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Chapter 1: Introduction

Although informed consent is an ethical and legal requirement for research
involving human participants, standardized methods for assessing the quality
of informed consent are not available (Joffe et al, 2001a) The tragic history
of research on human subjects, e.g. the Nazi medical war crimes, the
Tuskegee syphilis study of the 1930s, and the Willowbrook study [National
Institutes of Health (NIH), 2002], have led Research Ethics Committees at
academic centers to demand adherence to guidelines set by amongst others,
the Declaration of Helsinki, the Nuremburg Code and the Belmont Report
(Medical Research Council, 2000). These internationally accepted tools are
contained in the International Convention for Harmonization’s initiative on
Good Clinical Practice (GCP). GCP guidelines have become the quality
standards for the conduct of clinical trials in humans.

In 1982 the Council for International Organizations of Medical Sciences
(CIOMS) issued guidelines for the application of bioethics to research.
According to these guidelines, all research involving human subjects should
be conducted in accordance with four basic ethical principles, namely respect
for persons, beneficence, non-maleficence and justice. Researchers should
be held accountable for addressing these principles in their research
proposals and in the execution of their studies. Similarly, Research Ethics
Review Boards are expected to use these guidelines when approving
research proposails.

Despite these requirements. assessment of the quality of informed consent
has seldom been high on the list of priorities of researchers. While some
investigators have assessed the quality of informed consent in ocal clinical
settings, very few have done this in large marginalized and impoverished
communities, where participants are more vulnerable to unethical research
practice.

Background

The BCG Study is a randomized controlied efficacy trial that compares two
routes of administration of BCG vaccine in the prevention of severe forms of
tuberculosis (TB) in infants and young children in a rural setting in South
Africa. This trial {the BCG Study) has enrolled more than 12 000 pregnant
women at antenatal clinics to have their babies receive Tokyo 172 BCG at
birth, either by the percutaneous or intradermal route.
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Trained community health workers? counselled women who attended the
antenatal clinics at public health facilities and enrolled them into the trial.

The children of those women who were not reached or who did not consent to
participate received the standard of care, which is the intradermal vaccination
with Danish 1331 BCG (Staten Serum Instituut, Copenhagen). Study children
received Japanese BCG by percutaneous or intradermal route. After
vaccination, the babies are being followed up for another 2 to 5 years in
order to identify, investigate and report protocol outcomes like Severe
Adverse Events (including hospitalizations), TB and death,

infants enrolled in the cohort of the BCG Study were eligible to participate in
a nested Immunology Study. This study (a case control study) aims to
identify immune correlates of protection against severe childhood TB, and
involves the collection of blood from infants who are between 8 and 14 weeks
of age. This blood is used to measure the amount of gamma-interferon®
produced in response to BCG. It is expected that higher gamma-interferon
levels would indicate better protection against severe TB than lower levels.
Some of the blood is also used to separate, aliquot and store mononuclear
cells tor further immunoclogical testing. Participants are asked to consent to
the blood collection procedures of the Immunology Study on the day of the
phlebotomy.

A week before the blood collection, prospective participants of the
Immunology Study are contacted and requested to attend a phlebotomy clinic
in their area. At this notification the parents or caregivers of the child would
receive a note asking them to bring their child to the clinic on a given day,
together with a pamphlet that gives a simple explanation of the purpose of
the visit of the study team to their clinic. Members of the study team then
arrive at the clinic on the scheduled day, complete with materials and
equipment, and proceed to inform those parents / caregivers® present about
the study. Afterwards all children’s parents would seen individually by the
research nurse®, and the informed consent procedure would be completed.
(See Appendix A, Standard operating procedure’ Immunology Study
enroliment and consent)

* The community health workers possess a school-leaving certificate (Grade 12), and are trained by
health professionals to provide lay counselling, health education and morbidity surveillance at
E)ublic health facilities.

* Certain blood cells (T-lymphocytes) of individuals who had been in contact with an infectious
tuberculosis agent produce gamma-inieferon when encountering mycobacterial antigens. A high
fevel of gamma-inteferon production is presumed to be indicative of TH infection.

"Hereafter referred 10 as parents.

® The research nurses are Professional Nurses who have completed at least a 3 year diploma at a
nursing college or a 4 year degree at a university.
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All staff dealing with study participants had been trained in good clinical
practice (GCP) and other research procedures Monitoring and evaluation
are performed on a regular basis to assess the quality of procedures and
documentation generated. High standards of research practice are expected
from all research staff.

An earlier quality management exercise to assess the quality of consent in
the Immunology Study was conducted in April 2002. A convenience sample
of participants was interviewed after the consent and blood collection
procedures, and asked to answer multiple-choice questions on certain
aspects of the consent process The selected participants were chosen so
that there was equal representation in respect of language and location. The
procedures and practices of research workers were evaluated at the same
time. Analysis of the first 60 completed questionnaires revealed that the
quality of consent appeared to be reasonable, with 85% of the participants in
the audit stating that the nurses explained *very well” (Hawkridge et a/,
2002). Eighty three percent felt that they had understood “almost everything”
of what was said to them. The audit was repeated six months later, with a
different sample, giving similar results. These audits succeeded in
identifying deficiencies in staff skill and techniques, and general areas of
participant misunderstanding.

During another such audit, it was observed that the Immunology Study
acceptance rate was extremely high (greater than 89%). This meant that
only a small number of women approached for enrollment into the study
refused to participate. Upon further investigation it was revealed that
participants rarely asked exploratory questions, or contacted the study office
when faced with a reportable® occurrence. This led the study team to
question participants’ perception of basic informed concepts and their
understanding of topics explained during the consent procedure. In order to
determine the level of recall and mental processing of the study concepts, it
was considered necessary to conduct a formal quality of informed consent
study. This is the subject of this dissertation.

Purpose & objectives
The purpose of the Consent Study was thus to determine the level of recal/

and understanding of the key aspects of informed consent as contained in
the consent form of the Immunology Study.

¢ According to the BCG Study protocol, participanis are requesied {o repori vaccine reactions.
hospitalizations and the death of babies vaccinated with the study BCG. Suspicion of TB and
contact with adults with active TB should also be reported. This would help Lo identify study
outcomes in {rial participants.
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The Consent Study thus aimed to evaluate the quality of informed consent in
the Immunology Study by using a specially designed questionnaire to be
completed by mothers from whom informed consent was obtained.

The specific objectives of the Consent Study were:

a. To determine how well study participants understood the Immunology
Study consent document contents by testing their recall of items
discussed during the consent procedure;

b. To ascertain whether study participants made informed choices about
their health and research options by testing how well participants
understood the underlying principles of the consent topics;

c. To establish whether certain demographic predictors like age, level of
education and language affected the quality of informed consent; and

d. To describe how the quality of informed consent is associated with the
knowledge of health rights as contained in the South African Bill of
Rights.

Preview of the dissertation

Chapter 2 deals with the results of a literature review. Health research
ethical practices are viewed in the context of current standards and
regulatory mechanisms recommended by the National Institutes of Health
(NIH) in the USA and the Medical Research Council (MRC) in South Africa.
This is followed by a discussion of the quality of informed consent in medical
practice and research. A critical look at the methods and results of consent
evaluation surveys is also included.

Chapter 3 describes the study design and the study population. A brief
explanation of the sampling method is given, followed by the description of
the questionnaire. The rest of the section contains details of the pilot study
results, data capture and analysis techniques, and ethics of the consent
study.

Chapter 4 is the results section The response rate and the sample
demographic information are given. The informed consent assessment
results are tabled, as well as score graphs, stratified analysis, regression
analysis, health rights, logistics and a cross-check section.

Chapter 5 contains a discussion of the findings. This starts with a summary
of the main findings, and is followed by a review of the limitations of the
study and the contextualization of the results. Conclusions are drawn and
recommendations for improvement of the quality of informed consent and for
conducting a consent evaluation study are offered

14



Important definitions

informed consent refers to the collective procedures performed to give
prospective research participants relevant information about the purpose and
the procedures involved in a particular research project so that they can
make competent decisions about their participation.

Percutaneous vaccination is the method of injecting a vaccine using a
multiple puncture tool. The liquid vaccine preparation is spread on the skin
of the upper arm and the nine needles of the multi-puncture tool puncture the
skin so that a small amount of vaccine reaches the subdermal tissues.

