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Abstract

Background: Inclusion of patients in research studies is immensely important when evaluating new biomarkers
for Alzheimer’s disease (AD) and when the efficacy of possible treatment options is under trial investigation. If
medical treatment is to advance in slowing the progression of AD, or even preventing it, voluntary participation of
patients is not only important but also their reliable participation is key. To get closer in achieving this goal,
researchers need to understand better what motivates research participants to enroll in a clinical trial and get insight
into participants’ expectations about their participation. Furthermore, what researchers perceive as benefits and risks
of a study can differ from participants’ view. This difference could lead to a situation in which researchers recruit
fewer subjects than they expected or result in unreliable research subject participation.

Method: We conducted semi-structured in-depth interviews in 38 patients with amnestic mild cognitive
impairment (aMCI) as part of a clinical trial (EUDRACT no. 2013-004671-12) on the predictive value of biomarkers
for AD. Patients had the option of receiving their Individual Research Results (IRR; visual binary read amyloid PET
results). In this study, the motivations and perceived advantages and disadvantages of trial participation were
investigated from the patients’ perspective. Before deciding to participate, patients received an information brochure
describing the possible benefits and risks of participation.

Results: The two most frequently mentioned reasons for volunteering for the trial were to contribute to scientific
progress and to receive their IRRs. Participating to ameliorate scientific progress was not solely motivated by
altruistic reasons; it was mostly mentioned along with the possibility of receiving a valuable result about their health
condition, suggesting that self-interest also motivated patients to participate. The two most frequently mentioned
disadvantages were the possible risks related to being subjected to invasive medical procedures and that
volunteering was considered to be time consuming. Most patients felt that their partner and children supported their
decision to enroll in the biomarker study.

Conclusion: aMCI patients have several reasons for wanting to volunteer in a clinical trial, with the option of IRR
disclosure being the primary motivation for enrolling. Most of our patients felt that family members supported their
decision to volunteer. However, researchers need to be cautious when recruiting subjects for clinical trials by
ensuring that they truly desire to participate in the study and those family members are not coercing them into doing
so. In addition, what the information brochure mentions as possible benefits and risks of trial participation was not
always perceived similarly by patients.

Keywords: Ethics; Amnestic MCI; Clinical trial; Qualitative research;
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Introduction
Reliable participation from volunteer subjects is of utter importance

to draw firm conclusions from research data. This also applies to the
study of Alzheimer’s disease (AD), which often involves participation
of healthy adults and patients with mild cognitive impairment (MCI).
A common theme across AD studies relates to identifying biomarkers
for accurate diagnosis and track disease progression. This is especially
important because there is an urgent need to detect the disease at an
earlier stage and to identify those subjects who are most likely to

exhibit rapid disease progression in order to reduce healthcare burden
and economic costs. Due to the difficulty in clearly recognizing the first
symptoms of AD in a clinical setting, only an estimated one-half of all
cases are diagnosed [1,2]. Therefore, diagnostic trials are important for
developing and validating new biological markers for AD either as
diagnostic or predictive tool. These markers could also be used in
therapeutic clinical trials to evaluate new potential treatments. It has
been a challenge to prevent and slow down disease progression in AD
because of the limited efficacy of current treatment options.
Researchers need to explore what motivates individuals to enroll in a
clinical trial and what participants perceive as trial benefits and risks,
and then leverage these vis-à-vis participation to stimulate and achieve
reliable research subject participation [3].
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The prevailing literature on motivations to participate in research
studies concerns other research fields, such as genetics-related studies
[3,4]. One focus group study by Lawrence et al. explored patient and
carer views specifically on this topic [5]. However, their results were
based on two different perspectives (patients and carer), which were
conflated. Few studies have been done on participants’ motivations in
AD trials. There is therefore a need for more in-depth research on AD
study subjects’ motivations and perceptions of possible advantages and
disadvantages of trial participation.

The current study is part of the BioAdaptAD study on the predictive
value of biomarkers in a cohort of amnestic MCI (aMCI) patients who
could choose to know their IRRs (visual binary read of amyloid PET
scan). Findings from the participants’ perspectives toward amyloid
PET disclosure are reported previously in Vanderschaeghe et al. [6]. In
this study, we examined subjects’ motivations and their perceived
disadvantages of participating in a clinical trial by means of semi-
structured interviews.

