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Foreword

The health care infrastructure in South Africa, including the
excellent professional competence of practitioners and
researchers, provides a context for quality health and
health-related research. In a world of rapid technological
advancements, environmental changes, and the impact of
public health emergencies on a scale not previously
experienced, health research is vital for the advancement
of relevant health care services globally and for the people
of South Africa more specifically. The country remains
characterised by a high burden of communicable and non-
communicable diseases, including those associated with
the social determinants of health related to inequalities
and inequities found in diverse regions and communities.
The evolution of this landscape has created the need for a
continued focus on disciplinary health and health-related
research as well as an increase in multi- and
transdisciplinary research that seeks solutions to the
complex problems associated with health and wellbeing.
This means that to ensure South Africa’s people are fairly
and respectfully treated by researchers and that all
research conducted in the country stands up to ethical
scrutiny, South Africa’s research ethics systems and
infrastructure must continuously be reviewed and
strengthened.

The core ethical principles — respect, scientific merit and
integrity, justice, care, and beneficence — apply to all forms
of research that involve living persons and use of animals
for scientific purposes, thereby placing their safety,
welfare, and other interests as paramount considerations.
These principles apply also to research with human
biological materials, data collected from living or deceased
persons, protection of personal information and research
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in the era of Data Science and Generative Artificial
Intelligence.

These Guidelines, entitled ‘South African Ethics in Health
Research: Principles, Processes and Structures’, 3rd edition
(NDOH 2024), replace the second (2015) edition. They are
the national guide to ensure that research is conducted in
accordance with the highest ethical norms and standards
for conducting research responsibly and ethically, as
measured against these revised, updated, and tailored
guidelines appropriate to the needs of South Africa.

e They describe the minimum national benchmark of
norms and standards

e They provide detailed explication of the process of
ethics review and focused guidance about specific
topics and research methodologies

e They outline the expectations and standards for
Research Ethics Committees (RECs) for research
involving human participants (HRECs) and the use of
animals (ARECs), and give guidance about standard
operating procedures

e They describe the research ethics infrastructure and
regulatory framework in South Africa

These Guidelines are written for use by researchers from
all disciplines who involve human participants in their
research or who use animals for scientific purposes, RECs,
health care practitioners, health facility administrators,
policy makers in government departments, community
representatives and more.

Thank you to all who participated formally or informally in
writing and producing this new edition. Your work
contributes significantly to the enhancement of dignity for
all South Africa’s people.

Dr MJ Phaahla, MP
Minister of Health
Date:
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Mandated by section 72 of the National Health Act 61 of
2003, the National Health Research Ethics Council (NHREC)
is tasked to revise and update the national guidelines for
health research ethics. These guidelines entitled ‘South
African Ethics in Health Research: Principles, Processes and
Structures' 3™ edition (NDoH 2024), provide a
strengthened guide to ensure that, in South Africa, health
research is conducted responsibly and ethically.

Drawing on relevant publications and international and
foreign national ethics codes and research ethics
guidelines, the NHREC has produced a document that is
relevant to South Africa, while positioned within the matrix
of research ethics guidelines available globally.

The key expectations of the Guidelines include that:

e Protocols to conduct research involving humans
undergo independent ethics review before research
activities start

e Proposed health or health-related research broadly
addresses human health and wellbeing and is in the
domain of curiosity-driven basic sciences or applied
and immediately relevant research

e Protocols to conduct health research stand up to
scientific and ethical scrutiny appropriate to the
context and disciplines concerned

e Harm to research participants is prevented or mitigated
and balanced against the likelihood of benefit to the
individual and/or society

e The safety and welfare interests of animals used for
scientific purposes are promoted, and there s
transparent justification for the use of animals
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About these Guidelines

Context

These Guidelines are issued by the South African National Health Research Council (NHREC), under the
auspices of the National Department of Health of the Republic of South Africa (NDoH), as mandated by
Section 72 of the National Health Act 61 of 2003 (NHA). These Guidelines draw their authority from the
NHA and associated regulations, and bind all health and health-related research involving human
participants, and the use of animals in research for human health purposes, within South Africa (see also
1.7). The minimum norms and standards for South Africa, as contained in these Guidelines, are
established by the NHREC, its application overseen by institutional research ethics committees (RECs)
registered with the NHREC, and implemented by the researcher(s) in studies approved by the relevant
REC(s). Importantly, the Guidelines are not intended to be a detailed instruction manual, but rather to
explain principles and to provide binding normative® and illustrative informative? guidance on how to
think about the principles in practical contexts.

Citation

The information contained in this publication may be freely distributed and reproduced, provided the
source is acknowledged.

How to reference (suggested)
National Health Research Ethics Council (2024) South African Ethics in Health Research
Guidelines: Principles, Processes and Structures, 3™ ed. National Department of Health of the
Republic of South Africa. Pretoria: NDoH. 137p. ISBN 978-0-621-52027-9.
Note! The referencing may be adjusted as per citation style.

Short name
NDoH 2024 Click here to
d load th
URL (to download the NDoH 2024 Guidelines in PDF format). ‘ NoDvgnHogom ¢
https://www.health.gov.za/nhrec-guidelines/

Previous editions

e DoH 2004
National Health Research Ethics Council (2004) Ethics in Health Research Principles, Structures and
Processes. National Department of Health of the Republic of South Africa. Pretoria: NDoH. 67p.
ISBN: 1-920031-0409

e DoH 2015
National Health Research Ethics Council (2015) Ethics in Health Research Principles, Processes and
Structures, 2™ ed. National Department of Health of the Republic of South Africa. Pretoria: NDoH.
94p. ISBN: 978-1-7764880-0-1

1 Normative here refers to provisions of the Guidelines that must be complied with.

2 Informative here refers to recommended best practices or illustrative examples, that may be adapted by RECs and other
stakeholders to accommodate own needs within unique or particular contexts and serving to guide informed decisions and
choices for implementation.
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Acronyms

The following represent commonly used terminology and abbreviations/acronyms:

Term/Abbreviation

Definition

AlO

AREC
BESEC

CAB

CAMS
DALRRD
DTA

NDoH 2024

GCP
HBM
HREC

IACUP
IHHRP
MHCA
MoA

MoU
MTA

NDoH
NHA
NHRC
NHRD
NHREC

NSPCA
Organisation/institution
PHRCs

REC

SA GCP 2020

SAE
SAHPRA

Authorised institutional official

Animal Research Ethics Committee

Biological and Environmental Safety Ethics Committee
Community advisory board

Complementary and alternative medicines

Department of Agriculture, Land Reform and Rural Development
Data Transfer Agreement

South African Guidelines on Ethics in Health Research Principles,
Processes and Structures, 3™ ed., 2024

Good Clinical Practice
Human biological material

Human Research Ethics Committee. There should be a clear distinction
between “health” and “human”.

Institutional animal care and use programme
Institutional human health research programme
Mental Health Care Act 17 of 2002

Memorandum of Agreement (ie., broad outline of planned
collaboration)

Memorandum of Understanding (i.e., intent to collaborate)

Material Transfer Agreement (i.e., regarding human biological
material)

National Department of Health (of the Republic of South Africa)
National Health Act, Act No 61 of 2003

National Health Research Committee

National Health Research Database

National Health Research Ethics Council (under the auspices of the
NDoH)

National Society for the Prevention of Cruelty to Animals

The organisation/institution with responsibility for the REC
Provincial Health Research Committee

Research Ethics Committee, referring to both ARECs and HRECs

South African Good Clinical Practice: Clinical Trial Guidelines, 3 ed.
2020.

Serious adverse event

South African Health Products Regulatory Authority
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Term/Abbreviation

Definition

SANCTR
SANS 10386:2021

SAPS
SAVC
Sl
sopP
ToR

The South African National Clinical Trials Register

South African National Standard: Care and Use of Animals for Scientific
Purposes, 2" ed., 2021

South African Police Service
South African Veterinary Council
Serious incident

Standard Operating Procedure

Terms of Reference
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This chapter explains ethics in research and
provides an overview of the South African
research context, including the remit of this
document.

1.1 Introduction

South Africa is a democratic state in which human
dignity, equality and the advancement of human
rights are respected, promoted and protected in
terms of the Constitution of the Republic of South
Africa, 1996 (the Constitution). Section 27(1) of
the Bill of Rights guarantees the right of access to
health care services, while section 12(2) protects
against research abuse by providing that

‘Everyone has the right to bodily and
psychological integrity, which includes the
right
a) to make decisions concerning
reproduction
b) to security in and control over their
body and
c) not to be subjected to medical or
scientific experiments® without their
informed consent’.

The National Health Act 61 of 2003 (NHA)
provides statutory authority for governance of
‘health research’ and the necessary research
ethics regulatory infrastructure, as determined by
the National Health Research Ethics Council
(NHREC).

The NHA defines ‘health research’ to include any

research which contributes to knowledge of-

a) the biological, clinical, psychological or social
processes in human beings,

b) improved methods for the provision of health
services,

¢) human pathology,

d) the causes of disease,

e) the effects of the environment on the human
body

3 The term ‘experiments’ originates from Article 7 of
the International Covenant on Civil and Political rights —
UN 1966 and echoes the Nuremberg Code; in the
constitutional context, it is intended to mean
‘research’.
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f) the development or new application of
pharmaceuticals, medicines, and related
substances, and

g) the development of new applications of health
technology

In line with its statutory obligation to develop and
promote norms and standards for research, the
NHREC intends these guidelines to provide the
minimum national benchmark of norms and
standards for conducting responsible and ethical
research in South Africa. The guidelines are
intended to be as inclusive as possible, so that
researchers in all disciplines who involve human
participants or use animals in research will find
assistance in these guidelines (see also 1.7).

The core ethical principles outlined in these
guidelines apply to all forms of research and
methodologies that involve living human
participants and use of living animals, ranking the
safety, welfare and health interests of both
humans and animals as paramount. Health and
safety issues include those that may arise in the
environment of research, e.g., viruses, parasites,
bacteria, as well as quality of the air, water, and
land in the environmental context.

The ethical principles apply also to research
involving use of human biological materials and
data collected from living or deceased persons,
including human embryos, fetuses, fetal tissue,
reproductive materials, and stem cells.

Research that relies exclusively on information
that is publicly available and does not require gate
keeping, site or platform permission, or that is
accessible in terms of legislation or regulation may
need to undergo formal ethics review, depending
on ethical considerations relevant to the research.

Research involving observation of people in public
spaces (including virtual public spaces), and
natural environments usually need not undergo
formal ethics review, provided that
e the researcher does not interact directly
with individuals or groups
e the researcher does not stage any
intervention
e the individuals or groups do not have a
reasonable expectation of privacy
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e dissemination of research findings does not
identify individuals or groups

Quality assurance and quality improvement
studies (audits), programme evaluation activities,
performance reviews and consumer surveys
usually do not constitute research and thus
usually do not undergo formal ethics review. It
should be noted, however, that if publication of
such studies is desirable, it is prudent to obtain
ethics approval before the study begins. RECs may
not grant retrospective ethics approval.

For conducting clinical trials with human
participants, this document must be used in
conjunction with the South African Health
Products Authority's Good Clinical Practice:
Clinical Trial Guidelines (2020) 3rd edition or its
successor.

For clinical and pre-clinical trials in animals,
including both target and model species, this
document must be used in conjunction with any
requirements of the South African Health Products
Authority (SAHPRA) [veterinary-portal].
Complementary use of applicable Veterinary Good
Clinical Practice guidelines, such as the VICH GL9
(GCP) 2000 of the European Medicines Agency
[pdf] or later version available online is advised.

1.2 NHREC as regulatory authority

The National Health Research Ethics Council
(NHREC) takes its authority from section 72 of the
National Health Act (NHA). The NHREC was
established in 2006.

In terms of its statutory authority, the NHREC

must

a) set norms and standards for health research
involving humans and animals, as well as for
conducting clinical trials

b) determine guidelines to facilitate best practice
for research ethics committees

c) register and audit research ethics committees

d) adjudicate complaints about human research
ethics and animal research ethics committees

e) refer matters concerning violations of ethical
or professional rules to the relevant health
professions council
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f) recommend disciplinary action against persons
found to have violated the norms and
standards set for the responsible and ethical
conduct of health research

g) advise the national and provincial departments
of health on ethical matters concerning
research.

The NHREC firmly supports ethical practice of
health and health-related research and asserts
that research should reflect the attributes of the
philosophy of ubuntu, such as but not limited to
respect for human dignity, compassion, and
harmony. These attributes should be pursued
together with the research integrity core values of
scientific merit, openness, distributive and social
justice, care, beneficence and nonmaleficence. Of
highest priority for the NHREC are continuous
refinement of ethics guidelines, ongoing support
of RECs, and strengthening of review and
oversight processes to protect the rights, safety
and welfare interests of humans involved in
research, particularly vulnerable participants; and
to protect the welfare and safety interests of
animals used for scientific purposes; as well as to
protect safety and other interests of researchers.

Researchers should be familiar with legislation,
regulations, and other binding instruments
relevant to research. See Appendix Al.2 List of
statutes, regulations, and other instruments.

1.3 The research context

South Africa provides a rich context for health and
health-related research because of its diverse and
advanced health care and research infrastructure,
skills, and expertise. The country is also
characterised by a high burden of communicable
and non-communicable diseases, including those
associated with poverty and underdevelopment,
creating the need for a broad spectrum of health
and health-related research. See the National
Department of Health’s Strategic Health Plan
2020/21-2024/25 or its successor®.

South Africa is often viewed as an attractive
research site for social scientists, behavioural
scientists,  political  scientists, = economists,

4 https://health.gov.za/strategic-plans/.
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researchers engaged in social development,
education, and many more disciplines, because of
its political history and current socio-economic,
educational, political, and social development
status.

To ensure that South Africa’s people and animals
are fairly and respectfully treated by researchers
and that all research conducted in the country
stands up to ethical scrutiny, South Africa’s
research ethics systems and infrastructure are
regularly reviewed and strengthened to ensure
that the appropriate ethical standards are upheld.

It is expected that all researchers who conduct
research in South Africa comply with these
guidelines.

South Africa recognises and protects freedom of
expression (section 16 of the Bill of Rights), which
includes academic freedom and freedom of
scientific enquiry (section 16(1)(d)). High quality
scientifically sound ethical research relies on the
ability to exercise the freedom to research, write
and speak robustly and professionally, without
fear or favour on any topic including the impact of
science on society. Exercise of these freedoms is
conditional on the responsibility to conduct and
communicate scientific work with integrity,
respect, fairness, trustworthiness, and
transparency, and to consider the consequences
of new knowledge and its application.®

The research context received an additional layer
of regulation due to the enactment of the
Protection of Personal Information Act 4 of 2013
(POPIA), which regulates processing of personal
information in response to development of
measures to protect privacy. POPIA provides
guidance on how personal information may be
processed.

