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Abstract

Many new drug trials fail to recruit participants that are representative of the populations they are intended to
serve, resulting in research gaps which contribute to health inequalities. In the United Kingdom, reasons for non-
participation in HIV drug trials remain poorly understood. Accordingly, we present a thematic analysis of interview
and survey data gathering the perspectives of individuals who chose to participate and those who chose not to
participate in the ILANA study — an implementation study of the first ever long-acting injectable HIV treatment,
cabotegravir and rilpivirine. Drawing on the theoretical concepts of ‘biosociality’ and ‘therapeutic citizenship, we
identified three main thematic areas in participants’ narratives: solidarity with other people living with HIV; the
pursuit of normality; and patient-clinician trust. We argue that our analysis offers insights into how decision-making
across a diverse group of research participants can be motivated by similar factors but lead to different outcomes.
This has implications both for how (non-)participation is understood by researchers, and how attentions may best

be focused among those seeking to address inequity in research participation.
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Background

It is well established that many research trials tend to
happen ‘away from’ or ‘without’ the population groups
where the burden of disease is higher. A global review of
studies reporting on RCT representativeness found that
71.2% of studies (n=37) explicitly concluded that RCT
samples were not broadly representative of real-world
patients [1]. In England, it has been estimated that 12%
of nationally-funded clinical research would need to be
redistributed to align with disease prevalence [2]. Studies
therefore need to develop deliberate strategies to improve
recruitment of under-represented populations in clinical
research so that their study populations better reflect the
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communities they serve [3, 4]. The current lack of inclu-
sion of underserved populations in new drug trials is par-
ticularly problematic; research gaps perpetuate inaction
on addressing issues for those suffering a disproportion-
ate burden of health inequalities [5, 6].

HIV prevention and treatment research is no excep-
tion to this. Women and racially minoritised people are
chronically underrepresented in HIV prevention and
treatment research [7, 8], with one review finding that
women represented a median of 19.2% participants in
HIV treatment studies despite making up half of all peo-
ple living with HIV globally [9]. Reasons for non-partic-
ipation in HIV drug trials remain poorly understood in
the United Kingdom, with the majority of studies explor-
ing the barriers and facilitators to participation in HIV
treatment studies conducted in the United States [7, 10].

The broader international literature on non-participa-
tion is also fragmented and includes a variety of medical
interventions and trial designs (e.g., vaccine, therapeutic
or surgical trials) whose different characteristics, and cur-
rent and historical meanings, further add to the number
of potential variables leading to participants’ decisions
not to take part in research [11]. Few studies describe the
characteristics and explore the perspectives of ‘non-par-
ticipants’ in any depth, beyond recording refusals or rates
of attrition [6, 12]. Even fewer studies disaggregate their
information or analysis by personal characteristics such
as sex, gender, ethnicity, ability, socio-economic or carer
status of the people who declined to participate [11]. This
makes it difficult to disentangle what may often be com-
plex reasons for non-participation and improve practice
in trial design and recruitment. Finally, reflexive research
regarding how study design and methods could implicitly
exclude a diversity of groups from research is rare [13].

Existing research on the perspectives of those asked
to participate does point to a heterogeneity of kinds of
reasons for non-participation. Common barriers may be
practical issues, such as additional demands on patients’
time and lack of funds (e.g. travel or childcare costs) [6,
11, 12, 14, 15]. Study-related barriers can also include
poor communication of study aims and methods [11, 12],
restrictive eligibility criteria [14, 16] such as a require-
ment to use long-acting contraception [17], language
barriers [16], and patients’ concerns about use of data
and data privacy [6, 11]. Intervention-related reasons
may originate from preferences for a particular treat-
ment (or no treatment) [6, 12], lack of trust in research
and/or the medical profession for current or historic rea-
sons related to discrimination on the basis of social iden-
tity [11, 14, 15], or concerns about side-effects and drug
interactions [11, 12, 15]. Self-perception of candidacy
[18] for research, i.e. whether or not individuals think the
research is relevant or necessary for their health needs,
also plays a part [12, 16]. Other reasons may relate to
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individual and social differences in health and healthcare
experience, including negative or discriminatory experi-
ences when using the health service or taking part in pre-
vious research [11, 14, 16].

Conscious of such heterogeneity, in this paper we
present, specifically, the perspectives of individuals who
chose to participate and those who chose not to partici-
pate in the ILANA study [19] — an implementation study
of the first ever long-acting injectable HIV treatment,
cabotegravir and rilpivirine (CAB+RPV LAI). We draw
from established theories of ‘biosociality’ [20] and ‘thera-
peutic citizenship’ [21] to illuminate what we term (non-)
participation (a spectrum of decisions about participa-
tion) and advance our conceptual understanding so that
research methodology can improve.

Long-acting novel antiretroviral therapies and the ILANA
study

CAB+RPV LAI was approved for use in England in 2022
by the National Institute for Health and Care Excellence
[22]. Phase III clinical trials of CAB+RPV LAI substan-
tially underrepresented women, racially minoritised
people, and older people, with only 25%, 28% and 18% of
participants from these groups, respectively [23].

The ILANA (Implementing Long-Acting Novel Anti-
retrovirals) study was a sponsor-led commercially funded
implementation study exploring acceptability and feasi-
bility of delivery of CAB+RPV LAI in clinical and com-
munity health settings. It was led by a co-author (CMO).
In order to recruit a sample that would be more represen-
tative of the global population of people living with HIV,
ILANA employed an anti-racist, anti-sexist, anti-ageist,
purposively inclusive study design with recruitment tar-
gets of 50% women, 50% racially minoritised people, and
30% people >50vyrs across six large HIV clinics across the
UK [19].

