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Introduction: Alzheimer’s disease (AD) is one of the world’s leading public health
challenges. One-third of AD cases are attributable to modifiable vascular and lifestyle-
related risk factors. The Multimodal Preventive Trial for Alzheimer’s Disease, MIND-
ADpnt @ 6-month multinational parallel-group randomized controlled trial (RCT), targeted
persons with prodromal AD and built on the positive outcomes from the Finnish Geriatric
Intervention Study to Prevent Cognitive Impairment and Disability (FINGER) trial. The
intervention consisted of four main components of (i) physical exercise training program, (ii)
nutrition guidance, (iii) cognitive training, and (iv) social stimulation, as well as (iv)
monitoring of metabolic/vascular risk factors.

Aim: The study aimed to explore and describe the experiences of participation in MIND-
ADyqn; among persons with prodromal AD.

Methods: This qualitative study was part of the larger MIND-ADyn; project. Eight
participants were interviewed twice, before and after the intervention. The data was analyzed
using qualitative content analysis.

Results: The results are presented as categories of (i) knowledge of AD and prevention, (ii)
motives for study participation, (iii) experiences of the received information about the study, (iv)
taking the decision to participate, (v) expectations on study participation, (vi) experiences of
study participation and (vii) internal and external factors influencing study participation.
Conclusion: The MIND-ADyn; was well-tolerated by the participants. At the beginning of
the study, the number of tasks and visits was perceived as burdensome but was later well-
tolerated. The participant’ knowledge about AD and prevention increased during the trial.
Their motives for participating in MIND-ADyn; were described as both altruistic and self-
beneficial. Health benefits from the study components, access to specialized medical care
were identified as benefits. Managing the intensive flow of information was described
a major challenge. The participants’ needs for personalized support during the trial stress
the importance of applying a person-centered approach providing the preventive trials.
Keywords: Alzheimer’s disease, multimodal prevention, participation, qualitative method

Introduction

Alzheimer’s disease (AD) is a progressive neurodegenerative disorder with cogni-
tive dysfunctions (including deficits in short-term memory, executive and visuos-
patial dysfunction, and praxis), functional deficits and behavioral disturbances." AD
is one of the world’s leading public health challenges.” There is no curative
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treatment for AD, although a few symptomatic therapies
(ie, cholinesterase inhibitors and memantine) are
approved.® Estimates show that a third of AD cases are
attributable to modifiable vascular and lifestyle-related risk
factors such as physical inactivity, smoking, obesity, low
education, depression, diabetes mellitus and hypertension.”*
Prevention of cognitive impairment has been identified as
a global public health priority by the World Health
Organization (WHO).? Prevention has received increasing
attention due to its focus on risk reduction through life-
style management.” Several randomized controlled trials
(RCTs) targeting multiple risk factors simultaneously
applying multimodal preventive interventions have been
conducted among older adults in which results pointed to
the promising direction.®® The 2-year Finnish Geriatric
Intervention Study to Prevent Cognitive Impairment and
Disability (FINGER) applied physical activity, dietary
counseling, cognitive and social stimulation, and manage-
ment of vascular and metabolic risk factors. It was the first
study to demonstrate that simultaneously targeting multi-
ple risk factors are effective for preventing neurocognitive
disorders among older adults from the general population,
who had an increased risk of dementia.®

Studies have shown that the first decline in cognitive
performance may appear as early as 12 years before
dementia, in measures of semantic memory and conceptual
formation.'® The prodromal AD, defined as a pre-dementia
stage, is characterized clinically as mild cognitive impair-
ment (MCI)."" Persons with prodromal AD are mostly
cognitively intact, with biomarker evidence of brain amy-
loid deposition representing a group at high risk for cog-
nitive decline and dementia.'? This in turn means
a particularly long and progressive prodromal phase
of AD, without available treatment, making these patients
an ideal population for trials aimed at delaying the emer-
gence of the clinical syndromes of MCI and dementia.''*

The Multimodal Preventive Trial for Alzheimer’s Disease
(MIND-ADpynp) (ClinicalTrials.gov NCT03249688) built on
the positive outcomes from the FINGER trial addressing
multiple risk factors simultaneously to target persons with
prodromal AD. More information about the development of
MIND-ADyn and protocol of the interventional program
based on the modifiable risk factors is found elsewhere.'’
The MIND-ADyn Was a 6-month multinational parallel-
group randomized controlled trial (RCT). The intervention
was a feasibility trial and consisted of the following four
main components: (i) physical exercise training program, (ii)
nutrition guidance, (iii) cognitive training, and (iv) social

simulation, as well as (iv) monitoring of metabolic/vascular
risk factors.The objectives for MIND-ADyn;, Were to evalu-
ate the feasibility of an adapted FINGER-based multimodal
lifestyle intervention among individuals with prodromal AD.
Primary outcomes were feasibility and safety and secondary
outcomes were adherence to the interventions and lifestyle
changes. Trials in general are becoming larger and increas-
ingly complex, incorporating multimodal research designs,
adaptive designs, and complicated assortments and
randomization.'® Furthermore, individuals® decisions regard-
ing participation in trials may be influenced by different fac-
tors such as the received information facilitating or hindering
their participation.'” A better understanding of the individuals’
motives for participating in AD research and their opinions of
trial information and the consent process may lead to changes
that facilitate recruitment in preventive trials and improve their
satisfaction with the recruitment process.'® Previous research
found altruism and hope for personal benefits as the most
common motives for participating in research trials for persons
with AD." On the other hand, participation in lifestyle pre-
vention trials is demanding due to the required interest, efforts
and engagement by the participants for the duration of the
study. Understanding the participants’ experiences of the
whole process is therefore essential in order to apply qualita-
tive approaches used in this study.

