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ABOUT 
THE 
REPORT

The regulation and guidance in the conduct 
of clinical trials has evolved over the years 
to become more standardised globally, with 
an increased emphasis on respect for persons, 
beneficence, and justice. The International 
Harmonisation (ICH-GCP) is an example of an 
effort to harmonise different regulations into 
a single global standard for conducting clinical 
trials. However, there continues to be limited 
guidance on some aspects of conducting 
clinical trials, such as decentralised trials, 
data ownership and sharing, transparency 
in sharing results, and culturally appropriate 
communication. A group of diverse experts 
has described the key underpinnings of a 
good clinical trial in the Good Clinical Trials 
Collaborative (GCTC) Guidance, addressing 
some of the identified gaps. This study aimed 
to assess the knowledge and practices of 
GCTC Guidance among key stakeholders 
involved in the implementation of clinical 
trials in South Africa. Therefore, this report 
outlines their opinions on the GCTC Guidance 
and its principles, as well as how they can be 
incorporated into the conduct of clinical trials 
in South Africa. 

This report highlights challenges and potential 
areas for improvement in the conduct 
of clinical trials, based on participants’ 
knowledge of national guidelines and their 
experiences in clinical trial research. Specific 
attention is given to issues such as participant 

randomisation, exclusion of relevant 
populations without scientific justification, 
context-sensitive community engagement, 
and protocol designs.

The report aims to support ethics committees, 
sponsors, regulators, policymakers, and clinical 
trial implementers in improving the design, 
oversight, and implementation of clinical trials. 
The report also provides recommendations on 
incorporating the GCTC Guidance in the 2020 
South African GCP guidelines and training 
for clinical trial implementers. This report 
contributes to ongoing efforts to advance 
equity in the clinical trials ecosystem and 
capacity strengthening for local researchers 
in low and middle-income countries. 
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Good Clinical Trials Collaborative (GCTC): 
Established in 2020, the collaborative 
is a not-for-profit organisation focused on 
promoting new guidance to enable better 
randomised controlled trials (RCTs) globally. 
It is led by Professor Sir Martin Landray, 
co-architect of the COVID-19 RECOVERY trial, 
and supported by the Wellcome Trus 
 and the Bill & Melinda Gates Foundation

GCTC Guidance: Developed in May 2022 
by GCTC, the Guidance aims to strengthen 
the capability of individuals, institutions, and 
systems to produce reliable evidence through 
RCTs that enable informed changes 
in healthcare practice.

Good Trials Prism: A strategic collaboration 
between the GCTC and four major clinical 
trials networks, namely the ADVANcing Clinical 
Evidence in Infectious Diseases (ADVANCE-
ID), Africa Health Research Institute (AHRI), 
The Oxford University Clinical Research Unit 
(OUCRU), and The Global Health Network.

REDCap (Research Electronic Data Capture): 
It is a secure, password-protected web-based 
application for building and managing online 
surveys and databases. It also allows the 
capturing of information and exportation into 
statistical programmes for analysis.

Workshops: Interactive sessions with 
implementers of clinical trials in South Africa 
to promote and raise awareness of the GCTC 
Guidance. The workshops also served as a 
platform for implementers of clinical trials 
to give their opinions on the feasibility, 
acceptability, and adoption of the Guidance in 
the South African context through discussions 
and workshop surveys. The workshops also 
served as a platform to encourage 
the implementation of the Guidance in 
South Africa.

Surveys: Questionnaires designed to assess 
key stakeholders’ current GCTC Guidance 
knowledge and current RCT practices before 
the workshops. Following the workshops, 
surveys were used to collect stakeholders’ 
opinions on the feasibility, acceptability, and 
potential adoption of the Guidance in the 

 
South African context. Follow-up surveys 
were completed three to six months after the 
workshop. 

Key stakeholders: The relevant key 
stakeholders for this study included 
international and local pharmaceutical 
companies, university-affiliated institutes, 
international and local clinical research 
organisations, funders, sponsors, independent 
research units, and regulators.

Key stakeholder interview: An in-depth 
interview using a structured questionnaire with 
funders, implementers and regulators involved 
in clinical trials to gather information on their 
experiences, regulatory framework, laboratory 
and pharmacy infrastructure, monitoring 
of clinical trials, and community perceptions. 
The interviews also included their opinions/
input on the feasibility, acceptability, and 
required changes to facilitate the adoption 
of the GCTC Guidance in the South African 
context.

Randomised Controlled Trials (RCT): 
A study in which people are allocated at 
random (by chance alone) to receive one of 
several clinical interventions. One of these 
interventions is the standard of comparison 
or control.

SA NDoH 2024: The South African 
Department of Health’s 2024 Guidelines 
for conducting clinical trials. Also referred 
to as South African Ethics in Health Research 
guidelines: Principles, Processes and 
Structures – 2024.

SA GCP 2020: South African Good Clinical 
Practice guidelines: Clinical Trial Guidelines 
to promote good practice in the conduct of 
clinical trials in South Africa.

Participant: A person who voluntarily took 
part in our study after signing an informed 
consent and provided information on their 
knowledge and experiences.

