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ABSTRACT

Objectives To examine the voluntariness of consent in
paediatric HIV clinical trials and the associated factors.
Design Mixed-methods, cross-sectional study combining
a quantitative survey conducted concurrently with indepth
interviews.

Setting and participants From January 2021 to April
2021, we interviewed parents of children on first-line or
second-line Anti-retroviral therapy (ART) in two ongoing
paediatric HIV clinical trials [CHAPAS-4 (ISRCTN22964075)
and ODYSSEY (ISRCTN91737921)] at the Joint Clinical
Research Centre Mbarara, Uganda.

Outcome measures The outcome measures were the
proportion of parents with voluntary consent, factors
affecting voluntariness and the sources of external
influence. Parents rated the voluntariness of their consent
on a voluntariness ladder. Indepth interviews described
participants’ lived experiences and were aimed at adding
context.

Results All 151 parents randomly sampled for the survey
participated (84% female, median age 40 years). Most
(67%) gave a fully voluntary decision, with a score of 10
on the voluntariness ladder, whereas 8% scored 9, 9%
scored 8, 6% scored 7, 8% scored 6 and 2.7% scored

4. Trust in medical researchers (adjusted OR 9.90, 95%
Cl1.01 to 97.20, p=0.049) and male sex of the parent
(adjusted OR 3.66, 95% Cl 1.00 to 13.38, p=0.05) were
positively associated with voluntariness of consent. Prior
research experience (adjusted OR 0.31,95% Cl 0.12 to
0.78, p=0.014) and consulting (adjusted OR 0.25. 95% Cl
0.10 t0 0.60, p=0.002) were negatively associated with
voluntariness. Consultation and advice came from referring
health workers (36%), spouses (29%), other family
members (27%), friends (15%) and researchers (7%). The
indepth interviews (n=14) identified the health condition
of the child, advice from referring health workers and the
opportunity to access better care as factors affecting the
voluntariness of consent.

Conclusions This study demonstrated a high
voluntariness of consent, which was enhanced among
male parents and by parents’ trust in medical researchers.
Prior research experience of the child and advice from
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STRENGTHS AND LIMITATIONS OF THIS STUDY

= The response rate was 100%.

= The mixed-methods approach enhanced the inter-
pretation of the results.

= The assessments focused on participants’ self-
reports, which were vulnerable to social desirability
bias.

= Parents who declined consent to the original trials
were not included in this study.

health workers and spouses were negatively associated
with the voluntariness of parents’ consent. Female parents
and parents of children with prior research experience may
benefit from additional interventions to support voluntary
participation.

INTRODUCTION

Voluntary informed consent is a fundamental
prerequisite for the ethical conduct of scien-
tific research with human subjects. It refers
to the ability to exercise free power of choice
without the intervention of any element of
force or other forms of constraints to enable
one to make a meaningful decision.! Various
strategies such as financial compensation and
research conducted by clinicians offering
routine medical care raise concerns about
the voluntariness of consent.”” Preliminary
investigations on the voluntariness of consent
among adults participating in research in
both low-middle-income and high-income
countries reported high voluntariness ratings
on the voluntariness ladder. Appelbaum et al’
reported as many as 85% of adult participants
had a voluntary decision in studies conducted
in high-income countries.” Mamotte and
Wassenaar’ reported that 89% of the adult
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participants made a voluntary decision in an HIV clinical
trial conducted in South Africa.

However, the findings appear different when consent
is obtained from the parents as a proxy for their children
to be involved in research.®? For instance, Pace et al
reported 58% of mothers felt pressured by their child’s
illness and 15% reported being pressured by others to
allow their children to be involved in a malaria clinical
trial in Uganda.

In paediatric HIV settings, the voluntariness of a parent’s
consent is a challenge. Factors such as the limitations
related to shortages in drug availability and the concerns
parents have over the health of their children make them
especially vulnerable to the influence of others.”" The
absence of voluntariness in the consent decisions impairs
the meaningfulness of parents’ consent and may result
in the loss of the community’s trust in medical research,
especially when participants experience the burden and
risks of participating in the research.

Few studies have been conducted on the voluntari-
ness of consent among parents. Available literature has
focused on the assessment of knowledge of voluntary
participation and the rights to withdraw consent, but
whether consent was experienced as voluntary has hardly
been studied.'" Where studies assessed for the presence
of pressures and influences, the nature, source and effect
that such influences and pressures have on the volun-
tariness of parents’ consent were not ascertained.” The
purpose of this study was to examine the voluntariness
of consent from the perspective of parents of children
enrolled on paediatric HIV clinical trials and to describe
the barriers and facilitators of voluntariness of consent in
our setting. The study also examined the source of influ-
ence from others on the voluntariness of consent.

METHODS

Study design

We employed a cross-sectional, mixed-methods study
design. The quantitative survey focused on formulating
descriptions and uncovering relationship patterns, while
the indepth interviews conducted concurrently aimed
at adding context to enhance the interpretation of the
quantitative findings. The data were collected concur-
rently and triangulated at interpretation.

Quantitative methods
Study population and setting
The study was conducted between January 2021 and
April 2021 at the Joint Clinical Research Centre (JCRC)
Mbarara Regional Centre of Excellence located in
southwestern Uganda approximately 265 km from the
capital (Kampala). The respondents were selected from
parents of children already enrolled on the CHAPAS-4
(ISRCTN22964075) and ODYSSEY (ISRCTN91737921)
clinical trials between January 2018 and March 2021.
The trials were randomised controlled clinical
trials evaluating new paediatric medications against

standard-of-care regimens to optimise HIV care for chil-
dren on firstline and second-line Anti-retroviral therapy
(ART)." ™ The CHAPAS4 trial recruited children aged
3-15 years weighing >14 kg at enrolment, with a total of
196 children enrolled at JCRC Mbarara between January
2018 and March 2021. The ODYSSEY trial recruited chil-
dren aged 28 days to 18 years weighing >3 kg at randomis-
ation and a total of 110 were enrolled between September
2016 and August 2019. The last phase of the ODYSSEY
trial enrolled children in the WHO weight bands 3—<14
kg (enrolled from July 2018 to August 2019).