Intradermal vaccination is the method of injecting a vaccine with a thin
needle into the dermal layer of the skin, usually in the upper arm of the
individual

The BCG Study is the randomized controlled trial, which aims to compare the
efficacy of different types of BCG vaccination in the prevention of severe TB

The Immunology Study is the case control study that seeks to determine the
immune correlates of protection against TB

The Consent Study is the Quality of Informed Consent Study, which is the
subject of this dissertation

Phlebotomy refers to the collective procedures involved in preparing a study
participant for blood collection, collecting blood from a suitable blood vessel,
and the subsequent allocation and storage of blood specimens for analysis
and processing.

Good Clinical practice (GCP) is the standard set of rules and principles that
are based on the International Conference on Harmonization (ICH) guidelines
for human subjects research.

Ethics is the “science of criteria, norms and values for human action and
conduct” (Guidelines on ethics for medical research, Medical Research
Council, 2000} Medical ethics can be described as the reflection on moral
actions within the framework of health care. Ethics for health research utilize
norms and values for regulation, application and scientific assessment of
clinical experimentation or survey.
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Chapter 2: Literature review

Very little appears to have been published about the quantitative assessment
of the quality of informed consent in developing countries. However,
informed consent policies, practices and problems are topics of an
abundance of published materials, a number of which will be discussed here.

Standards for informed consent

The International Conference on Harmonization guidelines for Good Clinical
Practice (ICH Guideline for Good Clinical Practice, 2001) are used as the
reference for most accredited courses for investigators of clinical trials.
These GCP courses contain large sections on informed consent. Medical
doctors, professional nurses and other health professionals who perform
research procedures, including informed consent, on behalf of the principal
investigators, frequently do these courses as part of their training.

Other sources of reference include the National Institutes of Health (NIH)
Office for Human Subjects Research (OHSR, 2004) and Guidelines on ethics
for medical research: general principles of the South African Medical
Research Council (MRC, 2000). The former provides extensive resources to
equip researchers in the United States with skills to conduct research
ethically. Its guidelines for writing informed consent documents (NiH,
Guidelines for writing informed consent documents, 2004) contain
suggestions that would ensure that all relevant information is disclosed, and
that participants comprehend the information and agree to participate
voluntarily.

The MRC's Guidelines is concerned with the medical ethics of research on
human participants. It stipulates a number of basic ethics codes of
behaviour, which should apply to any research programme in South Africa.
These codes include the notions of autonomy, objectivity and fairness,
respect for human rights and the ethic of justice. Researchers are also
prompted to display competence, integrity, and sensitivity when dealing with
human subjects. Confidentiality should be respected at all times, and there
should be mutual understanding of the roles and responsibilities of research
staff and research participants in any particular study

Development and implementation of international policy regarding informed
consent in medical practice and research are largely guided by the Council
for International Organizations of Medical Sciences directive released in
1982. Arevised version of The Proposed International Guidelines for
Biomedical Research Involving Human Subjects, adopted by the World
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Medical Association, which contained guidelines for the application of the
principles of the declaration of Helsinki, was issued in 1991 (CIOMS, 1991).

Statutory and institutional regulation of ethics

In the United States, specific conditions are imposed under which informed
consent must be obtained from research participants (NIH, Regul/ation and
ethical guidelines, 2004). These conditions involve proof that participants
would have sufficient opportunity to consider whether or not to participate,
that consent could be obtained with minimal possibility of coercion and undue
influence, and that the information would be given in a language that is
understandable to the participant or witness [n addition, it is expected that
the consent procedure would be conducted in a manner that informs the
participants about their rights and the responsibilities of the investigator.

In South Africa, the 4" revision of the MRC Guidelines (2000) focuses
particularly on South African needs, as entrenched in the Bill of Rights (SA
Constitution, 1996). The same basic principles on which all ethical research
involving human participants should be based are emphasized. Autonomy
(respect for persons). beneficence (maximized benefits), non-maleficence
(absence of harm) and justice (equal distribution of risks and benefits in a
community) have heightened significance in South Africa owing to greater
awareness of human rights, equality and democracy, following the
sociopolitical transformation of the previous decade’ People who were
previously regarded as third-class citizens, had no vote, and who were
deprived of all the social benefits of a democracy, could now insist on and
expect to enjoy human rights as supposed by these ethics principles. Others
who were accustomed to the privileges of the previous regime had to
recognize the changes and accept them as fair and to the greater benefit of
all South Africans. The application of the first principle (respect for persons)
is implicit in informed consent, affording participants the opportunity to
choose what shall and what shall not happen to them. In post-apartheid
South Africa, this requires that researchers as well as participants of
research subscribe to the implications of these changes.

In addition, the government’s Health Research Policy (Dept of Health, 2001)
is broadly considered to provide an enabling framework for the conduct of
research that improves human health and well being. As part of the strategy
to develop a coordinated. coherent national research system, the government
has appointed a statutory body, the National Health Research Ethics Council,

"In 1994, the African National Congress (ANC) came into power during the first democratic
elections in Soulh Africa, afler decades of segregalionist governance called Apartheid.
Under the leadership of Nelson Mandela, who was imprisoned for 27 years by the
Apartheid government, major changes occurred in almost all spheres of public life. These
improvements of the lives of all South Africans were particularly welcomed by the
previously disenfranchised majority black population.
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to set standards for research ethics in South Africa. It is not known if any
directives regarding Informed Consent have been forthcoming from that body
to date.

Given the extent to which adherence to the bioethical principles is regulated
by governments and statutory bodies, standard usage is expected from
institutional review boards (IRBs), the bodies responsible for ethical review of
research proposals Yet, the application of the ethical principles in reviewing
research proposals varies considerably from country to country. This is
illustrated by a study (Goodyear-Smith et a/, 2002) done simuitaneously in
five different Westernised countries (New Zealand, the United Kingdom,
Israel, Canada and the USA). The aim of the study was to test how
believable reports of child sexual abuse were. The different IRBs had greatly
differing ethical requirements, ranging from no special provisions in one
country to substantial amendments in another.

IRBs have also been shown to fail their mandates of protecting participants.
The United States Food and Drug Administration (FDA) inspected clinical
trials done since 1977 and found that investigators tested drugs in more than
a 1000 unsuspecting participants (Epstein & Sloat, 1997). In a large number
of drug trials, men, women and children were tested without written evidence
of informed consent. The same authors found that the Centers for Disease
Control and Prevention (CDC) conducted a hepatitis vaccine experiment in a
native-American community under the guise of an established immunization
programme in 1991, and used a known unsafe measles vaccine in an efficacy
trial in Los Angeles in 1990.

In addition to the above, IRBs appear to allow violations of ethics principles
embedded in approved research protocols by failing to monitor consent
practices. Researchers are rarely required to report on quality of consent.
Epstein and Sloat's (1997) FDA analysis of 942 ethics review boards from
1890 to 1996 exposed a number of regulatory inadequacies in many of them.
This included poor data safety monitoring, poor record keeping and reporting,
and poor adherence to recommended consent practices. In 160 clinical trials
approved by an IRB in Spain from 1995 to 1999, Gost ef a/. (2003) found that
in 83% the informed consent document had shortcomings in legibility, and
that in 43.4% the researcher did not sign the consent documents. This raises
concern about the validity of the consent.

This same concern is expressed by Campbell, Boyd and Surry (1997), who
found that 45% of 249 randomized controlled triais published in the Archives
of Diseases of Childhood from 1982 to 1996 did not report on consent
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Funding institutions from industrialized countries also tend to turn a blind eye
to “macro-ethics” (such as financial assistance to governmental and
institutional programs without direct benefits to the community) while
overemphasizing “micro-ethical” issues hke confidentiality, coercion and
payment for participation.

informed consent in medical practice

The quality of informed consent in clinical medicine has been found to be
generally very poor. In a study (O'Flynn & Rymer, 2003) involving 181women
(90% response rate) aged 17-79 years who attended an inner London
teaching hospital clinic, women’s experiences of the consent procedures for
involvement in medical education were examined. The majority (S1%) of
women did not object to the presence of medical students during their
gynaecological examination, even though 58% of respondents did not recall
being informed about this.