This design was developed in collaboration with a
co-author living with HIV and a Community Advisory
Board with lived experience of HIV. Sites were assessed
and selected based on recruitment target feasibility, and
targets were written into the study protocol and managed
throughout the study. ILANA exceeded its recruitment
targets: of 114 participants, there were 53% women, 70%
racially minoritised people, and 40% aged >50. The study
found significant improvements in the lives of people liv-
ing with HIV thanks to the relief from the pressures of
daily oral drug adherence. A full set of results has been
published elsewhere [24].

At the time of designing the ILANA study, it became
clear that it offered a timely opportunity to undertake
additional linked qualitative research to understand the
views of those who were eligible and offered a place in
the study but chose not to join it. Accordingly, No-LANA
is an associated sub-study which aimed to describe the



Paparini et al. International Journal for Equity in Health

characteristics of non-participants in ILANA and explore
their reasons and perspectives through a mixed-methods
approach. Moreover, people who did participate in the
ILANA study were also asked questions regarding their
participation in the third phase of longitudinal interviews
as part of ILANA.

Biosociality and therapeutic citizenship

The ILANA study is situated in a long history of HIV
clinical research and (non-)participation and can be bet-
ter understood in this context. The history of research
has been one in which those responsible for recruiting
research participants “find themselves engaged in a vex-
ing and time-consuming body hunt” ([25], p208). During
the 1980s and 1990s, people living with HIV were there-
fore somewhat atypical in their demands to be included
in clinical research, insisting on their right to take part in
the search for an effective HIV treatment [25]. This his-
tory of collective action, solidarity and support on the
basis of a shared diagnosis of HIV has long been identi-
fied as a form of ‘biosociality’ [26—28] — a concept first
coined by the anthropologist Paul [20] in the wake of the
Human Genome Project. Rabinow suggested that identi-
ties bestowed through biomedicine, such as diagnoses or
genetic testing, would form increasingly important bases
for new social networks [20]. These new biosocial net-
works create opportunities for making collective claims
regarding the right to appropriate healthcare and treat-
ment, and to research [29].

The concept of ‘biological citizenship’ [27] evolved
from that of biosociality to encompass citizenship proj-
ects linking: i) the responsibility of active citizens to take
care of their health and, ii) the role of states in apportion-
ing limited resources with the role of biomedical technol-
ogy in shaping human worth [27, 30, 31]. Further, a focus
on global access to early HIV treatment in the 1990s led
to the development of the linked concept of ‘therapeutic
citizenship’ [21, 32]. Therapeutic citizenship describes
‘responsibilised’ patients’ [33] who engage in exem-
plary treatment adherence (e.g. within patient advocacy
groups) to present themselves as worthy candidates for
treatment, particularly where treatment resources are
rationed [31].

The history of HIV treatment research has changed,
as access to treatment has improved in most settings.
However, we suggest that fundamental citizenship nar-
ratives about responsibility for contributing to scien-
tific advancement and biosocial solidarity continue to
influence decision-making about trial participation
[34, 35]. In this paper, we ask whether ‘biosociality’ and
‘therapeutic citizenship’ concepts might inform a more
nuanced understanding of participation/non-participa-
tion as a spectrum of (non-)participation in an HIV trial
like ILANA. These insights may contribute to a deeper
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understanding of what drives different people to take part
in research and therefore how to make research offers
more inclusive and research outputs more equitable.

Methods
Study design
ILANA was a 12-month, UK-based multicentre, longitu-
dinal study evaluating implementation and effectiveness
outcomes for 2-monthly on-label CAB+RPV injection
delivery (ClinicalTrials.gov identifier: NCT05294159,
registered 24 March 2022). ILANA included longitudinal
surveys (at baseline month 4 and month 12) and inter-
views (at baseline and month 12) with participants. The
full methods have been published elsewhere [19, 24].
No-LANA was a mixed-methods sub-study of ILANA,
involving a survey and in-depth interviews with people
living with HIV who had declined to take part in ILANA.
The design was descriptive and exploratory. Study mate-
rials were reviewed by clinical academics, a lived experi-
ence researcher and the Community Advisory Board.

Setting and participants

ILANA and No-LANA were conducted in six HIV clinic
sites in England. The eligibility criteria for ILANA partic-
ipants are detailed in the study protocol [19]. As outlined
above, study sites were required to meet recruitment tar-
gets of 50% women, 50% racially minoritised people and
30% people aged 50+ years. Those who chose not to take
part in ILANA were eligible to participate in No-LANA.

Data collection
Local study teams at each clinic invited individuals eli-
gible for No-LANA to complete an anonymous online
survey via text message, after waiting at least one month
after individuals declined participation in ILANA (to
avoid excessive pressure to participate). The survey was
conducted between November 2022 and November 2023
and contained 5 new (non-validated) questions assess-
ing recall of invitation to participate in ILANA, reasons
for declining participation, and previous experience of
research participation, along with questions regarding
demographic characteristics (see Supplementary Appen-
dix 1). The survey used closed questions to limit survey
fatigue and encourage completion. At the end of the sur-
vey, respondents were invited to provide contact details
if they were willing to undertake an individual qualitative
interview to explore their answers in greater depth.
Individual interviews took place between December
2022 and November 2023. Participants were interviewed
once. Participants were asked demographic and open-
ended questions (see Supplementary Appendix 2) on
topics including: starting injectable antiretroviral therapy
in routine care (i.e. outside of the trial or other research);
reasons for declining participation in ILANA; and
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suggestions for improving future recruitment. Interviews
were short (around 20 mins) and were conducted by SP
and RH online, based on participant preference (in-per-
son and phone interviews were also offered). Interviews
were audio-recorded and transcribed verbatim.