Research activities are classed as a 'legitimate
interest' in terms of the Act, which means that
some flexibility is built in, provided the protective
measures are adhered to. Researchers and RECs
must pay careful attention to protocol measures
to protect privacy and confidentiality interests.

> Statement on Academic Freedom from the Academies
of Science of South Africa (ASSAf) S. Afr. j. sci. vol.106
n.3-4 Pretoria Mar./Apr. 2010.
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POPIA stipulates that the right to privacy includes
‘protection against unlawful collection, retention,
dissemination and use of personal information’
(Preamble to the Act). Consent to processing of
personal information in terms of POPIA requires a
'voluntary, specific, and informed expression of
will', separated from the consent to participate in
research.

In general terms, a participant should know what
information is being collected, why it is being
collected, what will happen to it, how long it will
be retained, whether it will identify the
participant, whether it will be shared with others
and why, whether it will be sent outside South
Africa and why. The person should agree to these
terms.

1.4 Research involving human
participants

Every organisation/institution, health agency and
health establishment at which health research
involving human participants, must establish, or
have access to a registered Human Research
Ethics Committee (HREC) (NHA section 73(1)).

1.5 Care and use of animals for
scientific purposes

Every organisation/institution, health agency and
health establishment at which health research
using animals is conducted, must establish, or
have access to a registered Animal Research Ethics
Committee (AREC) (NHA section 73(1)).

1.6 Ethical research review

The NHA (section 72(1)) requires that protocols
and protocols to conduct ‘health research’ must
undergo independent ethics review before the
research is commenced (see 5.3).

Retrospective review and approval of protocols
are not permitted.

Ethics review of proposed ‘health research’ must
be conducted by a HREC or AREC that is registered
with the NHREC (section 73(2) of the NHA).
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RECs must review research protocols
prospectively to ensure that they meet the
accepted ethical norms and standards before
research commences, using these Guidelines as a

minimum benchmark (NHA section 73(2)(b)).

RECs must ensure that research protocols stand
up to scientific and ethical scrutiny appropriate to
the disciplines concerned.

The review process entails an independent and
objective assessment of the potential effect of the
proposed research on potential participants,
animals, or the environment, e.g., plants used in
health research, and on the general day-to-day
functioning of the infrastructure that provides the
site or context for the research.

The review must ensure that the ethical and
appropriate scientific standards are maintained to
e protect participants from harm by minimising
risks of harm to the extent possible and then
balancing the risk of harm against the
likelihood of benefit
e protect the safety and welfare of animals used
in research by ensuring close adherence to the
expected benchmarks
e hold researchers accountable for the research
activities and, where appropriate, expect them
to provide adequate and suitable support,
including referral to appropriate free support
services when potential harm might result
from participation in the research activity
e promote important social and ethical values.

Ethics review is not about obstructing scientific
progress or innovative research. Rather, the
review process should promote ethical conduct of
research by encouraging co-operation between
RECs and researchers to ensure a comprehensive
and frank assessment of the ethical implications of
protocols so that the environment, human
participants, animals, and researchers can be
protected appropriately.

In weighing risk of harm against likelihood of
benefit, the analysis is concerned not only with
current  participants or research animals
themselves but also with societal interests and
future hypothetical beneficiaries.
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1.7 Purpose and status of these
Guidelines

These Guidelines are intended to provide the
minimum national benchmark of norms and
standards for conducting responsible and ethical
research in South Africa.

The Guidelines address health and health-related
research broadly to achieve the specific goal of
providing guidance for all research involving
human participants or the use of animals (mostly
vertebrates and higher invertebrates) to be
conducted in accordance with the ethical norms
and highest standards. This is consistent with the
understanding that research means a systematic
collection, synthesis and analysis of information
undertaken with the goal of producing new
knowledge or improved understanding of being
human in its environment or context.

These Guidelines speak broadly to health
research, i.e., research that relates to health or
will have an impact on health. The effect of health
research on the environment is also considered.
The scope includes research carried out in a health
care facility, as well as research conducted in any
other environment where the wellbeing of
humans is investigated, including research
conducted in terms of disciplines such as
anthropology, history, linguistics, i.e., research
ethics is applicable to every discipline. The
Guidelines do not advocate the so-called ‘medical
model’ of ethics review for general use. Where
'medical’ sounding guidance is provided, this is
aimed specifically at clinical research, rather than
generally.

In general terms, research involving humans
includes a wide range of activities conducted by
many different disciplines that may use different
methodologies and explanatory frameworks. In
the physical and biological sciences, research may
be described as a systematic study or inquiry,
usually using quantitative data, seeking new
knowledge. However, researchers are increasingly
also using qualitative methodologies for health-
related research, as is the case with the
humanities, social and behavioural sciences, which
use both qualitative and quantitative methods as
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well as analytical frameworks, all of which may be
aimed at contributing to knowledge about being
human in the environment and other contexts.

Research that uses animals for scientific purposes
(e.g., pre-clinical research), including testing (e.g.,
vaccines, drugs, medical devices, etc) and health-
related education and training (e.g., surgery,
anatomy, physiology, clinical skills, etc.), and
research that uses animals aimed at improving
human health is included in the scope of ‘health
research’. These Guidelines exclude use of animals
for cosmetic testing.

The minimum benchmark for research that uses
animals is found in the South African Bureau of
Standards SANS 10386:2021 2nd ed. Whilst these
Guidelines endorse the ethical principles laid
down in SANS 10386:2021 2nd ed. they
sometimes increase required levels of scrutiny or
additional considerations.

These Guidelines are legally binding: their
authoritative status originates in section 72 of the
NHA, which requires the NHREC to develop norms
and standards for research with human
participants, research involving use of animals,
and clinical trials. The statutory authority that
underpins the Guidelines is further elucidated in
the associated regulations, especially R.719
Regulations relating to research with human
participants; GG No 38000 19 September 2014;
Clause 2 which reads:

‘Health research that involves human
participants must...
(a) comply with the Department of Health
national ethical guidelines for research
with human participants at a minimum...’

and

R.839 Regulations relating to the National Health
Research Ethics Council;, GG No 33574 23
September 2010; Clause 1 which reads:

‘Animal research means the conducting of
research on animals for human health
research benefit...”

Chapter 1: Ethics in research
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1.8 Structure of these Guidelines

Chapter & title

Chapter 1:
Ethics in research

Chapter 2:
Guiding principles for ethical
research

Chapter 3:
Norms and operational
processes for ethics review

Chapter 4:
Human and animal biological
material and data for research

Chapter 5:
Research Ethics Committees

Chapter 6:
Health Research Ethics
Infrastructure

Appendices

Introduces the broad context of health research ethics in South
Africa.

Discusses the broad principles underpinning research that inform
the norms and standards, as well as the procedures and decision-
making processes for ethical review of research proposals.

Provides detailed explanation of the applied norms and standards,
as well as operational processes and procedures for ethics review
and decision-making to promote responsible, ethical and safe
research.

Discusses use of human and animal biological material and data for
research, then databases, storage and access, followed by genetic
and genomic research.

Discusses the governance frameworks for, role of, education and
training, SOPs and compliance matters related to RECs.

Describes the NHREC, institutional RECs, registration & audits, as
well as statutory entities related to the ‘health research’ ethics
infrastructure for South Africa.

Glossary and references, HREC samples and examples, and AREC
examples.
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This chapter sets out the broad principles
underpinning research that inform the norms and
standards, as well as the procedures and decision-
making processes for ethics review in all
disciplines of research protocols that involve
human participants and use of animals for
scientific purposes.

2.1 Ethical principles

2.1.1 Broad ethical principles applicable to
participation of humans in research

2.1.1.1 Beneficence® and non-maleficence

These terms refer to the ethical obligation to
maximise benefit and to minimise harm and
require that the anticipated risks of harm posed
by the research must be reasonable, considering
anticipated benefits; that the research design
must be scientifically sound and ethical; and that
the researchers must be competent to carry out
the proposed research activities. Beneficence
prohibits deliberate infliction of harm on persons;
sometimes expressed as a separate principle: non-
maleficence (do no harm). Research that involves
human participants should seek to improve or at
least understand what it means to be human,
even if only as a medium to long term goal. If the
research is not directed towards this goal, then it
is unlikely to be ethical. The intention is not to
discourage 'blue sky' research,” but rather to
prevent research which is futile.

2.1.1.2 Distributive justice (equity)

This phrase signifies that there should be a fair
balance of risks and benefits amongst all role-
players involved in research, including
participants, participating communities, and the
broader South African society. In this way the
principle of equity is expressed in the research
context. ‘The principle of justice holds that
particular individuals, groups or communities

® The principle of beneficence includes beneficence (do
good), non-maleficence (do no harm), autonomy (the
freedom to choose freely, where they are able), justice
(ensuring fairness).

7 Blue sky (or blue skies) research refers to self-
initiated, curiosity driven basic research to expand
knowledge and further understanding, without a clear
idea of its practical implementation.
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should neither bear an unfair share of the direct
burdens of research participation, nor should they
be unfairly excluded from the potential benefits of
research participation.”® There should be a
reasonable likelihood that the population from
which participants are drawn will benefit from the
research results, if not immediately, then in the
future.

2.1.1.3 Respect for persons (dignity and
autonomy)

This principle requires that persons capable of
deliberation about their choices must be treated
with respect and permitted to exercise self-
determination (autonomy). Persons who lack
capacity or who have diminished capacity for
deliberation about their choices must be
protected against harm from irresponsible
choices. Respect for persons recognises that
dignity, privacy and confidentiality, wellbeing, and
safety interests of all research participants are
primary concerns in research that involves human
participants. Autonomy includes the ability to
deliberate about a decision and to act on that
decision.

Usually, recruitment of participants focuses on the
individual who chooses autonomously whether to
participate. The SAN Code of Research Ethics
(2017) explains the importance for the research
context of the moral values of respect, honesty,
justice and fairness, care, and due process for the
research context. The African philosophical
concept of Ubuntu incorporates these values. as
well as social and health equity, distributive and
social justice, and reciprocity, which feature
strongly in public health approaches. Social
science principles, e.g., respect for cultural
diversity, stakeholder engagement, and local
traditions and schools of thought are also
relevant. Social context is also emphasised insofar
as research participants choose whether to
participate from within their community context,
including consultation with others.

Interests of participants should usually outweigh
the interests of science and society (see 3.1.7).
This view is expressed by the requirement that the

8 TCPS 2 (2022), 66.
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balance of risk of harm and likelihood of benefit
should favour participants. Sometimes public
health approaches may require more attention to
societal interests, e.g., when clinical research is
conducted during a public health emergency, it is
done for the greater good (see 3.3.2.2 for details).

Respect for persons means also that the interests
of researchers must be considered. These include
welfare and safety interests, authorship and
intellectual property interests, and collegial and
professional interests.

2.1.2 Broad ethical principles applicable to
use of animals for scientific purposes

Equivalents of the principles of beneficence and
non-maleficence, distributive justice, and respect
(described above regarding human participants),
can be described for animals used for scientific
purposes. The principles of 'Replace’, 'Reduce’,
'Refine', 'Respect' and 'Responsibility' serve the
welfare and safety interests of animals (see 3.2).

These Guidelines recognise the inherent ethical
dilemma that, on one hand, use of animals for
scientific purposes® is regarded as indispensable
to support science that could lead to reduction of
human and animal suffering; yet, on the other,
these animals are sentient beings capable of
experiencing emotional and physical pain and
suffering associated with their use for scientific
purposes.

2.2 Role of ethical principles

Ethical principles assist RECs to identify and
protect the interests of research participants and
animals in a variety of research contexts and to
promote development of high-quality knowledge
that may benefit future generations. Persons who
conduct research in South Africa are expected to
be guided by these principles which underscore
responsible and ethical research conduct.

9 SANS 10386:2021 2™ ed. refers to ‘the use of animals
for scientific purposes’, and includes ALL use of animals
in science, not just research. It includes research,
teaching & training, field trials, product testing,
diagnosis, production of biological substances or
responses, environmental studies.
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Note: Detailed discussion about how to apply these
principles is in ‘Chapter 3: Norms and operational processes
for ethicsreview’.

2.3 Key norms for ethical research
with human participants

2.3.1 Relevance and value

Research should be relevant and responsive to the
needs of the people of South Africa. The protocol
should explain the anticipated contribution to
knowledge generation and, ideally, how the
findings might be translated into products,
interventions, processes or services likely to
improve living standards and wellbeing of South
Africans.

2.3.2 Scientific integrity

The study’s design and methodology are vital for
research integrity, regardless of the discipline.
Sound design and methodology are likely to result
in reliable and valid data and outcomes that
address the research objectives. Poor design and
inappropriate methods may expose participants to
unnecessary risk of harm and burden with little or
no compensating benefit in the form of useful
knowledge gained. The expectation is that the
discipline's body of knowledge will be enhanced.

It should be noted at this point that an additional
body of knowledge is implicated by and relevant
to ethics review of the protocol, viz., research
scholarship, which currently seldom receives
much attention during the review process. The
scientific contribution of any research project
should be explained in terms of the anticipated
contribution to expansion of the knowledge base
concerned, as well as to enhancement of distinct
research designs and complementary approaches.
In light of the increasing use of interdisciplinary
thinking, contributions to bodies of knowledge
should be recognised as multi-tiered endeavours.

2.3.3 Stakeholder engagement

Researchers should involve and collaborate with
stakeholders at an early stage and in a sustained
manner, for the duration of the study, to enhance
the scientific and ethical quality of a study. For
example, co-researchers, academics and non-
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academics such as community representatives,
governmental departments. This approach fosters
transparency and likely increases the acceptability
of the research for the stakeholders. It also
facilitates the possibility of harnessing stakeholder
expertise where appropriate and serves to offset
power differentials where these exist.

Engagement involves implementing actions to
meet the needs and expectations of the different
stakeholders and aims to achieve accepted
outcomes for all parties, with levels of
collaboration dependent on the prevailing
circumstances. Engagement efforts may comprise
of various activities, including awareness-raising
initiatives for stakeholders, including participating
communities.

2.3.4 Favourable risk-benefit ratio

A risk-benefit analysis should precede carrying out
the research. A desirable ratio is one where, at
minimum, the potential risk of harm to a
participant is outweighed by the likelihood of
benefit, for participants or to society, from the
knowledge to be gained from the research.
However, this does not mean that participants
should be exposed to unacceptable risks of harm
on the basis that participants are likely to benefit
from the research. In assessing the risk of harm,
both the magnitude or seriousness of the harm
and the probability of its occurrence should be
addressed.