Poor quality of informed consent in this type of setting is further illustrated by
the example (Fleischman & Garcia, 2003) of 85 consecutive patients who
underwent micrographic surgery and were given verbal and written
instructions and information about ten potential complications. These patients
were asked to recall these complications at 20 minutes and at one week after
the informed consent process. The overall group retention rate at 20 minutes
and at one week was 26.5% and 24.4% respectively, a poor result.

In a clinical audit (done via postal questionnaires) of the practice of the
members of the British Association of Otorhinolaryngologists, Head and Neck
Surgeons, it was found that clinical staff used varying techniques to obtain
informed consent (Saravanappa, Balfour & Bowdler, 2003). This resulted in
widely differing reports given by respondents of potential complications in
middle ear operations, aspects of the consent procedure (like the time taken
to obtain consent), and the person conducting the consent interview.

Much debate followed the 1997 publication of the results of a study
conducted at the King Edward Hospital in Durban, South Africa, in which
patients in a surgical intensive care unit were tested for HIV without their
consent. The comments that followed ranged from suggestions to improve
the study design (Pfeffer & Alderson, 1997 and Malin & Lockwood, 1997) to
the definition of criteria by which ethical review could be waived (Woodcock &
Norman, 1997). Two South African doctors working in London (Mhiongo &
Mdingi, 1997) suggested that true informed consent is “light years away for
black South African patients”. This amounts to an accusation that there is
the perception amongst South African doctors that experiments can be done
on black patients without their consent, and that no harm would result from
such experimentation.
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Patients’ submissiveness to authority (albeit white-coated only) following
decades of injustice could result in distorted perceptions of harms and
benefits in South Africa. This means that their decision to agree to medical
procedures or research may be due to coercion. Bratt (1997) argued that
doctors, in the above case, were arrogant to think that they needed to debate
whether or not informed consent from patients was required. Proper
informed consent should be obtained from research participants and patients
in any setting, developing countries included.

Informed consent in medical research

The fact that informed consent is the key requirement for participation in
human subject research may imply that informed consent quality is better in
research than in medical practice No direct comparison had been made, but
available literature suggests similar shortcomings in consent guality in both
research and medical practice.

In an assessment of the quality of informed consent in a cancer clinical trial
conducted in Boston, USA, a response rate of 72% was obtained (Joffe et a/,
2001b). Although 90% of the responders thought that they were "well
informed”, many had misconceptions about the key aspects of the informed
consent documents such as risks, benefits and the treatment options
available. Predictors of higher knowledge scores were associated with
education, research nurse assistance and English as the home language.

Patients who participated in the 4" International Study of Infarct Survival
(1S15-4) in Israel replied to a postal questionnaire survey to determine the
quality of informed consent (Yuval ef al, 2000) A response rate of 56% was
obtained. Of the responders, 31% claimed to have full understanding, 50%
claimed to have partial understanding and 19% were not perceived to have
any understanding. The proportion of participants who were satisfied with
the consent process was 90%. Participants also had various reasons for
giving consent, the majority (43%) being the hope of better treatment. These
results show inadequacy of informed consent in at least 69% of participants,
with poor adherence to GCP guidelines.

Lynoe, Sandlund, Dahlqgvist and Jacobsson (1991) did a study in eight
different centres in Sweden to determine the perception of information based
on the Declaration of Helsinki. Although only 2% of participants had not been
aware that they were taking part in a clinical trial, 40% did not know that
participation was voluntary. Just over half of the participants thought that the
quality of information given was good or very good.

Most participants in chnical trials understood the purpose and the aspect of
voluntary participation in a Contraceptive Clinical Trial (Fortney, 1999)
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conducted on three different continents, Africa, South America and North
America. However, only 23% of women, when asked about the risks and
benefits, recalled the pregnancy risk correctly, 40% underestimated and 19%
overestimated the risk. According to the author, the findings of this study are
in agreement with earlier studies that reported better recall rates among
younger, heaithier participants. The overall rate was stiil poor.

Researchers (Mason & Allmark, 2000) who investigated the quaiity of
informed consent obtained from parents on behalf of their children in nine
Western European countries found that many parents did not have an
adequate understanding of the study they were being asked to enroll their
infants into. The researchers assessed the validity of the informed consent
processes, and found that only 29.5% of parents had given valid consent for
neonatal trials. The criteria upon which this assessment was based were
completeness of information given, parental competence, understanding and
voluntariness of consent.

Contrary to this finding, Hayman et al, (2001) reported that all the parents
who gave consent on behalf of their children felt they understood the purpose
and procedures of a physiological research project on sudden infant death
syndrome (SIDS), in Dunedin, New Zealand. Both consenting and declining
parents were involved. Of the participants, 90% thought that the information
about the study was good, and 27% were concerned about the safety of the
tests. The authors conceded that the validity of the results may be affected
by recall and selection bias.

Similarly, a study amongst parents of sick children in a neonatal unit in
Scotland, found that most (79%) parents were happy to give consent
(Stenson, Becher & Mcintosh, 2004). The fact that 8% of parents felt
unhappy about their decision to give consent, yet still gave consent, may
imply that parents might not have assumed autonomy in this situation.

Informed consent in developing countries

The notion of diminished autonomy is illustrated by a study that described the
quality of informed consent among pregnant women participating in an iron
supplementation study in Bangladesh (Lynoe ef a/, 2001). Most women knew
about the purpose of the study but many did not understand the concept of
voluntariness and the right to withdraw. The vast majority (87%) said that
they participated because of the perceived benefits such as treatment for
themselves and their babies

Women participating in a contraceptive trial in Santiago, Chile were found to

understand the research as experimentation or "progress” (Sanchez et a/,
2001). The information on the consent form was “occasionally
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misunderstood”. Their decisions to give consent were based on a number of
factors such as the time provided for consideration and discussion with their
partners or relatives, and the perceived risks and benefits. The degree of
autonomy, as perceived by voluntary participation and right of withdrawal, is
not clear from the information available.

Ramjee et al. (2000) conducted a randomised controlled trial to determine
vaginal microbicide effectiveness against HIV infection amongst female sex
workers at four sites in the developing world, including Durban in South
Africa. At one of the sites, 30% of the women did not know the purpose of
the study, and at another, the concept of placebo was misunderstood by 75%
of the participants. Even after three months’ participation, the majority of
women did not fully understand the study Researchers used role-playing and
repeating the informed consent procedure at consecutive visits to improve
understanding. At the Cotonou site in Benin, the poor understanding was
attributable to the low level of schooling.

A qualitative consent evaluation done alongside a childhood malaria trial was
helpful in identifying detractors from and predictors of good quality of
informed consent, such as language, level of education and the recruitment
environment (Molyneux, 2003). The trial is one of several funded by a British
institution in Kilifi on the Kenyan coast The researchers found that
understanding of the details of the studies was low, and the participants
agreed to participate because they wanted access to the benefits associated
with the research. Factors that influenced the level of understanding
included process barriers, fieldworker experience in consent procedures, and
community relations. Process barriers refer to difficulties in explaining
medical concepts to parents of sick children, for instance, and the various
challenges posed by the language differences.

Doing research in developing countries pose several challenges, logistic as
well as ethical. Participants frequently do not understand scientific concepts
like randomization and clinical trials used in consent documentation. Others
are given information at the discretion of the researcher, sometimes
inaccurate or partial {(Elbourne, Snowdon & Garcia, 1997).

Some informed consent concepts like voluntary participation and benefits and
risks are difficult to understand by participants in the developing world

(Upvall & Hashwani, 2001). Western-based concepts of informed consent
cannot be easily applied to research communities in developing countries.
Cultural differences between the West and developing countries can make
the ethics principle of autonomy difficult to apply uniformly. It is commonly
argued that the conceptions of autonomy in non-Western cultures are shaped
by group-based community structures, and not by individualistic decision-
making (Cullinan, 1997). For instance, in rural African societies women may
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not believe that they can make important decisions on their own. Pressured
to obtain consent from her for her own or her child's participation, she may
agree to participate, which may satisfy the “legal” requirement, but violate the
principle of autonomy. In the BCG Study, some pregnant women asked the
fathers of their unborn children or their own mothers to decide whether to
participate or not. This means that the resulitant decision would not be based
on proper informed consent of the participant.