Sample size

The sample size for the study focused on estimating the
proportion of participants who make a voluntary deci-
sion. Based on the findings of a study conducted among
participants in an HIV clinical trial in South Africa,7 we
assumed a proportion of 0.89 (p). A sample of 151 partic-
ipants (n) was required to estimate the proportion of the
parents with a voluntary decision within +5% error (d)
and with 95% confidence (Z=1.96): n=[p(1-p)Z2]/d%

Sampling

A sample of participants were selected by systematic
random sampling using the fractional interval technique
described in the literature.'* Participants were numbered
by order of their trial identification. A sampling interval
was obtained by dividing the total number of participants
by the required sample size (204/151=1.35). A random
start was selected by considering a random integer 1. The
sampling interval was repeatedly added to the random start
to generate a series of selection numbers while retaining
the decimal fraction until a selection number exceeded
the last number of the sampling frame. Each selection
number was truncated to a whole number by dropping
its decimal portion. Numbers that were truncated beyond
the end of the sampling frame were discarded and the
remaining 151 numbers constituted the desired sample.

Data collection tools

Quantitative data were collected using an interviewer-
administered tool (see online supplemental appendix
1). The tool was composed of the following sections: (1)
demographics; (2) items assessing the factors affecting
the voluntariness of consent adopted and modified from
the survey of influences questionnaire7; and (3) voluntari-
ness ladder, which is used to measure the voluntariness of
parents’ consent.’ !

Measurement of variables

Voluntariness of consent

Parents’ voluntariness of consent was measured using the
voluntariness ladder.” "> '® The voluntariness ladder is a
scale of numbers ranging from 1 to 10, to which subjects
were asked to rate the voluntariness of their consent deci-
sion. A score of 10 represented a decision fully voluntary,
whereas scores from 1 to 9 represented a decision that
was not fully voluntary. We dichotomised the score as
either fully voluntary (10) or not fully voluntary (<10).
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The cut-off values were selected based on existing litera-
71517

ture.

External control

Controlling influences from others were assessed by asking
parents to indicate the persons they talked to about their
research participation (consultation) and whether they
attempted to influence their decision. If they responded
with a yes, they were asked to indicate the nature of that
influence by selecting from a predetermined list of forms
of influence. The frequencies of the different forms of
influence were then analysed.

Situational influence

Influences from situations, such as the need for better
care, trust in health workers, desire to advance medical
knowledge and desire to help other children, were
assessed using items adopted from the survey of influ-
ences questionnaire.” Parents were asked to rate on a
Visual Analogue Scale the degree to which they agreed to
five statements indicating that the situations influenced
their decision to participate in the study. A dichotomous
scale to which items were categorised as either agreed
or did not agree was created to facilitate analysis. Social
demographics and other characteristics of the parent and
the child, such as age, gender, education level, household
income, prior research experience and time since enrol-
ment into the parent trial, were assessed using semistruc-
tured questions. Parents were also asked to rate the overall
health status of the child at enrolment into the parent
study on a scale of 1-10, where 1 indicated extremely
poor health and 10 indicated extremely healthy."®

Sources of influence

The sources of the influence were analysed using the
frequency at which the influence was reported as coming
from each category of the persons consulted.

Data analysis

Data were presented using descriptive statistics. x* and
logistic regression analyses were performed to examine
the association of situational constraints and the charac-
teristics of the child and the parent with the voluntariness
of consent. Multivariable analysis included all factors with
a p value less than 0.05 in the bivariate analysis. The find-
ings were reported using adjusted ORs (aOR) and their
95% CIs. The source of influence was analysed using
descriptive statistics of reports of the influence in each
category of the persons contacted.

Qualitative data collection
The indepth interviews were explanatory and based on
the phenomenological approach.

Sample size

The indepth interviews included 14 respondents. Respon-
dents to the interviews were selected until thematic satu-
ration was achieved, that is, when no new themes were

generated on analysis of additional transcripts. This
occurred after analysis of 14 interviews.

Sampling

Participants for indepth interviews were selected purpo-
sively from the respondents to the quantitative interviews
based on equal representation of age, sex and parent
study.

Data collection tools

The qualitative data were collected by indepth inter-
views using an interview guide that followed a life history
approach and allowed participants to trace the steps
involved in their consent (see online supplemental
appendix 2). The indepth interviews were conducted
by two female trained research assistants aged 22 and 24
years. The research assistants were neither known to the
participants nor involved in their care. The interviews
were recorded using an audio recorder. Each interview
was conducted by one research assistant who took field
notes to capture any information missed by the audio
recording. The investigators of the current study were
also involved in both trials and known to the respondents
and therefore did not participate in the indepth inter-
views to avoid biasing participants’ responses.

Potential participants were approached either before
or after trial follow-up visit procedures. The interviews
were conducted face-to-face at the research clinic.
Informed consent was obtained prior to the interviews.
Participants were informed of the risks and benefits of
the indepth interviews and that their interviews were to
be audio-recorded. All participants who were approached
for the indepth interviews agreed to participate and were
interviewed.

The audio files were transcribed verbatim. The first
author reviewed the transcripts against the original
audio file. The transcripts were assigned to a translator
for translation from the local languages to English. A
second person who is conversant with the local languages
reviewed the translated transcripts and confirmed that
the translations were an accurate interpretation of the
local languages. No transcripts were returned to partici-
pants for comments or correction.

