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Abstract 

Objective: To describe patient perspectives on recruitment and retention in clinical trials. 
Study Design and Setting: Systematic review of qualitative studies that reported the perspective of adult patients with any health 

condition who accepted or declined to participate in clinical trials. 
Results: Sixty-three articles involving 1681 adult patients were included. Six themes were identified. Four themes reflected barriers: 

ambiguity of context and benefit – patients were unaware of the research question and felt pressured in making decisions; lacking 
awareness of opportunities – some believed health professionals obscured trials opportunities, or felt confused because of language 
barriers; wary of added burden – patients were without capacity because of sickness or competing priorities; and skepticism, fear and 
mistrust – patients feared loss of privacy, were suspicious of doctor’s motivation, afraid of being a guinea pig, and disengaged from not 
knowing outcomes. Two themes captured facilitators: building confidence – patients hoped for better treatment, were supported from 

family members and trusted medical staff; and social gains and belonging to the community – altruism, a sense of belonging and peer 
encouragement motivated participation in trials. 

Conclusion: Improving the visibility and transparency of trials, supporting informed decision making, minimizing burden, and 
ensuring confidence and trust may improve patient participation in trials. © 2021 Elsevier Inc. All rights reserved. 

Keywords: Patient recruitment; Patient retention; Clinical trials; Research; Barriers; Strategies 
What is new? 

• The barriers and facilitators to trial participation 

from the patient perspectives are captured in the 
themes of ambiguity of context and benefit, lacking 

awareness of opportunity, wary of added burden, 
skepticism, fear and mistrust, building confidence, 
and social gains and belonging to the community. 
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• Trials were perceived as an opportunity for some 
patients to access free and high-quality healthcare, 
whilst fear of discrimination and inequities in ac- 
cessing healthcare, particularly among patients from 

vulnerable ethnic minority groups, discouraged par- 
ticipation in trials. 

• Specific data on patient perspectives on participat- 
ing in novel trial designs, including registry-based, 
pragmatic and adaptive trials, are needed. 

1. Introduction 

Low rates of recruitment and retention in trials can un-
dermine the reliability of results, increase statistical uncer-
tainty, limit generalizability of the findings, increase cost

http://crossmark.crossref.org/dialog/?doi=10.1016/j.jclinepi.2021.01.014&domain=pdf
https://doi.org/10.1016/j.jclinepi.2021.01.014
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and resource waste, and ultimately impede access to poten-
tially effective treatments [1–8] . It is estimated that about
half of trials in patients with various health conditions
achieve the target sample size [8–10] , and the retention
rate is 80% [11 , 12] . Studies have shown that vulnerable
groups including women, elderly, rural and ethnic minori-
ties are less likely to be recruited in trials [13–15] , and
this can perpetuate inequities in trial participation. 

Previous systematic reviews and recent qualitative stud-
ies of patients’ perspectives on recruitment and retention
in trials have identified barriers. For example, patients may
be unwilling to be randomized, feel confused by complex
study protocols, worry about side effects of the interven-
tions; while altruism, potential benefits in terms of quality
of life, access to clinical follow-up support trial partic-
ipation. However, the existing systematic reviews had a
restricted time frame, and some patient populations were
excluded from these studies [16–18] . Challenges to trial re-
cruitment include a lack of awareness and knowledge about
trials aims and outcomes among patients, limited funding,
participant burden, and mistrust about doctors’ motivations
for promoting participation in clinical trials [19–24] . Vari-
ous strategies have been used to increase trial participation
and retention rates, such as engaging the target population
in developing participant information, sending reminders
after the initial invitation and offering financial incentives.
However the effectiveness of these strategies is variable
and remains substantially uncertain [9 , 25 , 26] . Also, it is
unclear if the range of strategies explicitly integrates pa-
tient priorities and concerns regarding trial participation. 

A synthesis of evidence from multiple qualitative stud-
ies on patient perspectives on recruitment and retention
in clinical trials can provide more comprehensive and de-
tailed insights across settings, strategies and populations.
The aim of this systematic review was to describe the pa-
tient perspectives in participation in trials, elucidating the
gap among settings, populations and clinical conditions, to
inform strategies to maximize recruitment and retention to
improve trial-based evidence for decision making. 

2. Methods 

2.1. Selection Criteria 

Qualitative studies that described the perspective of pa-
tients aged 18 years and over, with any health condition
that either accepted or declined to participate in clinical
trials were eligible. We used the term “clinical trials” as
defined by World Health Organization as “any type of re-
search that studies new tests and treatments and evaluates
their effects on human health outcomes… including med-
ical interventions, drugs, cells and other biological prod-
ucts, surgical procedures, radiological procedures, devices,
behavioral treatments and preventive care [27] . Studies on
prevention on healthy individuals were excluded. There
were no restrictions by setting or year of publication. Ar-
ticles were excluded if they used structured questionnaires
and reported only quantitative data. For broader transfer-
ability of concepts, we included only studies that described
patient perspectives on recruitment and retention in clinical
trials in general. Studies were eligible if they included per-
spectives of participants who had agreed/declined to par-
ticipate in one or more trials in general, and where per-
spectives on recruitment and retention pertained to clinical
trials in general terms, rather to participation in a spe-
cific trial. Studies that reported perspectives with refer-
ence to a specific trial were excluded. Studies which re-
ported perspectives of patients focused on a specific clin-
ical trial (eg, if authors reported reasons why participants
agreed/declined to take part in an intervention-specific con-
tent or to assess participant perspective after the comple-
tion of a prespecified trial) were excluded. Observational
epidemiologic studies, editorials, and review articles were
also excluded. Non-English articles were excluded to pre-
vent misinterpretation in translation. 

2.2. Data, Sources and Searches 

We searched MEDLINE, Embase, PsycINFO, and
CINAHL (Cumulative Index to Nursing and Allied Health
Literature) from inception to December 11, 2019. Refer-
ence lists of relevant articles and Google Scholar were
searched. The full search strategy is provided in Table S1.
PN and AT independently screened the search results and
excluded those that did not meet the inclusion criteria. Full
texts of potentially relevant articles were assessed for eli-
gibility. 

