partners in all aspects of this research. In Aim 1, we used
qualitative semistructured focus groupsand follow-up interviews
to describe PACT members HIT experiences, needs, and
suggestions for integrated use. In Aim 2, we conducted expert
interviews and an environmental scan to identify existing
implementation resources, develop, and formatively evaluate
implementation strategies that reflect needs identified in Aim
1. In Aim 3, we proposed formative and summative methods
to evaluateimplementation outcomes. This study was approved
by the University of South Florida Institutional Review Board.
Participants did not receive incentives in alignment with VHA
Office of Research Oversight regulation.

Aim 1 Methods

We conducted focus groups and follow-up interviews with
PACT members and extended PACT members. At each focus
group, participants completed a questionnaire describing
implementation strategies.

Sampling

We used a registry of all PACT members within Tampa VA
(Florida) facilities, including one large hospitd and 4
community-based outpatient clinics of varying size and
geographic location, to develop a database. We compared the
database with data from the VHA Support Service Center
(VSSC) Transformation Initiative to identify individual PACT
utilization level of SM. While our study targeted the full range
of HIT resources, we used SM as aproxy indicator for HIT use
becauseitisavalid direct measure for assessing HIT adoption
among providers.

Our clinical partners indicated that monthly meetings are held
with al PACTs. We held in-service presentations to engage
PACT members during one of the meetings and introduced the
study to al PACT members. Aninformation sheet was provided
to potential PACT participants during formal and informal
meetings, posted in break rooms and other common aress, and
shared through email. These information sheets provided an
overview and purpose of the study and included study team
contact information. This boosted PACT members awareness
of the project; allowed introduction of clinical co-investigators,
consultants, and champions, and promoted participant
engagement as invested community members. We then sent
individual email invitations to specific PACT members to
participate in the study to include high- (top 25th percentile)
and low-volume users (bottom 25th percentile) as measured by
frequency of inbound and outbound SM and theratio of patients
assigned to SM with the PACT. Consultation with our clinical
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partners suggested some PACT membersashigh- or low-volume
users who may not be readily identified by the secondary data
sampling method (eg, patients may opt not to use SM). Assuch,
we aso overlapped the secondary data with their
recommendations of perceived high- and low-volumeHIT using
PACT members to validate our sampling strategy and ensure
recruitment of true high- and low-volume users.

The PACT members who were contacted were provided the
choice of opting out of the study. Those who expressed interest
were invited to participate in a focus group interview at their
convenience. A subsample of those who participated was a so
contacted by telephone for an individua follow-up interview
in person or by telephone. PACT members who were high- and
low-volume HIT users expressed their desire to share their
experiences and reasonsfor use/nonuseto create individual and
organizational change to meet their persona and professional
needs. We started with the core PACT members, however,
during initial focus groups, we also solicited information about
extended PACT members (eg, pharmacy, social work) and used
snowball sampling to identify a subsample of extended PACT
members.

Sample Size

Using purposive sampling, 65 PACT members (eg, physician,
nurse, clinical associate, clerical associate, social work,
pharmacy) in the Tampa VA hospital and community-based
outpatient clinics, serving five counties, were recruited to
participate in this study for a total of 21 focus groups. These
focus groups included 10 high-volume, 9 low-volume, and 2
extended PACTSs. In qualitative research, sample size relies on
the quality and richness of information obtained [32,33].
Achieving conceptual saturation is the goa of qualitative
research and is not dependent on sample size but rather the
ability of the data to support interpretations [32,33]. Previous
research by this team in this topical area reached thematic
saturation between 20-30 interviews. We recruited to represent
thefacility type (hospital clinic vs community-based outpatient
clinics). Based on emergent themes, we conducted 16 follow-up
individual interviews with team members. We recruited the
minimum sample necessary to represent the types of team
member roles (ie, professional discipline) to compare
experiences.

Measures

Participant datawere collected using a participant demographic
guestionnaire and interview guides (see Table 2).

Data Collection Procedures

We used focus group interviews and follow-up individual
interviewsto compl ete data collection for Aim 1. Focus groups
were used to collect datawith PACT members (grouped by HIT
volume status). Participants were scheduled to participate in
groups at their facility for approximately 1 hour. Clinical
partners recommended using the time that PACTSs are given,
one hour weekly, to do free-style staff activities. This promoted
participation while not interfering in work and care delivery.
Participants received an email before the focus group that
included interview questions and some provider-focused HIT
implementation content for review.
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Table 1. Implementation plan activities and associated deliverables/outcomes.

Aim and activity

Deliverable/outcome

Preimplementation
Aims 1-3

Communicate the plan and begin process with PACT?
members

Include all representative groupsin the planning process
to get input

Ensure strategies/goals are aligned with organizational &
stakeholder goals

Engage PACT leadership, consultants, and champions

Aim1

Conduct focus groups, follow-up interviews, and analysis

Set goa and strategy planning on timeline with PACT
clinical partners

Identify and train facilitators to identify champions to
support strategy delivery

Reiterate key measures and clear expectations

Plan visibility, integrated into regular activities
Addressimplementation program management needswith
PACT

Aim 2

Conduct expert interviews and environmental scan

Implementation strategy development

PACT member panel evaluation

Implementation
Aims1-3
Prepare PACT members/stakehol ders for implementation

Aim 3

Schedule implementation activities that align with PACT
needs

Conduct implementation activities that represent PACT
needs

Collect primary qualitative and secondary quantitative data

Investment across PACT/stakeholder groups
Shared norms and expectations

Investment across stakeholder groups
Input from PACT/stakeholder groups

Investment across stakeholder groups
Aligned strategiesreflecting Diffusion of Innovations/PARI HSP constructs

Investment across stakeholder groups
Setting expectation of organizational investment

Data synthesis to inform implementation strategy development

Implementation timeline aligned with expectations
Matrix product that illustrates each audience, targeted strategies, with start
date and duration

Points of contact designated
Complete facilitator training for implementation

Planned outcomes data el ements with stakeholders
Align outcomes that reflect constructs and HITC use

Integrate strategies with PACT activities (eg, staff meetings/professional
devel opment time)

Action plan for activities, identify points of contact, deadlines, intermediate
accomplishments, etc

Collection of expert informant dataand existing HIT implementation content
and determination of need

Adaptation/devel opment of strategiesand content based on identified needs

Evaluation and revision of strategies and materials needed for implementa-
tion

Awareness of implementation activities
Readiness across PACT/stakeholder groups

Confirmed awareness of forthcoming implementation activities and readi-
ness across PACT/stakeholders

Primary pretest data collection to measure use of HIT and reflect implemen-
tation strategies

Implementation strategy feedback summary
HIT use dataset
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Aim and activity Deliverable/outcome

Conduct follow-up with PACT members, other stakeholders
(operationa partners) .

Primary posttest and secondary data collection
Follow-up communication with PACT members, other stakeholders

Postimplementation

Aim 3

Track implementation activitiesand outcomesand summa-
rize progression of HIT use .

Recognize interim accomplishments and progress with .
PACT

Conduct dataanalysiswith invested PACT and stakeholders

Monitor & document lessonslearned in effortstoincrease  «
HIT use with PACT members

Share study findingsto PACT and stakeholder asrecom-  «
mended by feedback .

Continue efforts on implementing initiatives
Progress documented for continued efforts
Continued use of community-based participatory research with PACT

Document and recognize accomplishments and milestones during imple-
mentation

Complete analysis of datawith partnered input with PACT consultants and
members

Document lessons|earned, approachesthat work, those that need refinement,
and adapt for future implementation in efforts

Dissemination efforts supported by PACT member input to key audiences
Reporting reflects pre-post measure changes

3PACT: Patient-Aligned Care Team.

PARIHS: Promoting Action on Research Implementation in Health Services.

CHIT: health information technology.

Figurel. Study flow chart. PACT: Patient-Aligned Care Team.
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Table2. Aim 1 participant self-reported measures and characteristics.

Haun et d

Concept and measure Psychometric properties

Demographics
Participant survey

16 self-report items to assess facility & unit; PACT?role; length of time at facility, unit, in VHADP, in hedlth care;

age; gender; race; ethnicity; professional degree; licenses; computer/internet use; My HealtheVet status

Virtual medical modality use
Participant survey

18 self-report items for each HITCincl uding use count; HIT use; patient HIT use count, and rel ative advantage,

compatibility, complexity, observability, context, facilitation constructs

Focus group script

Items to elicit information about concepts including clinical experience/evidence, personal and team factors and

best practices; context, team, organizational, and environmental factors; and external/internal facilitation factors
such as readiness for use, audit, feedback & reinforcement, leadership; advantages/ usefulness, compatibility,
complexity/ease of use, observability of HIT. Items addressed PACT member perceptions of patients' preferred
communication methods, attempts to engage patients, and alternative resources for using HIT

Follow-up interview script
ination methods

Items were driven by data collected in PACT focus groups to follow up on emergent themes and preferred dissem-

3PACT: Patient-Aligned Care Team.
B\VHA: Veterans Health Administration.
°HIT: health information technology.

Consent and data collection were conducted in a designated
room at Tampa facilities to ensure confidentiality. Before
beginning the focus group, each participant was asked to
compl ete the demographic survey, and the focus group facilitator
asked and received permission to audio record the discussion
using VHA-approved equipment. The facilitator used the
interview script to ensurethat all topicswere covered. Standard
communication techniques were used to stimulate discussion,
such as prompts, summarizing statements, silence, and eye
contact. The facilitator also took written observational notes.

After completion of the focus groups, follow-up individual
interviews were conducted with a purposeful subsample by
phone or in person at the PACT member’s convenience. These
interviews served multiple purposes. Though we addressed
group dynamics in the focus groups, we needed to account for
power differentials. We used individual interviews to ensure
team members had an opportunity to communicate personal
needs and experiences, discuss issues that may not have been
fully addressed in the focus groups, explore themesthat emerged
in focus groups, discuss relevant issues based on the
respondent’s PACT role, and explore the dynamic of using HIT
within the context of the team. Methods|ike those usedin focus
groups were used to solicit information. Follow-up interviews
allowed PACT members to review data cases and focus group
summaries. The participants verified findings and provided
additional input and/or clarification to ensure validity of Aim
1 findings from the PACT member perspective.

Data Analysis

Qualitative data collection and analysis progressed concurrently.
In thisway, insights from data analysis were used to iteratively
guide subsequent data collection. The unit of analysis of the
case study focused on the lived experiences of PACT members
using HIT. These“ cases’” were analyzed using content analysis
to identify patterns of similarities and differences that resulted
in descriptions of relationships and recurring patterns of
experience, behavior, and beliefs so that the phenomena could
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be understood within its cultural context. Analysis methods
were used to identify domains and taxonomies related to
provider data for focus groups and follow-up interviews [32].
This method involved inductive data reduction to distill the
essential domains of participant experiences. Participant
commentsfor case studieswere organized to develop codesand
merged to develop categories. Categories were compared and
relationships were identified. Categories were grouped into a
taxonomic structure. As coding schemas were developed to
create domains and taxonomies, data samples were extracted
and coded by two research team members and evaluated for
interrater reliability and credibility. The datasets collected for
each PACT member type were compared to one another to
determine commonalities and differences. The research team
conducted a complex matrix analysis to analyze across-group
domains and taxonomies [34]. Descriptive and comparative
matrices, which identify the patterns of regularities and
inconsistencies were constructed. Comparative matrices
provided an opportunity to identify the most relevant and
representative components by HIT users. Representative cases
were extracted from the dataset and analyzed for domains and
themes, which were used to support strategy devel opment. Focus
group activities were entered into a Research Electronic Data
Capture database and exported into a Microsoft Excel file.
Response frequencies were analyzed statistically to determine
which implementation strategies PACT members considered
most and least useful for increasing uptake of technology. Once
cases and comparative matrices were developed, follow-up
interviews allowed PACT members and consultants to review
these datato verify findings and provide additional input and/or
clarification. Quantitative data including demographic survey
data were summarized with descriptive statistics to describe
sample characteristics.

Aim 2 Methods

After conducting Aim 1, we developed PACT-focused
implementation strategies using expert informant interviews,
environmental scan, strategy development and evaluation, and
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the devel opment of an implementation plan to addressthe PACT
member needs identified in Aim 1. Our team, and identified
champions, facilitated forums to (1) deliver core HIT
information, (2) facilitate open group discussion of HIT specific
implementation tools and best practices, and (3) identify
champions and team membersfor follow-up contact and support.
After the first forum, forums focused on trouble shooting
barriers and discussing work-arounds relevant to HI T. Research
team members met between forums with clinical investigators
and champions to prepare and anticipate potential barriers and
trouble shooting. Feedback received during these forums were
documented as supplemental qualitative data memos in the
qualitative Aim 3 dataset. We also devel oped atoolkit that was
reviewed and distributed to all PACTs using multimedia. Other
activities (eg, emails, presentations) were used.

Sampling

A subsample of participants from Aim 1 were invited to
participate as panelists for a PACT Member Panel Evaluation.
We approximated a subsample of minimum of 10 and a
maximum of 15 PACT members to participate in this panel.
These participantswere sel ected based on study team members’
assessment of their enthusiasm to participate and their thoughtful
responses during their focus group. Due to our observation of
the limited ability of PACT membersto visualize and articulate
avision of integrated proactive use of HIT across systems, the
study protocol was amended to add a series of expert interviews
with 13 clinical, operational, and administrative expert
informantsto assist the team in collecting more robust data that
would contribute to the vision of integrated proactive use of
HIT to deliver care within the VA.

Expert I nformant I nterviews

Expert informant interviews (n=13) were conducted by phone
or in person. Aim 2 participants were recruited viaemail using
the expert informant invitation email. In addition, a snowball
technique was used in which the study team provided current
participants with our PACT HIT study recruitment materials
and contact information that they could pass on to other expert
individuals who were aso interested in participating. Expert
informant interviews were conducted to answer the Aim 2
research questions. All interviews were recorded with
permission. Theinterviewer used methods like those described
in the focus group data collection procedures described above.
Audio recordings were transcribed and analyzed using content
analysis.

Environmental Scan

Anenvironmental scan was conducted to answer Aim 2 research
questions. Our team had ongoing partnerships with several
electronic health (eHealth) researchers within the VA and had
worked with several of these stakeholders during previous
projects. We leveraged these existing relationships to compl ete
Aim 2. We contacted these researchers and stakeholders to
identify existing materials, asreviewed previoudly. To complete
this aim, we distributed an initial email and made follow-up
callsasneeded to identify any new or emerging provider focused
implementation strategies/tools to support HIT adoption.
Though, some materials already existed for individual HIT, we
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identified the need to either adapt these or develop new materials
and strategies to specifically address integrated use.

Patient-Aligned Care Team—Focused | mplementation
Strategies Development and Evaluation

We collaborated with operational, research, and PACT partners
to collect resources to support PACT-focused HIT
implementation strategy development and PACT member
evaluation. We conducted a gap analysis based on Aim 1
findings and reviewed collected resources to determine what
implementation strategies needed to be created or further
developed. We drew from the bank of evidence-based
implementation strategies [35], which supported adoption of
an innovation that aligned with participant reportsfrom Aim 1.
Once strategy content and an implementation plan were
developed, a PACT member panel provided a formative
evaluation of content and finalized the implementation plan.

PACT Member Panel Evaluation was conducted with invested
PACT consultants and team memberswho expressed willingness
to participate on the panel to provide feedback on the
implementation content and plan. As part of completing Aim
1, weidentified key informants and invited them to participate
on a panel to evaluate the implementation content. Once all
materialswere devel oped, panel memberselectronically received
accessto the content and eval uation form(s) to conduct aformal
review of implementation content. To avoid reviewer burden,
the number of products reviewed by each reviewer was
minimized. Each panel member used the Implementation
Content Evaluation Measure to evaluate their assigned
implementation content. This measure consisted of three sections
to facilitate evaluation: (1) relevance to virtual medical
modalities, (2) relevance to implementation constructs, and (3)
evaluation of content design and format. Scoring ranged from
not applicableto strongly disagree. Once completed, evaluation
forms were collected and collated, and a panel reviewer
call/in-person meeting was scheduled to allow panel member
discussion, collective review, and final synthesis of feedback
and recommended revisions. Panel meeting type was determined
by the member preference. Panel member participation took
3-5 hourstotal time.

I mplementation Strategy Devel opment

Implementation strategy devel opment was conducted on receipt
of all content. We conducted a gap analysis based on the needs
identified in Aim 1. We developed a content review matrix to
evaluate the materialsto facilitate the gap analysis. The content
review matrix addressed three primary sections of interest: (1)
the degree to which the content addressed each HIT and their
integrated use, (2) the degree to which the content addressed
issuesidentified in Aim 1 relevant to implementation constructs
including external environment, health care organization, site
factors (ie, context) facilitation (eg, role clarity, supportive
activities), patient factors, individual factors (eg, high- vs
low-volume users, relative advantage, compatibility, complexity,
observability), and (3) evaluation of the content design and
format. Each evaluation item solicited feedback on how content
could be improved to address evaluation elements. This tool
was al so used by the expert panel reviewers.

JMIR Res Protoc 2018 | vol. 7 | iss. 8 |e11262 | p.171
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

Guided by PACT clinical partner input, we adapted and
developed content in collaboration with operational partners.
We synthesized evidence-based strategies to create a more
holistic approach to support HIT use as an integrated system.
We employed a comprehensive set of strategies that were
identified as evidence-based approachesto implementing change
using core constructsfrom Diffusion of Innovation and PARIHS.
We employed strategies including (1) audit and feedback (eg,
HIT data elements were collected for PACTs to monitor,
evaluate, and provide feedback), (2) dynamic virtual
training/support (eg, HIT templates, virtual PACT telehealth
materials, standal one videos, experiential learning test accounts),
(3) educational meetings (eg, training/in-services at regularly
scheduled bimonthly staff devel opment meetings), (4) incentive
structures (eg, increasing awareness about workload credit),
and (5) tailored strategies (eg, PACT-driven development and
evaluation of strategies and content as recommended by Powell
et al [35]. We also employed emerging innovative strategies.
As appropriate, these approaches were synthesized within a
peer-to-peer story-telling context. We collaborated with PACT
membersto identify best practicesfocusing on how high-volume
users leverage HIT within their workflow. Data have been
previously collected related to use of SM in an ongoing
collaborative operational project. We used this existing project
as aroad map for collecting best practices from high-volume
users. We included these best practices in “forum” in-service
trainings, story-telling videos, and other strategy content.

Aim 3 Methods

After developing PACT-focused products to promote HIT
adoption (intervention), we will conduct an evaluation using
formative and summative methods in a pre-post single group
design.

Sampling

All PACT members will be exposed to the intervention as part
of monthly training and staff development meetings. We will
conduct open recruitment with all 252 PACT members from
the participating Tampa facilities (ie, hospita, 4
community-based outpatient clinics). Participantsin Aim 2 will
not participate in data collection for Aim 3.

Sample Size/Power Analysis

To answer the Aim 3 hypothesis, of the 252 PACT members,
we antici pate aminimum participation rate of 50% in the pretest
and posttest surveys (n=126). Because it is difficult to get
clinicianswith competing demandsto complete questionnaires,
we have calculated our expected sample size based on a

Table 3. Aim 3 self-reported measure characteristics.
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worst-case scenario of a 25% response rate (n=63). We tested
change scores on 8 separate subscales on the pretest/posttest
measure. To control for hypothesis-wide error, we employed
the Bonferroni adjustment and divided the nominal error rate
of 5% by 8. A review of the literature did not identify a prior
study to provide information about effect size, therefore we
used the convention suggested by Cohen to compute the effect
size [36]. Since a single group for each change score was
measured before and after intervention, the effect size (Cohen
d=0.50, medium effect size) was the mean difference between
the pretest and posttest scores divided by the sample standard
deviation of the change score[37]. A sample size of 63 achieves
an 86% power to detect adifferencein pre- and postintervention
using aone-samplepaired t test. Wewill usetherate of response
for each strategy presented in Table 3 of each PACT member
as outcome. We will have six timepoints preintervention and
six timepoi nts postintervention for each implementation strategy.
We expect separate slopes before and after theintervention. We
will employ the simulation methods, to fit a piece-wise random
effect model that includes separate pre- and postintervention
slopes with an assumed effect size of 0.5 standard deviations
from the mean [38,39]. A sample size of 63 (with 12 repeated
values) with a type 1 error rate of 0.01, after Bonferroni
adjustment, will give greater than 80% power for the analysis.

Measures

Participant data will be collected using a participant
demographic survey and interview guides. Measure
characteristics are presented in Table 3.

Data Collection Procedures

To answer Aim 3 research questions, participants will be asked
to complete the questionnaire used in Aim 1 before and after
the intervention followed by a brief debriefing interview. For
Aim 3, secondary administrative data of HIT use from all
PACTs in the Tampa hospital system 6 months pre- and
postintervention will be obtained.

Links to electronic self-administered surveys via research
electronic data capture will be emailed to each participant pre-
(on consent) and postexposure (6 months post consent) to the
implementation  strategies as self-reported measures.
Paper-pencil surveyswill be provided as an option.

Debriefing interviews will be conducted in a group setting or
as individual interviews, based on PACT member need. If the
respondent is unable to stay, they will be given the option to
conduct the debriefing by phone at another time of their
convenience. All interviews will be recorded with permission.

Concept and measure Characteristics

Demographic
Participant survey Described in Table 2

Strategy effectiveness
Participant survey Described in Table 2

Interview script

To elicit perceptions about strategies and materials, respondents were prompted to provide recommendations for

improvement, and additional materials, formats, etc
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The interviewer will use methods like those described in the
focus group data collection procedure described above. The
brief interview script will solicit respondents’ perceptions about
the implementation strategies and materials and as well as
recommendations on waysto improve and increase engagement,
for example, “ Did you think theintervention/strategy was useful
toyou for providing careto patients/daily workflow?’ and “Did
your participation/exposureimpact your intention to usevirtual
care tools?’

We will collect administrative data to examine HIT use from
local (ie, VetLink) and national administrative data sources (ie,
VSSC, Corporate Data Warehouse [CDW]). Data will be
collected for all PACTs in the Tampa VA hospital system 6
months pre- and postintervention. Secondary data collection
will allow examination of changes in rates of HIT use (Table
4). We have identified multiple data sources to ensure we have
options if data availability changes. We will also collaborate
with operational partners to collect data elements from CDW.
When data are received at the patient level, crosswalks will be
used to connect patient level data to PACTSs for team level
analysis. If any data elements are housed for only 30-day
increments, such as the MHV prescription refill data, we will
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collect data as often as needed, such as 30-day increments.
Additionally, the study team has accessto local VetLink Kiosk
administrative data.

Data Analysis

Qualitative data analysis methods described in Aim 1 will be
used to analyze debriefing interviews [32]. Quantitative data
will be analyzed using theindividual PACT member asthe unit
of analysis. We will use a one sample paired t test to compare
pre- versus postintervention. To determine the association
between the change scores across MHV implementation
strategies, we will use Pearson correlation coefficient. If the
response rate is higher than our conservative estimate, we will
compare results for low- and high-use groups. We will use
administrative data to calculate the rate of response for each
implementation strategy of each PACT member (Table 4). For
example, the number of patients per timeinterval withinaPACT
that opt to use SM divided by the number of PACT patientsin
the teams' panel will represent the outcome. We will first
conduct an exploratory analysisto evaluate the rate of responses
separately for the pre- and postintervention and calculate
summary statistics for differences in PACT pre- and
post-averages.

Table4. Aim 3 secondary data elements and data collection plan (data collected 6 months pre- and postexposure to implementation intervention).

Construct and variables Measure

Data source

Secure messaging use

V'SSC? Compass PACTP data cubes or VSSC
Transformation Initiative data cube or Veteran and

Consumer Health Informatics Office CDW® data
request

Registration Number of patients registered
Authentication Number of patients authenticated
Opted-in Number of patients opted in
Inbound sm¢ Number of inbound messages
Outbound SM Number of outbound messages

MHVERx refillsuse

Prescription refill orders

Telephone use

Number of prescription refill orders

V SSC Transformation Initiative data cube or Veter-
an and Consumer Health Informatics Office data
request

Encounters
Home telehealth use
Encounters
Visits
Unique patients
VetLink kiosk use
Check-in
Demographic update
Assistance required

Number of encounters

Number of encounters
Number of visits

Number of unique patients

Number of patients checked in
Number of patientswho updated demographic data
Number of patients requiring help at kiosk

VSSC Compass PACT data cubes

CDW Telehedlth Visits Report, including secondary
codes for Home Telehealth, Clinical Video, Store
& Forward

Loca VetLink Kiosk administrative data report

&/SSC: VHA Support Service Center
bpacT: Patient-Aligned Care Team.
SCDW: Corporate Data Warehouse.
dSM: secure messaging.

EMHV: My HealtheVet.
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Wewill use standard statistical teststo check for the departures
of normality pre- and postintervention. As we expect to see
separate slopes before and after theintervention, we will define
amodel that accommodates the two slopes and their difference
using a piece-wise random effect model and separate pre- and
postintervention slope in one model for each implementation
strategy [40]. Theresults of the fitted model will consist of two
main parts; a set of individual intercepts and two slopes (each
representing pre- and postintervention). We will compare the
pre- and postintervention sopes and if the difference is
significantly different from zero, we will conclude that the pre-
and postimplementation strategy was different. We will
investigate effects of baseline covariates (eg, community-based
outpatient clinics vs noncommunity-based outpatient clinics)
that may influence changes in response rate over time.

Results

Study enrollment for Aim 1 has been completed. Aims 1 and 2
data collection and analysis are underway. Aim 3 activities are
scheduled for year 3.

Discussion

Principal Considerations

The goa of this study protocol was to identify effective
implementation strategies for increasing PACT member
awareness and motivation to use HIT proactively and in an
integrated approach to better serve their patients and increase
workflow  efficiency. This protocol illustrates a
community-based (ie, PACT) participatory approach to support
clinica team members adoption and sustained integrated
proactive use of HIT. To our knowledge, this protocol isunique
in that it informs PACT-focused implementation strategies to
support HIT use within alarge health care system.

The proactive integrated use of HIT is a direct pathway to
optimizing health care delivery to support patients' ongoing
health care needs. Participatory methods are a human-centered
approach to engage clinical team members to identify focused
implementation strategies that support their proactive integrated
use of HIT to support health care delivery. The use of
mixed-methods with critical stakeholders supports the
development of targeted implementation approaches that will
drive adoption and sustained use of HIT. From the end user
perspective, proactive integrated use of HIT will increase
individual proficiency and efficiency and ultimately optimize
HIT value.

Strengths and Limitations

This protocol contributes to the field in three distinct ways: (1)
use of acommunity-based participatory approach, with primary
care teams as the unit of analysis, (2) identification of primary
care-focused implementation strategies to increase uptake and
proactive integrated use of electronic health resources, and (3)
use of secondary datato assess utilization of an enterprise-wide
suite of electronic health resources. Primary careteams such as
VA PACTs and community Patient-Centered Medical Homes
are relatively new to US health care systems. Using them as a
unit of analysis highlights the influence of team philosophy on
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behavior. Implementation strategies are varied. Focusing on
primary care strategies tailors our findings to this unique
segment of health care. Secondary data analysis of individual
electronic health resource utilization uses a new data source to
inform findings of thisresearch aswell asfuture eHealth-rel ated
research efforts.

This protocol aso had limitations. First, the sample size was
comparable to other qualitative studies [41], based on a
representative sample of participants but may not be
generalizableto other clinical groups. We purposively recruited
PACT members as a base of community members representing
primary care, as they can provide salient in-depth feedback;
however, we may have missed valuable data that may represent
other clinical groups. To address this limitation in part, we
expanded recruitment to extended PACT members to include
pharmacy, nutrition, mental health, and social work providers.
Furthermore, the third aim was designed to develop a blueprint
for secondary data collection to measure HIT use pre- and
poststrategy implementation. Although the sample size was
powered to determine intervention effects, findings will not be
conclusive, as such a subsequent larger multisite study is
warranted, with a more rigorous implementation study design,
such as a step wedge design.

Second, this protocol was designed to devel op implementation
strategies designed to promote proactive integrated use of HIT.
Because thisis not common practicein delivering clinical care,
PACT members recruited in Aim 1 had limited ability to
visualize and articulate a vision of integrated proactive use of
HIT across systems. As such, the study protocol was amended
to add a series of expert interviews with clinical, operational,
and administrative expert informants to assist the team in
collecting data that would contribute to the vision of integrated
proactive use of HIT to deliver care within the VA.