Involving pregnant women or mothers breastfeeding a young child in
research requires looking at the consent process differently (Mohanna,
1997). Mothers may be distracted, particularly when the child is in their
company, as in the Immunology Study. Others may be tired, have a
heightened awareness of the value of the services available to them, or may
be too eager to co-operate with services staff.

Another problem experienced in the field is the unwillingness of participants
to partake in spontaneous discussion about the studies they have been
enrolled in. The research team overcame this by supplying participants with
information pamphlets, which explained the research activities in simple form,
in their language. Contact information was also available from posters set up
on notice boards of district health facilities.

In South Africa racial segregation has left social and emotional scars on the
population. This has resulted in differences in perception of social services
such as health care. People from previously disadvantaged groups may feel
suspicious about health services and medical research, in turn leading to
differences in perceptions of voluntariness between groups In a study done
in South Africa (Barsdorf & Wassenaar, 2005), these differences were
significant. Black participants, known to have suffered most from the
injustices of the apartheid regime, showed poorer perception of voluntariness
than their White and Indian counterparts. Education level was also predictive
of perception of voluntariness. The study did not attempt to ascertain the
adequacy of information disclosure and comprehension in the three racial
groups studied.

Methods of informed consent evaluations

Joffe et af (2001b), in evaluating a questionnaire to measure the actual and
perceived understanding of consent aspects of cancer clinical trials, used a
system of subjective as well as objective questioning, and concluded that the
questionnaire was a valid and reliable tool that could be used for consent
evaluation of other studies as well. They found good test-retest reliability for
both objective and subjective understanding.
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In a study conducted by Colieti ef al. (2003) in the United States, a prototype
informed consent process was evaluated amongst 4892 persons at risk of
HIV infection as part of an HIV vaccine preparedness study in eight
metropolitan areas. Initial procedures consisted of an initial HIV trial
education, repeated at six-monthly intervals. A random sample of people
underwent the prototype informed consent procedures, which involved
reading a booklet or listening to it on a recording, followed by a one-on-one
educational session. At baseline the participants’ recall of HIV vaccine trials
was low, but those participants randomized to be subjected to the prototype
format had consistent increases in their recall scores. Notably, level of
education, race/ethnicity, and HIV risk status were not associated with these
improvements,

Similar results were found in a Haitian study (Fitzgerald ef a/, 2002) in which
resistance factors to HIV infection were to be identified. Researchers used a
qualifying step to assess the understanding of research study details.
Potential participants were expected to get at least 12 out of 15 questions
correct. Only 20% of a sample of participants who were consented during a
single interview obtained a pass mark. Better scores were obtained from
those participants who attended information sessions over a period of longer
than a week

Faced with low literacy in non-Western study participants, health workers
have been found to overcome difficulties in participant understanding by
using audiovisual aids and other means (Lam, Cheng & Chan, 2004, Sastry
et al. 2004, and O’Connor ef al.1999). Sastry et al. (1999) also found
significant improvements in understanding of HIV-AIDS topics in an antenatal
clinic in India after enhancement of the group education and counseling
routine by means of audio-visual aids.

In a country such as Senegal, where consent was traditionally obtained by
community elders on behalf of parents, Preziosi et al. (1997) observed that
illiteracy did not necessarily present a barrier to understanding. The study
which evaluated the change from consent obtained by community elders to
that by parents, found that the parents understood the study sufficiently to

make informed decisions, even though the literacy rates were 30% in men

and 10% in women in that community

Approaches to evaluating consent quality have been diverse Some
researchers have used person-to person interviews (Lynoe ef a/, 2001,
Sanchez et al/, 2001, and Molyneux, 2003) and while others used postal
questionnaires delivered to participants by post (Stenson et al, 2004, Upvall
et al, 2001 and Lynoe ef al/. 1991). The validity of results obtained from
postal surveys for quality of informed consent 1s limited. Respondents may



use help from any number of sources, thereby reducing the chances of
measuring the participants’ own understanding and recall of the study
material.

Some researchers used questioning that requires participants to indicate how
they felt and what they thought about aspects of informed consent. The
subjective nature of this type of questioning also reduces the validity of the
results. Other studies in which the effects of interventions were studied (e.g.
Coletti ef al, 2003, and Fitzgerald ef al, 2002) used direct questioning, testing
the participants’ recall of the study concepts. This approach, or the one
proposed by Joffe et al (2001a) — using the subjective and objective types of
questioning in combination — has more potential for valid quality of informed
consent assessment.

Obtaining consent from parents for research to be done on their children has
implications for consent quality assessments Parents express their
perceptions of voluntary participation, risks-benefits balance and
confidentiality on behalf of their children, who are not competent to give
consent or assent. The parents may not be directly affected by the risks of
participating in such research. The results of studies that report parents to
be “happy” and “satisfied” with the consent-obtaining procedures should
therefore be interpreted with reserve. An objective assessment of parents’
understanding is therefore likely to produce more reliable results.

Conclusion

In developing countries, vulnerability due to poverty, disease, low education,
hardship, submissiveness, the effects of war, famine, pandemics, and social
insecurity can lead to research exploitation. Many large scale research
projects are launched in these settings. While participants in industrialised
country projects are generally better educated, have more experience of
decision-making regarding health. and make use of private health care, most
developing country research involves participants who are dependent on
under-resourced public health services when afflicted. Therefore, good
quality of consent should be one of the key objectives of all research
conducted in such settings.

Review of the literature reveals a number of recurring themes regarding
quality of informed consent. The value of increased exposure to consent
information in improving the quality of informed consent is emphasized.
However, there are participants who wrongfully use perceived benefits and
misunderstood risks as motives for deciding whether to participate in a study
or not. However, owing to the shortage of research data, it is difficuit to
establish norms for acceptability in regard to informed consent surveys.
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In general, there is a need to standardise the varying methodologies and
interpretations of consent assessments. The literature available is sparse,
indicating a reluctance to do scientific research on the topic or to publish
research findings. More research needs to be done to explore the practlices
and outcomes of informed consent particularly in low literacy communities
and in developing countries. The need for standardised methods to evaluate
the quality of informed consent is therefare critical.

Assessment of consent quality in medical practice and research may produce
results that reflect poorly on IRBs, whose role is to protect research
participants against unethical conduct in research studies. Low acceptability
(quality of informed consent) findings in industrialised countries suggest
nadequate procedures and perceptions In addition, poor consent guality in
developing countries perhaps raise more intense questions about human
rights, equity and justice. However difficult these questions are, it is still
necessary to invite critical discussion. Scientific literature should treat ethics
topics as integral elements of scientific reporting. This can be done by
requiring reporting on consent praclices in papers, accepting more "ethics”
papers in mamnstream scientific journals, and publishing “ethics” debates
periodically. In this way, a welcome increase in material will be generated in
an area of shamefui dearth.
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Data capture and analysis

Upon compiletion of the questionnaire, the research nurse transcribed the
answers of the questionnaire onto the Data section of the questionnaire.
This was verified by another member of the research staff. A second
research nurse verified the transcription of the results. Double-checking of
documentation and data was used to pick up errors. The results on the data
form were captured, processed and analysed using Stata version 6'* as
illustrated in table IV.

Table IV: Stata-6 data processing and analysis

Procedure Remarks

Data coding » Answers to questions were coded *1" for correct
(recall, heaith rights and cross check sections) or
"expected” (understanding section) answers, and
‘0" otherwise.

s« Score variables were generated to summarize the
recall and understanding answers for individual
participants.

Data exploration » Frequency tables were drawn up for categorical
variables

e Summary tables and graphs were drawn up for
numeric variables.

Data analysis e Stratified analysis was done to determine the
effect of potential predictors of the quality of
informed consent on the recall and understanding
scores.

* Measures of association were obtained between
potential predictors of the quality of informed
consent and binary derivatives of the recal/ and
understanding scores;

s | ogistic regression analysis was carried out to
model the relationships between the predictor
variables and the recall and understanding scores.

¢ The Kappa agreement test was done to test for
agreement between questions which tested the

same contents but were asked in different
manners.

