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ABSTRACT
Background/aims: Clinical trials are widely accepted by the scientific community
as the most rigorous way of evaluating interventions in health care. The success of a
clinical trial depends on the participation of volunteers. The recruitment of participants
is however often difficult and many trials recruit fewer participants than anticipated. It is
therefore important to understand participants’ perspectives on clinical trials. The aim
of this article is to describe experiences and opinions of participants with a randomized
controlled trial (RCT).
Methods: A qualitative study was done, interviewing 50 participants with three types
of neuromuscular diseases (Amyotrophic Lateral Sclerosis: ALS, Post-Polio Syndrome:
PPS & Facioscapulohumeral Muscular Dystrophy: FSHD) who participated in the
FACTS-2-NMD trial. The FACTS-2-NMD study consisted of three RCT’s and aimed to
study the efficacy of Exercise Therapy and Cognitive Behavioural. The interviews were
semi-structured and a topic list was used in order to discuss all relevant themes in the
interviews. Themes that for instance were addressed included motives to participate and
experiences with the trial and intervention. The process of data collection and analysis
was iterative so that emerging themes could be further explored and validated over the
course of the research. The interviews were analysed by two independent researchers,
using inductive thematic analysis.
Results: Participants’ experiences can be divided in three themes: participants’
ideas about 1) the amount of control as experienced during a trial, 2) the information
and communication during a clinical trial, 3) the credibility, validity and reliability of
clinical trials. Participants did not always experienced sufficient control during the trial
and preferred better communication. They furthermore expressed worries about the
credibility, validity and reliability of clinical trials, partly as a result of their own behaviour.
Conclusion: This study gives insight in the experiences of trial participants. Participants
seemed to have clear and strong ideas and experiences with the trial. Findings can
be used to improve future trials and to make more patient-centred. Collaboration with
patients as research partners in the RCT can help to attune the trial to patients’ needs
and wishes. Conducting a qualitative study along the RCT may furthermore give insights
in the experiences of participants and allows researchers to modify the RCT.
Keywords: Patient; participant; inside perspectives; experiences; qualitative study;
randomized controlled trial; RCT; clinical trial
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BACKGROUND
Randomized Controlled Trials (RCTs) are widely accepted by the scientific community
as the most rigorous way of evaluating interventions in health care (1). A RCT depends
on the participation of volunteers (2) and their inclusion is the key to success. The
recruitment of participants is, however, often difficult (3) and many trials recruit fewer
participants than anticipated (2,4). It is therefore important to understand the dynamics
of participating in a trial. However, the patients’ perspectives on RCT’s were not often
systematic investigated and were relatively neglected (5).
Some literature already exists, for instance about the reasons why people do or do not
want to participate in a RCT (5,6,7) and how participants experience randomisation
(1,5). These studies describe among others personal benefits and altruistic reasons
as motives to participate. They furthermore describe that participants experience
randomization as only appropriate when the interventions are equally suitable and if
they had no preference (5).
These studies give important insights, but there is still almost no knowledge on the
general experiences of trial participants. A greater understanding of participants’ views
provides the potential to improve the content and management of future trials (1) and to
make researchers more aware of participants’ ideas and needs which can make trials
more patient-centred.
The aim of this article is therefore to describe the experiences and opinions of participants
of a clinical trial.

METHODS

8

Design
A qualitative study was conducted because qualitative studies are preferred for gaining
an understanding of the experiences and opinions of people (8). Data were collected
through semi-structured interviews (9) and inductively analysed (10).
Participants
Participants were selected from those who participated in the FACTS-2-NMD trial. The
study consisted of three RCT’s (11,12,13). The aim was to study the efficacy of Exercise
Therapy and Cognitive Behavioural Therapy for reducing fatigue, improving activities
and improving quality of life in patients with Amyotrophic Lateral Sclerosis (ALS), PostPolio Syndrome (PPS) & Facioscapulohumeral Muscular Dystrophy (FSHD). Table 1
provides disease information.
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Table 1: Short description of diseases
Disease
ALS