GLOSSARY 
OF TERMS

G
LO

SS
A

RY
 O

F 
TE

R
M

S



Page 6

ACKNOWLEDGEMENTS

This report on the knowledge, practices, and 
perceptions of Good Clinical Trials Collaborative 
(GCTC) Guidance in the conduct of clinical trials 
in South Africa was prepared by researchers from 
Africa Health Research Institute (AHRI) and The PRISM 
Team under Protas: Limakatso Lebina, Anne Derache, 
Nompumelelo Ngobese, Andani Ratshinanga, Allanise 
Cloete, Khethokuhle Nkosi, Londiwe Shandu, Njabulo 
Dayi, Nick Medhurst, Rachel Hallett, Katie Thorne, 
Farida Ben-Younis, and Sir Martin Laundry. The report 
was reviewed and approved by the PRISM project 
management team, represented by Nick Medhurst, 
Simona Lam, and Sir Martin Laundry. 

The data collection tool was developed by 
Nompumelelo Ngobese, Anne Derache, Andani 
Ratshinanga, and Limakatso Lebina, with contributions 
from the PRISM team and other researchers within 
AHRI. Database development and management were 
undertaken by Njabulo Dayi and Andani Ratshinanga. 
The workshops’ training materials were developed 
by the AHRI study team and edited and formatted by 
Roanne Peters and Hannah Keal. Andani Ratshinanga, 
Nompumelelo Ngobese, Limakatso Lebina, and Anne 
Derache conducted the GCTC awareness workshops. 
Andani Ratshinanga conducted the key informant 
interviews. The data analysis, preparations of tables 
and figures, and writing of the report were done by 
the AHRI Study Team. 

The AHRI Study Team is grateful for the support and 
review of the training materials (leaflet, PowerPoint 
presentation slides) by the PRISM and the GCTC team 
members. The AHRI Study Team appreciates the many 
people with whom they interacted for comments 
and suggestions in finalising the protocol and data 
collection tools, as well as for referring them to key 
stakeholders in the conduct of clinical trials in South 
Africa. Our heartfelt thanks go to the participants in 
the workshops and the key informants’ interviews, 
who dedicated their time to attend the workshops, 
complete the surveys, and share their valuable 
knowledge, practices, and perceptions. We would 
like to acknowledge funding of this project from 
the Wellcome Trust under the PRISM project. 

AC
K

N
O

W
LE

D
G

EM
EN

TS



Page 7

About the report 	 1	
List of abbreviations	 4	
Glossary of terms	 5
Acknowledgements	 7
List of figures and tables	 11
	 Figures		  11
	 Tables			  11
	 Executive summary	 12
	 Background		 12
	 Methods		  13
	 Main findings	 13
	 Limitations		  13
	 Recommendations	 13
 
1. INTRODUCTION	 14
	 1.	 Clinical research guidance landscape	 14
	 1.1	 ICH-GCP	 15
		  1.1.2 South African clinical research guidelines	 16
	 1.2 	 Overview of clinical research in South Africa	 16
		  1.2.1 Regulatory authorities and registries	 16
		  1.2.2 Review of registered trials in South Africa	 17
	 1.3 	 Economic contribution of clinical trials	 19
	 1.4 	 Challenges in guidance	 19
 
2. METHODOLOGY	 20
	 2.1	 Study design	 20
	 2.2 	 Study aim	 20
	 2.3 	 Study objectives	 20
	 2.4 	 Study procedures	 20
		  2.4.1 Stakeholder mapping	 20
		  2.4.2 Key informant stakeholder interviews	 22

CONTENT

CO
N

TE
N

T



Page 8

		  2.4.3 Survey completion on REDCap	 22
	 2.5 	 Data management and analysis	 22
		  2.5.1 Quantitative data analysis	 22
		  2.5.2 Qualitative data analysis	 22
	 2.6 	 Ethical considerations	 22

3. STUDY RESULTS	 24
	 3.1 	 Sample characteristics	 24
		  3.1.1 Participants’ demographics	 24
	 3.2. 	 Perceptions of the clinical trial ecosystem in South Africa	 29
		  3.2.1 Challenges observed in the conduct of clinical trials	 33
		  3.2.2 Challenges with randomisation in clinical trials	 33
		  3.2.3 Groups often not included in trials without a good scientific justification	 34
		  3.2.4 Improvements needed in the conduct of clinical trials regarding the	 34 
			   inclusion of diverse populations	
		  3.2.5 How can monitoring and auditing of trials improve the quality of the 
			   conduct of clinical trials?	 35	
		  3.2.6	 How to facilitate and encourage adherence to the allocated study arm	 35
		  3.2.7 Common errors in designing CRFs that result in large volumes of data that	 37 
			   are not relevant to the research question	
	 3.3 	 Knowledge, perception and relevance of the GCTC Guidance	 37
		  3.3.1 Overview of knowledge of the GCTC Guidance	 37
		  3.3.2 Application of GCTC in organisations	 39
	 3.4 	 Acceptability and applicability of the GCTC Guidance	 39
		  3.4.1 Relevance of GCTC to roles in clinical trials	 40
		  3.4.2 Need for GCTC training	 40
	 3.5. 	 Aspect of GCTC that requires training	 41
	 3.6. 	 Challenges that can be resolved by implementing the GCTC Guidance	 41
	 3.7 	 Barriers to implementing the GCTC Guidance in organisations	 42
	 3.8	  Roadmap for incorporating the GCTC Guidance	 44
		  3.8.1. Feasibility and adoption of incorporating the GCTC Guidance in the	 45 
			   conduct of clinical trials	
		  3.8.2 GCTC principles incorporated into the organisation	 47
	 3.9 	 Possible impact of adopting the GCTC Guidance on RCT practices	 47
		  3.9.1 Alignment of GCTC in organisation roles	 48
		  3.9.2 Challenges resolved by implementing the GCTC Guidance in organisations	 49
	 3.10 	 Implementation, promotion, and awareness strategies	 50
		  3.10.1 Social media campaign	 50