Data analysis

Survey data were extracted, cleaned and summarised
using descriptive statistics by RH. Denominators (n) are
shown in the text when missing responses occurred.

Our approach to qualitative analysis was informed by
mixed-methods research design principles and reflex-
ive thematic analysis. Since the two sets of interviews
were largely conducted by the same researcher (RH) and
related to the same research question, our analysis effec-
tively treated the two sets of interviews (No-LANA and
ILANA) as a joint qualitative dataset (albeit with a spe-
cific focus on the answers to the ILANA questions that
related to participation rather than the rest of the ILANA
interview). Reflexive thematic analysis offers a level of
flexibility that allows for examination of data beyond an
idiographic sample (i.e. only those who refused to partici-
pate in ILANA) [36].

Following each interview, RH wrote fieldnotes summa-
rising key topics discussed in the interview and emerging
analytical ideas. Fieldnotes informed team discussions
and guided the direction of subsequent interviews and
the conceptualisation of data. For example, ILANA par-
ticipants’ accounts of why they were asked to be part
of ILANA led RH to explore this further in subsequent
interviews and to review theoretical thinking on thera-
peutic citizenship.

Once interviews were completed, RH and SP iteratively
developed a coding framework based on the research
questions, interview transcripts and the process of cod-
ing. RH wrote descriptive summaries of codes, and these
informed the generation of initial themes. Interpreta-
tions of themes were then reviewed and discussed by the
broader study team and iteratively refined. Our approach
to analysis was inductive (through close attendance to
participants’ accounts) and informed by theoretical con-
cepts of biosociality and therapeutic citizenship.

The findings from both the quantitative and qualita-
tive datasets were then ‘merged’ by mapping survey data
against qualitative themes [37], allowing us to triangulate
findings with attention to completeness, convergence,
and dissonance of key themes [38]. The interpretation
of both quantitative and qualitative findings was subse-
quently integrated through narrative ‘weaving’ theme-by-
theme within the presentation of the results of this paper
[37]. Specific highlights from the survey are presented
together with the interview findings in the Results sec-
tion below.
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Ethical considerations

The study was conducted in accordance with the Decla-
ration of Helsinki and approved by City & East London
Research Ethics Committee on 14 April 2022 (REC 22/
PR/0318). Participants received a £15 ‘thank you’ voucher
for participating in the survey and a £50 voucher for par-
ticipating in the interview, with the amounts reflecting
the inherent challenges of including people in a study
about non-participation.

Amendment to the study design

Uptake of the No-LANA survey was limited due to the
small numbers of people not joining ILANA, and to the
nature of the study. Therefore, to supplement this small
sample, the study was revised (with the agreement of the
ethics committee) to also include additional questions in
pre-planned longitudinal interviews with ILANA inter-
view participants (n=14). These interviews took place
between July and December 2023 and included ques-
tions about experience of being invited to participate in
ILANA; reasons for participating in ILANA; experience
of participating in ILANA; and suggestions for improving
future research (see Supplementary Appendix 3). Inter-
views (13 in total) were conducted online and by phone
by RH and lasted an average of 40 minutes. Interviews
were audio-recorded and transcribed.

Results

Seven out of a total of 30 individuals (23%) who had
declined participation in ILANA across all clinics com-
pleted the No-LANA survey, and two of these individu-
als also participated in interviews. All seven No-LANA
survey participants were aged above 30, with the largest
group aged 50-59years (n/N=3/7). All survey partici-
pants were cisgender, and there were four women and
three men. The majority were heterosexual (n/N=4/7).
Participants were predominantly from racially minori-
tised groups, including Asian (Indian, Pakistani, Bangla-
deshi, Chinese, Japanese) (n/N=2/7), Black African (2/7)
and Black British (1/7). Supplementary Table 1 outlines
the full characteristics of the survey sample.

Of the seven No-LANA survey participants, two
agreed to be interviewed. Thirteen ILANA participants
were also interviewed. The characteristics of interview
participants in No-LANA and ILANA are outlined in
Table 1.

The analysis of interview data identified three main
thematic areas in participants’ narratives, which included
solidarity with other people living with HIV; the pur-
suit of normality; and patient-clinician trust. The survey
responses to reasons for non-participation are available
in Table 2.
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Table 1 Interview participant characteristics (N=13)

Pseudonym Study Gender Age Ethnicity

Julia No-LANA  Cisgender woman 50 White European
Luke No-LANA  Cisgender man 45 White British
Jacob ILANA Cisgender man 62 Black African
Abimbola ILANA Cisgender woman 55 Black African
Michael ILANA Cisgender man 62 White British
Grace ILANA Cisgender woman 54 Black African
Jackie ILANA Cisgender woman 37 White British
Dev ILANA Cisgender man 47 Asian Indian
Yasmin ILANA Cisgender woman 42 Asian Other
Max ILANA Cisgender man 39 White European
Joshua ILANA Cisgender man 37 Black British
Jamelia ILANA Cisgender woman 54 Black African
Robert ILANA Cisgender man 51 White British
Sue ILANA Cisgender woman 50 White British
Emily ILANA Cisgender woman 37 White British

Theme 1: Participation as an expression of biosocial
solidarity with other people living with HIV

A key theme generated from both ILANA and No-LANA
accounts was a recognition that participating in research
is a way of expressing biosocial solidarity with other peo-
ple living with HIV.