Description
ALS is a fatal progressive neurodegenerative disorder affecting motor neurons in the
spinal cord, brainstem, and motor cortex. Patients are afflicted by progressive wasting
and weakness of limb, bulbar, and respiratory muscles, and die on average within 3
years after symptom onset, usually because of respiratory failure. Besides physical
limitations, cognitive function deficits in a frontotemporal pattern may be apparent,
including impaired frontal executive abilities in up to 50% of patients (14).
The median age of onset of ALS is 55 years. The incidence of ALS is between 1.5 and
2.5 per 100,000 person-years of follow-up in industrialized countries and life-time risk
of ALS is estimated to be between 1/600 and 1/2000 which makes it the most common
motor neuron disease. ALS is familial in 5% of cases (14).
The grave prognosis of ALS can have a severe psychological impact on patients and
their social environment. The majority of patients report not only physical but also
existential problems. Depressive symptoms and hopelessness are more common in
patients with ALS than in the general population (14).

FSHD

FSHD is the third most common inherited neuromuscular disorder.
The disease primarily affects the facial muscles, the muscles of the shoulder girdle
and various leg muscles, while pelvic and trunk muscles are eventually affected as
well. The pattern of muscle weakness is often asymmetrical, and the rate and extent of
progression may vary considerably with sudden periods of unexplained rapid disease
progression. In a small percentage of the patients, even respiratory insufficiency
may occur. FSHD may eventually lead to serious disabilities of speech, swallowing,
reaching, standing and walking, even in early adulthood. Twenty percent of the patients
become wheelchair bound. Fatigue is a common problem among patients (13).It is an
autosomal dominant slowly progressive myopathy with a variable age of onset, mostly
in the second or third decade of life. Its yearly incidence rate is approximately 1:20.000
(13).

PPS

Poliomyelitis anterior acuta is an acute viral disease that attacks the anterior horn cells
of the spinal cord and the motor neurons of the lower brain stem resulting in flaccid
paresis or paralysis. Usually there is partial and sometimes complete recovery from
the self-terminating disease. However, many people with a history of poliomyelitis
report late onset neuromuscular symptoms and a decline in functional abilities. These
late symptoms are referred to as Postpoliomyelitis Syndrome (PPS) and include new
or increased muscle weakness, abnormal muscle fatigability, generalized fatigue,
muscle atrophy, muscle and joint pain, muscle cramps and cold intolerance (12). The
prevalence of PPS has been reported from 15% to 80% of all patients with previous
paralytic polio depending on the criteria applied and population studied (12).

The sampling was purposeful as we were selecting a rich variety of participants in terms
of age, gender, disease, type and location of intervention (14). Patients, allocated to one
of the interventions, were asked by the RCT coordinators to participate in this study. After
giving consent they were called by the researchers. During this phone call, participants
got further information about the study and were asked to participate in an interview.
Data collection
For this study, semi-structured interviews were held with 50 participants. The interviews
had an open nature and aimed to cover various aspects of the participants experiences
with the trial and interventions. Themes that were formulated in a topic guide and
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addressed in the interviews included motives to participate, expectations of and
experiences with the intervention and trial, and experienced effects of the intervention.
The topics were broad in order not to restrict participants and to gather information
about themes participants addressed.
The process of data collection and analysis was iterative so that emerging themes
could be further explored and validated over the course of the research (15). No new
information emerged after 50 interviews which suggested data saturation (16). The
interviews were conducted by trained interviewers who took general quality criteria for
interviewing into account (17). The interviews lasted about 60 minutes and were, after
participants’ consent, audio-recorded and transcribed.
Data analysis
The interviews were analysed using inductive thematic analysis (18). The transcripts
were read and re-read and coded by the research team during as well as after data
collection. While reading the transcripts, phrases considering trial experiences were
coded. New codes in the transcripts were added to the list of codes. All transcripts,
including the ones that were already coded, were re-read and coded with use of the
new code list. Codes and coded segments were compared and grouped as main
and subcategories. The different categories of the researchers were compared and
discussed in the research team until consensus was reached. This was done to increase
dependability by preventing interpretations caused by the background of the individual
researchers. Relevant themes were agreed upon, and, for each theme, the most suitable
quotes were selected. A mix of computerized (MAXqda) and manual techniques was
used to facilitate data analysis.
Rigor
To enhance credibility, all participants received an interpretation of their interview to check
the accuracy of the interviewer’s interpretation (15). Besides, different investigators were
involved in the analysis process (19). The investigators arrived at the same conclusions,
which heightened our confidence in the findings (20). Different procedures, such as
using quotes, have a positive influence on the transferability of the findings presented in
this article. Qualitative research aims for theoretical generalization, and there is reason
to assume that the themes and patterns presented here are applicable to a broader
group of trial participants (8).

