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Background. Informed consent (IC) is not only a regulatory but also an ethical requirement to participate in any clinical trial. It is essential to
determine that research participants understand what they consent to. Studies that evaluate participants’ understanding of IC conclude that
recall and understanding of IC is often low, and researchers recommend that interactive multimedia interventions should be implemented
to optimise understanding.

Objectives. To assess participants’ understanding of IC of the research trial that they agreed to participate in.

Methods. A descriptive survey design, within a quantitative research approach, was used to conduct the study at two government hospitals
in the Eastern Cape Province. A semi-structured, self-administered questionnaire was used to collect information from 170 participants in
research studies. Descriptive statistics were used to analyse the results.

Results. Participants were recruited from among women who enrolled in any of the three studies that were ongoing at the two sites during
the recruitment period. The study participants had a mean age of 25.9 years. Nearly one-third (30%) could not recall the purpose of the
original trial that they consented to. The concept of randomisation was not understood by any of the participants.

Conclusion. Regardless of extensive efforts to ensure that participants understood their participation, this study unveiled poor recall of
essential information on IC. It is proposed that IC should be short and only address essential components such as purpose, procedure,

possible risks or benefits, alternative options if not participating and explaining the concept of voluntary participation.
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Clinical research is a vital component to advance healthcare, and
the execution of a successful clinical trial depends on recruiting and
retaining research participants ethically and voluntarily." Research
participants are required to receive enough information about the
trial, including what is expected from them, to enable them to give
voluntary consent to participate. Apart from the regulatory, ethical
and moral aspects of obtaining informed consent (IC), the question
remains whether effective communication will be seen as the start of
a trust relationship between the researcher and the participant that
needs to continue throughout the research study.

The concept of consent can be traced back to 1914, when
Justice B Cardozo™ wrote that in the court’s opinion ‘Every human
being of adult years and sound mind has a right to determine
what shall be done with his own body, and a surgeon who
performs an operation without his patient’s consent commits
an assault for which he is liable in damages! The Nuremberg
Doctors'Trials® referred to the idea that IC must be done voluntarily,
be informed and be comprehended by human participants
required to partake in research trials. The Californian Salgo trial®
coined the term ‘informed consent’” when the court concluded
that ‘A physician violates his duty to his patient and subjects
himself to liability if he withholds any facts which are necessary
to form the basis of an intelligent consent by the patient to the
proposed treatment. Likewise the physician may not minimise the
known dangers of a procedure or operation in order to induce his
patient’s consent!

Obtaining IC to ensure patient autonomy and self-determination
was brought to light in South Africa (SA) as late as 1976 in the case
of Richter and another v Estate Hammann.”! It took another 17 years
before the court secured the doctrine of IC in SA medical and health law
jurisprudence, and stated that participants have fundamental rights to be
informed about benefits and possible risks of any procedure.’ Moreover,
the National Health Act No. 61 of 2003 provides for research or
experimentation on human subjects, while the doctrine of IC is
codified in the Act in sections 6, 7, 8 and 71. The Act is in line with
the right to self-determination that protects every person’s right to
bodily and psychological integrity as enshrined in chapter 2 of the
SA Constitution.l®

ICis the keystone of ethical clinical research and refers to a process of
information exchange that requires dialogue between the participant
and the researcher and involves efforts to promote understanding
of participation in randomised controlled clinical trials (RCTs). IC
safeguards patients’ legal rights and promotes their freedom to
decide to participate and is vested in ethical principles of respect
for people, beneficence and justice.”” However, Neffl'? affirms that
consent is more than merely signing a form.

Adequate time should be given to the participant to read and
to ask questions during the process of obtaining IC. Moreover,
the process of obtaining IC includes non-coercive communication
between the participant and the investigator, and IC must be
presented in a simple format, including all the concepts as
required by the World Medical Association (WMA) Declaration of
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Helsinki - Ethical Principles for Medical Research Involving Human
Subjects.!"