ILANA participants frequently referred to the impor-
tance of HIV research endeavours, and their optimism
that research would lead to improvements in treatment
and care for others living with HIV. Participants drew on
personal experiences of witnessing how HIV treatment
research has benefitted themselves and their community,
with some explicitly drawing on the legacy of HIV activ-
ism in driving research participation:

I remember what was HIV in the 1980s, and I'm
happy to contribute to fight HIV — so thats why I
want to help. I wanna help people ahead of me. Max
(White European, Male, aged 39, ILANA participant)

While most participants spoke in general terms about HIV
research, some located the importance of research partici-
pation in the context of ultimately finding a cure for HIV.
While they recognised that CAB+RPV LAI is not a cure
for HIV, they considered long-acting treatment as a step
towards a cure, and felt that by participating in research
they were helping to advance scientific knowledge which
could ultimately lead to a cure, as expressed here by Jackie:

Well, for me, I feel like any sort of, like, research is
good and, you know like, I eventually want there to
be a cure ... So, these sorts of things are really help-
ful ... any kind of research because then hopefully
it will get to the end of being a cure or getting help
for people to have the six month one [injection] or
a year [yearly]. Jackie (White British, Female, aged
37, ILANA participant)
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The perception of research as important was also evident
among No-LANA participants. Two out of seven survey
participants (who did not take part in ILANA) had been
asked to participate in previous research studies, and
both had agreed. Reasons for participating in these other
studies included a desire to support the advancement of
medical science of HIV treatment, and that it was conve-
nient for them at the time.

No-LANA interview participants were also asked
about previous research participation. No-LANA inter-
view participant Luke (White British, Male, aged 45) had
participated in research previously, describing how he is
happy to do to support the “development of medical sci-
ence” but in the case of ILANA, it simply wasn’t practical
to participate. In contrast, Julia discussed how she had
not previously participated in HIV treatment research
due to her fears around developing drug resistance — a
decision she nonetheless perceived as “selfish”:

No. No. I think it depends on what, to be honest,
probably not. I mean, with HIV and the resistance,
it makes me quite uncomfortable that I, you know, I
think I know it’s very selfish and I'm very grateful for
people [who have] done that. Julia (White European,
Female, aged 50, No-LANA participant)

Here, Julia acknowledges the importance of research by
expressing that she is grateful for others living with HIV
who have taken part in treatment research, and feels that
she is not enacting the same level of solidarity with oth-
ers by declining to take part. It clearly is a factor in her
decision-making, but her concerns about resistance take
greater priority.

Grace, an ILANA participant, highlighted how the
specific experiences of Black women living with HIV
— shaped by the intersection of their race and gen-
der — influenced her decision to take part in the study.
She discussed how other women living with HIV in her
peer group had expressed fears about injectable treat-
ment being potentially unsafe for women due to the
majority of HIV research being conducted with white,
gay men and that doctors would “use us as guinea pigs".
She expressed empathy for this viewpoint, drawing a
direct link between these fears and the history of unethi-
cal medical experimentation on Black people, but felt it
was her responsibility to be a role-model to other Black
women and demonstrate that they could benefit from the
treatment:

I wanted to be like show my peers that no, it is a pill,
it is a medication. They’re already giving us medica-
tion guys. [laugh] So if they’re going to kill us, they’re
going to kill us anyway ... So yes, that is one of the
reasons why I also wanted to do it. It's also to be
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Table 2 Reasons for non-participation in ILANA provided within No-LANA survey, by survey participant and in total (N=7)

Reasons given for non-participation

P1 P2 P3 P4 P5 P6 P7 Total

Time commitments

Too busy to do all the study activities

Too busy caring for children or other family members

Too busy working

Too busy to come to clinic for the study

Travel and costs

I live far from the clinic

I do not want to spend money/cannot afford to travel to clinic
I cannot afford childcare to cover time for the study

I do not want to use data on my mobile device for the study
Communication

I did not understand the language of the materials

I did not understand the aim of the study

The study was not explained to me properly

My questions about the study were not answered properly
Study Design

I do not want to be seen in community settings

I do not want to be seen by a nurse | do not know

I do not want to change my clinic routine

I'had concerns about changes to my medication

I did not agree with the aim of the study

I did not want to fill in the surveys

Concerns about research

I do not like taking part in research

I find it difficult to trust research

I do not like filling in forms

I'have had negative experiences in previous research
Concerns about information

I worry about the confidentiality of my information

I worry about the confidentiality of records about me

I don't want to provide personal information to research teams

I don't like to talk about my health to other people that are not my doctor or nurse v

Concerns about privacy

I'have no privacy where | live

I do not like to have correspondence about my health
Other*

v

<
AN
o o o o oo NN w N o =

<
AN
oo wNON

O O = =

_ O = -

4 4 2
4 1

“Other response was ‘I travel in and out of the UK for work, sometimes for extended periods, so cannot be sure of being in London every 2 months.’

almost one of the first few Black women on inject-
ables so that I can say to other, you know, you can do
it. It's nothing. Grace (Black African, Female, aged
54, ILANA participant)

This sense of solidarity based on social ties was evident in
other accounts. Participants with a history of migration
discussed how the more limited access to HIV treatment
in their countries of origin meant they were keen to con-
tribute to research that they felt could support broader
access to treatment globally. Two female participants
described how their awareness that the study was seeking
women participants, in particular, motivated their agree-
ment to participate.