The field of AD prevention research is constantly
developing. Although there are many similarities among
dementia prevention trials, there are differences in study
design, interventions, and target groups. Therefore, it is
important to investigate participants’ experiences to apply
this knowledge in the further development of the evalua-
tion and design of future trials. The overall aim of the
study was to explore and describe the experiences of
participation in the Multimodal preventive trial for
Alzheimer’s disease (MIND-ADyn;) among persons

with prodromal AD.

Method

Design and Participants

This qualitative study was part of the larger MIND-ADyn
project. MIND-ADyn; Was a 6-month multinational in
Sweden, Finland, Germany and France, randomized con-
trolled trial with three parallel arms: (i) a multimodal life-
style/vascular intervention, (ii) a multimodal lifestyle/
vascular intervention + medical food, and (iii) a control.

The intervention components are presented in Table 1.
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Table | Descriptions of the Intervention Components in MIND-ADyv

Physical exercise training program

Training was organized in small group sessions which were supervised by a physiotherapist or
a personal trainer. The exercise program was tailored to participants’ individual physical fitness level

and included cardiovascular endurance training and progressive strength training twice a week.

Nutritional guidance

3 individual face-to-face counselling sessions with the study dietitian provided tailored concrete advice.
3—4 group sessions with more information and motivating activities. Food frequency questionnaires and
food diaries monitored diet changes. Study partners were invited to participate in all sessions.

Recommendations were adjusted to individual needs.

Cognitive training

Individual sessions consisted of computer-based training at the study site twice per week,
approximately 15-20 min per session. The cognitive training program is an in-house developed
computer program including several tasks. The program automatically adjusts the level of difficulty to
the level of individual performance of executive processes, working memory, episodic memory, and
mental speed. They also had the possibility to contact the psychologist to receive support with logging-

in from home.

Social stimulation

Social activities were stimulated through the numerous group meetings for all intervention domains.
The group sessions were designed to facilitate open discussions and interactions with other
participants. Participants were offered a healthy snack and had the opportunity to freely discuss any

aspects related to physical activity with each other and the trainer.

Management of metabolic and

vascular risk factors

Management of metabolic and vascular risk factors was based on national evidence-based guidelines. It

included one additional meeting with the study nurse (at 3 months), for measurements of blood pressure,
weight and BMI, hip and waist circumference. If medication initiation or adjustments were needed, the study
physician either wrote a prescription or referred the participant to regular healthcare, in accordance with

local procedures. Smokers were also provided with support to quit smoking.

The lifestyle and medical food

intervention arm

The lifestyle and medical food intervention group received all the above-mentioned lifestyle
intervention components and the study product Souvenaid, a 125mL once-A-day milk-based drink.
Souvenaid contains Fortasyn Connect a nutritional compound in the medical food product, which is an
evidence-based nutritional compound for neuroprotection. Participants were randomized into this arm

or the one with only the above lifestyle interventions.

Abbreviation: BMI, Body Mass Index.

Inclusion and exclusion criteria for the MIND-
ADnint

describing the intervention protocol.'” In Sweden, the

are described in a previous publication
participants were invited to participate in a 6-months
extension of the study. Participants in the Swedish
MIND-ADyn; trial site, who were allocated in the
intervention groups, were invited to participate in this
interview study if they were (i) interested in participa-
tion and share their experiences, (ii) able to speak in
Swedish, and (iii) gave their written informed consent.
All the participants who took part in two first parallel
arms of intervention trial received the information
about the interview study both oral and written by
the second author (CT). Those participants who ful-
filled the inclusion criteria and accepted the invitation
were recruited in the study. Among the eligible parti-
cipants a purposive sample was selected to include

a representative sample of participants taking part in

both parallel arms of interventions as well as having
a variety of demographic characteristics to include
different variations of the experiences among the
participants.

Eight persons gave their written informed consent and
participated in present study. The participants informed
consent included publication of anonymized responses.
Table 2 presents the demographic characteristics of the
participants.

Ethical Approval

The MIND-ADyn and this sub-study received ethical
from the Regional Ethical Review Board
(Regionala  Etikprovningsndmnden) in  Stockholm,
Sweden (Registration number: 2016/2605-31/1). All parti-
cipants signed a separate consent form for the interview

approval

study in accordance with the Declaration of Helsinki
(World Medical Association of Helsinki, 2013).
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Table 2 Demographic Characteristics of the Participants in the
Study

Participants n=8

Gender (female/male) 5/3

Age, mean (range) 66 (62-75)
MMSE Screen (0-30) 27.3 (25-29)
Receiving medical food (arm ii) 4

Distance to study center(km) (mean, range) 19.9 (5.1-47.4)
Marital status (married %) 87.5%
Education (year) (mean, range) 14.5 (9-18.5)

Abbreviation: MMSE, Mini Mental State Examination.

Data Collection

The MIND-ADyn; trial was conducted between
October 2017 and December 2019. During November to
December 2017 and April to June 2018, semi-structured,
individually face-to-face interviews with eight participants
were conducted twice, before and after the intervention. The
participants were interviewed by the same interviewer (UA
and CT) on both occasions. An interview guide was created
based on the guidelines for qualitative interviews,? that
corresponded to the aims of the study. The topic areas are
presented in Table 3. The participants were specifically
asked questions regarding their experiences of participating
in the intervention program, the information they received
during the study, their motives and expectations. Semi-
structured questions allowed the participants to freely
reflect on the topics discussed.”' All interviews were audio-
recorded and transcribed verbatim. During the interview,
notes were taken by the interviewer. The interviews took
between 30 to 120 minutes. Interviews were conducted in
close connection to a MIND-AD trial activity in a university
hospital facility in Stockholm.

Table 3 Topic Areas of Questions in the Interviews

Using open questions, the participants were asked to
describe the following:

Time period before contact with the study-center from symptoms to
diagnosis

Knowledge and experiences of AD and prevention

First contact with the study-center

Motives for participation in the trial

Screening and inclusion period

Expectations on participation

What they know about the aim and content of MIND-ADyn

Experiences of participation in the prevention and intervention

Abbreviation: AD, Alzheimer’s disease.