CO
N

TE
N

T



		  3.10.2 Educational workshops, seminars, symposiums, and training sessions	 51
		  3.10.3 Partnerships with academic institutions	 51
		  3.10.4 Online platforms	 51
		  3.10.5 Engagement with regulatory bodies	 51
	 3.11. 	 Stakeholders to implement GCTC	 52

4. DISCUSSION	 54
	 4.1 	 Limitations	 57
	 4.2	 Recommendations	 57
	 4.3 	 Conclusion	 58

REFERENCES	 59

CO
N

TE
N

T

Page 9



Page 10

FIGURES
Figure 1: Key timelines in international guidance for conducting clinical research	 14
Figure 2: Procedures for workshops and surveys		  21
Figure 3: Procedures for key informant interviews		 22
Figure 4: Disease groups participants have worked on	 26
Figure 5: Participants’ current roles and number of years working in those roles	 27
Figure 6: Reasons clinical trials failed to be informative	 28
Figure 7: Likelihood of recommending the GCTC Guidance to their organisation	 41
Figure 8: Roadmap for integrating the GCTC Guidance into organisations	 45
Figure 9: Feasibility and adoption of the incorporation of the GCTC Guidance in the 
		  conduct of clinical trials		  45
Figure 10: Implementation, promotion, and awareness strategies for the GCTC Guidance	 50
 

TABLES
Table 1: Disease categories being researched in South Africa	 18
Table 2: Workshops conducted and number of delegates per workshop	 22
Table 3: Characteristics of participants that completed surveys and interviews	 24
Table 4: Summary of the key challenges observed in the conduct of clinical 
	         trials in South Africa		  29
 

LIST OF
FIGURES 
& TABLESLI

ST
 O

F 
FI

G
U

R
ES

 &
 T

A
BL

ES



EXECUTIVE
SUMMARY

BACKGROUND
Randomised controlled trials (RCTs) play 
a central role in generating the evidence 
needed to inform the development and 
implementation of health interventions. 
Unfortunately, useful evidence from good 
RCTs is often lacking. This can be because 
RCTs were never conducted, or those that 
were conducted failed to produce scientifically 
robust and clinically relevant results, or the 
findings were never published. This can fail to 
identify and utilise effective interventions or 
can continue using ineffective or hazardous 
interventions. Such problems waste resources, 
cause unnecessary harm or suffering, and 
reduce trust in those who develop or use 
health interventions. It must be made 
easier to conduct good RCTs to inform the 
development of better interventions and the 
delivery of future care. There is a clear need 
for guidance to promote the unique benefits 
of RCTs across all contexts, which focuses 
on the unique strengths of randomisation 
while setting out the underpinning principles 
necessary to generate reliable results safely 
and ethically, regardless of context. 

A range of guidelines for clinical research 
exists, but most fail to guide the underpinning 
principles of RCTs necessary to generate 
reliable results safely and ethically, regardless 
of context. Many guidelines have also focused 
narrowly on the standards required of trials 
(including non-randomised studies) intended 
for submission to regulatory authorities to 
support a new drug licence. There is an unmet 
need for guidance to promote the unique 

benefits of RCTs across all contexts and 
settings.

The Good Clinical Trials Collaborative (GCTC) 
Guidance for good randomized clinical trials 
was established to develop and promote 
the adoption of new guidance aimed at 
addressing these issues. The GCTC Guidance 
is the first ever guidance to be universally 
relevant to all RCTs of any health intervention, 
purpose, and setting. It is intended to support 
all parties involved in the journey of an RCT.

 
Study aims: The overall aim of this study is to 
assess the knowledge and practices of GCTC 
guidance among key stakeholders involved in 
clinical trial implementation in South Africa. 

 
Study objectives: 

•	 Assess knowledge of GCTC guidance 	
	 among major clinical trials stakeholders in 	
	 South Africa  

•	 Assess the perceptions and acceptability 	
	 of GCTC to South African clinical 
	 trials implementers  

•	 Collate data on the required changes 	
	 to the GCTC Guidance that would facilitate 	
	 adoption into the South African context  

•	 Develop a roadmap for incorporating 	
	 GCTC guidance into the South African 	
	 conduct of RCTs
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METHODS
A convergent parallel mixed-methods 
designwas employed, integrating quantitative 
and qualitative data collected and analysed 
concurrently with equal weighting. Data was 
collected through participatory workshops, 
surveys by workshop attendees and key 
informant interviews with implementors of 
clinical trials in South Africa. Triangulation 
enabled identification of convergence, 
divergence, and relationships between 
datasets, enhancing the robustness 
of the findings. 