Usually, participants who might face undue risk of
harm should not be included in the study, even if
they represent a category of person that may
benefit from the research. On the other hand,
research with such persons may nevertheless be
approved after careful review and acceptable
justification that demonstrates the anticipated
importance and value of the research for society.
In such cases, a carefully phased approach should
be adopted.

When assessing considerations of risk of harm,
and likelihood of benefit in social science
research, RECs must be mindful that the nature
and degree of such harms and benefits will vary,
sometimes considerably, from those found in
biomedical and health research studies. Instead of
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primarily involving potential 'biophysical harm,
social science research often poses psychological
harm, (e.g., emotional distress), moral harm, (e.g.,
deception), social harm, (e.g., stigmatisation),
legal harm (e.g., loss of income)".*°

2.3.5 Fair selection of participants

This means recruitment, selection, exclusion, and
inclusion of participants for research must be just
and fair, based on sound scientific and ethical
principles. Persons should not be excluded
unreasonably or unfairly based on any of the
prohibited grounds for discrimination: race, age,
sex, sexual orientation, disability, education,
religious belief, pregnancy, marital status, ethnic
or social origin, conscience, belief or language
(section 8 of the Constitution). Similarly, persons
should not be targeted for research based unfairly
on one or other of these grounds.

2.3.6 Informed consent

In general, participation in research must be
voluntary and predicated on informed choices.
Voluntariness and informed choices are evidenced
by the informed consent process which must take
place before the research commences, in
principle, and be affirmed during the study, as
part of the commitment to an ongoing consent
process. In some circumstances, research may not
require prior consent (See also 3.1.10 and 3.2.2).

2.3.7 Ongoing respect for enrolled
participants

Ongoing respect means that, once enrolled,
researchers should continue to respect the
autonomy of participants by ensuring that they
continue to be willing to participate, and they
know and understand their right to withdraw from
the study. Researchers are also expected to
demonstrate respect for the participants by
continuing to monitor their welfare during the
research period and, when appropriate, to inform
them of results or findings of the research. The

10 Hoffmann WA & Nortjé N (2019). Chapter 16: Ethics
review framework and guidelines for social science
research. (In Nortjé N, Visagie R & Wessels JS (eds.),
2019. Social Science Research Ethics in Africa. Springer
Verlag. pp. 229-248. DOI: 10.1007/978-3-030-15402-8.)
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ethical duty of confidentiality must be exercised
rigorously throughout the life of the study.

2.3.8 Researcher competence and expertise

Researchers must be suitably qualified and
technically competent (suitably trained and
supervised, in the case of student researchers -
see also 5.4.2.2) to carry out the proposed
research. The principal investigator (Pl) or
research leader has primary responsibility to
ensure the safety and wellbeing of participants,
the scientific integrity of the protocol, research
data management, and responsible
implementation of that protocol. For international
multi-site research, at least one (co-)Pl must be
physically in South Africa.

Competence is demonstrated mainly by academic
qualifications, credentials, scientific and technical
competence, as evidenced in  previous
publications or testimonials. Competence includes
research competence, which is assessed in terms
of education, knowledge, certification, and
experience.! In addition, researchers must
produce evidence of appropriate research ethics
training within the previous three years.

Principal investigators or research leaders must
disseminate research results or findings, whether
positive or negative, in a timely, accessible,
responsible, and competent manner. This includes
reporting back to participant communities where
appropriate, in accordance with the norm of role
player engagement and collaboration.

2.4 Key norms for ethical research that
uses animals

2.4.1 Animal welfare

In a study that uses animals
a) 'Replace’ refers to replacement of animals as
sentient beings with non-sentient
alternatives (absolute replacement), with less
sentient animals (relative replacement), with

11 Academic and research institutions usually have
standardised methods of ascertaining and monitoring
competence and integrity amongst their researchers.
This guidance (above) is general rather than aimed at
any specific discipline.
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animals euthanised for purpose of ex vivo
research (partial replacement).

b) 'Reduce' refers to use of the minimum
number of animals that will provide
statistically viable results to achieve the
objectives of the study (i.e., the optimal
number of animals), which has been
determined in a scientifically justifiable
manner, and which will not lead to greater
suffering of an individual animal. 'Reduce’
refers also to proper management of
breeding programmes to
overbreeding of animals in captivity.

c) 'Refine' refers to all considerations and
efforts to optimise animal wellbeing during
their use in a study and their exposure to
associated activities, including proactive
consideration and responsive
implementation of mitigation strategies to
minimise the likelihood, degree and duration
of negative impact, as well as positive welfare
promotion. Associated measures include, but
are not limited to, assurance of competence,
justified choice of animals and animal
models, implementation of best available
techniques and practices, an understanding
of any and all potential or real study-related
psychosocial harm (e.g., stress) and/or
physical harm (e.g., pain) to the animal.

minimise

2.4.2 Social value

a) 'Respect’ includes respect for:

i. the inherent or intrinsic value of animals
as sentient beings, and accordingly the
regard for and preservation of their
dignity'?

ii. fellow research team member

iii. animal owners and the broader
community
iv. the environment.

b) 'Responsibility' refers to a culture of care
amongst staff and students of institutions
doing research that involves use of animals as
an integral part of the broader institutional
Animal Care and Use Programme. This
involves sensitisation, training,

12 Compare SANS 10386:2021 2™ ed., clause 4.2.4,
where this is indicated as an obligation.
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accountability, and institutional commitment
to support ethical conduct of research. In this
context, 'Accountability’ extends to public
transparency in the tracking of institutional
3 Rs implementation, i.e. monitoring of
animal numbers (i.e. Replacement and
Reduction) and severity of harm resulting
from procedures (i.e., Refinement) over time,
including the consideration to make such
information publicly available.

c) 'Regulation’ includes legal and ethical
compliance as well as professional
regulations, permissions, conventions, etc.

2.4.3 Scientific integrity

a) Data obtained during research must be
'Reproducible' and reporting of data must be
transparent, hence the importance of
providing a scientifically sound design and
methodology for review and approval.

b) The experimental setting must be
'tRanslatable’ to ensure generalisability and
practical application of findings.

c) Motivation for a study should be 'Relevant’
and add value to the body of knowledge.

2.4.4 Interdependence of norms

The application and impact of the various
principles on overall ethical conduct overlap. This
can be seen in the following:

a) 'Reliability’ describes the overlap between
animal welfare and scientific integrity, for
example unwell animals do not vyield
scientifically reliable results.

b) 'Reckoning' describes the overlap between
scientific integrity and social values, which
refers to accountability of the researcher
towards the science and society.

c) 'Righteous’' describes the overlap between
animal welfare and social values, implying
that the right thing to do is to care for animal
wellbeing and social norms.

Applying the principles discussed above, reveals
that proper ethical conduct of research involves
and is dependent on ethical considerations and
corresponding responses during all phases of a
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study, from planning to conclusion.®® It entails
continuous feedback loops of observation,
monitoring, reporting, consulting and learning, as
well as modification. For example, ethical
considerations are relevant to
e conceptualising, planning, and designing a
study
e education, training and
competence or researchers
e scientific and ethics review and approval
* monitoring and
e considerations during execution of the study
e reporting of unexpected adverse events or
incidents, followed by learning and
modification as appropriate
¢ post approval monitoring
¢ eventual reporting or publication
e record keeping.

assurance  of

Proper ethical conduct of research also involves
appropriate  communication, interaction, and
consultation with relevant stakeholders, including
between researcher and students, with experts,
professionals, literature, oversight committees,
research facility or site staff and management,
etc.

13 See also Brink CB & Lewis DI. (2023) The 12 Rs
Framework as a comprehensive, unifying construct for
principles guiding animal research ethics.
Animals,13(7):1128. doi 10.3390/ani13071128 [article].
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This chapter describes the norms and the
operational processes and procedures that
Research Ethics Committees (RECs) are expected
to adhere to when reviewing and engaging in
decision-making about the ethics of research
protocols. The chapter is relevant also for
researchers (appropriate planning of protocols),
funders (understanding implications of funding
requests), potential participants (understanding
the context under consideration). In what follows,
the minimum benchmark for promoting
responsible, ethical, and safe research is described
and discussed.

Note: Details regarding norms and operational processes
for research using animals may be found in 'The care and
use of animals for scientific purposes' SANS 10386:2021 2"
ed. or its successor. While the norms and procedures
discussed below apply also to research with animals, as
appropriate, the focus in this chapter is mostly on research
with human participants.

3.1 Ethical basis for decision-making in
the review process

Note: RECs should use the principles outlined in ‘Chapter
2: Guiding principles for ethical research’ and elaborated
below as the basis for evaluating research protocols. RECs
should make clear in the minutes of meetings which
specific ethical guidelines are relied on for decisions. The
guidelines should be readily accessible to researchers and
other interested persons.

Key considerations for review and evaluation
processes include:

3.1.1 Scientific design, aims and objectives

The ethical implications of the methodology and
design of a research protocol must be reviewed
objectively and independently (see 5.3). This
process is not an opportunity for the REC to
substitute its preferred opinion for that of the PI
or research leader. If there are queries or
disagreements about the ethics of the protocol, all
efforts must be made to establish how best to
assist the researcher to comply with the ethical
standards.
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Note: It is strongly recommended that scientific review
should precede ethics review by the REC and that the report
on the scientific review should accompany the protocol to
the REC. This practice fosters transparency and avoids
unnecessary duplication of work.

Ideally, before submission to the REC, persons

with discipline specific expertise and experience

should assess whether

e the proposed methodology and study design of
the protocol are sound and align with the
relevant disciplinary scholarly standards

e the study is feasible for the circumstances,
considering the available resources

e the importance and novelty of the scientific
question are appropriate

e the stated aims and objectives are achievable
and will likely produce valid outcomes

e the evaluation of relevant literature and
previous studies are thorough and appropriate

¢ the researchers are suitably qualified

¢ the suggested research data management plan
seems appropriate

e there is a results dissemination plan

e potential or existing conflicts of interest are
addressed.

If separate scientific review capacity is not
available, the REC must ensure that the
abovementioned elements are satisfactorily
explained in the protocol. Since SA GCP requires
prior SAHPRA approval for clinical trials, it is
recommended that ethics approval should be
delayed until SAHPRA scientific approval has been
provided.

Where site permissions are required, e.g., from
Provincial Health Research Committees (PHRCs) or
superintendents, to conduct research in health
care facilities, RECs must delay granting full
approval until these permissions are received. this
is to prevent research from beginning before the
facility knows it will happen.

For research within the social context, i.e.,
including quantitative and qualitative research
methods or approaches, the chosen theoretical
paradigm and methodology must be assessed for
suitability in light of the stated aims and
objectives (see 3.3.1). The ethical implications of
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the selected design, methodology and research
plan must also be analysed.

Scholarly disciplines and fields of research vary
considerably regarding their conventions for
scholarly review, including the stage at which the
review takes place. These discipline variations
must be considered by RECs. Duplication of
scholarly peer review should be avoided if
possible. However, the scholarly reviews must be
rigorous and robust to ensure high standards of
research are maintained. To this end, researchers
should provide clear evidence of previous
scholarly assessments and the outcomes where
appropriate. RECs may request full documentation
of scholarly reviews.

Note: A risk of harm is unlikely to be justifiable if the
research lacks scientific or scholarly merit.

3.1.2 Inclusion and exclusion criteria

The selection of participants must be appropriate
for the research question. The rationale for the
planned number of participants must be
reasonable, considering the aims and objectives
and proposed methodologies. Underpowered
guantitative studies may be futile (but see also
5.4.2.2). An explanation of how the sample size is
to be determined should be provided. For
qualitative research, the method for sample
selection must be clear and complete. The
rationale for the inclusion and exclusion criteria
must be clear, explicit, and reasonable. Especially
if vulnerable participants are to be included, an
adequate justification should be provided;
protective safeguards and measures should be
explained. Exclusion criteria should be based on
sound reasons, excluding convenience. Inclusion
and exclusion criteria have ethical implications
(e.g., fairness of selection) and are not just of
scientific relevance. For example, to exclude
persons who are HIV positive is likely to be unfair
if there is no relevant justification.

For research with animals, the protocol must
justify the use of the chosen animals and the
model for the study.
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3.1.3 Selection of study population and
sampling

The principle of distributive justice requires that
no groups or categories of persons should bear
more than a fair share of the burden of research
participation. But, equally, groups or categories of
persons should not be deprived of a fair
opportunity to participate in research. In other
words, all persons, including differently abled
persons, should be able to contribute to the
advancement of knowledge that research aims to
achieve. RECs should assess whether the selected
study population that will bear the risks
associated with participation is likely to benefit
from the research, if not immediately, then at
least in the foreseeable future or, at least,
whether the group represented by the
participants is likely to benefit from the research.
In other words, the risk-benefit ratio can include
that risk of harm to participants might be offset
against likelihood of benefit to others, in some
circumstances.

For research with animals, the concern is to apply
the principle of ‘Reduction’, i.e., to use as few
animals as possible, without compromising
scientific integrity.

3.1.4 Community and stakeholder
engagement

Perceptions about respect for research
participants depend to some extent on how the
planned research is introduced or presented to
the people where the research is intended to be
carried out. Researchers who engage with
members of the community or with selected
stakeholders are preparing the way for a more
positive reception than would be possible if the

research were imposed unilaterally.

Whilst the terms 'stakeholder' and 'community’
are sometimes used interchangeably, they are
distinguishable in significant ways. 'Stakeholder' is
a subset of 'community’; the latter term has
different meanings for different contexts.
Sometimes a community is identified
geographically, other times, it is identified by
association or age or other social determinant.
Engagement with community members s
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intended to hear views from as many people as
possible, so that the overall community
contributes to shaping outcomes that align with
their needs and aspirations. Such engagement
requires that all reasonable steps are taken to
ensure that the views of those concerned,
including those who are vulnerable and
marginalised, are solicited. Community
engagement always requires a level of humility on
the part of the researchers as the community are
the experts and holders of local knowledge (see
also 3.3.5.2). The community engagement should
build community contributors as partners, and the
ethical standard of respect should be obvious in all
engagement, including the process of community
consent as well as individual consent of each
participant.

For research conducted in a specific community,
researchers should ensure that dialogue about
planning and implementing research within the
community takes place with a random but
representative group of people to prevent
perceptions of exclusivity, bias and elitism,
depending on the circumstances. Depending on
the nature of the study, such engagement may be
seen as researching with the community rather
than research on the community.