These accounts indicate that biosocial solidarity does
factor into decision-making in research participation,
even where someone decides not to take part. In many
cases it appeared that this sense of solidarity with others
was also built on and shaped by pre-existing social ties
based on other forms of community belonging, such as
their gender and/or countries of origin, in addition to
HIV status.

Theme 2: pursuing normality through (non-)participation
The second key theme generated from both ILANA and
No-LANA accounts was participants’ desire for a sense
of ‘normality’ in their lives, in the context of living with a
chronic, stigmatised health condition.
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The disruption that research participation itself can
present to a sense of normality is evident in No-LANA
participants’ survey responses and interviews. Reasons
given for declining to take part included the time com-
mitments involved (‘too busy to come to clinic’ (n=3),
‘too busy working’ (n=2) and ‘too busy to do all the study
activities’ (n=1)), travel and costs (‘I live too far’ (n=2)
and ‘T don’t want to spend money/can’t afford to travel
to clinic’ (n=2)), and concerns about changes to medica-
tion (n=3) and clinic routine (n=2) (Table 2). Although
inconvenience and lack of capacity to take part are not
the same as a sense of normality, these responses can
additionally be interpreted as concerns about disrup-
tion to normal life caused by the demands of the study.
When asked for ‘any other comments, two survey partici-
pants similarly responded in the free-text box that they
would have participated in ILANA but the requirement
to attend the clinic every two months to receive the injec-
tion was not practically compatible with their normal
lives.

For some No-LANA participants these were matters of
convenience — as appeared to be the case for Luke, who
described how he declined to participate because the
treatment schedule wasn't compatible with the regular
travel he was required to undertake for work. However,
Julia’s interview highlighted instead that the disruption to
her life already created by her HIV diagnosis meant that
she was wary of undertaking anything that might further
destabilise the equilibrium that she had attained since:

But if I had less options probably I would but con-
sidering that I have something that works well and
why compromise that, that was my worry and, and
it's been such a shock for me for eight years [since
my diagnosis]. I thought I really need to stay calm
now and look after myself instead of putting myself
through anxiety [by taking part]. Julia (White Euro-
pean, Female, aged 50, No-LANA participant)

ILANA participants were also conscious that participat-
ing could be disruptive to their lives, citing increased
frequency of appointments, increased travel to clinic,
but also treatment-related issues. The latter included
concerns about possible side-effects and injection pain,
but also effects on their HIV viral load and health from
changing treatment. Yet most considered these disrup-
tions to be balanced by the potential gain of the benefits
of a new treatment.

Jackie shared Julia’s concerns about treatment failure,
but she felt reassured that CAB+RPV LAI was already
approved on the NHS and considered that any potential
harm was reversible:
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Yeah, so then I don’t want to see any changes in the
viral load, in anything, you know. Like the most
important thing, I want to keep everything as it
should be (...) I don’t want to have any health com-
Plications through it. You know, like, that was a
sort of a bit of a gamble I was taking by having the
injections. Like, for me, it was a little bit worrying
because obviously it was a research thing. So, I was
like — has it been approved by the NHS? Because
I'm not going to be a guineapig at all. So obviously
it had, but it’s still quite new. So that was the thing
I was worried about, was that obviously I needed to
be keeping everything as it should be. There was no
leeway on that. That would be the only reason Id
stop, is if it weren’t working properly. Jackie (White
British, Female, aged 37, ILANA participant)

The difference for ILANA participants was that many felt
accessing CAB+RPV LAI through ILANA was, in turn,
instrumental in helping them to feel more ‘normal’ and
this balanced the risks of disruption from participation.
In their accounts, ILANA participants described the
many challenges they experienced with oral medication —
including pill fatigue, side effects, difficulties swallowing
pills — all of which simultaneously served as a constant
daily reminder of their HIV status. In contrast, the long-
acting nature of CAB+RPV LAI offered the prospect of
reducing the mental load, allowing them to feel “more like
normality. I'm like everybody else now. It’s one less thing
to worry about’, as Robert (White British, Male, aged
51), an ILANA participant, described. Consequently,
many ILANA participants knew about CAB+RPV LAI
well in advance of being invited to participate in ILANA,
through their own personal research and/or conversa-
tions with their clinician, and were keen to find a way to
access it, as exemplified by Sue’s experience:

I was having my six-monthly check-up with the con-
sultant, and theyd mentioned that injectables were
becoming a thing. I think I'd always said I'd like to
try it because of the horrible time I had taking pills.
But then I think they were just waiting for a trial
that 1 would meet the criteria for, so I think when
there was one then they suggested it to me and I said
yes, please. Sue (White British, Female, aged 50,
ILANA participant)

While the pursuit of ‘normality’ may be shared by many
whose lives have been disrupted by the diagnosis of a
chronic illness, this desire is often heightened for those
confronted by the stigma that surrounds living with HIV.
Here, we consider stigma as “[a] social process inherently
linked to the production and reproduction of structural
inequalities” [39]. Underpinning many of the accounts
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in our study were worries about inadvertent disclosure
of HIV status, and fears of shame, discrimination and
marginalisation that could occur as a result of being
identified as part of a group that is ‘devalued’ by society
[39]. Although many ILANA participants considered
CAB+RPV LAI to offer greater discretion than taking
pills, No-LANA participants highlighted how participat-
ing in research could instead increase the risk of inad-
vertent disclosure, with survey respondents reporting
concerns about being seen in community settings (n=2),
confidentiality of information (n=2) and records (n=2),
receiving correspondence about their health (n=2), talk-
ing to clinicians who are not their usual clinician (n=1)
and a lack of privacy where they live (n=1) (Table 2).