 
MAIN FINDINGS
The main findings of this study on 
knowledge,practices and perceptions of 
GCTC guidance in South Africa are that prior 
knowledge of the Guidance was limited 
among clinical trial implementers in South 
Africa. Participants suggested that some of 
the principles of the GCTC Guidance align 
with existing clinical trial guidelines currently 
in use. Furthermore, it was reported that the 
GCTC Guidance has the potential to address 
the numerous challenges faced by clinical trial 
implementers in conducting clinical trials. 

Regarding the adoption of the Guidance 
within the South African clinical trial 
ecosystem, participants reported that the 
adoption of the Guidance is feasible if it is 
incorporated into other existing guidelines 
for clinical research. However, several 
potential barriers were identified, including 
resistance to change, inadequate infrastructure 
and resources, and a lack of training on 
the Guidance. The Department of Health 
(DoH) and SAHPRA were recognised as key 
stakeholders for the successful adoption, 
implementation, and monitoring of the 
Guidance in the conduct of clinical trials in 
South Africa.

LIMITATIONS
This study was subject to several limitations. 
This study assessed participants’ knowledge 
of the GCTC Guidance. It did not employ a 
validated questionnaire, which may affect 
the robustness of the findings. Financial 
constraints limited our ability to conduct 
workshops in all nine provinces in South 
Africa. Lastly, the potential for interviewer bias 
exists, as the interviewer’s background and 
knowledge of the Guidance may influence 
participants’ responses. 

 
RECOMMENDATIONS 
Based on the opinions of the key informants 
and workshop participants, it is feasible to 
adopt the GCTC guidance principles into 
practice in the conduct of clinical trials in South 
Africa. However, incorporation should not 
increase the number of guidelines or training 
requirements for clinical trials. The WHO 
Guidance for Best Practices for Clinical Trials 
has incorporated the principles of the GCTC 
Guidance. Therefore, our recommendation 
for the adoption of the GCTC Guidance and 
implementation of the Guidance in South 
Africa will be to increase the awareness of the 
WHO Guidance for Best Practices for Clinical 
Trials. This can be achieved by amending the 
2020 South African GCP Guidelines to include 
the principles of the WHO Guidance for 
Best Practices for Clinical Trials. The updates 
will then be included in the trainings that 
implementers of clinical trials receive every 
three years.
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1. INTRODUCTION

Globally, at the midpoint of the Sustainable 
Development Goals (SDGs), none of the 
targets are on track or have been achieved, 
although some health indicators are showing 
movement in the right direction.1 The 
COVID-19 pandemic also reversed over a 
decade of gains in life expectancy at birth, 
reducing it to 2012 levels of 71,4 years.1 The 
world continues to grapple with a high burden 
of communicable and non-communicable 
diseases and inequitable access to health 
services. There is therefore an urgent need 
to find innovative approaches to reduce ill 
health and improve life expectancy. Advances 
in healthcare knowledge through randomised 
clinical trials require contributions from human 
participants, researchers, and sponsors. 
The achievement of these scientific goals 
should not be at the expense of the rights of 
participants and researchers.2 Clinical trial 
design and conduct should adhere to the 
highest standards of safety and ethics.

The World Health Organization (WHO) defines 
a clinical trial as “any research study that 
prospectively assigns human participants or 
groups of humans to one or more health-
related interventions to evaluate the effects 
on health outcomes”.1 Randomisation is the 
process of assigning a participant in a clinical 
trial to the intervention or comparison groups.3 
RCTs play a central role in generating the 
evidence needed to inform the development 
and implementation of health interventions.4 
To establish whether a health intervention has 
a reliable effect, it is necessary to ensure that 
any biases or random errors inherent in the 

study design are both small compared to the 
expected treatment effect.5  

Unfortunately, useful evidence from good 
RCTs is often lacking.6 This can be because 
RCTs were never conducted, or those that 
were conducted failed to produce scientifically 
robust and clinically relevant results. This may 
be due to an inappropriate trial population, 
lack of robust intervention allocation, 
inadequate size, irrelevant measures of 
outcome, or a design that is inappropriate for 
the context. In some cases, even when such 
trials are conducted, their  findings were never 
published.7 This can fail to identify and utilise 
effective interventions or can continue using 
ineffective or hazardous interventions. Such 
problems waste resources, cause unnecessary 
harm or suffering, and reduce trust in those 
who develop or use health interventions. 
Greater facilitation of high-quality RCTs is 
essential to guide the development of more 
effective interventions and to enhance future 
care delivery.