Stakeholder engagement, on the other hand,
permits selected individuals or groups who have
an interest or stake in the research to be involved
for relevant reasons to provide a high level of
impact or influence on the planned project. This
form of engagement involves implementing
actions to meet the needs and expectation of the
different role players and stakeholder groups and
aims to achieve accepted outcomes for all the
parties with the level of collaboration dependent
on the circumstances.

In communities where research occurs frequently,
one or more Community Advisory Boards (CABs)
may be established to serve as a hybrid of the two
groupings.

The most inclusive level of engagement is one in
which local stakeholders work collaboratively with
the researchers and take part in decision-making
processes throughout the research endeavour
from conceptualisation of research design,
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planning, implementation, data collection,
analysis, to evaluation of the process and even
publications emanating from the study. However,
not all types of research lend themselves to these
aspirations.

Research protocols should demonstrate planning
for the engagement of relevant stakeholders,
where appropriate. In general, engagement
should be inclusive, sustained across the lifecycle
of the study, responsive to context and dynamic
over time. Engagement should also be planned in
writing, and appropriately funded. The intensity of
stakeholder engagement should be tailored to key
factors, such as the potential vulnerability of
participants or community stakeholders, the risks
of the study interventions or procedures, the
complexity or novelty of the study design, the
stigma associated with the condition under
investigation where relevant, or other key factors.

The research protocol should show appropriate
plans for activities and mechanisms to enhance
collaboration and communication and that the
researchers are striving to conduct research using
a partnership approach. This process should
engage community contributors as partners, and
the ethical standard of respect should be obvious
in all engagement activities, including the process
of community engagement as well as individual
consent of each participant.

An important consideration for the REC reviewer
is to establish whether there is evidence that the
local context has been considered. For example,
whether researchers have considered the
resources needed in that context for engagement.
Researchers should be aware that planned use of
virtual platforms and social media may exclude
community members in the absence of
appropriate local infrastructure. The protocol
must explain how community engagement will
occur despite the challenges.

REC review of engagement should preserve the
need for researchers to be able to adapt their
engagement strategies post-approval in a manner
that is responsive to key contextual developments
and stakeholder inputs.
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3.1.5 Recruitment and enro/ment

Recruitment strategies should describe the
purpose of the research, the anticipated risks of
harm and potential benefit of participation and
other relevant details. Recruitment methods
should be properly described in the protocol and
the recruitment materials should be included with
the protocol, e.g., posters, flyers, advertisements,
and recruitment via social media. Recruitment and
enrolment processes should endeavour to avoid
perceptions of selection bias. The location,
context and timing of recruitment and enrolment
should be appropriate for protection of privacy
and confidentiality interests.

If potential participants are in a dependent
relationship with the researchers or recruiter,
e.g., student/lecturer, patient/doctor,
employee/employer, the protocol should explain
the measures that ensure that the potential
participant’s ability to make a voluntary choice is
unrestricted. Where the researcher will recruit
personally, the possibility of perceptions of undue
influence or therapeutic misconception must be
managed. In the biomedical context a ‘therapeutic
misconception prevails when a patient/participant
believes that the primary purpose of a trial
procedure or intervention is to confer therapeutic
benefit on her rather than to generate knowledge,
thus confusing the purpose of research and the
purpose of treatment.’'* For social science
research, the notion of misconception is better
understood as research misconception, i.e., where
participants may have misconceptions about the
purpose, procedures or outcomes of the research,
or the role of the researcher. An example of this
would be where a learner is recruited to take part
in a study on curriculum design and where the
learner or parent may believe that by participating
in the study, the learner would achieve better
learning outcomes (immediately). Or where the
purpose of a study is presumed to eradicate a
problem rather than to be a mere investigation
thereof.

14 See SA GCP (2020) 10.10.2.

Chapter 3: Norms and operational processes for ethics review p. 17

3.1.6 Research procedures

The planned research procedures should be
described so that the rationale and details are
clear to the REC. Procedures that are considered
standard of care should be distinguished from
procedures that are required only for research
purposes. This distinction helps when evaluating
the balance between the potential risk of harm
and the likelihood of benefit.

Where researchers use emergent methodologies
or plan to conduct their research in phases, they
should provide the REC with a clear description or
discussion of their research approach and design.
Researchers must make it explicit that their
research procedures are emergent and must
provide the REC with a detailed plan for
continuing review submissions to keep the REC up
to date on emerging activities and procedures.

The protocol should explain whether specific
research-related results, including incidental
findings, test results and other findings relevant to
the wellbeing of the participant, will be made
known to participants.

The appropriate expertise and qualifications of
researchers (including Pls, research assistants and
others who will do the work of research, including
recruitment), study and project leaders to perform
the proposed research-related procedures should
be assured, e.g., paediatric training is required for
paediatric research procedures and educational
training for educational research procedures.

Research should not disrupt routine practices at a
research site or facility without having made prior
arrangements with the parties involved. For
example, in health care settings, study procedures
should not affect the routine treatment and
management of patients, the duties of staff, or the
functioning of the facility. Asking nurses to
conduct informed consent procedures on behalf
of the researcher without prior negotiation with
the relevant authorities is not acceptable. In the
case of research conducted in other settings, e.g.,
educational settings, care should be exercised not
to disrupt routine practices without the parties
involved having made prior arrangements. Asking
teachers to administer a questionnaire during
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class time without authorisation is not acceptable.
Furthermore, research procedures should not
draw resources from public facilities, i.e., anything
that incurs a cost at the facility that is research-
related, should be paid for from the research
budget.

3.1.7 Risk of harm and likelihood of benefit’®

The ratio of risk of harm to likelihood of benefit'®

should be favourable, i.e., the likelihood of
benefit, at least to the category of person
involved, should outweigh the risk of harm to the
participants. In weighing risk of harm against
likelihood of benefit, the analysis is concerned not
only with the participants themselves but also
with community or societal interests.

The ratio may be analysed by considering whether

ethe harms and benefits are adequately
identified, evaluated and described

e the harms stated in the protocol match those
stated in the informed consent documentation

e the risk of harm is reasonable in relation to
anticipated benefit

¢ the risk of harm is reasonable in relation to the
importance of the anticipated knowledge to be
gained

¢ counselling and support services will be made
available, e.g., if emotional distress is a likely
side effect of research procedures,
arrangements to facilitate access to assistance
should be made

ethe researcher should provide a distress
protocol for studies that could trigger emotional
trauma or psychological distress.

Note: Counselling and support services should be free to
participants who need them, locally accessible and where
necessary, immediately accessible to the participants who
need these services. Where the referral pathway is to a
public health centre, this must be negotiated carefully
with the centre, because the referral presents an example
of risk of harm (being introduced by research), which must
be offset by use of public health resources and funds. The
influx of research participants may adversely affect access
to these services for patients who are not part of the
research.

15 Benefit may be understood as the product of
'beneficence’ i.e., something that produces good or
helpful results or effects or that promotes well-being.
16 Known as 'harm-benefit analysis' in animal research.
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¢ anticipated harms should be minimised by
preventing occurrence (i.e., mitigate risk of
harm by having a plan to manage, eliminate, or
limit setbacks) as far as possible. If the harm
should occur, appropriate remedial
interventions should be implemented.

The nature of anticipated harms will vary in
accordance with the type of research under
consideration and may include physical,
psychological, legal, social (including stigma) and
financial harms. The REC should also assess the
possibility of harm to the researcher, study, or
project personnel, e.g., safety
Importantly, the researcher should include a
statement in the protocol that indicates a process
of self-assessment of risk to self in conducting the
study.

concerns.

3.1.8 Reimbursements and inducements for
participants

Reimbursements serve to repay proven costs of
participants who must spend to participate, e.g.,
on transport or childcare, etc. Sometimes these
amounts are given in advance of the study and
sometimes proof of expenditure must be provided
before a reimbursement is given. Inducements, on
the other hand, are a tool to encourage
participation by the intended target group. They
may be healthy people less interested than those
affected by the topic of the study, or they may be
a bit reluctant because they regard the topic as
sensitive and thus a bit scary.

3.1.8.1 Reimbursement payments

Participants should not incur expenses to take
part in research. Consequently, researchers
should budget to reimburse expenses incurred by
participants, e.g., for travel, refreshments, cost of
childcare, depending on the circumstances.
Participants should be compensated also for the
time spent on study activities, at an hourly rate
equivalent to that for unskilled labour in South
Africa. In addition, participants should receive
modest increases in amount for degrees of
inconvenience  that are associated with
participation, i.e., more inconvenience should
merit a little more reimbursement than is given
for minimal inconvenience.
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A fair rate of reimbursement should be calculated
using the Time, Inconvenience and Expenses (TIE)
method?’ to determine the cost to participants for
time expended, inconvenience and expenses
associated with research participation. This
method anchors payment for time at the current
hourly rate for unskilled Ilabour in the
marketplace, regardless of whether the
participant is employed. This means that not only
employed people are eligible for reimbursement.

Note: If no travel or other expenses are incurred,
reimbursement for expenses is not required; however, a
time and inconvenience payment may be justifiable.
Reimbursement of expenses should not be confused with
a recruitment incentive or inducement.

Where reimbursement is justified, researchers
must submit planned payment schedules and
amounts together with a justification to the REC,
when applying for ethics review. RECs should
exercise caution against taking an unreasonably
patronising view of the rate of reimbursement. In
the context of endemic poverty, it is tempting to
regard the reimbursement money as an
inducement towards enrolment. RECs should be
cautious about adopting this view which is
potentially offensive to adults who are offering
themselves to assist with research. The protocol
and informed consent documentation should
indicate whether reimbursements are pro rata if
the participant does not complete the study, i.e.,
whether only some of the offered reimbursement
is available if participation is stopped before the
anticipated end of the study.

Where minors are the participants, payments for
time could be paid to the party expending their
time undertaking study procedures, where
appropriate, and payments for expenses should
be paid to the party incurring the expense where
appropriate, e.g., the accompanying parent or
guardian, with the input and guidance of the
research ethics committee.

17 NHREC (2012). Payment of trial participants in South
Africa: Ethical considerations for Research Ethics
Committees (RECs) [PDF]. With effect from 1 March
2024, the national minimum wage changed from
R25,24 to R27,58 per hour - to be adjusted annually, as
published.
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3.1.8.2 [Inducements

Inducements (also known as incentives) may be
offered in justified circumstances where, e.g.,
recruitment is anticipated to be difficult, to
encourage participation and to express
appreciation by offering gifts over and above re-
imbursement of expenses and compensation for
time and inconvenience. Inducements are not
necessarily cash but may take other forms like
data or airtime vouchers, food vouchers, etc.

Importantly, an inducement should not unfairly
influence an informed choice about whether to
participate or undermine a potential participant’s
ability to assess the risk of harm. This is especially
important for Phase | and First in Humans clinical
trials where the circumstances may involve
healthy people being offered significant payments
over and above those outlined in the TIE method.

All inducements should be clearly explained and
justified to the REC. Input from community
members on the REC or other role players may be
constructive. Respect for the autonomy of
potential participants must be kept in mind, in
addition to considerations of fairness. If the REC is
doubtful about the situation, factual evidence of
willingness to assume the risk of harm should be
asked for from the researchers. In other words,
preparatory work for such trials may be
appropriate to ensure suitable protection of
participants' interests. (See also 3.2.1).

3.1.9 Participants’ interests in privacy and
confidentiality

Every person has the constitutionally protected
right to privacy. The right to privacy is an aspect of
the principle of autonomy. In the research
context, a participant retains the right to control
access to their personal information, i.e., for their
personal information to be private unless they
give permission for others to access it, or if the
law requires others to access it. This means that
access to personal information for research
purposes, whether directly or via third parties,
without consent of the participant, is not
permitted. Therefore, a protocol must explain
how these constitutionally protected rights will be
managed and protected during the research.
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Management of information to protect
participants' interests requires an assessment of
whether and how research data might be
disclosed carelessly or inadvertently by
researchers or others, posing a risk of harm.
Disclosure of research data that reveals a
participant's identity or research category, could

make them vulnerable to harm (see also 2.3.7).

The ethical duty of confidentiality is the tool for
protecting the privacy interest of the research
participant. The duty of confidentiality falls on the
researcher to whom the personal information of
the participant is entrusted, supported by the
institution or entity that provides infrastructure.
Researchers must make every effort to prevent
anyone outside of the study being able to connect
individual participants with their responses.
Appropriate measures must be put in place to
prevent disclosure of information that might
identify the participant (inadvertently or not)
either during the research period or afterwards,
including when disseminating results or findings.

It should be noted that research records including
informed consent documentation may be
requested by interested parties via application in
terms of the Promotion of Access to Information
Act 2 of 2000 (PAIA).

It should be noted further that informed consent
documentation may be subpoenaed during
litigation.

3.1.9.1 The Protection of Personal Information
Act

The Protection of Personal Information Act 4 of
2013 (POPIA) provides guidance on whether and
how personal information may be processed. In so
doing, it adds to the usual ethical principles that
protect privacy and confidentiality interests. The
Act seeks to balance the individual's right to
privacy against the public interest in benefiting
from locally conducted cutting edge research
(based on the ethical principle of autonomy and
section 71(1)(b) of the NHA).

POPIA stipulates that the right to privacy includes
‘protection against unlawful collection, retention,
dissemination and use of personal information’
(Preamble to Act). Consent to processing of
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personal information in terms of POPIA requires a
'voluntary, specific, and informed expression of
will' (section 1 of POPIA), separated from the
consent to participate in research.

Special attention should be given to ensuring that
computers and electronically stored data are
protected from unauthorised access, inadvertent
or accidental dissemination and distribution in
form of a ‘data dump’, etc.

In general terms, a participant should know what
personal information is being collected, why it is
being collected, what will happen to it, how long it
will be retained, whether it will identify the
participant, whether it will be shared with others
and why, whether it will be shared with third
parties inside South Africa and why, whether it
will be sent outside South Africa and why. The
participant should agree to these terms.

Note: The sections of POPIA that affect specific parts of
the guidelines are discussed in those parts.

3.1.9.2 Anonymity and confidentiality

In principle, a study should not collect identifying
information of research participants unless
essential to the study protocol. Anonymous
information protects confidentiality quite well but
may still be 'interpreted' or '‘inferred' by third
parties and lead to partial identification of
individuals by motivated parties.

Various methods of preventing identification of
participants exist. A brief overview of some
methods and associated terms is provided.

