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Abstract

Background: Therising prevalence of dementiaisamajor concern, with approximately 45% of cases linked to 14 modifiable
risk factors. The European project LETHE aimsto develop apersonalized digital intervention model to delay or prevent cognitive
decline through risk factor management.

Objective: The objective of our study was to design aclinical tria platform for older individuals at risk of cognitive decline,
including a mobile app for study participants and aclinical trial management system (CTMS) for health professionals.

Methods: Using a user-centered design approach, workshops and feedback rounds involved potential participants representing
the target group and professionals. The LETHE app’'s usability was assessed among 156 older adults enrolled in a 2-year
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multinational randomized controlled trial evaluating the feasibility of a digitally supported lifestyle program for dementia risk
reduction. The randomized controlled trial is currently ongoing; the System Usability Scale (SUS) was administered 1 month
after baseline to map first user experiences. Feedback on the LETHE CTMS was collected from 21 users.

Results: Of the 78 participantsin the trial intervention group, 66 (85%) provided responses for the mobile app, with amedian
SUS score of 70 (IQR 55-82). Within the control group, 73% (57/78) of responses were received, with a median SUS score of
73 (IQR 63-90). For the CTMS, we received 71% (15/21) of responses, and the feedback was mostly positive. A ranking of the
features that could be considered beyond state of the art showed that the integration of personalized activities (mean 2.23, SD
1.17) and real-time appointments (mean 2.46, SD 1.51) were considered the most novel ones.

Conclusions: The LETHE app and CTM S were devel oped to support a personalized digital intervention method within a study
involving 156 participants. Limitations include participants having digital literacy and internet access, potentially impacting the
generalizability of the findings. Despite these limitations, positive feedback and high usability scores suggest promising potential

for the LETHE app and CTMS in supporting personalized interventions to prevent cognitive decline in older adults.

(JMIR Aging 2025; 8:e66660) doi: 10.2196/66660
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Introduction

Background

Overview

Therising prevalence of dementia, driven by sociodemographic
changes, congtitutes a significant global health chalenge.
Projections indicate a notable rise from 57 million affected
individuals in 2019 to an anticipated 153 million by 2050 [1].
Notably, the Lancet Commission’s report underscores that
approximately 45% of all cases of dementiaare associated with
14 potentially modifiable risk factors at different phases of the
life span [2], and diet has also been suggested as an additional
factor [3]. Previous multidomain intervention studies have
demonstrated their positive impact on cognitive performance
while simultaneoudly targeting various lifestyle domains,
including diet, physical activity, cognitive training, management
of cardiovascular risk factors, or social interaction [4-6].

Information and communications technology (ICT) solutions
such as apps running on phones and tabl ets, aswell aswearable
devices that collect user-generated health data (digital
biomarkers) in an automated way, could potentially help provide
digitally supported interventions for a broader audience and
groups at risk of cognitive decline. At the same time, these
technol ogies can collect datato monitor progress and adherence
to lifestyle interventions. Other research projects have shown
that digital interventions can be effective and feasible for older
adults, but this depends on several factors such as digital
literacy, usability of the technology, and the design of the study
with regard to human support (hybrid intervention) [7-9].

The Horizon 2020 LETHE project [10] has been initiated to
provide such a personalized digital intervention model and
components for reducing risk of developing cognitive decline
by evolving the successful Finnish Geriatric | ntervention Study
to Prevent Cognitive Impairment and Disability (FINGER)
multidomain intervention model [5]. Leveraging 1CT-based
methods and guided in-person as well as remote sessions,
LETHE aims to prevent cognitive decline in at-risk older
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individualsby providing personalized feedback and intervention
methods.

The LETHE project focuses on the af orementioned modifiable
risk factors grouped into the following lifestyle domains:
“Physical  Activity,” “Nutrition,” “Cognitive Training,”
“Management  of  vascular/metabolic  risk  factors,”
“Sleep/Relaxation,” and “ Social Activity.”

The LETHE study encompasses a currently ongoing 2-year
randomized controlled multicenter, parallel-group feasibility
trial  (ClinicalTrials.gov; NCTO05565170) involving 156
participantsat risk of cognitive decline distributed across clinical
centers in Austria (Medical University of Vienna), Finland
(Finnish Ingtitute for Health and Welfare), Sweden (Karolinska
Ingtitute), and Italy (University of Perugia). Participants were
equally randomized to one of the study groups (intervention
and control), both supported by digital tools (mobile app and
smartwatch). At baseline, participants had a mean age of 68.8
(SD 4.5) years, with an average of 14.9 (SD 3.1) years of
education. A total of 64.7% of the participants were women.
Notably, most participants (84%) used their smartphones at
least 6 times per day. Two-thirds of the participants had previous
experience using their smartphones for health tracking, and
approximately 48% had used lifestyle-rel ated apps. In addition,
63% of the participants reported using the internet for
eHealth-related tasks such as booking physician appointments
or checking test results [11].

To provide intervention components and continuously collect
datafrom the trial participants, a LETHE smartphone app was
designed and implemented. Clinical data, including blood test
results, are entered into the LETHE clinica trial management
system (CTMS), which was also developed during the course
of the project, by health professionals at each visit. The CTMS
was developed to ensure seamless integration with the app,
allowing all participant-entered data to be displayed for health
professionals to review and respond accordingly. Furthermore,
data and services from third parties have been integrated,
including cognitive training data and data from Fitbit devices,
which track steps, sleep, and physical activity. The feasibility
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of other novel technologies (audio glasses and arobot that reflect
the content of the smartphone app) is being investigated in a
substudy.

This study aimed to describe the design and implementation of
the LETHE technical components, which were carefully
developed through a joint process involving potential users,
clinical experts, and designers and technicians.

Hybrid I ntervention Approach

LETHE adopts a hybrid intervention (blended therapies)
approach, seamlessly integrating digital intervention sessions
with in-person and group sessions led by a trained coach (eg,
physictherapist or nutritionist). This comprehensive strategy,
meticulously managed by health professionals, is in harmony
with the study’s mobile app and CTM S concept.

The literature on hybrid interventions for older adults at risk of
cognitive decline, incorporating technology with coaching and
peer sessions in comparison to stand-alone technology
interventions, is still developing and has so far mainly focused
on already symptomatic individuals. Nevertheless, emerging
studiesindicate that fostering social connection and interaction
can be pivotal for successin dementiainterventions[12]. Digital
health platforms, easily accessible via mobile technology, can
be efficient and cost-effective tools for dementia prevention.
They not only offer individualized cognitive training but can
also provide an engaging user experience[13,14]. The currently
ongoing prevention of dementiausing mobile phone applications
(PRODEMOS) study creates an evidence-based dementia
prevention strategy using mobile health (mHealth) accessible
toat-risk individuals[15]. In contrast, Maintain Your Brainwas
a completely online lifestyle intervention targeting modifiable
risk factors for dementia that was delivered to the participants
via a web interface [16]. Wesselman et a [17] conducted a
comprehensive overview of web-based multidomain lifestyle
programs, combining it with a meta-analysis to evaluate their
effectiveness. Through a systematic literature research, they
collected awide range of web-based programs.

Other studies have provided app-supported self-regulation for
older adults based on self-determination theory, with a tablet
facilitating tailored exercise programs and playing a key role
in action planning and execution of behaviors [18]. The
involvement of apersona coach was pivotal, adapting exercises
to individual preferences and providing motivating remote
monitoring to empower older adultsto enhance physical activity
levelsat home. The experience conveyed in the study by Mehra
et a [18] emphasizes the value of the personal coach,
particularly during the initial phases of goal setting, behavior
execution, and evaluation in self-regulation to achieve specific
goals by guiding one’'s own behavior. Their findings indicate
that the availability of a personal coach remains crucial even
when technology supports the intervention. Nevertheless,
concerns about adherence and safety arose in the absence of
instructor guidance [18].

The success of thishybrid intervention approach could befurther
supported by the seamless interaction of a mobile app and a
web-based CTMS for professionals. This integrated system
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allows professionals to interact with and monitor patients
development, enabling timely interventions when needed.

Digital Intervention Applications

mHealth apps are increasingly used by individuals to engage
in health behaviors, aid in the self-management of chronic
conditions, or enact preventive measures [19]. These apps hold
promise in persondizing and tailoring behavior change
interventions based on real-time data, thereby enhancing health
outcomes [20]. Another crucia consideration is the necessity
for co-designing apps in collaboration with the end users and
health professionals from the relevant sector [21]. This is
particularly vital for older adults as their participation in the
technological design processis pivotal for their acceptance and
adoption of the technology [22].