Future research should inform the continued support of clinical
team member’s proactive integrated use of HIT resources,
including both clinical team member user experiences and
outcomes, representing diverse clinical groups. Clinica and
organizational processes, including workflow should be explored
and clearly identified. These continued efforts can guide the
development and dissemination of best practices. In alignment
with VA goals and the mission of VA's Office of Connected
Health, these data will support the adoption and sustained use
of HIT to support clinical team delivery of personalized,
proactive, and patient-driven health care [42].

Conclusions

This protocol employed community-based participatory
mixed-methods and multiple data sources to identify effective
implementation strategies for increasing PACT member
awareness and motivation to use HIT in a proactive integrated
approach with patients. This protocol highlights the practical,
technological, and participatory factorsinvolved in facilitating
implementation research designed to engage PACT clinical
members in the proactive integrated use of HIT. Using this
protocol, best practices can be identified and disseminated,
leveraging PACT-focused strategies that reflect team member
preferences to support subsequent implementation efforts at
regional and national levels.
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Abstract

Background: About 5% of breast cancer cases are metastatic at diagnosis, and 20%-30% of localized breast cancer cases become
secondarily metastatic. Patients frequently report many detrimental symptoms related to metastasis and treatments. The physical,
biological, psychological, and clinical benefits of physical activity during treatment in patients with localized breast cancer have
been demonstrated; however, limited literature exists regarding physical activity and physical activity behavior changein patients
with metastatic breast cancer.

Objective: The primary objective of thisstudy isto assessthe feasibility of a6-month physical activity intervention with activity
trackersin patientswith metastatic breast cancer (the Advanced stage Breast cancer and Lifestyle Exercise, ABLE Trial). Secondary
objectives are to examine the effects of physical activity on physical, psychological, anthropometrics, clinical, and biological
parameters.

Methods: We plan to conduct a single-center, single-arm trial with 60 patients who are newly diagnosed with metastatic breast
cancer. Patientswill receive an unsupervised and personalized 6-month physical activity program that includes an activity tracker
Nokia Go and is based on the physical activity recommendation. Patients will be encouraged to accumulate at least 150 minutes
per week of moderate-to-vigorous intensity physical activity. Baseline and 6-month assessments will include anthropometric
measures, functional tests (eg, 6-minute walk test and upper and lower limb strength), blood draws, patient-reported surveys (eg,
quality of lifeand fatigue), and clinical markers of tumor progression (eg, Response Evaluation Criterialn Solid Tumors criteria).
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Results: Data collection occurred between October 2016 and January 2018, and the results are expected in August 2018.

Conclusions: The ABLE Tria will bethefirst study to assessthe feasibility and effectiveness of an unsupervised and personalized
physical activity intervention performed under real-life conditions with activity trackersin patients with metastatic breast cancer.

Trial Registration: ClinicalTrials.gov NCT03148886; https://clinicaltrials.gov/ct2/show/NCT03148886 (Accessed by WebCite

at http://lwww.webcitation.org/71yabiOla)
Registered Report Identifier: RR1-10.2196/10487

(JMIR Res Protoc 2018;7(8):€10487) doi:10.2196/10487

KEYWORDS

metastatic breast cancer; physical activity; oxidative stress; activity trackers; feasibility

Introduction

Breast cancer is the most common cancer among women
worldwidewith>1.6 million new cases diagnosed annually and
54,062 incident casesin Francein 2015 [1]. About 5% of breast
cancer cases are metastatic at diagnosis, and 20%-30% of
localized breast cancer cases become secondarily metastatic
[2-4]. Metastatic breast cancer is considered incurable, and
treatments are proposed to improve the quality of lifeand overall
survival.

Fatigue and reduced quality of life are frequent in patients with
metastatic breast cancer related to the site of metastasis and
cancer treatment [5,6]. Evidence from meta-analyses and
systematic reviews in patients with localized breast cancer has
demonstrated the benefits of physical activity on multiple health
outcomes [7-12]. However, only five studies have focused on
the investigation of physical activity interventions in patients
with metastatic breast cancer [13-17] despite the need, desire,
and ability of these patients to engage in physical activity
[14,1518]. Some studies have already investigated the
association among metastatic cancer, fatigue, and physical
activity; however, the results are mixed and warrant
confirmation, specifically in patients with metastatic breast
cancer [13-16].

Inthe cancer context, activity trackerswith step pedometersare
increasingly being used to measure physical activity and
promote physical activity behaviors [19-21]. The benefits of
mobile eHealth apps and pedometers on physical fitness,
physical activity, and quality of life of patients with breast
cancer have been reported [22]. These devices might motivate
people to remain active and facilitate reaching a personal or
recommended goal because of the feedback received in real
time (eg, steps) [23-25]. In addition, activity trackers are often
linked to a mobile app with a personal interface that provides
a summary of the physical activity (ie, light, moderate, and
vigorous intensity), sedentary time, and the number of steps
accumulated per day, week, and month.

Reportedly, regular physical activity and fatigue can affect blood
biomarker levels, including inflammatory markers [26] and
oxidative stress [27]. Evidence from randomized controlled
trials (RCTs) has indicated an effect of physica activity in
patients with cancer on the levels of circulating growth factors
and cytokines (eg, interleukin 6 and tumor necrosisfactor alpha)
[28,29] and suggeststhat physical activity might markedly alter
the frequency and functional competence of immune cell subsets

http://www.researchprotocols.org/2018/8/e10487/

of the innate immune system (eg, neutrophils, monocytes, and
natural killer cells) [30,31]. Concerning the oxidative stress, an
excessive accumulation of oxidative stress in cells has been
shown to induce marked cellular and molecular damages and
likely plays an important role in carcinogenesis, tumor
promotion, and breast cancer recurrence and metastasis[32-34].
Moreover, plasma antioxidant defenses seem to be lower in
women with breast cancer [34]. On the contrary, physical
activity programs have shown to decrease the oxidative stress
in patients with chronic diseases other than cancer, in particular
through the improvement of enzymatic antioxidant defenses
[27,35].

The Advanced stage Breast cancer and Lifestyle Exercise
(ABLE) Trial was designed to address the gaps in the current
literature. The primary aim isto determine the feasibility of an
unsupervised and personalized physical activity interventionin
patients with metastatic breast cancer. The secondary aims are
toinvestigate (1) how the physical activity intervention changes
the total global physical activity, sedentary time, and physical
fitness;, (2) how the physical activity intervention changes
patient-reported outcomes, including the quality of life and
fatigue; (3) how the physical activity intervention changes
patients anthropometric measurements and body composition;
(4) the barriers and facilitators of the adherence to a physical
activity program; and (5) whether the physical activity
intervention affects the oxidative stress and inflammation as
biomarkers of the tumor progression.

Methods

Study Design

The ABLE Tria isasingle-arm trial that is being conducted in
the Léon Bérard Comprehensive Cancer Center (Lyon, France).
The study protocol was approved by the French ethics committee
(Comité de protection des personnes Sud-Est 1V), and the study
database was reported to the National Commission for Data
Protection and Liberties (CNIL; reference number: 1994192).
The study is registered on ClinicalTrials.gov (NCT number:
NCT03148886).

Study Population

Theinclusion criteriafor this study are as follows: (1) female;
(2) aged 18-78 years; (3) newly diagnosed with primary or
secondary metastatic breast cancer histologically confirmed (ie,
within the last 3 months) and treated in a cancer center by
chemotherapy or radiotherapy or hormonal therapy or targeted

JMIR Res Protoc 2018 | vol. 7 | iss. 8 |e10487 | p.179
(page number not for citation purposes)


http://dx.doi.org/10.2196/10487
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS

therapy; (4) Eastern Cooperative Oncology Group Performance
status <2; (5) able to speak and understand French and able to
complete questionnaires and follow instructionsin French; and
(6) valid health insurance affiliation. For patients willing to
participate in the study, confirmation from their treating
oncologist of no contraindications to physical activity is
required.

The exclusion criteria for this study are as follows: untreated
brain metastases; pregnancy; and contraindications to physical
activity (eg, uncontrolled hypertension, cardiac disease). All
patients must sign an informed consent form.

Recruitment

Women are screened weekly during the center's
multidisciplinary metastatic breast cancer board mestings, as
seen in Figure 1. After checking the inclusion and exclusion
criteria, the study is directly proposed by an oncologist or

Delrieu et a

radiotherapist to patients treated by chemotherapy or
radiotherapy. As patients treated by hormonal therapy do not
cometo the center, they receive an information letter and study
brochure through post and are contacted by telephone 1 week
later to know whether they intend to participate. For al enrolled
patients, a physician provides a certificate indicating no
contraindications to physical activity, and an appointment is
subsequently planned to sign an informed consent and proceed
to the baseline evaluation (day one, D1).

Intervention

Adapted Physical Activity Program

The evaluated intervention is a home-based, personalized
physical activity program. The frequency, duration, and intensity
of physical activity sessions are modulated depending on
patients' capacities.

Figure 1. Participant flow chart for the Advanced stage Breast cancer Lifestyle and Exercise study, Lyon, France (PA: Physical activity).
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Patients are encouraged to accumulate at least 150 minutes per
week of moderate-to-vigorous intensity physical activity to
maintain and improve health benefits. In addition, patients are
asked to walk at least 30 minutes per day, increase their
activitiesin their daily routine, and reduce their sedentary time.
Several individual strategies are established with patients to
attain their objectives (eg, using stairs whenever possible and
walking for groceries or shopping). Moreover, meetings at the
center with physical activity instructors are proposed depending
on patients' needs. Patients receive feedback at least monthly
from their instructor. For patients undergoing chemotherapy,
meetings take place during their day care visits at the cancer
center. For patients with hormonal therapy treatment, meetings
occur by phone or during a consultation with aphysician in the
center.

Activity Trackers

Activity trackers (Nokia Go wristband, Nokia France,
Issy-les-Moulineaux, France) are given to all study participants.
Patients are instructed to wear the device every day for the
duration of the 6-month intervention. In addition, patients
receive real-time feedback on their number of steps per day.
Recommendations are to achieve 5000-10,000 steps a day
depending on patients’ ability and comorbidities. For a patient
who reaches 10,000 steps per day, we will advise her to maintain
her goal. For a patient who is not able to achieve 5000 steps a
day, we will gradualy increase her objective. The god is
adjusted regularly throughout the 6-month intervention period.
The instructor has access to the data pertaining to the number
of steps per day and can modify the daily steps goal directly in
the app or by a phone call to the patients during meetings.

Data are collected by regular transfer to the wearable activity
tracker mobile phone app (Nokia Health Mate) available on a
mobile phone or Tablet PC. Patients can use the mobile phone
app to follow their number of steps per day represented by a
graph. After receiving the wearable activity tracker, patients
arecalled on days 7 and 14 to ensure the proper use of thedevice
and answer any questions. Personalized objectives might be
redefined to increase their daily physical activity. For patients
without a mobile phone, data are collected during the 6-month
intervention when visiting the hospital for a consultation every
week or 2 weeks. Instructors might use the activity tracker
interface to monitor change over time and to adapt to physical
activity recommendations. At the end of the 6-month
intervention, patients can keep the activity tracker to continue
their efforts.

Data Collection
Table 1 provides the complete data collection schedule in this
study.

All assessments are recorded at the baseline and the end of the
6-month physical activity program (M6) by the instructor, as
seenin Figure 1.

Demographic and Clinical Data

Demographic and clinical data, including date of birth, age at
diagnosis, living situation, employment status, hormonal status,
tumor histology, personal history of breast cancer, sites of
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metastases, and current treatment, are collected at the baseline.
The Response Evaluation Criteria In Solid Tumors (RECIST)
is used to assess the tumor progression between the diagnosis
and the end of the physical activity program [36]. All clinical
data are extracted from patients' electronic medical records.

Body Composition and Anthropometrics

The standing height (cm), body weight (kg), waist (cm), and
hip (cm) circumferences are measured using standardized
procedures. The waist circumference is measured midway
between the last floating rib and the iliac crest. The hip
circumference is measured at the tip of the pubis. The body
massindex iscalculated asthe body weight in kilograms divided
by the square of the height in meters.

Physical Activity Fitness and Sedentary Behavior

Cardiorespiratory fitness is measured by evaluating the peak
oxygen consumption during the 6-minute walk test (6MWT)
[37,38]. Patients are asked to perform the maximum walk shuttle
distance on 30-meter-long flat corridors in 6 minutes. During
this test, the oxygen consumption, carbon dioxide production,
heart rate, and oxygen arterial saturation are continuously
recorded using a portable respiratory gas analyzer (MetaMax
3b; Cortex Biophysik, Leipzig, Germany). In addition, the
perception of the difficulty during BMWT is evaluated at the
end of the test using the Borg Rating of Perceived Exertion
guestionnaire [39].

Then, prehensile and grip strength is measured using a hand
dynamometry (Jamar Plus Digital Hand Dynamometer;
Patterson Medical, Huthwaite, United Kingdom), which is a
validated index of the elbow extension strength [40]. M oreover,
patients are asked to squeeze the handgrip as strongly aspossible
for 5 secondsto obtain the maximal force. Of note, two measures
are performed on each hand, and the best performance is
registered.

The maximum isometric strength of quadriceps extension is
measured using aback-leg dynamometer (DFSII1 SeriesDigital;
Force Gauges Chatillon, Largo, FL, USA). Patients are asked
to sit on achair with the knee articulation at 90°, arms crossed
on the chest, and the dynamometer attached to the ankle. At the
signal of the instructor, patients must try to extend the leg as
strongly aspossiblein 3 seconds. Only the dominant leg istested
twice, and the best performance is obtained.

The International Physical Activity Questionnaire (IPAQ) [41]
is used to measure the self-reported physical activity. 1PAQ
(long form) is a validated self-administered physical activity
guestionnaire with 31 items and covers 4 activity domains,
work-related physical activity, transportation physical activity,
domestic physical activity, and recreational physical activity
[41]. 1PAQ gives specific scores in the metabolic equivalent of
task (MET)-minutes/week for walking, moderate-intensity, and
vigorous-intensity  activity within each of the work,
transportation, domestic chores and gardening (yard), and
leisure-time domains. Questions are coded and converted in
MET per minute and per week according to the Compendium
of Physical Activities[42] by multiplying the number of METS
by the duration and frequency of the activity. Then, the total
physical activity score for each intensity is obtained by adding
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the score for this intensity in each domain and by adding the
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number of MET-minutes per week at each intensity.

Table 1. The data collection schedule for the Advanced stage Breast cancer Lifestyle and Exercise Trial.

Assessments

Time
Patients
recruitment

Month 6: End
of the study

Day 1:
Baseline

Clinical data (patient record)
Date of birth
Age at diagnosis
Employment status
Hormonal receptor status
Personal history of breast cancer
Metastasis localization
Current treatment
Tumor histology
Disease progression (Response Evaluation Criteria In Solid Tumors)

Demographic data

Anthropometrics®

Physical fitness
6-minute Walk Test with oxygen consumption
Upper limb strength: handgrip
Maximum isometric strength of quadriceps extension
International Physical Activity Questionnaire (long form)
Sedentary behavior: Marshall Questionnaire
Steps per day: Activity tracker?

Psychological questionnaires

Quiality of life: Cancer Quality Of Life Questionnaire, breast cancer module

Fatigue: Piper Fatigue Scale
Physical activity preferences, facilitators, and barriers

Incentive effect of activity tracker

O 0o oo oooo o ogo-g

O 0o o o o
O 0o o o o o

O
O o o o o

Social deprivation: EPICES (Evaluation of Deprivation and Inequalities in Health Examination O a

Centres) score
Other

Reason for refusal

3Height, weight, waist-to-hip circumference, and body mass index.
bDuring 6 months.

Next, the global score of physical activity is divided into 3
categories commonly used by physical activity guidelines (<600
MET-minutes/week is equivalent to low physical activity;
between 600 and 3000 MET-minutes/week is equivalent to
moderate physical activity; and >3000 corresponds to high
physical activity [43]). Furthermore, the sedentary time in
minutes per week is obtained by adding the weekday sitting
time in minutes for 5 weekdays, and the weekend sitting time
in minutes for 2 days.

http://www.researchprotocols.org/2018/8/e10487/

Patient-Reported Outcomes

The quality of lifeis measured with the European Organization
for Research and Treatment of Cancer Quality Of Life
Questionnaire (QLQ-C30) and its specific module for breast
cancer (BR-23) [44]. QLQ-C30 is a 30-item self-administered
guestionnaire that evaluates 5 functioning domains (physical,
role, emotional, cognitive, and social), a global quality of life
domain, 3 symptom domains (pain, fatigue, and nausea), and 6
single items (dyspnea, insomnia, anorexia, diarrhea,
constipation, and financial impact). Eachitem isassociated with
a score ranging from 0 to 100. For the functioning and global
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scales, ahigher score corresponds to a better functioning level.
The specific module for breast cancer (BR-23) gathers data
about perceived body image, sexual functioning, sex enjoyment,
arm symptoms, breast symptoms, and systemic therapy side
effects.

Fatigue is assessed with the revised Piper Fatigue Scale[45,46],
whichisa22-item self-reported questionnaire with 4 subscal es,
behavioral and severity, affective, sensory, and cognitive and
mood. All these itemstogether produce a scorefor total fatigue
defining categories asfollows: no fatigue (score=0), mild fatigue
(score 1-3), moderate fatigue (score 4-6), and severe fatigue
(score 7-10).

Thesocia deprivation isassessed using the EPICES (Evaluation
of Deprivation and Inequalitiesin Health Examination Centres)
score [47,48]. The score is computed by adding each question
coefficient to intercept whenever the answer is“yes.” The score
ranges from O to 100 with the threshold for deprivation at 30,
and higher scores indicate greater deprivation levels.

Determinants of Physical Activity

Preferences, facilitators, and barriers are evaluated with the
translated version of a specific questionnaire developed by
Vallance et ad [49]; this questionnaire includes questions
regarding theinterest and willingness of patientswith metastatic
breast cancer to participate in a physical activity program
designed for patients with metastatic breast cancer. In addition,
it includes questions on their interest and preferences for
physical activity counseling and specific aspects of these
programs, including how, where, and when they would be
interested in these physical activity programsaswell asthetype
of intervention that would be most amenable for them.

Biological Data

A 7-mL blood sample is collected at the baseline (D1) and at
the end of the study after 6 months (M6). The sample is
centrifuged within half an hour after drawing and kept at 4°C
before and during centrifugation. The plasmaisdistributed into
cryotube aliquots of 1 mL and buffy coat in a single 1-mL
cryotube; these cryotubes are frozen and stored at —80°C at the
center and used for the analyses of oxidative stress and
antioxidant biomarkers. Superoxide dismutase, catalase,
glutathione peroxidase enzymatic activities, and markers of
DNA oxidation (8-hydroxy-2'-deoxyguanosine), prostaglandins
oxidation (8-1so Prostaglandin F,,, are measured in the plasma
[50]. Furthermore, levels of circulating growth factors,
cytokines, neutrophils, monocytes, and natural killer cells are
assessed as previously described [51].

Statistical Analysis

Sample Size

The sample size was defined empirically to explore the
feasibility of the program according to the enrollment potential
in the study center. Because the main objective of the ABLE
Trial was to assess the feasibility of a physical activity
intervention in women with metastatic breast cancer, without
major regard for the efficiency, no formal calculation was
performed. Given that 200 patients are treated annually for
metastatic breast cancer in the Center Léon Bérard and that 60%
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of patients are expected to survive for at least 6 months, with a
projected acceptance rate of 50%, the pilot study will aim to
recruit 60 patients within 9 months.

Statistical Methods

Patients' characteristics will be described at D1 and M6 using
the mean and SD for quantitative data, frequency,
and percentage for qualitative data.

The primary outcome to assess the feasibility of the study will
be the proportion of patients achieving the physical activity
recommendations corresponding to 150 minutes per week of
moderate physical activity evaluated by the IPAQ score during
the last week of the study. In addition, we will estimate the
proportion of patients who agreed to participate in the ABLE
Trial among €eligible patients. The reasons for refusal will be
documented and described as well.

The secondary outcomes to assess will be the evolution of
physica  activity, anthropometric, physical fitness,
psychological, and biological variables between the initiation
(D1) and the completion (M6) of the physical activity
intervention using Wilcoxon signed-rank tests. |n addition, the
level of physical activity according to biological, psychological,
and clinica outcomes adjusted on potentia confounders,
including age, treatment, and number of visits, will be explored
using multiple linear regressions. Moreover, the level of
oxidative stresswill be correlated to the RECIST criteria. Data
on barriersand facilitators of the adherenceto aphysical activity
program from D1 to M6 will be compared by Mac Nemar tests.
All statistical analyses will be performed using SAS software
(version 9.4. SAS Institute Inc, Cary, NC, USA).

Results

The recruitment and enrollment in this single-arm feasibility
trial started in October 2016. A follow-up was completed in
January 2018. Data analyses began in February 2018 and will
be completed in October 2018. All results are expected to be
available by the end of 2018.

Discussion

Principal Findings

Given the beneficia effects of physical activity in localized
breast cancer, the ABLE Trial is the first European study to
propose a physical activity intervention for patients with
metastatic cancer that will obtain preliminary dataon biological,
functional, psychological, and clinical outcomes and identify
the determinants of physical activity. In addition, the use of
wearable activity trackers in the ABLE Trial strengthens its
novelty. Although wearable activity trackers are comparable to
pedometers in some aspects, they are more effective for
behavioral madification [52] because the Health Mate app and
the wearable activity tracker provide more detailed data on the
physical activity performed over time. These types of devices
are emerging in the health care field and are being shown to
help motivate people to increase their physical activity level
and facilitate them to reach a personal or recommended goal
because of the feedback received inreal time (eg, steps) [23-25].
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International recommendations for patients with cancer are to
practice 30 minutes of moderate physical activity per day at
least 5 times aweek [53]. The number of steps per day ismore
easily comprehensible for individual sto achieve these physical
activity recommendations. For adults with health impairment,
5000-7000 steps per day might be a more appropriate target
than thetarget of 10,000 steps per day recommended for healthy
people [54]. Indeed, walking is feasible at no charge and
practiced by the majority of people. In the ABLE Trial, the
recommended number of stepsisindividualized to each patient
because research has suggested that a small goal is more
effective and easier to achieve than a higher activity goal. In
addition, it isimportant to increase these physical activity targets
gradually [24].

The links between the level of physical activity and the
biological mechanismsinvolved in the tumor progression have
never been studied in patients with metastatic breast cancer. A
study of the oxidative stress in this population might help
identify potential new biomarkers associated with physical
activity and tumor progression.

Of note, somelimitations are acknowledged inthe ABLE Trial.
First, the sample size is limited but is sufficient to test the
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feasibility of the intervention. Second, the device used in the
study has not been validated but uses the same algorithm as
Nokia Pulse that has been validated by comparing this tracker
with the OptoGait system for laboratory and ActivPAL for
free-living conditions [20]. Finally, the test-retest reliability for
Nokia Pulse was excellent with an intraclass correlation
coefficient >0.90.

Theresults of thistrial will provide quantitative and qualitative
outcomes that will help design a future multicenter RCT on a
physical training intervention in patients with metastatic breast
cancer. Given the paucity of datain this population of patients
and the potential for measurable health benefits to them, in
many domains, this trial will provide new data that will be
relevant in assessing the feasibility and acceptability of a
larger-scale trial for this previously underinvestigated
popul ation.
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Abstract

Background: Cognitive impairment is considered one of the most feared chronic conditions among the older adult population
since its incidence is approximately twice more frequent than that of dementia. In Mexico, no studies or reports of older adults
using technology for cognitive interventions have been published, given that institutions usually frame cognitive stimulation tasks
in paper and pencil (ie, in the traditional manner).

Objective: The objective of this study was to create and analyze the effect, viability, and impact of a mobile app for cognitive
stimulation implemented among a group of elderly adults (over 60 years of age) from the state of Hidalgo in Mexico.

Methods: This study was a nonprobabilistic pilot trial using convenience sampling. An intervention was implemented among
agroup of 22 older adults between 60 and 80 years of age over 12 weeks. Half of the older adults were stimulated with the mobile
app (experimental group) and the other half followed the traditional paper and pencil training (control group). Assessments with
the Mini-Mental State Examination (MM SE) and the Neuropsi, a neuropsychological test validated in Mexico, were done before
and after both cognitive stimulations.

Results: According to the analyzed data, 6/11 (55%) participants from the experimental group obtained better resultsin their
cognitive skills, and 5 (45%) of the adults maintained their score, given that the participants were able to execute the exercises
repetitively. Meanwhile, for the control group, only 3/11 (27%) participants obtai ned better resultsin the posteval uation. Significant
values for results of the MM SE were obtained in the posteval uation for the experimental group compared to the control group,
whileresultsdid not show significant differencesin the Neuropsi. Regarding the validation of the app, all the participants eval uated
its pertinence positively.

Conclusions: The intervention data show that the experimental group obtained better results in the postevaluation given that
the participants were able to execute the exercises repetitively. The control group could not accomplish this since they had to
respond on the manual and no further attemptswere provided. However, both groupsincreased their scorein the neuropsychol ogical
evaluations. This suggests that alonger and more frequent intervention is required.

Registered Report | dentifier: RR1-10.2196/9603
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Introduction

The prevalence of chronic diseasesrelated to aging isbecoming
a gignificant public health issue as the rate of the elderly
population increases worldwide [1-3], particularly in Mexico
[4]. Cognitive impairment is a chronic condition that is
considered one of the most feared by the older adult population
sinceitsincidenceisapproximately twice asfrequent compared
to dementia [5]. According to projections, it is estimated that
by 2050 the number of adults over the age of 60 will be around
two billion and it will represent 22% of the world population.
Similarly, four-fifths of this older adult population will livein
developing countries(ie, Africa, Asia, and Latin America) [6-8].

Consequently, several studies have evaluated the effectiveness
of different cognitive interventions on cognitively preserved
older adults and populations with mild cognitive impairment
(MCI) [9-13]. One of the key findings of these studies is that
cognitive ability is significantly preserved with the use of these
interventions, which are mainly focused on memory and
function. As a result, institutions are recommending their
implementation as a preventive step.

The terms cognitive stimulation and cognitive training have
been used interchangeably. However, these terms do not
necessarily mean the same thing, so it is crucial to describe,
define, and clarify these 2 intervention methods. Bigand and
Tillman [ 14] mention that cognitive stimulation involves actions
directed to maintaining or improving cognitive skills and is
based on the pyschopedagogical planning of activities aimed
at activating and maintaining mental skills. For their part, Li et
al [15] define cognitive training as the teaching of strategies
and theoretical abilitiesthat allow the enhancement of cognitive
functions, particularly with the intention of improving specific
domains.

Thus, it is possible to establish that cognitive stimulation aims
at maintaining and preserving cognitive functionsinindividuals
that are relatively heathy or have a MCI, boosting their
preserved cognitive capacity and skills, and decelerating
cognitive decline process. Moreover, this intervention can be
applied to any individual since anyone can improve his or her
cognitive capacities to be more cognitively skillful.

Information and Communication Technologies (ICT) have
assisted cognitive stimulation. These tools have increased and
expanded recently due to greater availability of mobile devices
(ie, mobile phones and tablets) in everyday life [16]. Health
professional s and researchers have adopted these devices as an
alternative intervention when dementia is presented or when
theintention isto preserve the patient’s cognitive capacity, even
in patients with mild cognitive decline [17-20].

Studies have affirmed that one of the strengths of this type of
intervention is that they offer instant feedback. By using ICTS,
they can adapt the tasks dynamically to the particular needs of
the patient, even about their progressin the completion of tasks
[21-22]. Also, Martinez-Alcala et a [23] indicate that
technologically assisted interventions involve structured task
practice and cognitively challenging exercises and that they
offer several advantages over traditional methods, including

http://www.researchprotocols.org/2018/8/e172/
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visually attractive interfaces, efficient result delivery and the
ability to adapt to the patient’s progress.

Likewise, some studies have demonstrated that cognitive
improvement does not transfer easily to the realization of new
tasks and that these yield better results when established
repetitively with increasing levels of difficulty [24]. Similarly,
other studies have shown that cognitive stimulation interventions
can be administered not only through therapist instruction but
also through computerized technology [25-26].