2.3. Data Extraction and Quality Assessment 

Four authors (PN, VS, MR, AMG) independently as-
sessed the comprehensiveness of reporting of each pri-
mary study using an adapted Consolidated Criteria for
Reporting Qualitative Health Research (COREQ) frame-
work, which included items specific to research team, study
methods, study setting, analysis, and interpretations [28] .
The COREQ tool can help readers ascertain the rigor of
the studies. Any disagreement was resolved by discussion.

2.4. Data Analysis 

We used the thematic synthesis to synthesize the find-
ings from each study. Thematic synthesis uses an explicit
and systematic process to generate new insights (for ex-
ample a new framework of themes) that reflect partici-
pant perspectives across different populations, settings and
context [29 , 30] . All participants quotations and text in the
“results/findings” or “discussion/conclusion” section from
each article were imported into the software HyperRE-
SEARCH (Research Ware Inc., version 4.5.0) [31] for data
management. PN performed line-by-line coding of the pri-
mary studies, inductively identified preliminary themes and
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Fig. 1. Search results. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

similar concepts were grouped into subthemes. The prelim-
inary analyses were reviewed and discussed by the research
team to ensure that the full range and depth of data were
included. We developed a thematic schema to identified
relationship among themes. 

3. Results 

3.1. Literature Search and Study Description 

We included 63 articles, performed in clinical set-
ting, involving 1,681 patients aged from 18 to 90
years, 31% males, from 12 countries including Australia,
Brazil, Canada, China, Denmark, Germany, Japan, Rus-
sia, Singapore, Sweden, the United Kingdom and the
United States. In total, 790 (47%) patients had partic-
ipated in clinical trials. The search process is shown
in Fig 1 . Data were collected using interviews, fo-
cus groups, and questionnaire with open-ended questions.
The study characteristics are provided in Tables 1 and
S2. 

3.2. Comprehensiveness of Reporting 

Studies reported on six to 19 reporting items based on
the COREQ framework ( Table 2 ). The sampling strategy
was reported in 51 (81%) studies and the sample size was
reported in all studies. Audio recording and transcription
was stated in 54 (86%) studies, investigator triangulation
was reported in 50 (79%) studies, and participant quota-
tions to support the findings were available in 59 (94%)
studies. 

3.3. Synthesis 

We identified six themes. Some of the themes that re-
flected patient perspective on recruitment and retention in
clinical trials were related to trust/mistrust. The themes
of ambiguity of context and benefit, lacking awareness
of opportunities, wary of added burden, skepticism, fear
and mistrust were barriers to participating in trials, whilst
building confidence, and social gains and belonging to the
community motivated or supported participation in trials.
The respective themes are described below with concepts
specific to demographic or clinical characteristics reported
accordingly. Selected participant quotations to support each
theme are provided in Table 3 . An analytical schema de-
picting the relationships among the themes is shown in
Fig 2 . 
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Table 1. Summary characteristics of the included studies 

Characteristics Number (%) of studies 

Demographics 

Age, years (range) 18–90 

Male (n, %) 528 (31) 

Number of participants 

1–10 9 (14) 

11–20 15 (24) 

21–30 18 (29) 

31–40 9 (14) 

41–50 7 (11) 

51–60 2 (3) 

More than 60 3 (5) 

Country 

United States 32 (51) 

United Kingdom 12 (19) 

Australia 5 (8) 

Canada 5 (8) 

Japan 2 (3) 

Other I 7 (11) 

Previous participation in trials 

Patients who participated 790 (47) 

Patient who declined/never participated 891 (53) 

Conditions 

Cancer 37 (59) 

Chronic conditions II 9 (14) 

HIV 3 (5) 

Cardiovascular diseases 2 (3) 

Other III 12 (19) 

Method of data collection 

Semistructured interview 41 (65) 

Focus group IV 21 (33) 

Open-ended interview/survey 1 (2) 

I “Other” included one study from Brazil, China, Denmark, Germany, 
Russia, Singapore, and Sweden. 

II Chronic conditions included cardiovascular, autoimmune, neu- 
rodegenerative, motor neuron, gynecological, erectile, metabolic dis- 
ease, systemic, cancer, respiratory, gastric, mood, and genetic disor- 
ders. 

III “Other” included acute illness (n = 1), chronic kidney disease 
stages 1-5D (n = 1), cystic fibrosis (n = 1), general medicine (n = 1), 
patients admitted to the emergency department (n = 1), patients un- 
dergoing haematopoietic stem cell transplantation (n = 1), patients 
without a clear clinical condition (n = 1), pelvic floor disordes (n = 1), 
postmenopausal women taking combination hormone therapy (n = 1), 
primary care ward (n = 1), systemic lupus erythematosus (n = 1) and 
type 2 diabetes (n = 1). 

IV Focus group included face-to-face focus groups (n = 20) and an 
online focus group (n = 1). 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

4. Ambiguity of context and benefit 

4.1. Indistinct from routine clinical care 

Some patients could not distinguish the difference be-
tween standard clinical procedure and experimental treat-
ment – “Because there didn’t seem a great deal of differ-
ence in a lot of [clinical trials]…it’s just different drugs”
[32] . The term “clinical” led people to suppose it was a
test, scan or procedure which took place in the clinic to
diagnose a patient [33] . 

4.2. Only as a last resort 

Some believed that trials were conducted to cure “rare
types or unknown diseases” [34] or were the “last chance
for someone who has no hope” [34] . Some patients in early
stages of cancer or with curable illness declined to partic-
ipate in trials because they considered themselves “health-
ier than others” [35] who were at risk of “imminent death”
[34] . 

4.3. Risk of being in a lottery 

Patients compared randomization to “lottery numbers”
[36] , “tossing coins” [37] , or “Russian roulette” [38] ,
where the “computer picks what you’re going to get” [36] .
They were aware that neither themselves nor the “doctor
can influence the choice of treatment” [39] . Some patients
felt cheated if they were allocated to the control arm be-
cause “the new [drug could be] much better than the known
one” [37] . While placebo was considered “harmless pill”
[40] , some felt they missed out on the optimal treatment
and they would not benefit from participating in the trial. 

