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Abstract 

Background The COVID-19 pandemic marked a unique period characterised by an extraordinary global virus spread. 
The collective effort to halt the transmission of the virus led to various public health initiatives, including a variety 
of COVID-19 vaccine trials. Many of these trials used adaptive methods to address the pandemic’s challenges, such 
as the need for rapid recruitment. These adaptive methods allow for modifications to the trial procedures with-
out undermining the trial’s integrity, making the research process more flexible and efficient. However, recruiting 
participants for vaccine trials remains a considerable challenge. The aim of this qualitative evidence synthesis (QES) 
is to explore the factors that influence a person’s decision to participate in a COVID-19 vaccine trial. Lessons learned 
from this could help shape future trials’ design and conduct, particularly those conducted within a pandemic.

Methods We conducted a systematic search for qualitative studies and mixed methods studies with a qualitative 
component in the WHO COVID-19 Research Database, MEDLINE, CINAHL, PsycINFO, Epistemomikos, Online Resource 
for Research in Clinical Trials (ORCCA), and the Cochrane COVID-19 Study Register. We used the best-fit framework 
synthesis approach and the Social Ecological Model as an a priori framework. We used the GRADE-CERQual approach 
to assess our confidence in the review findings.

Results Five studies involving 539 participants were included. One of these studies included participants in a COVID-
19 vaccine trial. In three of the studies, participants were asked hypothetically about their attitudes. Another study 
included people who had either not responded to or declined an invitation to participate in a COVID-19 vaccine trial.

We developed six themes outlining the factors that influence a person’s decision to participate in a COVID-19 vaccine 
trial: (1) personal gains, (2) perceived risk, (3) influence of family and community, (4) contributing for others, (5) institu-
tional trust and mistrust, and (6) accessibility of the trial.

Conclusion This review sheds light on how people perceive the potential personal, family, and community advan-
tages of trial participation and how these perceptions may be weighed against concerns about vaccine safety. The 
findings also point toward specific aspects of trial methodology to consider when designing COVID-19 vaccine trials.
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Background
The World Health Organisation (WHO) defines 
COVID-19 as an infectious respiratory disease caused 
by the severe acute respiratory coronavirus 2 (SARS-
CoV-2) [1]. Initially detected in Wuhan, China [2], the 
spread of the disease was declared a public health emer-
gency of international concern (PHEIC) by the WHO 
on the 30 January 2020. On 11 March 2020, the director 
general of the WHO referred to the global outbreak of 
COVID-19 as a pandemic [3]. Whilst the WHO ended 
the PHEIC declaration on the 5 May 2023, the organi-
sation continues to view COVID-19 as a global threat 
[4]. As of October 2024, over 700 million cases have 
been confirmed since COVID-19 was first detected, 
and nearly seven million deaths were reported [5].

Governments and global agencies/struggled to pro-
vide immediate and effective responses to identify and 
restrain COVID-19 amid uncertainties about the dis-
ease’s severity, the efficacy of interventions, and the 
unparalleled magnitude of its spread [6]. In some set-
tings, this struggle was further impacted by underde-
veloped public health systems and insufficient social 
support [6]. The pandemic was also accompanied by 
what the WHO has called an ‘infodemic’—an over-
abundance of information (some accurate, some not), 

making it challenging for people to find trustworthy 
information when they need it [7].

Alongside the implementation and testing of a range 
of nonpharmaceutical interventions (NPIs) (e.g. social 
distancing, school closures, lockdown measures, mask-
wearing) [8], the development of a vaccine against 
COVID-19 was prioritised by researchers, governments, 
and the pharmaceutical industry [9] in an attempt to 
limit the pandemic [2]. Despite unprecedented financial 
investment [10], streamlined development processes, 
and worldwide scientific collaboration [11] in develop-
ing COVID-19 vaccines, rigorous clinical trials remain 
an essential step in validating both the safety and efficacy 
of vaccine candidates [12]. The concerted effort to ensure 
the prompt testing of COVID-19 vaccine candidates [10] 
resulted in numerous vaccine trials. In response to the 
difficulties posed by the pandemic, including the need for 
quick participant enrolment, many trials employed adap-
tive trial designs. These designs allow for pre-specified 
modifications to trial parameters based on interim data 
analysis, including sample size re-estimation, treatment 
arm allocation ratios, and participant eligibility criteria, 
whilst preserving statistical rigor and trial validity [13]. 
The unprecedented scale and accelerated timeline of 
COVID-19 vaccine trials presents a unique opportunity 
to evaluate methodological innovations and challenges, 

Graphical Abstract



Page 3 of 20Biesty et al. Trials          (2024) 25:837  

providing valuable insights to enhance future clinical trial 
designs [14] and advance ‘vaccine science’ [10:16].

Achieving representative recruitment targets remains 
one of the ongoing major challenges in clinical trials, 
with inadequate recruitment cited as the most com-
mon cause for early termination of trials [15]. Although 
some improvement in trial recruitment has been noted 
in recent years [16], up to 40% of trials still fall short of 
achieving their intended recruitment numbers [17]. A 
systematic review exploring the methodological design 
and reporting practices of 35 COVID-19 trials (not 
exclusively COVID-19 vaccine trials) highlighted that 
28.57% did not achieve their recruitment intentions 
[18]. In addition to concerns regarding participant 
numbers, trialists must also be cognisant of recruiting 
participants from all relevant demographic and ethnic 
groups [19]. Researchers designing trials must, there-
fore, consider strategies that include participants who 
are representative of those who may derive advantages 
from the outcome of the trial [20].

Recruitment to vaccine trials in general
Recruitment to vaccine trials is considered difficult 
for many reasons, not least because recruitment typi-
cally focuses on healthy volunteers [21]. In contrast 
to trial participants with pre-existing health condi-
tions, there may be no therapeutic gains for healthy 
trial participants. Indeed, they may potentially be 
exposing themselves to adverse events [22]. A sur-
vey conducted in France during the early stages of the 
pandemic (March–April 2020) showed that 48% of the 
participants would certainly or probably take part in a 
COVID-19 vaccine trial [23]. The likelihood of agree-
ing to participate was linked to older age, male gender, 
and the individual’s perceived risk and occupation as a 
healthcare professional.

In contrast, disinterest in participating was linked to 
vaccine hesitancy [23]. In September–October 2020, 
an online cross-sectional survey in the UK noted that 
41% of the participants were interested in participating 
in a COVID-19 vaccine trial, whilst 31% were unsure 
[2]. Male respondents, graduates, those without health 
issues, and those in the 40–59 age group were inter-
ested in participation [2]. The groups of people least 
interested in participating in a COVID-19 vaccine trial 
were aged 70 or older, from ‘villages’, or were members 
of the Black, Asian, and minority ethnic communities 
[2]. The use of qualitative research methodologies can 
help us explore the issues of trial recruitment further 
and has the potential to offer more in-depth insights 
into the experiences of potential participants of trials, 
including those who agree or decline to participate [24].

Recruitment to vaccine trials in the context of a pandemic 
or epidemic
A recently published Cochrane Qualitative Evidence 
Synthesis (QES) [25] explored the factors that influence 
a person’s decision to participate in a vaccine trial in the 
context of a pandemic or epidemic. Thirty-five qualitative 
studies were included in this review. One of these stud-
ies explored participation in a COVID-19 vaccine trial. 
The other studies examined participation in vaccine trials 
for the human immunodeficiency virus (HIV) (n = 25), 
tuberculosis (TB) (n = 1), the Ebola virus (n = 5), the Zika 
virus (n = 1), and participation in vaccine trials in general 
(n = 1). The Cochrane QES [25] identified several factors 
specific to vaccine trial participation during pandem-
ics and epidemics. These factors include the potential 
stigma of participation, vaccine side effects, the role of 
community leaders in trial dissemination, and levels of 
trust in vaccine-developing entities [25]. However, given 
that most included studies focused on HIV vaccine tri-
als (n = 25), with only one COVID-19 vaccine trial study, 
there remains uncertainty about whether these factors 
apply equally to COVID-19 vaccine trials.