Attaining IC can result in misunderstandings by participants, and
ambiguity, inconsistency and exaggeration may lead to confusion
about what participants understand when consenting to participate
in RCTs. Research has shown that vulnerable participants in poor
socioeconomic communities may consent to RCTs as they may think
they will have free access to medical care offered during the period
they participate in the trials." Moreover, Appelbaum et al."¥ believe
that research participants tend to confuse research for routine
clinical treatment, as they do not fully understand the concept
of scientific methodologies such as randomisation. Furthermore,
Wilkens and Forester ' report that participants tend to overestimate
the possibility of benefit and underrate probable associated risks.
Participants also expected better care and believed that the new
treatment would be better than the existing treatment.!!

The present study was conducted to identify any existing gaps
during communication of IC in women participating in clinical trials,
with the hope to assist researchers in the future to explore new
concepts that can be incorporated when obtaining IC.

The project was approved by the Stellenbosch University Health
Research Ethics Committee (ref. no. N10/02/025), and permission to
carry out the study was also obtained from the government hospitals
in the Eastern Cape Province where data were collected.

Methodology
The present study aimed to achieve an understanding of participants
knowledge concerning IC when they participate in research studies.
The study was carried out at two public state hospitals serving low-
income populations in the Eastern Cape Province of SA. A convenient
sampling method was used to recruit participants. Participants were
recruited from women who had been enrolled in any of the three
studies that were ongoing at the time of recruitment. The first study
was an RCT comparing the efficacy, safety and acceptance of an
intrauterine contraceptive device v. injectable depo progestogen in
reducing pregnancy. The second RCT was to assess whether massaging
the uterus may be as effective as oxytocin injection to prevent
postpartum haemorrhage. The third trial was a descriptive study to
determine the demographic and socioeconomic factors, infant feeding
practices, immunisation and micronutrient status on infant growth,
diarrhoea and respiratory diseases in infants aged 6 weeks to 9 months.
A descriptive survey design, within a quantitative research
approach, was used to conduct the study at two public hospitals
in the Eastern Cape Province. Participants were informed about
the IC study via notifications in strategic places in the hospital. All
women who participated in any one of the three ongoing original
studies were invited to participate in the IC study. Participants were
approached by a research midwife (GPK) between 8 and 48 hours
after being enrolled in one of the original studies, to ensure that
recall was still optimal. A copy of the IC was given to the participant
to read, and thereafter the researcher explained the current IC to the
participant. Sufficient time was given to the participants to read or
ask questions regarding their participation in the current IC study.
The inclusion criteria for this study were women who consented
to partake in any one of three ongoing studies at the two public
hospitals and who were able to converse in either isiXhosa or
English. The IC and questionnaire were available in both languages. If

7

participants met the inclusion criteria, they signed two copies of the
IC, one for them to keep and one for the researcher to file separately
from the data collection sheet. The research midwife then recorded
each participant’s contact details onto the enrolment sheet and
handed a semi-structured questionnaire to her to complete.

Participants were allowed to ask questions for clarification
purposes when they were not sure of the content requested in the
questionnaire. All the research midwives and the researcher (GPK)
had completed a certificate in good clinical practice and undergone
training to assist in executing clinical trials. Confidentiality was
maintained at all times, and the information received from the
participants was only made available to the research team, including
the statistician. Participants were reminded that they were free to
stop participation at any time, and were given assurance that it would
not affect the service they were entitled to receive at the institution.

A semi-structured, self-administered questionnaire was used
to collect information. The questionnaire consisted of open- and
closed-ended questions and collected baseline socioeconomic
and demographic information, as well as information based on the
requirements as depicted in the World Health Organization (WHO)'s
template for IC for participating in clinical trials. The quantitative data
were captured onto an Excel sheet (Microsoft, USA) and analysed using
SPSS version 14.0 (SPSS, USA). Descriptive analysis was used to analyse
nominal and ordinal data. Information from open-ended questions was
analysed through thematic analysis and then quantified.

Results

A total of 170 participants were recruited and agreed to be enrolled in
the study. A total of 70 participants were in the original RCT comparing
efficacy, safety and acceptance of the intrauterine contraceptive
device and injectable depo progestogen in reducing pregnancy
rate, 80 took part in the original RCT assessing whether massaging
the uterus for 30 minutes may be as effective as oxytocin injection
to prevent postpartum haemorrhage, and 20 participants were
recruited from the original survey study related to infant feeding.