Data analysis

Data from indepth interviews were analysed themati-
cally in NVIVO V.12 using both deductive (based on
Appelbaum ¢t af and Nelson et als' empirical concep-
tualisation of voluntariness) and inductive (to examine
new findings from the quantitative data) approaches.
A list of themes was generated based on prior concep-
tual models of voluntariness.®” ' Each translated script
(English version) was coded by two independent coders
who had not participated in the interviews. The coders
independently reviewed the English version scripts
sentence by sentence and one paragraph at a time to
identify codes. The codes were compared one with the
other along subsequent interviews and common themes
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Table 1 Characteristics of the parents and children Table 2 Raw scores on the voluntariness ladder
Frequency Score Frequency (%)
‘e o

Characteristics (%) 10 101 (66.9)
Parents’ prior research experience 9 12 (8.0)
Period between the current study and 16 (1-36) 6 12 (8.0)
enrolment into the parent trials, median
(range) 5 0
Gender of the parent 4 4(2.6)

Female 127 (84.1) & ¢

Male 24 (15.9) 2 0
Age of the parent, median (range) 40 (18-69) 1 0
Education level of the parent

Tertiary level 1(0.7) o

Parents’ characteristics

Secondary level 38 (25.2) . .

: As shown in table 1, majority of the respondents were
iy e 86 (56.9) female, aged 18-69 years. Education level was low, with the
None 26 (17.2) majority reporting only primary level education and few

Monthly income of the main earner (Ugandan reporting secondary or tertiary education. The majority
shilling) were low-income earners, and biological parents (59%)
Less than 200 000 79 (52.3) reported no prior experience with research (79%). The
200 000-499 999 34 (22.5) respondents were approached at a median duration of 16
6.0 0300 sl ol 38 (25.2) months into the parent study.
and above .
Relationship to child Characteristics of the children
Biological parent 89 (58.9) The characteristics of the children are summarised in
Grandparents 32 (21.2) table 1. Fifty per cent (75) were female. The median
age at enrolment into the parent study was 9.02 years
Others 30 (19.9
: - - - (19.9) (range 1-16 years). Most children were rated by their
CMETEC! el RerEnes vl Eseael parents/guardians as having poor health, with a median
Yes 28 (18.5) of 3 (on a scale of 1-10, where 1=extremely poor health
No 123 (81.5) and 10=extremely good health). Only 28 (19%) children
Gender of the child had experience with research before enrolment into the
arent study.
Male 75 (49.7) p
Female 76 (50.3) Voluntariness of consent
Age of child in years, median (range) 9.02 (1-16) A majority (67%) of the respondents had a fully voluntary

Overall health status score on a scale of 1-10, 3 (1-4)
median (IQR)

were identified and new themes were suggested. The two
coders later met to discuss and refine the code list. Varia-
tions in coding were resolved by group consensus.

Patient and public involvement
None.

RESULTS

Enrolment

All 151 respondents approached were enrolled in this
study and all completed the questionnaire.

decision with a score of 10. The raw scores on voluntari-
ness are summarised in table 2. Only four had a voluntari-
ness score in the lower half of the ladder.

Factors influencing the voluntariness of parents’ consent

As indicated in table 3, on multivariate analysis, the
child’s prior research experience (aOR=0.31 (0.12-0.78),
p=0.014) and the male gender of the parent (aOR=3.66
(1.00-13.38), p=0.05) were significantly associated with
voluntary consent. The health status of the child was not
significantly associated with the voluntariness of consent
(crude OR (cOR)=0.997 (CI 0.87 to 1.19), p=0.978).

External controlling influence

Consulting others was significantly associated with
the voluntariness of consent (aOR=0.25 (0.10-0.58),
p=0.001). Of the 99 respondents who consulted, 98
(99.0%) reported that the person they consulted
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Table 3 Analysis of the factors influencing the voluntariness of consent

Bivariate analysis

Voluntary Non-fully voluntary  Crude OR P value
Parents’ prior research experience
Yes 21 (20.8) 11 (22.0) 0.93 (0.41-2.12) 0.864
No 80 (79.2) 39 (78.0) 1
Child’s prior research experience
Yes 13 (12.9) 15 (30.0) 0.34 (0.15-0.80) 0.011
No 88 (87.1) 35 (70.0) 1
Gender of the parent
Male 21 (20.8) 3 (6.0) 4.1 (1.16-14.53) 0.019
Female 80 (79.2) 47 (94.0) 1
Health status of the child 1.0 (0.87-1.19) 0.978
Relationship
Biological parents 57 (56.4) 32 (64.0) 1
Grandparents 20 (19.8) 12 (24.0) 0.94 (0.40-2.16)
Guardian and others 24 (23.8) 6 (12.0) 2.25(0.83-6.07) 0.231
Possibility of better care
Agree 99 (98.0) 49 (98.0) 1.01 (0.89-11.41) 1
Did not agree 2 (2.0) 1(2.0)
Opportunity for free medication
Agree 91 (90.1) 42 (84.0) 1.73 (0.64-4.71) 0.276
Did not agree 10 (9.9) 8 (16.0) 1
Trust in medical researchers
Agree 100 (99.0) 45 (90.0) 11.11 (1.26-97.87) 0.015
Did not agree 1(1.0) 5(10.0) 1
Desire to help other children
Agree 86 (85.1) 37 (74.0) 2.01 (0.88-4.65) 0.097
Did not agree 15 (14.9) 13 (26.0) 1
Desire to advance medical knowledge
Agree 73 (72.2) 31 (62.0) 1.60 (0.78-3.28) 0.199
Did not agree 28 (27.7) 19 (38.0) 1
Trial
ODYSSEY 8 (7.92) 5(10.0) 1
CHAPAS-4 93 (92.06) 45 (90.0) 1.29 (0.40-4.17) 0.76
Consulting
Yes 57 (56.44) 42 (84.00) 0.25 (0.11-0.58) 0.0005
No 44 (43.56) 8 (16.00) 1
Multivariable analysis
Variable Adjusted OR P value
Gender of the parent
Male 3.66 (1.00-13.38) 0.05
Female 1
Trust in medical researchers
Agree 9.90 (1.01-97.20) 0.049
Did not agree 1
Child’s prior research experience
Continued
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Table 3 Continued

Bivariate analysis

Voluntary Non-fully voluntary = Crude OR P value
Yes 0.31 (0.12-0.78) 0.014
No 1
Consulted others
Yes 0.25 (0.10-0.60) 0.002
No 1

attempted to influence them into participating in the
study.