8
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RESULTS
50 interviews were held with participants with FSHD (n=23), PPS (n=17) and ALS (n=10)
who participated in one of the interventions (ET or CBT). The interviews gave insight in
how participants experienced the trial and the analysis lead to the identification of the
themes that will be described one by one.
Having control and influence
Participants mentioned diverse reasons to participate in the trial. Some mentioned
personal benefits as motive to participate:
‘I say yes to every study. I have still some hope that something will work for
me.’(ALS)
Others mentioned altruistic reasons. By participating they had the hope to get a solution
for the next generation(s):
‘I’m not going to recover or improve. I have to learn to live with it, but I can help
other people. Maybe there will be a treatment for them in the future.’(FSHD)
Participants with an inherited disease mostly participated, because they wanted to do
something for their own children who have or might have the same disease:
‘We have 3 children and they have 50% chance of having the same disease. It
will take years before this study may give results. That will be too late for me but
not for my children!’ (FSHD)
Others mentioned a moral duty to participate:
‘If you want to use health care, you also should make that possible. I want my
physician to help me, so I have to participated in (his) studies.’(PPS)
Besides personal benefits and altruistic reasons, guilt and making sense of the disease
were mentioned as drive to participate:
“Participating gives me a sense of usefulness. It makes the disease less useless.’
(ALS)
‘It is my duty to do this. It’s a consequence of our decision to get children. I will
go on, even if I will collapse. My daughter also asked me: “grandma did not
participate in any research. Please can you do that for me?’ (FSHD)
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The motives seemed to influence the degree in which participants wanted to have
influence on the randomisation and preferences for a certain treatment. It seems that
those who participated for personal benefits wanted to have more influence:
‘I definitely had a preference, I was not enthusiastic about the psychological
treatment.’ (FSHD)
’I would be very disappointed if he would end up in the control group.’(FSHD)
Many participants were disappointed about the fact that neither they or the researcher
could influence the outcome of the randomisation. Participants would have preferred to
choose for an intervention instead of being randomly allocated to a group:
‘I asked the researcher explicitly: “do I or you have influence on the outcome[of
the randomisation]?” but that wasn’t the case.” (FSHD)
Participants also had problems with the fact that they could not decide whether they
wanted an individual or group intervention while they had strong preferences as can be
seen in table 2.

Table 2: quotes regarding advantages and disadvantages of group interventions
Theme
Contact with
fellow sufferers

Advantages
‘The contact with other patients was
nice but also confronting. Their story
was mine and the other way around.
The recognition was pleasant.’ (PPS)
‘You may learn from each other.’
(FSHD)
‘You are in the same situation, we
could talk about difficult themes like
euthanasia and we could make jokes
about the disease.’ (ALS)

Disadvantages
‘I’m not someone who is going to
talk about each other’s suffering and
problems.’ (ALS)
‘Brrrr…..Some
people
complaining.’ (FSHD)

are

only

‘If your problems aren’t severe
enough…you aren’t part of the group.’
(PPS)

Confrontation
with restriction
of other
patients

‘Seeing the things that other people
weren’t able to do anymore, made me
realise how lucky I am with the things I
still can do. That was quite motivating
for me.’ (FSHD)