Recently, interest has thus been focused on interventions based
on computerized cognitive stimulation or
technologically-assisted cognitive stimulation. Regarding
cognitive impact, this is justified because interventions
supported by ICT can have a positive impact on attention
measures, executive functions, and memory [11,17,20-22,24-26].

Based on a review of 226 cognitive interventions of ICT in
healthy older adults and people with MCI between January 2015
and January 2018 in Pubmed, atotal of 9 studieswereincluded.
Articles that did not match the corresponding period were
excluded, asweretheresearch studiesthat did not include people
over 60 years of age. Those included had to be either healthy
individuals or experiencing MCI, aimed at cognitive aspects,
and written in English. From the 9 studies, 5 (56%) were about
cognitive training, 2 (22%) used cognitive stimulation, and 2
were cognitive assessment studies (see Multimedia Appendix
1).

The findings from the recent research studies indicate that
mobile phone apps can help healthy elderly people and with
MCI in the enhancement of their quality of life by targeting
these apps at their cognitive deficiencies such as memory loss
[27-31]. Also, as the evidence shows, mobile phone apps can
uniquely contribute to early diagnosis and assessment of
dementia [27,32]. Generally, when people present subjective
memory complaintsand MCI, mobile phone apps can help them
to be more independent and socially engaged.

Lu et a [33] argue that apps must involve end-users in the
co-design of new technologies to develop tailored devices, as
well astesting themin areal-world context. The results showed
that the cognitive training game developed in this study was
accepted by the nine participants included in the study, and a
high degree of satisfaction was noted. Yasini and Marchand
[28] indicate that the use of tablets and the development of
serious games in close cooperation with health professionals
and elderly patients (ie, the end user) are likely to provide
satisfactory results to improve health care for those patients
suffering from cognitive disorders.

Furthermore, Zygouris et al [32] and Zorluoglu et al [27] show
evidence that mobile phone apps are effective in cognitive
screening and the assessment and diagnosis of MCI. One
advantage of appsisthat they are more accurate than traditional
manual testing. They are easily administered and understood
by the elderly. They also save time, minimize the examiner's
biases, can provide an early diagnosis enabling patients to stay
independent on their tasks of daily living, they may cut
hospitalization and treatment costs, they canimprovethe overall
quality of life of the elderly, and they are ecological [27-35].
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Considering the studies mentioned above, the cognitive
interventions based on ICT can provide support for heathy
seniorsand MCl in the early diagnosis of this cognitive disorder
toimprovetheir cognitive functions. Also, they can reduce both
the mental and economic burden of subjectsand their caregivers.

It isimportant to point out that in Mexico only afew institutions
aimed at the elderly are endowed with cognitive stimulation
programs, and even these interventions lack pre- and
postneuropsychological studies. Also, exercisesin thetraining
lack aneuropsychological basis, are extracted from booksin an
unsystematized way and are not entirely validated. In the same
vein, no studies or reports on seniors using technology for these
interventions have been published since ingtitutions usually
frame cognitive stimulation tasksin atraditional manner. Also,
digital literacy levelsamong elderly Mexicansisvery low. The
population lacks access to technology and many feel incapable
of learning how to use computers and the internet. According
to the National Institute of Statistics and Geography at the
Ingtituto Nacional de Estadistica y Geografia [36], only 2%
(1/10) of Mexican seniors have accessto technological devices.
Dueto the progressive nature of cognitive impairment, and the
need for this type of intervention, a cognitive stimulation app
aimed at the senior Mexican population was designed and
implemented. The creation of this app reduces the need for
human resources after a short period of training and adds
efficiency.

This study describes a pilot nonrandomized study seeking to
examine the effect, viability, and impact of the app. For this,
an intervention was carried out with 22 adults 60-80 years of
age. This population was divided into a control group, which
executed cognitive stimulation exercisesin atraditional manner
(ie, paper and pencil), and an experimental group (EG), which
used the app. Assessments with the Mini-Mental State
Examination (MM SE) and the Neuropsi (a neuropsychological
test validated in Mexico) were done before and after both
cognitive stimulations. This study also shows that this
technology and its benefits over traditiona methods were
validated.

Methods

Participants

Thiswas apilot nonrandomized and unblinded study wherethe
participants self-allocated. For the recruitment of participants,
atalk was held at the Centro Gerontologico Integral (CGI) at
Punta Azul, Pachuca de Soto, where the objectives of the
intervention were presented. Subsequently, all subjects were
summoned through an advertisement offline. Those who
accepted to attend the digital workshop at the Ingtituto de
CienciasdelaSaud (1CSa), Universidad Autbnomadel Estado
de Hidalgo (UAEH) who had access to the app (explained
below) represented the EG.

The study involved 22 seniors between 60-80 years of age. The
EG participants underwent cognitive stimulation through an
app. Thisgroup included 11 older adults (7 women and 4 men)
with a mean of 64 years of age and had 6 years of academic
study. It is important to point out that these adults attended a
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digital literacy course before implementation of the cognitive
stimulation to develop the necessary technical competencies
that enabled them to use the app more efficiently.

The control group (CG) included 11 older adults (8 women and
3 men) with a mean of 69 years of age and with 12 years of
academic study. These adults did not have digital skillsand did
not participate in the digital workshop. They underwent
cognitive stimulation in a traditional manner (ie, paper and
pencil). It is important to note that both groups carried out the
same exercises, with a difference only in the methods used.
None of the participants discontinued the intervention.

Similarly, during the intervention, both groups were assisted
by 2 students of gerontology and aproject leader (CIMA). Even
though the exercises for the EG were fully automated (ie, the
app automatically increased the level according to the adult's
progress) the study authors indicated the type of exercise they
should perform and provided support to the participants at all
times. For example, they provided encouragement so that any
doubts of discontinuation would not arise during the use of the
app. For their part in the CG, the authors followed each
participant to complete the exercisesin the manual.

The exclusion criterion adopted in the study for both groups
wasthat no participant presented any untreated visual or hearing
impairment. Table 1 shows the characteristics of both groups
who participated in the study. Asit can be seen, there were no
significant differences between groups in age and education.

All participantswere actively involved in the cultural and socia
activities at their nearest gerontology center. Also, it isimportant
to mention that this study was reviewed and approved by the
Research and Ethics Committee at the ICSa, UAEH. At the start
of the intervention, participants provided written informed
consent (see Multimedia Appendix 2). In the case of the EG,
informed consent was provided electronically, and upon
acceptance, registration was then carried out.

M easures and Evaluations: Cognitive Evaluation

Before admittance to the program, participants undertook a
neuropsychological evaluation through standardized tests called
the Mini-Mental State Examination (MM SE) and the Neuropsi.
The average time of administration was 40-60 minutes. The
aim was to characterize the different aspects of the groups
cognitive functions. The Neuropsi isavalidated test in Mexico
with norms according to age and educational level [37]. The
maximum score on the test is 130. Neuropsi measures several
neuropsychological functions: orientation, attention and
concentration, verbal and visual-spatial memory, language,
writing, reading, comprehension, conceptual executivefunctions,
and motor executive functions. The evaluation also included
other exploration tests based on the level of autonomy and
ability to carry out basic Activities of Daily Living (ADL) or
Barthel Scale. Furthermore, information on personal relative
variables was gathered to know whether participants had a
predisposition to cognitive impairment or any dementia. The
variables included gender, academic level, and family
background. Likewise, 2 questions of self-perception of their
cognitive state were included. For both groups, face-to-face
interventions were performed to ask about their name, age, and
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level of education. Also, both groups had face-to-face
assessments of their neuropsychological level. Only the
cognitive stimulation exercises for the EG were Web-based
assessed. Finally, prepilot tests were carried out before
compiling the final release of the app in which the seniors
interacted with the app to know if the cognitive stimulation
exercises had been correctly presented (eg, design and
functionality) and the records from each participant were saved
in the database. It should be mentioned that prepilot tests were
performed on a group of 50 seniors from the IGC, but none
participated in this study. These pretests provided some technical
considerations for the app development and are described
elsewhere in this manuscript.

Description of the Mobile Application iBeni

The objective of this study was to create an app with a
neuropsychological basis for elderly adults. This app was
developed given the need for this type of intervention in
Mexican communities. Likewise, this research was conducted
as part of a CONACyT Commission at the UAEH through the
Cétedras Program where the researchers (CIMA and ARL) are
assigned.

The cognitive stimulation app primarily aims to improve
cognitive functions and to decelerate the impairment process
in healthy older adults or older adults with mild indicators of
decline. The cognitive areas stimulated in the app were memory,
attention, comprehension, perception, and visual-spatial
processes. As previously mentioned, the exercises included in
the app were specialy designed for the elderly population.
Moreover, each of the exercises were comprised of 3 levels of
difficulty (low, medium, and high), which were selectively
enabled as the users progressed.

Martinez-Alcala et al

The app had the advantage of cognitively stimulating seniors
not only in memory but in other neuropsychological functions
not found in other apps. It is important to notice that the
exercises were based on items that appear on the MM SE and
the Neuropsi tests. However, the app followed a graded level
of difficulty based on the progress of the user. For example, in
thefirst level of attention exercises, the user clicks (or selects)
1 image that does not coincide with the other. In subsegquent
levels, the app shows more objects but the user must select more
imagesin lesstime. As previously mentioned, before compiling
the final version of the app, prepilot tests were carried out to
find out if the cognitive stimulation exercises were working
correctly. These tests also confirmed that no change would be
applied to both the content and the organization of the exercises
included in the app.

Technical Considerations

Sincethe elderly population presents other age-related changes
apart from cognitive decline, additional aspectswere considered.
Thesewere (1) visual deteriorationincluding adecreasein close
focusing ability, contrast sensitivity decline and color
differentiation alterations, (2) hearing loss, especialy loss of
the ability to detect high-pitched sounds, to decipher fast
language and to understand speech in noisy environments; and
(3) psychomotor deficiencies, including delayed responses in
complex psychomotor tasks, a decrease in the ability to track
moving targets, and low accuracy in fine movements.
Consequently, the authors considered the following guidelines
for the design of the app (Textbox 1).

A clear, simple, and attractive design was chosen, in which the
user was ableto accessall the exercisesand levelsdirectly from
themain menu (Figure 1). Additional considerationswere taken
to simplify the tasks (Textbox 2).

Table 1. A comparison between the characteristics of the experimental and control groups in this study.

Characteristic Experimental group, mean (SD) Control group, mean (SD) t test P value
Age (years) 67 (7) 71(5) 153 14
Education level (years) 8(4) 11 (4) 1.45 .16

Textbox 1. Guidelines used in the design of the iBeni mobile app.

messages.

EXErcises.

«  Theapp interfaces presented large-sized elements such as text, icons, images, and buttons.

. Thecolor palette selected for the interface keeps conservative colors and maintains contrast in the foreground and background, especialy in text

«  Thestructure on each screen keeps a well-organized distribution of its elements.

«  Too complex interface designs should be avoided; hence irrelevant information is minimized on general screens, aswell as on screens containing

«  Thenumber of clickswithin the app is optimized to keep track of the user’s location in the app.
.  Simpletasksthat do not require long attention spans are implemented.
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Figure 1. Mobile app screens: (a) main menu, (b) exercise menu, (c) memory exercise level 1, attempt 1, (d) results screen.

Bienvenido(a) Claudia

Men Principal

Ejercicios

Datos personales

ATENCION

i

LISTO

1.- Por favor, pulse el objeto que sobra

EJERCICIOS

sE

DETECCION VISUAL

Nombre: Claudia Numéro de intentos: 1

Fecha: 06/12/2017

Resultado: Atencion, Nivel dificil.

Respuesta correcta (3/3).

/

SIGUIENTE INTENTO

MENU PRINCIPAL

Textbox 2. Optimizations considered to simplify participant use of the iBeni mobile app.

o  Themain menuissimplified so that the user can define the level of the exercise with just two clicks.
«  Thedisplay of the exercises shows simple directions that indicate the user what to do.
«  Each result screen displays the name of the user, number of attempts, type of exercise, level, date, and number of right answers.

«  Theuse of scrollbars was avoided since this movement seemed challenging for the users.

« All theactionsinthe app are carried out at just 1 click.

Database

The app was programmed based on the Android operating
system, and contains several screenswith forms. Theseinclude
registration, desertion, modifications, and consultations, which
are sent to databases located in a MySQL server in the cloud.
This database is comprised of 4 tables containing information
from the app (Textbox 3).

A hypertext preprocessor (PHP) code was used to store and
access the information. The code operates as a Web-based
service alowing access and response requests between the
mobile device and the database. It works as a bridge so that the
Android code generated is capable of interpreting and displaying
the information from the database. It also carries out different
operations according to the screen on which the user isworking
(Figure 2).
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The mechanism for sending the data entered by the participant
from the app to the database occurs in 2 ways. First, for
alphanumeric texts, PHP services were adopted, using
standardization of charactersto ensurethetotal sending of data.
These services have an encrypted connection and security
featuresto safeguard the integrity of the app. Second, for some
visual-spatial items, userswere due to generate copies of figures
and thus these images were protected by afile transfer protocol
to guarantee their protection.

The decision to choose the database provider was based on the
range of services offered and the low costsinvolved. However,
dataintegrity was aso critical. Recognized companies such as
TechRadar and TrustPilot are the best for ease of use, integration
of solutions, and security of information. Also, they provide
enough storage and database space along with excellent
bandwidth.
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Textbox 3. The 4 categories that comprise the app database.
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affiliation.

at which they were carried out.

1. Patients: information corresponding to the name, email address, age, sex, marital status, academic level, city and state, and socia security

2. Users: thisinformation registers the accounts and passwords of patients for their logging into the app.

3. Exercises: it stores dates and times at which an exercise started and concluded, the type of evaluation currently taking place, the level in which
it was executed, scores and attempts, the image corresponding to atest and finally the ID and name of the patient.

4. Evaluation: it concentrates the eval uation results corresponding to each type of evaluation executed, the total scores, aswell as the date and time

Figure 2. Conceptua representation of the mobile app database.

INTERNET

Mobile App

PHP Code for
requests and send

DataBase
on Cloud

to tables

Patients | Users | Exercises | Evaluation

I ntervention Sequencing

This was a parallel study. As a nonrandomized trial of a pilot
study, the allocation ratio was based on self-allocation. All
subjects were summoned to attend the digital workshop, and
those who accepted to go to |CSa became the EG with access
to the app. In contrast, the CG remained at the IGC facilities.
Therefore, no interaction took place between the 2 groups.
Nevertheless, care was taken to evaluate how the cognitive
performance was before beginning theintervention. Thisassured
that the groups did not statistically differ in age, education,
MMSE or Neurops assessments. Also, prepilot studies had
taken place before the trail began to create and evaluate the
design of the app.

Cognitive stimulation among the 2 groups was implemented in
3 months (May-July 2017), from which 12 weekswere devoted
to direct intervention. The neuropsychological evaluation was
conducted 2 weeks before the start of the program (ie,
preevaluation). After the neuropsychological evaluation, the
EG received 10-minute training to get familiarized with the
interface of the app. It is important to note that both groups
carried out the same activities, with the only difference being
the methods used. Likewise, the schedule in which they did the
activitieswas identical (ie, 10:00 am-12:00 pm) to ensure that
they were conscious and alert during the sessions.
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The cognitive stimulation program consisted of 24 sessions.
Participants carried out the exercises assigned according to their
progress. At the end of the intervention, al participants were
re-evaluated with the neuropsychological and supplementary
tests. Figure 3 shows the structure and sequencing of the
sessions.

Session Procedures

Sessions with the EG group were conducted in the facilities of
the computer center at the | CSa. Each participant was provided
with a 10.1-inch Samsung Galaxy Tab 4 tablet, in which the
app (Version 2017-03-08) wasinstalled and configured. Sessions
for the CG group were carried out in aclassroom of the IGC de
Punta Azul. The materials used consisted of 2 manuals. One
wasfor the examiner, in which answers, partial and total scores,
attempts, level and date of the session wereregistered. The other
manual wasfor the participants, in which the exercisesthey had
to work on were provided. Every week, the stimuli, number of
exercises, levels and attempts were made as equal as possible.
In thefirst week, both groups were assigned memory, attention,
and perception exercises a a low level of difficulty. As
participants progressed, more exercises were added and the
level of difficulty gradually increased (Multimedia Appendix
3). Table 2 describes the exercises programmed for the 24
sessions.
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Figure 3. Structure and sequencing of the sessions undertaken by each group.

Intervention Post-Evaluation

Pre-Evaluation

Neuropsychological

Direct intervention é Neuropsychological
evaluation

12 weeks/ 24 sessions evaluation

-Mini-Mental State Examination Control Group: 11 older adults -Mini-Mental State Examination
(MMSE) § women (MMSE)
-Neuropsi 3 men -Neuropsi
_ Barthel Scale Experimental Group: ‘Ilolder_adults _ Barthel Scale
- Questions of self-perception of A - Questions of self-perception of
their cognitive state LT] CHE their cognitive state
Timef C?f . Cognitive Areas stimulated Timpj c_:f .
administration: 40 to administration: 40 to
MRS ety 3 levels of difficulty 60 minutes
- Attention L di anainan
- Comprehension LG MeciIanc g
- Perception
- Visual-spatial processes.
Table 2. A description of the cognitive stimulation exercises included in the intervention.
Cognitive function  Exercise description Exercise materials Number of levels
Memory These exercises allowed the senior to test information 12 images depicting places, people, and 3 levels with 4 attempts
retention capacity in each period. landscapes. Open-ended questionsrelated
The participants had to observe an image, and then had  t0 theimage.
to respond to related questions. The number of questions
increased as the participants progressed from one level
to the next.
Attention These exercises aimed to preserve the level of intellec- 68 images 3 levels with 4 attempts
tual and association skillsin older adults. They consisted
of showing aseriesof similar images, in which they had
to point out which was different or was not related to
therest.
Comprehension These exercises were aimed at preserving the degree of  Series of directionsand 72 geometrical 3 levels with 4 attempts
interpretation and perception in the senior. Eachwas  figures
presented as a series of directions for the participant,
and they had to execute them by pointing to and marking
the corresponding images. As levels were reached the
number and type of geometrical figureswereincreased.
Visual detection The objective of these exercises was to understand 768 images of |etters 3levelswith 4 attempts
whether the older adult discriminates visual stimuli. It
consisted of presenting a series of imagesin which par-
ticipants must find one or several |etters.
Visual-spatia They allowed the older adult to mentally represent, 12 abstract images, classified from the 3levelswith 4 attempts

transform, and manipulate an object or image. Inthese  number of linesin the figure or from an-
exercises, participants had to visualize theimagefor 40  gles. In levels 2 and 3 the participant was
seconds and then replicate it. given 60 seconds to replicate the image.
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Results

Overview

All adults lacked experience using ICTs. Only those from the
EG attended a digital literacy course before the intervention to
develop the necessary technological competencies for efficient
app use [38]. Although the purpose of this study was not to
promote the level of digital literacy of seniors, it isimportant
to mention that before joining the course the adults had no digital
sKkills. They did not know how to use the computer or the
internet. However, after attending the digital literacy course for
4 months at the ICSafacilities, they increased their level so they
could carry out the necessary activities on acomputer and other
electronic devices such astablets. They also learned to surf the
internet and use email.

Pilot Study

According to the postevaluation in the MM SE, 55% (6/11) of
participants from the EG obtained better resultsin their cognitive
skills, and 45% (5/11) maintained their score. The cognitive
areas where the results improved were: attention,
comprehension, and short-term memory. Inthe CG, 27% (3/11)
of participants obtained better resultsin the posteval uation, and
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64% (7/11) were able to maintain their score. However, 9%
(1/11) of seniors obtained alower score.

Significant values for results obtained from the MMSE in the
EG versus the CG are shown in Table 3. A mixed analysis of
variance (ANOVA) (2X2) was used to compare the effects of
the interventions. Only the repeated measures effect in both
groups was significant (F, ,,=4.59, P=.04), while there were
not differences between groups (F; »,=0.18, P=.67), neither an
interaction between them (F; ,,=2.04, P=.16). The Cohen d=0.45
indicated a minimal effect. The Neuropsi results did not show
significant differences. The repeated measures effect in both
groups did not differ (F, ,,=1.98, P=.17). Also, there were no
differences between groups (F;,=0.10, P=.75), and no
interaction between them (Fy ,,=1.44, P=.24).

Based on the ANOVA, the repeated measure factor was
significant for the MMSE, and two 90% CI levels were
computed considering the MM SE preevaluation mean of both
groups and another 90% ClI for the posteval uation mean of both
groups. For the preeval uation mean, the Cl=(28.17<mu<29.10)
and for the mean belonging to the postevaluation, 90 %
Cl=(28.84<mu<29.51; see Figure 4).

Figure 4. Results of the pre and post evaluation obtained from the Mini-Mental State Examination (MMSE). EG: experimental group; CG: control

group.

EG

29.45

28.54

PRE

CG

28.90

28.72

PRE POST

Table 3. Meansand standard deviations of the Mini-Mental State Examination and the Neuropsi test in the pre- and posteval uationsin the experimental

group compared to the control group.

Neuropsychological test

Experimental group, mean (SD)

Control group, mean (SD)

Preevaluation Postevaluation Preevaluation Postevaluation
MMSE? 29 (1) 29 (1) 29 (1) 29 (1)
Neuropsi 102 (6) 103 (6) 97 (112) 97 (112)

3MMSE: Mini-Mental State Examination.
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Concerning autonomy and capacity to perform basic ADL,
100% of the adults maintained their levels of autonomy in the
postevaluation according to the Barthel Scale. Regarding
guestions about cognitive state perception, 73% (8/11) of seniors
from the EG reported improved cognitive capacity after the
intervention, while 27% (3/11) revealed that they maintained
their cognitive state. In the CG, 45% (5/11) of older adults
perceived an improvement in their cognitive capacity, while
55% (6/11) indicated that their memory and cognitive functions
remained unchanged after the intervention.

Validation of the M obile Application

With the aim of adequately eval uating the relevance of the app,
it was essential that users analyzed its usefulness, performance,
and design by providing feedback on existing failures, any
concrete benefits, and areas for improvement. After the
intervention in both groups, the EG was invited to evaluate the
acceptability and viability of the app. For this validation, a
technology acceptance test with 17 closed questions was
performed based on the technology acceptance model (TAM).
Thistest has been widely used to predict the acceptance of new
technologies. Also, TAM has been built on collective findings
suggesting that the desired technology was substantialy
dependent on user acceptance [39,40].

To understand the benefits from the use of thiskind of medium,
interviews were conducted to explore any concerns, reasons,
and contexts related to the decision of using or not using this
type of app. The interviews with the seniors aso allowed for
obtaining detailed answers. Thetests, aswell astheinterviews,
were performed between July and August 2017. The parameters
used for the validation of the app were: (1) ease of use, (2)
functionality, (3) design, (4) usefulness, and (5) satisfaction. In
this study, the ease of use of the app was defined as the degree
to which the user believes that using the app will be effortless.
Meanwhile, the usefulness of the app is defined as the degree
to which the user believes that using the app would enhance his
or her cognitive state. The TAM posits that the usefulness and
ease of use perceived have a direct effect on attitudes and
satisfaction using new technology. The parameters of the
functionality and design are the degree to which the user
believes that the functionality and design quality of the app is
correct. The measurement used in the questionnaire corresponds
to a 5-point Likert scale. The options in the scale appeared as
follows: strongly agree (5), agree (4), neutral (3), disagree (2),
and strongly disagree (1).

Concerning the analysis of thefirst parameter, ease of use, 91%
(10/11) of EG participants agreed to a positive evaluation,
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confirming that the app is easy to usein both the evaluation and
the exercise sections. Thus, interaction with theinterfaceisclear
and intuitive. Regarding perceived usefulness, all the participants
had a favorable agreement, suggesting that the app allowed
them to keep their mind active and that thiskind of app ishelpful
to this type of population. Moreover, when the possibility of
using an app for cognitive stimul ation was presented to the ol der
adults, they showed a positive attitude towardstheidea. During
the evaluation of the third parameter, Attitude towards the Use
of Technology, al the participants maintained a positive attitude,
which suggests that the use of appsfor cognitive stimulationis
a valuable project. Similarly, participants indicated that this
type of technology allows cognitive stimulation to be efficient,
it is easy to perform, and, above al, it has an attractive design.
Inthe parameter Intention of Use, 82% (9/11) of the participants
indicated that they would use the app and other cognitive
activation technologies as much as they can. This shows that
there is a need to create similar apps that are more accessible
for this population. Only 9% (1/11) of participants was neutral
regarding the use of technological methods for cognitive
activation. Lastly, the parameter Satisfaction received a
favorable evaluation from all the participants, meaning that the
app provides an attractive interface to improve cognitive
performance in older adults and to decelerate cognitive
impairment processes. Table 4 shows the raw marks obtained
for each parameter.

Regarding the participant interviews, the responses obtained
suggested that this type of app offers several opportunities.
During an interview, the older adults were asked in an open
guestion format what benefits they perceived when using the
app. Some of the benefits highlighted were: visualization of
results in real time, customizable interface, automatic
registration, more active cognitive stimulation, and time-saving.
Visualization of the results was the most commonly mentioned
benefit. As one senior explained:

For me it is important to visualize the results that |
got in the exercises | did, because many times these
data are not provided to us. [EG participant, femal €]

The participants also observed that the app alowed them to
have a more active and personalized stimulation. Additionally,
the seniors noticed that during intervention many tasks were
not adequate for traditional paper execution because they
required the presence of various stimuli or the inhibition or
delayed presentation of specific elements. Consequently, the
app alowed broader interaction, which was fundamental for
the accomplishment of some tasks.

Table 4. The technology acceptance model validation results for the iBeni mobile app.

Parameter Mean (SD)
Participant ease of use 7(2)
Perceived usefulness 7 (0)
Attitude towards using of technology 7(2)
Intention of use 70)
Satisfaction 7(2)
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Also, about the perceived benefits, participants were asked
whether they would bewilling to use the app in thefuture. Every
participant stated that they would be willing to use the app for
cognitive stimulation exercises. Finally, it was clear that while
the seniors recognized the app’s benefits, it should be used as
a supplement in health care. However, it must not be used to
replace the human contact. As one older adult said:

W, | think people contact is very important, and |
wouldn’t want the app to be used excessively. [EG
participant, female]

In other words, health care systems should supplement, but not
replace, health care professionals or the attention given by
family members.

Discussion

Principal Results

Itisafact that adults over 60 years of age expresstheir concern
regarding the declinein their mental skills. Several studies assert
that change in cognitive skills and mental processes is related
to the aging process and the person’s quality of life. However,
there are very few studies of older Mexicans adults that have
discussed whether the improvement of cognitive functions can
have short or long-term effects with the use of technology. The
studies mentioned above have found that cognitiveinterventions
based on ICT can result in improvements in many perceptual
and cognitive abilities[27-35]. Thus, these types of interventions
are potentially anideal solution to address the many perceptual
and cognitive declines associated with aging. The study by
Pereira-Morales et al [35] suggested that cognitive training of
moderate intensity, supported by aweb platform, could lead to
significant improvements in cognitive and psychological
well-being in older peoplewith subjective memory complaints.
Shellington et al [30] arguethat sixty percent found the app was
easy to use or similar to what they experienced with
sguare-stepping exercise in the laboratory setting. Most said
they would continue to use the HealtheBrain app and would
recommend it to friends and family. Chan et al [29] stated that
the results yielded evidence for more significant improvement
over time in the iPad intervention compared with the control
groups for processing speed and episodic memory. Thus, the
program was successful at improving cognitive performances
through productive engagement and provided an added benefit
of technological mastery. Finally, Yasini and Marchand [28]
indicate that the use of tablets and the structure of serious games
in close cooperation with health professionals and elderly
patients are likely to provide satisfactory results to improve
health care provided for elderly patients suffering from cognitive
disorders.