Data Analysis
Qualitative content analysis was used, inspired by Granheim

and Lundman,zz’23

to systematically transform the large
amount of data into the key results. The initial step was to
read and re-read the interviews to get a sense of the whole
(UA and CT). The transcriptions were color-coded, and notes
were written in the margins. By continually comparing spe-
cific incidents in the data, concepts were identified, and codes
were generated. The work included identifying meaning
units, condensing, abstraction, and labeling codes in an
inductive process. Conceptual codes were then grouped
into major categories. During the analysis process, there
were frequent meetings with discussions within the research
team until an agreement was reached.

Results

The results of the study are presented in terms of a dynamic
process, as demonstrated in Figure 1. The results are presented
as categories of (i) knowledge of AD and prevention, (ii)
motives for study participation, (iii) experiences of the
received information about the study, (iv) taking the decision
to participate, (v) expectations on study participation, (vi)
experiences of study participation and (vii) internal and exter-
nal factors influencing study participation. The study in the
description of the results refers to the MIND-ADyn; preven-
tion trial. As it is presented in the figure, participants’ knowl-
edge about AD and prevention, their motives to take part in the
prevention trial, and their experiences of the received informa-
tion regarding the prevention trial has led them to take the
decision to participate in the prevention trial and formulate
their expectations. However, a number of internal and external
factors influenced their participation in the study. The partici-
pants’ experiences of their participation in the prevention trial
are described in the last part of this process.

Knowledge About Alzheimer’s Disease

and Prevention

The participants described that they had limited knowl-
edge about AD and prevention before they started the
study. They could give superficial descriptions of AD
symptoms and treatment in general.

Before the study, I just knew that when someone gets AD,
they forget things; that was the knowledge I had (partici-
pant 1, first interview).

Participants who had previous experiences of AD or other
types of dementia in the family, related their knowledge

2 2 2 https:
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Knowledge about Alzheimer’s
disease and prevention

Motives for study-
participation

Experiences of the received
information about the study

Taking the decision to
participate

Internal factors

Vil

External factors

influencing
study-

participation

Expectations for study-
participation

influencing
study-
participation

{

Experiences of study-
participation

Figure | Dynamic process of participation in the MIND-ADyy prevention trial.

almost entirely to these experiences. They described their
feelings of fear of the disease and the consequences of the
symptoms, which made them express reluctance to learn

more about their own diagnosis.

What can I say, it’s just tragic with Alzheimer’s [Disease]
if I am told I have it, I’m almost suicidal to avoid suffering
(participant 4, second interview).

Several participants described that they, in the period after
receiving their diagnosis, did not want to know more about
the disease and therefore did not search for information
and avoided the information provided by their caregivers.
After 6 months of participation in the trial, participants
experienced that their knowledge about the disease had
increased. They also described how they had gained
knowledge and insight about how to live with the diag-
nosis of prodromal AD during their participation in the
study. The participants did not experience that their life in
general changed immediately after receiving the diagnosis.
Rather, they described that there were possibilities to take
actions to affect their overall health and well-being and to
delay symptoms.

. my knowledge has changed in a way. Alzheimer’s
[Disease], the word itself has been like a red curtain. If
you get it, life is over. But I think, it goes slowly, and I feel
that even if some parts get worse, I know what the cause
is. But it is not like I am panicking, so I do not feel like
going to dig myself down (participant 6, second

interview).

Several participants described the time from first experi-
encing symptoms to finally receiving the diagnosis as
stressful. During this time period, they were in contact
with several different healthcare providers such as general
practitioners, psychiatrists, and neurologists before getting
referred to the memory clinic. Their descriptions showed
that they received other diagnoses, such as depression and
burnout syndrome, prior to getting diagnosed with
prodromal AD. Finally, receiving their diagnosis was
described as a relief for some participants and as a shock
for others. Interestingly, several participants were uncer-
tain and showed hesitance when describing their own

diagnosis and were unable to name that.

Because Alzheimer’s disease is quite common. I think
[with hesitation] it is Alzheimer’s disease I have. I guess
that’s it [AD] (participant 6, second interview).

Participants’ knowledge of prevention was not specifically
related to AD or dementia. It was but rather a general
knowledge about maintaining a healthy lifestyle which
was expressed as their interest even before they partici-
pated in the study. Their limited knowledge on the possi-
bility of dementia prevention was connected to the
knowledge about the cause of dementia and the high
attribution of genetic factors.

I do not know how much the genetics has to do with it all,
but maybe that prevention is enough to delay the disease

(participant 3, first interview).
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After 6 months of participation in the study, the knowledge
on prevention had increased. The increased level of knowl-
edge also reflected how the participants perceived stigma in
the beginning and at the end of the study, and how it might
have influenced their participation. In the beginning of the
study, the participants described feelings of fear and shame,
while at the end of the study, they connected their increased
level of knowledge with a higher sense of self-esteem and
a decreased experience of stigma.

Yes, I have to say that [ have, since I started, learned that
there are so much that affects, exercise and diet, for exam-
ple. Yes, you could ... but I never thought that far. But [ have
got a little tougher somehow. Damn pity, I am alive anyway.
That’s how I feel (participant 6, second interview).

Participants described it as shameful, to some extent, to
become old and to lose the ability to perform different
tasks. Some participants also described that they were trying
to hide the fact that they had cognitive problems. One
participant had not informed her family and children about
her problems or what kind of trial she was participating in.

It’s a little shameful to grow old and not be able, and you
can feel a little ashamed when you are not capable of
doing things. Or, you know you are sick, but you’re trying

to hide it (participant 3, first interview).

The experience of possible stigma or stigmatic situations
was sometimes expressed through a denial of such
expected situations. This became evident in participants’
descriptions of participating in the social groups during
different components of the interventions.

No, I do not see the others in the group as someone who
does not remember what my name is or what we have
talked about. You get into something, yes but we talked
about it last time, you do not remember it, that reasoning
never happens, I see them as any friends. Not that we are
a group of disabled people in any way. Absolutely not
(participant 1, second interview).