Digital interventions, whether delivered through mHealth apps
or computers, are subject to eval uation in randomized controlled
trials (RCTs) targeting various conditions such as psychotic
disorders[23,24], mental health [25-28], eating disorders[29],
diabetes [30], chronic pain [31], insomnia [32], or speech
disorders [33]. These interventions often incorporate features
such asaudio or video content for physical activity or relaxation
[23,24,26,32]; mood tracking [23,25,26]; persona tasks
[23,25,31]; questionnaires[25,27,29,31]; educational materials
[23-26,32]; self-tracking of, for example, vital signsintheform
of adiary [24,32]; and habit librariesfor behavior changes[34].

An umbrella review comprising 48 systematic reviews
concentrating on mHealth apps in RCTs across various health
conditions such as diabetes or hypertension indicates the
potential effectiveness of app-based health interventions [35].
This further strengthens the approach of delivering a
mobile-based app for study participants.

CTMSsfor Intervention Projects

Equally important when intervention apps are used in clinical
trialsor research settingsis central monitoring and management
by the study coordinator or a corresponding physician. Using
a CTMS and the integration of electronic data capture has
become commonplace to serve this purpose [36]. Such a
platform should facilitate and effectively support the
multidimensional data management process in clinical trials
[37] throughout their phases, from participant onboarding to
completion [38].

Electronic systems allow for streamlined data transfer from
clinics to the CTMS, remote enrollment capabilities, greater
transparency of tria conduct, timeline monitoring such as
specific tasks, tracking of participant visits, enhanced research
documentation, and robust reporting [36,38,39]. A CTMS
presentsavariety of advantages; for example, it enablesresearch
teams to access up-to-date study information and simplifies
collaboration as all project members can work efficiently
together on the same task [38]. Moving beyond traditional
methods of data collection in clinical trials, which may involve
manual completion of paper case report forms (CRFs), leadsto
increased accuracy in findings, enhanced productivity as all
necessary elements for managing thetrial are consolidated in a
single location, and higher data quality and compliance while
reducing the risk of biasin clinical outcomes [36]. Important
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considerations when selecting a CTM S include the feature set,
usability, customization, and cost [38].

A systematic review of 19 research papers examining the
technical features of clinical datamanagement systemsreveaed
that most of these systems were developed on a web-based
platform to meet the individual needs of specific clinical trials
within a short time frame [40]. Reportedly, such systems used
in research centers showed limitations and inability to fully
support the automation of all dimensions of the clinical data
and workflow management process. In addition, the review
found that most of the systems lacked flexibility and
extensibility for further system development.

Health professional s such as study nurses, who are key members
of the clinical research team and one of the targeted user groups
for CTMSs, play acritical rolein achieving accurate outcomes
for clinical research studies. Furthermore, the effective
implementation of a CTMS in RCT studies can have multiple
benefits, including improved completion rates and increased
fidelity while ensuring the safety of individual research
participants [36].

The studies mentioned in this section collectively underscore
the value of CTMSs in enhancing the efficiency and
effectiveness of complex multisite intervention projects.

Objectives

This paper describestheiterative design process and reportson
thetechnical implementation of the LETHE app and the LETHE
CTMS within the context of a multifaceted and hybrid
intervention to prevent cognitive decline in older adults. By
sharing the results, we aim to contribute valuable insights to
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the field of dementia prevention and risk factor management
through personalized 1CT-supported hybrid intervention
methods. We collaborated intensively with end users and health
professionals to design the clinical tria platform. In addition,
in this study, we evaluated how the trial participants and
clinicians accepted the developed applications by using
subjective usability assessments. This helped us to understand
whether such digital tools keep the participants more engaged
and identify directions for further improvement.

Methods
Design of a Mobile App and Clinical Trial Platform

Overview

To ensure high usability, the user-centered design (UCD)
approach was chosen for the LETHE app as well as for the
CTMS design process. The UCD process involves the
participation of end users (in our case, older individuals at risk
of cognitive decline and health professionals supporting them
during a preventive lifestyle intervention using the CTMS) to
define key user requirements. The design approach consists of
3 main phases: analysis, design, and implementation [41].

The UCD approach encompasses 5 key principles: defining user
requirements, gathering and considering feedback from users
to specify requirements, involving users from the outset to
evaluate design iterations, consistently adhering to UCD, and
using an iterative design process [42].

Figure 1 illustrates the different design phases of the LETHE
app and the LETHE CTMS.
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Figure 1. Different phasesfor the design and development of the LETHE app and LETHE clinical trial management system (CTMS).
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Requirement Analysis and Design of the LETHE App

First, a requirement workshop, which was held online, was
carried out with the goal of listing requirements for the entire
LETHE ecosystem and especially for the LETHE app. A total
of 21 individualsfromthe LETHE project, including clinicians,
behavioral experts, and representatives of public involvement
in dementia, were invited to the workshop.
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During theworkshop, 3 user personas [43] were created, which
represented typical end users of the LETHE app. General
requirements were evaluated via open-ended questions from a
clinical view. Specific requirements such as the design or the
scientific use were ranked according to importance. The
functional requirements of the LETHE app included, onthe one
hand, the content features according to the FINGER lifestyle
domains; on the other hand, general digital requirements were
collected from professionals during the workshop. The design
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of the digital intervention was based on established behavior
change theoriesto ensure that the app’s features were effective.
We focused on understanding relevant psychological factors
that influence behaviors related to dementia risk [44,45] by
relying on multiple behavior change theories to achieve a
comprehensive understanding [46]. We used intervention
mapping elements [47] and relied on a behavior change
taxonomy [48] to select strategiesthat would best target relevant
psychological factors to promote behavior change. Methods
such as self-monitoring, setting clear goals, and planning for
challenges were built into the app’s features. Throughout the
design process, a collaboration with health professionals and
an advisory board of older adults at risk of or living with
dementia was established. The results of this workshop were
collected viaonline collaborating tool s such as Mentimeter [49]
and Padlet [50].

Afterward, wireframes based on the requirements and i dentified
personas were created. During the user experience design, the
method “The crazy 8” for wireframing was used to create as
many screens as possible [51]. This method is a fast-sketching
method to engage designers in sketching 8 distinct ideas in 8
minutes. In the next step, the wireframeswere built using Figma

Hilberger et a

(Figma, Inc) [52] as clickable prototypes to obtain continuous
feedback from the involved health professionals.

In addition, a first user test with 4 German-speaking citizens
aged between 65 and 85 yearswas carried out at the Department
of Neurology at the Medical University of Vienna, and results
were integrated during the implementation phase. One
participant had a diagnosis of dementia, whereas the other 3
had no diagnosis. The user tests were conducted using the
wireframes as clickabl e prototypes. First, participants explored
the prototype using the thinking-al oud method [53]. Afterward,
they were asked to perform 2 specific tasks (ie, choosing among
aprepopulated list of pieces of advicefor lifestyle improvement
and setting them as goals for personal change and entering
self-measured blood pressure values). Findly, participants
provided verbal feedback and shared ideas and recommendations
to further improve the prototypes.

When an implementation-ready design was obtained after the
workshop and the user test, the implementation phase (including
trandation tasks) involved continuous feedback from
professionals. Textbox 1 summarizes the phases for creating
the design of the LETHE app.

Textbox 1. Phases for creating the design of the LETHE app, with steps 4 and 5 being recurring.

o User testing with potential end users (step 3)
« Adaption of wireframes and implementation phase (step 4)

board members (step 5)

«  Workshop for creation of user personas and functional and nonfunctional requirements (step 1)

«  Creation of wireframes and clickable prototypes based on the workshop (step 2)

o Continuous improvement, modification, and development after feedback from professionals and suggestions by study participants and advisory

Requirement Analysisand Design of the LETHE CTMS

In the initial phase of our UCD methodology, an interactive
workshop dedicated to the analysis of user requirementsfor the
LETHE CTMS was conducted. The workshop was held online
via Microsoft Teams (Microsoft Corp) with 13 hedth
professional s as partici pants from different study centerslocated
in Finland, Italy, Sweden, and Austria, as well as technical
partners involved in the LETHE project. The professionals of
the study centers included neurol ogists, gerontologists, public
health experts, and professionals in the field of quality of life
and dementiawho represented the end users of the CTMS. The
aim was to collaboratively identify the essential features and
functionalities required for the LETHE CTMS. The workshop

used the Murd tool [54], facilitating the creation of digital
whiteboards using sticky notes for brainstorming in smaller
breakout rooms consisting of 3 to 4 persons. In those breakout
rooms, initial design considerations were discussed. Those
considerations included general thoughts on a CTMS, an
overview of the participants, data entering, and an artificial
intelligence (Al) risk simulation. The process behind the design
of the CTMSisdescribed in Textbox 2 [55-57].