Methods

Recruitment
Recruitment of subjects took place between June 2015 and June

2016 after approval of the study by the Ethics Committee, University
Hospitals Leuven. All participants provided written informed consent
in accordance with the Declaration of Helsinki.

The study cohort consisted of a consecutive series of aMCI patients
[7] recruited via the memory clinic of the University Hospitals Leuven.
The interview was part of a substudy of the BioAdaptAD study, an
investigator-driven longitudinal study of aMCI patients. The primary
objective of the BioAdaptAD study (EUDRACT no. 2013-004671-12)
is to evaluate the predictive value of baseline amyloid biomarker
measurements for tracking longitudinal cognitive change over a two-
year period.

According to Standard Operating Procedures, on occasion of a
follow-up outpatient visit to the memory clinic, the patient was
informed about the possibility to participate in a trial and the purpose
and content of the trial was introduced to the patient by the physician
and by the researcher (JS). The information brochure and the informed
consent form was given to the patient so that the patient could discuss
this further with anybody of their choice at home. One week later the
patient was recontacted by phone to ask whether they had decided to
volunteer in the clinical trial.

When candidate subjects met the inclusion criteria (Appendix 1) of
the BioAdaptAD study and decided to enroll in the trial, they were
given an additional option to participate in a substudy investigating
participant motivations for choosing to enroll in a clinical trial, their
rationale for opting for their amyloid PET scan result and the ethical
challenges associated with it. As mentioned in the introduction, the
findings from the amyloid PET disclosure have been reported in
another publication [6]. The same cohort population contributed to
the current study. We conducted semi-structured interviews with
participants who agreed to take part in the substudy in order to better
understand their motivations, opinions, and experiences about their
trial participation.

Before the start of the substudy, an informed consent brochure
about the interviews was given to candidate subjects. The content of
this brochure was based on the E6 Guideline of Good Clinical Practice

(GCP) [8] and contained background information about the substudy,
study objectives, the interview process, and research subjects’ rights.
Before the scheduled interview, the interviewer orally repeated the
content of the informed consent brochure and asked the candidate
whether they had any further questions. If they hesitated or had doubts
about participating, the interview was re-scheduled for a later time in
order to give the candidate sufficient time to decide.

Data collection and analysis
The interview guide was developed by GV, KD, and RV, and its

content was based on findings in the literature on the topic of IRR. The
first two interviews constituted of a pilot study, which was used to
evaluate the interview guide. The interview questions covered three
content areas. The first part of the interview consisted of questions
intended to better understand how patients describe and experience
their current memory problems. The second part consisted of open-
ended questions about why they chose to participate and expectations
they had about being part of a clinical research trial. The third part
consisted of hypothetical questions about how the participant thinks
he would respond to a set of possible situations. Several interview
techniques were used, such as rephrasing part of the participant’s
answer, asking yes or no questions, to briefly checking whether the
interviewer understood the participant’s answer correctly.
Supplementary questions were also asked to get more in-depth
information from the participant.

After a short introduction of the research set-up and what to expect
in the interviews, patients were invited to sign the informed consent
form. Patients also completed the sociodemographic information
form. Completion of the latter form indicated that the patient
understood that the study results and interview records would remain
confidential, that participation in the interview was voluntary, and that
it would have no impact on participation in the general study or on any
other medical intervention the patient might undergo in a clinical
context. Patients were informed that study results would be published
in a scientific journal and that a lay description of results from the
interviews would be provided to them after completion of the study.

The interviews were recorded on tape with the consent of the
interviewee. A mixed-methods approach was used to analyze the
interviews (1). Transcripts were analyzed using QSR International's
Nvivo 11 software, and analysis was performed according to qualitative
conventional content analysis methodology [9,10]. In the first phase,
the interviewer (GV) coded the interviews at three separate time
points, with an interval of a few weeks between each coding session. To
protect against bias, in the second analysis phase, we had five
interviews independently coded by a second researcher. In the final
phase, we compared the codes assigned by the interviewer and those
done by the independent researcher (KD), working to reach a
consensus on the final codes to be used (2). In addition, we used a
quantitative approach to analyze the reasons, benefits, and
disadvantages of receiving an IRR, as provided by the participants.