Clinical trials require special considerations to 
explicitly describe the additional robust ethical 
standards to address the complex designs 
and invasive interventions and procedures 
that might pose more than minimal risk.8 
Therefore, there is a clear need for guidance 
to promote the unique benefits of RCTs across 
all contexts, which focuses on the unique 
strengths of randomisation while setting out 
the underpinning principles necessary to 
generate reliable results safely and ethically, 
regardless of context.9
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1.1 CLINICAL RESEARCH 
GUIDANCE LANDSCAPE
The clinical research guidance landscape 
consists of a network of international and local 
frameworks that govern the conduct of clinical 
trial research.9 These frameworks ensure that 
clinical research is conducted ethically and 
responsibly, protecting research participants. 
The two acclaimed international guidelines are 
the International Council for Harmonisation of 
Technical Requirements for Pharmaceuticals 
for Human Use—Good Clinical Practice (ICH-
GCP) and Good Clinical Practice (GCP).  

GCP is an international, ethical, scientific, and 
quality standard for the conduct of clinical 
research involving human participants. Some 
of the principles of GCP include the protection 
of the rights, safety and well-being of research 
participants; ensuring that the conduct 
of clinical research is consistent with the 
Declaration of Helsinki; and providing reliable 

results. 10, 11 The history of GCP stems 
from the historical conduct of unethical 

human research studies.7 These led to the 
development of regulations that govern 
the design and implementation of research 
that involves human participants.10  The first 
of these was the Nuremberg Code in 1947, 
influenced by unethical medical experiments 
conducted by Nazi doctors during World 
War II.11, 12 The Nuremberg Code was the first 
document to outline ethical principles for 
research involving human participants. The 
Nuremberg Code (1947) was followed by the 
Declaration of Helsinki, developed in 1964 by 
the World Medical Association (WMA).10, 13 This 
Declaration of Helsinki is a statement of ethical 
principles for medical research involving 
humans, including research on identifiable 
human material and data. The Declaration of 
Helsinki introduced the principles of informed 
consent and risk-based decision-making.10, 13 
The Declaration of Helsinki has gone through 
multiple revisions, with the latest revision 
being approved on 19 October 2024.10, 13 The 
US Public Health Service (USPHS) Untreated 
Syphilis Study at Tuskegee, wherein African 
American men were intentionally infected 

Figure 1: Key timelines in international guidance for conducting clinical research
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1990
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2016

Revision of 
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2024

ICH-GCP E6 
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with syphilis and not offered treatment without 
their consent between 1932 and 1972, led to 
the Belmont Report in 1979.14-16 The Belmont 
Report was developed to emphasise further the 
need for the protection of human participants 
involved in research.10, 14 

1.1.1 ICH-GCP

Over the years, different countries developed 
their own drug development guidelines, laws, 
and regulations, which led to the need for 
harmonisation of these guidelines. In April 
1990, industry associations and regulatory 
agencies from Europe, Japan, and the US met 
in Brussels, leading to the establishment of 
the International Council for Harmonisation of 
Technical Requirements for Pharmaceuticals 
for Human Use (ICH).17 The Guideline “E6”, 
which was approved on 17 July 1996 and 
implemented from 17 January 1997, became 
the most important guideline covering clinical 
studies, commonly known as the ICH-GCP 
Guideline. The objective of the ICH-GCP 
Guideline was to establish a joint standard for 
the ICH region, ensuring mutual acceptance of 
clinical data by regulatory authorities.10, 17 The 
core principle of the ICH GCP Guideline is also 
the protection of the rights, safety, and well-
being of participants, as well as the collection 
of high-quality data in the conduct of clinical 
research. On 6 January 2025, the International 
Council for Harmonisation (ICH) endorsed the 
latest revision of the ICH Guideline (ICH E6(R3) 
(2025)).18  This revision introduces an new 
structure that includes eleven core principles, 
placing greater emphasis on quality by design, 
proportionate risk-based approaches, clear 
accountability of sponsors and investigators, 
and the generation of reliable, trustworthy trial 
results.18 However, the GCTC consider that R3 
remains vulnerable to over-interpretation and 
rigid implementation.7

1.1.2 South African clinical 
research guidelines

South Africa currently has two research 
guidance documents for clinical research and 
GCP, namely the South African GCP Clinical 
Trial Guidelines (referred to as SA GCP 2020)2, 

19 and the Department of Health Ethics in 
Health Research Guidelines, Third Edition 
2024 (referred to as the NDoH Guideline 
2024).19 The SA GCP 2020 aligns with the 
International Council for Harmonisation (ICH) 
Harmonised Tripartite Guideline: Guideline 
for Good Clinical Practice E6 (R2) 2016 (ICH 
GCP 2016) and the NDoH 2015 guidelines.2, 

18  SA GCP 2020 provides researchers and all 
stakeholders interested in research with clearly 
defined GCP standards for locally conducted 
studies that take into account the local contexts 
and realities to ensure that clinical research 
that involve South African participants are 
designed and conducted according to local 
requirements as well as with good scientific 
and ethical standards within the recognised 
framework for GCP.2 The NDoH Guideline 2024 
aim to establish a minimum national benchmark 
of norms and standards for conducting 
responsible and ethical research involving 
human subjects in South Africa.19 The primary 
purpose of these guidelines is to provide 
individuals interested in clinical research with 
guidance on conducting clinical research 
ethically and responsibly, thereby protecting 
research participants.2, 19
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1.2 OVERVIEW OF CLINICAL 
RESEARCH IN SOUTH AFRICA 
 
The South African clinical trial ecosystem is 
well established and diverse, comprising 
independent research institutes in both 
the public and private sectors. This has 
led to South Africa becoming one of 
the leading locations for conducting 
clinical trials in Africa, because of its well-
established research infrastructure, a variety 
of medical experts, a genetically diverse 
population, mixed access to healthcare, and 
a high burden of communicable and non-
communicable diseases. The major players in 
the implementation of clinical trials in South 
Africa include pharmaceutical companies, 
South African universities, contract research 
organisations (CROs), South African sponsors, 
independent research units, and regulatory 
organisations. 