Recruitment to vaccine trials in the context of COVID‑19
Recruitment to COVID-19 vaccine trials may differ from 
recruitment to other trials, including trials done in the 
context of other pandemics. COVID-19 vaccine trials 
occurred rapidly, employing rapid recruitment strate-
gies amidst an unparalleled time of uncertainty and mis-
information [26]. To understand the factors influencing 
recruitment to a COVID-19 vaccine trial, it is essential 
to explore the factors influencing the decision-making of 
individuals considering trial participation. A QES, a sys-
tematic synthesis of qualitative research studies [27], can 
facilitate a comprehensive understanding.

This QES explores the factors that influence a person’s 
decision to participate in a COVID-19 vaccine trial.

Methods
The protocol for this review was registered with PROS-
PERO (Registration Number CRD42022382028). Meth-
odologically, the team was guided by the chapter on 
Qualitative Evidence Synthesis in the Cochrane Hand-
book [28] and the Cochrane EPOC QES Protocol and 
Review Template [29]. The review is reported per the 
ENTREQ Statement [30] and the PRISMA Guidelines 
[31].

Eligibility criteria
We used the SPIDER (Sample, Phenomenon of Inter-
est, Design, Evaluation and Research Type) Framework 
[32] to help refine our research question, identify the 
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main concepts of our review, and generate search terms 
(Table 1).

The eligibility criteria are noted in Appendix  1. In 
summary:

• Phenomenon of Interest: we aimed to synthesise the 
factors influencing recruitment to COVID-19 vac-
cine trials by exploring people’s attitudes, motivation 
and barriers to participating in a COVID-19 vaccine 
trial

• Sample: we included all adults (age 18 years or older) 
who had been invited to participate in a COVID-19 
vaccine trial and adults who had not received an invi-
tation but were asked about their attitudes towards 
participating

• Types of studies: we included primary research stud-
ies (qualitative and mixed methods) without date 
restriction. We included primary qualitative stud-
ies (e.g. ethnography, phenomenology, case studies, 
grounded theory studies) that use recognised meth-
ods of qualitative data collection (e.g. focus groups, 
interviews, observations) and analysis (e.g. thematic 
analysis, framework analysis). We included mixed-
methods studies if data were collected and analysed 
using qualitative methods, and we could extract qual-
itative data

Information sources
We conducted an expansive search of the literature [33] 
for qualitative studies and mixed methods studies with 
a qualitative component using the following electronic 
databases: WHO COVID-19 Research Database, MED-
LINE, CINAHL, Scopus, PsycINFO, Epistemomikos, 
ORCCA. We searched grey literature via ProQuest Dis-
sertations and Theses Global and UK & Ireland. We 
searched the Cochrane COVID-19 Study Register for 
qualitative research on COVID-19 vaccine trials. In addi-
tion, we manually searched reference lists of included 
studies.

Search strategy
We developed pre-planned searches using search terms 
derived from the different concepts in the formulated 
review question [33]. Keywords and Medical Subject 
Headings (MeSH) terms were used for the concepts 
of the SPIDER framework (Table  1). An initial scop-
ing search helped us to formulate our research ques-
tion and identify key search terms. The search strategy 
was developed by SS and LB and peer-reviewed by the 
team, including a review author who is a health informa-
tion specialist. The search was refined after the team’s 
feedback and adapted for each database searched. The 
final search strategy employed for MEDLINE is noted 
in Appendix  2. No language, geographic, or publication 
date restrictions were applied to our search. The final list 
of citations of the studies identified through the search 
was saved to Endnote, and duplicates were removed. The 
references were then imported to the data management 
tool Rayyan for screening. The search was conducted on 
22 November 2022. Given the focus of this review and 
the rapid increase of studies related to COVID-19, an 
additional search, following the methods outlined in our 
original search, was conducted on 14 March 2023 to cap-
ture any new papers. Both searches were combined and 
are presented in Appendix 3.

Study selection
Two review authors (LB, SS) independently screened 
the studies using a two-step screening process. Title and 
abstract screening were first conducted in line with the 
eligibility criteria (Appendix  1); the two review authors 
piloted the process. The full text of papers potentially 
meeting the inclusion criteria was sourced, and full-
text screening was conducted independently by the two 
review authors. This double-screening, independent 
approach was employed to ensure the inclusion crite-
ria were used consistently and minimise errors. A third 
review author (CH) resolved any disagreements. The 
findings of the identification and screening phases of 
this QES are presented using a PRISMA Flow Diagram 
(Appendix 3).

Table 1 SPIDER framework

Sample Adults (age > 18) who have been invited to participate in a COVID‑19 vaccine trail and adults who 
have not received an invitation but who were asked about their attitudes towards participating

Phenomenon of interest Factors that influence recruitment to COVID-19 vaccine trials

Design Primary qualitative studies (e.g. ethnography, phenomenology, case studies, grounded theory studies) 
that use recognised methods of qualitative data collection (e.g. focus groups, interviews, observations) 
and analysis (e.g. thematic analysis, framework analysis). Mixed-methods studies, if data were collected 
and analysed using qualitative methods, and qualitative data can be extracted

Evaluation The synthesis focused on people’s attitudes, motivations, barriers to participating in a COVID-19 vaccine trial

Research type Qualitative or mixed methods
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Data extraction
Two review authors (LB, SS) extracted data from all 
included studies using a pre-designed data extraction 
form. Information extracted included characteristics of 
the study (design, data collection and analysis methods), 
population description, sampling procedures, and sample 
size. We extracted whether participants were invited to 
participate in a COVID-19 vaccine trial, the type of vac-
cine offered, and whether the scenario presented was 
real or hypothetical. In both the hypothetical and real 
situations, we extracted data to note if the participants 
agreed/would agree or declined/would decline to partici-
pate in the trial. The Characteristics of Included Studies 
Table is documented in Appendix 4.

We extracted data relating to the aim of this QES, 
such as themes and verbatim text extracts included in 
the individual studies relating to factors that influence 
a person’s decision to participate (or not) in COVID-19 
vaccine trials. The data were extracted in line with the 
steps of best-fit framework synthesis [34] in that the data 
were extracted and aligned to the domains of an a priori 
framework (see the ‘Data synthesis’ section). Data extrac-
tion from one study, reported in two papers [35, 36], was 
linked and compared for completeness and to identify 
any contradictions.

Assessing the methodological limitations of included 
studies
An assessment of the methodological limitations of each 
included study was undertaken by SS and LB and veri-
fied by MD. To conduct this assessment, we used eight 
guiding questions utilised in other QESs [25, 37, 38]. 
The questions are based on the adaptation of the Criti-
cal Appraisal Skills Programme Checklist for Qualitative 
Research (CASP) tool and have undergone various itera-
tions in line with the methodological progress of QES. 
The questions we used to assess methodological limita-
tions are noted below; we omitted inquiries regarding the 
suitability of qualitative methodology, or the particular 
research design employed, as these aspects were already 
addressed in our inclusion criteria.

1. Are the setting(s) and context described adequately?
2. Is the sample strategy described, and is this appropri-

ate?
3. Is the data collection strategy described, and is this 

appropriate?
4. Is the data analysis described, and is this appropriate?
5. Are the claims made/findings supported by sufficient 

evidence?
6. Is there evidence of reflexivity?
7. Does the study demonstrate sensitivity to ethical 

concerns?