Interviews were conducted in Dutch, with the exception of one,
which was conducted in English. For this interview, the patient
preferred to speak in his native language, English. Quotations of
patients presented here have been translated into English.
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Results

Study population
Sixty-seven patients were invited to participate in the BioADadapt

study; 26 of them decided not to volunteer, and three patients quitted
the study after the first neuropsychological screening visit. Most of
these individuals did not provide a reason or explanation for this
decision, yet some referred to the burden of caring for a needy partner

or to a lack of motivation. For the three patients who dropped out of
the study, the following three reasons were mentioned; a lack of
motivation, a refusing attitude from the patient his partner and an
inability to schedule a new appointment that best suited the patient.
This resulted in a study population that consisted of 38 aMCI patients
who met the inclusion criteria of the study (Appendix 1). Table 1
summarizes the demographic information of participating aMCI
patients and their scores on tests of the neuropsychological evaluation.

Characteristics Number

Mean Age

71 ± 6.5 y (range: 55-83 y)

-

Gender

Male

Female

22

16

Highest educational level attained

Primary school

Secondary school

Professional bachelor

Academic master

7

17

6

8

Marital status

Married

Widow/widower

Divorced

30

4

4

≥ 1 Children 36

Neuropsychological evaluation Mean score

Global Clinical Dementia Rating

scale

0.5

MMSE (/30) 27.8 (range: 25-30)

AVLT: Total Learning (/75) 36.2 ± 10.2

AVLT: long term % recall 61.7% ± 29.6%

Table 1: Demographic characteristics and neuropsychological evaluation scores of the study population of aMCI patients (Memory test results:
MMSE = Mini mental state examination, AVLT = Rey Auditory Verbal Learning (AVLT) scores for Percentage Delayed Recall (%DR, score on 30
min delayed recall (/15) divided by the score on last trial (/15)) and Total learning (TL,/75).

Patients’ motivation for enrolling in a clinical trial
We investigated what motivates participants to volunteer in a

research study. In other words, what specific reasons do aMCI patients
cite for enrolling in a clinical trial? From the interview transcripts, we
identified seven main reasons for enrollment in this trial (Figure 1).
Some participants mentioned two or three of these reasons.
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Figure 1: Specific reasons patients cited for wanting to participate in
a clinical trial.

These seven reasons will be considered in more detail in the
following section. We present quotes of the patients that serve to
illuminate these reasons. The first reason was having an interest in
research. One participant mentioned how he has always been
interested in research. For him, this interest alone provided him with
enough incentive to volunteer in the clinical study.

The second reason cited by some participants for enrolling in the
trial was because family members encouraged them to do so. Mostly
the participant’s partner, and often together with their children,
noticed increasing forgetfulness in the participant. Family members
not only advised the participants to go to the memory clinic for
medical advice but also prompted them to volunteer in this trial.

“But I wouldn’t have come on my own, but my husband wanted me
to. But yes, he perhaps experiences it better […]. But I think my
memory is not the same as in the past because I used to know
everything, and now I have to look up (things) sometimes.” (Woman,
72 years old).

The third reason for enrolling in the trial was having a family
member with AD. Of all participants, one-quarter had one or more
family members who were diagnosed with some form of dementia or
likely AD. These participants wanted to get an idea whether they too
might develop the condition. Since they have witnessed firsthand how
AD affected their relatives, they are well aware of its impact, and this
provided them with the motivation to volunteer and to undergo testing
for AD. Some participants mentioned that dementia was highly
prevalent in their family, indicating that this could be hereditary. For
some participants the occurrence of the disease within their family also
led to fear:

“Because in my family, there are many demented. So that scares me.
It really scares me.” (Woman, 72 years old).

The fourth reason was the desire to receive treatment. Many
participants were hoping to receive medication that would delay or
slow down the progression of their disease. One participant even
referred to the information brochure about the clinical trial, stating
that in the event of a positive amyloid PET scan result, cholinesterase
inhibitors would be administered. Although most participants were
aware that at present AD is incurable, they did have some expectations
about treatment:

“I expect that they can stop this. […] that I can get a treatment for
that. So that I won’t end up like my brother.” (Man, 74 years old).

The fifth reason was being invited by memory clinic personnel to
participate in the trial after their recent follow-up at the memory clinic
or during their first clinical consultation. Two participants mentioned
that they discussed the invitation with their general practitioner (GP),
and one participant indicated that his GP advised him to go the
memory clinic, where he was invited to participate.