Motives for Study Participation
The participants described a complex and multifaced picture
of their motives for participating in the study. Two partici-
pants stated only one main motive for participating in the
trial. It was either pure altruistic motives or hope for personal
benefits. Six participants described a combination of both.
The participants described that being able to contribute
to the scientific knowledge of AD and prevention and

thereby helping others in the same situation was a strong
motive for them to participate, and for one participant, it
was their only reason. The participants strongly expressed
the importance of being acknowledged as a person with an
important task in the research. The participants described
this motive as essential to actively participate in this study
and to take responsibility for their contribution as
a significant member in the intervention study.

I think that maybe I can be involved and contribute with
something. I can leave something behind. That is the only
reason I am in the study (participant 6, first interview).

Personal experiences of having persons with AD in the
family strongly influenced their motives. They described
that having such personal experiences might result in great
fear for the disease and its consequences, especially the
burden it would bring to children and relatives. Even if
they hoped that the intervention would slow down their
disease, the main goal for them to participate in the study
was to minimize the burden for their families.

I hope, I really hope that you will be able to figure out how
to avoid or prevent [development of AD] if you are in the
risk group. At least that is why I’m here. Because it might
lead to something better for others. I hope my kids will not
get it (participant 6, first interview).

To be included in such a prevention trial was described as an
opportunity. When the healthcare system has little to offer,
participation in the trial was regarded as a possibility to act and
to do something that could help to influence their situation.

I’'m going to continue with this because I think it’s good
and that I’m going out and not just sitting at home and just
letting Alzheimer’s [disease] take over. I want to do this
because I feel better (participant 8, second interview).

Access to specialized medical healthcare professionals at
the memory clinic was described as another reason for
participation in the prevention trial. Persons diagnosed
with prodromal AD are often recruited as research partici-
pants soon after having received their diagnosis. They
described that in a turbulent situation after receiving the
diagnosis, being involved in the study allowed them to ask
their questions from the specialized healthcare profes-
sionals that was experienced as safe and trustworthy. Not
participating in the study and only being referred to
a general practitioner might lead them to a loss of contact
with the specialized healthcare clinic, which was perceived

as threatening.

2 2 4 https:
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It was to be able to stay at the memory clinic, to have that
support, I should start taking a stronger patch, have access
to knowledge that a general practitioner does not have. To
be able to go to someone and ask what should I do now?
Just to have a support (participant 8, first interview).

After 6 months of participating in the study, new motives
for participation were identified. Taking part in the social
groups, socializing between interventions components, and
supporting each other when needed became increasingly
important for the participants. The participants’ descrip-
tions demonstrate that the scheduled activities planned as
intervention components had brought new content and

meaning to their everyday lives.

Experiences of the Received Information
About the Study

This category is presented as two subcategories focusing
on participants’ experiences of the received information
regarding the MIND-ADy; prevention trial.

Understanding of the MIND-AD v Prevention Trial
During the initial phase of the study, the participants
received oral and written information about the study
aim and the contents of the trial. The written information
in the informed consent form, was perceived as hard to
understand by the participants and did not help them to
fully comprehend the extent of engagement that was
demanded. Several participants expressed that they did
not have a clear understanding of the number of interven-

tions and study visits that were required.

The information then, in the beginning, was that it would
be a group with some members, that it would be about
training memory, diet, and physical training. You did not
know in what way, but it is just as well that you do not
know everything from the beginning (participant 1, first
interview).

Although the participants could not recall all the contents
of the study at the time of the interview, all of them
perceived that they had received good information at the
time for informed consent. The positive reflections on
receiving information at this time refers to interactions
with the study physician and the study team, as well as
feelings of being taken care of, being listened to and being
important, and that they built a trusting relationship with
the study team.

I understood that it would be to train the brain and train
the body and it felt healthy in some ways (participant 8,
first interview).

When participants were asked to describe the trial, only
a few weeks after giving their informed consent, they were
able to give a basic overview of the study aim and the
intervention components. No one mentioned all five inter-
vention components, and no one mentioned the medical
food arm. The physical training component was high-
lighted as the most important component by the partici-
pants. However, after 6 months the descriptions of the trial
showed substantial variation in the level of understanding
of the study where several participants failed to describe
the study aim.

I understand that this is some form of research. You
asked? Yes, the purpose of the study is to try to help others
and find out why it is this way. I guess you might want to
develop medicine but I’'m not sure if it works, but, because
it must have been tested on humans or animals, so I hope
you get something, but that’s probably why I'm here
(participant 5, second interview).

When the participants were asked questions regarding
their understanding of the benefits of the trial, they
described their personal benefits as direct health benefits.
They also described the study as important for society with
regard to the economic and social burdens of AD.
Moreover, they perceived that this research would provide
knowledge that has benefits for the care of older adults.

It is society as such and me, of course. I feel like the main

character in a movie (participant 1, first interview).

Trust in Different Levels

The participants described a superficial and limited under-
standing of the information provided by the informed
consent form, and after 6 months, their understanding of
the study aim and content had further decreased. They
described that feelings of trust were a factor that made
them perceive themselves as well-informed and strongly
influenced their willingness to participate in research. The
participants expressed their trust in different levels: Trust
in the health care system, research systems, university, and
even previous research results and in the study team. The
feeling of trust was strongly connected to the credibility of
the university and hospital as well as the participants’
previous experiences of receiving regular clinical care
and previous knowledge and experiences of research.
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This study has been done in Finland as well and there is so
much knowledge from it. Professor K. (name), I wrote her
name online and have read everything she has written
(participant 4, first interview).

Furthermore, the participants described their trust in the
research team. They also trusted that the data they helped
to generate through their participation in the MIND-
ADyqni would be well administered and substantially con-
tribute to the scientific knowledge about AD.

I really trust the doctors in the hospital (participant 2, first
interview).