' Stata Corporation, 702 University Drive East, College Station, Toxas, 77840, USA
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Table VI shows that the distribution of participants in relation to the
educational requirement (Std 5) for informed consent was similar between
the two language groups in the younger age group. However, in the older
age group, 22% of participants in the Afrikaans-speaking group had not
achieved a Std 5 or higher education, while the corresponding figure for the
Xhosa-speaking group was almost half that (11.4%).

Table VI. Education level and age by language (n=192).

Language = Afrikaans Language = Xhosa

Std 5 & Lower Total Std5 & Lower Total

higher (%) than Std 5 higher than Std 5
Age =< 26 56 (94.9%) 3 ( 5.1%) 59 37(94.9%) 2( 51%) 39
Age > 26 39 (78.0%) 11(22.0%) 50 39 (88.6%) 5(11.4%) 44
Total 95 (87.2%) 14(12.8%) 109 76 {91.6%) 7 ( 8.4%) 83
Eleven (27.1%) of the participants had regular access to a cellular phone and
a total of 30.8% had access to a land telephone line. More than 40% had no
regular access to telephone or cellular phone services.

Informed consent assessment

The results of the consent assessment are shown in Tables Vil (a) to (d),
giving the number and percentage (in descending order) of participants’
answers for each question. The correct answers for the first nine questions,
which deal with the recall assessment, are in italics. Four out of nine
questions had more than 75% correct answers, and another four had
between 50% and 75% correct. The question dealing with the reason for the
clinic visit received the most (85 4%) correct answers. Notably, only 36.5%
of participants answered the question about the benefits correctly.

The next 4 questions (10, 11, 12 and 16) revealed that the majority of
participants (88.5%) thought that the phlebotomy was safe and practically
harmless, and almost 85% knew that their baby’'s blood would be used to
develop a blood test for TB. However, more than half (55.2%) thought that
the blood would be used to determine whether their baby had TB.

Questions 13, 14, 15 and 17 dealt with the understanding assessment. Most
participants gave the expected answers for all questions. Although 87 5% of
participants understood that the development of a bruise did not warrant a
call to the police, a relatively low percentage (66.2%) knew that they could
discuss the bruise with the nurse at the clinic.

The resuits of Question 18 are discussed under “Health rights assessment”.
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Participants obtained a median score of 66.7% (range 11.1% - 100.0%) in the
recall and 75.0% (range 37.5% - 100%) in the understanding section. The
recall and understanding scores follow the same general pattern: small
numbers of participants with scores of less than 5 out of 9 (recall) or 4 out of
8 (understanding), and a sharp increase in participants with higher scores.
Both scores were non-normally distributed with skewing towards the left.

Although only 12 (6%) and 25 (13%) of participants, respectively had all the
answers to the recall and understanding questions correct, Table Vill shows
that the majority of participants obtained scores in the 75% and greater
category. Only 3 (1.6%) obtained a low score (less than 25% correct) for the
recall test, and none had two or fewer correct of the eight understanding
questions.

Table Viil: Summary of participants’ scores for recall and
understanding (n=192)

Score High* Above average’ Below average’ Low*

n (%) n (%) 1 {%) n{%)
Recall g5 68 26 3
(out of 9) (49.5%) (35.4%) (13.5%) (1.6%)
Understanding 130 55 7 0
(out of 8) (67.7%) (28.7%) (3.7%) (0.0%)

Higher levels of recall scores were positively associated with higher levels of
understanding levels scores (Pearson chi-squared = 14.73, p = 0.022). This
can also be seen in Table IX, which presents the data in categories.

Table IX. Relationship between scores for recall and understanding

{(n=192)
Understanding n (%)
Level High* Above Below Low*
average” average*

q High* 76 17 2 0
< (80.0%) (17.9%) (2.1%) (0.0%)
5 /' Above average* 39 25 4 0
- (57.3%) (36.8%) (5.9%) (0.0%)
® Below average* 14 11 1 0
i4 (563.9%) (42.3%) (3.9%) (0.0%)
Low™ 1 2 0 0
(33.3%) (66.7%) (0.0%) {0.0%)

* High: |2 75%]; Above average: [2 50% & < 75%]; Below average: [ 25% & < 50%], Low: [< 25%]
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Stratified analysis

The comparison of the recall levels (high, above average, below average and
low) between the two language groups (Afrikaans or Xhosa), between age
groups (26 years and younger or older than 26 years), and between those
who had access to a telephone or cell phone and those who had not, showed
no significant differences (Table X). However, an education level of Standard
5 and higher was significantly associated with higher recall scores (Fisher's
exact p=0.000). Also, having research nurse experience of greater than two
years was associated with higher recall scores (Fisher's exact p=0.000).

Table X: Stratified analysis results of recall scores (n=192)

Recall High* Above average* Below average* Low*
Score n (%) n (%) n (%} n (%)
Language® 0 56 (51.4%) 33 (30.3%) 18 (16.5%) 2 (1.8%)
1 39 (47.0%) 35 (42.2%) 8( 9.6%) 1(1.2%)
Fisher's exact, p = 0.276
Education? 0 4 (19.1%) 8 (38.1%) 7 (33.3%)  2(9.5%)
1 91 (53.2%) 60 (35.1%) 19 (11.1%) 1(1.6%)
Fisher's exact p = 0.000
Age?* 0 48 (51.1%) 32 (34.0%) 13 (13.8%) 1(1.1%)
1 47 (48.0%) 36 (36.7%) 13 (13.3%) 2 (2.0%)
Fisher's exact p = 0.947
Telephone® 0 38 (45.8%) 28 (33.7%) 16 (19.3%) 1 (1.2%)
1 57 (52.3%) 40 (36.7%) 10(9.2%) 2 (1.8%)
Fisher's exact p = 0,236
Experience® 0 19 (33.3%) 20 (35.1%) 16 (28.1%) 2 (3.5%)
of research 1 76 (56.3%) 48 (35.5%) 10 ( 7.4%) 1(0.7%)
nurse Fisher's exact p = 0.000

* High: [2 75%]; Above average: [2 50% & < 75%]; Below average: [2 25% & < 50%], Low: [< 25%)]

0 Language options were Afrikaans (0) & Xhosa (1)
Educahon options were Lower than Std 5 (0) and Std S and higher (1)
Age options were Older than 26 years (0) and Egual 10 and younger than 26 years (1)
Telephone options were No access (0) and Access to telephone (1)
“ Experience options less than 2 years {0) and 2 vears and more (1)
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The scores obtained for understanding levels had no significant association

(Table XI) with any of the five predictors (language, age group, education

level, access to telephone and research experience of the professional

nurse) amongst the categories.

Table XI: Stratified analysis results of understanding scores (n=192)

Understanding
Score
Language® 0

High*

n (%)
75 (68.8%)
55 (66.3%)

il

Education® 0 12 (57.1%)

118 (69.0%)

=

Age? 0 71 (75.3%)
1 59 (60.2%)

Telephone® 0 53 (63.8%)

77 (70.6%)

s

Experience® 0 43 (75.4%)

87 (64.4%)

==

Above average* Below average*

n (%) n (%)

31 (28.4%) 3(2.8%)

24 (28.9%) 4 (4.8%)
Fisher's exact p = 0.767

9 (42.9%) 0 (0.0%)

46 (26.9%) 7 (4.1%)
Fisher's exact p = 0.336

21 (22.3%) 2(2.1%)

34 (34.7%) 5 (5.1%)

Fisher's exact p = 0.060

(3.6%)
(3.7%)

27 (32.5%) 3
28 (25.7%) 4
Fisher's exact p = 0.555

12 (21.1%) 2(3.5%)
43 (31.9%) 5 (3.7%)
Fisher's exact p = 0.340

* High: [> 75%]; Above average: [z 50% & < 75%]; Below average: [2 25% & < 50%] Low: [< 25%]

* Language options were Afrikaans (0) & Xhosa (1)

*® Education options were Lower than Std 5 (0) and Std 5 and higher (1)

*’ Age options were Older than 26 years (0) and Equal to and younger than 26 years (1)
* Telephone options were No access (0) and Access to telephone (1)

» Experience options were less than 2 years (0) and 2 years and more (1)

Low*

n (%)
0 (0.0%)
0 (0.0%)

0 (0.0%)
0 (0.0%)

0 (0.0%)
0 (0.0%)

0 (0.0%)
0 (0.0%)

0 (0.0%)
0 (0.0%)
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Logistic regression

Education level, age, language, access to telephones, and research
experience of the nurse were included as binary variables in the initial model,
together with the overall sceres oblained for the health rights knowledge
assessment. The final logistic regression model (Table Xl obtained for
recall scores of 75% and greater included the same two significant predictors
as found in the stratified analysis, namely experience of research nurse and
education level. Participants who completed Std 5 and higher were almost §
times more likely tc obtain a mirumum of 75% in the recalf test compared to
participants who did not progress that far in education. Also, consent
obtained by nurses with more than two years research experience resulted in
an almost three times odds of scoring at least 75% compared to nurses with
less than 2 years experience.