According to the analysis carried out after the cognitive
intervention in this study, Both EG and CG obtained better
resultsin the neuropsychological evaluation, even whenthe CG
could not execute the exercises repetitively. Concerning the
adult who obtained a low mark in the postevaluation he is
suspected to have been distracted during the evaluation. Asto
the validation of the app, it was found that most of the
participants showed a positive attitude regarding its use. This
indicates that it is easy to use, accessible and that it allows
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cognitive stimulation to be efficient and friendly. Also, the
adults indicated that the app provides an attractive interface,
which improves cognitive performance and slows cognitive
deterioration processes. Some apps for older adults are focused
on cognitive training or cognitive assessment. Health care
professionals use other apps only for interpretation and
presentation of results. The app in this study combinestraining
and presents the results for all users. Likewise, the exercises
included in the app were specially designed for the elderly
population and were based on standards and validated tests,
such asthe MM SE and the Neuropsi. It isimportant to highlight
this point becauseit allowed seniorsto have a better perception
of instructions, images, and interaction with the app. This is
unlike other apps created to suit the specific needs of only the
physician. Finally, in Mexico, thereis no documented evidence
of asimilar app for the older adult. Thisisthe first pilot study
on this topic in the country. Lastly, participants perceived this
digital support as more attractive and ludic, resulting in higher
motivation and emotional levels. An element that played an
essential role in the participants’ acceptance of the technology
was the fact that the EG participated in a Digital Literacy
Workshop before implementation. This might have generated
greater confidence when executing exercises on the tablet.

Limitations

Thereare many limitationsto thisstudy. They aremainly related
to the number of adults who took part in the intervention. This
sample is a nonrepresentative one, and underrepresentation of
the whole population could have taken place. Nevertheless, we
followed the World Medical Association Declaration of Helsinki
[41] on the C30 principle, and every subject had access to the
diagnostic and therapeutic methods. Even though it is necessary
to consider that very few interventions of this kind have been
implemented and documented in Mexico, this pilot study may
be used to gain funding for a larger, more thorough research
project. A more systematic study and with a broader scope is
required to determine if the benefits found in this pilot study
could be replicated. Randomized trials in subsequent studies
may prove thistype of treatment efficacious.

Conclusions

This article describes a pilot study and the validation of a
cognitive stimulation app for adults over 60 years of age. The
technical developments considered for the design of the app
emphasize the importance of adopting user-centered design
methodologies, especially for the development of apps aimed
at the elderly population. Theresults of thisstudy highlight that
both groups obtained better results in the postevaluation. The
participants were able to execute the exercises repetitively,
which the CG could not accomplish since they had to respond
on themanual and no further attemptswere provided. However,
both groups increased their score in the neuropsychological
evaluations. Even when the MM SE and the Neuropsi evaluate
almost the same psychol ogical functions, the Neuropsi considers
130 as its maximum score, versus the 30 items of the MM SE.
Therefore, ageneral improvement in both groups seemsto have
taken place.

Another important point is that the exercises were not the same
as the tests, and besides levels of difficulty were added, even
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when a learning effect might have been taken place in both
groups. It was possible to demonstrate that the stimulation
provided by using an app isappropriate and that it allows adults
to stimulate or maintain their cognitive capacity. This was
reflected in better results and the preservation of cognitive
capacity.

Validation of the app emphasizesthe perceived benefits and the
relevance of adopting |CTs by older adults, especially for their
health care. In the validation analysis, all the participants were
aware of the convenience of ICTs for cognitive stimulation.
Since the 22 participants reported to have the intention of using
technological methods to improve their cognitive skills, it is
clear that thereis a specific need for creating more serviceslike
this one.

Finally, it must be recognized that to carry on this study,
technical and institutional requirements had to befulfilled. Older

Martinez-Alcala et al

adults must have access to this technology to gain access to
mobile cognitive stimulations due to ingtitutional agreements
and permissions. The purchase of ICT devices had to be done
because some older adults could not afford their cost. It has
been demonstrated that interventions are capable of improving
cognition, but the importance of their structure and deliverance
to ensure that people become engaged must al so be considered.

For future work, more exercises are being designed to be
integrated into the app. These exercises seek to stimulate other
cognitive areas that were not included in this study. We will
continue with the commitment of digital literacy of elderly
adults from the state of Hidalgo, Mexico. This will help the
elderly adultsto devel op the necessary technical skillsthat allow
them to use the app more efficiently. Also, the authors consider
using a “waiting group” in the future to compare this
functioning.
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Abstract

Background: In the United Kingdom, 350,000 patients per year are referred to hospital clinics with suspicious moles, and
approximately half undergo abiopsy to identify the 5%-10% who require further treatment. If cancer cannot beruled out clinically
and on the basis of biopsy results, the lesion is surgically removed. One type of precancerous mole, called lentigo maligna, is
particularly challenging to delineate and treat. Reflectance confocal microscopy (VivaScope, Caliber Imaging & Diagnostics) is
an imaging technique that can supplement dermoscopy in identifying whether a clinically suspicious mole is malignant and can
better assess lentigo malignamargins for excision. It allows clinicians to visualize the skin lesion to adepth of 200 micronswith
subcellular resolution, described as quasi-histological, and therefore better guide more accurate diagnoses.

Objective: Theaim of this paper isto describe aprospective, single blinded, multicenter study to examine patientswith clinically
suspicious moles or lentigo maligna to determine whether confocal microscopy can both reduce the number of unnecessary
biopsies of moles and more accurately guide the surgical excision margins of lentigo maligna.

Methods: Thisstudy will prospectively recruit adultsinto the following two cohorts: diagnostic accuracy and margin delineation.
Thediagnostic accuracy cohort will assess peoplewith clinically suspicious |esions suspected of being diagnosed with melanoma
and having an equivocal finding on dermoscopy or persistent clinical suspicion despite normal dermoscopy. Diagnostic accuracy
will include the sensitivity and specificity of VivaScope in comparison with the histological diagnosis as the gold standard for
patients. The margin delineation cohort will assessthe ability of VivaScopeto accurately delineate the margins of lentigo maligna
compared with that of dermoscopy a one using margins taken during Mohs micrographic surgery asthe gold standard. The primary
study outcomes will be the diagnostic accuracy of VivaScope for the first cohort of patients and margin agreement between
VivaScope and the final pathology report for the second cohort of patients.

Results: Funding for this proposed research is being secured.

Conclusions: The outcomes of the proposed study will indicate how many biopsies of nonmelanomalesions, which are potentialy
unnecessary, could be prevented. Thiswould reduce patient anxiety and cost to the National Health Service (NHS) in the United
Kingdom. Improved margin delineation of lentigo maligna could also improve the surgical clearance rates and decrease overall
cost. The results would demonstrate whether the adoption of VivaScope would potentially benefit patients and the NHS.

Registered Report Identifier: RR1-10.2196/9296
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Introduction

Background

In the United Kingdom, 350,000 patients per year are referred
to hospitals with suspicious moles, and approximately half
undergo a biopsy to identify the 5%-10% who require further
treatment [1]. Typically, adermatologist diagnoses skin cancer
based on clinical history and examination that is aided by a
dermatoscope. If cancer cannot be ruled out, the lesion is
surgically removed or in some cases, it ismonitored by repeated
visitstotheclinic. Lentigo maligna(LM), apremalignant lesion
that grows slowly on sun-exposed sites and can transform into
a melanoma, is particularly challenging to treat. Because it is
difficult to identify the transformation of LM into amelanoma,
it is usualy treated when it is found, before malignant
transformation. Its margins are difficult to assess in a visua
examination with or without the aid of a dermatoscope. The
consequence of this uncertainty isthat despite surgery with a5
mm margin around the clinical edge, the treatment has high
rates of incomplete excisions and recurrence rates are high [2].

Reflectance confocal microscopy (RCM) is a noninvasive
real-time imaging technique used at the bedside. The VivaScope
1500 and 3000 (Cdliber Imaging & Diagnostics) use
near-infrared point-laser light to image the top layers of the
skin, blood vessels, and pigment with a cellular resolution [3].
Thetechnology can help identify whether aclinically suspicious
mole is histologically suspicious and needs to be removed. It
can also guide visualization of the true margins of LM prior to
surgical removal. Inthese cases (asin thisstudy), Mohs surgery
can be used, which involves examination of the entirety of the
surgical margins in multiple stages to ensure that the whole
tumor is removed.

In 2015, the National Institute for Health and Care Excellence
(NICE) Diagnostics Assessment Programme published
Diagnostics Guidance 19 (DG19) [3], which examined the use
of VivaScope and its potentia role in the National Health
Service (NHS). DG19 stated that there wasinsufficient evidence
to recommend the routine adoption of VivaScope in the NHS
for the assessment of skin cancer. The guidance identified a
number of studiesthat have shown that VivaScope can improve
the specificity of melanoma diagnosis when used as an adjunct
to dermoscopy [3].

VivaScope examination in patients with difficult-to-diagnose
moles has been shown to have higher specificity than
dermoscopy [4]. This can potentially reduce unnecessary
biopsies by enabling a more accurate clinical diagnosis.

VivaScope can aso more accurately define the edgesof LM in
comparison with dermoscopy [5]. Thisisparticularly important
because these lesions occur on the face in the elderly and are
often large, requiring complex reconstructive surgery. A more
refined definition of LM margins is expected to better guide
patients expectations of treatment, improve surgical planning
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and cure rates, and decrease the amount of normal tissue
removed during surgery.

Although VivaScope may improve patient care and management
[4-11], thereis alack of data from the United Kingdom [3]. It
is felt that the applicability of the existing evidence to a UK
population is unclear. Relevant differences between the United
Kingdom and other countries with evidence of the impact of
VivaScope are asfollows: the underlying incidence of melanoma
in different patient populations, the fact that most treatment in
United Kingdom is performed by apublic health system (NHS),
there are fewer dermatol ogistsin the United Kingdom, and most
screening in the United Kingdom occurs in primary care prior
to specidlist referral. Therefore, the guidance recommended
further research to address uncertaintiesin the potential benefits
of using VivaScope to patients and the NHS.

The proposed diagnostic accuracy study will (1) assess the
specificity, sensitivity, and positive and negative predictive
value of VivaScope (following dermoscopy) to diagnose
melanoma using the histological assessment of the surgically
excised lesion as the gold standard and (2) assess the ability of
VivaScope to accurately delineate the pathological margins of
LM compared with that of dermoscopy alone using histological
assessment of the lateral margins taken during Mohs
micrographic surgery as the gold standard. If the outcomes of
the proposed study arein favor of VivaScope, its adoption would
potentially benefit patients and the NHS.

Objectives

The aim of this study is two-fold; the study aims (1) to assess
the efficacy of VivaScope as an additional diagnostic tool prior
to the surgical management of patientswith suspected melanoma
(first cohort) and (2) to define the surgical margins before the
surgical management of LM (second cohort).

Methods

Type of Study

This is a prospective, experimental, multicenter study with a
diagnostic accuracy cohort and a margin delineation cohort.
The study design was chosen because it is pragmatic and
represents the current NHS pathway for the diagnosis of
melanoma.

Setting

For aUK study, patient recruitment for the diagnostic accuracy
cohort should occur in skin cancer screening clinics within the
NHS. Image interpretation should also be carried out at
additional reporting sites. The sites can be linked to the image
interpretation siteswith VivaNet, a Web-based portal for image
viewing and reporting provided by the manufacturer of
VivaScope.

Recruitment to the margin delineation cohort must be from a
Mohs center in the United Kingdom. The involvement of
additional independent reporting clinicians for the margin
delineation protocol is not possible because the handheld
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VivaScope 3000 is used to delineate the margin using the
real-time images.

Study Population

Consecutive patients will be included if they are at least 18
years of age and can give written informed consent.

Diagnostic Accuracy

The diagnostic accuracy cohort will include patients with
pigmented lesions suspected of being diagnosed with melanoma
and having an eguivocal finding on dermoscopy or persistent
clinical suspicion (despite normal dermoscopy), who are
undergoing excision or being followed up for monitoring. In
addition, patientswith equivoca lesionsthat are being monitored
will also beimaged but will not have ahistologically confirmed
diagnosis. Such patients will be reviewed at 3 months and
followed up at 1 year. If the lesion has not been removed by 1
year, thiswill be used as a surrogate marker for true negatives.
Potentially, lesions considered equivocal on dermoscopy and
initially intended for monitoring, but subsequently considered
suspicious of melanoma on confocal microscopy, could be
considered for excision. It will be documented if thisinfluenced
the decision to excise the lesion at this time. Where a patient
has more than one eligiblelesion, amaximum of onelesion per
patient will be assessed. In these cases, the clinician will be
instructed to include the most suspicious lesion in the study.
Assessment will done by an experienced dermatologist.

Patients will be excluded from the diagnostic accuracy cohort
if they have a clear positive finding (melanoma) from
dermoscopy, as assessed by an experienced dermatologist or

Herz et al

have aclear negative finding (no melanoma) from dermoscopy,
as assessed by an experienced dermatologist, unless there is
persistent clinical suspicion. Patients who have atypical mole
syndrome or a genetic disease with high risk of melanoma (eg,
xeroderma pigmentosum), hyperkeratotic lesions, and lesions
within mucous membranes (eg, inside the mouth, very closeto
the eyes, and on the genitals), whereit isnot possibleto perform
imaging, will also be excluded.

Patients are assessed for inclusion or exclusion based on the
clinical examination of the mole (usually includes a clinical
history, unaided visual and dermoscopic assessment of themole,
and assessment of a patient’s other moles for comparison). The
assessment by the referring clinician that a mole is equivocal
ismade primarily on the basis of dermoscopy findings but other
aspects of the assessment will aso influence this. The
dermoscopic assessment of the lesion being equivocal by a
referring clinician will be based on acombination of algorithmic
and intuitive approaches. This may result in a mole being
deemed equivocal despite a normal formal dermoscopic
assessment score. Because the inclusion criteria for this study
are designed to reflect the clinician’s suspicion and normal
clinical practice, the referring clinician will not be expected to
formally document a dermoscopic score, only to indicate the
reason for referral (ie, monitoring or excision). On entering the
study, the patient will be assessed via a second dermoscopy
examination by the research team. This examination will be
formally scored and the dermoscopic image photographed. The
patient will remainin the study despite the outcome of the study
dermoscopy for the reasons explained above.

Figure 1. Study procedure. NHS: National Health Service; RCM: reflectance confocal microscopy.

Diagnostic accuracy cohort

Margin delineation cohort

Patients presenting to skin cancer Patients presenting to skin cancer
Patient sereening centres within the NHS screening centres within the NHS
selection with melanocytic lesions suspected with a confirmed histopathological
of melanoma with an equivocal diagnosis of lentigo maligna
finding in pretrial dermoscopy. (primary or recurrent).
. Dlagncst.jc Patients will receive a clinical examination, dermoscopy and VivaScope.
intervention
Result Determine the VivaScope result (ie Determine the lesion margins for
test positive or negative). SUFgery.
Treatment Patients will rgccive guld standard Patients will receive slow Mohs
a.ssessrnent [h|str.:-l_ng|cal asscs.smn.‘m of micrographic surgery, guided by
biopsy or full excisicn) or monitoring, o R
followed by appropriate treatment. If the clinlcally asses_sed margins
melanoma is diagnosed, treatment {rath'.?r than the VivaScope
includes wider local excision. margins).
A telephone follow-up from a A postoperative photo will be taken
Foll member of the research team will and the patient will have follow-up
ollow-up accur at 1 year postbiopsy. at 1 week, 3 months (with RCM
Monitored moles will be followed examination), and annually for a
up at 3- to 6-months and 1 year. minimum of 5 years.
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Margin Delineation

The margin delineation cohort will include patients with a
confirmed histopathological diagnosis of LM (primary or
recurrent) who are undergoing Mohs surgery. Patients will be
excluded if LM melanoma is diagnosed during the Mohs
procedure.

Study Procedure

The primary study outcomes will be the diagnostic accuracy of
VivaScopefor thefirst cohort of patients and margin agreement
between VivaScope and thefinal pathology report for the second
cohort of patients.

The study procedureis outlined in Figure 1.

Diagnostic Accuracy

In the diagnostic accuracy cohort, after the participant isenrolled
and provides consent, VivaScope imaging will be used as an
adjunct to clinical examination for al equivocal moles. The
clinical examination will take approximately 5 minutes with
the dermatoscope and approximately 15 minuteswith VivaScope
1500 (fixed head). The investigating clinicians will assess the
moles as safe, equivocal (either monitor or excise), or
suspicious. Based on current practice, molesthat are monitored
are followed up at 3 months to assess changes over time. At
this appointment, adecisionisusually madeto either excisethe
mole or discharge the patient. L esions considered equivocal on
dermoscopy but suspicious of melanoma on confocal
microscopy may bereclassified for excision, in which casethis
would be documented.

A medical photograph, including dermoscopic images of the
lesion, will be taken prior to surgical excision or monitoring of
the lesion. To avoid potentia bias, the dermoscopy score of the
lesion assessed by the research team, medical photograph, type
of clinical concern, clinical history, and patient risk factors for
melanoma will all be assessed and documented before any
histological results are available and made known to the
investigator. For patients with multiple lesions, the most
suspicious equivocal lesion will be imaged.

Margin Delineation

For the margin delineation cohort, once the participant is
enrolled and consent is obtained, relevant clinical history and
a preoperative photograph will be taken. The clinical margins
of LM will be determined by clinical and dermoscopic
examination, which will take approximately 15 minutes. A
trained professional will also examine the lesion margins with
the handheld VivaScope 3000 device, which will take
approximately 45 minutes. The aim will be to delineate the
tumor circumferentially, imaging radialy outwards from the
center in 4-8 directions. Where no features of LM are seen, a
mark will be placed on the skin. A photograph of the markswill
be taken with aruler placed on the skin for scale and with this
information, the preoperative size can be cal culated viacomputer
software.

Prior to surgery, the margin will be delineated clinically and
then using VivaScope. These marginswill both be photographed
so that any differences can be calculated. Margin assessment
may be performed during the surgical preassessment stage and
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not on the day of surgery, so as not to delay surgery on the day.
For cases not delineated by both techniques on the day, the
clinica margin will be redrawn and photographed again.
Because LM grows slowly, we do not expect any differences
in the measured clinical size of LM (between the preoperative
assessment and on the day of surgery). Any differences seen
will be assumed to be attributable to variation in the measuring
technique, unless photography shows an unequivocal change
in the size and shape of LM.

All patients going through surgery will undergo slow Mohs
micrographic surgery. The margins, as assessed by visual
examination (including dermoscopy), will be used to guide the
first stage of surgery rather than the RCM-measured margin.
Thefirst stage of slow Mohs surgery will be performed with a
2-mm margin, in addition to the clinical margin. The excised
tissue will be fixed in formalin and then sectioned and stained
using hematoxylin and eosin stainsthe following day. All slides
will be read by a Mohs surgeon and a histopathol ogist. During
each further stage of Mohs surgery, 2 mm of tissue around the
positive margin will be removed.

Once the lesion is histologically clear, the number of layers
(number of small pieces of skin removed during Mohs surgery)
and their locations (taken from photographs) can be used to
calculatetheincreasein sizefromthe clinical margin. Thiswill
be aided by the digital measurements obtained from clinical
photography to determine the surgical defect size, and this
method may account for skin tension (which is lost once the
skin is cut and changes in size and color). Therefore, for
example, if theclinical margin were correct initially, the surgical
defect size would be measured to be exactly 2 mm larger in all
directions. This same approach will be used to compare the
clinically and confocally delineated margins. The difference
between the presurgical margins previously measured using
VivaScope and the calculated margins of the surgical defect
will be calculated.

LM patients will have follow-up at 3 months and annually for
aminimum of 5 years to monitor recurrence.

Outcome Assessment and Data Collection

Diagnostic Accuracy

Clinical assessment of the lesion and confocal imaging will be
performed prior to surgical excision. It will be documented if
VivaScopeimaging findings are positive, negative, or thelesion
could not be imaged (due to technical reasons). As noted
previously, it will also be documented if the imaging resulted
in an equivocal mole being reclassified as a suspicious
melanoma, affecting the decision to excisethelesion. Additional
remote clinicianswill al so perform an assessment independently.
These remote assessing clinicians will have access to the
relevant clinical history, dermoscopy, and clinical and confocal
images. However, they will be blinded to the histological
diagnosis. Theclinicianswill be asked to complete aWeb-based
evaluation form that will include a description of VivaScope
imaging findings as well as a diagnostic judgment rated as
positive or negative for the presence of cancer. VivaNet, a
telepathology network for reviewing VivaScope imaging (not
in real time), will be used to assess the images remotely.
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Histopathological assessment, the reference standard for
diagnostic accuracy, will be performed by a consultant
dermatopathologist blinded to the result of RCM examination
to eliminate review bias.

Margin Delineation

For the second cohort, the size of the margins will be recorded
for VivaScope measurement as well as for slow Mohs surgery.
Thecalculation of the surgical defect will also berecorded. The
outcome measure will be the difference between the predicted
margins using VivaScope and the Mohs size of the defect in
the same patient. Thus, we are comparing the confocal
microscope margin with the clinically predicted marginin each
patient. Additional datawill be collected onthetimeit takesto
obtain test results, interobserver variability in theinterpretation
of VivaScope imaging, imaging failure rate, morbidity
associated with biopsy or surgery, and adverse events from
biopsy or surgery. The clinician administering the tests will
record results on data collection forms by hand.

Sample Size

Diagnostic Accuracy

Based on a systematic review and meta-analysis, the expected
VivaScope specificity compared with the gold standard of
histopathology is90% [4], but for this cal culation, aconservative
estimate of 80% was used. A sample of 100 (true negatives)
would provide a 95% CI for this VivaScope specificity of
70.8%-87.3%. This would allow us to conclude that the true
specificity is>70%.

Assuming a disease prevalence of 20% (among this patient
group who are equivocal on dermoscopy), 80% of patientstested
will be true negatives on biopsy or after 1 year of monitoring
without excision. Therefore, to achieve 100 true negatives, 125
patients will be included in this study (ie, tested by VivaScope,
dermoscopy, and biopsy or monitoring).

Margin Delineation

The actual surgical margins achieved (which will have been
guided by dermaoscopy) will be compared with the hypothetical
margins indicated by VivaScope for each patient. The paired
mean difference in margins between surgery and VivaScope
will be compared using the paired t test. Assuming a moderate
standardized effect size of 0.4 and 90% power, a sample of 68
patientsisrequired (PASSv15.0 software; NCSS, Utah, USA).
A standardized effect size has been used owing to the absence
of any known SD for paired differences in margins between
these two approaches.

Statistical Analyses

Diagnostic Accuracy

We will calculate the specificity of VivaScope (95% CI) in
predicting true negatives, as defined by histopathology or 1 year
of monitoring without excision of the lesion. Specificity is
caculated as negative VivaScope results divided by true
negatives. The sensitivity of VivaScope will also be cal cul ated,
as positive VivaScope results in the numerator divided by true
positivesin the denominator, to check that the expected gainin
specificity is not at the cost of sensitivity. True positives will
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be defined by the histopathology of excised lesions, including
those excised during the 1-year monitoring period. Positive and
negative predictive values will also be cal culated.

We will compute kappa statistics to calculate the interobserver
agreement. The conventional classification on the basis of kappa
statistics from almost perfect agreement (>.81), moderate
agreement (.41-.60), and slight to poor agreement (<.20) will
be used [12].

Margin Delineation

McNemar's test will be used to compare the frequency of
surgery documenting clear margins for VivaScope compared
with clinical examination with dermoscopy, and the paired t
test will be used to compare the mean margins.

Ethics and Governance

Prior to initiating this study, the protocol would need Health
Research Authority (HRA) approval, wherein HRA staff and
an independent Research Ethics Committee will assess
governance and ethical compliance for projects led from the
NHSinthe United Kingdom. Patientsin the diagnostic accuracy
cohort will be approached after their initial appointment if they
are eligible to participate, and LM patients will be approached
during their first consultation. Patientswill be given information
about the study and asked whether they would like to participate.
If the patient is interested, the clinician will explain the aims,
methods, and anticipated benefits of the study. The patient will
be able to ask any questions or voice any concerns about the
study prior to giving written consent. The patient will be able
to withdraw from the study at any time.

The investigator has a responsibility to ensure that patient
anonymity is protected and maintained. The investigator will
ensure that identities are protected from any unauthorized
parties. Information regarding study patients will be kept
confidential and managed in accordance with the General Data
Protection Regulation, NHS Caldicott Guardian requirements,
The Research Governance Framework for Health and Social
Care, and Research Ethics Committee approval. A
pseudoanonymized identifier will be necessary for the margin
delineation cohort.

Datawill stay in the NHS and within the University sponsor’s
computer system under normal arrangements for patient
confidentiality and will include encryption and locked storage
of all patient data. The chief investigator, principal investigator,
and authorized researchers on the study team will have access
to the information for purposes of data monitoring, validation,
and analyses.

Results

Funding for this proposed research is being secured.

Discussion

Strengths

This study aims to address the uncertainties identified in NICE
DG19 by carrying out a prospective diagnostic accuracy study
in the United Kingdom. NICE DG19 states that additional
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evidence should be collected relating to the use of VivaScope
toinform decisions asto whether to biopsy and excise suspicious
skin lesions as well asto define marginsin LM patients.

The implementation of VivaScope in clinical practice has the
potential to improve the accuracy of the diagnostic process.
VivaScope is noninvasive and would reduce the number of
surgical interventions. It would also lead to a better patient
experience, particularly lessening patient anxiety due to
uncertainty while waiting for a diagnosis. In the margin
delineation cohort, VivaScope could minimize the amount of
normal tissue excised unnecessarily and reduce the duration
and number of stages of the Mohs surgery.

The outcomes captured in the study aim to address the
recommendations from NICE DG19, which prompted the
development of this protocol. NICE will update its guidance
for clinical use if substantive evidence is generated as part of
this study on VivaScope. NICE guidance would give a strong
steer to the national and international adoption of VivaScope.
Thus, this study would have a high impact.
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Challenges

Extending the study to multiple sites may be a better
demonstration of applicability to the NHS. A major current
drawback to this is the lack of suitable clinical centersin the
United Kingdom that currently have the expertise in using
VivaScope. In practice, the variable levels of expertise and cost
of training could be a barrier for the adoption of the device.
Thereis potential to find greater benefit in clinics with alarge
cohort of patients being monitored for high-risk moles but this
would apply to only alimited number of servicesin the United
Kingdom, as opposed to every hospital that has referrals for
skin cancer.

Future Directions

This study should influence a wider uptake of VivaScope for
the diagnosis of pigmented lesions at the bedside, reducing
unnecessary excisions. The results from this study should also
increase the use of VivaScope for margin delineation in LM
patientsin the United Kingdom. Asthetechnique becomes more
established, it will be useful to conduct further research on the
use of VivaScopeto replace confirmatory biopsiesfor basal cell
carcinomas prior to definitive treatment.
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Abstract

Background: Appropriate use of diagnostic laboratory testsis challenging, and estimates of 20% for overutilization and 45%
for underutilization have been reported. Introducing effective and sustainable solutions to stimulate optimal use of laboratory
testing in clinical practice is a challenge. A recent pilot study from our group, focusing on increasing the awareness about
appropriate laboratory testing with the aim of changing the mindset of health care workers, has shown promising results. In this
project, we aim to extend this multistep intervention to the internal medicine departments of 4 large Dutch hospitals. We aim to
reduce unnecessary laboratory testing by 5%.

Objective: Our primary objective is to determine the effect of our intervention on diagnostic laboratory test order volume. Our
secondary objectives are to determine the effect of our intervention on laboratory expenditure and order volumes, expenditures
for other diagnostic modalities, and clinical patient outcomes. Wewill aso analyze the barriers and facilitators for deimplementation
of unnecessary laboratory testing.

Methods: The main interventions of this before-after study will be an intensified supervision of residents by experienced
physiciansregarding test ordering, creating awareness through education and monthly feedback on ordering patterns, and changes
in (computerized) order entry systems.

Results: At the time of publication of this protocol, the project isin the phase of data collection. We expect to present data on
reduction early in the fourth quarter of 2018.

Conclusions: In this project, we aim to reduce the unnecessary diagnostic testing in the internal medicine departments of 4
teaching hospitals. Although the main interventions will be similar, each clinic is given the opportunity to focus on the specific
facets of the interventions as deemed useful according to the local situation. If effective, the study provides a framework for a
nationwide initiative for reducing inappropriate laboratory testing.