4.4. Unaware of research question 

Patients reported that general practitioners had little
time to explain the trial, including the aim and as such
“[patients] just do what the doctor is recommending” [41] .
Some patients felt intimidated and embarrassed to ask
questions. One patient commented: “I didn’t think it was
my job to understand it all…” [34] . Without knowing the
research question, some were unsure if participation in tri-
als was “the right thing” [42] to do. Some searched for
further information in news and online media, and from
other patients and clinicians. 

4.5. Pressure of making decision 

Some patients with cancer stated they were informed
about trials during their first clinical appointment when
they “had no idea what was going on” [43] , and felt “bom-
barded with it at an emotional time” [42] when they were
not able to make such a decision. Some felt “put on the
spot” [44] and pressured to decide immediately [43] . Oth-
ers made the decision hastily because they “didn’t want to
have to travel back down and go through more tests” [45] .
Patients wanted time to make decisions, to be able to take
the information and consent form home and “call doctors
on [their] time and ask questions” [46] . 
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Table 2. Comprehensiveness of reporting in included studies 

Item Studies reporting each item (references) Number of 
studies 

Researcher characteristics 

Interviewer/facilitator identified [32–35 , 39 , 40 , 43 , 44 , 46 , 48 , 49 , 53–55 , 57–62 , 96–123] 48 

Occupation [32 , 34 , 35 , 39 , 43 , 53–55 , 58 , 61 , 96 , 97 , 100 , 101 , 
104 , 105 , 107–109 , 111 , 112 , 114 , 117 , 118 , 120] 

25 

Experience or training in qualitative research [32–35 , 43 , 46 , 48 , 53–55 , 58 , 59 , 62 , 96 , 100–102 , 104–
106 , 108 , 109 , 114 , 116 , 118 , 122] 

26 

Relationship with participants 

Relationship established prior to study commencement [32 , 34 , 35 , 37 , 43 , 57 , 60 , 62 , 96 , 103 , 105 , 108 , 114 , 118 , 
120 , 122 , 124] 

17 

Participant Selection 

Sampling strategy (eg, snowball, purposive, convenience) [32–37 , 39 , 40 , 42 , 43–49 , 51 , 53 , 55 , 56 , 58 , 60–
62 , 96 , 97 , 99 , 100 , 102–119 , 121–125] 

51 

Method of approach or recruitment [27 , 32–42 , 44 , 46–51 , 53–55 , 58 , 59 , 61 , 62 , 96 , 97 , 99–
106 , 108–115 , 117–124 , 126] 

53 

Sample size [27 , 32–62 , 96–126] 63 

Number and/or reasons for non-participation [32 , 34 , 36–40 , 42 , 47 , 52 , 53 , 56 , 57 , 59 , 60 , 62 , 96 , 103 , 
104 , 106 , 107 , 110 , 112 , 113 , 115 , 117 , 118 , 120 , 122] 

29 

Setting 

Venue of data collection [32–38 , 40–46 , 48 , 50–53 , 56–59 , 61 , 96 , 97 , 100 , 101 , 
103–115 , 117 , 120–122 , 124–126] 

47 

Presence of nonparticipants [32 , 35 , 38 , 39 , 46 , 62 , 96 , 97 , 102 , 104 , 105 , 106 , 110 , 112] 14 

Description of the sample [27 , 32–62 , 96 , 98–126] 61 

Data Collection 

Questions, prompts or topic guide [32–36 , 38–45 , 47–53 , 55 , 56 , 57 , 59–62 , 96–107 , 109–
117 , 120 , 121 , 123–125] 

53 

Repeat interviews /observations [56 , 97 , 117 , 119 , 126] 5 

Audio/visual recording [32–39 , 40 , 42–45 , 47 , 48 , 50–53 , 55–61 , 62 , 96 , 98–
109 , 112–121 , 123–125] 

54 

Field notes [33 , 34 , 37 , 38 , 43 , 46 , 53 , 55 , 97 , 98 , 100–
104 , 107 , 108 , 111 , 112 , 121 , 123 , 125] 

22 

Duration of data collection (interview or focus group) [32–37 , 39–45 , 47 , 49 , 51 , 54 , 56 , 57 , 58 , 61 , 62 , 96 , 99–
103 , 105–108 , 110–113 , 115 , 117–120 , 122 , 124 , 125] 

44 

Translation and interpretation (NA if English) [27 , 33 , 41 , 44 , 49 , 53 , 56 , 97 , 98 , 101 , 119 , 121 , 123] 13 

Transcription [48 , 50 , 58 , 96 , 109 , 119] 6 

Data or theoretical saturation [32 , 34–38 , 43 , 44 , 46 , 53 , 55 , 57 , 58 , 60 , 61 , 62 , 99 , 
102 , 105 , 107 , 116–118 , 123 , 124] 

25 

Data Analysis 

Researcher/expert triangulation (multiple researchers involved 
in coding and analysis) 

[27 , 32–39 , 42–45 , 47 , 48 , 50 , 51 , 53 , 55 , 57–
62 , 96 , 98 , 101–111 , 113–124] ] 

50 

Translation (specifies language in which analysis was done –
NA if English) 

[33 , 53 , 56 , 101 , 119] 5 

Derivation of themes or findings (eg, inductive, constant 
comparison) 

[27 , 32–40 , 42 , 43 , 45 , 47–51 , 53 , 55 , 57 , 58 , 60–
62 , 96 , 97 , 99 , 100–109 , 111–125] 

53 

Use of software [27 , 32 , 34 , 35 , 37 , 43 , 45 , 47 , 48 , 50–53 , 58 , 62 , 96 , 99 , 
100 , 103 , 104 , 106 , 108 , 113 , 114 , 116 , 117 , 119 , 121 , 126] 

29 

Participant feedback on findings [50 , 57 , 59 , 61 , 98 , 105 , 119 , 122] 8 

Reporting 

Participant quotations or raw data provided (picture, diary 
entries) 

[27 , 32–58 , 60–62 , 96 , 98–103 , 105–111 , 113–126] 59 

Range and depth of insight into participant perspectives of 
recruitment/retention in clinical trials (thick description 
provided) 

[32–53 , 55–58 , 60–62 , 96 , 98–109 , 111 , 113–126] 57 
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Table 3. Illustrative quotations 

Theme Quotations Sources 

Ambiguity of context and benefit 

Indistinct 
from routine 
clinical care 

“I was in a clinical trial, but I do not really know what it 
means; I could not explain it to anyone” [33] . 