Table Xil: Logistic regression results for the recall assessment®
Predictor Odds 95% Confidence
ratio Interval {Cl}
High score obtained Education level 4.94 1.57 -- 15565
(2 75%) Research experience | 2.62 1.35 -~ 507

The logistic regression model obtained for understanding scores of 75% and
greater contained only the participant’s age {Table X1ll. Participants whc
were cider than the median age were 2.17 times more likely toc obtain high
scores than those younger than 26 years. (The same independent variables
were staried with as for the logistic regression for recall )

Table Xlll: Logistic regression resuits for the understanding test”

Predictor Odds 9E% Confidence
ratio Interval {Cl)
High score obtained 27 years and older 217 1.15 — 407
{2 75%)

Mocel diagnostics picked up a number of outlying results, but none of them
were influential. Removing scme of the worst outliers did not result in any
sigmticant changes to the models.

* Log likelihood ratio, 12 was 17.84 (p=0.0000).
¥ Log likelihood ralio, y2 was  7.98 (p=0.0185).









« The results of the agreement check between four questions in the
recall section and corresponding questions in the "Yes/No” section are
tabulated underneath. Table XVI shows moderately high total
agreement, i.e. 60 — 73%. Kappa statistics were, however, low. The
answers to the questions of the purpose of the Immunology Study had
the least agreement (Kappa statistic = 0.009). The best agreement was
found with the confidentiality questions (k = 0.300).

Table XVI: Analysis of agreement between two types of questioning for
4 recall parameters

Total Chance  Agreement 95% Confidence

Agreement %  agreement K Interval
Purpose 69 8 695 0009 00132 — 0150
Procedure 60.9 57.6 0.078 -0.026 - 0.182
Risks 720 70.1 0.096 -0.044 - 0.234
Confidentiality 72.4 60.7 0.297 0.155 -0.438
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Chapter 5: Discussion

Main findings

The aim of the study was to evaluate the quality of consent in a large
tuberculosis vaccine Immunology Study and to identity factors that may
influence quahty of informed consent at the individual level  The setting was
one of a low income, rural community in a developing country.

In the light of the strict guidelines set for bioethical principles in medical
research, complete recall and understanding of research issues represents
an ideal However the fact that most participants obtained high scores for
both recall and for understanding dicates that the general quality of
informed consent was acceptable. Almost all participants felt that they would
participate agamin in a similar study if they were given the choice  In previous
studies conducted in developing countries to assess the quaiity of informed
consent, similar results were found (Lynoe ef al. 2001, Sanchez et al, 2001,
& Ramjee et al, 2000) However 1t should be noted that some of those
results were based on more subjective approaches to questioning.

The proportion of participants in whom the quality of informed consent was
unacceptable was small This proportion is even lower than that found in
studies in industrialised countries (Yuval ef a/, 2000 & Fortney, 1999).

Most participants could recall the key aspects of the informed consent
document, although there was some uncertainty about the procedures
involved and the benefits available to participants Yet judging from answers
to other questions relating to the same items, it can be inferred that
participants generally knew what the procedures were about. The guestion
of benefits is interesting: while the consent form explicitly states that “there is
no benefit for participating”, participants saw their participation in the
Immunology Study as personally beneficial in some way or another.

The level of education and research nurse experience were associated with
the better scores obtained for the recall assessment™. No such association
with the understanding score was demonsirated. In fact, none of the
predictors (language. education. age, socio-economic status or nurse

Y Even though the four research nurses who obtained the consent for the lmmunology
Study were aware that the Consent Study was taking place, lhey followed a standard
operating procedure and were monitored reqgularly for quality control purposes. Also,
oblaining consent was one of four study procedures that nesded to be performed within
tight tirne himits. These considerations make il less likely that their behaviour changed
specifically under the influence of the Consent Study.



experience) showed any significant effect on the scores obtained for the
understanding.

The only significant determinants of a high understanding score was the
participant age, but with inverse effects. Older mothers were more likely to
obtain high understanding scores  The recail and understanding scores were
strongly positively correlated. These findings were confirmed in the logistic
regression analysis.

The understanding assessment resull supports earlier suggestions (Coletti ef
al, 2003) that low levels of education need not hinder participant’s ability to
understand consent concepts.

No significant association was observed between the overall score obtained
for health rights and the two gualily of consent scores. Knowledge of the
right to freedom of choice, however. was strongly correlated with higher
understanding scores.

It 1s reassuring that the two language groups had similar results, as there had
been concerns that consent quality would be different between the language
groups. Both training and quahty mondering for Xhosa consent taking in the
Immunology Study was conducted in English with the help of an interpreter,
whereas monitoring for Afrikaans consent taking was done in Afrikaans. The
reason for this is that research workers whose first language is Afrikaans or
Enghsh are not capable of using Xhosa as a third language Those with
Xhosa as hirst language are usually capable of communicating in all three
languages. However. there 1s a general shortage of nursing staff in the area
who have Xhosa as their first language. Also. the two languages broadly
represent two different race groups In the South African context this could
imply differences in perceptions of research and result in differences in
scores for recall and understanding. The differences in perceptions af the
research between the race groups as reported by Barsdorf and Wassenaar
(2005) were therefore not demonsirated in this study.

A few of the questions in the multiple choice section were checked for
reliability. The cross-checking provided a mechanism by which the
agreement of answers could be tested. Mothers tending young children may
be distracted or tired and may answer guestions without thinking, resulting in
faulty recall or understanding answers. Although moderate total agreement
was obtained for all four questions, significant agreement was only obtained
only in the one dealing confidentiality.

Another way of reflecting on the rehability of the results was provided by the
two questions that described logistical aspects of the Consent Study. The
majonty of participants completed ther questionnaires well within the amount
of time expected, and without excessive assistance from the study team



These same participants tended to oblain higher scores for the recall and
understanding assessment.

Limitations of the study

The study did not assess the ability of participants to hold information for
lenger periods of time (i e days. weeks or months) after their enrolment into
the Immunology Study. Participants of health sciences research should be
afforded the opportunity to have their research information repeated and
rethought before they are expected to make a decision about participation.
The consent obtaining procedures of the Immunology Study do not make
provision for repeating information.

The amount of information made available to prospective participants is
always a point of debate. as research workers may vary the level of
interaction with the participants. The amount of techmical information
supplied also varies from study to study  Individuals have a limit on the
amount of information that can be memonzed in one session. Some complex
scientific concepts are nearly impossible to transfer (o people not trained n
health sciences.

The questions posed to derive a score for understanding did not cover the full
spectrum of emotional and intellectual processing involved when confronted
with consent issues. The use of quantitative methods, and n particular
questions thatl require “yes/no” answers. may not provide the best resulls
under these circumstances  An alternative approach 1s {o involve more open
types of questioning as commonly used in qualitative research.

Access to a telephone or cell-phone may not be the best proxy for
socioeconomic status as it may be too indirect and focuses only on the
“‘econcemic” part. It mught have been more useful f the expenditure on using
of this commodity were known or at least verified Marital status, dwelling
type, household size and household income would have also been more
appropriate, but this information was difficult to obtain owing to the brevity of
the contact session with the respondents  Some of the measures (ke
household size) also have different meanings to different people, making
them difficult to standardize

Duration of employment in the research team was used as a proxy for
research nurse experience. The research nurses working in the Immunology
Study were involved in a number of different studies at the same time,
performing various funcbons However as none of the staff employed in the
Immunology Study had any previous research experience, it would be
reasonable to equate the duration of employment with a stalf member's
experience.
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This evaluation of the quality of informed consent was also limited in breadth.
An evaluation of the consenting procedures, including regulatory intervention
such as field monitoring of procedures, materials and documentation would

be useful additions to a complete assessment of quality of mformed consent.