The results of the workshop influenced the subsequent design
phase, during which multiple design proposals wereiteratively
developed incorporating feedback from clinical professionals.
Once the design phase concluded, we transitioned into the
implementation phase.

Textbox 2. Process to design the LETHE clinical trial management system, with steps 3 and 4 being recurring steps.

«  Creation of initial mock-ups based on examples from the literature [55-57] and the study protocol of the LETHE trial for workshops together

with clinical and technical partners (step 1)

«  Conduction of the workshops to gather feedback and potentially missing features (step 2)

«  Redesign of the mock-ups and technical implementation (step 3)
«  Feedback on theredesign (step 4)
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Evaluation of the M obile App and Clinical Trial
Platform

Overview

This section provides a detailed overview of the methodology
used to analyze user perspectives within the currently ongoing
2-year clinical feasihility trial, focusing on both the LETHE
app and the LETHE CTMS (or LETHE dashboard). The aim
was to gather insights on basic usability assessments,
encompassing considerations such as satisfaction with the
applications.

The analysis was conducted using R (version 4.3.2; R
Foundation for Statistical Computing) [58]. The normality test
for the datawas carried out using the Shapiro-Wilk test (a=.05).
To assess the difference in the System Usability Scale (SUS)
scores [59] between the study groups, the Mann-Whitney U test
was used. For pairwise comparisons of the various countries,
the Kruskal-Wallistest followed by the Dunn post hoc test with
Bonferroni correction was used.

Evaluation of the LETHE App

Older adults who participated in the LETHE RCT provided
feedback within the LETHE app through a structured
guestionnaire, “Experiences with LETHE app,” consisting of
10 closed-ended questions based on an adapted version of the
SUS, which was simplified for older adults and adults with
cognitive impairment [60]. Using a Likert Scale [61] with 5

Hilberger et a

points ranging from “ Strongly Disagree” to “Strongly Agree,’
participants expressed subjective feelings about the frequency
of LETHE app use, perceptions of app complexity, and their
need for assistance or confidence in navigating the mobile app.
The questionnaire can be found in Multimedia Appendix 1.

This survey will be administered at 3 distinct time points
throughout the study: 1 month, 6 months, and 24 months after
randomization. Participants have 4 weeksto complete the survey
at each time point. This timeline allows for the observation of
participant sentiments over an extended duration, offering
insights into the subjective aspects of use patterns and the
perceived complexity of amobile app specifically designed for
older individuals. Asthetria isstill ongoing, this study focused
on data from the first time point. As a result, we share
participants’ initial user experiences at this stage.

The LETHE app existsin 2 versions: one for the intervention
group and one for the control group. Due to the limited
functionality of the version for the control group, which lacks
more sophisti cated features such as personalized or intervention
activities, the analysis was conducted separately for the
intervention and control groups.

Within the LETHE trial, 156 study participants were invited to
complete the questionnaire, with 78 (50%) in the intervention
group and 78 (50%) in the control group. The calculated SUS
was assigned agrade [62] as shown in Table 1, with “C” asthe
average grade and 68 as the center of the range.

Table 1. Interpretation of the System Usability Scale (SUS) score based on agrading scale by Sauro and Lewis[62].

SUSrange Grade Percentile range
84.1-100 A+ 96-100
80.8-84 A 90-95
78.9-80.7 A— 85-89
77.2-78.8 B+ 80-84
74.1-77.1 B 70-79
72.6-74 B— 65-69
71.1-72.5 C+ 60-64
65-71 C 41-59
62.7-64.9 C- 35-40
51.7-62.6 D 15-34

Evaluation of the LETHE CTMS

To obtain acomprehensive understanding of perspectivesfrom
relevant health professionals who used the LETHE CTMS, a
41-question online survey was conducted including both open-
and closed-ended questions via Microsoft Forms (Microsoft
Corp). The survey was distributed 10 months after the start of
the study, and users were given 3 weeks to complete it. The
primary objective wasto gather feedback on the functionalities
of the LETHE CTMS and assess user satisfaction with its
implementation. The survey aimed to provideinsights essential
for mitigating common bottlenecks in the future development
of similar tools. Notably, the survey was self-administered and
structured into different parts, starting with abrief introduction

https://aging.jmir.org/2025/1/e66660

outlining its objective before participants provided information
about their role in the project. Subsequently, general inquiries
about the CTMS, such as the onboarding process and overall
experience, were posed. Participants then provided feedback
on each functionality. Finally, recommendations, challenges,
and additional comments were solicited.

All users of the LETHE CTMS were invited to participate and
were informed about the survey duration.

The mixing of open- and closed-ended questions served a dual
purpose. Closed-ended questions, including Likert scaling and
ranking formats, enabled the quantification of participant
sentiments, whereas parallel open-ended inquiries facilitated
the collection of qualitative feedback. Noteworthy is the
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inclusion of a single ranking question designed to identify the
beyond-state-of-the-art features of the LETHE CTMS.

Moreover, a5-point Likert scale[61] was used for closed-ended
guestions, encompassing the following response options:
“Strongly Agree” “Agree” “Neither Agree nor Disagree’
“Disagree,” and “Strongly Disagree.”

The structure of the survey can be found in Multimedia
Appendix 2.

Ethical Consider ations

The trial has been approved by ethical committees in Austria
(Ethics Committee of the Medical University of Vienng;
1392/2022), Finland (Hospital District of Helsinki and Uusimaa
Ethical Committee; HUS/13675/2022), Italy (Regional Ethics
Committee Umbria; 25723/22/AV), and Sweden (Swedish
Ethical Review Authority; 2022-03961-01). All participants
provided written informed consent before enrollment. The data
used in this study for analysis were anonymized. Study
participants received a wearable device, and a phone if they
choseto have one. Some of thosein theintervention group were
additionally provided with atablet for use during the trial.

Hilberger et a

Results

Design, Functionalities, and Evaluation of the LETHE
App

Results of the Requirement Workshop and End-User
Testing

The workshop together with the clinical and technical partners
identified several requirements regarding the LETHE app,
including the highlighting of lifestyle factors that constitute a
risk or where the participant could improve. Additional
observations include the LETHE app’s provision of guidelines
toidentify and flag study participants who are ot using it. The
communication between the speciaists and the study participants
should be simple. There was aso an emphasis on data transfer
and data sharing, highlighting that study participants can
independently input data without professional assistance, such
asfor questionnaires.

The identified requirements were categorized and ranked via a
survey. Themain outcomesfor the LETHE app are summarized
in Figure 2. The highest-ranked requirements were to reduce
theworkload for professionalsand highlight the lifestylefactors
that constitute a risk. The least important requirement was to
provide follow-ups for general practitioners. Those main
findings were considered when designing the prototype.

Figure 2. Categorized and ranked requirements for the LETHE app. GP: general practitioner.

Rated requirements by professionals

Highlight lifestyle factors that

constitute a risk

Suggestion after assessment

Simple way of communicating

While conducting the user eval uation with the 4 participants at
the Department of Neurology at the Medical University of
Vienna, several key findingswere obtained. The size of the user
interface elements was criticized as being too small, and the
tiles were not understood as large buttons. A section about the
summary of the previous week as well as the share function of
third-party apps (eg, for cognitive training or videos), which
allows users to view content on another device viaa QR code
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or by emailing it to themselves, was not considered intuitive to
understand. The given taskswere missing additional information
and were not clear without further explanation. Suggestions
from the user testing included adding a notification for
remembering to eat vegetablesand fruits, aswell asthe marking
of special input data values.
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Functionalities of the LETHE App

Overview

The trial incorporates the LETHE app, an Android-native app
using Java, to facilitate digital aspects and streamline data
collection from study participants. The LETHE app has been
released through the Google Play Store and ispublicly available
for download. However, accessto the app’s content isrestricted
to authorized study participants. Data storage and retrieval are
managed througha.NET 7 (Core; .NET Foundation) application
programming interface, which exposes datavia GraphQL (Meta

Hilberger et a

Platforms) protocolsfor external interaction with a PostgreSQL
database (PostgreSQL Global Development Group). Figure 3
illustrates the modules of the LETHE app and the interaction
with the LETHE CTMS.