[32–34 , 48 , 59 , 97 , 99 , 106 , 114 , 126] 

“During my treatment I had to have several scans, I think 
in some ways this is like a clinical trial because they were 
a test which took place in the clinic” [33] . 

Only as a last 
resort 

“If I am in an early stage and curable, why would I try a 
new drug?” [53] 

[34 , 35 , 53] 

Even though Madeline was offered a clinical trial that day, 
she said that she declined it because she considered 
herself healthier than other cancer patients and “just 
wanted to get out of there” [35] . 

Risk of being 
in a lottery 

“They put your information in the computer...and it 
decides which one would be best for you... initially I 
thought I wanted to do that, but then I was like no I didn’t 
want to be experimented on…because I couldn’t choose 
myself” [36] . 

[34 , 36 , 37–40 , 42 , 46 , 48 , 51 , 53 , 55 , 103 , 104 , 108 , 114 , 
115 , 119 , 120 , 126] 

“It would take good nerves to say YES to a drawing of lots, 
and then having to accept to be treated with the traditional 
treatment and at the same time thinking, that the new one 
is better...I would feel cheated, definitely” [37] . 

Unaware of 
research 
question 

“When explaining clinical trials, one can explain the 
benefits of the drug, aim of study, and side effects of the 
drugs, explain in more detail, explain clearer to patients 
and make the patients less worried, then the participants 
will feel more comfortable to join the clinical trials and 
have more confidence in the treatment” [56] . 

[27 , 32–34 , 37–39 , 41 , 42 , 44 , 46 , 50 , 51 , 53–57 , 59–62 , 
98 , 99 , 101 , 102 , 104 , 106 , 111 , 113 , 118 , 120 , 122 , 125 , 126] 

“I want to know how much I’m getting, and what it’s for, 
and how it’s going to be used. That part they never seem 

to tell you” [120] . 

Pressure of 
making 
decision 

“It’s not that I don’t want to talk with a doctor, but I want 
to see information presented to me in writing because I 
can then sit down at a quiet time at home and make sure 
that I understand that” [99] . 

[32 , 37 , 38 , 42–46 , 49 , 51 , 55 , 60 , 62 , 98 , 99 , 106] 

“I could call after work and talk to somebody…without 
feeling that I was being pressured into doing something”
[46] . 

Lacking awareness of opportunities 

Obscured by 
health 
professionals 

“We were also never told that you couldn’t you couldn’t go 
in any other clinical trials. Now those are options that to 
me just blare out negligence. If the doctor doesn’t tell you 
those things, how would you know that?” [126] 

[35 , 36 , 42–45 , 47 , 48 , 50 , 53 , 57 , 98–
100 , 119 , 120 , 121 , 126] 

“I had to bring information to my doctor and I was kind of 
disappointed in that. But, you know, she also protects you, 
too…not protects you from trials, but I’m sure timing is 
everything and you have to be at a certain stage or certain 
place. You know, trials aren’t for everybody” [43] . 

Confused 
because of 
language 
barriers 

“There was quite a lot to read, and I think sometimes that 
can be off-putting…So it would be nice to have it in a like 
condensed way, with like the summary, which I think 
would be better, instead of pages and pages of information 
which sometimes people don’t have the time to go 
through...” [48] . 

[33 , 39 , 40 , 42 , 44 , 48 , 49 , 50 , 51 , 54 , 55 , 97 , 100 , 113 , 
119 , 121] 

“I think, maybe in his medical lingo he did a good job, I 
am not a physician, I didn’t understand a word” [51] . 

( continued on next page ) 
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Table 3 ( continued ) 

Theme Quotations Sources 

Wary of added burden 

Competing 
priorities 

“We live on a small farm, so the hassle – and we have a 
15-year-old son, so our challenge is, well [our son] being 
the priority, you know, be least disruptive to his life and 
then who is going to take care of the animals?” [45] 

[34 , 35 , 38 , 39 , 44–47 , 49 , 50 , 52 , 53 , 55 , 56 , 57 , 60 , 97–
100 , 104 , 106 , 107 , 111 , 114 , 124] 

“They invited me up for further research a few years later, 
I declined because I couldn’t take any further time off 
from my employment” [57] . 

Without 
capacity 
because of 
sickness 

“And the lack of concentration, I’ve had that happen. 
What were we talking about? We’re joking, but you’re right. 
How do people participate when, that’s the million dollar 
question” [50] . 

[32 , 36 , 42 , 43 , 50 , 51 , 53 , 57 , 61 , 114 , 124] 

“My brain wouldn’t seem to cope because so much had 
happened to me in the last month, my brain still hasn’t 
adjusted to what has happened to me and I didn’t want 
anything further to think about” [42] . 

Skepticism, fear, and mistrust 

Fear of loss 
of privacy 

“Probably the confidentiality factor due to fact that most 
of the time you all probably have computers and stuff like 
that…anybody could have access to that computer…even 
though you say it’s secured” [98] . 

[50 , 54 , 61 , 98 , 100 , 104 , 120] 

“The confidentiality of it. I mean it’s easy to say that the 
information won’t go someplace else but, nowadays 
information gets dropped all the time someplace...you 
don’t want everybody to know what you’re doing” [120] . 

Suspicion of 
motivation 

“Just because they’re independent of the sponsor, that 
doesn’t mean they don’t know the sponsor at all. You can 
still be getting paid off by them” [102] . 

[39 , 44 , 49 , 54 , 55 , 99 , 101–
103 , 106 , 111 , 113 , 114 , 120 , 125] 

“Well you have to sign this informed…I think that’s where 
the risk comes in. That’s when I’ll start thinking, ‘Is there 
something that this person’s not telling me?’” [44] 

Afraid of 
being a 
guinea pig 

“They want to take me into a clinic and use me as a test 
specimen or something…all thoughts and animal 
thoughts. Guinea pig” [98] . 

[32–34 , 36–40 , 42 , 46 , 47 , 50–53 , 55 , 56 , 61 , 62 , 96–
99 , 103–105 , 106 , 108 , 113 , 114 , 115 , 117 , 119 , 120 , 
122 , 123 , 124] 

“And I didn’t really want to try to add that to what I was 
already taken because I was having enough problems just 
taking the medications I was given so I back away for a 
minute” [120] . 