8. Any other concerns?

The summary of methodological limitations is included 
in Appendix  5. The quality assessment was not used as 
an exclusion criterion; this appraisal allowed the team to 
explore the methodological quality of the studies contrib-
uting to the findings of this QES.

Data synthesis
The ‘best-fit framework’ synthesis [39, 40] guided our 
data analysis and synthesis approach. The ‘best-fit 
framework’ is a dual inductive and deductive synthesis 
approach [40]. It is used to build the synthesis of data 
onto an a priori framework whilst supporting the gen-
eration of new theory [34].

The social ecological model
The Social Ecological Model [41] was identified early in 
the process as a ‘good enough’ a priori framework, as 
defined by Booth and Carroll [34]. Here, ‘good enough’ 
refers to the guidance that the a priori framework 
selected need not be a perfect match for the data, as 
the framework will undergo modification(s) as required 
during the process of synthesis [27].

Aligned primarily with the psychologist Urie Broffen-
brenner, the Social Ecological Model provides a frame-
work to help understand human development [41]. The 
model has been used to conceptualise health and health 
behaviours broadly and suggests that health behaviour 
is influenced by several influencing and interacting fac-
tors in a person’s environment and the broader social 
context in which they exist [42]. The Social Ecological 
Model attributes multilevel influences on a person’s 
health and behaviours beyond their characteristics [43]. 
Bronfenbrenner’s original model placed an individual at 
the centre of four interrelated systems—microsystem, 
mesosystem, exosystem and macrosystem. Adapting 
Bronfenbrenner’s theory, McLeroy et  al. [44] intro-
duced five levels aligned to these systems. The model 
has undergone several iterations, but we were guided 
by the five-level model operationalised by the United 
National Children’s Fund (UNICEF) [45]. This model is 
based on the adaptations introduced by McLeroy and 
colleagues [44], which encompass individual, interper-
sonal, organisational/institutional, community, and 
societal/policy [46].

The Social Ecological Model has been used across a 
variety of research spaces, including health literacy [47], 
public health [48], risk management, and safe healthcare 
practices [49]. However, its use as a theoretical frame-
work in the context of research focusing on vaccination 
behaviours and health behaviours during COVID-19 
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drew our attention. In brief, the model has been used 
to conceptualise vaccine acceptance [50, 51], to help 
understand the use of technology to promote vaccina-
tions [43], and to explore health behaviours related to 
COVID-19, including vaccine intention [52–54] and the 
use of mask-wearing in public spaces [55]. Because of 
the Social Ecological Model’s focus on multilevel influ-
ences, we decided it would be a valuable model to com-
municate the multiple stimuli that may affect people’s 
attitudes, motivations, and barriers to participating in a 
COVID-19 vaccine trial.

The team used the stages of the ‘best-fit framework’ 
synthesis process described by Booth and Carroll [34]. As 
previously noted, whilst undertaking data extraction, one 
of the review team (SS) extracted the data from included 
studies according to the levels of the Social Ecological 
Model. Extracted data, when possible, were organised 
under the corresponding headings of the model (e.g. all 
data highlighting the perceived personal advantages of 
trial participation were noted under the Individual level 
of the Social Ecological Model). This was reviewed and 
discussed with another team member (LB). Both review 
authors were mindful of the deductive nature of this step 
and were careful not to force the data to align, as cau-
tioned by Flemming and Noyes [27]. We planned that 
any data that did not relate to the a priori levels of the 
Social Ecological Model would be captured under new, 
additional headings that would add to our conceptualisa-
tion of the model. The two review authors independently 
coded the data using an inductive thematic synthesis 
approach. Coding was conducted in Microsoft Word 
using highlighting and labelling functions (see example 
in Appendix  6). One review author (LB) developed the 
themes by translating the codes and concepts between 
studies and rearranging data according to the relation-
ship between and within themes. The initial draft of the 
themes was then presented to three other team mem-
bers (PM, MD, CH), and during discussions, codes and 
descriptive themes were revisited, refined when needed, 
and agreed upon. During these meetings, we decided 
and agreed our conceptualisation of the Social Ecologi-
cal Model. We also agreed the headings of the model to 
present our findings, in the context of this QES and the 
analytical themes (please see Appendix 6 for an example 
of Theme Development). Draft findings, including inter-
pretations, were reviewed by the broader review team. 
Findings were organised according to levels of the Social 
Ecological Model, where the 5th level was renamed 
‘Operational level’ (from the original ‘Policy Level’) to 
reflect trial design and other methodological factors that 
impacted recruitment to COVID-19 vaccine trials (see 
Appendix 6).

Assessment of confidence in the findings of this review
The Grading of Recommendations Assessment, Devel-
opment and Evaluation-Confidence in the Evidence 
from Reviews of Qualitative Research (Grade-CERQual) 
approach [56] was used to assess our confidence in each 
review’s findings. This approach considers four compo-
nents: methodological limitations, coherence, adequacy 
of data, and relevance [56]. Three review team members 
(LB, PM, CH) assessed the confidence of the findings 
using the four components, starting with an assumption 
of ‘high confidence’ in all findings, and we downgraded 
as we deemed appropriate in line with the methodologi-
cal guidance offered by the Grade-CERQual Coordinat-
ing Team for applying the GRADE-CERQual Approach 
(https:// www. cerqu al. org/). The assessment of each find-
ing was carried out independently by two review authors. 
The final assessments, judged as high, low, or moderate 
confidence in review findings, were presented and agreed 
upon with the broader team (Appendix 7).

Reflexive note
We offer a brief reflexive note to highlight any positions 
that may influence the process we have undertaken and 
the findings and discussion we present in this QES. Some 
of the teams are healthcare professionals; all are research-
ers in healthcare.

Most of this team have worked together previously. 
Except for one person, all team members are authors on 
a recently published Cochrane QES exploring the fac-
tors that influence a person’s decision to participate in 
a vaccine trial in the context of a pandemic or epidemic 
[25]. One study in that QES focused on participating in 
a COVID-19 vaccine trial. Some of the teams are authors 
of a Cochrane QES exploring factors influencing people’s 
decisions on trial participation [57].

The teams hold diverse perspectives regarding vac-
cination programmes and vaccine development. Their 
perspectives are informed by a variety of professional 
and personal experiences, including, but not limited to, 
working as a doctor specialising in infectious diseases 
during the COVID-19 pandemic (XHC), engaging with 
research within the domains of pandemic vaccine trials 
(RC), infectious diseases (XHC), trial recruitment (LB, 
PM, MD, DD, CH), and population health and healthcare 
services (SS, CG, AB).

The consensus among all team members is that par-
ticipation in trials, whether during a pandemic or under 
normal circumstances, should be based on voluntary 
informed choice. The team also believes that vaccine trial 
participation decisions should be informed by readily 
available evidence concerning the potential advantages 
and disadvantages of trial involvement. This information 

https://www.cerqual.org/
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should also include details about a vaccine’s potential 
side effects and areas of uncertainty.

The core methods of this review were conducted pri-
marily by five review authors (LB, SS, PM, MD, CH), 
who contributed feedback on their interpretations to the 
broader research team. All the teams provided commen-
tary on interpretations and synthesis. The diverse per-
spectives brought by the various review authors enabled 
a deeper and more nuanced understanding of the mul-
tifaceted situation of vaccine trial participation. It also 
provided an opportunity to identify and discuss any pre-
conceptions, values, or beliefs held by individual review 
authors. LB and SS kept reflective notes throughout the 
lifespan of this review to document, e.g. the stages of syn-
thesis, the team’s discussions, and the rationale for deci-
sions made.