According to CenterWatch, an online 
platform that provides clinical trial listings, 
clinical trial news and research resources20 
most of the organisations involved in clinical 
trial implementation are based in large 
metropolitan areas. Hence, the provinces 
with the most clinical research sites are 
Gauteng (Johannesburg and Pretoria), 
Western Cape (Cape Town) and KwaZulu-
Natal (Durban). Secondly, most of the trials 
focus on therapeutic areas like oncology, 
infectious diseases (e.g. HIV/AIDS and TB) and 
cardiovascular-related conditions. Urban areas 
are the most preferred, as they provide easy 
access to diverse populations, infrastructure 
(such as laboratories and transport routes), 
specialised services (like equipment 
calibration), and skilled personnel.21 Although 
rural areas also bear a high burden of disease, 
more advocacy is needed to increase access to 
clinical trials in these communities.21, 22

1.2.1 Regulatory authorities and registries

Similar to other countries, South Africa has 
numerous regulatory authorities that have to 
approve clinical trials or any clinical research 
before they are implemented.2 According 
to the SA GCP2 and NDoH 202419 the major 
regulatory bodies or authorities include:

The National Health Research Ethics Council 
(NHREC) is a statutory body established 
under the National Health Act. It provides 
direction on ethical issues related to health 
and develops guidelines for the conduct of 
research involving humans and animals. The 
NHREC is mandated to register and audit 
Research Ethics Committees (RECs).2, 23

The South African Health Products 
Regulatory Authority (SAHPRA) is a 
statutory body established to provide for 
the monitoring, evaluation, regulation, 
investigation, inspection, registration, and 
control of health products, scheduled 
substances, clinical trials, and related matters 
in the public interest. SAHPRA’s mission is to 
promote access to health products and protect 
human and animal health in South Africa 
through science-based regulatory decisions 
by providing guidelines to conduct clinical 
trials and standards and regulations for the 
conduct of clinical research. SAHPRA ensures 
compliance with the internal standards, 
including the GCP.2, 24 

Research Ethics Committees (RECs) 
(University-affiliated committees and 
private ethics committees): The primary 
responsibility of RECs in South Africa is to 
ensure that all proposals for conducting 
health research involving human participants 
undergo rigorous, independent ethics review. 
This responsibility is exercised to protect 
research participants and ensure that their 
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rights, safety, and well-being are respected 
and protected.2, 19 RECs may approve the 
research protocol, require amendments to 
the research protocol, or reject the research 
proposal on ethical and/or scientific grounds.2, 

19 All institutions where research is conducted 
are required to establish an ethics committee 
or have access to an independent ethics 
committee that is registered with the NHREC.23 

National Health Research Committee 
(NHRC) is a national statutory body 
responsible for determining the nature, scope, 
and coordination of health research carried 
out by public health authorities. Its mandate 
is to ensure that priority health problems 
and needs receive appropriate attention 
and resources and to advise the Minister of 
Health on the implementation of an integrated 
national health research strategy. In identifying 
priorities, the NHRC takes into account the 
burden of disease, the cost-effectiveness 
of interventions to address the burden of 
disease, the resource implications (especially 
at the lowest levels of health care delivery), 
and the health needs of vulnerable persons, 
including women, older persons, children, and 
persons with disabilities. Where appropriate, 
the health needs of whole communities must 
also be considered.2

Together, these regulatory bodies/authorities 
regulate clinical trials to ensure the protection 
of participants and maintain the scientific 
integrity of all clinical trials conducted in South  
Africa.2, 19

South African National Clinical Trials Register 
(SANCTR) is a publicly available online clinical 
trial registry created by the Department of 
Health (https://sanctr.samrc.ac.za/). All South 
African-based trials are registered on SANCTR. 
This enables collaboration among researchers 
by sharing research information, informs the 
public about clinical trials in South Africa, 
helps individuals find suitable clinical trials for 

potential participation, reduces the duplication 
of research efforts, and promotes the optimal 
use of limited resources. Once the REC and 
SAHPRA approvals are entered on the register, 
each trial is assigned a unique DoH study 
number. Trials cannot begin without this DoH 
number.2, 19  IN
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1.2.2 Review of registered trials in 
South Africa

As of February 2025, 4 607 clinical trials 
are registered on the SANCTR.25 Of these, 
93% are categorised as RCTs, while 5% 
are non-randomised  clinical trials. Non-
randomised trials and observational studies 
each account for 1% of the registered trials. 
Additionally, 79% of the trials are related to 
drug treatments, whereas vaccine and medical 
device trials each comprise 1% of the total 
registered studies. Regarding trial phases, 40% 
are Phase III trials, while Phase I and Phase II 
trials are 18% of the registered studies.