The LETHE app correspondingly aligned the lifestyle domains
with a specific digital feature based on the FINGER study [5]
and included the additional domains of sleep/relaxation and
social activity. Figure 4 illustrates a comparison between the
in-person and digital components of the lifestyle intervention
trial.

Figure3. Overview of the modules, functionalities, and interactions between the LETHE app and the LETHE clinical trial management system (CTMS).
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Figure 4. Comparison between in-person and digital components for each lifestyle domain.
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Diary for blood pressure, alcohol (beer, wine,
liquor, and champagne), and smoking
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Group sessions

Multidomain and
adherence

After completing the baseline study visit and initia
guestionnaires through the LETHE app, participants are
randomly assigned to either the intervention or control group
through the LETHE CTMS. Subsequently, the LETHE app
dynamically adjusts the content based on group assignment.
Both groups have accessto the calendar, settings, questionnaires,
mood tracking, and educational content. However, the
intervention group has additional functionalities, such as
personalized activities and the LETHE lifestyle program.

The LETHE app supports 5 languages (English, Finnish, Italian,
Swedish, and German), with tranglations provided by the study
centers. To enhance flexihility for features such as tiny habits
and questionnaires, most of thetrandated content isdynamically
retrieved, facilitating faster translation adjustments and content
extensions. Thetrandlation processinvolved preparing aninitial
draft in English, which was then trandated by native speakers
at theclinical centers. Thetranglationswerereviewed to ensure
accuracy for each region.

Designed with an older population in mind, the LETHE app
uses a tile-based approach with large tiles as entry points for
each functionality. This design allows individual elements to
be hidden, shown, or reused, creating a modular structure.
Following this approach, each component could be packaged
independently, facilitating potential reuse in other research
projects with similar requirements. Screenshots of each
functionality of the LETHE app can be found in Multimedia
Appendix 3.

Questionnaires

The questionnaires may be completed at single or multipletime
points, with variations based on study group or participant
gender. Each questionnaire consists of atitle, due date, progress
bar, and background color divided into green, yellow, and red,
indicating the time remaining to complete the questionnaire.
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Participants can answer questions across multiple sessions, with
answers cached on the device and sent only upon completion.
The technical structure adheres to the Fast Heathcare
Interoperability Resources (FHIR) standard [63], ensuring
interoperability with other systems and enabling the
questionnaire modul€e's reuse by incorporating different FHIR
guestionnaires while maintaining the same structure.

LETHE App Dashboard

Once assigned to either the intervention or control group,
participants unlock accessto the LETHE app dashboard, which
consists of different tiles to access various functionalities.
Participants can choose here how they feel daily. Each possible
mood item is accompanied by a short description and an
emoticon for visualization. Thelist of the available mood items
is dynamically adaptable and could expand in future
development based on participant feedback.

Tasks

The Tasks section encompasses the personalized intervention
module, comprising 2 distinct areas. persona goals and tiny
habits. Personal goals are collaboratively established with
clinical professionals during visits, targeting specific lifestyle
domains for personalized interventions. Personal goals follow
the specific, measurable, achievable, redlistic, and time-bound
principle [64]. Unlike tiny habits, personal goas are not
predefined, but they can be packaged as a future library of
personalized objectives. These goals can be set daily, weekly,
or monthly, offering frequency flexibility, including options
such as bidaily or biweekly. Study participants can mark goals
as completed or incomplete. Each personal goal is bound to a
lifestyle domain, providing participants with an indication of
their personal domains for lifestyle improvement.

Tiny habits provide practical everyday tips and behavioral
suggestions to help individual simplement manageabl e healthy
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habits [65,66] and is adapted from the StopDia library [34],
which is available in Finnish under a CC BY 4.0 license [67].
Tiny habits can be individually set by participants and are
available for all lifestyle domains. Each tiny habit includes a
description of the activity, a health fact about its benefits, and
aplacewhereit should be performed. There are >500 tiny habits
in total to choose from, and they are assigned to a lifestyle
domain. Given the subjective nature of tiny habit completion,
participants are asked weekly about their success based on
perceived completion in a questionnaire.

Calendar

The calendar displays all study-related appointments, both
remote and in person, with a monthly and daily view. Remote
visits can bejoined directly from the daily view, which features
larger tiles for individual appointments tailored to the target
group. Participants can add vacation or unavailability periods,
marking them as absences in the calendar. The absence menu
is distinct in contrast to al other functionalities, providing a
holiday like feel for participants.

Activity and Lifestyle

This section encapsulates the comprehensive LETHE app
lifestyle program, featuring various activitiestailored to distinct
lifestyledomains. Inthe“Diary” section, study participantscan
log different health metrics such as blood pressure, alcohol
consumption, and daily cigarette intake, directly contributing
to the “Management of vascular/metabolic risk factors’ lifestyle
domain.

A rangeof activitiesaligned with different lifestyle areas unfold
in the horizontal list at the top of the screen. It starts with a
variety of videos dedicated to the areas of “Physical Activity”
and “Relaxation.” For the “Cogpnitive Training” domain, there
isalink to an external application called cTrain, a cognitive
training game package encompassing games similar to those
used in the original FINGER study [5,68].

For the “Social Activity” domain, participants from the
intervention group can engage with a country-specific and
internal WhatsApp group facilitated by clinical staff, ensuring
exclusivity for trial participants. The last tile in the list serves
as an educational hub, presenting web resources including web
feedsprovided by professionalsviathe LETHE CTM Sfor each
lifestyle domain.

Weekly Scores

The weekly score with motivational feedback messages offers
participants feedback on the previous week. The feedback
message adjusts if the score increased or decreased. The score
displays 3 rings representing “App Data/Lifestyle” “Fitness,”
and “Brain Training.” The “App Data/Lifestyle” category
includes how often the LETHE app is used. The “Fitness”
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section displays Fitbit data, including step count, sleep duration,
and individual fitness sessions, whereas “Brain Training”
presents an overview of cognitive training data.

Use Tracking

To obtain insight into participants adherence and identify
features of particular interest to older individualsin alifestyle
intervention app, amechanism for use tracking was devel oped.
Each time a participant opens the LETHE app, aunique ID is
assigned for the session. Every screen is assigned to an event,
and each event is saved with new time stamps when navigating
through screens until the participant closes the app. This
monitoring technique aims to understand useful features and
incorporate measures for adherence analysis [69].

Evaluation of the LETHE App

Overview

Overdl, of the 156 participants, 123 (78.8%) provided
responses. The distribution of SUS scores in both the
intervention group (P=.03) and the control group (P=.02)
deviated significantly from normality. However, there was no
significant differencein SUS scores between the groups (P=.18).

I ntervention Group

A total of 78 participants from the intervention group were
invited for the SUS, and 66 (85%) responses were received. Of
these 66 participants, 12 (18%) did not answer al the questions.
The analysis revealed that the highest satisfaction levels were
associated with learning how to use the app, whereasthe lowest
satisfaction levels were linked to the integration of various
components, as shown in Figure 5 and Multimedia Appendix
4. The integration of the various components al so received the
most neutral responses among the questions. The question
regarding the need for assi stance when using the app generated
the most disagreement, whereas learning about the app before
use had the smallest response rate of 85% (56/66) for all
guestions.

Multimedia Appendix 4 provides an additional analysis for all
4 countries. Finland achieved the highest response rate (19/20,
95% of participant responses), and Sweden achieved the lowest
response rate (12/18, 67%).

As 18% (12/66) of the participants did not provide complete
answers, missing values were replaced with the neutral value
of 3following the approach outlined by Lewis[70] to calculate
the SUS. Figure 6 highlights the presence of 1 outlier with a
total score of 0, which was not excluded.

The median SUS scorewas 70 (IQR 55-82), which isabove the
average score and qualifies the app for agrade C, as shown in
Table 2.
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Figure 5. System Usability Scale (SUS) responses for the LETHE app in the intervention group. Panel (A) shows positively formulated questions,
whereas panel (B) highlights negatively formulated questions. Green indicates high user satisfaction, and red indicates|ow user satisfaction. Q: question.