Anonymous data are collected without identifiers.
Collection of anonymous data from research
participants means that the study either does not
collect any identifying information of individual
persons, e.g., name, address, email address, etc.,
or it cannot link individual responses with
participants’ identities. This method is useful for
some types of research but not for others, and
especially not for studies where results or findings
are intended to be shared with participants.
Anonymity should not be promised if personal
identifiers are collected.
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Anonymised data are collected with identifiers but
then permanently stripped of the identifiers,
which means the data cannot be linked back to
the participants. Clearly, the same sorts of
limitations for feedback exist.

Coded data are stripped of identifiers, substituted
by codes.

De-identifiable data are collected with identifiers,
which are separated after collection and retained
separately in the custody of a person not
associated directly with the study. This is called
de-identification. This method permits later re-
identification and linking to participants for
specific purposes.

Note: POPIA uses different terms; please consult the
Glossary.

3.1.9.3 Participant-initiated waiver of anonymity

Sometimes participants want to be identified and
acknowledged publicly for contributing to
research studies. In some disciplines, e.g., history,
participants may request to be identified because
they want to be acknowledged for their role in an
important event. Or an elected public official is
asked about how they are fulfilling their public
mandate and it may be important to know who
the participant is.

If a participant wants to be identified, this should
be respected and considered, with due
consideration of possible ethical and legal
implications. However, if the research involves
groups of participants, not all of whom hold the
view that identification is desirable, then
individual requests for identification should give
way to protection of the group, as a manifestation
of democratic reasoning.

3.1.10 Obtaining informed consent for
research with human participants

The principle of respect (which includes
autonomy) underpins the ethical requirement that
a person should choose voluntarily whether to
participate in research, based on information that
allows an informed choice to be made. The
process of providing the necessary information
and of engaging with the person before they
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choose, is known as the informed consent
process. It should be noted that informed consent
is a necessary but insufficient element of ethical
research, i.e., that a person voluntarily chooses to
participate does not mean that the research
protocol is ethical. All the other elements
discussed above (see 3.1) should also stand up to
ethical scrutiny.

The type and nature of the planned research may
necessitate different methods of obtaining
informed consent. A characteristic of social
science research is that informed consent is in
most cases not a once-off event or action, but
rather a trust-based process and relationship
between the researcher and the research
participants, groups and communities that
extends over time; consent must be negotiated
and renegotiated as the research continues and
develops.

An important element of enabling an informed
choice is the nature and quality of information
made available to the potential participant, such
as reading the information sheet and/or
dialoguing with the participants, allowing for
verbal consent, which is then recorded and
transcribed or documented manually in the
researchers’ fieldnotes.

Adults, i.e., persons aged 18 years and older, may
make independent decisions. However, they may
wish to consult with family members or others in
keeping with personal preference or -cultural
practices (see 2.1.1.3). Consequently, the process
should permit sufficient time for consultation
between the time recruitment is suggested and
the time of deciding whether to participate. No
person should be required to make an immediate
decision. The informed consent process for adults
with diminished or no decision-making capacity
(factually incapacitated) and for minors (legally
incapacitated) is described at 3.2.5 and 3.2.2
respectively.

RECs should assess the proposed process for
informed consent as well as the information that
potential participants will be given and the
measures to facilitate understanding.
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Considerations for assessment include whether
o the setting will
— minimise the possibility of undue influence
- be sufficiently private and appropriate
e the person who will conduct the process
— will be appropriately trained, independent,
and bias-free
o the text
— is in plain language and appropriate to the
participants’ level of understanding'®
- is translated into the language(s) best suited
for the population and context of the study
- has content, language(s) and procedures
that are simplified and modified to
accommodate any written or verbal
language differences or impairments with
which the participant may present
— is free of jargon and unexplained acronyms

Note: If appropriate, the consent documents can be
translated. Merely translating documents s
insufficient to ensure that consent is informed,
however: illiteracy is prevalent in some contexts,
language dialects vary substantially across regions,
some words and terminology are not easily translated,
translated written materials may not be helpful to
some participants, and professional translators are not
content experts so mistranslation may occur. Consider
whether it may be more useful to train a research
assistant/interpreter who can explain information
about the study verbally to potential participants in
their language of choice and answer any questions
they may have about the study.

— is clear and explains technical terminology
e.g., randomisation

— states that participants may contact the REC
at the contact details provided if they have
gueries or complaints about their rights and
welfare as research participants

— states that participants may contact the
researcher at the contact details provided if
they have queries about the research
project

— conforms to the protocol

18 The Flesch-Kincaid readability tool should be used to
assess the complexity of text. This tool is built into MS
Word'’s spelling & grammar check tool as ‘readability
statistics’. No more than Grade 8 equivalency should be
the target complexity level.

e the information explains

- that the person is being asked to participate
in research

- that the choice whether to participate is
voluntary

— that refusal to participate will not be
penalised

— that choosing to participate can be reversed,
i.e., the person may decide to withdraw
from participation at any time without
explanation or prejudice

— the purpose and nature of the research
procedures and components

- the research-related activities and
procedures that the participant is being
asked to consent to

Note: Social science research projects may use
research designs that emerge during the research
process rather than being fixed at the planning stage.
This means 'the researcher cannot provide full
information about the research design and process at
the start of the project. It also means that social
science researchers must be aware that informed
consent is not merely a signature-on-a-piece-of-paper
action, but a deep appreciation of the participants’
contextual circumstances, including the use of
culturally appropriate consent procedures. In some
cases, oral consent may be more appropriate and/or
acceptable than written consent'.*?

— the expected duration of participation

- the nature of the participant’s
responsibilities

- the nature of the researcher’s
responsibilities

— the anticipated risks of harm or discomfort

— the measures to minimise risk of harm

— instances where a legal obligation to disclose
information may arise

- whether reimbursement for expenses is
available

— that sponsors of the research and regulatory
authorities may inspect research records

19 See Visagie R, Beyers S and Wessels JS (2019)
Informed Consent in Africa — Integrating Individual and
Collective Autonomy ..for an in-depth discussion of
informed consent and individual/collective autonomy
for social science research in Africa. (In Nortjé N,
Visagie R & Wessels JS (eds.), 2019. Social Science
Research Ethics in Africa. Springer Verlag. pp. 165-179.
DOI: 10.1007/978-3-030-15402-8_6.).
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- who the researchers are and the nature of
their expertise

- how the personal information of
participants, including confidentiality of data
collected during the research, will be
protected

- who will have access to participants'
information,  biological samples and
associated data, including whether samples
will be shared with other researchers

- that participants may request that
corrections to their information be made or
that their information or samples be deleted
or destroyed. In cases where withdrawal of
samples and information is not possible, the
potential limitations and consequences of
not withdrawing samples and data from
research should be explained

— whether feedback about the study will be
provided and, if so, how it will be provided

— whether biological samples will be used for
commercial benefit

— where relevant, whether incidental findings
will be shared with participants

- the potential benefits, if any, for participants
both during and after the research

— that the research may be terminated early in
particular circumstances

— that the research has been approved by a
registered REC (include identifying details)

- where relevant, information or resources
relating to compensation for research-
related injury of harm

Note: Consent alone is insufficient to justify processing
of some types of personal information. Necessity must
be evident too, e.g., information about a person’s race
or ethnic origin must be necessary for the research
activity (section 29(a)) or for affirmative action purposes
(section 29(b)); information about a person’s health or
sex life must be necessary for the research activity
(section 27(1)(d)); information about a person’s
inherited characteristics (genetic makeup) must be
necessary for the research activity (section 32(5)(b));
biometric?® information about a person must be
necessary for the research activity (section 27(1)(d)).

20 Bjometrics means a technique of personal

identification that is based on physical, physiological or
behaviour characterisation including blood typing,
fingerprinting, DNA analysis, retinal scanning and voice
recognition’ (section 1 of the Act).
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ea measure to probe understanding and
comprehension of the information is planned
(e.g., a teach-back method), and how it
proposes to do so especially for very vulnerable
potential participants.

It is sensible to ensure that the consent document
includes a choice about whether data and/or
samples can be used after the person’s death,
especially if it is possible that the person may die
during the study. (See also 2.3.6)

The protocol should explain how data records
(written, audio or visual) are to be secured, the
length of time for which they will be retained and
who will be responsible for storage and/or final
disposal. The protocol should explain why
particular identifying information is required for
the study that purports to collect data
anonymously. RECs should assess whether
notifiable activities might occur amongst
participants, e.g., abuse of minors or notifiable
diseases and, consequently, whether appropriate
measures are in place and are explained in the
research protocol. Furthermore, the REC must
ensure that the required notification or reporting
and its management are explained in the consent
documents.

Where focus groups are planned, RECs should
check that the information for participants
explains clearly that confidentiality in a focus
group is dependent on members of the focus
group because they may disclose information
outside the research setting, despite agreeing not
to do so. For this reason, consent documentation
should advise potential focus group participants to
be cautious about disclosing personally sensitive
information.

Where a clinical trial is proposed, additional
information for prospective participants is
required.?’ Any multi-phase studies or clinical
trials involving lengthy, complex consent
documents should adopt a thorough process of
consultation with stakeholders to adapt the
documents and to support research study

21 See Department of Health (2020) South African Good
Clinical Practice: Clinical Trial Guidelines 3" edition (or
its successor) at 2.5ff.
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enrollers in explaining the study to participants in
simple, understandable ways.

3.1.10.1 Waiver of informed consent

Sometimes the REC is requested to waive the
requirement for informed consent or to alter
informed consent requirements. ‘Waive consent’
means that the REC permits, by way of exception,
the research to proceed without prior informed
consent from participants, i.e., the usual
requirement of informed consent is waived for
specific reasons. Bear in mind that the REC is not
obliged to accede to a request for a waiver. Any
decision by the REC to grant a waiver of parental
or guardian consent must be documented and
must include the justification for the decision.

A waiver of consent (i.e., permission to conduct
the research without consent) can be justified on
two grounds:

a)if the waiver will not infringe any right of a
participant, and obtaining consent s
impracticable, or

b)if the rights infringement is minimal and is
outweighed by the expected social value of the
research, and obtaining  consent is
impracticable.

A waiver of consent is not automatic: it requires a
researcher to apply to the REC for approval to use,
for research purposes, someone's personal
information or personal health information
without obtaining consent from the individual.
The application must explain why a waiver is
requested and how one or other of the
justification criteria above fits the circumstances
described by the researcher. Commonly, waivers
are granted for purely observational studies in
public places and retrospective review studies of
health care records where data are anonymous
and no individual privacy or confidentiality
interests are affected. Prospective observational
studies might also be eligible for a waiver in
circumstances that meet the required criterion.

A waiver of consent might be granted for research
using archived human biological material (HBM) in
circumstances where the HBM is anonymous and
the data will also be anonymous and aggregated.
However, waivers relating to genetic and genomic
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research should be approached cautiously, since
re-identification of the original source of the HBM
may be technically possible (see also 4.1.2),
despite anonymity of HBM.

In the same vein, archived data (e.g., interview
records, clinical records, etc) are also valuable
research resources. A waiver of consent might be
granted for such research in circumstances that
include anonymity and aggregation of data.

A waiver of consent for preliminary or preparatory
work to identify potential participants from
records or other databases may be possible,
including a waiver of parental permission in the
case of potential minor participants (see also
3.2.2.2). The REC must assess the level of risk of
harm associated with a waiver, which refers to the
risk of harm flowing from researchers accessing
identifiable private information and not to risk of
harm concerning the whole research project.

An alteration of requirements for informed
consent?? (as opposed to a full waiver) is possible,
e.g.,, when existence of a signed consent form
might pose a risk of harm (breach of
confidentiality) to the participant in studies
involving illegal behaviour. The alteration may
take the form of permitting unsigned informed
consent documentation (see also 3.1.10.2c).

3.1.10.2 Formats of consent

The context of the research and surrounding
circumstances are important considerations. The
NHA requires written consent but does not
consider circumstances that might not be suitable
for written consent. To insist on written consent in
all circumstances may sometimes present the
potential for (social or legal) harm to participants,
e.g., when sensitive research is to be conducted.
The usual approach is to record written consent
but, if it is ethically justifiable for the specific
circumstances, then verbal consent may be
approved. Usually, if verbal consent is permitted,
a witness attests that the person did consent to
participation after indicating his or her
understanding of the information provided.

22 See CIOMS 2016 p35 Modifications and waivers of
informed consent [pdf].


https://cioms.ch/wp-content/uploads/2017/01/WEB-CIOMS-EthicalGuidelines.pdf
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Usually, the process of informed consent involves
a face-to-face dialogue between the person
designated to recruit participants and the
potential participant, followed by the recording of
written consent. Sometimes, however, the nature
of the research requires electronic data collection,
or the potential participants may have an
impairment that prevents a personal face-to-face
consent process, including provision of written
consent.

Note: None of the alternatives to face-to-face personal
consent discussed below may occur without sound
justification approved by the registered REC. The
justification for an alternate format of consent process
must be evidenced by clear descriptions of why an
alternative is justified in the circumstances (not based
merely on convenience) and of how it will be managed so
that the interests of the potential participant are properly
protected.

a) Electronic consent

Research conducted electronically to collect the
desired data uses methods of obtaining the
equivalent of informed consent that have become
settled in social and behavioural science research.
The unique circumstances presented by the
Corona virus pandemic served to accelerate use of
digital processes towards virtual (online) data
collection methodological approaches. This
change has affected ways in which informed
consent can now be obtained from potential
participants.

Note: The nature of the research, e.g., large-scale national
online social surveys, may propose means of providing
consent not discussed below, e.g., by referring potential
participants to a specific page where they indicate their
consent by clicking a 'radio button'. If the REC is satisfied
that this or another method is appropriate for the
circumstances, then it may be approved. The reasoning of
the REC leading to the decision should be recorded in the
minutes of the meeting.

Where electronic consent is proposed, the
research protocol must describe in detail the
method and process for obtaining consent. Where
relevant, methods of screening to filter out
inappropriate participants must be described.

Electronic signatures are defined according to the
Electronic Communications and Transactions Act
25 of 2021 (ECTA) as 'data attached to,
incorporated in, or logically associated with other
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data and which is intended by the user to serve as

a signature'. It represents an electronic functional

equivalent of a paper-based signature with the

same legal authority if it meets legal requirements

and can include

* a typed name at the end of an email

¢ a scanned image of a handwritten signature
embedded into a MS Word® document

* a digital signature.