Results
Search and study selection
The database searches conducted on 22 November 
2022 yielded 4292 records. Duplicates (n = 2095) were 
removed using Endnote, and 2197 remaining papers 
underwent title and abstract screening against the 
inclusion criteria; 2172 were excluded at this stage. The 
remaining 25 papers progressed to the full-text screen-
ing stage. Of these, five papers reporting four studies 
were included in the review. Two papers [35, 36] report 
the same study. The second database search on 14 March 
2023 identified 486 new records. One hundred and seven 
duplicates were removed using Endnote, and the same 
2-step screening process was undertaken as applied to 
the first search. Three hundred and seventy-eight studies 
were excluded at title and abstract screening; one study 
was included for full-text review; however, this study did 
not meet the inclusion criteria.

A commentary paper [58], excluded at full-text 
screening, discussed a qualitative study funded by the 
National Institute for Health Research (NIHR) through 
the Applied Research Collaboration (ARC) that met the 
inclusion criteria of this review. We could access the 
NIHR Report on the East Midland ARC website. The 
NIHR Report [59] was included in this review. Although 
the commentary paper was excluded [58], it did provide 
some methodological information (e.g. recruitment, 
when the data were collected, and data analysis method) 
not documented in the NIHR Report.

Five studies, reported in five published papers and one 
NIHR Report, were included in this QES, four qualitative 
studies and one mixed method study.

Description of included studies
The summary of the descriptive characteristics of the 
studies included in this QES is presented in Appendix 4. 

This summary reflects how the study authors described 
the participants of their studies and gives more detail 
about the communities contributing to the research.

In total, 539 people participated in the five studies 
included in this QES. Participants’ gender was often not 
reported. Where this was reported, 92 people identified 
as female and 44 as male. Study participants were preg-
nant women (n = 31) [60], ethnic minorities (as described 
by the study authors) (n = 442 in 2 studies) [59, 61] and 
vulnerable communities (as described by the study 
authors, please see Appendix 4 for more detail) (n = 15) 
[59], and Vietnamese-Americans (n = 20), a group of 
people reported to be overrepresented in the cases of 
COVID-19 reported [62] (see Appendix  4 for more 
detail). Participants’ age was also often not reported. 
Where this was reported, 82 participants ranged from 18 
to 75 years old (see Appendix 4 for more detail).

In one study, participants [35, 36] participated in a 
COVID-19 vaccine trial. In three studies, the participants 
were hypothetically asked about their attitudes to partici-
pating in the COVID-19 vaccine [59, 60, 62]. One study 
included people who had either not responded to or 
declined an invitation to join a COVID-19 vaccine trial 
[61].

Two studies were conducted in the UK [59, 60] and 
three in the USA [35, 36, 61]. All studies were published 
between 2021 and 2022, but only three of the studies 
noted the timeframe of their data collection [35, 36, 60, 
62]. In these studies, data were collected between April 
2020 and October 2021 (the WHO referred to the global 
outbreak of COVID-19 as a pandemic in March 2020; the 
first COVID-19 vaccines were administrated in Decem-
ber 2020).

The data collection methods were individual interviews 
[35, 36, 59–62] and focus groups [59, 62]. Data collection 
was conducted via telephone, teleconference, or online 
videoconference platforms. One study team also offered 
in-person interviews [62]. However, it is not clear how 
many participants availed of that option. Thematic analy-
sis or a thematic approach was identified as the analysis 
method used in all studies.

Assessment of the methodological limitations of included 
studies
The methodological limitations were assessed. We had 
no concerns in relation to the methodological quality 
of three of the included studies, minor concerns with 
regard to one study, moderate concerns about one study, 
and major concerns about one study (see Appendix 5 for 
more detail).
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Confidence in the review findings
We developed six main themes outlining factors influ-
encing a person’s decision to participate in a COVID-
19 vaccine trial. Thirteen key findings are presented 
within these themes. We conducted a GRADE-CERQual 
assessment on the 13 findings. The summary is shown 
in Table 2, and a detailed evidence profile, including the 
rational for our assessments, is presented in Appendix 7.

Our confidence in the findings was downgraded 
because of concerns about methodological limitations, 
relevance, and/or adequacy issues. Some of the studies 
had methodological limitations, including lack of evi-
dence about research reflexivity, insufficient evidence to 
support the findings presented, and a lack of description 
about data analysis. We also had concerns about findings 
that were based on studies from only a limited number of 
types of settings and participants or that were based on 
studies that used hypothetical scenarios to explore peo-
ple’s attitudes to trial participation. Finally, we had con-
cerns about findings based only on a few studies or thin 
data.

Synthesis and findings
Our review findings aligned to the five levels presented 
in the Social Ecological Model. At the individual level, 
our findings suggest that the personal impact of partici-
pation guides attitudes to trial participation and that this 
impact could be viewed either positively or negatively. 

The intrapersonal level speaks to the influence of family 
and cultural background on a person’s decision. Here, our 
findings suggest that individuals’ perceptions of how their 
participation in a COVID-19 vaccine trial could impact 
their family may play a role in their decision-making 
process. At the community level, our findings describe 
how people’s perceptions of contributing to their wider 
community may impact on their attitudes to trial par-
ticipation. At the organisation level, our findings describe 
how trust (and mistrust) in institutions such as govern-
ments and ‘science’ can determine trial participation. 
The policy level of the Social Ecological Model is often 
conceptualised as factors at the broad societal level that 
influence health decisions and behaviours. In the con-
text of this review, we have titled that ‘Operational level’ 
relating to the specifics of the COVID-19 vaccine trial 
methods and processes the have the potential to influ-
ence people’s decisions whether or not to participate in 
a COVID-19 vaccine trial (e.g. aspects of the trial design 
and conduct—how the trial is planned, if the methodol-
ogy proposed is inclusive, if practical supports exist for 
trial participants and if all aspects of trial information are 
communicated clearly).

Alongside each finding, we present our confidence 
in this finding by documenting our GRADE-CERQual 
assessment. A detailed evidence profile, including the 
studies contributing to each finding and the rational for 
our assessments, is presented in Appendix 7 Fig.1.

Fig. 1 Factors that influence a person’s decision to take part in a COVID-19 vaccine trial
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Individual level

Theme 1: Personal gains This theme highlights the per-
sonal advantages of trial participation. Perceived benefits 
to health and finances served as determinants for peo-
ples’ decisions concerning trial participation.

Finding 1: People’s participation in a COVID-19 vac-
cine trial can be motivated by the potential for both 
financial and health benefits (we have moderate con-
fidence in this finding).

Financial gain and compensation could increase inter-
est in trial participation [35, 59, 61, 62]. Focus groups 
of Vietnamese Americans identified the offer of money 
for trial participation as a facilitator to increase interest 
[62], whilst a large U.S. survey of Black, White, and His-
panic/Latinx identified lack of compensation as a barrier 
to participation [61]. The participants in [59] provided 
additional justifications for their views and suggested that 
financial incentives were part of a suite of considerations 
that could ‘minimise the discomfort of participation’ [59: 
4]; the study authors suggested that providing financial 
support was one aspect necessary to tailor trial participa-
tion to the reality of people’s lives [59]. In Wentzell and 
Racila (2021) [35], some participants recalled monetary 
incentives as a reason for participating in a COVID-19 
vaccine trial. This financial need as a motivating fac-
tor was primarily observed among younger participants 
(five of the six were noted to be aged in their twenties). 
One participant stated she was ‘broke’ and participated 
in the trial because of the money. Conversely, except for 
one person, the older participants of Wentzell and Racila 
(2021) dismissed the influence of payment and suggested 
that ‘well that’s not why I’m doing it’ [36: 2449].