Vulnerable to 
discrimina- 
tion 

“There was an Asian woman who couldn’t speak English 
and I could see she was treated differently. Not only just 
by the staff, also the other patients. She was a friendly 
person and everything, so yes people do treat differently if 
you don’t speak the language” [44 , 49] . 

[41 , 44 , 49 , 55 , 62 , 100 , 101 , 103 , 104 , 113 , 125] 

“You have all these barriers and stuff. When you say race, 
you think that racism is over, but then it’s not” [113] . 

Disappointment, 
isolation and 
abandonment 

“You are sort of in this cocoon really and suddenly you are 
cast aside, we have finished with you know, off you go.”
[57] 

[27 , 34 , 37 , 52 , 56 , 57 , 105 , 107 , 122 , 123] 

“Now the trial I participated in is finished. But they say 
that in September a new trial will start. I told that I would 
like to participate. I like that in any moment, if I need 
anything, medical help will be provided to me” [123] . 

Disengaged 
from not 
knowing 
outcomes 

“I don’t even know if mine is over yet, the study I was in, 
if they’re still doing it, but I would love to get, as a 
member of the study, when the study results are done, get 
notification of the outcome of the study. What’s going on? 
I volunteered and then they shut you out” [106] . 

[34 , 48 , 50 , 57 , 106 , 122] 

( continued on next page ) 
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Table 3 ( continued ) 

Theme Quotations Sources 

“It will be nice [if researchers] let you know [if] it did a 
certain amount of good…it would make you feel a bit 
better and you think oh well somebody got something out 
of it” [122] . 

Building confidence 

Hope for an 
answer and 
better 
treatment 

“Yes, hope! During the conversation and several days after, 
when I experienced everything here, with all the people, I 
really have to say, I thought it was great [to take part in 
the study] and it also gave me hope, definitely” [51] . 

[32–35 , 37 , 38 , 40 , 41 , 43 , 44 , 47 , 48 , 51–
53 , 55 , 56 , 57 , 58 , 59 , 61 , 62 , 96 , 99–
101 , 103 , 106 , 107 , 109–117 , 124 , 126] 

“And I’m a very religious person and I feel strongly that 
God had a hand in that. I was one of the lucky ones. I did 
go on the trial…From a selfish point of view, it was more 
important for me to get this extra drug, because to my 
mind it was an extra bite of the cherry” [48] . 

Opportunity 
to access 
treatment 

“I feel a bit special, because I have had the chance to be 
on it. Plus you think you are getting this extra attention. I 
think because it’s a study you know you are going to have 
the best really, rather than just being one of the others”
[52] . 

[34 , 37 , 38 , 39 , 40 , 46 , 48 , 52 , 53 , 55 , 56 , 58 , 59 , 60 , 62 , 104 , 
107 , 115 , 117 , 120 , 122 , 123 , 126] 

“The biggest gain is, I’m really lucky, I can know [the 
disease progression] earlier, I can realize that earlier, but 
not wait till my condition has become very bad, then I 
won’t even know what happened to me. I feel this is the 
biggest gain, to know earlier” [56] . 

Safety and 
reassurance 

“There is no worry about leaving the trial; you just need to 
let the doctors or nurse know. This was very comforting”
[59] . 

[37 , 39 , 40 , 48 , 51 , 53 , 55 , 56 , 59 , 102 , 109 , 111 , 115 , 120 , 
122–124] 

“During the research, I was more assessed than I normally 
be in an outpatient care. I performed more tests, and if 
there was anything more serious, I would have been 
informed” [40] . 

Support from 

family 
members 

“My friends and family are very informed and aware of 
what is going on with me. Always want to come to the 
hospital and they all do their own research…It’s great, I 
am very supported” [96] . 

[27 , 33–36 , 41 , 43–45 , 48 , 49 , 51 , 53 , 55 , 57 , 58–
62 , 96 , 99 , 101 , 104 , 106 , 107 , 111 , 118 , 119 , 121 , 122 , 124] 

“After much discussion in the family, thinking about the 
impact on the children, and if all these side effects did 
materialize what impact that would have on us as a family 
with no extended family to call upon, I thought it was too 
selfish of me to ask for that. But my children said, ‘Look, 
Mum, we’d put our lives on hold for a year if it means that 
you’re going to be better at the end, if you’ve got a better 
chance of survival.’ And I said, ‘Well, it’s a chance I’ve got 
to take’” [48 , 58] . 

Trusting 
medical staff 

“[The physician] knows my body now and he knows what 
will work. I have complete faith in him that he will come 
up with the best that is there. Not just because it’s a study 
that’s out there and he wants to put me in it just to, you 
know, get my name in a study and do it. He’s trying to pick 
the best that will work for me” [116] . 

[27 , 32–34 , 36 , 37 , 41 , 44–53 , 55 , 56 , 57 , 58 , 60 , 61 , 96 , 
100 , 101 , 105 , 112 , 114 , 116–120 , 122–124] 

“When I walk into the clinic I feel like l’ am in heaven. 
When you sit down and talk to your doctor and they tell 
you I have something new to tell you. That’s why I love my 
doctor. There are not too many of them that are really good 
and dedicated. But they are angels and they know their 
patients” [120] . 

( continued on next page ) 
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Table 3 ( continued ) 

Theme Quotations Sources 

Social gains and belonging to the community 

Altruism and 
reciprocity 

“I knew that I wanted to be a part of it and it was a good 
thing…Someday, even if not in my lifetime, there being a 
cure and just helping somebody else. That’s the main 
thing – helping somebody else, you know, it really is. I 
mean it’s not about you. It’s about somebody else” [35] . 

[32 , 33 , 35 , 36 , 38 , 40–42 , 44 , 46 , 48–53 , 55–58 , 60–
62 , 96 , 99 , 100 , 101 , 105 , 106 , 109–113 , 115–
117 , 119 , 122 , 125] 

“And it’s also my way of giving something back, because 
I’ve, like, I’ve met some beautiful people through this 
journey in the last two and a half years and, yeah, it’s just 
being part of the bigger picture I guess” [111] . 

Connectedness, 
sense of 
belonging 
and peer en- 
couragement 

By participating in a clinical trial, people experienced a 
better understanding of their disease and they 
experienced a sense of personal enrichment. They learned 
a lot about themselves and gained more confidence [109] . 