Section 13 of ECTA creates an electronic signature
accredited as authentic by the relevant authority,
called an 'advanced electronic signature'.? This
new concept is designed to reliably identify the
person who made the signature now accredited. A
handwritten (wet) signature is still valid. Only
when an electronic signature is statutorily the
preferred option is a person obliged to use an
advanced electronic signature. 2*

A range of alternatives to deal with challenges to
obtaining prior written informed consent has been
proposed. Some international regulators have
formally endorsed telephonic (verbal) and
electronic informed consent as an alternative to
paper-based informed consent. REC reviewers of
research protocols must insist on a proper
decisive description of how informed consent will
be regarded as authentic.

The following electronic methods of obtaining

informed consent are recommended:

® Telephonic recruitment for research that poses
more than minimal risk of harm should be

2 The Electronic Communications and Transactions Act
(ECTA) creates a special type of electronic signature,
known as an “advanced electronic signature” (AES),
which is a particularly reliable form of signature.
Section 1 of ECTA explains that an 'advanced electronic
signature” means an electronic signature which results
from a process which has been accredited by the
Authority as provided for in section 37; “authentication
products or services” means products or services
designed to identify the holder of an electronic
signature to other persons; section13(4) Where an
advanced electronic signature has been used, such
signature is regarded as being a valid electronic
signature and to have been applied properly, unless the
contrary is proved.

24 E.g., the Credit Agreements Act requires an
electronic signature, which indicates that an 'advanced
electronic signature' (AES) must be used.
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limited to screening for eligibility, followed by

face-to-face informed consent, or virtual

informed consent via an electronic platform.

Telephonic research surveys are possible for

minimal risk studies. Verbal agreement to

participate serves as informed consent.

e For research that poses more than minimal risk
of harm, different electronic platforms could be
used to screen and obtain informed consent, on
the one hand, and to collect data, on the other,
e.g., electronic mail for screening and informed
consent, and a different platform for data
collection. Any suitably secure virtual platform
could be considered.

Note: If more than one electronic platform is used, it is
important to ensure that the link between the
documents is maintained administratively so that the
notion of 'a floating consent' does not occur. A floating
consent is one that cannot be linked to its relevant
research documentation. Whilst this may appear
desirable for purposes of anonymity, it is most
undesirable for purposes of audit and accountability.

e When using electronic/online platforms for
research projects, always consider the
availability of good connectivity, online security
and accessibility, and the availability of funds
for data amongst potential participants. If
necessary, the budget must include provision of
data for impoverished participants.

e Bear in mind that use of electronic/online
platforms is potentially exclusionary for
recruitment purposes and could lead to
selection bias. Researchers should explain how
inclusivity will be promoted.

e Compliance with the requirements of the POPI
Act must be observed.

Whether electronic data collection always
requires consent depends on the nature of the
proposed research. Where data are obtained by
observing online public electronic platforms, there
is no expectation of privacy amongst those who
communicate on the platform, which indicates
that consent from individuals is unnecessary.
Where access is gained to private electronic
spaces — usually so labelled and requires
permission from the domain-holder — individual
admission to the space indicates that consent for
data collection is necessary in line with the
expectation of protection of privacy. Bear in mind,
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though, that social media platforms have different
policies, especially for groups within, e.g., secret
Facebook groups or WhatsApp groups, which
means a 'blanket approach' is unwise.

b) Proxy consent

Proxy consent occurs when an authorised person
provides consent on behalf of the potential
participant (see 3.2.5ff). Proxy decision-makers for
incapacitated adults are not permitted in South
African law, unless the proxy is a court appointed
curator or holds a statutory mandate to make
health care decisions for the now incapacitated
person in terms of section 7(1) of the NHA.%
Neither the NHA nor the Mental Health Care Act
17 of 2002 (MHCA) makes provision for proxy
decision makers for research purposes but both
provide clear lists of proxy decision makers for
treatment purposes.

Note: Incapacity may not be assumed but requires
independent and objective assessment by appropriately
trained persons (see 3.2.5ff).

The NHA specifies the sequence of legally
appropriate treatment proxies as spouse or
partner; parent; grandparent; adult child; brother
or sister. The MHCA provides, in no specified
sequence, that legally appropriate treatment
proxies are spouse; next of kin; partner; associate
(defined as ‘a person with a substantial or
material interest in the wellbeing of a mental
health care user or a person who is in substantial
contact with the user’); and parent or guardian.

25 Section 7(1) of the National Health Act 61 of 2003:
Subject to section 8, a health service may not be
provided to a user without the user’s informed
consent. unless-
a) the user is unable to give informed consent and
such consent is given by a person -
(i) mandated by the user in writing to grant
consent on his or her behalf; or
(ii) authorised to give such consent in terms of
any law or court order
b) the user is unable to give informed consent and no
person is mandated or authorised to give such
consent, and the consent is given by the spouse or
partner of the user or, in the absence of such
spouse or partner, a parent. grandparent. an adult
child or a brother or a sister of the user, in the
specific order as listed.
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An ethical argument can be made to use the
statutory 'treatment proxies' to give permission
for the incapacitated adult to participate in
research. Such argument complies with the
principles for responsible conduct of research by
relying on the constitutional principle of equality.
To exclude a category of persons from research
participation without adequate justification,
would be unethical and unconstitutional (unfair
discrimination). However, RECs must be careful to
maintain the clear distinction between treatment
and research. In unusual circumstances, e.g.,
major incident research (see 3.3.2), it may be
ethically permissible to permit proxy consent also
in a situation where no statutory proxy is available
and the balance of risk of the likelihood of harm to
potential for knowledge ratio justifies it. The proxy
should be someone that the patient is likely to
regard as suitable to make this choice e.g., an
informal caregiver, a trusted friend, a pastor, or a
relative (outside of the statutory categories).

Note: If the research participant regains capacity to make
decisions, they must be informed that they have been
enrolled in a research study. If they object to having been
enrolled in the research study, this counts as a refusal to
participate, and their data must be withdrawn. If the
participant does not object, personal consent may be
desirable depending on the length and complexity of the
study.

Parents or guardians of children or adolescents
with intellectual or mental impairments give
permission for their children to choose whether to
participate in research, i.e., the parent or guardian
assists the minor child or adolescent. If the child
or adolescent is unable to communicate at all or
lacks the capacity to choose, then the parent or
guardian should choose whether the child or
adolescent may be enrolled. In other words, the
parent acts as a proxy decision maker.

Where an adolescent remains intellectually or
mentally impaired so that they cannot make a
decision after reaching the age of majority, the
situation is managed as for an adult with decision-
making incapacity (see 3.2.5.2).

¢) Deferred consent

Sometimes, the context merits use of deferred
consent (also called delayed consent). Usually, the
circumstances entail a temporary loss of decision-
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making capacity and a reasonably held prognosis
that the person will regain the capacity within a
predictable period, e.g., an unconscious patient in
the Emergency Unit who is predicted to regain
consciousness within hours. In cases where it is
expected that the majority of patients will not
recover and regain capacity (based on the existing
data), deferred consent is not appropriate as a
strategy. For example, resuscitation research
where survival rates are typically low, or research
with pathologies such as severe traumatic brain
injury where a similar situation applies is not
suitable for deferred consent.

Note: Deferred consent should be used only where the
likelihood of obtaining personal informed consent after the
research has begun is likely.

Deferred consent is personal consent, with an alteration of
the requirement for prospective consent (see also 3.1.10.1).
Deferred consent is not an example of fully waived consent.

The REC may approve use of deferred consent if

e the proposed research is based on valid
scientific hypotheses that support a reasonable
possibility of more benefit than that offered by
standard care, and

e the patient has a temporary loss of decision-
making capacity, and

¢ there is a reasonably held prognosis that they
will regain the capacity within a predictable
period, and

e participation is not contrary to the medical
interests of the patient, and

e when the patient regains capacity to make
decisions, they must be informed that they
have been enrolled in a research study i.e.,
deferred consent must be obtained. If they
object to having been enrolled in the study, this
counts as a refusal to participate, and they
should be asked whether their data already
collected must be withdrawn.

e If death of the participant occurs before
deferred consent can be obtained, it should not
be assumed that continued use of the data
and/or samples is ethical. The deceased’s
wishes or those of their proxy or mandate
holder should be ascertained.

RECs should ensure that a clear and full
justification for the proposed used of deferred
consent accompanies the research protocol.
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Urgency is not by itself sufficient justification: all
relevant principles must be observed as well as
the individual circumstances of the patient to
prevent inadvertent violation of personal or
cultural values.

d) Consent for post mortem research
following natural death

The NHA section 66 permits post mortem
examination of the body of a deceased person if
the person gave consent while alive or if a proxy
(in accordance with the sequence of persons
described in NHA section 66(1)(b)) consents, or
the examination is necessary to determine cause
of death. In other words, ordinarily, consent to
post mortem examination is required unless there
is a societal or public health interest at stake, in
which case the individual autonomy principle
gives way to the collective societal interest.
Protection for the individual interest remains in
place because the post mortem examination
requires explicit written authority from the
medical practitioner in charge.

The Guidelines on Post Mortem Testing for
Natural Deaths were issued by the National
Department of Health in October 2020 to facilitate
collection of nasal swab samples immediately
after death to obtain diagnostic cause of death
information. However, the NHA section 67 read
with section 64 clearly permits removal of tissue
at post mortem examinations ‘for the purpose of
the advancement of health science’. This would
include collection of biopsies for pathogenesis
research.

3.2 Vulnerability and incapacity

Vulnerability may be caused by limited decision-
making capacity, or limited access to social goods,
such as health care, education, or social support.
Individuals or groups may experience vulnerability
to different degrees and at different times,
depending on prevailing circumstances. Minors
(persons <18 vyears) are regarded as legally
underage to protect them from their lack of life
experience and knowledge. It is expected that life
changing decisions for minors are made with the
knowledge and assistance of their parents or
guardians.
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Persons may be factually incapable or less capable
of understanding information and processing it to
reach a decision about whether to participate in
research. For example, this may occur because of
brain damage or the effect of the aging process.

It is important to note the difference between
legal incapacity and factual incapacity. No person
may claim that, because a minor is factually
capable, their legal incapacity should be waived.
Legal incapacity prevails notwithstanding the
existence of factual capacity.

On the other hand, no adult may be assumed to
be incapable unless incapacity is established
factually. Consequently, mental incapacity must
be established by a factual assessment of the
individual’s abilities to understand and to
communicate that understanding.

Historically, vulnerable groups and individuals in
the research context have included children, the
elderly, students, women, inmates, individuals
with mental health problems, and those with
diminished capacity for decision-making or self-
determination. Vulnerable individuals or groups?®
require careful consideration to ensure that,
where appropriate, additional precautions are put
into place so that adequate protection of their
rights and welfare interests occurs.

3.2.1 Contextual circumstances

Personal circumstances, such as mental or
intellectual impairment, acute illness, advanced
age, and pregnancy and childbirth may increase
vulnerability. Vulnerability may be increased also
by environmental circumstances, such as low
levels of formal education and literacy, or
restricted access to health care services. Such
persons may be more easily persuaded to agree to
participate without having a properly considered
understanding of the implications of doing so.

South Africa is home to many vulnerable
communities. Where factors usually associated

26 For further, more detailed, discussion on special
classes of participants, see CIOMS International Ethical
Guidelines for Health-related Research Involving
Humans (2016) Guidelines 15-19 [pdf]; US Department
of Health & Human Services, Office for Human
Research Protections [portal].


https://cioms.ch/wp-content/uploads/2017/01/WEB-CIOMS-EthicalGuidelines.pdf
http://www.hhs.gov/ohrp
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with vulnerability are integral to the research, the

protocol should demonstrate how vulnerability

will be managed. In cases where the researcher is

known to the community and speaks the local

language and/or is accepted as part of that

community, this may be seen as a positive

element for the research context. Special care

should be exercised before undertaking research

involving participants in such communities, and

RECs should ensure that

e persons in these communities are not being
involved in the research merely because they
are expediently accessible, while the research is
feasible to undertake in a less vulnerable
community, and

e the research is relevant to the needs and
priorities of the targeted community, and that

e research participants know they will take part in
research and that the research will be carried
out only with appropriate consent?” and

e careful attention should be given to the
content, language(s) and procedures used to
obtain informed consent.

To ensure optimal protection of vulnerable
participants, the REC may impose additional
protective measures for the informed consent
process; or may require increased monitoring and
interim reporting about participants’ welfare; or
may require post-recruitment reviews of the
effectiveness of the protective measures imposed.
Other measures may also be appropriate. If
compliance with the additional measures is poor
and participants’ welfare is negatively affected,
approval for the study may be withdrawn,
temporarily or permanently.

27 Note that the requirement of knowledge on the part
of a participant does not mean that an REC may not
approve a waiver of informed consent for types of
research on retrospective reviews of records or such
like (see 3.1.10.1).
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Note: The decision to impose additional measures should
flow from an assessment of the nature of the research and
the factual circumstances of the potential participants and
should be minuted. Additional protective measures should
not be automatic just because a vulnerable group will be
recruited; rather, the decision should be based on the
circumstances of the protocol before the REC.

It is important not to conflate vulnerability of people with
low-income areas or difficult socio-economic living
conditions. Poverty does not necessarily make people
prone to rash or reckless decision-making, e.g., an
automatic assumption that poor people cannot choose
responsibly whether to participate in research s
disrespectful because it denies or at least doubts their
autonomy. (See also 3.1.8) Factual evidence must support
a decision that a community is too vulnerable to be invited
to choose whether to participate in research.

Categories of participants discussed in this section

are

e minors (children and adolescents)

e women

e adults with factual incapacity to provide
informed consent

e persons in dependent relationships

e persons highly dependent on medical care

e persons with visual, auditory or mobility
impairments

e inmates (called offenders when convicted)

e collectivities

Note: This list is not exhaustive but provides an indication
of the types of consideration to be applied.

3.2.2 Minors (children and adolescents)

The legal status of minority protects young people
under 18 vyears of age,® from their own
emotional, cognitive, and physical immaturity and
limited life experience. In other words, minors are
legally incapable of performing legal transactions
without assistance from a parent or guardian.
However, children have the right to participate in
matters that affect them. In terms of the NHA
section 71(a)(iii) and (iv), a minor who is capable

28 Section 28 of the Constitution; and section 17 of the
Children’s Act 38 of 2005.
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of understanding 'consents' to treatment.? The
Children's Act states that when a child is 'of such
an age, maturity and stage of development, the
child has the right to participate in any matter
concerning that child'. 3® And that the child's views
'must be given due consideration'. In the research
context, this means that, in principle, anyone
under the age of 18 years may not choose
independently whether to participate in
research.3® A parent or guardian must give
permission for the minor to choose. This is
because young persons’ understanding of key
aspects of the research initiative may be
compromised and, consequently, they may be
exposed to increased risk of harm from specific
research procedures, without realising it could
happen.