SUS - experiences with LETHE app - intervention group

(A)
T
Q7: Learning to use the LETHE app was quick for - I 0% sas
me Response
Q3: The LETHE app was easy to use 14% I 24% 62% . Strongly disagree=1
' Disagree=2
C1: | would use the LETHE app frequently 15% 28% 56%
) Neither agree nor disagree=3
Q- | felt confident using the LETHE app 283 I 2 55% Agree=4
Strongly agree=5
Q5: The various parts ofthe LETHE app were well .
integrated 2% I ‘1: 8%
c 100 0 50 100
o
=
w
3
s} )
T
QB: The LETHE app was confusing for me 62% 23% I 14%
. Response
Q8 The LETHE app was hard fouse | 66% 22% I 12% B stronay disagres=1
\
. Disagree=2
Q10: 1 will need to leam a lot beforLeEuTs'_\‘TEg the 59 239 I e !
app K Meither agree nor disagree=3
Q4: 1 really need help from someone to use the Agree=4
LETHE app 7% 12% . 1% g

' . Strongly agree=5
1% I 9%

Q2: The LETHE app is too complex for me 60%

100 50 0 50 100
Proportion of total responses
Total number of responses to the SUS: n=66

Figure 6. Box plot of the System Usability Scale (SUS) scores for each country in the intervention group.

Comparison of SUS scores of Austria, Finland, Sweden, and Italy of the intervention group
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Table 2. Scores on the System Usability Scale (SUS) and its subscales for study participantsin the intervention group.
Measure? Values, median (IQR) Grade
Total (n=66) SuUs 70 (55-82) C
Austria (n=17) SUS 73 (58-95) C+
Finland (n=19) SuUs 70 (57-82) C
Sweden (n=12) SuUs 64 (49-80) C-
Italy (n=18) SuUs 69 (63-78) C
#The SUS ranges from 0 to 100, with 100 as the highest score.
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Austria achieved the highest median SUS score at 73 (IQR
58-95), whereas Sweden recorded the lowest median score at
64 (IQR 49-80). Austria was the only country where the app
received a C+ score, distinguishing it from the others. Austria
had 1 participant who was classified as an outlier with a total
score of 0 but was still included in the analysis.

Thedistribution of SUS scoresin Austriadeparted significantly
from normality (P=.01). The distribution of SUS scores in
Finland (P=.66), Sweden (P=.19), and Italy (P=.94) did not
show evidence of nonnormality. The median SUS score did not
differ significantly between the countries in the intervention
group (P=.74).

Control Group

For the limited version of the LETHE app, 73% (57/78) of the
study control group participants responded. Notably, 18%

Hilberger et a

(10/57) of the respondents did not answer all questions. Figure
7 and Multimedia Appendix 5 indicate that the highest
satisfaction was achieved in terms of how quickly participants
could learn to use the LETHE app, followed by its ease of use.
The only instance of a “Strongly disagree” response was
regarding the confidencein using the LETHE app. The question
about the LETHE app’s frequent use gathered the most neutral
responses, possibly dueto its limited functionalities compared
to the intervention version. A total of 79% (44/56) of the
participants disagreed with the idea of needing help from others
whileusing the LETHE app. Similarly to theintervention group,
the question about learning about the LETHE app before using
it received the smallest response rate of 98% (56/57) of all
guestions.

Figure 7. System Usability Scale (SUS) responses for the LETHE app in the control group. Panel (A) shows positively formulated questions, whereas
panel (B) highlights negatively formulated questions. Green indicates high user satisfaction, and red indicates low user satisfaction. Q: question.
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In the control group, Italy exhibited the lowest response rate,
with 60% (12/20) of the participants responding, whereas
Austria had the highest response rate, with 85% (17/20) of the
participants responding. A detailed breakdown of responses per
country is available in Multimedia Appendix 5.

Total number of responses to the SUS: n=56

To calculate the SUS, al missing values were substituted with
the neutral value of 3, mirroring the approach taken with the
intervention group. Table 3illustratesthat the median SUS score
was 73 (IQR 63-90), corresponding to a B— grade.

Table 3. Scores on the System Usability Scale (SUS) and its subscales for study participants in the control group.

Measure® Values, median (IQR) Grade
Total (n=57) sus 73 (63-90) B—
Austria (n=17) SUs 90 (73-95) A+
Finland (n=16) sus 69 (65-76) C
Sweden (n=12) sUS 64 (50-84) o
Italy (n=12) sus 78 (54-90) B+

8The SUS ranges from 0 to 100, with 100 as the highest score.

Austria had the highest median SUS score a 90 (IQR 73-95),
giving the app an A+ grade, whereas Sweden had the lowest
median score at 64 (1QR 50-84), giving the app aC—grade. The
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median SUS score was higher in Austriaand Italy and lower in
Finland, and it stayed the same in Sweden. Figure 8 visualizes
the box plot for each country.

The SUS scores of Austria (P=.03) and Finland (P=.047)
departed significantly for normality. The distribution of the SUS
scores of Sweden (P=.41) and Italy (P=.11) did not show
evidence of honnormality. The SUS scores did differ between
the countriesin the control group (P=.03). Pairwise comparisons

Hilberger et a

showed that the median SUS score of Austriawas significantly
different than the median SUS score of Sweden (P=.02). For
the other pairwise comparisons, no significant difference was
found. Specifically, the comparisons between Austria and
Finland (P=.33), Austriaand Italy (P=.36), Finland and Sweden
(P=.99), Finland and Italy (P=.99), and Sweden and Italy
(P=.99) al yielded P values greater than the threshold for
statistical significance.

Figure 8. Box plot of the System Usability Scale (SUS) scores for each country in the control group.
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Design, Functionalities, and Evaluation of the LETHE
CTMS

Feedback From the Workshop

After an examination of the LETHE study protocol and the
examples from the literature [55-57] for a design perspective,
initial mock-upsforthe LETHE CTMS, aweb application, were
created. The mock-ups were kept very genera and built the
foundation for the discussions in the workshop with health
professionals. These mock-ups encompassed (1) an overview
page featuring details on all study participants, (2) a dedicated
view for an individual study participant, (3) the
conceptualization of an Al simulation, and (4) adataentry page
aligned with the study protocaol.

The feedback on the mock-ups included the exclusion of real
names given that al study participants would be collectively
visible on one page in the mock-up. Emphasis was placed on
the immediate visibility of adherence using colors (eg, green,
yellow, and red) and dropouts. In addition, diverse roles were
implemented to restrict accessto sensitive information, such as
ensuring that health professional's could only view data related
to their own country as well as a blinded role to not see the
group of the study participants. Workshop participants also
expressed the desire for a descriptive overview of the dataset
variables.

https://aging.jmir.org/2025/1/e66660
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Subsequently, the discussion turned to the overview page, where
all study participants are listed. Key considerations included
the inclusion of adherence information and the need for clear
differentiation between participants from the intervention and
control groups. Given the sizable participant list of 156
individuals, there was a request for sorting and search
functionalities.

During discussions regarding the page presenting information
for an individual study participant, workshop participants
advocated for distinct perspectivestailored to individualsinthe
intervention and control groups, emphasizing adherence and
dropout summaries. Further dialogues included role-specific
views, aiming for the visibility of only relevant data. The
workshop participants also expressed a preference for a
comprehensive presentation of lifestyle categories, including
detailed information and distinct sections for different clinical
professionals as well as additional risk factors such as the
consumption of alcohol or cigarettes. Requests for additional
functionalitiesincluded the presentation of the Clinical Dementia
Rating [71], allergies, questionnaire responses and scores, notes
on participant interactions, details of adverse events such as
muscle pain after a prescribed aerobic workout, and automated
calculations such as BMI. Another necessity identified was the
inclusion of a data export functionality.
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When considering the Al dementia risk simulation, there was
a discussion about whether it could be used during the study
intervention or solely for research purposes. The Al risk
simulation is currently available only to researchers due to
ethical considerations. As the models used in the simulation
have not yet been fully tested or validated, they were not
implemented with real participants at this stage. Moreover, the
risk information generated by the simulation isnot disclosed to
participants. Should the disclosure of this risk information be
considered in the future, it would require careful evaluation.
This processwould involve consulting with both the participants
and experts in ethics to assess the potential psychological
impacts and the broader ethical implications of sharing
risk-related information with participants.

The workshop discussed the insertion of all CRF data into the
LETHE CTMS, encompassing visit-related dataand scores such
as the Clinical Dementia Rating and Neuropsychological Test
Battery as in the FINGER study. Workshop participants
underscored the inclusion of medications, validation checks,
and prefillable fields. The study protocol served as areference
for defining the data entry page fields.

Following the conclusion of the workshop, participants were
given aclickable prototype. Subsequently, afollow-up workshop
was conducted to incorporate adaptations based on the initial
workshop insights. The most significant modification was made
to the data entry page, necessitating a complete restructuring
due to a higher-than-anticipated number of data fields. After
several iterations, a design for the beginning of the study was
proposed.