[32–34 , 43–47 , 49 , 50 , 52 , 56 , 57 , 62 , 96 , 99 , 104 , 109 , 
117 , 120 , 122] 

Participants valued meeting other people who were taking 
part in the same clinical trial. They found it helpful to 
debrief about common side effects and felt encouraged 
when they heard of someone else having positive results 
during trial participation [122] . 

Fig. 2. Thematic schema. 

 

 

 

 

 

 

 

 

 

 

 

 

 

5. Lacking awareness of opportunities 

5.1. Obscured by health professionals 

Some patients “had never heard of [trials] before”
[36] or reported that their physicians warned them “to be
wary of a trial” [47] because “[patients] mustn’t let sci-
ence get in the way of the best treatment for [them]” [48] .
Some patients believed that general practitioners were re-
sistant to engaging patients in trials due to their limited
knowledge or interest in research. 
5.2. Confused because of language barriers 

Patients were dissuaded from participation in trials by
lengthy and complex written information, particularly if
it was not written in their native language. Some relied
on interpreters, patients navigators or family members to
comprehend the complex language, because they “under-
stood bits of [information provided]” [44 , 49] but worried
about misunderstanding the aims and risks. Patients were
not able “to interpret clinical hieroglyphics” [50] in the
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information and consent forms. Participants remarked that
“a person without a medical background would probably
not understand what [medical lingo] means” [51] and this
discouraged trial participation. 

6. Wary of added burden 

6.1. Competing priorities 

Patients considered the “investment of emotional and
physical energy” [52] of their family and work responsi-
bilities before participating in clinical trials. Some men-
tioned that time, financial and logistic barriers prevented
their ability to attend follow-up visits, and thus decided
to drop out of the trial. Some patients had “lost enough
of their life” [50] and were reluctant to attend additional
appointments at the hospital. 

6.2. Without capacity because of sickness 

Some patients with cancer felt too unwell and over-
whelmed by their disease to comprehend and process in-
formation about the trial – “If my health is not good, I
will not join” [53] . Some participants reported that health
professionals approached them whilst they were ill and
without capacity to comprehend the information and make
decisions about participating in the trial – “They’ve got to
have some sort of knowledge of when they hit you up for
it. Not when you’re at your worst” [50] . 

7. Skepticism, fear and mistrust 

7.1. Fear of loss of privacy 

Some were concerned about potential breach of con-
fidentiality and access to their personal data. They were
hesitant about giving consent because they were uncertain
about who would access their personal information and
how their data were be used. 

7.2. Suspicion of motivation 

Some patients, particularly in the United States, ques-
tioned their physicians’ motivations for recommending par-
ticipation in clinical trials and suspected the reasons could
relate to potential “financial constraints in the health ser-
vice” [54] or to gain “prestige” and recognition [55] . Some
patients believed the information and consent process was
designed to protect physicians from litigation. 

7.3. Afraid of being a guinea pig 

Patients were scared to be treated like a “guinea pig” for
drugs that had unknown effects and were not approved for
market – “It seemed too much like an experiment” [55] .
Taking new medications was considered “risky” [56] be-
cause of the unpredictable adverse events. Patients were
scared of unfamiliar procedures (eg, injection) that caused
pain, discomfort or anxiety. 

7.4. Vulnerable to discrimination 

Some hesitated to participate in trials because they sus-
pected that health professionals may take advantage of
them. Patients from ethnic minority groups were skepti-
cal about clinical trials because of the history of unethical
medical experimentation in their population, and believed
that the findings would not benefit their community given
entrenched inequities of access to effective treatment and
quality care. Particularly for African American patients in
the United States, some felt “treated as aliens” [44 , 49] in
the healthcare system and thus refused to participate in
trials. 

7.5. Disappointment, isolation and abandonment 

Patients felt disappointed, “lonely” [37] and “helpless”
[56] if their expectations for improved health were not met,
for example if they had to drop out the trial for medical
reasons. Patients feared they could be abandoned once the
trial was completed because during the study “[the doctor]
made me feel like I wasn’t alone” [34] . They were anxious
about “no longer having easy access to healthcare profes-
sionals” [57] after the trial and were longing to take part
in other studies to liaise with medical staff. 

7.6. Disengaged from not knowing outcomes 

Some felt disengaged and that their time and commit-
ment were not respected, and were reluctant to suggest par-
ticipation in trials to their peers or lost motivation to par-
ticipate in future trials. As such, some patients felt “used”
[48] because after the trial “there [was a] breakdown of
communication” [48] whereby they did not receive any
feedback or trial results. 

8. Building confidence 

8.1. Hope for an answer and better treatment 

Patients hoped to gain personal benefit in participating
in trials, particularly if they had no other treatment options.
Patients with cancer considered trials as “the light at the
end of the tunnel” [52] , and while they did not set high
expectations, they wanted to try something new that could
help them. Some felt they “had nothing to lose” [58] and
were willing “to participate in anything since there is care”
[40] provided to them. 

8.2. Opportunity to access treatment 

Patients believed that being enrolled in a trial was a
“privilege” [34] because they received extra attention, bet-
ter care and faster access to procedures and screening tests
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that were otherwise unavailable. One patient with cancer
mentioned: “I was told I need a computer tomography scan
but the scanner was very busy and I can expect it to hap-
pen in a week’s time. And then I was seen by a consultant
and his team and I gave my consent…and miraculously
the computer tomography scan was done within a couple
of hours” [48] . Patients believed they could be the “first to
be cured” [40] with the newest treatment options, saving
their own money and timing. Particularly for patients in
the United States, participation in a trial meant that they
could access treatments they could not otherwise afford. 

8.3. Safety and reassurance 

Closer and regular monitoring visits during the trial pro-
vided reassurance to patients that their health would be
constantly under control. Being in trial meant they had
“extra support between appointments” [59] , and any costs
incurred because of complications during the study period
would be covered by insurance. They felt comforted in
knowing that could withdraw from the trial in case of un-
expected effects. Some were grateful for ongoing opportu-
nities to participate in because they could be still in contact
and supported by medical staff. 