Forms of influence

Three forms of influence were identified in the survey
as shown in table 4. The most reported influence was
in the form of advice, as reported by 64.2% (97) of the
respondents.

As shown in table 4, only one respondent reported
influence in the form of pressure from their spouse, and
another respondent reported influence in the form of
threat from a friend.

Influences from situational factors
As shown in table 4, only trust in medical researchers was
significantly associated with the voluntariness of consent
(cOR=11.11 (CI 1.26 to 97.88), p=0.015). Only six partic-
ipants did not trust the researchers, and five of whom did
not make a voluntary decision.

The possibility of better care was not significantly asso-
ciated with the voluntariness of consent on bivariate anal-
ysis (cOR=1.01 (0.89-11.4), p=1.0).

Source of influence

The sources of external influence in the form of pressure,
threats, advice and force are summarised in table 4. Most
of the respondents (65.6%) reported that they consulted
another person before deciding to participate in the
study. The main influence reported was in the form of
advice. The advice was mainly reported as coming from
the healthcare doctors (36.4%) and spouses (29.1%).
Influence in the form of pressure was only reported
by one respondent as coming from a spouse, whereas
another respondent reported influence in the form of
threat from a friend.

Indepth interviews findings

Fourteen parents participated in the indepth interviews.
Of these, majority were female(8), with a median age
of 43 years (range: 26-68). In terms of relations to the
child, interview participants were mothers (8), uncles (2),
fathers (2), grandfather (1) and guardian (1). Majority
had primary level education (8), while others had ordi-
nary level (2) and advanced level (4).

The indepth interviews identified three themes related
to the voluntariness of consent: health condition of the
child, influence from others and the opportunity for
better care (see online supplemental appendix 3). Under
each theme, subthemes were also identified as described
in the following:

Theme 1: health condition of the child
The health condition of the child at enrolment into the
study frequently came up during the indepth interviews.

Expectation of improvement in the health condition of the child
Most indepth interview participants reported that the
condition of their child left them with no option but
to participate in the trial with the expectation that the
child’s condition would get better within the trial. Some
even saw a possibility of a cure for the child’s HIV.

I wanted the health of my child and I was seeing that
my child’s condition was only getting worse.... I even
repeat it about my child, the condition I brought him
in hit me hard yet he was in good condition at first.
But his condition reached a time and failed. I got
scared so much to my heart and then I had to put
emphasis on that trial so that I could save my child.
—VC053

Table 4 Source of influence

Source of influence, n (%)

Nature of Participants’ Study Family Community Another member of
influence doctor Spouses doctor Friend member member the study team
Advice 55 (36.4) 44 (29.1) 8 (5.3) 23 (15.2) 40 (26.5) 7 (4.6) 10 (6.6)
Pressure 0 1(0.0) 0 0 0 0 0
Force 0 0 0 0 0 0 0
Threat 0 0 0 1(0.0) 0 0 0
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Fear of negative consequences to the child’s health

Some interviewees expressed fear of what would happen
to their child if they did not choose to participate in the
trial. The fear of negative consequences associated with
non-participation in the trial made it impossible for them
to say no to participation in the trial.

we both didn’t understand it at first... when they told
us that in the study there are drugs that will be tested
on children with HIV to see if the drugs work... it was
hard for me and for us to comprehend. But later I de-
cided to participate, and when the drugs were given,
I realized that the child was getting better from one
stage to another.... I also have relief that I thought I
was going to suffer with her but now I see she is a nor-
mal child and the frequency of falling sick reduced
since she was enrolled on the study. —VC079

Theme 2: influence of others

None of the participants reported pressure or threats.
The majority of the participants reported that they were
given some form of advice in favour of participation by
the people they consulted.

Aavice of others increased confidence and satisfaction with the
consent decision

Some interview participants indicated that their confi-
dence and happiness with the decision to participate
increased following the advice of others. These partici-
pants also indicated that they lost all their fears after
consulting others about participating in the trial.

Yes... when I saw that her father has liked it (parent
study) and again has advised me... I lost the fear in
me and I started coming to this side (referral site)
without any doubt. I am in it willingly nothing has
bothered me. —VC149

The reports of advice were explored further to put into
context the nature of the advice.

Change in perception of the decision after the advice of others
About half of the indepth interview participants reported
that they had concerns and fears about making the deci-
sion but all that changed once they were advised by the
people they consulted to join the study.

when I told him (husband), he said “my dear you
have to do what health workers (researchers) want...
those people have more experience than us the lo-
cal people (ordinary)...” ... then I said I want this
child alive and healthy so I have to agree to whatever
the healthy workers have told us. From that instance
on, we joined the study and haven’t regretted it a bit
and we have never had second thoughts about it....
—VC079

Influence of the referring healthcare workers’ advice

Some participants reported that they participated in
the trial because, based on what they were told by their
healthcare providers, that was the only option available.

I accepted because they (referring Health workers)
told me that my child has to get the medicine that
will make him better from the other side (research
Centre) and so I had to accept and ok I also accepted
willingly. —VC53

Theme 3: opportunity for better healthcare

Interviewees reported that their voluntariness to partici-
pate in the trial was out of the need and expectation that
participating in the trial was an opportunity to access
better care. We identified three subthemes under the
theme of better care as described in the following:

More advanced tests and examinations than the standard of care
Some participants reported that their willingness to
participate in the trial was motivated by the opportunity
to have more tests and examinations than that which they
have access to in the standard of care. The examination
procedures and tests included assessment of bone density
using calcaneal scans, body composition analysis, anthro-
pometric measurements including skin fold thickness,
pharmacokinetics and urine biochemistry, among others,
many of which were done regularly in the trials and never
experienced before by the respondents.