The participants’ descriptions point to the need for devel-
oping trust with the research team over time. In particular,
the trust that the research team members were skilled in
their area of expertise and that they had a broad knowledge
in the research topic as well as in the clinical field of
dementia. Moreover, they should be trained not only to
deliver the components of the interventions in the study
but also to provide the support that the participants needed
in relation to their diagnosis on an individual level.

... You should share that information with everyone. It is
so important that everyone who works here really knows
and has all the knowledge about previous studies and what

advice you can give (participant 4, first interview).

The initial three mentioned categories describe what hap-
pens before the participants entered the study and how
these categories influence the participants’ participation
in the trial. The five following categories represent the
period when the participants were included in the trial,
from when they took the decision to participate, formu-
lated their expectations and described their experiences
after 6 months of participating in the trial. The internal
and external factors describe a number of conditions that
became either facilitators or barriers to influence the parti-
cipants’ decisions to participate, their expectations, and
their experiences of participation in the trial (Figure 1).

Taking the Decision to Participate in the
Study

The decision to participate in the trial was described as
easy to take. The participants made the decision by them-
selves or after a discussion with their family or study
partner. They perceived themselves as being well-
informed and having trust in the physician that delivered

the information. The decision was made undoubtedly. In

this study, no participants expressed their regrets regarding
their decision to participate in the MIND-ADyn; Trial.

I felt from my side that this was not so much to think
about, but it was just to say yes, a privilege to be part of
something like this, that you were chosen (participant 1,
first interview).

Expectations for Study Participation

The participants’ descriptions of their previous knowledge,
motives to participate in the clinical trial, and the informa-
tion that they received about the trial, shaped their expec-
tations of participating in the study. During the initial
phases of the study, the participants experienced a lack
of information, and the fact that they did not know what
was going to happen caused irritation and worries.
Although the participants initially received a limited
amount of information during the screening and inclusion
period, due to randomization procedures in the protocol,
the overall acceptance of the situation was good. None of
the participants reflected on the possibility of being
assigned to a specific arm in the study protocol. The
participants did not have any specific expectations due to
their limited knowledge about what was going to happen
in the study and their expressed difficulties grasping the
full extent of all components of the study. However, the
participants expressed a sense of acceptance, optimism,

and excitement about their participation.

When you get to be part of a project like this, then you
have to follow the rules of the game, so to speak, other-
wise it is useless both for myself and for you (participant

1, first interview).

While the participants strongly emphasized that the
research in MIND-ADyn; was important and that their
own contribution was essential for research success, they
expressed more doubt about the expected personal benefits
of the interventions on their own disease progression.
They acknowledged that lifestyle changes were suitable
for prevention purposes but that it was too late for them to
benefit on a personal level due to the expected progression
of the disease. In the beginning of the study, the partici-
pants carefully expressed some hopes about the positive
effects of the interventions. After six months, these feel-
ings of belief in the interventions were more strongly
expressed with increased hope for positive effects and

the possibility to delay the symptoms of the disease.
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Just because I think it’s good [the interventions] when you
have Alzheimer’s [disease], partly this with good food and
then the flow of blood in body and brain and stuff like that.
I think it’s good, that it might delay a little (participant
3, second interview).

No, I do not think the study can give me anything, for me
it is too late, somehow. I do not think you can turn any-
thing around; it will only get worse. I’m set on it anyway.
It is mainly for the sake of others. For me, it’s too late

(participant 6, first interview).

Experiences of Study Participation

The participants’ experiences of participation in the
MIND-ADyn; are presented regarding a) study organiza-
tion and logistics, and according to the following five
domains representing the intervention components of the
study: b) physical exercise training program, ¢) nutritional
guidance, d) cognitive training e) social stimulation, and f)
management of metabolic and vascular risk factors.

Study Organization and Logistics

In the beginning of the study, the participants described
that they found the logistics of planning and organizing
all different visits and tasks in the study to be challen-
ging. This included communication with the study team
and receiving large amounts of information. The number
of tasks in the study, in terms of frequency of tasks and
level of challenges, was perceived as borderline to what
they were able to cope with. The example of tasks
included multiple screening visits, baseline testing, and
introduction sessions to present the interventions. The
participants perceived that twice a week was a well-
tolerated number of visits during the intervention period.
More frequent visits were perceived as too demanding
with no time for recovery and with too significant an
impact on everyday life. Participants described fatigue
during these initial weeks of the trial.

Yes, it’s starting to feel overwhelming, I’'m getting tired.
I get so tired; I do not understand. So, for me, two things
are enough (participant 5, first interview).

In the end of the study, the number of tasks was not per-
ceived as too many or too demanding despite the additional
test visits and extra scheduled appointments. The partici-
pants repeatedly referred to their cognitive difficulties when
describing how they managed the logistics of planning and
receiving information. Difficulties with remembering oral
information seemed to be a major problem for all

participants. Keeping track of delivered written information,
planning for study-related visits at the clinic, and estimating
how time-consuming certain tasks would also create pro-
blems. Not being able to manage these tasks in an efficient
way or having to put considerable effort into them created
stress and feelings of insecurity. Difficulties with orientation
often exacerbated that distress.

I try to keep track of everything, how much is this? I have
not been able, and that is what I think has been the hardest
part, that there is no order (participant 6, first interview).

The participants used different types of strategies to create
order and keep track of information and tasks. These
strategies included different solutions for sorting papers
and getting reminders. Such strategies worked well for
most participants but were easily disturbed, and a phone
call about a rescheduled appointment was enough to
induce feelings of self-doubt and worries.

I have a folder where I put the stuff, but I have to under-
stand that I have received this note now, so I put a cross
over it. For me, writing things down is very important
(participant 8, first interview).

The participants emphasized the importance of the means
of delivery of information. They specifically highlighted
the need to receive written information. The information
delivered by phone was perceived as especially challen-
ging to remember. Furthermore, they preferred for the
information to be organized and structured. For example,
the information about nutrition should be gathered in
a folder to make it easier to access after a meeting, and
information about logistic matters should be delivered
separately. Written information also made it easier for
the participants to recall and inform their study partners
about events in the study.