8.4. Support from family members 

Patients “would listen to [their] significant other”
[60] before making a decision about clinical trials. If a
family member supported the decision, patients felt more
confident because they “were often unable to capture and
retain all information” [59] . Patients also considered the
benefits, risks and the impact that participation in trials
might have on their ability to work and care for their fam-
ily. 

8.5. Trusting medical staff 

Some patients had “infinite faith in the doctors”
[60] and participated in trials if it was suggested by their
trusted physician – “…at the end of the day, whatever the
doctors have done, they’ve done for my benefit” [61] . They
emphasized that the opportunity to participate in the trials
had to be communicated in a friendly and accessible man-
ner – “It wasn’t like going to see a doctor and a nurse, it
was almost like going to see two friends and I think that
was exceptional, because that actually makes [the process
of participating in a trial] so much easier” [57] . 

9. Social gains and belonging to the community 

9.1. Altruism and reciprocity 

Patients with chronic conditions wanted to participate in
trials to help future generations or their relatives who could
develop their same conditions. Patients were motivated to
contribute for “the common good” [62] , “If nobody takes
a step, then how will medicine advance?” [53] . Patients
felt doctors/institutions had done a lot for them and par-
ticipation in trials was an opportunity to give back. They
reflected that successful treatments were possible because
other patients had participated in trials – “I have been the
beneficiary of drugs which have previously been trialed
by other people, and if I’m in a position to do the same
for the next generation then there’s no reason at all that I
shouldn’t do so” [58] . 

9.2. Connectedness, sense of belonging and peer 
encouragement 

Being part of a trial had enriched patients’ personal lives
because felt they had become part of a community with
similar conditions. Participation in trials had given them
the opportunity to meet and interact with other people,
sharing knowledge and learning how manage their disease
from experiences of their peers to improve their retention
in clinical trials. Patients believed they could inform other
patients about opportunities to participate in research, pro-
vide “patient-written for patients” [50] documents and rec-
ommend clinical trials to other possible participants. They
appreciated to learn about the experiences of other patients
on clinical trials allowed them to understand the “reality
of trial participation” [45] , including the potential adverse
events. 

10. Discussion 

Patient perspectives on recruitment and retention in clin-
ical trials were related to trust/mistrust in health profes-
sional, patients and family, and institutions. For some pa-
tients, a lack of clarity about the context and potential
benefit of the trial, feeling pressured in making immediate
decisions, being overwhelmed by the disease and treatment
burden, having little knowledge of opportunities were bar-
riers to participating in trials. Some were concerned about
being randomized to the control arm and not gaining ben-
efits from participating in the trial. Patients were also con-
cerned about loss of privacy, discrimination, and the notion
of being experimented on with interventions that had un-
known effects. Some patients who had participated in trials
felt disillusioned when expectations for improved health
were not met or lost motivation because the trial results
were not communicated back to them and were discour-
aged from participating in future trials or recommending
others to participate. The burden of trial participation, par-
ticularly to attend follow-up visits, included the time, ef-
fort, costs required amidst other competing priorities. How-
ever, other patients were motivated to participate in trials in
the hope that they and other patients would be able to ac-
cess better care and treatment, close medical follow-up and
opportunity to access treatments otherwise unavailable. At
the same time, some felt anxious about being isolated and
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abandoned after completion of the trial. Patients had con-
fidence about participating in trials if they trusted health
professionals, had support from their families or were en-
couraged by other patients who had participated in trials. 

While the themes were generally similar across popula-
tions and settings, we noted some differences based upon
healthcare setting, ethnic minority status and illness sever-
ity. For patients in countries such as the United States,
which is without a universal healthcare system, participat-
ing in trials was a means of accessing free healthcare and
some were concerned about being able to continue treat-
ment and medical follow-up due after the trial. The lack
of awareness and communication with clinicians about tri-
als was particularly apparent in the United States owing
to barriers in accessing healthcare practitioners. Partici-
pants from disadvantaged and minority groups, particularly
African American patients in the United States, were wary
of discrimination in healthcare and were reluctant to par-
ticipant in trials in fear that they would be taken advantage
of by clinicians and researchers. They also speculated that
their communities would not benefit from the results of
the trial because of the pervasive inequities in access to
healthcare. For those with less severe stages of cancer or
curable conditions, some felt it unnecessary to participate
in trials because they believed trials were a last resort for
those with life threatening conditions. These reasons ex-
plain, to some extent, the lower rates of trial recruitment
in specific populations. There were no differences noted
between patients who accepted or declined to participate
in clinical trials. 

In this systematic review, we conducted a comprehen-
sive search and developed a new framework of themes
on patient perspectives on trial participation and retention.
However, there were some potential limitations. We delib-
erately chose not to include patient perspectives derived
from studies that were focused on specific trials. Studies
where perspectives were elicited on why patients decided
to participate or not in a specific trial were excluded, and
only studies where perspectives about participation in trials
in general were collected and deemed eligible. The deci-
sion on this inclusion criterion was undertaken due to the
large amount of data we anticipated to find, which made
it unlikely that further concepts could emerge from the
excluded studies related to specific trials. Compared with
previous studies [17 , 63] , our review showed that the sat-
uration of themes was achieved. We did not include non-
English studies, and the majority of studies were conducted
in high-income countries, which may limit the transfer-
ability of our findings. There were insufficient data to dis-
tinguish between trial-naïve patients and patients that had
participated clinical trials. We also acknowledge that more
than half of the studies included patients with cancer. 

Our findings reinforce prior systematic reviews
[16 , 17 , 63 , 64] and previously identified concepts including
conditional altruism, hope for positive clinical affect, best
treatment option, and peer encouragement [18 , 65] . How-
ever, we have identified a cross-cutting concept of trust
that relates to the patient-doctor relationship, communica-
tion, sensitivity to the patients’ needs and commitments,
ensuring transparency about aims and findings of the re-
search, which may help to better engage patients in clin-
ical trials. This review has potential to inform strategies
to improve recruitment and retention in clinical trials that
address in the areas of raising awareness and understand-
ing, supporting decision-making and consent, minimizing
the burden of participation and demonstrating respect for
patients. Suggestions for each of these areas are provided
in Table 4 . Current strategies to improve recruitment in-
clude expanding selection criteria, using and opt-out con-
sent approach, optimizing trial information and resources,
engaging trusted clinicians, and sending reminders after the
initial invitation [9 , 16 , 66–68] . Offering financial incentives
and implementing risk-based monitoring are strategies to
increase retention in clinical trials [68 , 69] . Patients have
suggested that media coverage of trials, advertising and
training medical staff to communicate opportunities to par-
ticipate in trials may support recruitment [70 , 71] . Involv-
ing caregivers in the decisions to participate in trials, pro-
moting flexibility of appointments and providing reassur-
ance of protecting confidentiality have also been suggested
[72 , 73] . Our findings suggest the need to be sensitive to the
patient’s journey by ensuring that the timing of decision-
making is sensitive to their psychological and cognitive
state, and ensure the dissemination of results back to pa-
tients. 