When we reached here... I saw that my child was go-
ing to be tested on everything which was not the case
on the other side (Health Centre IV).... On the other
side she was only getting drugs but not tests like liver
tests, bone and all other things and tests that were
done this side all along the other side they had never
been done and it was good on my side and I wanted
to be part of it.... —VC149

Better medicines

Some reported to have voluntarily participated in the trial
out of the hope that they would be able to access better
drugs than what is available in the standard of care.

because the other side he was getting medicine, it was
not working well, and they told us that they brought
an organization that has new medicine that was more
powerful (better) than the other one.... —VC063

More specialised services

The trial was conducted ata regional referral hospital, and
to some interviewees this was an undeniable opportunity
to access more specialised healthcare services compared
with services offered at Health Centre IV and this influ-
enced the voluntariness of their consent to participate in
the trial.

at least where we were (Health Centre IV), the ser-
vices were there, and we were receiving them. But I
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saw that when you come from Health Centre IV and
you come to the regional referral, services might be
better compared.... (to the Health Centre IV ser-
vices)... because even the services that they give from
Health Centre IV come from here (from Regional
Referral hospital) be it drugs and the rest. —VC132

DISCUSSION

Voluntariness of consent is the research participant’s
willingness to participate in research. This study pres-
ents a unique insight into the voluntariness of a parent’s
consent, and the barriers and facilitators of voluntari-
ness from the perspective of the parents. Findings from
this study demonstrated a relatively high voluntariness
of parents’ consent, which was more in people who
trust medical researchers and among male respondents.
Conversely, prior research experience of the child and
advice from others had a negative influence on the volun-
tariness of consent.

Most respondents to this study reported having made
a voluntary decision to allow their children to participate
in research, with scores on the higher end of the volun-
tariness ladder. This finding is consistent with previous
studies which reported high voluntariness of consent in
adult populations in both high-income and low-middle-
income countries.” > " In a study by Appelbaum et al,"”
73% of the adult respondents involved in substance
abuse, cancer, HIV, depression and cardiology trials in
the USA rated their consent as fully voluntary. A study
by Mutenherwa'” was conducted among individuals
involved in a randomised clinical trial of a new diagnostic
instrument for tuberculosis in Zimbabwe and reported as
high as 98% (scored 8-10 on the voluntariness ladder).
In another study conducted among women involved in
trials evaluating the prophylactic or therapeutic effect of
tenofovir gel in South Africa, 89% had a voluntary deci-
sion, with scores of 10 on the voluntariness ladder.” In
our study, 67% of the respondents rated their consent as
fully voluntary. The variation in voluntariness of consent
between our study and previous studies may be explained
by the nature of proxy consent obtained from the parents
of children living with HIV in relatively poor health
conditions. Advice from the referring healthcare workers
and spouses was associated with non-voluntary decisions.
Despite this association, some participants expressed
that their confidence and happiness with the decision
increased after they consulted others. The increase in
confidence of such parents’ decisions may be expected
to occur (1) if family members have their backing, (2) if
others believe that it is the right choice, (3) if others take
part in the shared decision-making process and (4) if the
advice comes from someone trusted and respected.

Even though advice may not be intended to alter the
parent’s self-directed course of action, it could be inter-
preted by participants in a way that would render the
decisions not their own.” * *! There are two scenarios

under which advice may constrain voluntariness of
consent: (1) a research subject’s self-directed course of
action may change due to the merit of reasons proposed
by another person, or when a person intentionally and
successfully draws the attention of a subject to reasons
why they should accept a perspective that is desired by
the other person; and (2) a subject’s perception of the
situation is altered with the intention to motivate him/
her to act in a particular way.* ' For both trials, health-
care workers who were from various health centres and
independent of the trial teams referred eligible partici-
pants to the research centre where they were considered
for participation in the trials. In the current study, the
findings from both the survey and the indepth interviews
suggest that the health worker’s advice negatively affected
the voluntariness of consent. With advice from referring
health workers, parents interpreted that participating in
the trial was the only way for their child’s condition to
improve. The referring health worker’s advice therefore
presents a significant impediment to the voluntariness
of consent. Nelson et al'” and Dekking et al' described
this phenomenon as manipulation of information and
options. They argued that the way health workers present
or frame information about trials may alter perceptions
of the situation and motivate them to make particular
decisions, and therefore constraining the voluntariness
of their decisions. In the case where the referring health-
care workers are independent of the research team, the
researcher-delivered informed consent process exists
as a safeguard and researchers have a responsibility to
ensure that participants fully understand their options
correctly and are free to choose either to participate or
not to participate.”* ** The current study did not explore
whether the influence of the referring health workers was
addressed during the consent process.

There were hardly any reports of threats and pressure
from others, and this is consistent with findings from
research by Mamotte and Wassenaar’ and is contrary to
the findings of a study by Pace et al.’ Pace et al’ reported
pressure from others in 15% of the respondents of the
malaria trial. This study did not find evidence of pressure
from others.

Literature suggests that trust in medical researchers
potentially impairs the voluntariness of consent especially
when it undermines the participant’s assessment of the
risks of trials and comprehension of consent informa-
tion.”” In the current study, trust in medical researchers
promoted the voluntariness of consent. This finding
supports literature that suggests that trust in medical
researchers facilitates voluntary research participation.”?*

The current study suggests that prior research experi-
ence of the child is negatively associated with voluntariness
of consent of the parent. This finding may be attributed
to differences in the perception of risks/benefits to the
child. Parents of children with no prior research may be
more likely to overestimate the benefits and underesti-
mate the risks compared with parents with prior research
exposure. However, this association is subject to research.