Bio- and socioeconomic information demonstrated that the study
participants’ mean age was 25.9 (standard deviation 5.98) years,
and the range between 17 and 42 years. Slightly more than two-
thirds (68%) had completed secondary education, and similarly, 65%
reported that they had not been employed before they fell pregnant.
Due to the nature of the original trials, one could have expected that
44% reported being in pain or discomfort when IC was obtained
(Table 1).é)

It is a protocol requirement to give a copy of the signed IC to
the participant to keep, but the results showed that only 79% of
participants confirmed that they were handed a copy of the IC of
the original study. Sadly, less than half (49%) confirmed that they
were given the opportunity to deliberate on their participation
in the original study with their partner or confidant. Participants
appeared not to understand why they had agreed to participate
in a research project, as less than half (41%) could recall a reason
as to why they consented to participate in the original trial. It is
disturbing that 40% reported that they participated in order to
receive treatment. Participants were not able to communicate the
purpose of the original studies. Moreover, most participants did
not recall what their responsibilities were while participating in the
original trials (Table 1).'
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Slightly more than half (55%) of the
participants responded that researchers
explained to them about the different
available treatments. Of these, 74% could
recall the correct treatment options. It
appears that participants did not understand
the concept of randomisation. None of
the participants could explain what they
understood about randomisation, or what
the word meant. The majority of participants
denied being informed of possible benefits
of participating (97%); moreover, only a few
participants agreed that they were informed
about any risks related to the original
study (22%). Most (75%) of the participants
could not mention any risks that they were
informed about, and participants stated
that no alternatives were mentioned if they
declined to participate in the original study
(53%) (Table 1).0¢

Very few participants recalled that they
had the right to withdraw (20%), and few
(12%) stated that they understood what
help would be available if there were trial-
related injuries that occurred unexpectedly
to them. Less than half (44%) recalled that
the researchers and medical team would
have access to the information that was
collected from them in the original study,
but more than half (55%) had no idea how
the information would be used in the future.
The majority (82%) of the participants
agreed that they were given details of
whom to contact if they had any additional
questions in the original study, but some
(29%) stated that they did not understand
why they signed the IC. Most (88%) of the
participants believed that the information
that was given to them before they enrolled
in the original study was adequate for them
to make an informed decision regarding
their trial participation (Table 2).1'®

Discussion

The four principles of
obtaining IC are those of beneficence, non-
maleficence, autonomy and justice.'”’ The
subjective patient-centred test was affirmed
in Broude v Mclntosh.'® The National Health
Act addresses the need for IC when research
is done on human subjects and sets out the
nature and scope of the information that
should be disclosed to the participant. The
Act emphasises that IC should be done in a
language understood by the participant, and
that the participant’s level of literacy should
always be considered. The challenge with

main ethical

Table 1. Bio- and socioeconomic information

Outcome!’®! n/N (%)
Highest education level completed
Tertiary 42/168 (25)
Secondary 114/168 (68)
Primary 11/168 (6)
Never attended school 1/168 (1)
Have you been working in the year before you fell pregnant?
Yes 59/170 (35)
No 111/170 (65)
Were you in pain or any other discomfort during the time that the
researcher obtained IC from you for the original study?
Yes 74/168 (44)
No 95/168 (56)
Highest education level completed
Tertiary 42/168 (25)
Secondary 114/168 (68)
Primary 11/168 (6)
Never attended school 1/168 (1)

IC = informed consent.

most IC is whether adequate information
has been disclosed to the participant, and
whether the participant has understood the
information before deciding on research
participation.

The National Health Act mandates active
consent from a parent or legal guardian for all
research conducted on research participants
<18 vyears old. This age restriction may
cause some conflict when researchers wish
to explore sexual and reproductive health
research in SA, such as contraceptive use,
teenage pregnancy and sexually transmitted
diseases. This is because girl children <18
may obtain contraceptives without consent
from their parents, but cannot participate
in related research as they do not wish
their parents to know about their use of
contraceptives. This may interfere with girl
children’s rights to self-determination.