The sixth reason for volunteering for the trial was the desire to
contribute to science and medicine. Some participants indicated that
without their participation, research could not make medical progress.
Another participant mentioned that, due to his current memory
complaints, he might be an interesting case for scientists to investigate.
However, most participants stated they enrolled in the trial not only to
contribute to scientific research but also to find out what is going on
with their health. We observed that the participants did not volunteer
for purely altruistic reasons, as shown in the following quote: “Yes
absolutely, it is not just for myself, well a big part for myself (laughs).”
(Woman, 67 years old).

The seventh and most frequently mentioned reason for participating
in the trial was to receive a medical test result. For many of the
participants, it was very important to find out what caused their subtle
memory complaints. One participant stated that AD is a common
topic of discussion today, and just hearing discussions about AD can
cause one to wonder whether one will develop AD in the future.

“[...] But since this has been in my head for many years, I think it’s
important to know, because you think about that a lot. There is a lot, a
lot spoken and said about (AD) and so I want to know it.” (Woman, 69
years old).

Some participants stated that, by participating in the trial, they were
hoping to receive more information about their current health
situation, and that this in turn, would help them understand more
about their medical health situation.

“[...] I think that I will learn something more. And I want to know
where I stand. What it is exactly.” (Woman, 68 years old).

“Because again it was to find out why and at the moment, […] you
know, at least if you know the amount of amyloids there (is) or not,
that is, you are sure or relatively sure.” (Man, 66 years old).

Perceived clinical trial advantages
After exploring what motivated participants to enroll in a clinical

trial, we investigated whether participants perceived any advantages or
benefits to participating in a clinical trial. First, a minority of
participants spontaneously reported that there were no advantages to
volunteering in a clinical trial. However, two participants subtly
qualified their answer without hesitation:

“No, not directly. No, I don’t see… except with the results to know
what’s going on. For the rest, I personally do not see any real
advantages.” (Man, 73 years old).

However, other participants did perceive certain advantages when
participating in a trial, as described next.
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Figure 2: Clinical trial advantages perceived by participants.

Participants mentioned three advantages associated with
participating in a clinical trial. First, medication and treatment were
perceived as an advantage. When participants used the word
“medication,” they were referring to medicine that could delay or stop
the disease. When participants used the word “treatment,” this
suggested a broader connotation and did not solely refer to medication
use (Figure 2). Participants also viewed “treatment” as the monitoring
or following up of the disease. Some of the participants were eager to
learn their test results and believed that the sooner they received them
the sooner treatment could start:

“[...] If they find something, they can help me sooner, so I can be
independent for as long as possible. I have seen it with my mother. She
has been taking pills for two years now. Now it doesn’t start to work
that well, but it has still kept her at home for two, three more years.
And yes, yes, I think that is certainly an advantage for me.” (Woman,
61 years old).

One participant stated that it is better to participate, because if
something were wrong with her health, she at least had the option to
receive treatment. She described her feelings about participating as
follows:

[...] so participating is always the best option, it is the best chance I
have.” (Woman, 63 years old).

The second advantage of participating in a clinical trial that was
mentioned, was to help science, which was also one of the reasons
participants gave for participating. For some participants, the idea of
being able to assist in advancing science not only served as their
motivation to participate in the trial, but also as an advantage that
could lead to medical improvements. Other participants provided a
more nuanced response, stating that their participation would mainly
benefit themselves, but that helping to advance science is a positive
consequence. This sentiment is reflected in the following quote:

“[…] Yes, to help others, but I say it again. […] I’ll be
straightforward with you, I’m quite selfish. I am trying to save my own
skin here […] I put it quite bluntly, but you can understand me.”
(Woman, 63 years old).

The third advantage of participating in a clinical trial was that
participants would know their test result. Some participants expected
to receive all information related to their health status:

“Ah yes, because you’ll know everything [...], when something’s
wrong.” (Woman, 76 years old).

Other participants expected to receive more information than what
they believed they would receive during a regular doctor’s office visit:

“I don’t know if, well, with a normal diagnosis that it is always very
fast. And the professor take one quick look (at you), and then he is
back off again. (In a clinical trial) you’ll receive more information.”
(Woman, 66 years old).

This quote is consistent with the experience of one participant, who
noted that clinicians were often under time pressure.