Some patients believed they would gain personal benefit
from participation in clinical trials, meaning that they may
not have understood or may potentially mislead informa-
tion reported in the consent form. According to the Decla-
ration of Helsinki [74] , each participant must be adequately
informed on the foreseeable benefits, potential harms and
discomfort related to the trial and that there is no guaran-
tee that any individual will receive personal benefit from
trial participation [75] . 

However, there are some “indirect” benefits as identified
by patients including gaining a sense of purpose in life,
connection to community, knowledge, and being able to
share experiences with their patients. We also suggest that
patient information sheets should be explicitly state that
participant may not gain direct benefits from taking part in
a trial to increase transparency in the recruitment process.

The majority of themes were related to recruitment
rather than retention in clinical trials. Dropping out of the
trial due to either medical reasons, financial or personal
commitments were the only barriers to trial retention as
identified by patients. This review highlights important bar-
riers to trial participating in marginalized populations, in-
cluding ethnic minority groups and non-English speaking
patients. Efforts to engage with trusted community leaders,
involvement of family and caregivers, providing training to
staff that addresses cultural respect and how to respond to
fears and anxieties about discrimination appear warranted.
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Table 4. Suggestions for improving participant recruitment and retention in clinical trials 

Domain Considerations and suggestions 

Raising awareness 
and understanding 

Make trial opportunities visible: make research information more visible and provide information about trials (eg, 
newsletters, brochures, posters, website) 
Facilitate peer promotion of trials: connect patients with other study participants to encourage participation, 
focusing on benefits that are relevant to the patients and the impact of adverse events 

Harness trust Partner with clinicians: involve trusted and reliable health professionals (general practitioners, nephrologists, 
nurses) in providing information about the value of trials and discuss potential burden, risks and side-effects of 
treatment 
Promote effective and clear information: consent form should explicitly state that participant may not gain personal 
benefits from participation 

Supporting 
decision-making 
and consent 

Clarify the aims and outcomes: explain purposes, potential benefits, adverts events, time commitment and 
outcomes 
Provide information in a comprehensive and consistent manner: use plain language, visual aids 
Provide succinct information: reduce the amount of paperwork providing unmistakable and relevant information in 
the consent form 

Ensure comprehension: check if participants understand information about the trial (eg, using a verbal test and 
asking participants about the aims and potential benefits and risks) 
Give time for taking decision: allow time for participants to review and consider the information and to involve 
family members in the decision-making process 
Give opportunity for discussion: provide a point-of-contact for questions about the trials, promote proactive 
counseling 
Be sensitive to the patient’s circumstances and context: consider the timing in recruiting participants and consider 
events that may limit capacities to consider participation (eg, during acute or severe episodes of illness, 
complications) 
Involve communities: educate community leaders in research to promote clinical trials 
Translate information: translate study materials in the primary language of the participant 
Provision of bilingual medical staff: involve bilingual health professionals or from same cultural background to 
avoid racial and social discriminations, facilitate gender matching between patients and staff 
Address concerns about discrimination: discuss potential fears and concerns about ethics and discrimination 
Promote altruism and social gains: support the impact that new treatments could have on the next generations and 
increase belonging to the community 

Minimize burden of 
participation 

Minimize effort of commitment: link appointments with patient clinical visits to reduce disruption to other 
commitments (eg, work, study, family) 
Offer flexibility in preferred days and times: offer convenient modalities of follow-up and promote remote 
participation to reduce the impact on lifestyle 
Provide financial reimbursement: reimburse patients for out-of-pocked costs incurred with participating in the trial 
(eg, parking, transportation) 
Send reminders: help participants to remind next appointment date or other information related to the trial (eg, 
exams/scans needed, drugs administrations, reinforce aims and outcomes) 

Demonstrate respect 
and value 

Provide trial results to participants: discuss trial results during and at the completion of the trial 
Seek feedback: give opportunity to ask questions and provide feedback on the process and results 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

In addition to ensuring that trial information and consent
are translated, we suggest that approaches to ensure that
patients have comprehended the information may be re-
quired, for example by asking patients to relay back infor-
mation about the trial [8 , 76–83] . 

While patient involvement across all stages of research
is widely advocated to enhance recruitment and achieve
high retention rates [84 , 85] , they are infrequently involved
in designing and implementing recruitment strategies [82] .
Most of this has been limited to providing feedback on
information and consent forms [86–89] . Further work is
needed to facilitate and evaluate patient involvement in
other aspects of supporting trial recruitment, for example,
in disseminating trials results. Of note, the World Medical
Association has urged that the communication of research
results back to participants is an ethical imperative and a
way of demonstrating respect for patients effort and com-
mitment in participating in the trial [74 , 90–92] . Inform-
ing patients about trial findings can motivate participation
in research [92–94] . We also suggest that further research
could be conducted to explore patient perspectives on par-
ticipation in novel trials for example, registry-based stud-
ies, pragmatic trials and adaptive trial designs, which are
increasingly being used [95] . For patients, participating in
trials requires trust. Challenges in participation in trials re-
main because of limited awareness of opportunities and
knowledge about the trials, pressure and decisional con-
flict, uncertainty about randomization and harms, language
barriers, lack of capacity in the context of the disease and
treatment burden, personal costs in terms of time, energy
and finance, social discriminations and being demoralized
when trials do not meet expectations. Strategies are needed
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to improve the visibility of trials, support informed deci-
sion making, minimize the burden of extra clinical appoint-
ments, and ensure motivation, confidence and involvement
in participating in trials. 
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