Julia’s account highlights how she weighed up the
potential benefit of greater discretion offered by
CAB+RPV LAl in the context of travel to countries where
being identified as someone living with HIV can result in
deportation against the disruption to her treatment rou-
tine and risk of treatment failure:

In my previous job I had to travel to the Middle East
(...) that gave me a lot of anxiety throughout all
these years. (...) I do very well with my treatment,
and I've never had an issue, so I never had any issue
with my treatment in itself. The issue was having to
travel to those countries. (...) Initially I said yes [to
participate in ILANA], but then I started making
a few researches. So, there were a few reasons why I
said no. I think the main reason was that there were
a few cases with the injectables every two months of
viral rebound. (...) And then the other reason was,
umm, logistically for me with the job that I had,
every two months was really a pain. Julia (White
European, Female, aged 50, No-LANA participant)

Consequently, our participants accounts demonstrated
that the pursuit of ‘normality’ can motivate either par-
ticipation or non-participation in research, wherein the
disruptive nature of research can be deemed too great a
threat to stability or offer the hope of a new treatment
that can lead to a novel state of ‘normality; freed from the
more disruptive elements of living with a highly stigma-
tised, chronic condition.

Theme 3: the role of trust in clinicians in (non-)
participation decision-making
The third key theme generated from both ILANA and
No-LANA accounts was the trust that participants had in
their clinical team and how this supported patient auton-
omy in decision-making around (non-)participation.
Both ILANA and No-LANA participants described
how the quality of their HIV care and the trust they have
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in their clinical teams meant they were more amenable to
participating in research. Luke, a No-LANA participant,
was first approached to participate in research when he
was very recently diagnosed due to some unusual fea-
tures of his diagnosis. He highlights that the quality of
care and kindness he received from the clinical research
team meant he is always open to participating in research
if it is practicable for him:

It was just, just very much like the care provided by
that that team at [clinic name] and so I've always
been very open to hearing whatever is sort of, you
know, that they're trying to do next, and if I can be
of help with it, I'm open to it. Luke (White British,
Male, aged 45, No-LANA participant)

The stigmatising nature of HIV and its disproportion-
ate burden on marginalised communities appears to add
another layer to participants’ trust in their clinical team,
particularly in the context of long-term patient-provider
relationships. Many participants described how their
clinical team were aware of their needs, histories and the
challenges they faced around living with and managing
their HIV and understood them as whole beings.

Grace had not participated in research prior to being
part of the ILANA study. As described above, she had
heard from other women who had expressed fears about
injectable treatment. When asked why she felt differently
about injectables than her peers, she replied that:

I was confident in the team because when I was so
unwell, unfortunately, the doctor who treated me
personally, they treated me with so much human-
ity that it actually makes me a bit emotional talk-
ing about it ... They didn’t see my skin colour. They
didn’t see my sexuality. They saw a human being
who was unwell, and they didn’t see my status —
because I was, I didn’t have [immigration] papers.
They saw a human being who needed to be treated
when I didn’t believe there was treatment ... So, I
was in the hands of the best team, the best human
beings you can ever think. And so it wasn’t that I
had confidence in the injection. I had the confidence
in the team that was for me. Grace (Black African,
Female, aged 54, ILANA participant)

As well as feeling ‘seen’ by their clinicians, participants
described how they felt ‘heard’ by them too. The invita-
tion to participate in research was an opening for collab-
orative dialogue and decision-making between clinician
and patient, as illuminated by Jamelia’s account:

What I liked most was communication. I was able
to ask and get answers. That's most of it. I was just
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myself. Not once did I ever have to argue with any-
one about it or anything. It just went all smoothly.
Jamelia (Black African, Female, aged 54, ILANA
participant)

Jamelia’s ability to feel just myself’ in this encounter
highlights the mutual respect and care between clinician
and patient. She was able to ask questions and have them
answered. This is particularly notable given the experi-
ences of many patients in health services, particularly
minoritised people, of medical silencing and epistemic
injustice — wherein patients are ignored and their cred-
ibility doubted due to stereotypes about their identity
[40].

ILANA participants highlighted that it was often the
clear and transparent conversations they had with their
clinicians, rather than the written information they were
provided by the research team, that helped them with
the decision to participate. None of the No-LANA sur-
vey respondents selected communication issues (not
understanding the language or aim of the study, study not
being explained properly, or questions about the study
not being answered properly) as reasons for declining to
participate in ILANA (Table 2). However, No-LANA sur-
vey participants expressed concerns about not being able
to afford travel costs, whereas these were in fact covered
by the study, reflecting poor communication from study
staff in these instances.