‘It’s very confronting to see how
the disease may progress.’ (FSHD)

Distraction and
attention

‘I was able to chat with others. It gave
me distraction. It was nice to be in a
group because I like to be together with
other people.’ (FSHD)

‘I don’t want to be distracted.’ (FSHD)

8

‘I don’t want to meet people with PPS.
It’s too confronting for me.’ (PPS)

‘You will receive less attention in a
group…..I think it is better to do it
individual.’ (PPS)

177

Other feelings of having less control had to do with the planning of the treatment sessions.
Some participants had the feeling that they had to adapt their agenda to those of the
professionals instead of the other way around. They did not experience much influence:
‘I had to train three times a week. I was surprised by the fact that professionals
presume that you have plenty of time. The training was only possible on some
days, but they did not take my possibilities and preferences into account.’ (ALS)
Participants at last mentioned a lack of control regarding the transition to regular care
after the RCT intervention:
‘The transition can be better. I think the intervention stops too promptly. Of course
you are aware that there will be an end and you should do something yourself,
but I think that the organisation should also arrange a transition to regular care.
They must do everything reasonably possible to provide care afterwards.’ (ALS)
Information and communication
Getting adequate information seemed to be a important theme for participants. They
were in general positive about the information they received in advance about the trial.
They received enough information during the appointment in which they also signed the
informed consent:
‘It was totally clear and they took all the time you needed [to explain things].’
(PPS)
After the intake and signing of the informed consent, some things went however wrong
in the communication. This gave participants a sense of being a number or not taken
seriously:
‘I received a standard letter: you have the Chronic Fatigue Syndrome and you are
going to receive a treatment for that. But it don’t have that! I have FSHD. I was
really angry about that! (FSHD)
‘The information in the letters we received was incompatible. Sometimes you
were not allowed to drink coffee the day before the appointment and in other
letters you were not allowed to drink anything on the day of the appointment. I
think this is an example of unnecessary sloppiness. It doesn’t lead to feelings of
trust.’ (ALS)
In the beginning patients were, after the intake with the researcher, by email informed
about inclusion or exclusion decisions. This was not appreciated:
‘I received an email from the doctor......I am not allowed to join since I am not tired
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enough. It hurts me. How can a questionnaire [One of the inclusion factors in the
trials was a certain score on the CIS–fatigue questionnaire. This questionnaire
measures the experienced fatigue. Patients were excluded if their score was
below the cut-off score] say something about my tiredness? I think they should
not communicate by mail about the exclusion. Furthermore they should not say:
you are not tired enough. Patients feel the tiredness, but it isn’t bad enough.’(PPS)
The communication about the questionnaires that needed to be filled in was sometimes
not sufficient. Some participants missed some explanation about the content and
character of the questionnaires. The lack of information sometimes led to frustration and
anger:
‘Don’t repeat the question that often. It made me feel irritated.’ (FSHD)
‘The questions irritated me and my son, enormously! ‘I would commit suicide if
I had the possibility’ is outrageous! My son has thrown away everything and he
will never participate in a study from this hospital again. (….) Whose ideas are
these questions? Are they from a researcher who doesn’t have a clue about the
possible effects of these questions?!’ (FSHD)
The lack of communication about the individual trial results was, at last, sometimes
disappointing for participants:
‘It’s a pity that I haven’t heard anything about the final measurements but I was
just another patient for him [the psychologist]. I think it’s more important for me
than it is for him. He had promised me to give me the results, but I haven’t heard
anything.’(PPS)
‘It would have been nice if I had heard my own progression. Why isn’t that
possible? ‘ (FSHD)