One study’s participants [35, 36] suggested that per-
sonal health gains and the ‘desire to protect themselves 
from COVID-19’ aligned with their decision to partici-
pate in a Pfizer/BioNTech COVID-19 vaccine trial. The 
opportunity to receive a ‘potentially effective vaccine … 
early’ acted as motivators for participation [36: 2448].

Theme 2: Perceived risk Participants also perceived trial 
participation as risky. This potential barrier to trial par-
ticipation was influenced by people’s perceptions of the 
early phases of COVID-19 vaccine trials, the speed of 
vaccine development, and concerns about the limited 
knowledge regarding the vaccinations’ potential side 
effects.

Finding 2: People are hesitant to participate in 
COVID-19 vaccine trials and consider them risky and 

experimental if they are concerned about the speed 
of vaccine development, the unknown vaccine side-
effects, and if they view trial participants as experi-
mental subjects akin to ‘guinea pigs’ (we have moder-
ate confidence in this finding).

Participants of Anderson 2021 [60], Ekezie 2020 [59], 
and Yuh 2022 [61] noted how their perception of risk 
can hinder participation in COVID-19 vaccine trials. 
Risk was associated with the rapid speed of COVID-
19 vaccination development, leading to apprehen-
sion about the vaccine’s potential, yet unknown, side 
effects. Participants [59, 60] used the phrase guinea pig 
to describe trial participants—‘I am not going to be a 
guinea pig’ (ID79) [60:5], indicating their reluctance 
to be involved in a process perceived as experimen-
tal. Pregnant women in one study (Anderson 2021) 
[60] emphasised their focus on avoiding risks during 
pregnancy. They cited the newness of the COVID-
19 vaccine and the potential unknown risks to their 
baby as reasons for their unwillingness to participate 
in a COVID-19 vaccine trial. The study authors report 
that three pregnant women held definite views that the 
vaccine should be tested on the non-pregnant popula-
tion before considering its use during pregnancy, other 
study participants expressed uncertainty, even those 
who considered it a positive idea indicated they would 
not personal participate [60:4].

The perception of trial participants as guinea pigs 
being experimented on was also noted among partici-
pants from ethnic minorities and vulnerable commu-
nities (as described by study authors). A participant in 
Ekezie (2020) [59] noted that ‘everything would worry 
me, it is the law of average for these companies, some-
one will be used as guinea pigs; and it is my belief that 
this could be detrimental to Black People’ (African Car-
ibbean participant) [59: 6]. Participants of Yuh (2022) 
[61] also expressed their reluctance to participate in 
trials, included ‘not wanting to be experimented upon 
within a research study’ [62: 3].

Finding 3: People may contemplate participat-
ing in COVID-19 vaccine trials in the future when 
the vaccine has undergone additional testing and a 
greater understating of vaccine side effects is estab-
lished (we have moderate confidence in this find-
ing).

Whilst people associated risks with the early stages 
of vaccine development, it did not necessarily mean 
they would completely rule out trial participation in 
the future [59, 60]. Participants expressed a willingness 
to consider trial participation once further testing was 
completed, and more knowledge was available about 
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the vaccine’s safety and efficacy—‘One participant com-
mented ‘maybe at a later stage after tests had shown the 
vaccine was safe in health people and those with differ-
ent conditions first’’ (ID13) [60: 5]. For participants in 
the Ekezie study, ‘outcomes from people who previously 
participated in the trials, at different phases, was high-
lighted as a criterion to be satisfied before participant 
could be considered’ [59: 7].

Interpersonal level

Theme 3: Influence of family and community This theme 
presents the influence of family and people’s regard for 
family on COVID-19 vaccine trial participation. At the 
interpersonal level, the normative influences from family 
and culture regarding the acceptability of vaccines were 
noted in trial participation decisions. The findings also 
highlight that the perceptions of benefits or risks associ-
ated with trial participation extend beyond the individual 
and can also encompass the potential impact on family 
members. The potential impact on the family, both in 
terms of benefits and risks, has the potential to act as a 
prompt or deterrent to trial participation.

Finding 4: People’s decisions about participating in 
COVID-19 vaccine trials can be influenced by the 
perspectives of their family and the norms within their 
culture (we have moderate confidence in this find-
ing).

The views on vaccines within one’s family and social 
group can influence positions regarding trial participa-
tion. Study authors suggest that these views often align 
with cultural norms and beliefs regarding health, reflect-
ing the cultural context in which individuals make deci-
sions about COVID-19 vaccine trials. For example, study 
authors argued that participants from the Gypsy, Roma 
and Traveller Communities held ‘a fatalistic approach to 
health issues’ [59:7], believing that health outcomes are 
predetermined and cannot be prevented by interven-
tions. Somali participants of the Ekezie study expressed 
‘strong cultural and religious views against the vac-
cine, which included the possibility of ostracising those 
involved in vaccine trials, as they would be considered 
to be infected with COVID-19’ [59:7]. Additionally, con-
cerns were raised about vaccine ingredients potentially 
conflicting with religious practices. It was also noted 
that trial could invoke ‘cultural unfamiliarity …’ poten-
tially creating hesitancy to trial participation [59, 62]. 
The reluctance, influenced by cultural factors, was often 
considered at odds with scientific knowledge—‘I live in 
a multicultural society where often cultural views distort 
scientific facts so people would not trust science and data 

even if it shows that there is minimal risk’ (South Asian 
Participant) [59:6].

Finding 5: People’s perceptions of whether their partic-
ipation in trials would be advantageous or disadvan-
tageous for their family can influence their decision-
making when considering COVID-19 vaccine trial 
participation (we have moderate confidence in this 
finding).

Protecting one’s family also influenced people’s views 
of COVID-19 vaccine trial participation. People in two 
studies [35, 36, 59] were particularly concerned about 
those they considered vulnerable and older. The concept 
of protection was informed by the perceived risks asso-
ciated with vaccines versus the perceived risks associ-
ated with contracting COVID-19. Individuals who chose 
to participate in a COVID-19 vaccine were often moti-
vated by a belief that this could protect their family [35, 
36]—‘if I get the vaccine and if the vaccine worked, that 
would give me protection. But the bigger part of that point 
is that if it gave me protection, that I felt like if it kept me 
from getting it, I wouldn’t be able to give it to my wife or 
my children, that’s a bigger part of it’ [37: 6]. The sense of 
protection extended to their caregiving roles, it ‘place[ed] 
them in a position where they could engage with elderly or 
vulnerable family members and not worry that they were 
going to expose them to COVID 19’ [36: 2449]. Conversely, 
Ekezie (2020) [59] participants expressed concerns about 
the perceived risks they associated with the trials, and 
their wish to protect their families discouraged poten-
tial engagement with COVID-19 vaccine trials. Those 
with children and elderly family members were ‘sceptical 
about participating due to assumed higher risk’ [59: 5].

Community level

Theme 4: Contributing for others The theme relates to 
helping others, especially those within one’s demographic 
group or community. By participating in COVID-19 vac-
cine trials, people felt that they could contribute towards 
ending the pandemic and assist in developing a vaccine 
that could benefit their demographic and ethnic group, 
acknowledging the importance of diverse participation in 
trials to ensure the effectiveness and safety of vaccination 
for all. Furthermore, people suggested their involvement 
in vaccine trials could influence future COVID-19 vac-
cine acceptance within their community.