Then my husband comes and asks what did she (the nurse
on the phone) say then? I do not know, then I really do not
know. And now I think he understands it, but he has not
understood it and he has become so annoyed with me!
I can hang up and then the (information) is gone. So
written information is necessary because I understand
exactly what you are saying, but then I can mix it all up,
it is hard to explain, but I cannot remember it (participant
5, first interview).

Participants in the prevention trial described that they
received support from their study-partners, the person
that was closely involved in the study together with the
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participant (eg, spouse, family member, or close relative).
However, they also perceived problems with required vis-
its during workdays since the majority of the study part-

ners worked full-time.

I have had good support from my husband, he thinks it is
good for me that I have things to do, that I leave the house
(participant 6, second interview).

To receive feedback information on individual perfor-
mance in the different intervention components was
regarded as a sensitive topic by the participants. Some
participants eagerly demanded feedback on their results
to motivate them to perform better. However, they were
scared of receiving feedback representing negative results
as confirmation of the progression of their disease.

I don’t know if I want any feedback information on my
results. 1 guess that you hope that the disease has not
progressed. If T get it in writing, then I will know that
I am getting worse (participant 3, second interview).

Participants experienced that it was important for them to
receive information that was easy to understand and deliv-
ered in a way that was helpful for them to remember and
to keep order. Furthermore, well-planned visits (number of
visits and easy access to study center) could facilitate their
participation in the study. Long-distance to study-center,
costs for traveling and parking, perceived lack of informa-
tion were described as barriers for participation.
Participants experienced it very time consuming to take
part in the study, which was described as the most

disadvantage.

Physical Exercise Training Program

The physical exercise training component, which consisted
of having visits to the gym twice a week, was perceived as
the most important component by the participants which
demanded a great deal of effort. Participants’ overall posi-
tive experiences mainly refer to the skilled and engaged
coach who led the physical exercise training as a group
activity. The ability to engage and stimulate the partici-
pants with personalized and varied exercises helped the
participants persist in participating in this component even
if they experienced resistance. Even if the training some-
times was experienced as very demanding, tiresome, and
sometimes even painful, the intervention was highly
appreciated by the participants. They experienced that

they gained mainly from the training on a personal level

and after 6 months they perceived themselves as stronger
and at a better health.

When I started here, I was in a very poor condition, I had
not trained for a very long time (participant 7, second
interview).

The participants identified that a skilled and engaged
coach to deliver the physical exercise training component
was the most important facilitator for this component.
They also experienced that training together in small
groups enabled them to encourage each other. Other facil-
itators included well-planned logistics, such as good com-
munications between all involved in the study (study team
and participants), and combined study visits with other
intervention components, such as the cognitive training.
Physical pain, limited time for recovery, and fear of facing
possible stigmatic situations were described as examples
of barriers to participation in this component.

Nutritional Guidance

In the nutritional intervention component, the participants
mostly perceived their diet as already healthy in the begin-
ning of the study. They did not expect any need for change
in their diet. They found even the intervention unnecessary
and not providing them with any new knowledge helping
them to adapt to a healthier diet. However, previously in
the study, the participants had identified areas needing
potential improvements, such as eating too much sugar
or high alcohol intake in their personal diet. After 6
months, they showed an increased awareness of how
their diet could affect health. They also reported several
changes that they had implemented in their everyday diets.

I got to learn a lot about diet, but I have had some knowl-
edge about it anyway. But now you think about it more. To
eat the right things, lots of nuts, fruits, and fish and not
[not to eat], remove butter and stuff like that, butter that is

so good (participant 1, second interview).

Some participants experienced that the food diary
increased their awareness about what they ate:

When I write in the diary, I eat fewer sweets (participant 7,
first interview).

The participants reported a higher intake of vegetables,
fish, and nuts. After 6 months, they also felt convinced
that this was an important part of a healthy lifestyle and
that they were planning on continuing with a healthier diet
after the end of the study. Several participants described
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the support from spouses as vital to make the changes.
Information provided during group sessions was more
difficult to comprehend and remember than information
provided in individual sessions where the information was
more individualized. The need for written information was
crucial for the participants to be able to assimilate the
information.

I do not remember anything of what we talked about at the
group meetings (participant 7, second interview).

The delivery of written information and having support
from study partners were described as facilitators of parti-
cipation in this component. Not being able to take part in
the visits that happened in daytime schedules, loss of
income for study-partners was described as barriers of
participation in this intervention component.

Cognitive Training
The
a computer program was perceived as complicated and

cognitive training intervention conducted by
hard to understand. Although most participants experi-
enced the training as being challenging, they perceived
the hinders differently. Some were not emotionally
affected and described the training as fun and entertaining.
Others found it hard to face failures in the training pro-
gram and felt shortcomings to personal expectations about
their ability when cognitive problems became evident.
Some participants could not distinguish whether it was

a training session or an assessment.

The cognitive training is very difficult. I am bad at it and
find it difficult. It will be difficult to do (participant 2, first
interview).

Most participants did not take the opportunity to do the
training at home since they did not have a computer or
found it challenging to use a computer. Other reasons for
not conducting the training at home were related to their
difficulties in finding the motivation to both initiate and
complete the task.

Conversely, the skilled and knowledgeable coach to
guide the participants and provide support and a quiet
and tranquil environment to help the participants focus
on the tasks without disturbance were described as facil-
itators of participation in this intervention component. The
participants experienced that the training was challenging,
which revealed their cognitive difficulties, and they
reported it as a barrier to their participation in this inter-
vention component.