Twenty-seven disease categories are being 
researched, as outlined in Table 1, and the 
majority fall under the categories of infections 
and infestations. Of the 4 607 clinical trials 
registered in South Africa, 39% were recorded 
as not yet recruiting, 28% as completed, and 
17% as actively recruiting. An additional 6% 
were active but not recruiting, 5% had been 
stopped early or terminated, and 3% were 
reported to be near recruitment completion 
with follow-up ongoing. Furthermore, 1% of 
the trials have been suspended, while less 
than 1% (18/4 607) have been withdrawn. Of 
the 4 607 registered clinical trials, only 1 222 
have known result reporting statuses, with 276 
trials having results available and 946 trials 
lacking reported results. 

The Commercial sector/industry dominates 
funding for clinical trials in SA, accounting for 
73% (3 069/4 186) of clinical trials registered 
in South Africa. Other notable contributors 
include funding agencies (20%), charities/
societies/foundations 1% (58/4 186), 
government bodies 1% (51), hospitals 0% (2), 
other funders 1% (41), other collaborative 
groups 1% (21), self-funded 1% (50), and 
universities 1% (41).

DISEASE CATEGORY NUMBER PERCENTAGE

Infections and infestations 2 059 45%
Other 573 12%
Cancer 375 8%
Respiratory 385 8%
Haematological disorders 259 6%
Nutritional, metabolic, endocrine 232 5%
Mental and behavioural disorders 182 4%
Digestive system 141 3%
Musculoskeletal diseases 124 3%
Nervous system diseases 123 3%
Skin and connective tissue diseases 97 2%
Cardiology 43 1%
Eye diseases 37 1%
Paediatrics 40 1%
Circulatory system 24 1%
Kidney diseases 23 0%
Urological and genital diseases 20 0%
Pregnancy and childbirth 20 0%
Ear, nose and throat 19 0%
Obstetrics and gynaecology 19 0%
Injury, occupational diseases, poisoning 17 0%
Surgery 13 0%
Anaesthesia 10 0%
Genetic diseases 8 0%
Orthopaedics 6 0%
Neonatal diseases 2 0%
Oral health 2 0%

Table 1: Disease categories being researched in South Africa
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1.3 ECONOMIC CONTRIBUTION 
OF CLINICAL TRIALS 
According to the Clinical Trials Market Size, 
Share & Trends Analysis Report, the global 
clinical trials market generated a revenue of 
USD 80 738,5 million in 2023 and is expected 
to reach USD 123 539,7 million by 2030.26 

The South African clinical trials market was 
reported to have generated a revenue of 
USD 323,9 million and is expected to reach 
a projected revenue of USD 495,5 million by 
2030.26 Clinical trials play a significant role not 
only in generating evidence needed for the 
development and implementation of health 
interventions but also in providing substantial 
economic benefits and societal value. Clinical 
trials and their accompanying research and 
healthcare can directly benefit the patients in 
that trial, particularly those who would have 
otherwise had little to no access to adequate 
healthcare.27 Patients also have the opportunity 
to gain early access to new treatments.28 
Clinical trials attract investment, which 
creates jobs; they also help build research 
and healthcare capacity, and improve local 
infrastructure, leading to increased economic 
growth.27

1.4 CHALLENGES IN GUIDANCE 
Outline the GAP in guidance 
A range of guidelines for clinical trials exists, 
but most fail to guide the underpinning 
principles of RCTs necessary to generate 
reliable results safely and ethically, regardless 
of context. In addition, some researchers 
are concerned that existing regulations are 
out of date and have become a barrier to 
conducting well-designed clinical trials, often 
making them harder and more expensive to 
run. Bowman et al. (2022) argue that although 
the intention of the ICH-GCP guideline was to 

protect participants and ensure the reliability 
of results, its over-interpretation and rigid 
implementation have become unnecessarily 
obstructive, preventing good trials from being 
conducted affordably. This highlights the 
limitations of existing guidance and the need 
for clearer, principle-based approaches that 
enable trials to be both rigorous and feasible.29
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2. METHODOLOGY
Why GCTC was developed 
 
Many guidelines have also focused narrowly 
on the standards required of trials (including 
non-randomised studies) intended for 
submission to regulatory authorities to support 
a new drug licence. There is an unmet need 
for guidance to promote the unique benefits 
of RCTs across all contexts and settings. 
The GCTC was established to develop and 
promote the adoption of new guidance to 
address this issue. The GCTC brought together 
a diverse, multidisciplinary group of more than 
100 expert individuals and organisations to 
identify and describe the key underpinnings 
of a good clinical trial. Now published on 
the Collaborative’s website and its principles 
incorporated in the WHO Best Practice for 
Clinical Trials Guideline, the GCTC Guidance 
is the first ever guidance to be universally 
relevant to all RCTs of any health intervention, 
purpose and setting, and is intended to 
support all parties involved in the journey of an 
RCT. The GCTC guidance is structured around 
five key principles: RCTs should be informative 
and relevant, respectful of participants, 
collaborative and transparent with methods 
and results openly reported, designed to be 
appropriate for their context, and efficiently 
and well managed. To support the adoption 
of these principles, the Collaborative has also 
developed an online learning tool and an 
evaluation tool, designed for anyone working 
in clinical research who wants to enhance their 
understanding of good clinical trial practices, 
regardless of their level of expertise.7