Registered Report Identifier: RR1-10.2106/10473

http://www.researchprotocols.org/2018/8/e10473/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 |e10473 | p.209
(page number not for citation purposes)


mailto:p.nanayakkara@vumc.nl
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS

(JMIR Res Protoc 2018;7(8):€10473) doi:10.2196/10473

Bindraban et al

KEYWORDS

diagnostic laboratory test; diagnostic testing; protocol; implementation

Introduction

Over the past decades, a marked rise in health care expenses
has been observed in Western countries. In the Netherlands, the
burden of health care on the gross domestic product has
increased from 7.9% in 1998 to 10.5% in 2016, corresponding
to an increase from approximately 30.9 to 73.7 billion euros. A
large part of thetotal health care expenditure consists of hospital
care, including diagnostic testing [1,2]. The volume, and
consequently the costs, of performing diagnostic tests is
increasing, with earlier studies reporting a doubling of the rate
every 5-10 years over the past decades [3].

In 2015, Kobewka et a [4] reviewed numerous international
studies and concluded that a considerable proportion of
performed (laboratory) tests were unnecessary, that is, they did
not contribute to patient care. A review addressing the
appropriateness of diagnostic laboratory testing, as judged by
the presence of multiple appropriateness criteria (eg, criteria
based on testing frequency, choice of test compared with
possible alternatives, and probability of abnormal test results),
has reported a mean rate of overutilization of approximately
one-fifth from 1997 to 2012 [5]. Conseguently, laboratory
testing is often targeted in efforts to reduce health care
expenditure. Besides the financial impact, overutilization
increases the number of false-positive results, which leads to
more, sometimes invasive and potentially harmful, tests [6].
Also, excessive blood draw can result in iatrogenic anemia and
can lead to less patient-friendly practice, for example, through
painful punctures and unnecessary trips to the hospital [7].

In 2009, a multifaceted intervention focusing mainly on
laboratory test reduction was implemented at the internal
medicine department of the VU University Medical Center
(VUmc). Utilization of other diagnostics, such as radiology,
declined too. Our efforts resulted in a 13% gross reduction in
diagnostic expenditure compared with that in the previous year.
When extrapolating these results, nationwide implementation
of these interventions could result in a potential saving of
millions of euros.

In the “Reduction of unnecessary diagnostics through attitude
change of the caregivers’ (RODEO) project, we will assessthe
effects of a multifaceted intervention aimed at improving
awareness about (in)appropriate |aboratory testing on the volume
and costs of diagnostic testing and clinical outcomes of patients
in the internal medicine departments of multiple peripheral
teaching hospitals over 6 months. We am to reduce
(unnecessary) diagnostic testing by 5%. Our primary focuswill
be on laboratory testing, although we will also assessthe effects
of our intervention on the volume and costs of other diagnostics
modalities. In addition, we will assess the sustainability of the
interventions during an additional 8-month period. Wewill also
analyze the process of deimplementation of unnecessary

http://www.researchprotocols.org/2018/8/e10473/

laboratory testing in the participating hospitals, aming to
identify barriers and facilitators.

This project is a part of the “To do or not to do? Reducing
low-value care” program aimed at reducing low-value care [8].
The program wasinitiated by the Dutch Federation of University
Medical Centers.

Methods

Study Design and Setting

Thismulticenter before-after study was conducted at theinternal
medicine departments (inpatient, outpatient, and emergency
departments) of the Zaans M edical Center (Zaandam), Meander
Medica Center (Amersfoort), North-West Hospital group
(location Alkmaar), and Spaarne Gasthuis (locations Haarlem
and Hoofddorp), which are al teaching hospitals in the
Netherlands; in the rest of the document, we have referred to
these parti cipating hospitals anonymously as hospital 1-4.

Access to timely data on volume and costs of different
diagnostic modalities (laboratory, radiology, microbiology,
pathol ogy, and nuclear medicine) for the duration of the project
and for the 3 preceding years was a criterion for inclusion.
Another criterion for inclusion was consent of the participating
hospital’s Board of Directors. The project protocol was assessed
by the Medical Ethics Review Committee of VUmc. They
determined that the Medical Research Involving Human Subjects
Act does not apply to this project and that official approval by
the Medical Ethics Review Committee is not required. Local
feasibility was approved by the local ethics committees and
Board of Directors of all participating hospitals. Data were
collected anonymously.

Deimplementation Strategy

The study consists of 3 time periods. 3-4 months of
preintervention, 6 months of intervention, and 8 months of
postintervention. The study was started in August 2016; after
the study period ends, we plan to continue monitoring these
interventions to assess sustainability.

Before the start of the preintervention period, the internal
medicine departments of the participating hospitals were
contacted and informed about the project. Upon inclusion of a
department, cooperation agreementswere signed by the principle
investigator of the hospital, and thereafter, a project team
consisting of asenior internist (ambassador), internal medicine
resident, a business intelligence collaborator, and a clinical
chemist were formed.

Preintervention Period (3-4 Months)

During the preintervention period, data on volume and costs of
diagnostics as well as on patient outcomes from the previous 3
years were collected. Also, data on the characteristics of the
participating departments such as the number and years of
experience of residents and supervising physicians, methods
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and frequency of supervision of residents, and characteristics
of ordering systemswere collected. The preintervention period
started in August 2016 at hospitals 1 and 2, in September 2016
at hospital 3, and in November 2016 at hospital 4.

Intervention Period (6 Months)

At the start of the intervention period, a launching conference
took place with the members of all the participating project
teams. Each project team was requested to give a presentation
on the characteristics of their department, dataon their ordering
patterns over the previous years, and previous projects related
to this topic. In addition, each project team was requested to
present interventionstailor-made for their department structure.

We aso assessed foreseen barriers and facilitators for
deimplementation and discussed how to tackle them, if
necessary. The program of this launching conference can be
found in Multimedia Appendix 1.

Upon starting the intervention period, data collected in the
preintervention period and planned interventions were presented
by the local project teams to the caregivers working in their
departments. During the intervention period, the local project
teams performed the interventions and had frequent periodic
progress meetings with the coordinating project team. The
interventions performed and how they were developed have
been described in more detail in the subsection “ Description of
interventions.”

A second conference was organized in which the project teams
presented their results from the initiadl months, exchanged
experiences and ideas on how to proceed in the remaining
months of the project, and discussed how to sustain the effects
after the termination of the active intervention period. The
program of this conference can be found in Multimedia
Appendix 1.

The intervention period started in November 2016 at hospitals
1 and 2, in January 2017 at hospital 3, and in March 2017 at
hospital 4.

Postintervention Period (8 Months)

In the postintervention period, the sustainability of the
intervention was analyzed. During this period, a third joint
conferencewas organized with all the participating project teams
inwhich the project teamswere requested to present their results
and exchange experiences and ideas on how to further sustain
the achieved effects. The program of this conference can be
found in Multimedia Appendix 1. Data on diagnostic volume
and costs and patient outcomes were reanayzed.

The postintervention period started in May 2017 at hospitals 1
and 2, in July 2017 at hospital 3, and in September 2017 at
hospital 4. The postintervention period ended in December 2017
at hospitals 1 and 2, in February 2018 at hospital 3, and in April
2018 at hospital 4. We will continue to monitor the progress
and results for 12 months.

At the time of publication of this protocol, the project isin the
data collection phase.

http://www.researchprotocols.org/2018/8/e10473/
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Description of I nterventions

Target items for interventions were determined by the project
team from different angles: teststhat are known to be frequently
overused, tests ordered in high frequency or generating high
coststo the department, and diagnosis-related groups occurring
in high frequency or generating high costs (compared with the
benchmark, when available). All participating hospitals were
given the opportunity to focus on the specific facets of the
intervention as deemed useful in the local situation, thus,
“tailoring” their interventions.

Theinterventions performed in this project were partly derived
from previous literature [4,9], in which the interventions were
divided into the following categories. education, audit and
feedback methods, (computerized) provider order entry system
changes, and others. To develop and classify the interventions
in the RODEO project, we used dightly different categories.

The main interventions were intensified supervision, creating
awareness, and modifications in (computerized) order entry
systems. Intensified supervision of residentsby senior physicians
refers to explicitly focusing on indications for ordering
laboratory tests and asking critical questions (“Does the result
of thistest add value for diagnostics, treatment, or prognosis?’
“Is repetition of this test necessary at this moment?’ “Is it
necessary to order these tests combined?’) during morning
reports, daily supervision meetings, grand rounds, and other
clinical meetings.

In addition to paying more attention to laboratory ordering,
awareness was also created through educational sessions or
emails, posters displaying recommendations and general
agreements on ordering of (specific) tests, and distribution of
pocket-cards containing charges for frequently ordered tests.
Awarenesswas also created by providing feedback on (changes
in) ordering patterns to the physicians working in the
department.

Modifications in (computerized) order entry systems included
instating time limits on ordering tests for which arepeat test is
not necessary within a certain time interval and modification
of existing order panels.

The coordinating project team and the local project teams held
monthly meetings during the intervention period and bi- or
tri-monthly meetings during the postintervention period. In
these meetings, the progress of (development of) each
intervention was discussed. Also, changesin total order volume
and costs were discussed using data acquired from Business
Intelligence or Business Control collaborator. If explicit focus
was placed on specific tests, changes in the order volume of
these tests were discussed separately.

The interventions performed in each clinic, classified by
category, are displayed in Figure 1. Details on each intervention
can be found in Multimedia Appendix 2.

Endpoints and Data Collection

In the RODEO project, we aim to reduce the amount of
(unnecessary) diagnostic laboratory testing. Based on previous
experience from our pilot study, we decided to aim for a
conservative estimate of 5% reduction in total test volume.
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Figure 1. Timeline of interventions. a: action took place before the intervention period. E & Aw: education and awareness; OS: order system changes,

C: involvement of clinical chemist; Ag & P: agreements and protocols;, M &

C: meetings and conferences; and O: others.
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Primary Endpoint

The primary endpoint isdiagnostic |aboratory test order volume
in the internal medicine department (inpatient, outpatient, and
emergency).

Laboratory test order volume will be assessed as the total
number of orders for laboratory tests and will be corrected for
patient census using “standardized patient units,” a measure
that will be calculated using the numbers of admissions,
in-hospital admission days, day care admissions, and number
of first outpatient consultations [10]. Order volume and data
required for calculation of the number of standardized patient
units will be acquired through the Department of Business
Intelligence or Business Control and the Department of Clinical
Chemistry.

Secondary Endpoints

Secondary endpoints are laboratory expenditure, order volumes
and expenditure for other diagnostic modalities, and clinical
patient outcomes.

Laboratory expenditure will be assessed as total expenditure
and corrected for patient census. Order volumesand expenditure
(if possible) for other diagnostic modalities (radiology,
microbiology, pathology, and nuclear medicine considered
separately) will be assessed asthe total number or costs of orders
and will also be corrected for patient census.

To ensure that a reduction in diagnostic testing does not affect
patient outcomes, we will take into account clinical patient

http://www.researchprotocols.org/2018/8/e10473/
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outcomes before and after the intervention based on duration
of hospital stay, 30-day readmission rate, rate of repeated
outpatient visits relative to first outpatient visits, and glycated
hemoglobin.

Expenditure, order volumes, datarequired for cal culation of the
number of standardized patient units, and data on clinical
outcomes will be acquired through the Department of Business
Intelligence or Business Control and the Department of Clinical
Chemistry.

Evaluation of Barriersand Facilitators

An important part of the RODEO project is evaluating the
barriers and facilitators of deimplementation of unnecessary
laboratory testing. To identify these factors, questionnaires
(Multimedia Appendix 3) on these topics were administered to
each project team during the (pre)intervention period. During
the remainder of the project, these factorswere discussed during
multiple conferences.

Statistical Analysis

All statistical analyseswill be performed using R version 3.4.2.
We will assess the volume of diagnostic tests ordered (total
volume and volume of laboratory, radiology, microbiology,
pathology, and nuclear medicine tests separately) during the
year after the start of the intervention (ie, intervention period
and postintervention period) and the preceding years.

We will adjust for patient census using “standardized patient
units,” aconcept previously used by Dutch insurance companies
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for reimbursement purposes. The number of standardized patient
units will be calculated using the following formula:

(10 x number of admissions) + (0.5 x number of
patient days) + (3.5 x number of day admissions) +
(1.2 x number of first outpatient consultations)

An interrupted time series analysis will be performed to assess
the effects of the intervention on test volume. We will use an
autoregressive integrated moving average model to anayze
whether theintervention led to a(more profound) changein the
number of tests per standardized patient unit after the
intervention. We will adjust for seasonal variation.

Results

We expected the study period to end in April 2018. Furthermore,
we expect to be able to present data on reduction early in the
fourth quarter of 2018.

Discussion

In this protocol, we have described the objective, design,
deimplementation strategy, and endpoints of the RODEO
project, aiming to reduce unnecessary diagnostic testing in the
internal medicine departments of 4 large teaching hospitalsin
the Netherlands.

The approach used in this project was derived from an approach
previously used in a pilot project within different departments
of VUmc [1]. In this project, a senior physician was designated
as “ambassador” or “local champion” who was responsible for
coordinating and performing the interventions in the

Acknowledgments

Bindraban et al

participating departments, which consisted mainly of intensified
supervision, education, and feedback. During this pilot project,
no modifications were made in the (computerized) order entry
system. Although commitment of a supervisor has been shown
to play a crucia role in the success of a project, the VUmc
project identified a prominent role for residents as one of the
key success factors. Furthermore, the VUmc study team found
that the Clinical Chemistry department played an important role
in the pilot project. Therefore, we appointed a central project
team at each participating department consisting of an internal
medicine supervisor and a resident, a clinical chemist, and a
collaborator from the Department of Business Intelligence or
Business Control.

Although the main interventions were intensified supervision,
creating awareness through education and feedback, and changes
in (computerized) order entry systems, each hospital was given
the opportunity to focus on the specific facets of the
interventions as deemed useful inthelocal situation. Each clinic,
thus, had the opportunity to “tailor” itsinterventions as deemed
fit, which can be considered as a strength of our approach.
Another strength of our project is the inclusion of 4 relatively
large teaching hospitals. A potential limitation of our approach
isthe nonexistence of acontrol group. Also, it was not possible
to determine the effect of individual aspects of this multistep
intervention due to the limited time available for this project.
Furthermore, we did not include patientsin our effortsto reduce
laboratory testing. We expect the study period to end in April
2018. If effective, this study will provide a framework for a
nationwide initiative for reducing inappropriate laboratory
testing.

This work was supported by the Netherlands Organization for Health Research and Development (ZonMW), grant number
80-83920-98-400. This body has no role in the design of the study and collection, analysis, and interpretation of data.

Authors Contributions

RSB, MVB, PWBN, and MTB designed the project and drafted the protocol. Funding application was arranged by RSB, MVB,
PWBN, MTB, WvS, and MK. We would also like to acknowledge the contribution of “RODEO consortium” (collaborators): F
Stam, Department of Internal Medicine, North-West Hospital Group Alkmaar, Alkmaar, The Netherlands; E ten Boekel, Department
of Clinical Chemistry, Hematology and Immunology, North-West Hospital Group Alkmaar, Alkmaar, The Netherlands; D ten
Oever, Department of Internal Medicine, North-West Hospital Group Alkmaar; J de Gans-de Wit, North-West Hospital Group
Alkmaar; B ten Dam, Department of Internal Medicine, North-West Hospital Group Alkmaar; R Fijnheer, Department of Internal
Medicine, Meander Medical Center, Amersfoort, The Netherlands; AW Boerman, Department of Internal Medicine, Meander
Medical Center, Amersfoort, The Netherlands; JAJ Traa, Business I ntelligence, Meander Medical Center; R Soetekouw, Department
of Internal Medicine, Spaarne Gasthuis, Hoofddorp and Haarlem, The Netherlands; NN Radhakishun, Department of Internal
Medicine, Spaarne Gasthuis, Hoofddorp and Haarlem, The Netherlands; D Castelijn, Department of Internal Medicine, Spaarne
Gasthuis, Hoofddorp and Haarlem, The Netherlands; JS ten Kulve, Department of Internal Medicine, Spaarne Gasthuis; MM
Buijs, Atalmedial Diagnostics Centers, Hoofddorp, the Netherlands; BA Wevers, Atalmedial Diagnostics Centers, Hoofddorp,
the Netherlands; N Slager, Department of Business Intelligence, Spaarne Gasthuis, M Pels, Department of Business I ntelligence,
Spaarne Gasthuis; Y Bandt, Department of Clinical Pharmacy, Zaans Medical Center, Zaandam; N Osmanovic, clinical chemist,
Zaans Medical Center, Zaandam; W van der Wekken, Department of Internal Medicine, Zaans Medical Center, Zaandam, The
Netherlands; JPlaisier, Department of Internal Medicine, Zaans Medical Center; H Schotman, Department of Clinical Chemistry,
VU Medical Center, Amsterdam, The Netherlands; J de Groot, Julius Center for Health Sciences and Primary Care, University
Medical Center Utrecht, Utrecht, the Netherlands, Department of Clinical Chemistry and Hematology, University Medical Center
Utrecht, Utrecht, the Netherlands.

http://www.researchprotocols.org/2018/8/e10473/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e10473 | p.213

(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS Bindraban et &

Conflictsof Interest
None declared.

Multimedia Appendix 1
Program conferences.

[PDF File (Adobe PDF File), 40KB - resprot_v7i8e10473 appl.pdf ]

Multimedia Appendix 2
Interventions by hospital.

[PDE File (Adobe PDF File), 38KB - resprot_v7i8e10473 app2.pdf ]

Multimedia Appendix 3
Questionnaire "Willingness to Change".

[PDE File (Adobe PDF File), 37KB - resprot_v7i8e10473 app3.pdf ]

References

1.

©

10.

Vegting IL, van Beneden M, Kramer MHH, Thijs A, Kostense PJ, Nanayakkara PWB. How to save costs by reducing
unnecessary testing: lean thinking in clinical practice. Eur JIntern Med 2012 Jan;23(1):70-75. [doi:
10.1016/j.€im.2011.07.003] [Medline: 22153535]

CBS StatLine. Zorguitgaven; kerncijfers, 1998-2016 URL: http:/statline.cbs.nl/Statweb/publication/
NVW=T&DM=SLNL&PA=83037NED& D1=a& D2=a& HD=170512-1503& HDR=G1& STB=T [WebCite Cache ID
6zG5Zi6€eB]

Hauser RG, Shirts BH. Do we now know what inappropriate laboratory utilization is? An expanded systematic review of
laboratory clinical audits. Am J Clin Pathol 2014 Jun;141(6):774-783. [doi: 10.1309/AJCPX1HIEM4KL GNU] [Medline:
24838320]

Kobewka DM, Ronksley PE, McKay JA, Forster AJ, van Walraven C. Influence of educational, audit and feedback, system
based, and incentive and penalty interventions to reduce laboratory test utilization: a systematic review. Clin Chem Lab
Med 2015 Feb;53(2):157-183 [FREE Full text] [doi: 10.1515/cclm-2014-0778] [Medline: 25263310]

Zhi M, Ding EL, Theisen-Toupa J, Whelan J, Arnaout R. The landscape of inappropriate laboratory testing: a 15-year
meta-analysis. PLoS One 2013;8(11):€78962 [ FREE Full text] [doi: 10.1371/journal.pone.0078962] [Medline: 24260139]
van Walraven C, Naylor CD. Do we know what inappropriate laboratory utilization is? A systematic review of |aboratory
clinical audits. JAMA 1998 Aug 12;280(6):550-558. [Medline: 9707147]

Thavendiranathan P, Bagai A, Ebidia A, Detsky AS, Choudhry NK. Do blood tests cause anemiain hospitalized patients?
The effect of diagnostic phlebotomy on hemoglobin and hematocrit levels. J Gen Intern Med 2005 Jun; 20(6):520-524
[FREE Full text] [doi: 10.1111/j.1525-1497.2005.0094.X] [Medline: 15987327]

NFU programma Doen of laten. URL : https.//www.doenoflaten.nl/ [accessed 2018-05-08] [WebCite Cache ID 6zG7arTG6]
Solomon DH, Hashimoto H, Daltroy L, Liang MH. Techniques to improve physicians' use of diagnostic tests: a new
conceptual framework. JAMA 1998 Dec 16;280(23):2020-2027. [Medline: 9863854]

Wagenaar H, De Blok S, Jetten T, Lugard S. Performation. Trendanalyse productiviteit Nederlandse ziekenhuiszorg URL :
https:.//performati on-web.azurewebsites.net/content/4-nieuws/

20160729-trendanal yse-productiviteit-nederl andse-ziekenhuiszorg/trendanal yse-productiviteit-nederl andse-zi ekenhui zen.
pdf [accessed 2018-05-08] [WebCite Cache ID 6zGA]jIwAL]

Abbreviations

RODEO: Reduction of unnecessary diagnostics through attitude change of the caregivers

http://www.researchprotocols.org/2018/8/e10473/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 [e10473 | p.214

RenderX

(page number not for citation purposes)


https://jmir.org/api/download?alt_name=resprot_v7i8e10473_app1.pdf&filename=dc85bbc8-2e1a-4bee-8b0f-e25e66f23d72.pdf
https://jmir.org/api/download?alt_name=resprot_v7i8e10473_app1.pdf&filename=dc85bbc8-2e1a-4bee-8b0f-e25e66f23d72.pdf
https://jmir.org/api/download?alt_name=resprot_v7i8e10473_app2.pdf&filename=d3480300-5113-4b18-87c7-2979f4040622.pdf
https://jmir.org/api/download?alt_name=resprot_v7i8e10473_app2.pdf&filename=d3480300-5113-4b18-87c7-2979f4040622.pdf
https://jmir.org/api/download?alt_name=resprot_v7i8e10473_app3.pdf&filename=379e838b-01fb-4e1e-a6d9-d3e5a5b2d0f6.pdf
https://jmir.org/api/download?alt_name=resprot_v7i8e10473_app3.pdf&filename=379e838b-01fb-4e1e-a6d9-d3e5a5b2d0f6.pdf
http://dx.doi.org/10.1016/j.ejim.2011.07.003
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22153535&dopt=Abstract
http://statline.cbs.nl/Statweb/publication/?VW=T&DM=SLNL&PA=83037NED&D1=a&D2=a&HD=170512-1503&HDR=G1&STB=T
http://statline.cbs.nl/Statweb/publication/?VW=T&DM=SLNL&PA=83037NED&D1=a&D2=a&HD=170512-1503&HDR=G1&STB=T
http://www.webcitation.org/6zG5Zi6eB
http://www.webcitation.org/6zG5Zi6eB
http://dx.doi.org/10.1309/AJCPX1HIEM4KLGNU
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24838320&dopt=Abstract
https://www.degruyter.com/doi/10.1515/cclm-2014-0778
http://dx.doi.org/10.1515/cclm-2014-0778
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25263310&dopt=Abstract
http://dx.plos.org/10.1371/journal.pone.0078962
http://dx.doi.org/10.1371/journal.pone.0078962
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24260139&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=9707147&dopt=Abstract
http://onlinelibrary.wiley.com/resolve/openurl?genre=article&sid=nlm:pubmed&issn=0884-8734&date=2005&volume=20&issue=6&spage=520
http://dx.doi.org/10.1111/j.1525-1497.2005.0094.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15987327&dopt=Abstract
https://www.doenoflaten.nl/
http://www.webcitation.org/6zG7arTG6
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=9863854&dopt=Abstract
https://performation-web.azurewebsites.net/content/4-nieuws/20160729-trendanalyse-productiviteit-nederlandse-ziekenhuiszorg/trendanalyse-productiviteit-nederlandse-ziekenhuizen.pdf
https://performation-web.azurewebsites.net/content/4-nieuws/20160729-trendanalyse-productiviteit-nederlandse-ziekenhuiszorg/trendanalyse-productiviteit-nederlandse-ziekenhuizen.pdf
https://performation-web.azurewebsites.net/content/4-nieuws/20160729-trendanalyse-productiviteit-nederlandse-ziekenhuiszorg/trendanalyse-productiviteit-nederlandse-ziekenhuizen.pdf
http://www.webcitation.org/6zGAjlwAL
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Bindraban et &

Edited by G Eysenbach; submitted 26.03.18; peer-reviewed by N Delvaux, R Buie; comments to author 26.04.18; revised version
received 14.05.18; accepted 28.05.18; published 21.08.18.

Please cite as:
Bindraban RS, van Beneden MLH, Kramer MHH, van Solinge WW, Neppel enbroek SIM, van W jnen M, Griffioen-Keijzer A, Al-Dulaimy
M, ten Berg MJ, Nanayakkara PWB

A Multicenter Before-After Sudy on Reducing Unnecessary Diagnostics by Changing the Attitude of Caregivers. Protocol for the
RODEO Project

JMIR Res Protoc 2018;7(8):€10473

URL: http://www.researchprotocols.org/2018/8/€10473/

doi:10.2196/10473

PMID:30131316

©Renuka S Bindraban, Marlou LH van Beneden, Mark HH Kramer, Wouter W van Solinge, Suzanne IM Neppel enbroek, Merel
van Wijnen, Anita Griffioen-Keijzer, Muhammad Al-Dulaimy, Maarten Jten Berg, Prabath WB Nanayakkara. Originally published
in IMIR Research Protocols (http://www.researchprotocol s.org), 21.08.2018. Thisis an open-access article distributed under the
terms of the Creative Commons Attribution License (https://creativecommons.org/licenses/by/4.0/), which permits unrestricted
use, distribution, and reproduction in any medium, provided the origina work, first published in IMIR Research Protocols, is

properly cited. The complete bibliographic information, a link to the original publication on http://www.researchprotocols.org,
aswell asthis copyright and license information must be included.

http://www.researchprotocols.org/2018/8/e10473/ JMIR Res Protoc 2018 | vol. 7 | iss. 8 |e10473 | p.215
(page number not for citation purposes)

RenderX


http://www.researchprotocols.org/2018/8/e10473/
http://dx.doi.org/10.2196/10473
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30131316&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Nishimuraet al

Protocol

Postoperative Bio-Chemoradiotherapy Using Cetuximab and
Docetaxel in Patients With Cis-Platinum—Intolerant Core High-Risk
Head and Neck Cancer: Protocol of a Phase 2 Nonrandomized
Clinical Trial

Goshi Nishimura®, MD, PhD; Hiromitsu Hatakeyama?, MD, PhD; Osamu Shiono®, MD, PhD; Masataka Taguri*, PhD;
Masanori Komatsu?, MD, PhD; Daisuke Sano*, MD, PhD; Naoko Sakuma?, MD, PhD; Kenichiro Yabuki', MD, PhD:

Yasuhiro Arail, MD; Kunihiko Shibata?, MD; Yoshihiro Chibal, MD; Teruhiko Tanabe', MD; Nobuhiko Oridate',
MD, PhD

lDepartment of Otorhinolaryngology, Head and Neck Surgery, School of Medicine, Yokohama City University, Yokohama, Japan
2Department of Otorhinolaryngology, Yokohama City University Medical Center, Yokohama, Japan

3Department of Otorhinolaryngology, Yokohama Rosai Hospital, Yokohama, Japan

4Department of Data Science, School of Data Science, Yokohama City University, Yokohama, Japan

Corresponding Author:

Goshi Nishimura, MD, PhD
Department of Otorhinolaryngology, Head and Neck Surgery
School of Medicine

Yokohama City University

3-9 Fukuura

Kanazawa-ku

Yokohama,

Japan

Phone: 81 45 787 2687

Email: gnishimu@yokohama-cu.ac.jp

Abstract

Background: We confirmed the safety of postoperative bio-chemoradiotherapy using cetuximab and docetaxel in a small
number of patients with cis-platinum—intolerant core high-risk head and neck cancer.

Objective: To assess treatment efficacy, we planned a phase 2 study of postoperative bio-chemoradiotherapy for patients with
cis-platinum-intolerant core high-risk head and neck cancer and will compare the results to those of previously collected
radiotherapy data.

Methods: Patients who underwent definitive surgery for oral cavity, laryngeal, oropharyngeal, or hypopharyngeal advanced
cancer, whose postoperative pathological results indicated core high risk for recurrence (eg, positive margin in the primary site
or extranodal extension) and who were cis-platinum—intolerant, will undergo postoperative bio-chemoradiotherapy. The primary
end point is 2-year disease-free survival.

Results. The expected 2-year disease-free survival is set at 55%, and the calculated sample size is 35 patients, according to a
statistical analysis based on previous reports.

Conclusions: Thistreatment method is expected to improve the survival rate of patients with severe head and neck cancer.