Social Stimulation

In the beginning of the 6-month intervention period,
the participants perceived the small groups in inter-
vention components positively. Their interactions were
described as joyful with jokes and small talks but also
as supportive and with an element of competition.
Early in the study, participants engaged in conversa-
tions about their common situation, which created
affinity and a sense of safety. Some participants
reflected on the stigmatic situations that might or
might not occur. After 6 months, the results indicated
that the importance of the social groups had increased
for the participants and that they were even perceived
as the main benefit of participating in the trial for
several participants. The participants perceived the
social groups as a strong motive for the participation
in the trial extension at 6 to 12 months. The small
groups also created a trustful environment helping to

reduce the participants’ feelings of stigma.

I also like the connection with those who are in the group,
that we have the same disease. We talk openly about it,
and compare a little bit with each other, and we can laugh
at it and get serious about it and yes, it’s great that we are
a group with exactly the same thing (participant 3, second

interview).

Well-composed groups, providing time and locations for
social interactions between interventions, were described
as facilitators of social stimulations. Stigmatic situations
may constitute barriers.

Management of Metabolic and Vascular Risk Factors
This study component was least discussed by the partici-
pants, although they referred to visits with the physicians
and nurses, expressing the feelings of being looked after
and having medical check-ups. No participants men-
tioned or reflected on this intervention component con-
cerning the control or management of specific
cardiovascular risk factors. Overall, the participants
were satisfied with the received services during the

process.

There are meetings with the nurse and check-ups at the
doctor. And you get to know a lot about the disease
and how to live with it. It is very interesting.
Everything is very good I think (participant 7, first

interview).
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Internal and External Factors Influencing
Study Participation

The participants described internal and external factors as
conditions influencing their participation in the trial as
facilitators or barriers for participation (see Table 4).
Participants gave examples of several such factors with
broad variations. Internal factors were referred to as con-
ditions directly connected to the individual, while external
factors represented conditions in the context and surround-
ing society.

Discussion
This qualitative study explored experiences of participa-
tion in the MIND-ADyyn; prevention trial where

a multimodal adapted FINGER® intervention protocol
was evaluated for safety and feasibility for persons with
prodromal AD. To participate in a pharmacological AD
preventive clinical trial has been described as demanding,
often due to the high burden for the participants with
frequent visits and invasive measurements or
interventions.***> To participate in a multimodal preven-
tive trial for Alzheimer’s disease, such as MIND-ADyyni,
may also be demanding. This is due mainly to the high
burden of frequent visits over a more extended period of
time. The results of this study indicate that MIND-ADyn
was well-tolerated by the participants. The participants
described the high burden and tiredness they experienced

due to their participation in the study, which is in line with

Table 4 Summary of Internal and External Factors Influencing
Study Participation

Internal Factors External Factors

Cognitive functions Access to the study-center

Difficulties in one or several cognitive Distance
Domains Easy to find
Public transport
Parking
Traffic
Rush hours cause stress
Health Costs
Pain Transport

Loss of income

Social support

Spouses/family/study-partner

Other engagements
Work
Hobbies
Family/friends

previous research.”* However, these experiences were
mostly concentrated at the beginning of the study. One
possible explanation for these findings might be partici-
pants’ decreased level of cognitive functions leading them
to experience the described challenges with managing new
situations and receiving large amounts of information.
However, over the period of time participating in the
intervention program and getting familiar with the tasks
and the new routine, the interventions and the related
procedures were no longer experienced as new, challen-
ging and highly burden. Furthermore, these findings indi-
cate that the experiences vary during a lengthy and
complex study.

Although the public knowledge about AD and demen-
tia has increased, especially among higher-educated trial
participants,”® the participants in this study described their
knowledge about AD and prevention as superficial in the
beginning of the study. In line with previous research,?’**
they referred to genetic factors as having a major impact
on the disease and described limited belief in preventive
actions. Interestingly this perception changed, and after 6
months of participating in the prevention trial, the partici-
pants described stronger beliefs and a more optimistic
view of the possibility to delay the disease with preventive
actions. The participants experienced increased knowledge
about AD and reflected on how they had overcome the
initial “shock’ of receiving a diagnosis and learning how to
live with the diagnose in a better way, after 6 months of
participation in the study.

The participants’ need, and search for information has
been described in several studies as a motive to participate
in clinical trials.?*' In the present study, the participants
also revealed resistance to seeking information and avoid-
ing reading about AD or dementia-related information
provided by their physicians. This may be related to the
time of the recruitment to the study, soon after receiving
the diagnosis of prodromal AD. To receive a diagnosis
of AD is life-changing,* and to receive the diagnosis of
MCI is also described with strong emotional reactions and
experiences of stigma.*> The participants in this study
discussed their own diagnoses with several uncertainties
and with many questions. In this situation, it may be hard
to know what information to seek. The need for study-
centers with AD trials to also provide non-study-related
support to their participants has been suggested by
Bardach et al.*’

Motives for study participation were both altruistic and
self-beneficial. Health benefits, access to specialized care
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were common motives for participation. In this study and

several others,zml’32

altruism and willingness to help
research have been reported as one of the most important
motives for the participants to take part in the clinical
trials. Researchers should acknowledge this effort, with
feedback to the participants on the value that their partici-
pation represents.

Before the participants made their decision to partici-
pate in the trial, they received a large amount of informa-
tion about the study. The written informed consent
information was perceived as hard to understand, and
this interview study shows that the participants had diffi-
culties to recall and speak about the aim and content of the
study. Despite this, the participants perceived themselves
as well-informed. They described that feelings of trust
contributed to the feeling of being safe, which was impor-
tant when receiving the information and deciding to parti-
cipate in the trial. This is aligned with previous research
indicating that trust is often connected to the reputation of
the university or hospital,’' and that a trustful relationship
with the researcher and the study team, which acknowl-
edges the participants’ efforts in the trial, encourages
further participation.®*

When participants entered the trial, they described the
decision as easy to take, and their expectations were
shaped from their previous knowledge, motives, and the
received information. The decision was generally dis-
cussed with the family, but the participants stressed that
the decision was their own. Most studies that include
participants with dementia require a study partner to sign
the informed consent and to conduct several important
tasks in the study, such as support the participant with
practical tasks in the trial and to provide the researcher
with knowledge and information on the participants’ status
and well-being. Previous research showed that the per-
ceived burden on the study partners varies from no extra
burden to high extra burden due to the study-partner
demands.***® The requirement of a study partner in the
MIND-ADyn; trial entailed some extra burdens as the
majority of the study partners were still working, and
practical or economic factors prevented them from parti-
cipating in daytime activities. Furthermore, this could be
discussed from an ethical point of view, where the parti-
with
prodromal AD who are still fully autonomous and do not

cipants in future trials targeting persons
have dementia could be non-eligible if they have not
revealed their diagnoses and therefore could not present

a study-partner. This needs to be discussed, and study-

partners experiences from trials targeting prodromal AD
should be further investigated.