Possible methods to improve the quality of informed consent

The findings of this study imply that methods to enhance informed consent
quality In less educated participants need to be found, as well as adequate
training of research staff involved in obtaming informed consent. In addition
to system-wide monitoring and evaluation. competency assessment of staff
would be useful.

Good quality informed consent requires a much greater focus on the consent
process than just the way participants perform in a structured exit interview.
Essential ingredients of good quality consent include the assurance that
participants possess the required level of education (in South Africa Std 51s
considered minimum), that voluntary participation is encouraged,
confidentiality 1s secured and that the whole process involves a level of
interaction that promotes autonomy

Rigid techniques of information transfer may be ineffective as some people
may be more amenable to approaches shaped by their own intellectual and
emotional abilities. Research (Lam. Cheng & Chan, 2004, Sastry et al. 2004,
and O'Connor et a/ 1999} had shown that visual aids like videos, pamphlets
and other forms of multimedia get more information across than discussion
only.

As an addendum to the consent process, an abnidged form of self-
assessment, such as the type described in this study, could improve the
general understanding of research concepts. It proved very effective in
strengthening understanding when participants were debriefed in a
supportive manner about their wrong answers after the questionnaire was
completed.

If the research process allows it a second and even a third attempt at
explaining some of the more difficult concepts would help to ensure better
recall and understanding of information. This continuing consent would at
the same time show the research team’s commitment to ethical research
practices, and reinforce participants’ adherence to research protocol. The
BCG Study involves person to person follow-ups over relatively long periods,
and research staff takes every apportunity to talk about the participation and
consent. This however. may not always be well-accepted as participants
may become suspicious of the intentions of an over-servicing research team.
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Greater adherence to accepted gwdehnes for informed consent should be
pursued by regulatory bodies of funding organisations as well as academic
institutions. Scrutiny of ethics practices of researchers in developing
countries should be encouraged. regardless of the size or prominence of the
collaborating organisations  Regular audits like those descrnibed (Epstem,
1997) will expose many consent viclations.

The technique of conducting a preliminary assessment of understanding
before obtaming consent, as described by Fitzgerald ef al (2002}, should also
be considered, particularly in communities where illiteracy 1s a problem

Recommendations to assess the quality of informed consent

Most research done to evaluate the qualhty of informed consent has focused
on the procedures, and many researchers have used quatitative methods.
The resultant findings are usually shaped by the particular setiing
(geography, time and size of the study) The Consent Study focused on
objective testing of recal! of consent topics and interpretative processing
(understanding) of this information, as well as factors that might influence
these results.

We proceeded on the assumption that a good way of evaluating the quality of
informed consent s by objective, self-administered questionnaire, with or
without a qualitative component  This method minimizes measurement bias
and also confirms participant hteracy and the language used at home

In a once-off cross-sectional study or the enroliment phase of a prospective
case control study such as the Immunology Study, it 18 probably adequate to
conduct a once-off recall / understanding assessment as described in this
study  The complexity of the material and the logistics of data collection will
dictate at what stage of the study this assessment should take place For
determining the guality of informed consent in a randomized controlled trial,
for instance, greater consideration to timing 1s required. Blinding,
randomization and sampling may necessitate the progressive assessment of
informed consent quality, as study details frequently differ between the
different randomized groups and as the study progresses.

A combined recall and understanding strategy 1s recommended, as the
former assesses shart-term memory, while the latter gives a measure of how
well participants process the information intellectually and emotionally. The
two aspects should also be weighted equally

Qualitative techniques in the grounded theory tradition could be used in
conjunction with quantitative methods to assist with testing assumptions
about the associations of education level, illiteracy and depth of information



transfer with the quality of informed consent This type of data could best be
collected through greater interaction with participants.

Cross-checking could be used with the objective of checking reliability of
some of the key items of the study under scrutiny. No other studies were
found to have attempted to measure agreement between different ways of
questioning. However, the unsatisfactory agreement results found i this
study suggest that special attention should be given to this aspect of the
quality of informed consent assessment in future studies.

The guality of consent in the Consent Study can be considered as
representative of the parent study (the Immunology Study) as the sample
demographics (language, age and geographic distribution), the clinic
schedules and the research nurses’ workloads were roughly similar between
the two studies.

The setting for the Consent Study is not unique. Many research studies are
conducted in developing countries in similar settings, 1. e. language difficulties
and cultural differences, low education and socio-economic status and limited
resources. Many academic researchers conduct their research in poor
settiements like these, and are faced with similar challenges. There is
therefore no reason not to expect that the quality of informed consent to be
similar in other parts of Southern Africa and abroad.

Informed consent in this population

The Immunology Study was conducted in a rural district known for its low
socio-economic status. high unemployment and high prevalence of diseases
of poverty  Participants are generally research naive, and frequently confuse
research activities with health service practice. Owing to the health system
problems of staff shortage and scarce resources, participants welcome the
attention of better resourced research initiatives.

Following from the above, the findings of the Consent Study can be
considered acceptable, in particular because it seems as iIf most participants
had made informed choices about their participation in the Immunology
Study. Most participants had above average understanding of the Consent
Study. The misunderstanding about perceived benefits is understandable,
but it could also mean that participants made the decision to participate in
the Immunology Study because of a belief that the benefits were more than
they actually were.

The recent focus in this area on publicizing patients’ rights by health
authorities (notably the National patients” Rights Charter) may have had
some impact as 1s suggested by the findings of the health rights questions
(Department of Health, 1996). The high percentage of participants knowing
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about “choice” and "access to health care” may indicate a sense of autonomy
that 1s not easily delectable with other types of questioning. It can also be
argued that the misconception about “free for all” health care is explicable by
the fact that all participants had undergone or experienced free health care,
e for pregnancy, HIV testing, childbirth and immunizations, during the
previous year or so. Participants might confuse the right to privacy with the
undertaking of the health services to keep health information confidential.
The mother-to~child-transmission HIV prevention program that is run by the
health services contributed much to the increased sensitivity about
confidentiality.

The ideal informed consent may require fult recall of information and
complete understanding, but given the uncertainties of human interaction,
deviations from this ideal should be expected. Information will to some
extent be misrepresented and / or misinterpreted during the consent process.

Conclusion

The quality of informed consent measured in this study is acceptable if
compared to the poor recall of consent process and content as described in
other studies The fact that more than 90% felt that they would participate
again in a study like the Immunology Study is also reassuring.

Studies to evaluate the quality of informed consent could be a requirement
for the ethical basis of participant enroliment into research studies.
Research ethics committees should insist on periodic reports on consent
quality as part of their ongoing responsibility to fulfill their mandates of
protecting the public against unethical research practices. Although /eve! of
education and experience of the research staff appeared to be predictors of
good guality of consent in this study, researchers would need to identify the
predictors of good quality consent in their studies. This would help them to
develop the consent documentation and procedures that are most applicable
for their populations in further studies.

Standardising methods for conducting these studies is also important. The
Consent Study described in this report intended to achieve the objectivity and
repeatability necessary for drawing valid conclusions regarding the quality of
informed consent in a field study. The study aimed to develop a potentially
standardisable questionnaire, containing appropriate, study-specific
questions and more generic understanding questions. Norms of acceptability
were suggested following analysis of binary risk factor and regression
analysis.  This study should add to the sparse literature dealing with the
quantitative evaluation of informed consent in a developing country situation,
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area of research ethics.

Differences in health priorities between developing and industrialised nations
result in differences in allocation of resources for research. 1t is estimated
that 90% of the global research budget 1s applied to 10% of the world’s
population, the inhabitants of industrialised countries. This means that
insufficient funds are available to finance research studies in conditions of
high-burden, usually preventable and treatable infectious disease.
Participants in developing countries are frequently subjected to poorly
regulated and monitored research procedures, including unethical consent
practices. It is therefore important for researchers in developing countries to
work towards improvement of the quality of consent.

Attention should also be given to methodological appropriateness of consent
evaluations. The natural humility displayed by peoples from sub-Saharan
Africa, parts of Asia and South America, may make the value of answers to
subjective type of questioning questionable.