Trial Registration: UMIN Clinica Trids Registry UMIN000031835; https://upload.umin.ac.jp/cgi-open-bin/ctr_e/
ctr_view.cgi ?recptno=R000036355 (Archived by WebCite at http://www.webcitation.org/71fejVjMr)

(JMIR Res Protoc 2018;7(8):€11003) doi:10.2196/11003

KEYWORDS
core high-risk head and neck cancer; postoperative bio-chemoradiotherapy; cetuximab; docetaxel; cis-platinum intolerant
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Introduction

Most patientswith head and neck cancers present with advanced
disease stages during their first hospital visit. For patients with
advanced head and neck cancers, surgery isacommon definitive
therapy. After surgery, a pathological evaluation is necessary
to decide upon additional therapy. The pathological risk factors
for recurrence and/or distant metastases after surgery are as
follows: positive surgical margins, T3 and T4 pathologies,
positive perineural invasions and/or vascular tumor embolism
of the primary site, and extranodal extension (ENE) and/or
multiple positive metastasisto lymph nodes. Patients with these
results are recommended to undergo postoperative radiotherapy
[1,2]. Among these risk factors, microscopically involved
surgical margins of the primary site and ENE are considered to
be core high-risk factors that indicate a poor prognosis. The
outcome for patients with these core high-risk factors could be
improved by concurrent chemotherapy during postoperative
radiotherapy [3].

The standard protocol for postoperative chemoradiotherapy is
the concurrent use of cis-platinum (CDDP; 100 mg/m? once

Nishimuraet d

every 3 weeks) during radiotherapy (total dose of 66 Gy) for
patients with core high-risk factors [1-3]. However, many of
these patients areintol erant to CDDP due to advanced age, poor
renal function, hearing impairment, and/or poor general
condition. One option to overcome these problems is the
combined administration of cetuximab (Cmab) and docetaxel
(DTX) during postoperative radiotherapy. This regimen has
been shown to afford favorable outcomes with improved
disease-free survival (DFS) and overall survival (OS) and less
toxicity compared to high-dose CDDP administration [4]. A
phase 2/3 triadl (RTOG 1216) of this regimen is ongoing.
Focusing on the reduced toxicity of this regimen, we
administered the combination of Cmab and DTX during
postoperative radiotherapy for alimited number of patientswith
CDDP-intolerant core high-risk head and neck cancer, and
established the safety of this procedure [5]. Here, we propose
a multicenter, single-arm phase 2 trial to confirm the efficacy
of postoperative bio-chemoradiotherapy (B-CRT) using Cmab
and DTX for patientswith CDDP-intolerant core high-risk head
and neck cancer (Figure 1).

Figurel. Patient enrollment, treatment, and analysis. CDDP: cis-platinum; Cmab: cetuximab; DTX: docetaxel; e-GFR: estimated glomerular filtration

rate.

First candidates:

Patients with clinical advanced stage (stage
1I1/IV) resectable head and neck cancer, with
primary sites in the oral cavity, larynx,
oropharynx, and hypopharynx.

y

Second candidates (core high-risk patients):

Patients whose postoperative pathological
evaluation revealed microscopically involved
surgical margins of the primary site and/or
extranodal extension of the lymph nodes.

Enrollment (CDDP intolerant):

Advanced age (over 75 years old)

Hearing impairment
Drug allergy
Past history of CDDP use

Poor renal function(e-GFR < 60 mL/min/1.73 m2)
Insufficient bone marrow function (white blood cell count, <3,000/mm?3;
neutrophil count, <1,500/mm3; platelet count, <7.5 X 10%/mm?3)

Poor general condition for CDDP use

Y

66.6 Gy

Postoperative bio-chemoradiotherapy

Weekly administration of Cmab and DTX

Primary endpoint:

2-year disease-free survival
Secondary endpoints: 2-year overall survival,

2-year recurrence-free survival,
2-year locoregional control survival
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Methods

Study Setting

Thiswill beamulticenter single-arm open-label nonrandomized
trial. The central hospital is Yokohama City University Hospital,
and the corporate hospitals are Yokohama City University
Center Hospital and Yokohama Rosai Hospital.

End Points

The primary end point is 2-year DFS, and the events are
uncontrollability of existing cancer (locoregional remnant,
locoregional recurrence, and/or distant metastasis), appearance
of new primary cancer, and death. The secondary end points
are 2-year OS, 2-year recurrence-free survival (RFS), and 2-year
locoregional control survival (LCS). The event of OS is death,
eventsof RFS arelocoregional recurrence and distant metastasis
of existing cancer and death, and events of LCS arelocoregional
recurrence and death. In patients with locoregional recurrences
of advanced head and neck cancer, 60% to 70% of these
recurrences become apparent within 1 year after the initial
treatment and 90% to 100% become apparent within 2 years
[6,7]. Accordingly, the end point is set at 2 years.

Ethics Approval

Ethicsapproval for this study was obtained from the Yokohama
City University Ingtitutional Review Board (#B180301010).
Written informed consent was obtained from the participants
in this study.

Eligibility Criteria
Candidates

Head and neck cancer is classified according to the 8th edition
of the TNM Staging System [8]. Patientswith clinical advanced
stage (stage 111/1V) ora cavity, laryngeal, oropharyngeal, and
hypopharyngeal carcinomas, which are considered resectable
by definitive surgery, are the first candidates. Among the first
candidates, patientswith a postoperative pathological evaluation
that reveals a microscopically involved surgical margin of the
primary site or ENE are the second candidates. Among the
second candidates, patients defined as CDDP-intolerant are
enrolled.

Inclusion Criteria

Prior to enrollment in thistrial, the patients must meet al of the
following criteria: pathologically proven carcinoma; primary
tumor located in the ora cavity, larynx, oropharynx, or
hypopharynx; clinically advanced stage (stage 11l or 1V) on
visual, endoscopic examinations, imaging examinations (eg,
computed tomography [CT], magnetic resonance imaging
[MRI], ultrasonic echo [US], and positron-emission tomography
[PET]-CT); primary site assessed as resectable by definitive
surgery and regional lymph node assessment by neck dissection
on CT, MRI, or US; no distant metastasis on PET-CT (cMO);
age over 20 years (regarded as a legal adult in Japan);
performance score (PS) 0 to 2 on Eastern Cooperative Oncology
Group (ECOG) criteria; sufficient general condition for
operation under general anesthesia; CDDP-intolerant (eg,
advanced age [over 75 years], poor rena function [estimated

http://www.researchprotocols.org/2018/8/e11003/
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glomerular filtration rate <60 mL/min/1.73 m?], insufficient
bone marrow function [white blood cell count <3000/mm?®,

neutrophil count <1500/mm?, platelet count <7.5x104/mm?],
hearing impairment, drug allergy, past history of CDDP use, or
poor general condition); and provision of written informed
consent.

Exclusion Criteria

Prior to enrollment in this trial, the patients must not meet any
of the following criteria: incurable synchronous malignancies,
priority systemic diseases, or refusal to undergo definitive
surgery and/or postoperative radiotherapy.

Treatment M ethods

Surgery

Definitive primary resection is performed for the primary site
with simultaneous neck dissection for node-positive cases.

Bio-Chemoradiotherapy

Radiotherapy is administered in conventional fractions of 1.8
Gy for atotal dose of 66.6 Gy, 5 days per week, using 4 to 6
megavolt x-rays. The reason for 1.8 Gy dose fraction, not 2.0
Gy, is to reduce radiation-associated adverse events (eg,
mucositis and dermatitis), with concurrent use of chemotherapy
in the whole-neck field with advanced stage patients. The
radiation fields are set up for the primary tumor and
prophylactically, the bilateral cervical lymph node area (levels
I-V and the retropharyngeal lymph node area). The cervical
lymph node area is administered prophylactic doses of 45 Gy,
with lateral opposed fieldsto the upper and anterior lower neck.
The B-CRT regimen consists of weekly Cmab (week 1: 400
mg/m?; subsequent weeks: 250 mg/m?) and weekly DTX (15
mg/m?). Cmab is discontinued for grade 3-4 hypersensitivity,
and DTX is discontinued for grade 4 hyperinsensitivity.
Termination or suspension of Cmab administration, DTX
administration, or radiotherapy is considered based on grade
3-4 adverse events or patient status.

Adverse Event Evaluation

Adverse events are scored according to the National Cancer
Institute’s Common Terminology Criteriafor Adverse Events,
version 4.0. Patients are assessed once or twice per week during
radiotherapy for general status, weight, blood counts, serum
levels, and adverse events.

Scheduled Analysis

The final analysis is scheduled at the end of the observation
period. The primary end point is 2-year DFS, and the secondary
end points are 2-year OS, 2-year RFS, and 2-year LCS.

Statistical Analysis

The DSF of patients with postoperative advanced stage (stage
[11/1V) head and neck cancer who were treated with radiotherapy
alone after definitive surgery was 36% at both 3 years and 5
years [1-3]. Postoperative chemoradiotherapy with high-dose
CDDP for patients with advanced stage cancer revealed a 23%
reduction in treatment failure risks associated with DFS
compared with radiotherapy alone. The OS of patientswith core
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high-risk factors (eg, microscopically involved surgical margin
of the primary site or ENE) significantly improved through the
concurrent use of high-dose CDDP during postoperative
radiotherapy [1-3]. The combined use of Cmab and DTX for
patients with core high-risk factors during postoperative
radiotherapy increased the 2-year DFS by 11% compared with
patients who received high-dose CDDP [4]. In this study,
considering that CDDP intolerance refers to the poor condition
of patientswith core high-risk factors, the expected 2-year DFS
isset at 35% for patients treated with postoperative radiotherapy
alone; Cmab and DTX could increase the survival rate by 20%.

Figure 2. Expected trial schedule.

Beginning of entry

Nishimuraet d

Thus, we set the expected 2-year DFS as 55%. Under the 2-tailed
significancelevel of .05 and power of 80%, the required sample
size was calculated as 35 for this analysis.

Results

The University Hospital Medical Information Network Clinical
Trials Registry (UMIN000031835) was completed on March
22, 2018. Patient enrollment started on April 1, 2018, and
enrollment will close on March 31, 2021. The observation period
will end on March 31, 2023. The expected schedule is shown
in Figure 2.

End of entry Final analysis

Entry period

Observation period

Apr 1, 2018

Discussion

Head and neck cancers account for approximately 5% of all
malignancies in Japan, and both the incidences and mortality
rates are increasing, especialy in patients aged over 50 years
[9,10]. The risk factors of head and neck cancer are smoking
and acohol consumption, and older patients have a longer
history of these habits. Aging and along history of smoking or
alcohol consumption can induce cardiovascular disorders,
pulmonary diseases, hepatic disorders, synchronous
malignancies, and poor genera condition. Additionally, Japanese
patients with head and neck cancer show poorer renal functions
with age [11], which limits the use of platinum-based drugs,
especialy CDDP. Such disadvantages restrict ideal treatment
and arerisk factors for complications during treatment.

Approximately 60% of patients with head and neck cancer
present with advanced stage disease at their first visit, and
surgery has been the definitive therapy for patients with
advanced stage head and neck cancer despite recent
improvementsin treatment and diagnostic instruments. Although
surgery is a fundamental treatment for locoregional control,
multidisciplinary approaches, including radiotherapy and
chemotherapy, are improving prognoses. Postoperative
radiotherapy has been the standard adjuvant therapy for patients
with high risks of locoregional recurrences or distant metastases
[12,13], but radiotherapy does not show dramatic prognostic
improvements. After the report of Bernier et a [3], the
concurrent use of high-dose CDDP with postoperative
radiotherapy has become the standard therapy for patients with
core high-risk factors (eg, microscopically involved surgical
margins of the primary site and ENE). Although the accepted

http://www.researchprotocols.org/2018/8/e11003/

Mar 31, 2021 Mar 31, 2023

standard regimen is CDDP administration at the dose of 100

mg/m? once every 3 weeks during radiotherapy, many patients
with core high-risk head and neck cancer are not suited to
receive this regimen due to advanced age, poor renal function,
hearing impairment, or poor general status.

Cmab isan immunoglobulin G subclass 1 monoclonal antibody
that inhibits ligand binding to the epidermal growth factor
receptor (EGFR) and stimulates antibody-dependent
cell-mediated cytotoxicity. One of the mechanisms of Cmab is
that EGFR inhibition will result in decreased proliferation via
mitogen-activated protein kinase and
phosphatidylinositol-3-kinase pathways [14]. It has been shown
that Cmab has synergistic effects with radiotherapy by
modification of the radiation response through EGFR and its
signal transduction pathways [15-17]. DTX is a taxane drug
with a cytotoxic effect that is attributed to the inhibition of
microtubule stabilization during cell divisions [18]. DTX has
radiosensitizing effects by increasing G2/M phase cell fraction,
reoxygenation of radioresistant hypoxic cells, radiation-induced
apoptosis, and other synergistic antiangiogenetic effects[19-21].
Cmab and DTX have synergistic chemotherapeutic and
radiosensitizing effects both in vivo and in vitro [22].

In arandomized phase 2 trial, Harari et al [4] reported superior
2-year OS and DFS with less toxicity in patients with core
high-risk factors who received postoperative radiotherapy with
Cmab and DTX compared with those who received high-dose
CDDP. The 2-year OS was 79% for the Cmab plus DTX arm
and 69% for the CDDP arm, and the 2-year DFS was 66% and
57%, respectively. Grade 3/4 myelosuppression was observed
in 14% of patients in the Cmab plus DTX arm and 28% of
patients in the CDDP arm. Regarding hematological adverse

JMIR Res Protoc 2018 | vol. 7 | iss. 8 |e11003 | p.219
(page number not for citation purposes)


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

JMIR RESEARCH PROTOCOLS

events, asmall number of grade 3/4 events (3% of lymphopenia
and 0.5% of anemia[23,24]) were reported with radiotherapy
with Cmab aone, and an 8% rate of leukopenia, 4% to 4.8%
rate of neutropenia, 56% rate of lymphopenia, and 4.8% rate of
thrombocytopenia[25,26] were reported with radiotherapy with
DTX aone in patients with advanced head and neck cancer.
Although the combined use of Cmab and DTX with radiotherapy
tends to result in ahigh incidence of severe myel osuppression,
in our experience it was alow percentage and was controllable
compared to the myel osuppression eventsin patients who were
administered CDDP. Following this report, we applied this
regimen as postoperative B-CRT in asmall number of patients
(11) with CDDP-intolerant core high-risk head and neck cancer

Nishimuraet d

55%, which was the same as the expected 2-year DFS that was
calculated from previousreportsin thistrial. No grade 4 adverse
events were observed, and the grade 3 adverse eventsincluded
oral mucositis (45%), aspiration (27%), radiation dermatitis
(18%), leucopenia (9%), neutropenia (9%), lung infection (9%),
and hyponatremia (9%). These adverse eventswere controllable
and tolerable. Both Cmab and DTX are considered to have less
usage restrictions compared with CDDP. We consider that these
merits make the combined use of Cmab and DTX as
postoperative B-CRT suitablefor patientswith CDDP-intol erant
core high-risk head and neck cancer. Wewill clarify the efficacy
of this regimen in this phase 2 trial. A limitation to this study
isthat it has asingle arm with alimited number of patients.

and confirmed the efficacy and safety [5]. The 2-year DFS was
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Abstract

Background: HIV epidemic among young men who have sex with men (YMSM) is characterized by strong racial disparities
and concerns about the availability and accessto culturally appropriate HIV prevention and care service delivery. Get Connected,
a Web-based intervention that employs individual- and system-level tailoring technology to reduce barriers to HIV prevention
care (eg, HIV or sexually transmitted infection [STI] testing, pre-exposure prophylaxis [PrEP]), was developed for YMSM (age
15-24 years). This protocol detail sthe design and procedures of a2-phase project that includes mystery shopping and arandomized
controlled trial (RCT) to test the efficacy of Get Connected among YMSM in Philadelphia, Atlanta, and Houston.

Objective: The objective of mystery shopping is to examine the quality of HIV test counseling and PrEP-related referrals for
YMSM within local HIV or STI testing sites. The objective of the RCT isto test the efficacy of Get Connected for increasing
HIV-negative or HIV-unknown YMSM'’s successful uptake of HIV prevention services (eg, routine HIV or STI testing), PrEP
awareness, and likelihood to start PrEP (PrEP willingness), compared with thosein the control condition, over a 12-month period.

Methods: For Phase 1, we will create a master list of HIV and ST testing sites in each city. We will enroll and train 10-15
mystery shoppers per city; each testing site will be separately visited and assessed by 2 mystery shoppers. After each site visit,
the mystery shoppers will complete a site evaluation to record their perceptions of various measures including lesbian, gay,
bisexual, transgender, queer visibility and inclusivity, privacy and confidentiality, provider-patient interactions, and clinic
environment. For Phase 2, we will enroll 480 YMSM for 12 months across the 3 iTech cities into a 2-arm prospective RCT.
Participants randomized to the control condition are directed to the AIDSVu.org testing site locator. Participants randomized to
the intervention condition will be granted access to a Web app with content tailored to their specific demographic characteristics
(eg, age, race or ethnicity, location, and relationship status), HIV and STI risk behaviors (eg, HIV and ST testing history, substance
use, communication with partners regarding status) and sociocultural context (eg, homelessness, incarceration). Study assessments
will occur at enrollment and at 1, 3, 6, 9, and 12 months postenrollment.

Results: Get Connected research activities began in September 2016 and are ongoing. To date, institutional review board (IRB)
submission is complete and |RB authorization agreements are pending at several other universities.
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Conclusions:
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The deployment of Get Connected through a mobile-optimized Web app seeks to optimize the intervention’s

acceptability, accessibility, availability, and long-term affordability among YMSM.
Trial Registration: ClinicalTrials.gov (NCT03132415); https://clinicaltrials.gov/ct2/show/NCT03132415 (Archived by WebCite

at http://lwww.webcitation.org/70j4gSFbZ)
Registered Report Identifier: RR1-10.2196/10444

(JMIR Res Protoc 2018;7(8):€10444) doi:10.2196/10444
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Introduction

Background

Young men who have sex with men (Y MSM) now account for
72% of new HIV infections among people aged 13-24 years
and 30% of al new infections among men who have sex with
men (MSM) [1]. From 2008 to 2011, Y MSM aged 13-24 years
had the greatest percentage increase (26%) in diagnosed HIV
infections [2], with approximately 93% of all diagnosed HIV
infections from male-to-male sexual contact [2]. Among the
drivers of the HIV epidemic among YMSM are large numbers
of HIV-positive youth who are not virally suppressed or are not
aware of their serostatus [3]. Increasing HIV testing among
YMSM isthus a public health priority [4]. The success of the
National HIV/AIDS Strategy’s test and treat approach rests on
the ability to increase the number of YMSM receiving routine
testing [5]. Getting tested is the cornerstone of amost al
prevention approaches and the gateway to both biomedical
prevention tools (eg, pre-exposure prophylaxis [PrEP]) and to
HIV care for those who test positive.

Successful engagement in HIV prevention for HIV-negative
youth (routine HIV testing, consistent condom use, PrEP
adoption) requiresthat Y MSM overcome a series of multilevel
barriers at the individual (eg, risk awareness, self-efficacy to
get tested), system (eg, costs, medical mistrust, lack of culturally
competent care), and structural (eg, homelessness, stigma) levels
[6-12]. Strategies to promote HIV or sexualy transmitted
infection (STI) status awareness among YMSM requires the
creation of interventions that are culturally sensitive to the
psychosocial needs of YMSM [13] and facilitate access to
comprehensive sexual health services [14].

HIV prevention tools that are culturaly and developmentally
appropriate for YMSM are needed [1,7,15,16]. Web-based
interventions are a promising mode of HIV or STI prevention
given their ability to deliver responsive and interactive content
specific to each user’s characteristics (e, tailored content), with
extended reach across geographic regions and increased
convenience to access content at any time through tablets,
laptops, and mobile phones. Furthermore, Web-based content
can be updated to be contextually responsive over time,
particularly as YMSM become sexually active, meet new
partners, and engage in different risk behaviors. Collocating
Web-based interventionsisa so important as Y MSM often rank
the Web as their top resource to access comprehensive sexual
education, learn about their sexuality and sexual behavior, and
meet partners[17].

http://www.researchprotocols.org/2018/8/e10444/

Researchers and practitioners have sought to encourage routine
HIV or STI testing by creating Web-based tools that provide
the physical location of testing centers in a given geographic
area (ie, testing locators). These testing locator interventions
have demonstrated awide reach when evaluated (eg, AIDS.gov
test locator had over 16,000 searches and was adopted by over
100 websites in its first year [18]); however, there are limited
data examining the quality and adequacy of these listed sites
for YMSM. This is concerning for several reasons, as it is
expected that testing agencies are youth and lesbian, gay,
bisexual, transgender, questioning or queer (LGBTQ) friendly;
however, there is little empirical evidence to support this
assumption, and in fact evidence to support the contrary [19-23].
Using amystery shopper methodology to evaluate the LGBTQ
cultural competency and the quality of services offered in HIV
and ST testing sitesin Southeast Michigan (n=47 testing sites),
we assessed the sites across 13 domains, including the clinic's
structural characteristics, and the test counselors' compliance
with the Centers for Disease Control and Prevention (CDC)
HIV testing and counseling protocols [6]. After the mystery
shopping assessment, we sent each site a letter describing our
process and encouraged them to schedule a meeting with usto
discuss the shoppers experiences at their agency. The agency
staff was eager for the feedback and technical assistance, and
66% (31/47) of the sites requested to meet. In these meetings,
we offered a packet of personalized results, summarizing how
they compared on various quantitative indicators to other sites,
and provided feedback from the open-ended portion of the
evaluation. Several agencies noted that the report from the site
evaluation would help focustheir efforts and addressidentified
areas for improvement.

Theoretical Framework for | ntervention

Building on the efficacy of the CDC's project Connect Health
Systems Intervention to link heterosexual adolescents to
competent comprehensive sexual health care services [24], we
developed Get Connected (GC), aWeb-based brief intervention
that employsindividual- and system-level tailoring technology
to reduce barriers to HIV prevention care (eg, HIV or STI
testing, PrEP) for YMSM. The deployment of GC through a
mobile-friendly Web app seeks to optimize the Web-based
intervention's acceptability, accessibility, availability, and
long-term affordability among youth [4,7,25]. Using aconsensus
approach [26] to conceptualize health behavior change, the
model guiding GC synthesizesthe Integrated Behavioral Model
[27] and Self-Determination Theory [28,29] as the theoretical
underpinnings of our intervention. Consistent with these theories
[30,31], GC content follows motivational interviewing principles
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[31-33] by focusing on resolving ambivalence about HIV
prevention behaviors, increasing self-efficacy for change, and
enhancing motivation moving toward action. GC participants
are then recommended high-performing sites based on mystery
shopper scores.

Participants in the pilot trial were randomized to receive a full
GC intervention or an attention-control condition. Data [34]
from this pilot randomized controlled tria (RCT; n=130 YMSM;
age 15-24 years) indicated high acceptability and feasibility
(80% retention, 104/130) for GC, and clinically meaningful
effect sizes (ES) in self-efficacy to discuss HIV testing with
partners (ES=0.50-0.64), trust in their providers (ES=0.33-0.35),
reductionsin number of sexual partners (ES=0.21), and HIV or
STI testing behavior (ES=0.34; 30 participants tested for HIV
or STIs) at the 30-day postintervention follow-up. Participants
who received the GC intervention reported that the testing site
information was more accurate than those in control condition.
For all other acceptability items, the GC intervention was
equally or dlightly better received than the control condition.
More than 90% (102/104, 92.3%) of participants reported that
the GC intervention had been useful to identify a HIV or STI
clinic that met their needs. Weidentified 1 incident HIV-positive
case and 2 STI (herpes and chlamydia) cases over the 30-day
study period.

Asastep toward filling the current gap in effi cacious Web-based
interventions for HIV prevention and care among Y MSM, we
propose to implement and test the efficacy of GC 2.0 across 3
iTech cities heavily impacted by HIV: Philadelphia, Atlanta,
and Houston. This protocol describesthe methodsfor thetesting
of theintervention.

Methods

Trial Registration, Ethics, Consent, and I nstitutional
Review Board Approval

The research and ethics presented in this study were approved
by the IRB of the University of North Carolina at Chapel Hill
(16-3183). A Certificate of Confidentiality has been obtained
from the Nationa Institute of Child Heath and Human
Development, and a waiver of parental consent or assent has
been obtained for participants who are 15-17 years old. This
study isalso registered on Clinical Trials.gov (NCT03132415).

Phase 1. Mystery Shopping

Design

We will enroll mystery shopping participants (10-15 mystery
shoppers per city) to conduct the mystery shopper assessment
in 3 iTech cities: Philadelphia, Atlanta, and Houston. This
approach follows best practices suggesting that youth
involvement is vital when designing relevant and appropriate
HIV interventions for the target population. We will work with
i Tech subject recruitment venues (SRV) in each city to recruit
and enroll HIV-negative YMSM (age 18-24 years) who are
interested in serving as mystery shoppers. We will apply a
multimodal recruitment strategy, including ads in Web-based
LGBTQ listservs, flyers in HIV or AIDS community-based
organizations, local coffee shopsand bars, collegelistservs, and
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Web-based advertisements on social media sites such as
Facebook.

Mystery Shopper Participants

Eligible mystery shoppers are participants assigned male sex
at birth and who currently identify asmale; must be 18-24 years
old (inclusive) at the time of screening; self-report as
HIV-negative, speak and read English, live in Philadelphia,
Atlanta, or Houston; must be able to travel to and from HIV or
STI testing sites; report same-sex attraction; and have access
to the internet viaa computer or mobile phone.

Sample Size

We will recruit and enroll 10-15 mystery shoppers per city.
Each participant can visit up to 10 unique testing sitesin their
city, with 2 mystery shoppers visiting each testing site,
separately. Testing siteswill be identified in collaboration with
each city’s health department and by crosschecking sites with
AIDSVu.org. We will employ a stratified purposive sampling
strategy to ensure age and racial or ethnic diversity across
mystery shoppers. Of the 10-15 mystery shoppers per city, 5-8
will be aged 18-20 years (2-3 Black or African American, 2-3
White, and 1-2 Hispanic or Latino) and 5-8 will be aged 21-24
years (2-3 Black or African American, 2-3 White, and 1-2
Hispanic or Latino).

I ncentives

The mystery shopperswill receive amaximum of US$600: US
$100 for attending the 1-day training session and US $50 for
each testing site visit (10 maximum site visits).

Procedures

Once the mystery shoppers are consented and enrolled, they
will attend a 1-day training at the iTech SRV where they will
learn about the fundamentals of HIV or STI transmission, the
guidelines and protocols surrounding HIV or STI testing and
PrEP eligibility, and how to use the Web-based site assessment
survey to evaluate their site visits. State-specific guidelinesand
policies will also be discussed in each city. Additionaly, they
will receive training to strengthen their self-efficacy to feel
empowered as clients. Specifically, we will conduct role-plays
with scenarios and interactions that might occur during a visit.
Wewill underscoretheimportance of being well-versed in their
rights and procedures and provide skills on how to respond to
worst-case scenarios (eg, how to turn down any unwanted
procedures), were they ever to occur. The mystery shoppers
will be instructed to be honest about their sexual behaviors
during their visits. By avoiding creating “personas’ or “scripts,”
shopperswill increase the social validity of the assessment and
avoid arousing suspicion due to exaggerated or unrealistic
scenarios.

The study staff will create and use a secure database to manage
the mystery shoppers, site assignments, and testing schedul es.
Upon completion of the 1-day training, study staff will assign
the mystery shoppers a specific day and time for their initial
testing site visit. The mystery shopperswill report to the iTech
SRV before each scheduled site visit to check in with a staff
member and receive their site assignment. They will be loaned
amobile phone equipped with a car share app to use for travel
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to and from testing sites. All car share tripswill be tracked and
paid for by the study, so no transportation costswill beincurred
by the mystery shoppers.

Once at thetesting site, the mystery shopperswill state that they
have no income, health insurance, or any proof of identification.
In doing so, we will be able to ascertain whether these would
be potential barriersto testing at a given location and ascertain
the lowest possible fees that would be charged to YMSM. As
in the origina study [34], we will reimburse the mystery
shoppers for any charges linked to their testing experiences.
Upon completion of atesting visit, the mystery shoppers will
use the maobile phone’s car share app to travel back to theiTech
SRV. They will complete the site assessment survey on the
mobile phone or on a computer at the iTech SRV. Mobile
phones will be returned to the study staff upon return to the
SRv.