Functionalities of the LETHE CTMS

Overview

Following the completion of the LETHE CTM Sdesign, pivotal
componentswere identified to commencetheclinical trial. This
included an overview of al study participants, a detailed view
of a study participant, and the data input portal for clinical
professionals. The LETHE CTMS was developed as a web
application using React and usesthe same backend infrastructure
asthe LETHE app. The LETHE CTM Sisdeployed asaDocker
container (Docker, Inc). Once a new version is pushed to the
main branch of the GitLab repository, a Continuous
Integration/Continuous Delivery or Deployment (CI/CD)
pipelineis automatically triggered, handling the build, release,
and deployment process. After the container is pushed to the
GitLab container registry, deployment is carried out using an
Ansible playbook (Ansible Inc).

The LETHE CTMS has a consistent design throughout the
application, achieved by using a fundamental page structure
featuring headers, card-based content representation, auniform
color scheme inspired by the LETHE project colors, and font
selection. Ensuring that the dataare relevant only to the relevant
users was achieved through ongoing communication with end
users, and various roles were defined. There arerolesthat have
access to all participants from al study centers; roles that are
blinded and, therefore, can only enter visit forms; and rolesthat
are not blinded and can have access to al participant details
from their study center.
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The LETHE CTM Sunderwent iterative modifications over time
driven by continuous user feedback and evolving requirements.
In particular, each section has been given a standardized
nomenclature. At the moment, the following sections are
included: overview page, detail page, clinician data entry page
(containing the electronic CRF [eCRF]), and the configuration
pages to adapt the content in the LETHE app. For now, the Al
risk simulation is only available for research purposes and not
visibleto the end users, so afurther description isnot provided.
Screenshots of the different pages can be found in Multimedia
Appendix 6.

Overview Page

Theoverview page servesasavisual representation of all study
participants within the selected country. Upon initializing this
page, the study participants are loaded based on the study site
affiliation of the clinical professional. The header features a
legend outlining variables encompassing distinct adherence
pathways and the respective participant groups. Color-coded
adherence pathways range from “low” (red) to “medium”
(yellow) to “high” (green) and include a category of “not
calculated.” These pathways are grouped into distinct types,
with more details provided on the detail page.

The central section of the page displays al participants from
the current site within individual rounded boxes, which
encompasses variables such as the participant’s ID, and other
essential participant information, including adherence, group
affiliation, age, and gender, is aso presented.

There is also the possibility to access the configuration pages,
allowing for the modification of content related to educational
material and videos on the LETHE app.

Detail Page

Upon selecting an individual on the overview page, a more
detailed view is presented, encompassing comprehensive data
on that particular participant.

The detailed view interface is organized into 3 columns, each
with functional components. In the first column, baseline visit
data are featured, encompassing demographics, cardiovascul ar
metrics, comorbidities, medications, alergies, and blood values.
Users can review completed and pending questionnaires aswell
as access the responses and corresponding scores. This column
concludes with a messaging feature that allows professionals
to schedule notifications directly sent to study participants
smartphones.

The second column commenceswith notes about adverse events,
the entering and tracking of personal goals, and the monitoring
of the selected tiny habits and cardiovascular risk factor data
entered into the LETHE app. Professionals can also view
participant absences to adjust appointment scheduling and
reschedule personal goals accordingly.

In the last column, professional s can schedul e recurring remote
or in-person meetings with study participants together with
reminders. Each meeting can be marked as completed to help
track the adherence. Participant-professional contacts are
recorded, and additional information isdisplayed, including last
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LETHE app log-in, participant consent status, and participation
in substudies.

At the bottom of the page, adherenceto various categories, such
as app use, cognitive activity, diet, and physica activity, is
visually displayed, providing an overview of the participant’s
engagement with key aspects of the study protocol. Table 4
shows the threshol ds used to assign each pathway to one of the
adherence levels. On the basis of adherence and lifestyle domain,

Table 4. Adherence pathways and thresholds for different categories.

Hilberger et a

participants receive tailored messages on specific weekdays:
physical activity on Mondays, app use on Tuesdays, diet on
Wednesdays, cognitive activity on Thursdays, cardiovascular
risk factors and social interaction on Fridays, and relaxation
and sleep on Saturdays. Participants consistently in the red
pathway receive domain-specific or holistic messages. In
addition, tiny habit messages are sent on Mondays, Wednesdays,
and Thursdays based on reported engagement.

Datatype
the data and frequency of
measurement

Instrument used to measure  Green threshold

Yellow threshold Red threshold

Physical activity ~ Activity min and frequency

Fitbit; weekly (Mondays);

Months 1-3: 30-45 Months 1-3: 15-29 1 wk with O min or

(moderateto vigorousinten- passive min (1 time per wk); min (1timeper wk); 3 weeksinarow in
sity) months 4-6: 30-45 months 4-6: 15-29 the yellow path
min (2-3 times per min (1 time per wk);
wk); months 7-9: 30- months 7-9: 15-29
60 min (3-4 timesper min (1-2 times per
wk); months 10-24:  wk); months 10-24:
45-60 min (3-5times  15-44 min (1-2 times
per wk) per wk)
App use Changes between the App; weekly (Tuesdays); >3 screens (4-7 d) =3 screens (0-3 d) O screensfor 14d
screenswithinthe LETHE ~ passive
app
Diet patterns Completing food-monitoring  App; weekly (Wednesdays); 2/3 or 3/3 blocks 1/3 blocks completed 0% completed (in 3
item questionnaire within ~ active completed (in 3wks)  (in 3 wks) wks)

the LETHE app (3 alternat-
ing questionnaires)

Cognitivetrain-  Use of cognitive training cTrain; weekly (Thursdays); 2-3 times per wk 0-1 times per wk 0 timesfor 3 wk
ing program active
Data Entry Page Evaluation of the LETHE CTMS

Diverging from the workshop, a series of design iterations led
to the decision that the dataentry page would act asarepository
for information gathered from all study visits, whereas tasks
such as contacting study participants and scheduling
appointments were moved to the detailed view of an individual
participant.

Within the eCRF, each primary section, covering screening,
baseline, and subsequent visits, contains subforms that address
different documentation areas (eg, forms to report results for
blood tests, medication use, and neurol ogical assessments such
asthe Mini-Mental State Examination [72]).

Each subform within the eCRF incorporates features such as
automatic cal culations and validation checks, whereby abnormal
valuestrigger avisua highlighted in yellow. This ensures data
accuracy and enhances the efficiency of data entry. The eCRF
design, embedded with these functionalities, serves as a
comprehensive and streamlined platform for recording and
managing diverse aspects of study visit documentation.

https://aging.jmir.org/2025/1/e66660

Overview

This section analyzes the feedback from the CTMS survey
completed by health professionals. First, user-specific details,
such as their role in the project and within the application are
presented. Second, the quantitative and qualitative feedback for
each of the functionalities and the design is analyzed. Finally,
aranking of the state-of -the-art featuresis presented. The survey
refers to the LETHE CTMS as LETHE dashboard, but both
terms are interchangeable.

Usersof the LETHE CTMS

The survey targeted all users of the LETHE CTMS, gathering
general information such as their role in the project, their
function within the application, and the frequency of their
application access. When the survey was conducted, 21 users
had access to the LETHE CTMS, and 15 (71%) responded to
the survey. The summarized results are presented in Table 5.
Most respondents held roles as coordinators or in unblinded
positions, with access to amost al features. Of the 15
respondents, 12 (80%) accessed it at least once a week.
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Table5. Roleof professionasinthe LETHE project and inthe LETHE clinical trial management system (CTMS) and frequency of CTM Suse (N=15).

Answer option

Professionals, n (%)

“Could you please describe your rolein the project?’
Coordinator
Digital coach
Neuropsychologist
Nutritionist
Physiotherapist
Principal investigator
Study nurse
Study physician
“What dashboard role do you have?”
Blinded role
Coordinator role
Unblinded role
“How frequently do you access the dashboar d?”
Daily
More than once a week
Once aweek
More than once a month

Once amonth

1(7)
2(13)
3(20)
2(13)
1(7)
1(7)
4(27)
1(7)

1(7)
6 (40)
8 (53)

1(7)
6 (40)
5(33)
1(7)
2(13)

Feedback on the Design and Functionalities of the LETHE
CTMS

Figure 9 and Table 6 indicate that the highest level of user
satisfaction was related to the comprehensive display of relevant
participant information in an easily understandable way, with
a score of 100% above neutral. A detailed breakdown of all
guantitative responses can be found in Multimedia Appendix
7. Oveall, feedback was positive, reflecting successful

https://aging.jmir.org/2025/1/e66660

RenderX

integration of design approachesfrom workshops and feedback.
Users found the LETHE CTMS intuitive, with a visualy
appealing and clear layout featuring consistent colors, logically
divided sections, and pictograms. Pop-ups during item saving
aided navigation and provided feedback on actions. Suggested
improvements included reducing the steps to move between
participants, addressing inconsistencies in single- and
double-click requirements, and ensuring visibility of study
participant phoneinformation on the participant overview page.
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Figure9. Survey responsesfor the LETHE clinical trial management system from health professional's. Green indicates high user satisfaction, and red
indicates low user satisfaction.