Makumbi S, et al. BMJ Open 2024;14:€077546. doi:10.1136/bmjopen-2023-077546

"1ybuAdoo Aq paroalold 1sanb Aq #7202 ‘vT Yd+e\ uo jwoo fwg uadolway/:dny wouy papeojumoq 20z YdJeA T Uo 95/ /0-£20z-uadolwa/9eTT 0T Se paysiignd 1siy :uado cING


http://bmjopen.bmj.com/

In the current study, male parents were more likely to
make a voluntary decision compared with their female
counterparts. In addition, the influence of the spouse was
the second most common source of external controlling
influence on the voluntariness of consent. Because our
study population was predominantly female, the influence
was likely coming from their male spouses. Male spouses
may influence the decisions of their female partners. This
opinion is supported by the indepth interview discussions
in which the opinions of female respondents changed on
their partners’ expression of approval towards participa-
tion in the trials.

The findings from our study also suggest that the condi-
tion of the child may be associated with the voluntariness
of parents’ consent to participate in the paediatric trials.
Some parents felt excessively pressured by the health
condition of their children to participate in the trials.
This finding is consistent with a previous study by Pace
et al,’” in which pressure from the child’s condition was
reported by 50% of the respondents. The respondents to
this study by Pace et al’ were mothers of children enrolled
into paediatric malaria trials. In addition, the finding
supports Nelson et al's'’ suggestion that controlling influ-
ence may also come from internal influences especially
when there is a perception of a coercion-like force that
does not originate from any outside agent. In the current
study, some respondents perceived that harm or punish-
ment in the form of worsening of the child’s condition
would result from non-participation in the trial.

The analysis of the indepth interviews highlights two
key concepts: therapeutic misestimation or misconcep-
tion and the provision of ancillary care, and their contri-
bution to the voluntariness of consent. Responses to the
indepth interviews suggest that parents made decisions
under conditions of therapeutic misestimation and with
the expectation of deriving benefits from the provision of
ancillary care within the trial. The concept of therapeutic
misestimation is often confused with therapeutic miscon-
ception. Therapeutic misconception is the persistent
misplaced belief that treatment decisions while in a trial
will be made based on one’s individual health conditions
and needs rather than to answer research questions as
prescribed by the protocols.”” Therapeutic misestima-
tion, on the other hand, is the unrealistic expectation of
personal benefit from the research procedures and tests,
and personalised care and treatments.”” The responses to
the indepth interviews suggest that respondents weighed
the benefit to the child’s health that would result from
exposure to the trial medications and tests, access to
senior doctors and ancillary care against the benefit that
they would derive from continuing care at their lower
level health centres. Scholars have argued that the mere
expression of expectations related to therapeutic mises-
timation and/or misconception does not constrain
the voluntariness of consent or undermine a subject’s
autonomy.”® ¥ This is because such expectations may
represent participants’ legitimate understanding of the
potential benefits from a trial, as may be the case with the

expectation of ancillary care. Incomplete comprehension
may be just enough for subjects to engage in substantial
autonomous decision-making, that is, poor comprehen-
sion does not always translate into lack of voluntariness
of consent.”**

Ancillary care in the context of clinical trials refers to
the medical or healthcare services provided to research
participants that are not directly related to the primary
purpose of the study but may be necessary for the partic-
ipants’ well-being or safety. For the current trials, ancil-
lary care included routine safety laboratory investigations
such as full blood counts, liver function tests, and inves-
tigation and treatment of other illnesses like malaria and
upper respiratory tract infections, among others, which
are not related to the study objectives.

Strengths and limitations

Our study had a very high response rate; 100% of the
parents approached agreed to participate, thus adding
to the reliability and confidence in our results. The
mixed-methods approach used in this study allowed us
the opportunity to explain quantitative findings based
on indepth interviews. However, with such an approach,
some unexpected quantitative findings were not explored
in the indepth interviews, which would not have been
the case with a more sequential triangulation design. We
assessed the voluntariness of consent based on partici-
pants’ self-reported ratings, which may have implications
of social desirability bias. The study included only parents
who gave consent for their children to participate in the
original trials and excluded the perspectives of those
parents who declined consent to the trials. The indepth
interviews were conducted with less than 10% of the
survey respondents and therefore the indepth interview
results may not be a good representation of all the survey
respondents.

CONCLUSIONS

This study demonstrated a relatively high voluntariness
of consent, which was enhanced in those with trust in
medical researchers and male parents. Female parents
and parents of children with prior research experience
may benefit from additional interventions to support
voluntary consent decisions. We recommend that future
research on the voluntariness of consent should explore
the relationship that prior research exposure of the child,
parents’ perception of risks and benefit associated with
the participation of their children in research and gender
of the child have on the voluntariness of parents’ consent.

Author affiliations

'Joint Clinical Research Centre, Mbarara, Uganda

“Mbarara University of Science and Technology, Mbarara, Uganda

®Department of Community Health, Mbarara University of Science and Technology,
Mbarara, Uganda

*Medical Research Council Clinical Trials Unit, University College London, London,
UK

SMakerere University, Kampala, Uganda

Makumbi S, et al. BMJ Open 2024;14:€077546. doi:10.1136/bmjopen-2023-077546

"1ybuAdoo Aq paroalold 1sanb Aq #7202 ‘vT Yd+e\ uo jwoo fwg uadolway/:dny wouy papeojumoq 20z YdJeA T Uo 95/ /0-£20z-uadolwa/9eTT 0T Se paysiignd 1siy :uado cING


http://bmjopen.bmj.com/

Twitter Francis Bajunirwe @FrancisBaj

Acknowledgements This study was conducted at the Joint Clinical Research
Centre Mbarara Regional Centre of Excellence and was supported by the Mbarara
University Research Ethics Education Program (MUREEP).