The original studies involved women who
were in labour, had children, or who wanted
to use contraceptives. It was noted that
one participant was only 17 years old, so
strictly she was not allowed to participate
in the original research study, and rightly
the researchers acknowledged that the
research protocol was breached. The mean
age of participants in this study was slightly
younger than the mean age of childbearing
women in SA, which is currently 27 years,
but it is in line with the decrease in age
due to the increase of teenage pregnancies
reported in the country.

Level of education has been linked with
the comprehension and understanding of
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IC.2% Furthermore, it has been reported that
participants with low literacy are at risk
of having poor comprehension of the IC
concept.?" Literacy and low education levels
probably did not have an effect on this study,
however, as the majority of participants had
completed secondary or tertiary education
and therefore should have had good literacy
comprehension.

Britz and Le Roux-Kemp'?? emphasised
that pain, psychological factors or
socioeconomic factors may influence the
process of getting IC from a participant. The
decision-making capacity of women in labour
or during the postpartum period may thus
be compromised: stress, pain and anxiety
may influence the decision-making process.
In this study, 44% of the women stated that
they were experiencing pain or discomfort at
the time that they were asked to participate
in the original studies. As patients were
recruited during a vulnerable time, such
as during labour, the question is whether
all participants were sensitised during the
antepartum period through pamphlets and
posters that they might be requested to
participate in research trials.

It is acknowledged that participants may
enrol in studies expecting special care,
regardless of what they have been informed
of, owing to socioeconomic vulnerability.
The unemployment rate in the original
studies is in line with unemployment rates in
the Eastern Cape.?®! No funding was offered
to participate in any of the trials, so it can
be assumed that unemployment or the idea
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Table 2. Informed consent results!'®

Outcome

n/N (%)

Were you given a copy of the informed consent of the original study that you agreed to
participate in?
Yes
No
Were you given the opportunity to discuss participation in the original study with your
partner or confidant?
Yes
No
Reasons given why subjects agreed to participate in the studies
To contribute to research or knowledge
To receive treatment
No reasons given/do not know the reason
Can you please explain the purpose of the original study you participated in?
Yes, recalled the correct purpose
No, could not recall the correct purpose
Family planning, correct answer
Reduce bleeding, correct answer
Infant’s health, correct answer
Can you recall your responsibilities towards the trial (what was expected from you)
during the original study?
Yes
Unsure
Don't know
Were you told about different available treatments, when you were asked to participate in the original study?
Yes
No

Can you mention the different treatment options in the original study?
Mentioned treatments correctly
Could not remember different treatments
Can you explain what you understand under ‘randomisation’
No, | cannot explain
| am unsure of what it means
Were you informed of the possible benefits of participating?
Yes
No
Were you informed about any risks related to the original study?
Yes
No
Can you mention any risks that you were informed about?
Yes
No
If you had not agreed to take part in the original study, what alternatives did you have?
Alternatives were mentioned
Other alternatives were not mentioned

If you choose to withdraw from the original study, will this have any consequences for you?
Yes
No
Do you understand what help would be available in the unexpected event of any trial-related injuries that may
occur to you while you participated in the original trial?
Yes
Cannot recall
Who will have access to the information that was collected from you in the original trial? (confidentiality)
Researcher/medical team
Do not know who
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130/165 (79)
35/165 (21)

82/166 (49)
84/166 (51)

66/159 (41)
62/159 (40)
31/159 (19)

66/170 (39)
104/170 (41)
35/70 (50)
26/80 (33)
5/20 (25)

29/147 (20)
73/147 (50)
45/147 (30)

86/155 (55)
69/155 (45)

64/86 (74)
22/86 (26)

0/170 (0)
170/170 (100)

5/152 (3)
147/152 (97)

36/164 (22)
128/164 (78)

9/36 (25)
27/36 (75)

69/148 (47)
79/148 (53)

32/160 (20)
128/160 (80)

18/145 (12)
127/145 (88)

75/170 (44)
95/170 (56)

...continued
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Table 2. Informed consent results'"® (continued)

Outcome n/N (%)
What would happen with the information gathered in the original study?
Unsure 67/149 (45)
Have no idea 82/149 (55)
Were you given any details of whom to contact if you had additional questions in the original study?
Yes 110/134 (82)
No 24/134 (18)
Do you understand why you signed the informed consent?
Yes 115/162 (71)
No 47/162 (29)

Do you believe that the information given to you before the participation in the original study was sufficient to

make an educated decision on participating in the trial?
Yes
No

of incentives could not have served as a motivation to participate in
the original studies. In SA, perinatal care is free for all women of low
income at public facilities.