8

Validity, reliability and credibility
Participants expressed doubts about the credibility, validity and reliability of the trial.
The first reason, responsible for their doubts is the fact that participants did not always
fill in the questionnaires honestly:
‘There was a question: are you able to walk for 10 minutes without any help. I
can’t, but I really wanted to participate, so I said ‘yes’. (FSHD)
Another doubt influencing the credibility, validity and reliability had to do with the
blinding:
‘The researcher isn’t allowed to know what intervention I’m doing. But he is
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walking through the waiting room if the training is about to start… so it’s not that
difficult for him to know what I’m doing. And one day I wasn’t able to come to
the training so I called the hospital to inform them and the blinded researcher
answered my phone call… ‘(PPS)
The doubts also arose due to the way participants filled in the questionnaires themselves;
‘You are going to respond faster and less secure because of the repeated
questions. You want to get rid of the package and you are doing it routinely
without actually thinking about the answers.’ (FSHD)
Participants were, furthermore, wondering whether the questionnaires were a good
representation of the reality because they were not always secure or honest while filling
in the questionnaires:
‘I think that I’m not completely honest in a questionnaire. I think I was a too
positive.’ (PPS).
‘I’m just filling in something. The questions are only a snapshot. I think if I had
filled it in 14 days ago, it would have given a completely different picture of me.
.‘ (PPS)
Participants were also worried about possible reduced validity because of potential risk
of misinterpretations of the questions:
‘I said NO in response to the question: “Do you go for a walk?”. I think they will
interpret this as not being able to walk, but I simply don’t have enough time to go
for a walk!’ (FSHD)

DISCUSSION
This study has focussed on the motives of participants to be involved in clinical trials
and their experiences with and opinions on trials in order to gain insights that may
improve future trials.
This article adds knowledge by describing participants’ ideas about 1) the amount of
control as experienced during a trial, 2) the information and communication during a
clinical trial, 3) the credibility, validity and reliability of clinical trials. These findings are,
as far as we can conclude, not described in the literature yet.
Regarding the first finding can be concluded that the motives of participants seem
to influence the amount of control participants want to have. Just as in other studies

180

we have found that participants want to be involved because of altruistic reasons or
for personal benefits (5-7). Our study adds first of all knowledge by stressing the fact
that participants also may participate in order to make sense of their disease or as
a result of guilt. It seems that those who participated for personal benefits wanted to
have more influence than those who participated for altruistic reasons. This might be a
quite logical and not very problematic. Participants, however, experienced only a small
amount of control. They would have preferred more influence on the outcome of the
randomisation, the character of the intervention, the planning of the treatment sessions
and the transition to normal care after the intervention. Participants do not only prefer
more control, they also would like to be better informed about the trial, questionnaires,
blinding and randomization.
Patients are normally informed about clinical trials and they are giving their permission
since having consent is a must for participation in clinical trials and research projects
(21). The concept of consent arises from the ethical principle of patient autonomy and
basic human rights (21) and the informed consent of participants is ethically and legally
required for most research involving human subjects (22). As defined in U.S. regulations
governing research with human subjects, informed consent to research includes some
obligatory elements as described in table 3 (23).
Table 3: obligatory elements of informed consent (23)
1)

a statement that the study involves research

2)

an explanation of the purposes of the research

3)

the expected duration of the subjects’ participation

4)

a description of the procedures to be followed

5)

identification of any procedures which are experimental

6)

a description of any reasonably foreseeable risks or discomforts to the subject

7)

a description of any benefits to the subject or to others which may reasonably be
expected from the research

8)

a disclosure of appropriate alternative procedures or courses of treatment, if any, that
might be advantageous to the subject

9)

a statement describing the extent, if any, to which confidentiality of records identifying the
subject will be maintained