The site assessment survey will record shoppers perceptions
of their testing experience, specifically LGBTQ visibility,
medical form inclusivity, clinic environment, privacy and
confidentiaity, PrEPinformation and dialogue, patient-provider
relationship context, patient-provider counseling, safer sex
education, perceived  provider  competency, and
participant-provider interactions (Textbox 1). The mystery
shoppers will also have the opportunity to leave qualitative
feedback in an open text field if they wish to explain any of
their responses or record any other information pertinent to their
experience that the quantitative assessment did not already

capture.

In addition to the site assessment survey, the mystery shoppers
will complete a secure video chat session with study staff to
discuss their testing experience and have the opportunity to
share any adverse interactions. These video chat sessions will
not be recorded; their purpose will be to ensure mystery
shoppers’ safety and prevent subsequent mystery shoppersfrom
being exposed to asite reported to berisky or unsafe (physically
or emotionally). Following the video chat session, the mystery
shopperswill begiven their incentivefor thevisit and their next
visit with study staff will be scheduled before leaving the i Tech
SRv.

Outcomes

The mystery shoppers' site assessment scoreswill be aggregated
for use in Phase 2 of the research activities: RCT to test the
efficacy of GC. Specificaly, the scores for each site will be
averaged and embedded in the intervention condition of the GC
Web app: when participants search for testing sites they will
only see sitesthat rank in the top 50% for that city, sorted from
highest to lowest ranking.

Phase 2: Randomized Controlled Trial

Design

The research activities involve a 2-arm 12-month prospective
RCT enrolling 480 HIV-negative or status-unaware Y MSM

(age 15-24 years). After assent or consent and completion of a
baseline survey, YMSM will be randomized on a 1:1 basis to
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either the control or intervention condition (intervention, n=240;
control, n=240). Partici pants randomized to the control condition
will be directed to the AIDSV U.org testing site locator. While
the provision of a test locator is a low intensity intervention,
we felt that withholding referrals to testing and care services
would be unethical given YMSM'’s vulnerability to HIV and
STls. Furthermore, given the availability of search engines to
locate HIV or STI testing sites, the test locator condition may
be considered usua care. Nevertheless, by providing the existing
testing site locator only, we will still be able to test the effect
of GC (ie, user-tailored content focused on HIV or STI testing
and PrEP referral and the linkage to high-quality agencies).
Web-based study assessments are conducted every 3 months
across the intervention and control conditions, with a total
follow-up period of 12 months. At the end of RCT, we will
make the intervention accessible to YMSM in the control
condition.

I ntervention

The GC intervention was developed by customizing content
based on YMSM's psychosocia and sexual profiles (eg,
sociodemographics, HIV and STI testing history and testing
motivations, recent sexual behavior, sources of support,
self-reported values), as reported by participants answers to
their baseline assessment. At the individual level, GC delivers
tail ored Web-based content specific to each user’s demographic
characteristics (eg, age, race or ethnicity, location, relationship
status), HIV and STI risk behaviors (eg, HIV and STI testing
history, substance use, communication with partners regarding
status), and sociocultural context (eg, homelessness,
incarceration). GC also employs tailoring at the system level
using mystery shopper scores. Participants across both
conditions who have been tested will be asked to rate their visit
at their quarterly follow-up assessment using the same mystery
shopper criteria. Sites will receive biannual summaries,
including the aggregated user reviews and brief technical
assistance reports, to help sites understand their performance
based on quality assurance evaluationsfrom YMSM clientsand
to optimize service delivery, if needed.

For the participants in the intervention condition, the tailored
Web app has 4 sections of content: “What,” “Why,” “How,”
and “Where” The“What” sectionissplitinto 3 pages: “Facts,”
“STls” and “Tests” On each of those pages, topics are
displayed in boxes that are randomly organized and open to
display additional information if the user clicks or presses. The
Facts page (Figure 1) displays boxes that contain genera
prevention facts (eg, “ You won't always know if someone has
an STI.") relevant to this population. On the STls page, if a
participant clicks “chlamydia” they receive additional
information about how it can be contracted, possible symptoms,
testing options, and treatment options (if applicable). The Tests
page displays boxes with each HIV or STI testing method (eg,
blood test, swab test, urine test), and each box contains more
specific information (eg, what STls it tests for, steps for the
test) upon click or press.
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Textbox 1. Clinic and provider interaction visits to be recorded by the mystery shoppers.

Clinic characteristics
Session speed (min)
LGBT visibility (Cronbach alpha=0.84)

The clinic has symbols aimed at leshian, gay, bisexual, transgender (LGBT) people (eg, equal sign, rainbow flag)
The clinic has printed materials (eg, brochures) aimed at LGBT people
The clinic has LGBT welcoming symbols

Medical forms (Cronbach apha=0.59)

The clinic uses LGBT-inclusive language on medical forms

The clinic uses transgender-inclusive language on medica forms

Clinic environment (Cronbach alpha=0.76)

The office staff were generally friendly

The office staff were judgmental (Reverse coded)

The office staff were not lesbian, gay, bisexual, transgender, questioning or queer (LGBTQ)—sensitive (Reverse coded)
| felt uncomfortable in the waiting room (Reverse coded)

The clinic used LGBT-affirming language when speaking to me

Privacy and confidentiality

The clinic staff kept patient information confidential
I nteractions between clients and staff were kept private

The provider explained confidentiality (either verbally or viaa document)

Pre-exposure prophylaxis (PrEP)—specific indicators

The clinic had information about PrEP
Theclinic offers PrEP or PrEP referrals

Provider exchanges

Relationship context (Cronbach alpha=0.89)

The provider asked me about my sexual orientation
The provider asked me about my relationship status

The provider asked if | had experienced intimate partner violence

Counselling session (Cronbach alpha=0.76)

The provider explored my motivation for testing

The provider offered to help me set goals

The provider offered to help me set action steps to meet safer sex goals
The provider offered me risk reduction options

The provider’s recommendations were valuable

Safer sex education (Cronbach alpha=0.88)

The provider made sure | knew how to use acondom

The provider helped me identify a condom that works for me
The provider helped me identify alube that works for me
The provider discussed PrEP as a prevention strategy with me

Perceived provider competency (Cronbach alpha=0.65)

The provider or test counsellor appeared knowledgeable about HIV and STls
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o  Theprovider appeared knowledgeable about LGBTQ health issues

Negative provider interactions (Cronbach alpha=0.89)

o Theprovider made me feel comfortable (Reverse coded)

. | felt pressured by the provider to adopt specific risk reduction options
«  Theprovider was judgmental about the kind of sex | have (eg, andl, receptive, or penetrative, etc)

«  Theprovider was judgmental about how many partners | have had

«  Theprovider was judgmental about how | met my partners

Figurel. HIV and STIs (sexualy transmitted infections) facts.

FACTS

The
Facts

People with HIvV
having sex with
each other still

need protecticn

Condoms
prevent STls -
not douching or
peeing

You can get
STis from aral

The second section focuses on the “Why” on 2 pages: “ Values’
and “Pros and Cons.” The basic design and functionality isthe
same as described above in the “What” section. The Values
page (Figure 2) encourages participants to assess their
motivations, values, and strengthsregarding HIV or ST1 testing.
Reasons for getting tested are tailored to participants' testing
history (eg, “Never tested” versus “Tested for HIV, but not
STIS”) in order to acknowledge their prior behaviors. Building
on best practices, persuasive messages regarding theimportance
of linking to prevention services are then presented by linking
participants' values from the baseline survey (eg, being
attractive, being religious, being sexy, being loved, being
athletic, etc) to the desired outcomes. For example, a participant
who indicated he valued being religious may see amessage that
says, “Finding strength in your faith. Your religious beliefs are
important to you. Getting tested is one way to take care of, and
honor, the body that you've been given. How might you draw
on your faith to find strength to get tested?’ The Pros and Cons

http://www.researchprotocols.org/2018/8/e10444/

XSL-FO

RenderX

Test results can
be confidential
or ancnymous

|| Anyone can get
|| an STI

STis aren't
punishment

page presentsinformation on the perceived benefitsand barriers
of getting tested and of not getting tested.

The third section is about the “How” of testing and includes
pages on potentia “Barriers’ to getting tested and “ Supports”
that may help aparticipant decideto get tested. Barriers (Figure
3) include issues like financial costs, social norms, and
prioritization, which may affect participants' desireto get tested
for HIV or STIs. “Supports’ has information on how their
strengths and social support systems can help them make a
choice about testing. Recognizing that barriers and supports
may shift over time, content on these pagesistailored to identify
the most recent barriers and supports as indicated by YMSM
in their most recent survey.

Thefinal section isthe “Where” of testing and includes a page
where a user can “Customize” their search for nearby testing
sites (Figure 4) and a “Your Sites’ page that displays testing
sites based on that customization. Participants can customize
their search based on many clinic characteristics, including
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whether walk-in appointments are available, if they have
weekend hours, and if they accept insurance. The “ Your Sites”
page is a listing of providers (including contact and location
information) based on the participant’s customization selections.
Testing sitesareinitially ranked using an algorithm that accounts
for each site's average mystery shopping scores. These scores
are updated as participants get tested and rate sites over the
12-month study period. Participants can choose sites they may
want to visit and then have the siteinformation emailed or texted
to them. Along with any site a participant emails or texts to
themselves, they will be provided with 7 questionsthey can ask
aprovider during atesting visit. These questions were developed
by the GC youth and community advisory boards and were
found to be helpful to pilot trial participants when they
encountered test counselors who were not perceived to be
effective.

Participants

Eligible participants will be those assigned male sex at birth
who currently identify as male, aged 15-24 years (inclusive) at
thetime of screening, have had consensual anal sex with another
man in the past 6 months, self-report as HIV-negative or unsure
of their HIV status, have access to acomputer or mobile phone,
can read and speak English, and live within the city limits of
Philadel phia, Atlanta, or Houston.

Figure 2. Values page.

Know
Your Values
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Sample Size

Our target enrollment across both conditionsis 480 participants
(intervention, n=240; control, n=240). This number allows for
20% loss to follow-up rate and a final analytic sample of 400
YMSM across the 3 cities. Participants may continue the study
even if they miss assessments intermittently over the data
collection period. We will compare those who completed
different follow-up assessments with those who did not based
on key predictors from the baseline assessment to check for
possible bias due to missing data and informative censoring.
When appropriate, we will use expectation-maximization
algorithm-based imputation methods in our analyses [35,36].
The primary outcomes for the proposed trial are successful
uptake of HIV prevention services (eg, HIV or STI testing) and
PrEP awareness and willingness. For HIV testing, we define
power as correctly identifying the difference in the proportion
of YMSM who engage in HIV testing 2 or more times at |east
3 months apart during the 12-month follow-up period (“frequent
tester”) in our treatment arm (GC) versus our control arm. For
STI testing, we define it as receiving at least 1 STI test. For
proportions (eg, HIV testing, PrEP awareness), our sample size
calculations are based on a 2-sample test of proportions using
a2-sided significance level of 0.05.
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Figure 3. Barriers page.

BARRIERS

What's Stopping You?

Figure 4. Customization page.

SUPPORTS

YOUR SITES

What do you want
in a testing site?

Appointment

Schedule
Appointments
by Phone

Visit can be
30 minutes
or less

Hours

Weakend
Hours
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In order to have 80% power to the intervention and control
groups, we require at least 400 participants to find an absolute
difference of 13% in cross-sectional analyses. Assuming a
within-person correlation of 0.25, we can detect an 8.8%
difference, indicating we have power to detect the smallest
possible difference between ams. A less favorable
within-person correlation of 0.75 allows us to detect an 11.3%
difference. For mean differences across continuous outcomes
(eg, PrEP willingness), our sample size calculations are based
on a 2-samplet test, assuming equal variance using a 2-sided
significance level of 0.05. We are able to detect a between-arm
effect size difference of Cohen d=0.25 at the final follow-up
time point at 80% power. For repeated measures analyses,
assuming awithin-person correlation of 0.25, wewould be able
to detect an effect size of 0.08. A less favorable within-person
correlation of 0.75 allows us to detect an effect size of 0.11.

I ncentives

Participants can earn up to US $155 total: Baseline survey=US
$20, month 1 survey=US $20, month 3 survey=US $25, month
6 survey=US $30, month 9 survey=US $30, and month 12
survey=US $30.

Randomization

After assent or consent and completion of the baseline survey,
YMSM will be randomized by city 1:1 to either the control or
intervention condition (intervention, n=240; control, n=240)
[37]. The stratified randomization process occurs upon
completion of the baseline survey.

Outcomes

Primary Outcomes

The primary outcomes relate to the successful uptake of HIV
prevention services among our sample of self-reported
HIV-negative or serostatus-unaware YMSM. We have
considered 3 prevention outcomes: HIV testing, STI testing,
and PrEP awareness and willingness.

HIV Testing

The baseline survey will include questions on lifetime HIV
testing history. Follow-up surveyswill repeat the questionsfrom
the baseline and will aso include questions on HIV testing in
the prior 3-month period, including test results. The HIV testing
outcome will be the proportion of YMSM tested for HIV 2 or
more times at least 3 months apart in the 12-month follow-up
period (“frequent tester”). As an additional analysis, we will
also examinethe proportions of participantswho receive 1 HIV
test.

Sexually Transmitted I nfection Testing

The baseline survey will include separate questions on lifetime
testing history of gonorrhea, chlamydia, and syphilis,
respectively, as well as questions about ever having a genital
exam, an anal pap smear, or a vaccination for Hepatitis A and
B, human papilloma virus, and meningitis. Follow-up surveys
will repeat the questions from the baseline but will ask about
STI testing behavior in the prior 3-month period, including test
results if a participant indicates they received a test. The STI
testing outcome will be the proportion of YMSM tested for any
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STI 2 or more times, at least 3 months apart, in the 12-month
follow-up period (“frequent tester”). As an additional analysis,
wewill also examinethe proportions of participantswho receive
1 STI test.

Pre-Exposure Prophylaxis Awareness and Willingness

The survey will contain abrief description of PrEP to orient the
participant. Most questions were adapted from recent studies
of PrEP attitudeswith YMSM [38-41]. PrEP awarenesswill be
a single-item measure of whether the participant has heard of
PrEP[39]. For participantswho do not report current PrEP use,
PrEP willingness will be assessed by asking how likely the
participant would be to start PrEP in the next 3 months and the
reason(s) why the participant is not currently taking PrEP (eg,
never heard of PrEP, worried about side effects, lack of support
from friends or family).

Secondary Outcomes

As secondary outcomes, we will examine the uptake of PrEPR,
changes in sexual risk behavior, and the linkage and retention
in care among newly diagnosed HIV-positive cases. While we
expect a small number of newly diagnosed HIV infections, we
will measureinitiation of antiretroviral therapy and self-reported
adherence as a secondary outcome. We are not powered to
measure differences in engagement in HIV care across trial
arms, so we include this as an exploratory analysis.

Mechanisms of Change

Consistent with our theoretical framework, we will assess
YMSM'’s psychosocial correlates predicting adoption of HIV
services (ie, attitudes, norms, self-efficacy, and behavioral
intentions to get HIV tested). Integrated Behavioral Model
constructs will be assessed with subscales assessing YMSM's
attitudes, social norms, and behavioral intentions [42] that we
have used in the past with this population [43]. Social norms
assess the extent to which participants feel that friends and
family believed the participants should test for HIV. Behavioral
intention items assess participants’ intention to adopt HIV
testing. Self-efficacy to access HIV or STI services and to
discuss sexuality-related issues with partners and provider will
be ascertained.

Uptake of Pre-Exposure Prophylaxis

At each follow-up assessment, PrEP-eligible (per CDC
guidelines), HIV-negative YMSM will be asked whether they
have begun using PrEP [39]. YMSM who report using PrEP
will be asked to report their adherence to PrEP.

Sexual Risk Behavior

Sexual risk behavior will be assessed using the Sexual Practices
Assessment Schedule used in previous Web-based studieswith
YMSM [44,45]. This assessment will explore the number of
occasions of different sexual acts(oral, anal; receptive, insertive)
with 3 different types of partners (romantic interest, casual
partner “hookup,” or friend with benefits), use of condoms
during the past 3 months, and knowledge about partners’ HIV
status and PrEP use. Assessments ascertain sexual behaviors
with male partners and will be conducted at baseline and each
follow-up. At-risk sex will be defined as any anal intercourse
without condoms or PrEP with a person of known positive and
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detectable viral load or a person of unknown serostatus during
the follow-up period. We will assess the number of partners
with whom participants had “at-risk sex,” as well as estimate
the incidence of at-risk sex acts (ie, incidence density: the
numerator being number of at-risk sex acts and the denominator
being person-years of follow time).

Linkage and Retention in Care Among Newly Diagnosed
HIV-Positive Cases

Among newly diagnosed HIV-positive cases, we will measure
participants’ linkage and engagement with appropriate medical
care after initial diagnosis, using criteriaemployedinprior ATN
protocols with youth [46-49]. We will define linkage as an
HIV-related medical visit within 45 days of referra and
engagement as a second HIV-related medical visit within 16
weeks of initial visit [48]. Onset of antiretroviral therapy
initiation, self-reported adherenceto ART, and viral suppression
are exploratory indicators [47], as we recognize that our
follow-up period may not be a sufficient amount of time to see
these changes.

Covariates

We will also measure the following constructs as potential
predictors or moderators in our analyses.

Sociodemographic I nformation

We will include questions on participants race or ethnicity,
educational attainment, employment status, place of birth,
housing status, and history of incarceration, sexual identity, and
“outness’ to their socia network.

Site Evaluations

Across both trial arms, Y MSM who report testing in the prior
3 months will complete site assessments of their testing
experiences to measure comfort, quality, and concerns after
visiting asitefor HIV or STI testing. The site assessment form
is the same form used by the mystery shoppers. We will use
these assessments to send aggregate data of YMSM's
satisfaction with services to agencies biannually.

Substance Use and Psychological Distress

Previous studies have demonstrated higher vulnerability to HIV
risk behaviors and engagement in prevention and care among
YMSM who report acohoal, tobacco, and other drug (ATOD)
use and psychological distress; therefore, we will measure both
ATOD and psychological distressas potential effect moderators.

We will assess the frequency of ATOD use (as measured in the
National Survey on Drug Use and Health) over the past 3 months
inthe baseline survey and follow-up surveysfor alcohol, tobacco
products, marijuana, nhonprescription drugs, cocaine,
amphetamines, inhalants, opioids (including heroin),
hallucinogens, and depressants[50]. If respondentsindicate any
ATOD use within the past 3 months, we will ask, for each
substance, how often the substance was used and if it was used
immediately before or during sex.

We will measure psychological distress using existing,
well-validated scales. the Patient Heath Questionnaire-8
(PHQ-8) [51] and the 7-item Generalized Anxiety Disorder
(GAD-7) [52] scale. We will use the first 2 items from each
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scale to screen participants for symptoms of depression and
anxiety (PHQ-2[53] and GAD-2 [54]). Participantswho report
depressive symptoms (score of 3 or more on PHQ-2) will be
asked the last 6 items from PHQ-8. Participants who report
symptoms of anxiety (score of 3 or more on GAD-2) will be
asked the last 5 items from GAD-7.

I ntervention Acceptability

At each follow-up, participants will report on the acceptability
of their assigned study arm. We will use the Systems Usability
Scale[55] to ascertain participants overall satisfaction with the
intervention, perception of the information quality, and
perceived usefulness of their intervention to improve their
health.

Use of I ntervention Over Time

Wewill measure intervention exposure using paradatafrom the
intervention, including counts of user sessions, length of
sessions, pages visited, and functions utilized. Thisinformation
will assist in examining whether intervention dosage influences
the overall efficacy of theintervention and in informing the cost
analysis and wider implementation and scalability [56].

Technology and Social Media

We will include Pew Internet survey questions [57] regarding
the use of different devices, the number of hours spent online
through each device, reasons for social media use, sites
commonly frequented, and extent to which the internet
supplements face-to-face interactions. We will also measure
participants’ frequency of social media use to look for HIV or
sexual hedth-related information [43,58] and their online
partner-seeking behaviors [59,60]. We will ask these questions
at each follow-up, except for the 1-month follow-up. We will
also use the eHealth Literacy Scale [61] to assess participants
perceived ability to use the internet to find health resources.

Statistical Analysis

Descriptive statistics of the psychosocial and demographic
characteristics of the participants will be used to describe all
participants. Thesewill be compared between treatment groups
using t testsor Wilcoxon rank sum testsfor continuous variables
and chi-sguare tests for categorical variables. To test for
intervention efficacy, we will conduct primary analyses of our
primary outcomes (HIV testing, ST testing, and PrEP awareness
and willingness) using regression analyses to compare our
treatment and control groups using the appropriate link function
(identity for continuous outcome, logit for binary outcome, and
natural log for count outcomes). Interactions between group
assignment and these characteristics will be tested to explore
the potential moderators of treatment effect. We will repeat
these analyses for the secondary outcomes (eg, theoretical
mediators, sexual risk behaviors, sexual risk behaviors, PrEP
uptake).

We will use the general framework of generalized linear mixed
models (GLMM) to test for intervention effects over time. Note
that some of our outcomes are binary, some are count, and some
continuous traits and thus need to be treated differently. The
general form of GLMM will be g(1;;) = Bgi + Beoy Covariates;

+ Brime TiMes + Bam x Time: Where ;; is the mean response
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corresponding to subject i a Timej (baseline and 4 follow-ups),
with its appropriate link function (identity for continuous
outcome, logit for binary outcome, and natural log for count

outcomes); Trt;=1 if the ith subject isin the intervention group,

and Trt;=0 if the it subject is in the control group. The
interaction coefficients Brxmime &€ Of interest here, measuring
the difference in the rate of change in outcome across the 2
treatment groups over time. The subject-specific random
intercepts By are assumed to be normally distributed with a
common variance and they account for within-person
correlation. We will also explore if we need a subject-specific
random slope corresponding to visit in the above model.
Maximum likelihood estimation will be used for fixed effect
parameters.

Models will be compared according to the information criteria
such as Akaike Information Criterion and Bayesian Information
Criterion. For some binary outcomes, such as HIV testing, we
will perform an aggregate analysis after collapsing across the
repeated measures using simple logistic regression, comparing
whether the probability of having tested at least once over the
entire follow-up period is different across treatment groups,
after adjusting for baseline values. To ensure robustness, we
will also apply an exchangeable working correlation structure
toitscorresponding generalized estimating equation model. We
will conduct exploratory regression analysesto examineregional
differences. Theseregressionswill be run with group assignment
and region in the model, controlling for sociodemographic
characteristics. Interactions between group assignment and
region will betested to explore potential site-specific moderators
of treatment effect.

As a secondary analysis, we will build on our GLMM
framework to examine whether the intervention effects in the
theoretical mediators (eg, attitudes, norms, and self-efficacy)
are associated with our outcomes. We will also test whether
these relationships vary as a function of YMSM'’s varying
engagement with the intervention (intervention acceptability,
use of intervention over time). Interactions between group
assignment and these characteristics will test for potential
moderators of treatment effect.

Cost Analysis

In order to inform the eventua scale-up of GC, we will also
conduct a cost analysis of GC and control conditionsto inform
discussions of sustainability and roll out of the GC intervention.
Wewill collect information on costs associated with the delivery
of the intervention. No costs associated with research data
collection will be included. These components of cost will be
summed over the 12-month study period for each participant
to generate an estimated per person cost. Effectiveness will be
measured by examining HIV-related outcomes reported by
YMSM over the 12-month period. Incremental cost effectiveness
ratio (ICER) across treatment arms will be defined as delta C
or delta E, where delta C denotes the estimated difference in
mean cost of theintervention and delta E reflects the estimated
difference in mean effectiveness between the intervention and
control groups. Nonparametric bootstrap resampling will be
used to estimate the 95% CI of incremental cost effectiveness
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ratio [62]. Analysis will be performed on participants with
complete data. Sensitivity analysis will be conducted by
including al participants with multiple imputations for those
with missing data.

Qualitative Assessment of Testing Sites' Satisfaction

We will qualitatively assess testing sites' satisfaction with the
biannual performance assessments and their improvements in
service delivery when working with Y MSM acrossthe 3 regions.
Ten site directors will be randomly selected from testing sites
in each city. Eligible participantswill be able to read and speak
English and serve as the site director of an HIV or STI testing
site in Philadelphia, Atlanta, or Houston. We will conduct
semistructured qualitative in-depth interviews (60-90 minutes)
that focus on 4 domains: (1) existing prevention services used
and promoted by the agency, (2) agency (internal) resources
currently missing, that if identified and addressed, could improve
the delivery of HIV, STI, and PrEP services to YMSM, (3)
feedback on the biannual performance assessments and their
use for service delivery improvements, and (4) the advantages
and disadvantages of GC rollout within AIDS Service
Organizations.

Interviewswill occur viatel econference to maximize candidness
and privacy while decreasing travel-related costs. We will use
V See, a simple and low-cost video chat platform that requires
no server infrastructure to set up or maintain and alows
providers to be HIPAA-compliant. Interviews will be
audio-recorded to allow for verbatim transcription, and then
checked for accuracy and completion. Initial reading and coding
of the transcripts will be reviewed, compared, and refined in
team meetings. This systematic processwill lead to the creation
of acoding structurethat includesahierarchical set of constructs
seen in the data. We will analyze several transcripts jointly to
establish intercoder reliability. The team will then code all
transcripts using our coding structure and add inductive codes
during the iterative analysis process. Throughout, we will
discuss emerging themes, resolve difficulties or concerns that
may arise, and adapt the codebook as necessary.

Since we seek to gain a multilevel understanding of the
structural, organizational, and interpersona barriers and
facilitators of implementing GC, our analysis will utilize a
phenomenological framework [63]. Although our analysiswill
rely primarily on a phenomenological inductive approach, we
will also employ aspects of deductive analysisthat consider our
guiding conceptual framework. This combination of analytic
strategieswill enable usto conduct a phenomenological analysis
(inductive) that was initially informed by existing research and
theory via the conceptual framework (deductive). We will
analyze the qualitative data using thematic analysis until we
have reached saturation [64-66].

Results

GC research activities began in September 2016 and are
ongoing. Institutional review board (IRB) submission is
complete, with IRB authorization agreements being finalized
across the participating universities and SRVs.
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Discussion

There are several potential challenges and limitations to the
proposed clinical trial. First, we will rely on self-reported
outcomes. Wewill not include biological measures (eg, presence
of HIV or STI), aswe would have to dramatically increase our
sample size to detect significant effects in biomarkers among
newly diagnosed HIV or STI cases and it would be inefficient
to collect biomarkers in a Web-based study. We will frame the
presentation of results as self-reported outcomes. Second, we
propose to recruit a diverse (in terms of race or ethnicity and
age) sample of 15-24 year-old participants. It is possible that
we may experience more success in recruiting older YMSM
(those aged >18 years). To counteract this, we will include a
broad range of social mediaoutletsin our recruitment, allowing
us the potential to recruit our full age range. Collectively, the
team has avast experience of recruiting youth into HIV research
efforts and substantial experience in recruiting online samples
of urban race or ethnic minority YMSM. Third, we are unable
to untangle race from Latino ethnicity, as it would require a
much larger sample size to examine race by ethnicity subgroup
differences. Because we propose to quota sample across race
or ethnicity in each of the regions, the breakdown of Latino race
would create some small sample sizes. Fourth, we recognize
that socioeconomically disadvantaged participants may require
access to a computer or secure Wi-Fi connection to participate
fully in the study. YMSM who are interested in participating
but require access or who prefer to complete assessments at a
study location will be able to complete intervention activities
at their local iTech SRV. Finally, to minimize potential risks,
all iTech SRVs have specific policies governing the treatment
of human participants, including the referral to medical and
psychological services in the event a participant should report
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a need for these services or experience any adverse reactions
resulting from study procedures.

With increasingly promising evidence of the efficacy of
biomedical prevention tools, such as PrEP, for reducing the risk
of HIV infection among MSM [38,39,67-70], thereisincreased
attention to the potential for HIV testing to act as a gateway to
other HIV prevention tools and care efforts [71,72]. Many of
the cognitive and behavioral risk factors that contribute to the
high rates of HIV infection among M SM are established during
adolescence and the transition into young adulthood. This age
should be considered apriority time for intervening on cognitive
and behavioral risksfor HIV, while also introducing YMSM to
HIV testing as a gateway to other HIV prevention options.