Question

The overview page displays all information about
each participant in an easily understandable way

Ithink the contacts and notes section on the
detail page is easy to understand and use
The dashboard is easyto use

| was satisfied with the support when
encountering problems

Ithink the diary entries section on the detail
page is easy to understand

Itis easy to navigate through the dashboard

I think the questionnaires and their responses
section on the detail page is easy to understand

I think the eCRF is easy to understand and use
| think the visits section on the detail page is
easy to understand and use

Ithink the adverse event section on the detail
page is easy to understand and use

Ithink the notification section on the detail
page is easy to understand

| like the overall design of the dashboard

The dashboard has an easy onboarding process

I think the configuration of the educational
content for the LETHE app is straightforward
Ithink the personal goal section on the detail

page is easy to understand and use

Ithink the configuration of the videos for the
LETHE app is straightforward

The dashboard is stable and | am not worried
about making any false entries

Feedback dashboard
,
0% 0% 100%
8% 0% 92%
0% 13% 87%
0% 17% 83%
0% 17% 83%
0% 20% 80%
7% 14% 9%
20% 10‘% 70%
8% 23% 69%
0% 3% 67%
8% 25% 67%
0% 33% 67%
13% ZD‘% 67%
25% 12% 62%
23% - 23‘% 4%
12% 8% 0%
2T% 46% 33%
.
100 50 0 100

Proportion of total responses

Response . Strongly disagree=1 Disagree=2 Neutral=3 Agree=4 . Strongly agree=5

Total number of responses: n=15

Table 6. Meansand SDs of the LETHE clinical trial management system feedback survey targeting the different functionalities.

Values, mean

(SD)?
“The overview page displays all relevant information about each participant in an easily understandable way” (n=15) 4.27 (0.46)
“| think the Contacts/Notes Section on the Detail Pageis easy to understand use” (n=13) 4.31(0.85)
“The Dashboard is easy to use” (n=15) 4.20 (0.68)
“1 was satisfied with the support when encountering problems” (n=12) 4.33(0.78)
“1 think the Diary Entries Section on the Detail Page is easy to understand” (n=12) 4.00 (0.60)
“It is easy to navigate through the Dashboard” (n=15) 4.40 (0.83)
“1 think the Questionnaires and their Responses Section on the Detail Page is easy to understand” (n=14) 3.93(0.83)
“| think the eCRF is easy to understand and use” (n=10) 3.90 (1.20)
“1 think the Visits Section on the Detail Page is easy to understand and use” (n=13) 3.92 (0.95)
“1 think the Adverse Event Section on the Detail Page is easy to understand and use” (n=12) 3.92(0.79)
“The Dashboard has an easy onboarding process’ (n=15) 3.87 (1.06)
“| like the overall design of the Dashboard” (n=15) 3.87 (0.74)
“1 think the Notification Section on the Detail Page is easy to understand” (n=12) 3.75(0.87)
“| think the configuration of the Educational Content for the LETHE App is straightforward” (n=8) 3.63 (1.19)
“1 think the Personal Goal Section on the Detail Pageis easy to understand and use” (n=13) 3.46 (1.27)
“1 think the configuration of the Videos for the LETHE App is straightforward” (n=8) 3.63 (1.06)
“The Dashboard is stable and | am not worried about making any false entries” (n=15) 3.13(0.92)

#The scale ranges from 1 (Strongly disagree) to 5 (Strongly agree). A higher level of agreement indicates greater satisfaction.

Concerning the onboarding process, users expressed that it  video configuration, where users missed options for uploading
involved multiple steps and should be streamlined further. videos and materials instead of web links. The stability and
However, once granted access, the general opinion wasthatthe prevention of false entries, particularly in the eCRF, received
process was straightforward. The lowest satisfaction regarding the lowest satisfaction rating. Users reported issues with
functionalities was observed in the educational content and scrolling affecting eCRF values and occasiona problems with
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saving values. Suggestionsincluded implementing alog to track
data edits for added transparency, a measure already in place
but not visible to users. Another notable disagreement in the
Personal Goals section was that users found it difficult to set
godls at regular intervals, and the lifestyle domain associated
with each personal goalswas not visible in the detailed view of
astudy participant.

Feature suggestionsincluded displaying follow-up data, editing
values in different sections, providing additional Fitbit data
insights, and summarizing clinical test names and scores at the
bottom of the eCRF page. Positive aspects highlighted
satisfaction with support, emphasizing quick response times,
correction of implementations, and clear explanations.

Other feedback suggested the ability to send messagesto groups
of study participants as well as create group meetings. Overall,
those surveyed commented on the effectiveness of the LETHE

Hilberger et a

CTMS for study staff and participants, noting a continuous
improvement since itsfirst use.

Ranking the M ost Useful and Beyond-State-of-the-Art
Features

One of the survey questions asked respondents to rank various
features integrated into the LETHE CTMS based on their
perceived usefulness and how they surpassed state-of-the-art
capabilities. Asshownin Table 7, theintegration of persondized
activities (mean 2.23, SD 1.17) and rea-time appointment
planning (mean 2.46, SD 1.51) stood out as the most impactful
features. An additional comment from arespondent highlighted
the novelty of theinterplay betweenthe LETHE CTMSand the
LETHE app, with a note that further optimization was needed.
In addition, the LETHE CTMS holds the potential to serve as
both an eCRF and atool to assist in intervention delivery. This
dual functionality was seen as a valuable development for the
future to meet the evolving needs of professionals conducting
clinicdl trias.

Table 7. Ranking of different features based on surpassing state-of-the-art capabilities, with R1 being the best-ranked feature and R7 being the

worst-ranked feature.

Choices (n=13), n (%)

Total (n=91), n
(%)

c12 c2P c3° (o8 cs° cs' c79
R1 2(15) 2 (15) 1(8) 0(0) 1(8) 4(31) 3(23) 13 (14)
R2 1(8) 0(0) 0(0) 0(0) 1(8) 4(31) 7 (54) 13 (14)
R3 1(8) 0(0) 2(15) 4(31) 3(23) 2(15) 1(8) 13 (14)
R4 0(0) 3(23) 3(23) 3(23) 1(8) 2(15) 1(8) 13 (14)
RS 1(8) 1(8) 3(23) 2 (15) 5(38) 0(0) 1(8) 13 (14)
R6 2(15) 5(39) 1(8) 3(23) 1(8) 1(8) 0(0) 13 (14)
R7 6 (46) 2 (15) 3(23) 1(8) 1(8) 0(0) 0(0) 13 (14)
Total (n=91) 13 (14) 13 (14) 13 (14) 13 (14) 13 (14) 13 (14) 13 (14) 91 (100)

30verview page of different study participants in different countries, including their digital intervention adherence pathways (mean 5.08, SD 2.43).
PDirect notifications to study participants via the dashboard (mean 4.84, SD 1.99).

CElectronic case report form (mean 4.69, SD 1.80).

9immediate results of onboardi ng and questionnaires on the dashboard (mean 4.54, SD 1.40).
€Configuration of the content of the app via the dashboard (mean 4.15, SD 1.68).

"Redl-time planning of appointments within the dashboard for the app (mean 2.46, SD 1.51).
YIntegration of personalized intervention tasks (Personal Goals; mean 2.23, SD 1.17).

Discussion

Principal Findings

This paper outlines the design process, functionalities, and
evaluation of the digital intervention study components within
the LETHE project, focusing on older individuals at risk of
cognitive declineand clinical professionals. The design process
involved multiple sessionswith potential end usersand clinical
experts. Furthermore, the setup is currently being evaluated in
a 2-year intervention study, and the first results have been
presented [11,69].

https://aging.jmir.org/2025/1/e66660

The original FINGER multidomain trial, along with related
studies, demonstrated that cognitive benefits can be achieved
through a 2-year intervention. As a result, this duration was
established asthetimeline for the LETHE trial. However, there
isonly limited information available on longer studies supported
by ICT components, such as digital apps requiring daily
interactions and wearable devices.