8

10) for research involving more than minimal risk, an explanation as to whether any
compensation, and an explanation as to whether any medical treatments are available, if
injury occurs and, if so, what they consist of, or where further information may be obtained
11) an explanation of whom to contact for answers to pertinent questions about the research
and research subjects' rights, and whom to contact in the event of a research-related
injury to the subject
12) a statement that participation is voluntary, refusal to participate will involve no penalty or
loss of benefits to which the subject is otherwise entitled, and the subject may discontinue
participation at any time without penalty or loss of benefits, to which the subject is
otherwise entitled
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Participants in the described trials were in an information letter informed about the
obligatory aspects. Specific attention was given to the measurements (using repeated
questionnaires which will take about 1.5 hour each time), the process of randomization
and the usefulness of randomization. The questions as raised by participants in our
study are however more profound or beyond the scope of the informed consent.
Participants wanted for instance to know how the researchers were going to analyse
and interpret the questionnaires and they also would have preferred a more detailed
explanation of the content of the questionnaires. These elements were not covered by
the information letter since researchers wanted to prevent an overkill of information (2426). Researchers could not know that participants wanted to receive such profound
knowledge. Solutions should be found to solve this information needs of participants,
without overwhelming them with information.
Our study did not focus on the actual understanding of the information letter/informed
consent but it is well known that trial participants failure to understand or remember
information about randomisation and equipoise, despite the provision of clear and
readable trial information leaflets (27). Our study is in our opinion the first study that gives
insight in possible questions of participants (about blinding, the content and analysis of
questionnaires, reliability and validity), next to the received information. Communication
and better information before, during and after the trial may enlarge the amount of
control as experienced by participants and may also increase the understanding of
participants which may prevent frustration or irritation or even drop-outs.
Adequate communication may also positively influence the ideas participants have
about the credibility, validity and reliability of clinical trials. This study is the first study
that describes the potential negative or wrong ideas of participants about credibility,
validity and reliability which might influence their willingness to participate and their
belief in the results of clinical trials.
It might thus be important to give participants as much as control as possible, to
communicate adequately and to influence their ideas about credibility, validity and
reliability in order to increase the willingness of volunteers to participate, to increase the
satisfaction of participants and to prevent drop-outs.
Giving participants control, among others by giving adequate information is important,
especially because patients with a chronic disease often experience a lack of control
over their disease (28). Studies have shown that, at some point in the course of a chronic
illness, patients experience powerlessness (28). This can be described as ‘the inability
to have agency in one’s own life’ or a ‘perceived lack of personal or internal control of
certain events or in certain situations’ (28). Powerlessness may be a real loss of power
or a perceived loss of power. For some persons the feelings of powerlessness may be
short lived, whereas for others, they are persistent. Powerlessness is influenced by the
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natural history of the illness itself. It is variable and does not conform to a predictable
course of events. The uncertainty if a chronic illness, the exacerbation of symptoms,
deterioration despite treatments, can all contribute to powerlessness. Powerlessness
furthermore occurs when an individual is controlled by the environment rather than the
individual controlling the environment. Researchers are not able to change the course
of the illness but they may give patients more control over their environment, by giving
them more control in clinical trials (28).
Many solutions can be mentioned in order to give patients more control. Some solutions
have been described in the area of the research design. Researchers may for instance
consider the use of the ‘patient preference option’ which allows patients without strong
preferences to be randomized while those with strong preferences are given their
choice (29). Making a trial more attuned to the needs and wishes of patients can also
be reached by including a patient research partner in the research team (30-33). Patient
research partners are patients or relatives with experiential knowledge who participate
as equal members in the research team. They are involved in all research activities
and decisions are made by researchers and patient research partners together (30).
Patient participation in research is becoming more and more accepted and has several
advantages like making research more patient-centred. By including patients as equal
team members, research becomes more patient-centred since fellow sufferers have
a better insight in the needs, wishes and thoughts of other patients (31-33) which
improves communication and increases the amount of control of patients (30). Patient
participation remains however still unusual in clinical trials. Patient participation, by
adding patients as partners in a research team, may nevertheless improve several
elements of the research process like choosing the questionnaires (which prevents
over-burdening or frustration), choosing the design of the trial, developing the content
of the intervention, adequate communication about exclusion decisions and making
an adequate information letter (with for instance patient friendly information about the
questionnaires, the confronting nature of some questions, why they are repeated, how
they will be analysed, why studies are blinded).

8

Conducting a qualitative study along with the RCT, as we did, can at last give insights
in the experiences of participants and allows researchers to adapt small things during
the RCT which results in improvements of the RCT and possible reduced drop-out rates.
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