Contributors SM conceived the study, analysed the data and drafted the
manuscript. IKT, FB, AT, DG, DF, AS, and AL participated in the design of the work,
reviewed and helped refine the proposal and the manuscript, and participated

in the interpretation of the data. DG, VM, IKT, FB approved the submission of this
manuscript. SM assumes full responsibility of the work as guarantor.

Funding Research reported in this publication was supported by the Fogarty
International Center of the National Institutes of Health under Award Number
R25TW010507. The content is solely the responsibility of the authors and does

not necessarily represent the official views of the National Institutes of Health.
Research reported in this publication was supported by the Fogarty International
Center of the National Institutes of Health under Award Number R25TW010507.
The content is solely the responsibility of the authors and does not necessarily
represent the official views of the National Institutes of Health.Research reported in
this publication was supported by the Fogarty International Center of the National
Institutes of Health under Award Number R25TW010507. The content is solely the
responsibility of the authors and does not necessarily represent the official views of
the National Institutes of Health.

Competing interests None declared.

Patient and public involvement Patients and/or the public were not involved in
the design, or conduct, or reporting, or dissemination plans of this research.

Patient consent for publication Not required.

Ethics approval Approval was obtained from the Faculty of Medicine Research
Ethics Committee (FREC), Mbarara University Research Ethics Committee, Joint
Clinical Research Centre, Medical Research Council Clinical Trials Unit, the steering
committees and monitoring groups of the parent trials, and the Uganda National
Council for Science and Technology. Informed consent was obtained from the study
participants before the interviews. All data collection was done by trained research
assistants who were not part of the CHAPAS-4 and ODYSSEY ftrials.

Provenance and peer review Not commissioned; externally peer reviewed.
Data availability statement No data are available.

Supplemental material This content has been supplied by the author(s). It has
not been vetted by BMJ Publishing Group Limited (BMJ) and may not have been
peer-reviewed. Any opinions or recommendations discussed are solely those

of the author(s) and are not endorsed by BMJ. BMJ disclaims all liability and
responsibility arising from any reliance placed on the content. Where the content
includes any translated material, BMJ does not warrant the accuracy and reliability
of the translations (including but not limited to local regulations, clinical guidelines,
terminology, drug names and drug dosages), and is not responsible for any error
and/or omissions arising from translation and adaptation or otherwise.

Open access This is an open access article distributed in accordance with the
Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which
permits others to distribute, remix, adapt, build upon this work non-commercially,
and license their derivative works on different terms, provided the original work is
properly cited, appropriate credit is given, any changes made indicated, and the use
is non-commercial. See: http://creativecommons.org/licenses/by-nc/4.0/.

ORCID iDs
Shafic Makumbi http://orcid.org/0009-0009-2284-9017
Annabelle South http://orcid.org/0000-0001-8912-2001

REFERENCES
1 Code N. The Nuremberg code. trials of war criminals before
the Nuremberg military tribunals under control council law.
1949;10:181-2.
2 Belfrage S. Exploitative, irresistible, and coercive offers: why
research participants should be paid well or not at all. Journal of
Global Ethics 2016;12:69-86.

3 Dekking SAS, van der Graaf R, van Delden JJM. Strengths and
weaknesses of guideline approaches to safeguard voluntary
informed consent of patients within a dependent relationship. BMC
Med 2014;12:52.

4 Dekking SAS, van der Graaf R, Zwaan CM, et al. Voluntary informed
consent is not risk dependent. Am J Bioeth 2019;19:33-5.

5 Gelinas L, White SA, Bierer BE. Economic vulnerability and payment
for research participation. Clin Trials 2020;17:264-72.

6 Appelbaum PS, Lidz CW, Klitzman R. Voluntariness of consent to
research: a conceptual model. Hastings Cent Rep 2009;39:30-9.

7 Mamotte N, Wassenaar D. Voluntariness of consent to HIV clinical
research: a conceptual and empirical pilot study. J Health Psychol
2017;22:1387-404.

8 Alahmad G. Informed consent in pediatric oncology: a
systematic review of qualitative literature. Cancer Control
2018;25:1073274818773720.

9 Pace C, Talisuna A, Wendler D, et al. Quality of parental consent in a
Ugandan malaria study. Am J Public Health 2005;95:1184-9.

10 Leibson T, Koren G. Informed consent in pediatric research. Paediatr
Drugs 2015;17:5-11.

11 Roth-Cline M, Nelson RM. Parental permission and child assent in
research on children. Yale J Biol Med 2013;86:291-301.

12 Waalewijn H, Chan MK, Bollen PDJ, et al. Dolutegravir dosing
for children with HIV weighing less than 20 kg: pharmacokinetic
and safety substudies nested in the open-label, multicentre,
randomised, non-inferiority ODYSSEY trial. Lancet HIV
2022;9:e341-52.

13 Bollen PDJ, Moore CL, Mujuru HA, et al. Simplified Dolutegravir
dosing for children with HIV weighing 20 kg or more:
pharmacokinetic and safety substudies of the multicentre,
randomised ODYSSEY trial. Lancet HIV 2020;7:€533-44.

14 Piazza T. Fundamentals of applied sampling. In: Handbook of survey
research. 2010: 139-68.

15 Appelbaum PS, Lidz CW, Klitzman RL. Voluntariness of consent to
research: a preliminary empirical investigation. /RB 2009;31:10-4.

16 Hoyer G, Kijellin L, Engberg M, et al. Paternalism and autonomy: a
presentation of a Nordic study on the use of coercion in the mental
health care system. Int J Law Psychiatry 2002;25:93-108.

17 Mutenherwa F. A case study to assess participants' perceptions on
voluntariness and motivations for participating in a clinical trial in
Zimbabwe. 2012.

18 Atkinson MJ, Lennox RD. Extending basic principles of measurement
models to the design and validation of patient reported outcomes.
Health Qual Life Outcomes 2006;4:65.