The factors that predict quality informed consent, e.g education of
participants and experience of research staff, should be determined for each
study, then followed by parallel programmes of empowerment to the research
community. Health promotion and rights education initiatives could also be
launched in collaboration with the relevant local authorities in areas where
community based research is being carried out.

While industrialised country-based sponsors are centrally concerned about
the scientific question and research ethics committees concentrate on the
ethical standards of proposed research, principal investigators in developing
countries should consciously consider good quality informed consent as a
key objective of all their research proposals. The harsh conditions of people
fiving In these communities, 1.e. wide-spread poverty, low level of education,
msufficient access to resources, and limited access to information make the
conduct of ethical research practice more challenging. This study has shown
that if research staff was adequately trained (in policies, practices, and
procedures of ethics), and an appropnately informed research community is
involved, the ideal of good quality informed consent could be achieved, even
in rural settings.

Given the limited data on consent and methods from other studies, much
work is still to be done. The Consent Study, performed to assess the quality
of nformed consent in the Immunology Study in Worcester, South Africa, can
be seen as an attempt to advance such work.
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8 Consent

Consent is an ongoing process of informing participants about the study its aims, procedures, risks
and benefits. Al study staff are involved. Obtaining written informed consent 1s just one step in this
process.

Study nurses will obtain written informed consent.

First counsel the infant’s parents in a group about the study.

Then request consent for participation in the study from the parent(s) individually. This part of
obtaining consent must be done in a private sctting i.€. in a separate room, away from the rest of the
infants' mothers/fathers. If such a room does not exist, then the individual counselling and signing of
the consent must be done in the room used for the faking of the blood.

Allow sufficient time for the infant's mother/father to read the information brochure and consent
form and to have any questions answered in full.

Obtain the signatures of either the mother or the father or both parents. All signatures to be dated in
the spaces provided.

Get a third person {(not the nurse taking the consent) to sign as witness.

Stgn and date the "investigator's statement”

Give a copy of the consent to the parent(s) to keep. This should be taken home by the parents. not
pul into the infant's clinic records.

9 Assessing eligibility to take part in the study:

6.2 Loss of weight
6.3 Night sweals
6.4 Fever

Make an asscssment of the eligibility of the infant to participate in the study. Exclude the infant if:

9.1 For cach infant ask about:

9.1.1 Amny contact with a healthcare giver

9.1.2 Any admission {o hospital

9.1.3  Current or recent illnesses

9.1.4 Current or recent medications

9.1.3  Contact with a person suffering from tuberculosis or suspected to be suffering fromn tuberculosis
9.1.6 Ssigns and / or symptoms of tuberculosis in the infant. specifically:
9.16.1 Cough

9.1

9.1

9.1

9.2

9.2

A

w
(3
b

Any acute or chronic disease that would make the infant ineligible for routine childhood
vaccinations

Any contact with or signs and symptoms suggestive of tuberculosis. If unsure, contact the study
medical officer or principal investigator.

10  Blood Taking

10.4

10.5
10.5.1

10.5.2
16.5.3

Leave the portable incubator plugged into the cigarette lighter of the car. Leave a digital minimum -
maximum thermometer in the portable incubator. This will be reset just before the first specimen is
placed in the incubator,
Plug the mini-incubator in at the wall in the consulting room of the clinic.
Wipe down all work surfaces with 100% E(OH. Keep the 2mL polypropylene Sarstedt tubes with the
reagents in their cooler box until they are needed. When needed remove only 1| sef of 3 at a time:
leave the remainder in the cooler box. Wear gloves when handling the sarstedt tubes. Check the
temperature in the cooler box periodically to make sure that it is not above 8 deg C.
Fill in the "Sample Identification List form" Form 3.0 in ballpoint pen. (Appendix 3). Attach a study
identification label and write the patient's name down on the form,
Explain agamn to the infant's parent(s) that:
Blood will be taken from the best available vein, which will be either a peripheral vein or a neck
vein. Wear gloves when drawing blood and use a fresh pair per donor.
A maximum of 10 mi of blood will be taken.
A maximum of three attempts in any one day will be made to obtain the blood. 1f it proves
impossible to obtain a satisfactory specimen from an infant on a particular day, and the infant is
aged less than 14 weeks. the infant's caregiver may be requcsted to bring the infant to the following
phlebotomy se¢ssion at that clinic if her/his age will be less than 14 weeks at that time.
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10.6 Inform the parents that they may at any time ask the team to stop the procedure and withdraw the
infant from the study.

10.7 Check that the temperature in the mini-incubator is more than 30°Celsius. If not, wait until it is,
Reset the min /max. thermometer at this stage.

10.8 Two people will collect the blood; one will hold the infant and one will take the blood. A study
nurse and phlebotomy assistant will perform this task together.

10.9 Do not ask the infant's parents to help with the procedure. Offer them the option of remaining with
the infant whilst the blood is taken.

10.10 Both the study nurse and the assistant must pul on gloves.

10.11 Write the first 3 letiers of the infant’s surname on 4 of the infant's study identification stickers, using
the special black pens provided by the laboratory and taking care not to write over the pre-printed
bar code area. If the infant's surname consists of more than one word e g. "van der Merwe", "du
Plessis”, then write the first 3 letters of the main word e.g. "MER"” or "PLE" in the example given
above.

10.12 Clean the skin with an alcohol swab ("Webcol™)

10.13 Draw 10ml of blood from the best vein e.g. in the antecubital fossa, using a 10mi heparinised syringe
with a 23 gauge butterfly needlc attached.

10,14 Gently invert the syninge 10 times. Remove the butterfly needle and discard in a sharps container

10.15 Filling and storing the 2 mL Sarstedt tubes

10.15. 1 Unscrew the top of the sarsted! tube and place the top right side up on the working suface

Carefolly inject the blood into the 2mL Sarstedt tubes. Avoid touching the inside of the tube with
the syringe tip. Fill the red topped (BCG) tube up to the 1.0mL mark and the other two tubes (blue
Imedium] and white [SEB] topped) up to the 0.23mL marks.

10.15.2 Vortex each 2ml Sarsted{ tube.

10.15.3 Study identification stickers:

Label the set of sarstedt tubes for the WBA with the white study identification sticker.
Label the sct of sarstedt tubes for the RNA isolation with the (single) red striped study
identification sticker,

10.15.4 Place the 2mL Sarstedt tubes in the mini-incubator.

10.16 Filling and storing the CPT tube:

10.16.1 Clean the rubber stopper in the CPT tube wilh an alcohol swab., Wait for it 1o dry.

10.16.2 Put a 19 gauge needle onto the syringe and allow the vacuum to draw the remaining blood 1nio one

8mL heparinised vacutainer CPT tube as follows:

10.16.2. 1 Placc the tubc on 2 table.

10.16.2. 2 Removc the hand thar places the tube therc.

10.16.2.3 Place the tip of the 19G syringe nocdle on the rubber surface of the CPT PRIOR TO TOUCHING

THE CPT AGAIN.
10.16.2 4 WHEN THE NEEDLE IS ON THE RUBBER SURFACE, STABILIZE THE CPT TUBE WITH
THE OTHER HAND.

10.16.2 51nject the syringe contents into the tube Allow the vacuum to draw the blood, do not put pressure

on the syringe.

10.17 Put a study identification sticker on the CPT tube.

10.1% Reset the min-max thermoineter in the CPT tube container (Colcman cooler box) before putting in
the first CPT tube.

10.19 Place the CPT tubc into the rack in the CPT transport contuiner.

10.20 The temperature in the transport container musi be maiataincd betwaen 16 and 25°C. The packing of
this box is therefore at the discretion of the phiebotomy team lcader

10,21 If less than 10ml of blood has been collectad

10.21.1 First fill the 2mL Sarstedt tubes in the following order: Red (BCG), White (SEB). Blue

(MEDIUM).

10.21.2 Now allow the remainder of the blood to be drawn into an 8ml CPT tube.

16.22 After taking blood from cach infant

10.22 1 Note the time of tuking blood on Form 3.0

10.22 2 Fill in the details requested on the "Daily temperature record sheet for clinic incubators” (appendix

2y 1.e. time of taking blood, name of infant, study number, temperature in mini-incubator.
temperature in CPT cooler box, temperature in Sarstedi-tube cooler box.































