These requirements made it necessary to carefully design the
study in terms of human support and create user-friendly ICT
componentsfor both participantsand clinical professionals. The
learnings regarding ICT usein clinical studies, as well as data
collected in intervention studies (clinical data and digital
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biomarkers), are essential and can influence future studies and
clinical trial setupsusing ICT.

To emphasize the importance of user-friendly design, this paper
presents the process from requirement gathering to the design
of the components. The findings will be evaluated and will
inform further improvements to the setup.

Overall, the median SUS score of the intervention group of 70
(IQR 55-82) was comparable to that of the control group of 73
(IQR 63-90). The dlightly higher median score of the control
group might be attributed to the less complex functionalities
compared to those of theintervention group version, specifically
the absence of personaized and intervention activities. However,
both median scores surpassed 68, indicating above-average user
acceptance and satisfaction according to SUS guidelines [62].
Given that theinitial user experience for the control group was
quite positive even with fewer features, there is hope that they
will remain engaged throughout the trial. It is anticipated that
these values will improve as participants gain more experience
with the LETHE app during the 2-year RCT [73]. Evaluating
the other time points will give us more information about the
longer-term usability and user engagement.

Noteworthy is the variation in median SUS scores between
countries, with Austrian participants providing the highest scores
(intervention group: median 73, IQR 58-95; control group:
median 90, |QR 73-95) and Sweden providing the lowest scores
(intervention group: median 64, IQR 49-80; control group:
median 64, IQR 50-84). Performing a pairwise comparison
using the Dunn test, a significant difference in median SUS
scores between Austria and Sweden was found (P=.02).

While the LETHE lifestyle intervention program is centrally
coordinated, and the activitiesin the 4 countries are harmonized
to ensure comparable content, certain local adaptations are
allowed to optimize feasibility (eg, in the detailed intervention
delivery [balance between in-person and digital sessions] and
how the digital components are leveraged). A qualitative study
is currently underway to collect additional data on the barriers
to and facilitators of the use of digital tools among participants
inthe LETHE trial.

Overall, users expressed satisfaction with the LETHE CTMS,
and workshops on design, usability, and functionality proved
beneficial. However, clarity regarding the purpose of an Al risk
simulation and addressing user concerns about inaccurate data
entry emerged as key challenges during the design process.
Further exploration into user satisfaction with theintervention’s
introduction by clinical professionals across different countries
is warranted for future research.

Research should investigate reasons behind decreased personal
engagement in long-term |CT-supported studies. The LETHE
protocol, with its 2-year | CT-supported design, offers a unique
contribution to support cognitive health in older individuals.

In terms of future research, several key directions should be
explored. First, athorough evaluation of the platform’s use and
usability after the completion of the full 2-year trial would
provide valuable insights into its long-term effectiveness.
Second, further investigations could focus on the Al-driven risk
simulation within the CTMS, with a particular emphasis on its

https://aging.jmir.org/2025/1/e66660
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potential rolein guiding futureinterventions. Finally, exploring
the adaptahility of the LETHE platform among popul ationswith
low digital literacy and assessing the feasibility of a hybrid
approach would be an important area for future research.

We are confident that LETHE app’s diverse features, together
with high retention, positive feedback and frequent use[11,69],
provide promising directions for future hybrid multimodal
interventions.

Strengthsand Limitations

Thisstudy hasseveral strengths, particularly in how the LETHE
app and CTMS incorporate perspectives from both northern
and southern Europe. This allows for a broader range of views
to be considered. Moreover, this study is regularly improved
through feedback from professionals, suggestions from study
participants, and input from advisory board members, ensuring
ongoing refinement and relevance. One limitation lies in
assuming that al participants have sufficient digital skills and
internet access, which was an inclusion criterion for the RCT.
However, according to a recent study, the gap in digital health
trends between younger and ol der people may vanishin 10 years
as today’s individuals aged <65 years are highly adapted to
digital solutions[74].

Furthermore, al participants were provided with introductory
materials and manuals for the LETHE app to facilitate use.
Those factors could impact their ratings. Moreover, the
subjective nature of the SUS, which relies on participants
self-reported perceptions of usability, might not fully grasp the
nuanced usability challenges, especially among older userswho
may have varying cognitive and physical abilities. Another
limitation is that the LETHE app content (eg, educational
materials or videos) varies between countries and may influence
the ratings.

Another consideration isthat the initial user testing involved a
small sample size, with only 4 German-speaking participants
for thefirst user testing. However, the evaluation of the LETHE
app is part of a study in which health professionals and 156
study participants are included.

The LETHE app was developed exclusively for the Android
platform. This decision was based on practical considerations,
including resource constraints, time limitations, and the need
for a streamlined pilot phase. Focusing on a single operating
system allowed for a more efficient development, testing, and
release process, ensuring that the feasibility trial could be
completed within the available time frame. Android was chosen
dueto itswidespread use and compatibility with various devices,
facilitating broader accessibility. To mitigate potential
accessibility barriers, participantswho did not have an Android
device were given the option to receive one for the study. This
approach enabled a standardized evaluation of the app’'s
functionality and user experience. Future iterations of the app
may consider cross-platform availability, including an iOS or
web version.

Regarding the LETHE CTMS, alimitation of the survey isthat
most users held roles with the highest level of privileges in
terms of functionalities, with frequent role changes occurring
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throughout the project. Improved planning of rolesis advisable
for future applications to mitigate this issue.

Comparison With Prior Work

Previous studies indicate declining user engagement with
mHealth interventions over time due to multiple factors, such
as unengaging content, complex protocols, or poor design. For
instance, studies such as predictive model-based decision
support for diabetes patient empowerment (POWER2DM) [75]
have investigated |CT-supported health systems integrating
features such as shared decision-making, personal goal setting,
mood tracking, and exercise components, which is similar to
theinteraction betweenthe LETHE app and LETHE CTM Sbut
within the context of diabetes self-management.

Compared to existing digital interventions for dementia
prevention, such asPRODEMOS|[15] and Maintain Your Brain
[16], LETHE introduces several additions and refinements.
LETHE builds on standard goal setting but also includes the
tiny habits method as an add-on. It also covers additional
lifestyle domains, including social engagement and sleep, which
are not included in PRODEMOS but are, meanwhile, part of
the Lancet Commission’s report [2].

In terms of data collection, LETHE uses Fithit devices to
passively monitor physical activity and sleep, whereas
PRODEMOS relies on self-reported step counts. Both
interventions use a hybrid approach, but LETHE's study
duration is extended to 24 months (compared to 18 monthsin
PRODEMOS) and builds on the successful FINGER protocol

[5].

LETHE differsfrom Maintain Your Brain by offeringimmediate
accessto al modulesrather than introducing them sequentially.
Although LETHE does not include a separate mental health
module, it collects related information through questionnaires.
Maintain Your Brain, compared to LETHE, isentirely internet
based and spans 3 years, with only quarterly booster activities
after the first year and yearly follow-up assessments for the
remaining 2 years.
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Finally, unlike both PRODEMOS and Maintain Your Brain, a
primary outcome of LETHE is the feasibility of a digitally
supported multimodal lifestyle intervention, assessed through
participant engagement with the LETHE app and aFitbit device,
attendance to study activities, and implementation of a hybrid
approach that combines active and passive data coll ection across
4 countries.

One significant factor contributing to the unsatisfactory use of
ICT componentsin ICT intervention studiesis the usability of
the functions provided. This paper provides a comprehensive
account of the design process for both the app and the CTMS,
aiming to maximize their usability. Subsequent publications
will detail the outcomes concerning use and user satisfaction.
Identified gaps in involving older adults in the design process
of digital health technologies shed light on issues such as the
exclusion of individuals with low digital skills during
recruitment, emphasizing the importance of using diverse
methods such as focus groups, interviews, or workshops [76].
While both the LETHE app and LETHE CTM Sdesign processes
incorporated various methods to solicit continuous feedback
from diverse user populations, they did not explicitly include
persons with low digital skills.

Conclusions

In summary, this paper presented and evaluated the design and
functionalities of acomprehensiveclinical trial systeminvolving
amobile app tailored for older individuals at risk of cognitive
decline. The LETHE app and a web-based monitoring and
configuration system for clinical professionals, the LETHE
CTMS, were thoroughly evaluated through survey-based
assessments. Overall, our approach facilitates real-time
interaction, providing 2 distinct applications for professionals
and study participants. The results elucidated the design
principles, stakeholder involvement, and essential functionalities
of such an eHealth system. Subsequent research will delveinto
the posttrial use of the LETHE app over the 2 years, shedding
further light on its effectiveness and user engagement.
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