Note: RECs and researchers are strongly advised to pay
careful attention to the use of terminology when
describing potential research participants aged under 18
years, especially for research into sexual and reproductive
health. As is discussed helpfully in the WHO’s Guidance on
ethical considerations in planning and reviewing research
studies on sexual and reproductive health in adolescents
(2018), a wide variety of terms is used to describe the
same age range of minors (children and adolescents). It is
important that a research protocol uses terminology that
is appropriate to the local cultural context, so that
ambiguity is avoided, and clear understanding is
facilitated.3?

2% Confusingly, the term 'consent' is used in the NHA,
whilst it is well-established that a minor provides
assent, unless there is a statutory exception to the rule,
e.g. The Choice on Termination of Pregnancy Act 92 of
1996 (section 5(2)) permits a female of any age to
terminate a pregnancy. See also 3.2.2.1 e).

30 The Children's Act 38 of 2005, section 10.

31 In some circumstances, e.g., when they are self-
supporting and living away from home, a minor may be
emancipated by their parents or guardian. This means
that the minor is 'set free' to be legally and financially
independent, despite not yet being 18 years old.

32 The World Health Organisation (2018). Guidance on
ethical considerations in planning and reviewing
research studies on sexual and reproductive health in
adolescents. J Adolescent Health, 64(4): 427-429.
[article].
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Tension exists between the views that, in general,
children and adolescents®® should not bear the
burden of research unnecessarily, on the one
hand, and that children and adolescents are
entitled to improved health care based on findings
drawn from rigorous research conducted in the
child and adolescent population of South Africa,
on the other. Resolution of the tension lies in the
approach that minors should participate in
research only where their participation s
indispensable to the research, i.e., the research
cannot deliver the desired outcomes if adult
participants were to be used instead.

Because of their status of legal incapacity, in
principle, minors may not choose independently
whether to participate in research. Note that the
parent or guardian does not choose for the minor
who has factual capacity to choose,** rather, the
parent or guardian gives permission for the minor
to choose, i.e., to assent to participation (see also
3.2.2.2). Where a minor is very young (less than 7
years old) or is factually incapable of exercising a
choice, then the parent or guardian chooses
whether the minor should participate.>®

In terms of POPIA, when personal information
about a child (under 18 years) is to be processed

33 ‘Adolescent’ means an individual in their second
decade of life. The World Health Organisation
adolescent age range extends from 10 to 19 years, with
‘early adolescence’ ranging from 10 to 14 years and
‘late adolescence’ from 15 to 19 years. Definition of
‘adolescent’” based on Singh JA, Siddigi M,
Parameshwar P & Chandra-Mouli V (2019). World
Health Organization Guidance on Ethical
Considerations in Planning and Reviewing Research
Studies on Sexual and Reproductive Health in
Adolescents. Journal of Adolescent Health, 64(4), 427-
429. [article].

34 Section 10 of the Children’s Act 38 of 2005. Note that
a caregiver, a foster parent and a schoolteacher or
principal are not guardians.

35 'Assent' describes agreement by someone who is
legally incapable of providing consent. With minors,
'assent’ refers to the child's agreement to participate in
the research; with incapacitated adults, 'assent' has the
same role: the person agrees to participate. In both
instances, the person is assisted by a legally capable
other: a parent or guardian agrees to their child's
participation in research; a statutory proxy or a person
with a mandate agrees for the legally incapacitated
adult.


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6496912/
https://doi.org/10.1016/j.jadohealth.2019.01.008
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permission of a parent or guardian®® is required
before collection (section 35(1)(a)),3” even when
permission of a parent or guardian is not required
for the activity that gives rise to the information,
e.g., donating blood. A minor aged 16 years or
more may donate blood without parental
permission,® but POPIA requires parental or
guardian permission to process the information.

The best interest of a child should be paramount
in decisions that affect the child.3® This principle is
difficult to apply in the research context because
research participation is unlikely to be in the best
interest of a minor. Good research design does
not easily accommodate a best interest analysis.
Rather, the design draws on aggregates of
information rather than focuses on individual
interests. This means that, in the research context,
the best interest principle should be understood
to mean that participation in the research should
not be contrary to the individual minor’s best
interest. Further, the research should investigate a
problem of relevance to minors.

Where research can be done with consenting
adults but nevertheless proposes also to include
minors, the researchers must provide strong
justification for the inclusion of minors. The REC
should not make assumptions on behalf of the
researchers. It should require all relevant
information to be provided by the researchers.
Note that all types of clinical trial research using
minors should be scrutinised carefully in case
extra precautions or protective conditions are
necessary.

In the research context, it has become convenient
to ignore minority and to categorise young
research participants as ‘child’ or ‘adolescent’.
While this categorisation is convenient, it is
inappropriate to ignore the legal status of
minority and its implications for the informed

3% Note a caregiver, a foster parent, and a

schoolteacher or principal are not guardians.

37 This requirement is compatible with the consent
requirements for minors as described elsewhere in
these Guidelines (see 3.2.2).

% In terms of the Standards of Practice for Blood
Transfusion in South Africa (7th ed. 2016).

39 See also section 9 of the Children’s Act 38 of 2005.

Chapter 3: Norms and operational processes for ethics review p. 31

consent process, as described above. RECs must

be alert to whether Informed consent
documentation for minors includes
documentation for parental or guardian

permission. Exceptions to the requirement for
parental permission are discussed at 3.2.2.4.

3.2.2.1 Minimum conditions for research
involving minors

The following considerations are critical when
RECs review protocols to involve child or
adolescent participants:

a) Children and adolescents should participate in
research  when their participation is
scientifically essential to the research. In the
case of interventional clinical research,
equipoise®® should exist. Research should
investigate a problem of relevance to children
and adolescents. The protocol should provide
sufficient information to justify clearly why
children and adolescents should be included as
participants.

b) Children and adolescents should participate in
research only where such research poses
acceptable risks of harm. That is, research
involving children and adolescents should be
approved only if:

i. the research, including observational
research, is not contrary to the best
interest of the minor (child or adolescent),
and

ii. the research, including observational
research, places the child or adolescent at
no more than minimal risk of harm, where
the probability and magnitude of possible
harms implied by participation are not
greater than those posed by daily life in a
stable society or routine medical, dental,
educational, or psychological tests or
examinations; or

iii. the research involves greater than minimal
risk of harm but provides the prospect of
direct benefit for the child or adolescent.

40 ‘Equipoise’ literally means a state of balance or
equilibrium; in the research context it means that,
amongst health care experts, uncertainty prevails
about whether a particular treatment or intervention is
better than another. This principle forms the basis for
conducting clinical research.
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The degree of risk of harm should be
justified by the potential benefit; or

iv. the research, including observational
research, involves greater than minimal
risk of harm, with no prospect of direct
benefit to the child or adolescent, but has
a high probability of providing significant
generalisable knowledge. The degree of
risk of harm should be justified by the risk-
knowledge ratio

v. Greater than minimal risk of harm should
represent no more than a minor increase
over minimal risk

c) Research involving children and adolescents

must be reviewed appropriately, including
paediatric or child research specialists as
reviewers. The NHA distinguishes research with
children and adolescents as ‘therapeutic’ and
‘non-therapeutic’ research. The intention of
this distinction is to place special emphasis on
deliberation by the REC about the degree of
risk of harm posed by a protocol and the
likelihood of benefit to the child or adolescent
participant. The distinction is of little practical
import since most research involves a mix of
‘therapeutic’ and ‘non- therapeutic’
interventions or components and reviewers
usually assess the protocol as a whole.

d) The degree of risk of harm should be evaluated

against the likelihood of benefit to the child-
participant as outlined in b) above.
Furthermore, registered RECs that have been
granted permission in writing to exercise the
Minister’s delegated power to approve
research  with  minors  (children and
adolescents) that includes non-therapeutic
components ensure that their
deliberations on these components are
properly minuted and recorded as required by
the Regulations. RECs that review research
with child participants (i.e., up to age 18 years)
must include members with appropriate child
research experience.

must

e) Children and adolescents should participate in

research only when the required written
permissions have been obtained. The general
principle is that minors cannot agree to
research participation without assistance of a
parent or guardian because they are legally
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incapable (exceptions to the general principle

are discussed in 3.2.2.4). This principle holds

notwithstanding the exceptions created in the

Children’s Act for consent to medical

treatment and surgical operations (section

129); consent to HIV-testing (section 130); and

the exception for female minors created in the

Choice on Termination of Pregnancy Act

(section 5(2)). Consequently, in principle, the

consent process for a minor’s participation in

research requires

i. Permission in writing from parents or legal
guardian for the minor to be approached
and invited to participate (in accordance
with section 10 of the Children’s Act)

ii. Assent from the minor in writing
preferably (i.e., agreement to participate)
if they choose to participate

iii. Permission in writing from parents or legal
guardian for the minor's personal
information to be processed (POPIA)

Note: Pregnancy and childbirth do not change the legal
status of a minor mother. An unmarried minor mother
may not agree, without assistance, to the participation
of her child in research. Her guardian (usually her
parent) is also the guardian of her child while she is a
minor and must consent to the child’s participation. In
other words, when the mother reaches the age of
majority (18 years), she may consent to her child’s
participation in research. Marriage bestows majority and
changes the legal status of a minor, even if the person is
not yet 18 years old.

When parents or a guardian give permission
for their minor child to choose whether to
participate in research, this permission is given
based on a detailed description of all diagnostic
and therapeutic interventions that will affect
the child or adolescent in the study.

g) The informed consent documentation must

h) The

explain whether results of tests will be made
known to child and adolescent participants and
their parents. However, this does not mean
that parents are entitled to know the outcome
of all diagnostic and therapeutic interventions,
especially as regards older adolescents.
Whether this happens, depends to an extent
on the socio-cultural context and the best
interest standard.

child or adolescent’s
confidentiality, i.e., being

interest in
identified or
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identifiable without permission of the child or
adolescent and their parent or guardian, must
be respected.

i) Children should participate in research that
takes cognisance of their privacy interests.
Although children are legally dependent, they
have significant privacy interests. Their genetic
privacy interests may be more important than
those of adults who manifest a particular
genetic condition.

j) Research involving children and adolescents
must respect their evolving capacity to give
consent. Adolescents who turn 18 years old
during a study should be approached at the
time of their birthday to confirm, as adults,
that they consent to continue as participants.
In cases where minors are permitted to decide
independently whether to participate (see
3.2.2.4), the consent process should address
how re-consent will be managed when they
change status from minority to majority when
they turn 18 years old. Similarly, in the case of
large or longitudinal studies, attention must be
given to how the change from minority to
majority will be managed. Where a study is no
longer in active interaction with participants,
re-consent procedures may be less important.
Nevertheless, the research protocol must
evidence consideration of these matters.

k) Researchers must familiarise themselves with
the legal obligations to report child abuse and
neglect (see 3.2.2.5).

3.2.2.2 Parental permission

The Children’s Act emphasises the right of a child
(under 18 vyears) to participate in any matter
concerning that child, provided they have
sufficient maturity to participate appropriately
and meaningfully (section 10), notwithstanding
legal incapacity. This means that parents or
guardians may not decide whether their minor
child or adolescent should participate in research
without their contribution to the decision. The
choice of whether to participate is not a legal
decision but rather a factual choice. Consequently,
the process should be that the parent or guardian
is requested to give permission for the child or
adolescent to be approached to be invited to
participate in the study. The factual decision

Chapter 3: Norms and operational processes for ethics review p. 33

whether to participate is that of the child or
adolescent and not the parents.

Parental permission and the minor’s decision must
be consistent, i.e., if the child or adolescent
decides not to participate, the parent may not
override this decision. If the parent is reluctant for
the minor to participate but the minor wants to
do so, the matter must be managed carefully to
establish what the concerns are and whether they
may be resolved. The child or adolescent cannot
choose to participate if the parent withholds
permission for that minor to choose. Researchers
are unlikely to be able to intervene where the
suspicion is that the parent is withholding
permission unreasonably, since a best interest
analysis in this context is irrelevant (see 3.2.2).

Note: The fact that a parent is reluctant or withholds
permission for their child or adolescent to choose to
participate in a study, is not sufficient to persuade the REC
to grant a waiver of parental permission. It is never
necessary for an individual to be a research participant.
(See 3.2.2.4.).

3.2.2.3 Children and adolescents without
guardians

Many children and adolescents in South Africa do
not have parents and very few have court-
appointed guardians. Some of them are runaways
who might be living on the street; others might be
refugee or migrant unaccompanied minors. These
minors are often described as ‘orphans and
vulnerable children” or OVC. The absence of a
legally appropriate parental substitute poses a
problem for researchers because of the lack of
clear guidance as to an acceptable substitute for
the informed consent process for research
participation.

Note: For treatment purposes, substituted consent is

based on necessity, it being in the child or adolescent’s

best interest to receive treatment. This reasoning is not

applicable to the research context. It is never necessary for
a child or adolescent to participate in research.

a) Justification for parent substitutes

Sometimes it may be ethically justifiable for a
parental substitute to be part of the informed
consent process. For example, important research
that seeks to understand and improve
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psychosocial, economic, and educational
conditions for orphans and vulnerable children*
to improve their future wellbeing usually involves
no more than minimal risk of harm. Other
research including clinical research may involve a
minor increase over minimal risk of harm. To
exclude a class of children and adolescents from
research participation because, through no fault
of theirs, they have no parent or guardian to assist
them, seems unjust. Consequently, it may be
ethical and reasonable to designate parental
substitutes in such circumstances.

Note: Use of parental substitutes is not automatic and is
not merely for convenience. Convenience is not an ethical
principle. Careful deliberation and minuting of discussion
must accompany any decision to resort to parent
substitutes.

b) Pragmatic parental substitutes*

In the interest of fostering consistency as well as
compliance with the spirit of the legal provisions
that protect minors’ interests, especially the
Constitution and the Children’s Act, pragmatic
guidance is provided here to deal with situations
where no biological parent or legal guardian
exists. The permissible level of risk is limited (see
3.2.2.1).

Note: This guidance does not permit expedient substitution,
e.g., where a parent is temporarily unavailable.

This pragmatic guidance takes its lead from the
Constitution, the Children’s Act, the National
Health Act, the Criminal Law (Sexual Offences)
Amendment Act; the SA GCP 2020.