Perceived clinical trial disadvantages
We also sought to determine whether participants perceived any

disadvantages related to participating in a clinical trial. Eighteen out of
38 participants spontaneously reported that there were no
disadvantages related to participating in a trial. To explore the
possibility that these participants were hiding their true feelings and
were just providing socially desirable answers, the interviewer asked
them additional auxiliary questions. After this line of questioning, we
were able to determine that these participants felt that the advantages
of participating in the trial outweighed any possible, albeit minor,
disadvantages. The frequency of possible disadvantages perceived by
the participants is shown in Figure 3.

Figure 3: Clinical trial disadvantages perceived by the participants.
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The participants mentioned four disadvantages of participating in
the trial. The first was that participants did not have any influence on
the design of the clinical trial. One participant stated:

“But the question is: you have no input into the trial. So, no, I don’t
like being involved in things that I cannot control.” (Man, 66 years old)

The same participant brought up another disadvantage: Not
receiving all his personal data from this trial.

The third disadvantage was that trial participation is too time
consuming. Participants viewed the trial as being too time consuming,
because they had to visit the hospital several times in order to undergo
a series of trial-related tests, such as neuropsychological investigation,
MRI, PET scan, lumbar puncture (LP), and interviews. Most
participants viewed these tests as only a minor inconvenience.

The fourth and last disadvantage mentioned was that trial
participation is associated with certain risks. Most of the participants
were aware of the risks involved with LPs and with amyloid PET scans,
which require participants to receive an injection of a radioactive
tracer. One participant stated that healthy people should not
participate in a trial because of the possibility of exposing themselves
to certain unnecessary risks:

“Well, it’s a bit like, it’s a simple lumbar puncture, but there are lots
of ways. Just going to a hospital exposes you to more germs. And then,
having a small procedure could be risky. Which, you know, I think it’s
different when you know there’s something wrong with you and they
say: ‘Well, we need to examine you more thoroughly.’ That’s different
than having to put yourself at risk if you don’t need to.” (Man, 66 years
old).

For a few of the participants who mentioned possible risks as a
disadvantage to trial participation, it was not very clear to them how
these risks could affect them. Others checked the information
brochure, asked questions, and informed themselves about potential
risks by asking others, such as their GP, for advice. Risks associated
with the trial sometimes caused participants to question whether they
had made the right choice. One participant, a 66-year-old woman,
stated that the LP “has made me think twice [...]” about participating
in the trial. Although most participants were concerned about the
possible risks of participating, other participants immediately
downplayed the risks, indicating that they viewed these to be minimal
compared to those associated with more invasive trials or experimental
trials that test medications. Most participants trusted the innovative
techniques and the capabilities of the researchers, which contributed to
the view that the risks were minimal. However, one participant did
question the capabilities of some researchers. This particular
participant demanded that his LP would be performed by professional
healthcare staff, not by an intern. In general, only a minority of the
participants expressed slight hesitation about some of the procedures
associated with the trial. This was because a previous LP did not go
well for them or because they were afraid of the pain might be caused
by possible complications.

Family support
The option of participating in a trial was discussed by most

participants in advance with their partner, and often with their
children as well. This situation depended on their familial background,
as some participants were divorced, widowed, or had little contact with
their children and/or other family members. There were some

participants who did not discuss this with their partner or children,
since they believed it was a personal decision.

Most participants felt that their partner supported their choice to
participate in a trial and their decision to know their IRR. One
participant rarely discussed trial participation with his wife, and it
bothered him that she rushed him before the interviews, so they could
leave on time and do other things. He found this to be difficult. He
stated that his wife found it unpleasant to join him when he had to be
at the hospital, yet she wanted to do all of this for him. Another
participant also experienced such mixed messages from his wife:

“Yes and no, in a sense, she thinks there’s nothing wrong with me.
You know, when we say that there are two types of people: people who
want to know, and people who are the complete opposite.” (Man, 66
years old).

The last reason mentioned by patients revealed two other findings in
our study. First, participants were not always certain whether their
partner would volunteer in a trial and whether they would opt to know
their IRR. They came to these conclusions because they believed that
their partner would find it emotionally difficult to cope with bad news,
had the disposition of not easily seeking medical advice or help, or had
a resigned attitude: “Whatever happens, happens.” Second, some
participants indicated that when they were talking to others (partner,
family members, and close friends) about their clinical trial
participation, they frequently received the following reaction: “Why
are you participating? There is nothing wrong with you?” This reaction
was often difficult for the participant to accept because they felt that
their memory problems were minimized or perceived as symptoms of
normal aging.