Finding 6: People’s desire to help others can serve as a 
motivation for participating in a COVID-19 vaccine 
trial (we have moderate confidence in this finding).
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A desire to help others motivated trial participation—
‘individuals consistently stressed the potential of clini-
cal trials to help the community’ [61: 490]. The appeal to 
help the wider community—a ‘collectivist approach and 
perspective’ [61: 492]—was considered, by Vietnamese 
Americans participants of focus groups, to be part of 
who they were; they possessed an intrinsic desire to be 
a ‘helper’—‘I’m just one of those people, I want to help 
people if I can’ (Participant 3) [36: 2448]. Others, par-
ticipants of a phase 3 clinical trial, felt that it was their 
duty as ‘good citizen’ and that they should participate in a 
COVID-19 vaccine trial because ‘it should just be in man-
kind’s nature to want to help’ (Participant 4) [36: 2447].

Finding 7: People’s desire to help communities return 
to pre-pandemic life can motivate participation in a 
COVID-19 vaccine trial (we have moderate confi-
dence in this finding).

Altruistic motives were presented as a way to help the 
community return to pre-pandemic existence to ‘restore 
normalcy’ for the future [36: 2449] by helping to end the 
pandemic—‘the more people who participate the quicker 
the studies proceed and we can get a vaccine that’s safe 
and effective out there for the people in general that would 
want or need it’ [37: 8]. The altruistic motivations for trial 
participation, for example—‘identification of a solution 
for overcoming the pandemic, supporting all of humanity 
and getting life back to normal’ [59: 5]—were not limited 
to those who were already participants of a trial but were 
also observed as a potential motivation to trial participa-
tion among individuals from ethnic minority and vulner-
able communities [59].

Finding 8: People’s perception of whether participating 
in COVID-19 vaccine trial would be beneficial or det-
rimental for their specific demographic group, along 
with their sense of responsibility to act as an exemplar 
for vaccination behaviour, can influence their consid-
eration of COVID-19 vaccine trial participation (we 
have moderate confidence in this finding).

In addition to helping the wider community, deci-
sions around trial participation were also aligned with 
an opportunity to represent one’s community in testing 
COVID-19 vaccines. A participant in Anderson (2021) 
spoke of her willingness to ‘… have the test and be part of 
that [trial] if it helped other pregnant women, definitely’ 
(ID 24) [60: 6]. Others stated their ‘… hope of protecting 
groups characterized by shared demographic characteris-
tics like race/ethnicity, age or sex to which they belonged’ 
[36: 2448]. Participants of Wentzell and Racila 2021, 2022 
[35, 36] (all participants of a COVID-19 vaccine trial), 
‘hoped by representing their groups in the trial, they would 
help ensure that the vaccine efficacy for members of that 

group’ [37: 7]. A different orientation to representing 
their ethnic group in a trial was held by participants of 
Ekezie (2020) [59]—‘a few people wanted non-BAME eth-
nicities to first start on the trials, and BAME communities 
join in later, as an assurance of equal participation’ [59: 
5]. In keeping with the fears of being a research guinea pig 
(noted in theme 2), participants of the Ekezie study from 
the African and African Caribbean Communities were 
suspicious of trials and ‘proof’ was required to ensure that 
their contribution to research would be valued, and that 
trial participants included all ethnicities ‘so this group do 
not feel like they are the only ones participating in vaccine 
trials’ [59: 7].

Trial participants recognised the opportunity to be 
self-declared ‘role models’ within their communities and 
contribute to the vaccination effort. By actively partici-
pating in a COVID-19 vaccine trial, they aimed to instil 
vaccine confidence in others and inspire them to con-
sider vaccination (participants of a phase 3 clinical trial). 
There was a sense of wanting to alleviate vaccination hes-
itancy by example—‘I posted it on Facebook because both 
my husband and I are in the trial, and hey we are doing 
this. I feel like it’s important for people to see. To inspire 
them into getting the vaccine when it comes out’ (P21) [36: 
2448].

Organisational level

Theme 5: Institutional trust and mistrust The concepts 
of trust and mistrust are noted in this theme. Trust in sci-
ence and a wish to engage in activities that would sup-
port the advancement of science to address the COVID-
19 pandemic played a role in motivating individuals to 
consider trial participation. Alternatively, mistrust in 
science, both in a broader sense and specifically related 
to the development of COVID-19 vaccines, people’s per-
ceived suspicions about invitations to trial participation, 
and mistrust in governments and leadership were noted 
as potential deterrents to trial participation.

Finding 9: People’s trust or mistrust of science can 
influence their willingness to participate in a COVID-
19 vaccine trial (we have moderate confidence in this 
finding).

People’s perceptions regarding science can influence 
people’s willingness to engage with COVID-19 vaccine 
trials [35, 36, 59]. The participants of one study [35] ‘over-
whelmingly viewed their participation [in a COVID-19 
vaccine trial] as support for the enterprise of science’ [36: 
2448]. They ‘supported’ science, ‘believed in’ science and 
viewed their participation in a COVID-19 vaccine trial 
as their opportunity to contribute to ‘ground-breaking 
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science’. Participants of Wentzell and Racila (2021) [35] 
described how they felt safe participating in a COVID-
19 vaccine trial; they trusted science and the guidelines 
that were in place to ensure their safety within the trial. 
It was noted that eight of the participants in Wentzell 
and Racila (2021) [35] were healthcare professionals; 
others worked within scientific fields; they suggested 
that participating in a COVID-19 vaccine trial enabled 
them to ‘… practice what they preach’ and demonstrate 
their trust of medicine and science. Contrary opinions 
of science, but equally influential views on trial partici-
pation, were held by participants in Ekezie (2020) [59], 
with ‘the majority of people feeling anxious and scared of 
getting involved’ [59: 4]. Research distrust among people 
with mental health illnesses was noted as a potential bar-
rier to trial participation and was often based on previ-
ous negative experiences. Participants from the African 
and African Caribbean communities in Ekezie (2020) 
[59] were suspicious of the invitations to include them in 
COVID-19 vaccine trials, stating that ‘they believed that 
since Black people were previously always placed ‘at the 
back of the line’ for everything, especially in healthcare 
and research, current insistence on their involvement was 
worrisome’ [59: 6]. This mistrust stemmed from various 
factors, including historical experiences and the percep-
tion that the development of vaccines was rushed with-
out sufficient long-term data.

Finding 10: People’s lack of trust in the government 
can influence their willingness to participate in a 
COVID-19 vaccine trial (we have moderate confi-
dence in this finding).

Whilst the participants of Wentzell and Racila (2021) 
[35], all participants of a COVID-19 vaccine trial, noted 
their ‘trust in science and its institutions’, mistrust in 
institutions, particularly in government institutions, was 
noted by participants in other studies [59, 61, 62]. Partici-
pants in three studies proposed that their lack of trust in 
the government influenced [61] or would influence [59, 
62] their engagement with COVID-19 trials. This mis-
trust was viewed as a barrier to participation.

Operational level

Theme 6: Accessibility of the trial This theme highlights 
the influence trial processes may have on individuals’ 
decision-making regarding COVID-19 vaccine trial par-
ticipation. Participants emphasised key aspects related 
to trial processes, such as how the trial is planned, if the 
methodology proposed is inclusive, if practical supports 
exist for trial participants and if all aspects of trial infor-
mation are communicated clearly and appropriately.

Finding 11: Some people from ethnic minorities 
and vulnerable communities suggest trial designs 
which address their cultural and community-specific 
requirements facilitate their consideration of COVID-
19 vaccine trial participation (we have moderate 
confidence in this finding).

Participants from ethnic minorities and vulnerable 
communities [as noted in studies 59, 61, 62] highlighted 
that trials should be ‘tailored to people’s different circum-
stances and vulnerabilities’ [59: 4]. Planning trials with 
contributions from patients, public, and specific commu-
nity groups was viewed by participants as a way to ensure 
that trials were sensitive to cultural and community-spe-
cific needs. Cultural examples were related to the vaccine 
used in the trial: ‘… needs to make sure what is included 
in the vaccine and its halal and certified’ (South Asian 
Participant) [59: 6] as well as to organisational factors: 
‘they [participants from South Asian Communities] also 
advocated for the research to not fall during Ramadan or 
fasting festivals’ [59: 6].