Efforts to encourage and motivate YMSM to engage in repeat
HIV or STI testing or to adopt other prevention efforts (eg, PrEP
[38,39,67]) may bediminished if structural barriers (eg, medical
mistrust, lack of insurance or transportation) and cultural
insensitivity to YMSM'’s needs (eg, racial or ethnic and sexual
orientation stigma) lead to delays or avoidance of HIV or STI
services [10,73,74]. HIV prevention tools must be designed to
help YMSM overcome a series of multilevel barriers at the
individual (eg, risk awareness), systems (eg, costs, lack of
culturally competent care), and structural (eg, homelessness,
stigma) levels. Devel oping strategiesto promote the use of HIV
prevention services among YMSM requires the creation of
interventions such as GC that are culturally sensitive to their
psychosocial needs[13] and facilitate access to comprehensive
sexua health services [14]. If proven efficacious, GC has the
potential to fill a gap in HIV prevention by providing a
Web-based, tailored intervention that allows YMSM to learn
about local prevention services and to build the skills necessary
for successful adoption of prevention.
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Abstract

Background: Over afifth of al new HIV infectionsin the United States occur among persons aged 13 24 years, with most of
these diagnoses occurring among gay and bisexual males (81%). While the epidemic of HIV in the United States has leveled off
for many age groups, the annual number of new HIV diagnoses among young men who have sex with men (YMSM; 13-24 years
old) remains high. Traditional approachesto continuum improvement for youth have been insufficient, and targeted interventions
are urgently needed for young people at risk for or infected with HIV. Interventions delivered through mobile health technology
represent a promising approach for improving outcomes in this popul ation. M obile phones have nearly reached saturation among
youth, making mobile technology a particularly promising tool for reaching this population.

Objective: The University of North Carolina/Emory Center for Innovative Technology (iTech) isaNational Institutes of Health
cooperative agreement as part of the Adolescent Medicine Trials Network for HIV/AIDS Interventions. i Tech aimsto impact the
HIV epidemic by conducting innovative, interdisciplinary research on technol ogy-based interventions across the HIV prevention
and care continuum for adolescents and young adults in the United States, particularly YMSM, by providing the following: (1)
evaluation of novel approaches to identifying youth with undiagnosed HIV infections; (2) evaluation of multilevel, combination
prevention approaches, particularly relevant to gender- and sexual-minority youth facing co-occurring health risks; (3) evaluation
of uptake of and adherenceto biomedical prevention modalities; and 4) eval uation of interventions designed to promote or optimize
engagement in care and antiretroviral therapy adherence in HIV-positive youth, to optimize viral load suppression.

Methods: iTech bringstogether multidisciplinary expertsin the fields of adolescent HIV treatment and prevention, devel opment
and evauation of technology-based interventions, HIV surveillance and epidemiology, and intervention design and evaluation.
This initiative will support 8 efficacy trials and 2 exploratory projects, each led by 2 principal investigators. Taken together, the
studies address all of the key steps of the HIV prevention and care continuum for youth in the United States. Each proposal uses
technology in a scientifically rigorous and innovative way to access, engage, and impact at-risk or infected youth. Nine iTech
subject recruitment venues are spread across 8 US cities. Three cores (management, analytic, and technology) support al iTech
activities and form the research network’s infrastructure, facilitating all aspects of study implementation and evaluation.
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Results: Formative work has already begun on many of the above-mentioned iTech trials. We expect the first randomized
controlled trialsto begin in mid-2018. Additional details can be found in theindividual intervention protocol papersin thisissue.

Conclusions: Through its comprehensive research portfolio, iTech aims to effectively advance HIV prevention and care for

youth through technol ogy-based, youth-relevant interventions that maximize adaptability and sustainability.

Registered Report Identifier: RR1-10.2196/10365

(JMIR Res Protoc 2018;7(8):€10365) doi:10.2196/10365

KEYWORDS
adolescent; HIV; care continuum; technology; mobile app

Introduction

Over afifth (22%) of al new HIV infectionsin the United States
occur among persons aged 13-24 years, with most of these
diagnoses occurring among gay and bisexual males (81%) [1].
While the epidemic of HIV in the United States has leveled off
for many age groups, the annual number of new HIV diagnoses
among young men who have sex with men (YMSM; 13-24
years old) remains high. Though it fell by 18% between 2008
and 2014, in 2015, Y M SM accounted for 92% of new infections
among people aged 13-24 years and 27% of all new infections
among MSM [2].

Advancesin HIV prevention tools can effectively reduce new
HIV infections among youth. Antiretroviral therapy (ART) is
a powerful tool and can be used among HIV-negative youth to
reduce susceptibility to infection (pre-exposure prophylaxis,
PrEP) or among youth living with HIV infection (in the form
of treatment as prevention) to reduce infectiousness [3-6]. The
effectiveness of ART for reducing HIV transmission requires
successes at multiple steps of the HIV prevention and care
continuum (HIV testing, PrEP or ART treatment initiation, and
treatment adherence), which may prove challenging for youth
due to individual, structural, and societal barriers [7-10].
Comprehensive, evidence-based behavioral, psychosocial, and
structural interventions are needed to optimize PrEP and
treatment as prevention among youth.

HIV testingisthecritical first component to facilitate entry into
HIV prevention and care. Individuals who are aware of their
infection can begin treatment, thus reducing the likelihood of
onward transmission and improving clinical outcomes [11].
Those individuals testing negative can engage in interventions
to prevent HIV acquisition, such as behavioral counseling and
PrEP initiation. Dueto the high HIV incidence among Y MSM,
routine HIV testing is particularly important and represents an
ongoing prevention activity that requires strategiesfor continued
engagement [12]. Access to and uptake of HIV testing is
suboptimal, even among YMSM who report behaviors that
placethem at high risk for infection [13,14]. Datafrom the 2015
Youth Risk Behavior Surveillance System, which collects data
from high school students (9th-12th grade), found that among
sexually debuted YMSM, only 21% had ever been tested for
HIV [1]. Further, at the end of 2013, an estimated 60,900 youth
were living with HIV in the United States. Of these, 51%
(31,300/60,900) wereliving with undiagnosed HIV, the highest
rate of undiagnosed HIV in any age group [1].

http://www.researchprotocols.org/2018/8/e10365/

Although PrEP has demonstrated high efficacy in clinica
studies, uptake has been low among Y MSM, especially YMSM
of color [8,15,16]. There have been a number of challengesto
increasing PrEP uptake in the United States, including low
awareness of PrEP among youth and providers, only recent
FDA approval of PrEPfor those aged <18 years, concerns about
potential side effects or safety, low risk perception, and PrEP
stigma [17-19]. Efficacy of PrEP is highly correlated with
adherence, and evidence suggeststhere may be worse adherence
rates among younger populationsand racial and ethnic minority
populations [20-23].

For youth diagnosed with HIV, engagement in care and
treatment with ART to achieve viral suppression are critical
componentsfor reaching the goals of improved individual health
and prevention of onward transmission. In the United States,
only approximately 44% of young people aged 13-24 years
diagnosed with HIV have achieved vira suppression [1]. One
recent study of 1548 youths [24], conducted within the
Adolescent Trials Network for HIV/AIDS Interventions (ATN),
showed that only 7% of diagnosed adolescents and young adults
achieved undetectable viral loads. Among participants with
baseline biomedical data (N=733), 81.0% (594/733) weremale,
72.0% (528/733) were black, and 70.0% (513/733) were gay or
bisexual. This was substantially lower than the estimated 50%
of persons achieving viral suppression for all age groups
combined [24,25].

Thus, traditional approaches to continuum improvement for
youth have been insufficient. Targeted interventions are urgently
needed to improve the knowledge of undiagnosed HIV infection,
access to and retention in prevention and care, medication
adherence, and long-term viral load outcomes among youth at
risk for or infected with HIV. Interventions delivered through
mobile health (mHealth) technology represent a promising
approach for improving outcomes among youth at risk for or
infected with HIV. Mobile phones have nearly reached
saturation among Yyouth, making mobile technology a
particularly promising tool to reach this population. Asof 2015,
78% of those aged 18-29 years in the United States own a
desktop or laptop computer and 98% report having a maobile
phone of somekind, and 86% of these devices are smartphones
[26]. Although white teens (91%) are more likely than black or
Latino teens to report owning a desktop or laptop computer
(~80% each), black teens are morelikely to own amobile phone
(85%) and go online through amobile device (100%) than white
teens (71% ownership, 90% access) [27].
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Although a number of apps related to HIV and other sexually
transmitted infections (ST1s) are available viacommercia sites
(Apple iTunes, Google Play), there are limited data to support
the design of these apps or rigorous eval uations of their impact
[28,29]. Of note, there are no current mHealth interventions
targeting access to, uptake of, and adherence to PrEP. Further,
youth face unique barriers to care at multiple levels including
individual, social, and structural. Thus, technology (including
app-based) interventionsfor youth must be specifically tailored
based on their developmental stage and should include factors
beyond individual-level behaviors and barriers to care.
Additionally, once developed, these interventions must be
rigorously evaluated and include the estimation of both overall
cost and cost-effectiveness (compared with standard of care).

To effectively advance HIV prevention for youth,
technology-based, youth-relevant interventions that maximize
adaptability and sustainability need to be developed, heeding
lessons learned from successes and failures of in-person
interventions. A more efficient and potentially more scalable
process for developing and testing these interventions would
beto collateinterventionsthat share common principles, design
elements, data collection, and evaluation approaches. Moving
forward, it is imperative that we build upon and enhance
successful platforms to develop sustainable technol ogy-based
solutions that represent the highest standards of usability,
affordability, accessibility, and large-scal e dissemination.

The University of North Carolina (UNC)/Emory Center for
Innovative Technology (iTech) isaNational Institutes of Health
cooperative agreement as part of the ATN (see Eunice Kennedy
Shriver National Institute of Child Health and Human
Development ATN overview, also submitted for this special
issue). iTech aims to impact the HIV epidemic by conducting
innovative, interdisciplinary research on technology-based
interventions across the HIV prevention and care continuum
for adolescents and young adults in the United States. The
overall goals of iTech seek to decrease the impact of HIV on
the lives of adolescents and young adults in the United States,
particularly YMSM, by providing the following: (1) evaluation
of novel approachesto identifying youth with undiagnosed HIV
infection; 2) evaluation of multilevel, combination prevention
approaches, particularly relevant to gender and sexual-minority
youth facing co-occurring health risks (eg, substance use, mental
illness, homel essness; 3) evaluation of uptake of and adherence
to biomedical prevention modalities, and 4) evaluation of
interventions designed to promote or optimize engagement in
care and ART adherence in HIV-positive youth, to optimize
viral load suppression.

Methods

iTech Structure

iTech will support 8 efficacy trials of interventions and 2
exploratory projects, each of which will be led by 2 principal
investigators (PIs). Taken together, the studies address al of
the key steps of the HIV prevention and care continuum for
youth in the United States. Each proposal uses technology in a
scientifically rigorous and innovative way to access, engage,
and impact at-risk or infected youth. Nine iTech subject
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recruitment venues (SRVs) are spread across 8 US cities
(Boston, MA; Philadelphia, PA; Chicago, IL; New York City,
NY, 2 sites; Houston, TX; Tampa, FL; Atlanta, GA; and Los
Angeles, CA). Three cores (management, analytic, and
technology) support all iTech activities and form the research
network’s infrastructure that supports all aspects of study
implementation and eval uation.

iTech Cores

iTech is composed of three cores (management, analytic, and
technology) that function in a coordinated and complementary
manner to achieve overal objectives (Figure 1). Authors
LBH-W and PSS oversee al activities. A project management
plan provides rules for i Tech Core governance.

The Management Core (MC) provides the organization and
structure necessary to maximize the potential of the research
projects within iTech. MC provides infrastructure, regulatory,
and operational support and ensures communication and
collaboration among the research studies within i Tech and with
the funders. It is responsible for the project management plan
and overall and study-specific timelines, ensuring the project
remains within cost and scope, and overseeing and monitoring
theiTech SRVs.

The iTech Analytic Core (AC) provides expertise and data
systemsfor the conduct of formative research, usability testing,
pilot studies, randomized controlled trials (RCTs) and economic
analyses to support the aims of the iTech and its research
protocols. Throughout the development, execution, analysis,
and dissemination phases of each iTech study activity, AC
provides guidance on implementing cross-site collaborative
research, maintaining scientific rigor, and ensuring timely
research completion. Activities of AC are supported by data
analytic staff at Emory and UNC with skillsin 4 primary areas:
data management, qualitative data analysis, quantitative data
analysis, and costing analyses. Lead statisticians assemble and
supervise teams comprising AC data management and analytic
staff for each RCT and complete the design and execution of
primary analyses for each iTech study. AC also leads effortsto
ensure study tools and measures are harmonized wherever
possible acrossiTech studies and the broader ATN to facilitate
pooled and large-scale secondary data analyses projects.
Network-wide measures encompass 5 domains; demographics
or socioeconomic characteristics, sexual behavior and risk,
substance use or abuse, HIV-positive cascade, and HIV-negative
cascade. In addition, other survey measures specifically for use
within iTech were developed: additional demographic or
socioeconomic characteristics, technology items (technology
use, eHealth literacy, intervention usability, and intervention
acceptability), mental health, and social supports. Further details
on ATN data harmonization can be found in a companion
manuscript in this eCollection (will be cited once available).

Economic analyses are planned for five of iTech's current
studies (COMPARE, P3, Get Connected, ePrEP, and
YouTHrive). Cost data will be collected by input type and
activity. Standardized tools and harmonized measures will be
used across studies wherever possible. The study staff will
develop the inventory of inputs for each activity for each
intervention (eg, inputs for the initial screening visit and app
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setup) and standard definitions of each input and unit of
measure. Each study site will use a standard data collection
instrument that listsall theinputs, the time framefor collection,
and the primary source of cost data. We will use activity-based
(also called “bottom-up”) costing to assess the cost of the
respectiveinterventions. Cost datawill be collected by site. The
average of the site-specific costs will be used, and the variation
in site-specific costs will be examined and reported. Total cost
results will be presented by cost per participant using the
intervention and cost per percent increase in primary study
outcome(s) (eg, HIV testing, PrEP uptake), referent to the
control arm.

The iTech Technology Core (TC) provides services for
technology-related fields, including mobile technologies,
Web-based platforms, laboratory monitoring platforms that
collect samples through mailed-out testing kits, social media-
and Web-based recruitments, and technology-related ethics
issues. TC provides a secure, HIPPA (Health Insurance
Portability and Accountability Act of 1996)-compliant
Web-based system for participant management and retention
that is used across all SRVs and studies. TC assists with the
measurement of paradata, auxiliary data that capture details
about the process of interaction with the Web-based intervention,
including website and app analytics, and creates an infrastructure
to share and disseminate best practicesin technology-delivered
HIV interventions. To date, paradata have been underexamined
and underreported in research among youth at risk for or infected
with HIV [30]. Paradata can be used to help understand what
components of the intervention led to behavior change and
which components are not useful and should not be continued
in future iterations of the technology. Finally, TC provides
support for scaling and dissemination, including planning for
eventual implementation at all stages of protocol devel opment.

Figure 1. Overal iTech organizational structure.
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Commitment to Adolescent Research

Through adevel oped and centralized management and analytic
framework, iTech supports a network of multidisciplinary
scientists, researchers, clinicians, and public health professionals
who work collaboratively to support iTech’s diverse research
portfolio. The network science team is made up of all research
study Pls, SRV Pls, plus members of iTech’'s scientific
leadership cores. This team meets monthly to talk about
cross-cutting issues, brainstorm new concepts, review new
scientific research, and leverage cross-protocol opportunities.
iTech also supports a collaborative training and educational
mission that crosses all cores and disciplines. iTech provides a
nurturing environment to foster new junior investigators into
adolescent HIV or AIDS research and builds collaborations to
create new and innovative research in this area. We have
deliberately built mentoring relationships into each of the
research studies, pairing junior investigators with more
experienced investigators.

Community Engagement

iTech has purposefully partnered with clinical care sites that
have well-established community collaborations, including
established youth advisory boards (YABS). Wewill work closely
with each SRV to ensure sustained YAB involvement at each
venue and within the larger iTech network. iTech’s leadership
will also work closely with YABs and other community
stakeholders and advisors to help evaluate tools and programs,
ensuring age appropriateness and readability, cultural sensitivity
and linguistic appropriateness, gender and sexual orientation
sensitivity, and minimal burden of intervention strategies. In
addition, i Tech has proposed involvement of at least one YAB
member from each SRV in monthly Web-based Youth Advisory
Council meetingsto allow input on local aswell as cross-iTech
issues.
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Regulatory and Ethics

All research conducted within i Tech will be centrally reviewed
and approved by the institutional review board (IRB) of the
University of North Carolina at Chapel Hill, acting as the IRB
of record in accord with National Institutes of Health policies
[31]. Local IRBs for participating institutions and SRV's sign
reliance agreements with the UNC IRB and receive regular
updates and notices of continuations or changesin protocol, as
well as are informed of any adverse or serious adverse events
that may occur at their site. A waiver of parental consent or
assent is obtained for participantswho are 15-17 years old. All
studies have (5 studies) or will be (5 studies) registered on
ClinicalTrials.gov (Table 1).

iTech Projects

The iTech scientific agenda is translated through 8 efficacy
trials and 2 exploratory projects, all designed to address 4
primary objectives. Each study includes qualitative formative
research to devel op or adapt the intervention and an RCT of the
intervention(s) versus standard of care. Many new or
substantially adapted interventions are a so conducting technical
pilots in which the intervention is tested for a short period of
time and qualitative exit interview data are used to finalize the
intervention for RCT. This standardization of the research
process across iTech studies is a key aspect of the network.
Below, we outline each of the 4 objectives and briefly describe
the interventions currently in place to address these objectives;
note that all iTech interventions address multiple components
of the care and prevention cascades and cross-cutting issues
(Figure 2). Additional details can be found in the individual
intervention protocol papers (will be cited once available or
under review).

Evaluation of Novel Approachesfor | dentifying Youth
With Undiagnosed HIV Infection

Despite Centers for Disease Control and Prevention and
American Academy of Pediatrics recommendations that
high-risk youth receivean HIV test at least annually [32], many
sexually active YMSM have either never been tested or have
not been tested in the last year. More than half of youth living
with HIV (51%) are unaware of their infection [1,14,33,34].

Table 1. iTech studies’ registration status.

Hightow-Weidman et a

Barriers to testing among youth, including YMSM, include
misperception of individual risk, fear of testing positive,
concerns about confidentiality, access to healthcare services,
and provider reluctance to discuss sexual risk behaviors among
adol escent patients and offer routinetesting to those at risk [35].
Four iTech studies have a primary focus on HIV testing:

« LYNX: LYNX is anovel mobile app designed to increase
HIV or STI testing and support PrEP uptake among Y MSM.
In this study, the investigators will expand their current
mobile app, designed primarily to increase HIV or STI
testing, to include components to increase the uptake and
linkageto PrEPfor Y MSM, and then evaluate the feasibility
and acceptability of this app in a pilot RCT. The key
components addressed by the integrated LYNX app will
be information, motivation, and behavioral skill needs
[36-38] for increasing HIV or STI testing frequency and
PrEP uptake.

«  MyChoices: MyChoices is a youth-optimized version of a
mobile app designed to increase HIV or STI testing and
support PrEP uptake among Y MSM [39]. In this study, the
investigators will expand and enhance their current mobile
app through theater testing with youth and then evaluate
the feasibility and acceptability of thisapp in apilot RCT.
The key components of MyChoices address constructs of
social  cognitive theory, including self-regulation,
self-efficacy, and environmental influences [40].

- COMPARE: If either app described above (or both) isshown
to be feasible and acceptable, the app(s) will be tested in
this follow-on research study to evaluate for efficacy. If
both are deemed feasible and acceptable, YMSM in this
3-year study will be randomized to receive either
MyChoicesor LY NX or standard of careinformation about
HIV testing and PrEP.

« We Prevent: This project aims to develop and test a
relationship skills-focused HIV prevention intervention for
YMSM and their partners. Theintervention consists of two
telemedicine sessions: thefirst focuses on relationship skills,
and the second consists of HIV testing and counseling for
couples and prevention planning [41]. Both sessions are
attended by both members of the dyad.

Study name Clinica Trials.gov identifier or anticipated date of registration
Get Connected NCT03132415
LYNX NCTO03177512
MyChoices NCT03179319
P3 (Prepared, Protected, emPowered) NCT03320512
YouthThrive NCT03149757
LifeStepsfor PrEP for Youth Mid-2018

We Prevent Mid-2018
ePrepP Mid-2018
TechStep Mid-2018
COMPARE Late 2018
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Figure 2. iTech research studies and intended continuum of prevention and care targets. ART: antiretroviral therapy; PrEP: pre-exposure prophylaxis;

STI: sexually transmitted infection.
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Evaluation of Multilevel, Combination Prevention
Approaches

Structural factors, such as lack of access to or prior negative
experiences with prevention and care services may impede HIV
or STI testing and PrEP uptake among Y MSM and transgender
youth, particularly among youth with co-occurring health risks
and comorbidities (eg, substance use, mental illness,
homel essness) [42-44]. It iscritical to provide developmentally
and culturally appropriate services and tailored short message
service (SMS) text messaging for Y MSM and transgender youth,
toincrease their engagement in risk reduction activities, routine
uptake of HIV or STI testing, and awareness of PrEP. Two
iTech studies primarily focus on combination prevention
approaches that address structural factors:

+  Get Connected: Get Connected! isamotivationally based,
brief Web-based intervention that employs individual and
system-level tailoring technology to reduce barriers to
linkage into competent prevention care (eg, HIV or STI
testing, PrEP) for YMSM [45,46]. YMSM receive
personalized and theory-driven content regarding HIV or
STI prevention, and structural factors are addressed through
linkage to prevention and care services known to serve
YMSM populations competently.

« TechSep: The rates of HIV infection among transgender
youth (including transfeminine, transmasculine, and
gender-nonconforming youth) are extremely high,
particularly among transwomen [47,48] and transmen who
have sex with men [49]. Furthermore, engagement in routine
health care has been problematic due to structural barriers
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(eg, housing instability, unemployment or
underemployment, limited educational attainment), provider
attitudes, and perceived or actual experiences of stigmaand
discrimination [50]. TechStep is a two-condition,
technology-based RCT, with a stepped care approach,
among high-risk HIV-negative transgender youth for
reducing sexual risk behaviorsand increasing PrEP uptake.
The stepped care approach includesincreasing intervention
intensity from SMS text messaging or a Web app to
e-coaching.

Evaluation of Uptake of and Adherenceto Biomedical
Prevention Modalities

PrEP provides a strong preventive benefit to youth at risk for
HIV infection and there is overwhelming evidence supporting
its efficacy [20,21,51-53]. Although oral PrEP adherence is
highly correlated with its efficacy in clinical trials, adherence
rates are variable [52,54-56]. In real-world practice settings,
PrEP adherence may even be lower, particularly among youth
[21,23]. As such, interventions are needed to improve and
sustain adherence to PrEPR, thereby maximizing its preventive
benefits in at risk populations. Three iTech interventions
primarily address PrEP uptake and adherence:

« LifeSteps for PrEP for Youth (LSPY): LifeSteps is an
evidence-based HIV medication adherenceintervention for
HIV infected individuals, which was developed by Safren
et al [57-59] and has been adapted for diverse populations
[60-62], including adolescents [63]. It consists of four,
weekly, nurse-delivered sessionswith weekly SMS. Inthis
study, investigators will tailor LSPY to meet the unique
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needs of YMSM and then conduct a pilot two-arm RCT of
the modified verson of LSPY to test feasibility,
acceptability, and preliminary efficacy.

« P3(Prepared, Protected, emPowered): P3isan interactive
mobile phone app for HIV-uninfected YMSM. The app
utilizes social networking and game-based mechanics, as
well asacomprehensive understanding of what constitutes
“best practices’ in app development to improve PrEP
adherence and retention in preventive care. An enhanced
arm (P3+) will deliver in-app adherence counseling based
on the integrated Next Step Counseling model [64,65]. A
three-arm RCT will be conducted.

« ePrEP: Rura and periurban areas across the Southeast do
not have extensive access to PrEP providers. A tailored
approach for rural YMSM, addressing known structural
barriers of transportation, access to providers, and privacy,
is likely to yield high levels of PrEP initiation and
persistencein care. The study will finalize the devel opment
of a unified rural telemedicine system with a standalone
mobile phone app interface and then conduct an RCT of
the ePrEP intervention to determine if thereis higher PrEP
adherence compared with a control condition, which gives
access to a Web-based PrEP locator.

Evaluation of I nterventions Designed to Promote or
Optimize Engagement in Care, ART Adherence, and
Viral Load Suppression in HIV-Positive Youth

Poor adherence among youth is multifactoria and includes
medical (eg, side effects, dissatisfaction with medical team),
logistical (eg, forgetting, inconvenience), and psychological
(eg, depression, lack of support, perceived stigma) barriers
[66,67]. Sufficient and sustained ART adherence reduces excess
morbidity and mortality among people living with HIV [68]
and lowers the probability of forward transmission to sexual
partners [69]. Advancing targeted and innovative ART
adherenceinterventionsfor youth with HIV isan urgent priority;
one i Tech intervention primarily targets ART adherence:

«  YouTHrive: YouTHrive (pronounced “youth thrive’) is a
Web app intervention to improve ART adherence among
youth living with HIV that has the following components:
(1) enhanced peer-to-peer interaction, (2) engagement SMS
text messages, (3) mood and ART adherence
self-monitoring, (4) goa setting, and (5) tailored ART and
HIV informational content. Gamification techniques (eg,
leveling) are used to promote sustained engagement.

Results

Formative work has already begun on a number of the iTech
trials detailed above. We expect the first RCTs to begin in
mid-2018. iTech is anticipating preliminary findings from the
first randomized control trials (LYNX and MyChoices) to be
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presented by early 2019. Additional preliminary findings from
TechStep and P3 are expected mid to late 2020, with
YouTHrive, Get Connected, and ePrEP presenting preliminary
RCT findings by late 2021. We expect additional findings as
we add new interventions focused within each of our four iTech
objectives.

Discussion

i Tech brings together multidisciplinary expertsin the fields of
adolescent HIV treatment and prevention, development and
evaluation of technology-based interventions, HIV surveillance
and epidemiology, and intervention design and evaluation.
Fostered by an MC that prioritizes communication and
collaboration, this robust team will work collaboratively to
respond to emerging issues and promote continued
advancementsin the field.

Technology-delivered interventions are well-suited for youth
given their modality, the common use of technology in the
population, the platform’s suitability to deliver tailored content
specificto each user’'sHIV or AIDSrisk behaviorsand context,
and the platform’s unique capability to diffuse HIV or AIDS
prevention programs to large numbers of youth residing in
numerous geographic locations. Youth, including YMSM, are
receptive to internet- and mobile phone-delivered interventions
[29,70,71].

Using the internet to recruit, engage, and retain youth in
interventionsis not only possible but also necessary. Youth may
lack the social capital or resources to access in-person
interventions, may be dependent on adults for money or
transportation, or may need permission to attend programs.
These barriers are particularly problematic for YMSM who,
due to anticipated or actual stigma, are unable or unwilling to
talk to adults about their same-sex attractions, behavior, sexual
identity, and need to receive prevention and care services
[72-75]. Traditional face-to-face formatsthus create difficulties
for youth when they cannot easily access these interventionsin
their communities, are not ableto attend the sessionswhen they
are offered, and cannot choose to engage with theinterventions
content when most convenient. In addition, in a world where
so much content is available online, there is an appeal (and
perhaps even an expectation) to interventions that can be
accessed online, in the privacy of one's home, viewed alone or
with friends, and when best suits the young person. However,
while in-person interventions may be costlier, some youth may
benefit from face-to-face interactionswith culturally responsive
providers. Thus, costing analyses are critically important with
regard to technology-based interventions that are resource
intensive to develop but have a great potential to be scalable
and cost-effective, with high public health impact [ 76]. We have
integrated sophisticated methodol ogiesto trandl ate findingsinto
HIV prevention recommendationsfor youth in the United States.
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