19 Nelson RM, Beauchamp T, Miller VA, et al. The concept of voluntary
consent. Am J Bioeth 2011;11:6-16.

20 Lidz CW. The therapeutic misconception and our models of
competency and informed consent. Behav Sci Law 2006;24:535-46.

21 Wilkins JM, Forester BP. Informed consent, therapeutic
misconception, and clinical trials for Alzheimer’s disease. Int J Geriatr
Psychiatry 2020;35:430-5.

22 Christopher PP, Appelbaum PS, Truong D, et al. Reducing
therapeutic misconception: a randomized intervention trial in
hypothetical clinical trials. PLoS One 2017;12:e0184224.

23 Molyneux CS, Peshu N, Marsh K. Trust and informed consent:
insights from community members on the Kenyan coast. Soc Sci
Med 2005;61:1463-73.

24 Pulle J, Loue S, Kiwanuka GN, et al. Trust in medical research: a
comparative study among patients at a regional referral hospital and
community members in lira District, Northern Uganda. J Empir Res
Hum Res Ethics 2024;2024:15562646231224374.

25 Horng S, Grady C. Misunderstanding in clinical research:
distinguishing therapeutic misconception, therapeutic misestimation,
& therapeutic optimism. /RB 2003;25:11-6.

26 McConville P. Presuming patient autonomy in the face of therapeutic
misconception. Bioethics 2017;31:711-5.

27 Woods S, Hagger LE, McCormack P. Therapeutic misconception:
hope, trust and misconception in paediatric research. Health Care
Anal 2014;22:3-21.

28 Miller FG, Joffe S. Phase 1 oncology trials and informed consent. J
Med Ethics 2013;39:761-4.

29 Miller FG, Wertheimer A. The fair transaction model of informed
consent: an alternative to autonomous authorization. Kennedy Inst
Ethics J 2011;21:201-18.

10

Makumbi S, et al. BMJ Open 2024;14:€077546. doi:10.1136/bmjopen-2023-077546

"1ybuAdoo Aq paroalold 1sanb Aq #7202 ‘vT Yd+e\ uo jwoo fwg uadolway/:dny wouy papeojumoq 20z YdJeA T Uo 95/ /0-£20z-uadolwa/9eTT 0T Se paysiignd 1siy :uado cING


https://twitter.com/FrancisBaj
http://creativecommons.org/licenses/by-nc/4.0/
http://orcid.org/0009-0009-2284-9017
http://orcid.org/0000-0001-8912-2001
http://dx.doi.org/10.1080/17449626.2016.1150318
http://dx.doi.org/10.1080/17449626.2016.1150318
http://dx.doi.org/10.1186/1741-7015-12-52
http://dx.doi.org/10.1186/1741-7015-12-52
http://dx.doi.org/10.1080/15265161.2019.1572820
http://dx.doi.org/10.1177/1740774520905596
http://dx.doi.org/10.1353/hcr.0.0103
http://dx.doi.org/10.1177/1359105316628737
http://dx.doi.org/10.1177/1073274818773720
http://dx.doi.org/10.2105/AJPH.2004.053082
http://dx.doi.org/10.1007/s40272-014-0108-y
http://dx.doi.org/10.1007/s40272-014-0108-y
http://dx.doi.org/24058304
http://dx.doi.org/10.1016/S2352-3018(21)00292-7
http://dx.doi.org/10.1016/S2352-3018(20)30189-2
http://dx.doi.org/20034185
http://dx.doi.org/10.1016/s0160-2527(01)00108-x
http://dx.doi.org/10.1186/1477-7525-4-65
http://dx.doi.org/10.1080/15265161.2011.583318
http://dx.doi.org/10.1002/bsl.700
http://dx.doi.org/10.1002/gps.5262
http://dx.doi.org/10.1002/gps.5262
http://dx.doi.org/10.1371/journal.pone.0184224
http://dx.doi.org/10.1016/j.socscimed.2004.11.073
http://dx.doi.org/10.1016/j.socscimed.2004.11.073
http://dx.doi.org/10.1177/15562646231224374
http://dx.doi.org/10.1177/15562646231224374
http://dx.doi.org/10.2307/3564408
http://dx.doi.org/10.1111/bioe.12384
http://dx.doi.org/10.1007/s10728-012-0201-8
http://dx.doi.org/10.1007/s10728-012-0201-8
http://dx.doi.org/10.1136/medethics-2012-100832
http://dx.doi.org/10.1136/medethics-2012-100832
http://dx.doi.org/10.1353/ken.2011.0013
http://dx.doi.org/10.1353/ken.2011.0013
http://bmjopen.bmj.com/

	Voluntariness of consent in paediatric HIV clinical trials: a mixed-­methods, cross-­sectional study of participants in the CHAPAS-­4 and ODYSSEY trials in Uganda
	Abstract
	Introduction﻿﻿
	Methods
	Study design
	Quantitative methods
	Study population and setting
	Sample size
	Sampling
	Data collection tools
	Measurement of variables
	Voluntariness of consent
	External control
	Situational influence
	Sources of influence

	Data analysis

	Qualitative data collection
	Sample size
	Sampling
	Data collection tools
	Data analysis

	Patient and public involvement

	Results
	Enrolment
	Parents’ characteristics
	Characteristics of the children
	Voluntariness of consent
	Factors influencing the voluntariness of parents’ consent
	External controlling influence
	Forms of influence
	Influences from situational factors
	Source of influence
	Indepth interviews findings
	Theme 1: health condition of the child
	Expectation of improvement in the health condition of the child
	Fear of negative consequences to the child’s health

	Theme 2: influence of others
	Advice of others increased confidence and satisfaction with the consent decision
	Change in perception of the decision after the advice of others
	Influence of the referring healthcare workers’ advice

	Theme 3: opportunity for better healthcare
	More advanced tests and examinations than the standard of care
	Better medicines
	More specialised services



	Discussion
	Strengths and limitations

	Conclusions
	References