Finding 12: Some people from ethnic minorities and 
vulnerable communities view COVID-19 vaccine tri-
als that prioritise logistical accessibility and minimise 
discomfort for participants as facilitators to COVID-
19 vaccine trial participation (we have low confi-
dence in this finding).

Logistical factors about the trial, such as selecting eas-
ily accessible locations for its execution, transportation 
options, car parking facilities, and childcare arrange-
ments, were highlighted as concerns for people from 
ethnic minorities and vulnerable communities. Gender-
specific trial appointments, the availability of remote par-
ticipation alternatives, and the selection of venues that 
were not environments requiring social distancing were 
also raised as issues that had the potential to minimise 
discomfort for trial participants. These considerations 
could positively influence individuals’ willingness to par-
ticipate in a COVID-19 vaccine trial [59, 61].

Finding 13: For some people from ethnic minori-
ties and vulnerable communities communicating 
trial information transparently and understandably, 
involving individuals known within their community 
in trial processes (such as recruitment) can serve as 
a facilitator to COVID-19 vaccine trial participation 
(we have low confidence in this finding).

Communication of trial information in a manner that 
made it understandable and useful to potential trial par-
ticipants was raised by study participants as a potential 
facilitator to influence trial participation [59, 62]. Infor-
mation about the vaccine, including its ingredients, side 
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effects, and outcomes, the requirements of trial partici-
pation and COVID-19 more generally, was not always 
available in an appropriate and understandable format 
or a language potential participants understood [59, 
62]. Given the scarcity of translated materials and peo-
ple’s lack of knowledge about COVID-19, this could lead 
to a mistrust of COVID-19 trials [59, 62]. In addition 
to information materials in relevant languages, people 
with underlying medical conditions called for informa-
tion addressing the impact of trial participation on their 
well-being [62]. Study authors suggest that informa-
tion reflecting the religious and cultural appropriate-
ness of the trial and the vaccination is also required [59]. 
A ‘trusted messenger’ from within one’s community was 
a suggestion offered by study authors to help effectively 
communicate trial information [61: 491]. The potential 
benefits of including ‘third sector organisations’ with peo-
ple known to the members of ethnic minority and vul-
nerable communities (as described by the study authors) 
(e.g. outreach workers) to act as ‘intermediaries’ to sup-
port trial processes and to offer further support and 
advice to potential trial participants, was also noted by 
study authors [59: 7].

Discussion
This review has identified personal, social, cultural, and 
structural factors that can influence people’s participa-
tion in COVID-19 vaccine trials. To our knowledge, this 
is the first qualitative evidence synthesis that uses the 
multilevel Social Ecological Model to frame the multiple 
stimuli that may influence people’s attitudes, motivations, 
and barriers to participating in a COVID-19 vaccine 
trial. The findings demonstrate the intricate interaction 
between people’s perceptions of the personal, family, and 
community benefits to be gained by trial participation 
and how these perspectives may be counterbalanced by 
people’s uncertainty about the safety of a vaccine and the 
vaccine development process and their trust and mistrust 
of the stakeholders involved. The review findings also 
indicate trial methodology considerations in designing a 
COVID-19 vaccine trial, particularly ensuring trials are 
inclusive and accessible. Similar findings in relation to 
vaccine trial participation (unrelated to the public health 
urgency linked with pandemics or epidemics) were iden-
tified in a mixed methods narrative synthesis of 32 stud-
ies covering a broad spectrum of target diseases [63]. This 
synthesis explored factors influencing trial participation 
to identify strategies to improve recruitment for vaccine 
research [63] and generated findings concerning altru-
ism, personal benefit, risk, trust, practical impactions, 
and stigma [ 63: 5]. The theme of ‘research vanguard’ (a 
sense of responsibility, setting an example) was identified 
by Dean and colleagues as a new emergent theme in the 

space of vaccine trial recruitment that has synergies with 
the findings we present in theme 4 of our QES.

Our review synthesised qualitative studies of people’s 
views and perceptions of participating in COVID-19 vac-
cine trials. Other reviews have explored people’s views 
and behaviour outside of the trial context and through 
quantitative studies. A recently published umbrella review 
of reviews identified elements influencing decision-mak-
ing concerning COVID-19 vaccines in the general popu-
lation [64]. The review explored factors contributing to 
COVID-19 vaccine hesitancy and summarised the find-
ings of included reviews using a content-based structure. 
Thirty-one reviews were included by Kafadar and col-
leagues, including systematic reviews (n = 18), scoping 
reviews (n = 8), rapid reviews (n = 4), and a living review 
(n = 1) [64]; no QES was included. Study participants were 
from the general population, pregnant women, minority 
ethnic groups, the LGBTQ + community, older people, 
and healthcare professionals [64]. The review authors cat-
egorised the most noted reasons connected to COVID-19 
vaccine hesitancy into four domains (contextual, individ-
ual, group and vaccine-specific factors) informed by the 
framework developed by the SAGE Working Group on 
Vaccine Hesitancy [65]. The contextual factors described 
by the review authors as most important to an increase 
in COVID-19 vaccine hesitancy included being female, 
younger, experiencing social inequalities, being preg-
nant, and having a ‘conservative’ religious belief [64]. 
Some social factors (e.g. being a healthcare professional, 
working in the private sector, living with others) and hav-
ing a liberal orientation to political views were found to 
heighten people’s inclination to receive a COVID-19 vac-
cination. The most commonly observed individual and 
group factors related to information sources, trust, and 
personal experiences. Negative encounters with vaccines 
among family and friends, conflicting public health mes-
sages about vaccinations, lack of trust in public health 
authorities and health systems, and lack of trust in the 
government and vaccine developers were described as 
personal and trust factors associated with increased vac-
cine hesitancy [64]. Perceiving COVID-19 vaccination as 
a collective duty, bound to altruistic characteristics, was 
identified as drivers for vaccination. The most prominent 
vaccine-specific determinants that influenced people’s 
willingness to receive a vaccine were worries regarding 
vaccine safety and effectiveness, concerns about the rapid 
development, and inadequate knowledge about the vac-
cine [63]. Individuals’ knowledge of the COVID-19 virus 
and their perceptions of the disease’s severity, in compari-
son to perceived risks linked to the vaccine, influenced 
both vaccine hesitancy and acceptance [64]. Some of the 
findings of our QES align with concepts noted in the find-
ings of the umbrella review [64].
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To date, no QES synthesising individuals’ views and 
experiences about COVID-19 vaccines, exploring people’s 
COVID-19 vaccine acceptance and hesitancy, has been 
published. However, a published Cochrane QES Protocol 
highlights such a qualitative review is currently underway 
by J Maria and colleagues [66]. Juxtaposing the findings 
of the QES presented in this paper and the QES when 
published by J Maria et al. may provide further interest-
ing insights about the connections between individuals’ 
views of COVID-19 vaccine acceptance and hesitancy 
and COVID-19 vaccine trial participation. However, some 
qualitative data available at the individual study level 
about people’s views of COVID-19 vaccines and vaccina-
tion initiatives show similarities to the thematic findings 
of the QES presented in this paper [67–72]. Some quali-
tative studies published in 2022 and 2023 across diverse 
geographical regions, including participants from various 
demographic backgrounds, highlight that people’s accept-
ance of COVID-19 vaccines and vaccination initiatives 
can be influenced by their concerns for their safety [67, 
68] protecting themselves and their family and friends [69, 
70]; a social obligation [71, 72]; the vaccination choices of 
their family and friends [69]; their trust in medical sci-
ence, vaccine efficiency, and medical advice [68, 71, 72]; 
and a desire to adhere to pandemic public health guide-
lines whilst also engaging in travel and social activities, 
made possible by being vaccinated [67, 71].