Discussion
The current study aimed to gain insight into what motivates

research participants to enroll in a clinical trial and their expectations
about trial participation and complements an earlier report on amyloid
PET disclosure [6]. The major strength of this qualitative research is
the in-depth interviews with patients, as these face-to-face interviews
provide researchers with the opportunity to delve into subjects’
answers in-depth, clarify them, and check their opinions. This resulted
in concrete motivational reasons (e.g. to receive a result, helping
science, based on invitation of memory clinic, and so on) and
perceived trial advantages (e.g. to know your result, treatment, and so
on) and disadvantages (e.g. risks when undergoing tests, time
consuming to participate, and so on) as mentioned by our study
population. Based on our study results, we will comment and raise
additional thoughts on five findings;

Individual research results
Most of the participants believed that it was common sense that

they would receive their research results, since they participated in a
clinical trial. In other words, they had a sense of ownership of any
results that derived from their volunteer participation. This finding
highlights the difficulties some participants had in understanding the
differences between a clinical and research setting [11,12]. For
example, most research subjects may be unaware that the main goal of
research is to produce new general knowledge in a particular field of
inquiry, not to produce and return individual bits of knowledge to a
research participant [13,14]. This blurring of the boundary between
clinical practice and research in the minds of research participants is
often mentioned in the literature as an argument against the disclosure

Citation: Vanderschaeghe G, SchaeverbekeJ, Vandenberghe R, Dierickx K (2017) Amnestic MCI Patients’ Perspectives on Volunteer
Participation in a Research Context. J Clin Res Bioeth 8: 305. doi:10.4172/2155-9627.1000305

Page 6 of 8

J Clin Res Bioeth, an open access journal
ISSN:2155-9627

Volume 8 • Issue 3 • 1000305



of these results [11-15]. Yet, there are also counter-arguments, such as
the return of the IRRs would make research more transparent for
society, who ultimately benefits and often funds the research [16].
Transparency may enhance public understanding and increase
participants’ willingness to contribute to future research studies
[11,15-17]. However, it is understandable that participants perceive the
disclosure of the IRR as common sense and that there is a blurring of
the boundary between clinical care and the research setting. This may
be due to the many clinical therapeutic trials where the line between
research and clinical care is often blurred and in which, for example, a
positive amyloid PET scan result is part of the inclusion criteria. In this
case, participants become aware—although maybe implicitly—of their
research result once they are accepted into the therapeutic clinical trial.
This is different with regard to a non-disclosure policy in the research
setting, which is not linked to therapeutic clinical trials. The implicit
disclosure in therapeutic trials also raises several ethical concerns, as
these results are usually not actively disclosed. For example, what if the
participant is not aware of this implicit disclosure and does not wish to
know the result? Is the implicit disclosure of a result accurately
understood by the participant? How do researchers and clinicians
handle follow-up, counseling and guidance after an implicit disclosure
of a positive amyloid PET scan result to the participant?

Limited efficacy of current treatment options
We hypothesized that participants would mention the limited

efficacy of current treatment options as a disadvantage of trial
participation as this is often described as an ethical issue in the
available literature on AD [18,19]. As of yet, there is no treatment
available to prevent or cure Alzheimer’s Disease [20]. There is the
possibility to use drugs, such as acetylcholinesterase inhibitors
(AChE-1) and memantine which can provide symptomatic relief, delay
progression and possibly improve the quality of life of the patient [21].

When we asked participants whether limited efficacy of current
treatment options is a disadvantage, they stated that they already knew
before the start of the study no cure was available or that available
medication could only delay the progression of the disease. They
perceived the latter as a better option than receiving no medication at
all. Most participants maintained strong hope that in the near future
this will change and that history has shown how medical research
rapidly evolves in the direction of providing new curative medicines.