The guidance is premised on three conditions, all
of which must be satisfied:
1. The risk standards set out in 3.2.2.1 b) must be
adhered to; and
2.1t is not possible to do the research with adult
participants; and

41 Arguably, OVC should be understood to include
street children and runaways, both examples of
vulnerable children.

42 This pragmatic guidance is provided to temper the
chilling effect of a literal interpretation of section 71 of
the NHA, which otherwise might prevent important
ethical research.
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3.The research proposes to investigate a
problem of relevance to minors.

Note: If the proposed research holds out more than
minimal risk of harm, there must be a compelling
justification for why orphans should be included as
participants, e.g., the research focus has special relevance
for OVC and cannot be studied without their enrolment.
The objective of considering a parental substitute in this
manner is to ensure that a class of person is not unfairly
excluded from what might be important research for
persons in the class. That such a class might be excluded
because of a lack of law on the point, is difficult to justify
constitutionally. Hence, the ethical consideration of
whether the spirit of the law might be followed
(protection of vulnerability) while giving effect to the
ethical justification for preventing unfair exclusion.

The parental substitutes should be used in
descending order, as listed.

The child or adolescent expresses their will about
whether to participate and thus expresses their
will AFTER

i. the parent gives assistance with
understanding (so the child or adolescent
makes an informed choice);

ii. if no parent, then guardian: either court-
appointed OR as indicated by the parent in a
Will (section 27 Children’s Act);

iii. if no guardian, then foster parent (per order of
Children’s Court) (Note that social workers
should request that the authority to give
permission should be included expressly in the
court order authorising foster care);*

iv. if no foster parent (per iii above), then
caregiver (section 1 Children’s Act: defined as
‘...any person other than a parent or guardian,
who factually cares for a child and includes —
a) a foster parent; b) a person who cares for
the child with the implied or express consent
of a parent or guardian of the child; c) a
person who cares for the child whilst the child
is in temporary safe care; d) the person at the
head of a child and youth care centre where a
child has been placed; e) the person at the
head of a shelter; f) a child and youth care

43 Social workers should request that the Children's
Court order expressly includes authority to give
permission for a foster child to choose whether to
participate in health research. Note a caregiver, a
foster parent and a schoolteacher or principal are not
guardians.
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worker who cares for a child who is without
appropriate family care in the community; and
g) the child at the head of a child-headed
household’);

v. if a minor is the caregiver in child-headed
household and no supervisory adult (section
137 Children’s Act), then a trusted adult
nominated by the minor, including but not
limited to social worker, community worker or
teacher

Note: POPIA requires consent from parents or guardians
for processing of personal information of minors (classed
as special personal information). A separate consent
document is required. POPIA does not address the
vulnerability of OVC. Nor does the Act address the matter
of independent consent by sufficiently mature minors.

3.2.2.4 Minors’ independent consent

In special circumstances, e.g., for reasons of
sensitivity, like discussion about sexual activities,
substance or other forms of abuse etc., it may be
desirable and ethically justifiable for children and
adolescents (especially older adolescents i.e., 16
years and older) to choose independently i.e.,
without parental assistance, whether to
participate in research. Generally, only minimal
risk research is suitable for independent consent.
Reasons  supporting the  desirability of
independent consent may include being able to
recruit enough minors who otherwise would be
unwilling to participate if they must tell their
parents about the nature of the research to obtain
parental permission.

Where researchers are planning an independent
consent approach for minors, they should engage
community stakeholders, e.g., community leaders,
school leadership or even a community advisory
structure such as a Community Advisory Board
(CAB). Researchers should discuss the justification
for independent consent based on the criteria
above and seek to establish if this consent
approach is acceptable within the community.
Researchers should demonstrate to the REC that
such engagement has taken place, e.g., a letter
from the community stakeholder that confirms
the view that independent consent is acceptable.
The evidence sought is that independent consent
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from adolescents is an acceptable strategy to
community stakeholders.

Preparation for evidencing an ethical justification
for independent consent by minors may occur in
the following manner:

e By prior engagement with participating
community stakeholders, the Pl or study leader
can gather factual evidence of the community
or relevant part thereof. Engagement could
include outreach to relevant stakeholders such
as canvassing the opinion of a representative
body of parents (not the targeted parents), e.g.,
via schools.

e Factual evidence of such engagement must
form part of the application to the REC. Factual
evidence may be contained in a letter from a
relevant stakeholder (like a community leader,
school principal or a CAB) that confirms the
view that independent consent is acceptable to
the community.

e This evidence may ground a request for a
waiver of parental permission (i.e., permission
for older adolescents to choose independently
whether to participate in research). Bear in
mind that the REC is not obliged to accede to
the request.

¢ If the REC accepts the ethical justification and
the factual evidence of community support for
independent choice by their minor children,
then the REC may grant a waiver of the
requirement of written parental permission and
must document the process carefully.

3.2.2.5 Mandatory reporting obligations

There is no general obligation to report either the
commission of or the intention to commit a crime.
However, if a researcher has information
indicating that direct harm to another person may
occur due to the intention to commit harm (e.g., a
participant says ‘I'm going to kill her..’), then
there may be an obligation, especially when the
third person is known to the researcher. For
specifically designated persons, there are
statutory reporting obligations. (See Appendix
A2.1 Mandatory reporting of child abuse or
neglect for guidance.)
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a) Reporting obligations for abuse and
neglect

The Children’s Act section 110 requires a broad
range of persons who reasonably believe a child to
be suffering physical abuse causing injury,
deliberate neglect, and sexual abuse, to report
this to a child protection agency, the provincial
social development department, or to a police
official. This broad range includes especially
medical practitioners, nurses, psychologists, social
service professionals, social workers and members
of staff or volunteer workers at drop-in centres or
child and youth care centres. However, any person
may report if they reasonably believe the child to
be suffering abuse.

b) Reporting obligations for under-age
sexual activity

The age at which a minor can lawfully consent to
sexual activity is 16 years, in terms of the Criminal
Law (Sexual Offences and Related Matters)
Amendment Act 32 of 2007 (Sexual Offences Act).
Anyone with knowledge of a sexual offence
against a minor is required to report this to a
police official. Any adult (person older than 18
years) who engages in sexual activity with a minor
younger than 16 years commits the crime of
statutory rape and may be prosecuted. The Sexual
Offences Act describes a broad range of sexual
offences, including rape, sexual assault, sexual
grooming, sexual exploitation, and use of children
in pornography including photographs. This means
that the range of activities that may constitute a
sexual offence is extensive.

The Sexual Offences Act differentiates between
early adolescents (12 to 15 years) and older
adolescents (16 and 17 years). For adolescents,
the situation is as follows. The Teddy Bear Clinic
case* found criminalisation of consensual sexual
acts between adolescents aged 12 to 15 years to
be unconstitutional, on the basis that adolescents
should not be subjected to criminal sanctions
when they exercise their entitlement to determine

4 The Teddy Bear Clinic for Abused Children v Minister
of Justice and Constitutional Development (CCT 12/13)
[2013] ZACC 35; 2014 (2) SA 168 (CC); see also J v NDPP
[2014] ZACC 13.
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their personal relationships in light of their rights
to autonomy, dignity and privacy.

Consensual sexual acts are not criminal offences
and are not reportable when they occur between
adolescents aged 12 to 15 years, or between an
adolescent aged 12 and one aged 16 or 17 and the
age difference between them is not more than
two years. Sexual acts with adolescents aged 12 to
15 years by an adult, even if consensual, are
criminal offences and are reportable. Sexual acts
with children younger than 12 years are always
criminal offences and reportable as rape.

The Sexual Offences and Related Matters
Amendment Act 13 of 2021 introduced changes to
the reporting obligations towards 'vulnerable
persons' that are important to note:

Sexual offences committed against 'vulnerable'
persons must be reported by a person 'who has
knowledge, reasonable belief or suspicion that a
sexual offence has been committed’.*® The report
must be to a police official.

A 'vulnerable person'#® i

a) a child or person with a mental disability

b) a female under the age of 25 years who-

i. receives tuition at a. higher education
college, higher education institution or
university college...

ii. receives vocational training at any training
institute...or as part of their employment

iii. lives in a building, structure or facility used
primarily as a residence...for the entities
mentioned in (i) and (ii)

c) person who is being cared for or sheltered in a
facility that provides services to victims of
crime

d) person with a physical, intellectual or sensory
disability and who—

i. receives community-based care and
support services, other than from a family
member or

S

4 In terms of section 54 of the Criminal Law (Sexual
Offences and Related Matters) Amendment Act 13 of
2021.
46 Described in section 40 of the Criminal Law (Sexual
Offences and Related Matters) Amendment Act 13. of
2021.
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ii. lives in a building, structure or facility used
primarily as a residence or
iii. is cared for in a facility providing 24-hour
care to, persons with physical, intellectual
or sensory disabilities or
e) person who is 60 years of age or older and
who—

i. receives community-based care and
support services, other than from a family
member or

ii. lives in a building, structure or facility used
primarily as a residence or

iii. is cared for in a facility providing 24-hour
care to such persons.

c) Sexual and reproductive health research
with minors (children and adolescents)

When researchers encounter instances of abuse
and underage sexual activity during research with
minors, the dilemma for researchers is whether to
ignore the strict letter of the law or to report as
indicated in terms of the Sexual Offences Act and
the Children’s Act. The matter is not simple.

The clash of interests is obvious, e.g., using the
law to protect the minor or vulnerable person
from abuse and sexual offences may have the
unintended consequence of increasing harm
(physical and social) for the minor or vulnerable
person. Furthermore, careless reporting may
violate privacy and confidentiality interests of the
minor, e.g., in terms of the Choice on Termination
of Pregnancy Act, the Children’s Act and the Child
Justice Act. Whether a researcher who has only a
research interest in the life of the child or
adolescent, but no further right of access or duty
of intervention, ought to take on the role and
responsibility of a social worker is unclear.
Consequently, researchers should think very
carefully about the anticipated consequences of
reporting, considering the legal context.
Reporting, especially to the South African Police
Service (SAPS), may include unnecessary exposure
of participants to the criminal justice system,
which can be a very traumatic experience. It is
thus strongly recommended that researchers
should partner with child protection experts to
carefully consider each case, especially the best
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interests of the child participant, and carefully
balance the various considerations.

The protocol submitted for ethics review should
explain fully the approach to be adopted, and
justify how reporting obligations will be managed,
so that the REC can deliberate appropriately and
effectively. The consent documents should clearly
inform the potential participants (and proxy
consent providers where necessary) about when
reporting obligations arise and how they will be
addressed, so that an informed choice can be
made about whether to participate. Appropriate
engagement with role-players such as child rights
and childcare organisations may assist researchers
to make appropriate and meaningful referrals.

3.2.3 Women

Routine exclusion of women as research
participants has led to a dearth of data needed to
promote women’s health. To prevent further
unjust exclusions, any proposed exclusion of
women participants must be justifiable in light of
research priorities as well as the specific research
question under consideration. For example,
women are appropriately excluded from prostate
cancer research because the relevant population
is male. But exclusion of women from drug trials
may result in skewed results which put women
patients at risk in the treatment context.
Systematic class exclusion must be guarded
against to avoid unfair participant selection (see
3.1.5).

Additional  health concerns arise during
pregnancy, including the need to avoid
unnecessary risk to the embryo, fetus, or infant,
however, automatic exclusion of pregnant women
should be avoided to prevent data inequities for
pregnant and nursing women.

Researchers and RECs should exercise extra

caution when women participants are or may

become pregnant. Exclusion of women from

research may be justifiable

a) to protect the health of the embryo, fetus or
infant and

b) if exclusion is scientifically supportable.



NDoH 2024 3 ed.

Note: The informed consent documents must explain
carefully and fully what the effects of the research
activities on the embryo, fetus or infant might be.

Usually, research involving pregnant women

should be undertaken when

e the purpose of the proposed research is to
meet the health needs of the mother of the
embryos, fetuses or infants

e appropriate studies on animals and non-
pregnant women have been completed?’

e the risk of harm to the embryo, fetus or infant
is minimal, when procedures or interventions
have no potential individual benefit for the
women or embryo, fetus or infant,

e the risk of harm is outweighed by the prospect
of potential individual benefit, when
procedures or interventions have potential
individual benefit for the women or embryo
fetus or infant, and

e in all cases, inclusion poses the least risk of
harm possible for achieving the objectives of
the research.

3.2.4 Elderly persons

The Older Persons Act 13 of 2006 sets out a
framework that facilitates empowerment and
protection of older persons to promote
maintenance of their entitlement to respect and
equality appropriate to their circumstances.
Research is needed to improve understanding of a
wide range of aspects of aging and the lives of
elderly people. For example, this age category of
people is the highest consumer of medicines
(drugs), many of which have not been tested
adequately on elderly patients. It is thus obvious
that elderly persons should not be excluded from

47 Clinical trials involving pregnant women or nursing
mothers should ideally involve products for which the
toxicology in adults is established and is acceptable. In
the case of pregnant or nursing women, the potential
risks associated with using a substance whose short
term and long-term effects on a fetus and developing
infant are unknown, should be outweighed by the
benefits. An example of a positive risk-benefit ratio
would be the use of anti-retrovirals in mother to child
HIV transmission studies. For nursing mothers, the
amount of drug passing into breast milk should be
established and the potential impact on a breast-fed
infant anticipated, and the mother so advised.
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research based merely on age. Rather, they should
be included in research to ensure that the care
and treatment required are based on sound
information rather than guesswork.*

3.2.5 Adults and decision-making incapacity

Adults who are factually incapable of giving
informed consent should participate in research
only where their participation is indispensable to
the research, i.e., the research cannot deliver the
desired outcomes if capable adult participants
were to be used instead. Further, the research
should investigate a problem of relevance to
incapacitated adults. Where research can be
undertaken with capable adults but nevertheless
proposes also to include incapacitated adults,
strong justification for their inclusion must be
provided.

The primary difficulty in this context is how to
obtain informed consent, especially whether
proxy consent is permissible. The best interest
principle is often suggested in connection with
decisions relating to whether incapacitated adults
should be enrolled in research. However, as with
minors, this principle is difficult to apply in the
research context because research participation is
unlikely to be in the best interest of an
incapacitated adult. Good research design does
not easily accommodate a best interest analysis.
Rather, the design draws on aggregates of
information. This means that, in the research
context, the best interest principle should be
understood to mean that participation in the
research should not be contrary to the individual’s
best interest.

3.2.5.1 Capacity and communication

Decision-making incapacity may result from a
variety of causes and take various forms.*® The
most important insight is that incapacity to decide
is a question of fact to be determined on a case-

48 Canadian Institutes of Health Research, Natural
Sciences and Engineering Council of Canada, Tri-Council
Policy Statement: Ethical Conduct for Research
Involving Humans (2022) [pdf].

4 TCPS-2 (202