Some qualitative data highlighting people’s hesitancy 
about COVID-19 vaccines and vaccine initiatives aligns 
with the thematic findings of this QES. For example, 
people’s hesitation about COVID-19 vaccination was 
associated with concerns about the safety of COVID-19 
vaccines [67–69, 73], often exacerbated by lack of confi-
dence in either science or governments [67, 68, 72] and 
apprehensions regarding the rapidity of vaccine devel-
opment [67, 69]. Individuals expressing acceptance 
and hesitancy to COVID-19 vaccines expressed feeling 
overwhelmed by the abundance of information about 
COVID-19 [70] and fear or mistrust of COVID-19 mes-
saging and messengers often linked to vaccine hesitancy 
[68, 71, 72]. The diverse narratives about COVID-19 vac-
cine safety can also cause uncertainty for some people, 
with Chandok and colleagues referring to these people 
as inbetweeners, where they are neither explicitly pro nor 
against vaccination [74]. This hesitancy to vaccinations, 
as opposed to the opposition [67], aligns with a ‘wait and 
see approach’ [75], also evident in finding 3 of our QES.

Comparing the findings of three qualitative evidence 
syntheses focusing on trial recruitment
Exploring the findings of this review alongside other 
qualitative reviews in the space of trial recruitment 
helps inform and advance trial methodology. This is 

the third recently conducted QES exploring the fac-
tors that impact the decision to participate in a trial. 
Houghton and colleagues [57] explored the factors that 
influence people’s decision whether to participate in a 
randomised trial, which encompassed a broad range of 
trials, including cancer, pregnancy and childbirth, med-
icine and surgery, mental health, and health promotion. 
The review by Meskell et al. [25] focused on the factors 
influencing a person’s decision to participate in a vac-
cine trial during a pandemic or epidemic. In the latter 
review [25], most of the studies included were related 
to HIV vaccine trials. The other studies are associated 
with Ebola, tuberculosis, Zika, and COVID-19. In the 
review reported in this paper, we focused on COVID-
19 vaccine trials exclusively. The key findings from the 
three reviews are presented in a matrix (Appendix  8) 
for comparison.

The matrix table illuminates some interesting similari-
ties and differences in how people are influenced when 
considering trial participation. For instance, in terms of 
reasons for taking part in a trial, contribution to society 
is evident across the three reviews, but personal benefit 
becomes less important when considering taking part in 
a vaccine trial for a pandemic or epidemic, specifically in 
the context of COVID-19. Whilst the concept of feeling 
like a ‘guinea pig’ was shared across the three reviews, 
for those being invited to a trial that may improve a 
healthcare condition that the individual may be living 
with, there was a process of weighing up ‘what have I got 
to lose?’. In the vaccine trials, because personal benefits 
were less evident, the decision around risk was more 
directly linked to the vaccine’s potential side effects.

Across the three reviews, family, friends, and health-
care professionals influence a person’s decision, and 
healthcare professionals influence a person’s decision on 
whether to participate in a trial. However, for vaccine tri-
als, specifically COVID-19 vaccine trials, the influence 
of society more broadly becomes more of an influencing 
factor, such as people’s level of trust in their government 
being an influential factor.

A final comparison relates to considerations of acces-
sibility, communication, and trial design. In the review 
conducted by Houghton and colleagues [57], communi-
cation of trial information was a significant factor: how 
the data was presented, at what time, and by whom. It 
was also important that the trial was not overly burden-
some or disruptive. These were also important factors 
identified in Meskell and colleagues QES [25]. In the 
studies included in this review, whilst communication 
of trial information was influential, there was a greater 
emphasis on the trial being accessible for ethnic minori-
ties and vulnerable groups. In terms of financial incen-
tive, it was welcome but not overly influential for those 
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considering healthcare trials more generally [57]. Finan-
cial incentives were more influential when considering 
participation in vaccine trials, as evident in this review 
and the QES conducted by Meskell et al. [25]. This could 
be attributed to the fact that healthy volunteers were 
being asked to consider participation, and as noted ear-
lier, there were fewer personal benefits for taking part in 
a vaccine trial, whereas the types of trials included in the 
Houghton review [57], may mean improved healthcare 
and symptom relief.

The studies included in this review were conducted in 
the UK and USA only. It is important to acknowledge 
that the confidence in our review findings is primarily 
moderate (with two findings in which we have low con-
fidence). However, there was an explicit representation of 
ethnic minorities and vulnerable groups in the included 
studies (as described by the study authors, please see 
Appendix  4), which may mean our review findings are 
more inclusive of these groups of people. A limitation 
of the Houghton et  al. review [57] was the sampling 
technique used. It is acknowledged that the sampling 
approach favoured data richness and that if a sampling 
approach had been used that incorporated geographi-
cal spread and maximum representation from different 
participant groups, including ethnic minority groups 
and lower socioeconomic groups, there might have 
been differing perspectives. A limitation of the review 
by Meskell et  al. [25] was the significant heterogeneity 
within the primary studies, with many studies including 
participants irrespective of their gender/sexual identity 
and socioeconomic backgrounds. This made conducting 
any sub-group analysis or comparisons across different 
populations complex. The review authors involved in the 
three reviews reflect and acknowledge their learning on 
the importance of inclusivity as a key lens through which 
to examine recruitment in trials and trials methodology 
research. The impact of the COVID-19 pandemic has 
been unevenly experienced by communities of Black, 
Asian, and minority ethnic backgrounds and vulnerable 
populations [76, 77]. Yet, these groups and communities 
have been insufficiently included in COVID-19 vaccine 
trials [20]. The findings of this QES presented in theme 
6, ‘Accessibility of the trial’, highlight considerations in 
designing a COVID-19 vaccine trial, concerning making 
trials inclusive and accessible.

Strengths and limitations of this review
The strength of this review is the attention given to con-
ducting a rigorous QES underpinned by a systematic 
and transparent approach. The findings considered the 
views of 539 people’s attitudes, motivations, and bar-
riers to participating in a COVID-19 vaccine trial. The 

participants included pregnant women and people from 
ethnic minorities and vulnerable communities.

Overall, our confidence in the review findings was 
either moderate or low. Our confidence in most of the 
findings is limited by the need for more detail about the 
findings presented in the included studies and the con-
fined geographical location in which the studies were 
conducted. The number of studies and the limited rich-
ness of some data restricted our ability to advance to a 
more analytical level. We must also acknowledge that in 
three of the included studies, the participants were hypo-
thetically asked about their attitudes to participating in 
the COVID-19 vaccine. Whilst hypothetical scenarios 
can support study participants in highlighting the fac-
tors that could influence their decisions, we must also 
acknowledge the limitations of not capturing real experi-
ences. In future updates of this review, when additional 
data are available, the team will conduct a sensitivity 
analysis and make a distinction between attitudes and 
experiences.

Conclusion
In conclusion, this QES provides an understanding of 
factors influencing a person’s decision to participate in a 
COVID-19 vaccine trial. The findings presented are more 
nuanced than a straightforward dichotomy, and peoples’ 
decisions are shaped by various influencing factors within 
their environment and the broader social context they 
inhabit. The matrix we present in Appendix  8, compar-
ing the findings of three qualitative evidence syntheses 
focusing on trial recruitment, suggests parallels and dis-
tinctions in the factors that affect individuals’ decisions 
regarding COVID-19 vaccine trial participation com-
pared to decisions related to general trial recruitment.
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