Some interview participants’ accounts illuminate how
the invitation to take part in research can reinforce a
sense of being a ‘responsible’ patient, which can further
build trust between patient and clinician. When asked
why they thought they had been invited to participate in
ILANA, ILANA participants often referred to their viral
load test results and being ‘entitled’ or a ‘good candidate’
for injectable treatment, as described by Joshua:

She goes oh, I could put you forward, cause I think
I had quite, always had quite good results. She said
I'll be probably a good candidate for it, and she said
she’ll try and put me forward and see from there. I
said yeah, I'd be happy to trial it and see how it goes.
Joshua (Black British, Male, aged 37, ILANA par-
ticipant)

An invitation to participate in a study of a desirable treat-
ment can therefore be perceived as a reward for being a
‘responsible’ patient, further reinforced in this case by
the eligibility criteria for CAB+RPV LAI requiring an
undetectable viral load [22]. As well as gaining access to
CAB+RPV LAI, participants also noted that participat-
ing in research meant they accessed more attentive and
consistent care than they might otherwise in routine
care provision. For some, this offered reassurance in the
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context of trying a new treatment, as they felt they would
be more closely monitored for side-effects and treatment
failure. Michael, an ILANA participant, had some initial
concerns about switching treatments due to previous bad
experiences with side-effects, and felt the study offered
the prospect of more personalised and accessible care:

I thought because it’s all quite new, the injections, 1
did wonder whether Id be, um what would be the
word? (-) Erm, (-) ... whether you would be with
a dedicated team type of thing. I knew it would be
with the research nurses, so it wouldn’t be a different
nurse each time, etc. 1 felt maybe you would feel a lit-
tle bit more secure ... You have a dedicated number
that you can contact them at any time if you have
a problem, etc. So, it felt a little bit more comforted
if you know what I mean? Yeah, that also came in,
it sounded quite attractive to be part of the trial ...
The thing I liked about it was the regularity with
the nurse, and predominantly with [nurse’s name].
You build up a rapport with your healthcare pro-
fessional, you get used to them. It was nice to have
consistency, because over on the NHS side you might
have a different nurse each time you go. Michael
(White British, Male, aged 62, ILANA participant)

In the context of a long-term trusting relationships with
clinicians, and particularly where an invitation to par-
ticipate in research enables access to a desired treatment,
offers of participation may confer a sense of privilege or
gratitude among patients. Participation in research can
therefore make the relationship between patient and
clinician feel more reciprocal, whereby the patient is
an active contributor rather than a passive recipient, as
highlighted by Dev:

I think being part of something like that and being
able to give back, I guess ... I've been a user of the
service so if there’s something I can give back to the
service then I would like to help out. Dev (Asian
Indian, Male, aged 47, ILANA participant)

Nevertheless, while trust in the clinical research team
may encourage reciprocity, this does not necessarily
translate into a sense of obligation. Julia illustrates how
trust in the clinical research team may be a necessary
component to considering research participation, but
also to making an autonomous decision not to take part.
In her account, she describes how her doctor knows her
well and the challenges she has with carrying her medi-
cation when travelling for work. But her reluctance to
expose herself to the risk of potential treatment failure
meant she ultimately found a solution which she felt
more comfortable with and that also met her needs:
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When I took the decision [to say no], I was very, I
searched a lot, took me a _few weeks to take my deci-
sions, spoke to a lot of people because I knew I was
being given an opportunity. Many people wanted it,
and they couldn’t get it, and I say no. So, I felt a bit
bad, but I'm very glad I did because I'm so relaxed
now. Julia (White European, Female, aged 50, No-
LANA participant)

These accounts demonstrate, therefore, that trust in clini-
cians is also a key influence in decisions around (non-)
participation in research. The high-quality, non-judg-
mental care that participants had received from their
clinical teams meant they trusted that they would not risk
their health through research, but also that they could
participate in shared decision-making about whether tak-
ing part was right for them. This collaborative dialogue
was underpinned, in many accounts, by a sense of having
gained trust from clinicians through being a ‘responsible’
patient. Yet this also allowed participants to choose to say
no to taking part, highlighting how trust and open dia-
logue supports patient autonomy.

Discussion

In this study about (non-)participation in a long-acting
injectable HIV treatment study, we found that some
of the decision-making was shaped by practical deci-
sions around convenience and cost. However, it was also
informed by solidarity, the pursuit of normality and trust
in clinicians within the context of living with and manag-
ing a chronic, stigmatised health condition. Our findings
demonstrate that reasons for non-participation are not
simply the reverse of reasons to participate, and the deci-
sion not to participate can involve similar motivations
yet lead to different outcomes. We argue that this has
implications for how researchers perceive and charac-
terise those who decline participation in research. It also
highlights that barriers to research participation should
be considered in the context of what can be addressed
through changing research structures, culture and prac-
tices, (for example, the use of mandatory recruitment tar-
gets to overcome potential investigator bias and practical
support for facilitating participation) and what requires
change within the broader healthcare and social envi-
ronment and concerns (for example, the trust between a
patient and clinician, and the competing demands on an
individual’s time).

In the ILANA study, participants were mainly women
(62/114) and mainly from racially minoritised groups
(80/114), with over a third of participants (41/114) iden-
tifying as Black women [24]. This was achieved through
meaningful public involvement, the implementation of
mandatory recruitment targets, and practical support
such as covering travel and childcare costs and offering
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evening appointments outside of working hours [41]. We
propose that the diversity of our research participants
resulting from the intentional and inclusive study pro-
tocol allowed us to trouble assumptions about the kinds
of people who are willing to participate in research. In
this sub-study also, 7/15 interviewees were from racially
minoritised groups. This enabled us to delve deeper into
the multiplicity of influences on people’s (non-)partici-
pation decisions. This accords with prior research from
the UK indicating that ethnic minorities are often as
willing to participate in research as white British people
but are much less likely to be deemed eligible and inter-
ested and invited to participate. Factors influencing this
include language restrictions, locating study sites in eth-
nically homogenous areas, and clinician stereotyping
around who is likely to comply with research processes
[16, 42—-44]. Consequently, researchers focusing more on
an equitable offer of research participation may be more
impactful than focusing solely on changing the attitudes
underserved groups towards research [45, 46]. The nature
of this offer will depend on the health condition or issue
being researched, the underserved groups on this topic,
and the type of research. While suggestions on how this
can be done abound in the literature, more research is
needed to evaluate how these approaches may contribute
to more equitable research in different contexts for vari-
ous underserved groups [14, 15, 47, 48].