Internal and external factors influenced the partici-
pants’ participation as possible facilitators and barriers to
their study participation. Internal factors, such as health
issues and cognitive difficulties, led to different support
needs of support. Other engagements in the participants’
lives may have to be reduced in favor of participation in
the time-consuming trial. External factors, such as finding
a parking space or access to public transportation to the
study center, were experienced as important for participa-
tion in a trial at the study centers.”’® With a more perso-
nalized approach to identify specific needs of support,
study-centers could more easily optimize the resources to
ensure the participants’ satisfaction.

In general, the participants experienced their study
participation positively. The intervention components
implied different challenges for the participants.
Cognitive deficits were often described as a reason for
experienced difficulties. This was especially evident
when the participants described their capability to handle
the logistics matters. They stressed the need to receive
written information that was easy to understand. Clear
and concise study information is also a crucial factor in
the recruitment of participants to AD trials.>® The physical
exercise training component was perceived as the most
important and beneficial for health. In the cognitive train-
ing intervention, the participants experienced various
degrees of resistance, where some participants found it
hard to be confronted with their difficulties. In computer-
based cognitive training studies, adherence to the interven-
tion has been challenging.*® In the nutritional component,
the participants described an increased awareness about
their diet after 6 months, even though they did not experi-
ence any need to change their habits in the beginning of
the study. In line with previous studies, cognitive difficul-
ties affected the ability to retain information from the
intervention and make decisions according to recom-
mended guidelines.*! Being part of a small group that
regularly met in the study center and performed the inter-
ventions together became increasingly important to the
participants. Skilled and engaged coaches and staff were
reported as the most important element to support the
participants during the trial.

Strength and Limitations
The present study aimed to explore and describe partici-
pants’ experiences of participation in the intervention
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program. In line with the qualitative methodology and

epistemology of the design,zz’23

the study results are not
intended to be generalised to the whole population of
persons with prodromal AD, but rather to reflect on the
results from a person-centered approach and individuals’
perspective in further development of intervention pro-
gram. Although MIND-ADy N is an international RCT,
this sub-study was conducted in only one of the four
participating countries. The results of this study must
therefore be interpreted within other countries’ health
care systems and cultural settings. It is a strength that
this study is exploring the experiences of participants tak-
ing part in a prevention trial. Many similar studies have
attitudes  about

been investigating non-participant’s

hypothetical research situations.****

Despite the small number of participants, the inter-
views were conducted twice, which gave a more nuanced
picture of the whole process of study participation and
provided deep and rich data. This interview study included
participants from MIND-ADyn;, and consequently, the
participants reflected the inclusion criteria for the RCT.
The participants were highly educated, and fluent Swedish
speaking which could be representative for participants in
the clinical trial but probably less representative for
a general population. However, the sample reflects
a variety of demographic characteristics (age, gender, mar-
ital status and education), providing the opportunity for
a more heterogeneous sample to capture different experi-
ences among the participants and rich data. In two recent
studies,**** both specialized nurses in preventive care and
persons at-risk of CVD and dementia discussed the possi-
bility to increase motivation by highlighting the fact that
managing CVD risk factors might reduce the risk for
dementia. However, in present study the participants did
not seem to be aware of the importance of the “manage-
ment of metabolic and vascular risk factors” as an inter-
vention in the study. One reflection could also be that the
participants were not asked more specifically about this
intervention in relation to the other interventions, and
further exploration of the area could be a topic for future
explorations. Another area that was not discussed by the
participants in the interviews was the randomization into
different arms in the protocol. Even if the participants
were informed of the administration of the medical food
in one of the study arms before randomization in the trial,
they did not sufficiently describe how this intervention was
experienced in detail. One possible reflection might be
experiencing difficulties in understanding or remembering

the received information in this area due to its complexity
in the informed consent which was also expressed by some
participants. The participants also found it hard to distin-
guish the medical food from the general nutrition compo-
nent of the study which made it hard for them to express
any specific expectations or experiences related to the
medical food. Future studies are needed to further explore
this dimension.

Conclusion

The results of this study indicate that the multimodal lifestyle
intervention applied in the MIND-ADyn; was well-tolerated
by the participants with prodromal AD. The participants’
knowledge about AD and prevention increased during the
trial, and their motives for participating in MIND-ADyng
were described as both altruistic and self-beneficial in nature.
To help and contribute to research was regarded as important
and should be more acknowledged by researchers in future
trials. Health benefits from the study components, access to
specialized medical care, and experienced staff in the study
team were found as perceived benefits. To handle the intensive
flow of information was a major challenge for the participants.
The physical exercise training component was regarded as the
most important and appreciated intervention. The number of
tasks and visits at the study center was perceived as burden-
some at the beginning of the study but was later well-tolerated.
Although the MIND-ADyn; protocol includes personalized
intervention components, this study shows a need for applying
a person-centered approach in the conduction of the study,
acknowledging the variation in needs that persons with
prodromal AD might experience in the different categories
presented in the results. Finally, applying a person-centered
approach could be beneficial for recruitment, avoiding poten-
tial barriers, and increasing participants’ satisfaction in future
trials.
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