Risks related to tests
In the present study, the majority of participants viewed the risks

associated with certain tests, such as LP (headache, pain) and amyloid
PET scan (radiation exposure), as a disadvantage of their trial
participation. To address such concerns, the guidelines of GCP require
that all possible risks are explained in the research study information
brochure and that the researcher must clearly explain the study
protocol to potential research participants [8]. As indicated in the
results, a minority of our participants mentioned the possibility of
risks, yet stated that it was not very clear what these risks could imply
for them. This finding reveals that it is difficult to ensure that all
participants will clearly understand all aspects of a trial that may or
may not affect them as described in the information brochure. This
finding underscores that obtaining informed consent from research
participants should be an active information process, during which the
researcher devotes sufficient time to explain the study and informed
consent in an understandable manner. Although we are aware that this
is a time-consuming process for the researcher, our study findings

indicate how necessary and beneficial this process is for the
participant. In addition, if participants clearly know and understand
what the clinical trial procedure implies, what they can expect, and
what risks they might face, this may contribute to a reduction in
dropouts through the course of the trial.

Trial participation is time consuming
In our study, we tried to conduct several tests in one visit at the

hospital to maximize test opportunities and to minimize the burden
for the patient by doing too many different visits with single tests. Yet,
one in five participants still perceived that their participation was time
consuming, although this was considered a minor disadvantage. A
similar finding was reported by the clinical study of Christensen et al.
[22]. They indicated that the desire to contribute to AD research was
rated highly and seen as a benefit by participants, but after completing
a 12-month follow-up and after receiving their ApoE status, their
rating was lower when asked about this desire to participate in
research [22]. The authors stated that it is possible that study
participants’ initial eagerness at enrollment became tempered
somewhat after realizing the many practicalities of research
participation, such as administration tasks and regular follow-ups [22].
To overcome this problem, two practical steps seem to be important
for researchers to take: (1) Before and throughout the study, clearly
explain to the participant what their participation consists of, what will
happen, and how long approximately each visit will be (2). Cluster
together as many tests as is feasible during each visit to the hospital.
Doing this may help avoid subject dropout through the course of the
trial. However, certain questions still need to be answered: Is it
practically feasible to carry out several tests in one hospital visit? Will
combining tests in one clinical visit influence or bias the results? Will a
longer session with multiple tests be too burdensome; is it bearable for
the participant?

Family support
Finally, this study demonstrates that a majority of participants feel

supported and influenced by their family members regarding their trial
participation. Although family support is a positive finding, caution is
warranted in order to avoid a situation in which participants feel
pressured by their family members to volunteer in a trial. Voluntary
participation is also a requirement in the guidelines of GCP [8].

Limitations
One limitation is that the views expressed here are based on a

relatively small population of aMCI patients in Belgium. This
potentially limits the generalizability of our findings to other research
contexts and other study populations. Different findings might emerge
when an investigation takes place in a different country and when
testing a different population, such as healthy elderly volunteers
screened for preclinical AD or patients with mild cognitive complaints
who have not undertaken steps to receive medical consult at the
memory clinic. In addition, the interviews were part of a non-
therapeutic trial. Different reasons for volunteering may emerge as part
of a therapeutic clinical trial. Also, some individuals were given the
option to enroll in a clinical trial, yet were not willing to participate.
Some reasons were known, yet we do not have insight in all reasons of
individuals who declined the possibility to volunteer. Future research
could focus on the hesitation or refusal reasons from individuals who
wish not to enroll in a clinical trial. Lastly, the interviews took place in
Dutch, and used quotes were translated in English, which means that
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some of the interviewee’s nuances may be lost. Despite these
limitations, we believe that the present findings are an important first
step in arriving at a better understanding of research subjects’
motivations, will be useful beyond the context of this AD biomarker
research, and will guide the design of future clinical trials.

Conclusions
Overall, aMCI participants have definite motivations for

participation in a clinical trial and perceptions of what constitutes
advantages and disadvantages of trial participation. The two most
frequently mentioned reasons for volunteering in a trial were to
contribute to science and to receive an IRR. The wish to make a
contribution to science was not based purely on altruistic sentiments,
but was a consequence of the participants’ primary motivation of
possibly receiving medical test results. Participants perceived several
disadvantages of trial participation. The two most frequently
mentioned disadvantages were the possible risks related to certain tests
done in the trial and the fact that volunteering was time consuming.
The latter indicates that researchers might consider reducing the
number of hospital visits perhaps by clustering several tests within one
visit, as far as practically feasible and to the degree that this would not
impact on data quality. Most participants felt that their partner and/or
children supported their decision to enroll in this study. However,
researchers need to be cautious when recruiting participants for
clinical trials by ensuring that participants truly desire to participate in
the study and that they are not being coerced into doing so by family
members.
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