In many communities, participatory decision-making is part of
culture, and it is becoming increasingly difficult to ignore the ethical
and cultural challenges associated with this when applying the
universal ethical guidelines, which are principled on individualistic
autonomy and not cultural participatory research. The Declaration
of Helsinki'"" allows the participant the opportunity to check in with
their family members or community leaders prior to participation
in research. It appears that participants’ right to consult family
members was not sufficiently valued in the original trials, as only
49% could recall that they were allowed to consult with family
members. Community consultation and community consent are still
ill-defined concepts for researchers, who need to be made aware
of the difference between community awareness consultation and
community consent.

Participants should always be informed about alternative
treatments available to them when they decide whether or
not to participate in a trial. The original trials examined in this
study demonstrated that participants could mention the different
treatments available to them, but Alexa-Stratulat et al.?¥ warn
that despite participants being able to recall different treatment
options, they may not understand that the treatment offered is
related to research. The Belmont Report refers to research-based
protective applications that include the disclosure of potential
risks and benefits.?® Participants cannot make an informed
decision without all the required information. It is important that
only those risks and benefits that may result or be directly linked
to the trial be disclosed. A study by Gota et al."” reported that
83% of participants in their study were aware of potential risks and
benefits, while only 22% of participants in this IC study could recall
that they were informed about the risks and potential benefits of
the original studies.

The SAGCP requires the researcher to attempt to ascertain why
a research participant has withdawn prematurely from a trial. This
question needs to be carefully stated, as the participant may feel
threatened by the researcher attempting to obtain a reason for
the withdrawal, and may for this reason decide not to withdraw.
This requirement may indeed be a contradiction, as it does not

146/166 (88)
20/166 (12)

fully respect the participant’s wishes and voluntary decision to
withdraw from a clinical trial prematurely. Allowing a participant
to decline consent or to withdraw from research participation
without a reason demonstrates respect for their rights. It appears
that the SAGCP contradicts the notion of voluntary participation by
requesting reasons why participants do not wish to participate or to
withdraw early. SAGCP section 5.9.16 requires three signed copies:
one for the participant, one for the patient hospital file and one for
the research file. However, participants who take part in sensitive
trials often do not wish to take home a signed IC form, as they do
not wish others to know about their illness, so three copies are not
always feasible.

Randomisation is extensively used in human clinical trials as
a technique of experimental control to avoid selection bias and
eliminate bias in assigning of treatment. Wendler?® asserts that
many research participants do not understand randomisation, but
do understand that RCTs involve research, which is an important
concept when obtaining IC, and concludes that participants do
not need to fully understand randomisation to give valid IC.

Recommendations

We recommend that IC forms should be short and address
only the essential components, such as the fact that the study
involves research, the risks involved, any potential benefits,
study procedures and alternatives to participation, and voluntary
participation.

We agree with other researchers that an approach with more
interactive features should be implemented to increase the chances
of understanding IC.

We recommend that researchers take note of elements noted
by Appiah,?” such as that participants come from different
backgrounds, different cultures, diverse socioeconomic statuses
and varied individual decision-making capacities, that researchers
should take into account beneficence and confidentiality, and
that there may be a need for family involvement when signing
IC documents.

Conclusion
Voluntary IC for participation in clinical research is the basis of
health research ethics, and a requirement for clinical research in
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SA. The SA-specific guidance documents regarding voluntary IC
requirements differ, and at times contradict international documents
applicable in SA. Given the provisions of the SA Constitution® and
applicable legislation, it is evident that voluntary IC provisions in the
guidance documents are not always aligned with the legislation and
Constitutional principles concerning IC.
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