Our findings have also allowed us to ‘test’ the theoreti-
cal concepts of biosociality and therapeutic citizenship
in the context of a contemporary HIV therapy study in
underserved groups. Biosocial intentions in relation to
other people living with HIV or people from similarly
marginalised or minoritised communities were evi-
dent among the narratives of both sets of participants,
yet these seemed to be secondary to their individual
needs and convenience. Those who chose to partici-
pate in ILANA perceived CAB+RPV LAI as a ‘technol-
ogy of hope’ [49] offering a return to ‘normality; and an
immediate relief from daily oral treatment as well as a
way (for some) to contribute to the ultimate goal of find-
ing a cure for HIV (an ultimate ‘normality’). The wish to
‘return to a normal life’ has previously been identified
as limiting individuals’ desire to participate in new (bio)
social networks such as research [50]. In this context, it
may be aligned with a motivation to demonstrate bio-
social solidarity with others living with HIV through
research participation. Nevertheless, research participa-
tion may disrupt normality through treatment-related
issues (e.g. side effects, treatment failure, etc.), increased
clinic attendance or lengthier appointments, unfamiliar
research team members, or potential inadvertent dis-
closure through research correspondence. As a result,
research participation appeared to conflict with forms of
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social support that participants greatly valued, as has also
been described elsewhere in the literature [50, 51].

In this study, aspirations for therapeutic citizenship
can be seen as active in the context of a desirable treat-
ment innovation (injectables), rather than in the context
of scarcity and ‘triage’ during the global roll-out of HIV
treatment in the 1990s. In the case of ILANA, an invita-
tion to participate in research about long-acting therapy
largely available only to those with an undetectable viral
load was perceived as a reward for successful therapeutic
citizens. Viral loads (the biological marker of treatment
success) have been discussed elsewhere as markers of
‘biolegitimacy’ [51, 52], thus unlocking access to addi-
tional forms of support available only to people on suc-
cessful treatment (desirable therapies, more personalised
and attentive care, etc.). However, accounts of No-LANA
interview participants also characterise decisions not to
participate in research as ‘responsible’ therapeutic citi-
zenship — optimising adherence and protecting the self
from viral rebound and treatment failure [53].

The trust between participants and the clinical research
team appeared to be the crucial foundation which
enabled individuals to feel confident in their decision-
making, regardless of the outcome. We have seen how
participation in research was narrated as an opportunity
to express responsibility through reciprocity towards the
“consistent good will of potential helpers (...) required
for survival” [54] — in this context, the clinicians with
whom participants have had long-term therapeutic
relationships. Kingori [55] discusses how invitations to
participate in research may amount to ‘soft coercion’ in
resource-limited settings, but this was not borne out in
our findings from a high-resource setting where treat-
ment is universally available and free at the point of
use. Instead, open dialogues about decisions regarding
participation between patient and clinicians appeared
to encourage autonomous decisions, enabling research
participants to decline participation without fear of
jeopardising their care. Importantly, such open dialogue
in turn keeps the prospect of future participation in
research alive.

We are conscious that there are specificities to our case
when transferring our findings to other contexts and con-
ditions. We consider important specificities to be consid-
ered are that our participants were ‘healthy’ participants
already on therapy, living with a chronic rather than
acute illness, and most described long-term relationships
between themselves and their clinician. HIV itself and
HIV-associated stigma shaped the decision-making for
many participants and therefore our findings are mainly
applicable to the context of a stigmatising chronic ill-
ness. Our No-LANA sample was small (although the
overall number of people declining to take part was
also small) and survey respondents may have different
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views from the two interviewees that we have not been
able to capture. We also recognise that the heterogene-
ity of our datasets (from both those in ILANA and those
in No-LANA) presents challenges in interpretation,
although merging our datasets afforded us opportuni-
ties for comparing and contrasting accounts in order to
gain a more holistic view of research (non-)participation
decision-making.

Conclusion

Non-participation of underserved groups in clini-
cal research is often framed as a ‘problem’ to be solved,
underpinned by the assumption that participation in
research is both necessary and beneficial [45]. This
assumption may inadvertently increase stigmatisation of
individuals from underserved groups who choose not to
participate, by implying that they are unwilling to con-
tribute to improving medical care for their communi-
ties [46]. Our analysis therefore offers insights into how
decision-making across a diverse group of research par-
ticipants can be motivated by similar factors but lead to
different outcomes. In the case of the ILANA study, an
inclusive protocol design and mandatory recruitment
targets meant a broad range of patients were invited to
participate, and both participant and non-participants
balanced solidarity, the pursuit of normality, and trust in
their clinicians within their decision-making. Aspirations
to therapeutic citizenship were evident in the narratives
of both groups.

We suggest that focusing on improving equity of offer
through inclusive research design is therefore a central
first step to addressing inequity in research participation.
Ensuring individuals’ ability to make an informed choice
to decline participation should be regarded as important
as agreement to participate when seeking to promote
equity in research participation of underserved groups.
Considering a framework to understand how individuals
balance their needs and aspirations in relation to solidar-
ity, normality and trust as part of their interpretation of
their role as health citizens can be helpful to inform clini-
cal practices of recruitment, reduce bias about who may
(or may not) be a ‘good candidate’ for research and, ulti-
mately, ensure open dialogue about (non-)participation
that supports inclusion in the long term.
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