2.1 STUDY DESIGN 
This study employed a convergent parallel 
mixed-methods research design. Mixed-
method research integrates quantitative 
and qualitative data within a single study.30 
It emphasises the collection, analysis, 
and integration of both types of data to 
offer a deeper understanding of research 
problems than either approach can provide 
alone.31 As a single data source may prove 
inadequate, a second method is essential 
to augment the primary method, and initial 
findings necessitate further elucidation.30 The 
convergent parallel design in mixed methods 
facilitates a comprehensive analysis of the 
research issue by triangulating quantitative 
and qualitative data.32 In this design, we 
gathered both data types concurrently, 
prioritised the methods equally, ensured 
independent data analysis, combined the 
results during the overall interpretation, and 
aimed to identify convergence, divergence, 
contradictions, or relationships between 
the two data sources.33 Thus, in our project, 
qualitative and quantitative methodologies 
were implemented simultaneously to examine 
areas of convergence or divergence between 
the qualitative and quantitative findings.  
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2.2 STUDY AIM 
The overall aim of this study is to assess the 
knowledge and practice of GCTC guidance 
among key stakeholders involved in the 
implementation of clinical trials in South Africa. 

 
2.3 STUDY OBJECTIVES  
Assess knowledge of GCTC guidance 
among major clinical trials stakeholders in 
South Africa. Assess the perceptions and 
acceptability of GCTC to South African 
clinical trials implementers. Collate data on 
the required changes to the GCTC Guidance 
that would facilitate adoption into the 
South African context. Develop a roadmap 
for incorporating GCTC guidance into the 
conduct of RCTs in South Africa.

 
2.4 STUDY PROCEDURES
2.4.1 Stakeholder mapping 

All clinical trials conducted in South Africa, 
along with their locations, are registered on 
two online public databases: 
sanctr.samrc.ac.za and Clinicaltrials.gov. 
These registers, as well as Google search 
and snowballing, were used to identify the 
major role players in clinical trials in South 
Africa. The implementers of clinical trials were 
categorised into the following categories: 
pharmaceutical companies, universities, CROs, 
South African sponsors, independent research 
units, and regulatory organisations. A total of 
552 key implementers of clinical trials were 
identified.

2.4.1.1	
Procedures for the workshops and surveys

 Key stakeholders of clinical trials at different 
levels and roles were invited to participate in 
the workshops. 

Interested participants were sent an electronic 
informed consent form (ICF) to complete 
the day before the workshop via REDCap, 
a secure, web-based software platform 
designed to support data capture for research 
studies.34 Once the ICF was completed, the 
participants received a REDCap-based pre-
workshop survey via email to assess their 
knowledge of GCTC guidance and their 
current RCT practices. 

The workshop was a full-day, interactive 
session facilitated by research team, during 
which the GCTC Guidance and its five 
principles were presented. The delegates were 
encouraged to provide their opinions or input 
on the feasibility and acceptability of each 
principle in the South African context. 

The workshops were conducted in various 
provinces in South Africa (Gauteng, Western 
Cape, and KwaZulu-Natal), and an online 
workshop was conducted. 

2. METHODOLOGY

Complete ICF
Online
N=116

Pre-workshop 
survey
N=111

1st Post-work-
shop survey
(same day)

N=102

2nd Post-workshop 
survey (3-6 months 

after workshop)
N=29

Figure 2: Procedures for workshops and surveys
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After the workshops, delegates were sent 
two surveys:

• 	 The first post-workshop survey, sent 	
	 immediately after the workshop, aimed 	
	 to capture further key stakeholders’ 	
	 opinions or input on the feasibility, 	
	 acceptability, and required changes to  
	 facilitate the adoption of the GCTC 	
	 Guidance in the South African context. 

• 	 The second post-workshop survey, sent 	
	 three to six months after the workshop, 	
	 aimed to assess how the workshop had 	
	 affected the key stakeholders’ RCT practice. 

A total of eight in-person workshops and one 
online workshop were conducted, with 115 
participants attending these sessions. A total 
of 116 ICFs were completed, while participants 
completed 111 pre-workshop surveys, 102 
first-post-workshop surveys, and 29 second-
post-workshop surveys. However, some 
participants did not respond to all questions 
within the surveys. The numbers reported 
within this report reflect the actual number of 
participants who responded to each individual 
question and may therefore differ between 
questions.

The following table summarises the location of 
the delegates/participants who participated in 
the workshop and survey section of the study.

2.4.2 Key informant stakeholder interviews

Figure 3: Procedures for key informant interviews 

Of the 552 identified implementers of 
clinical trials, 105 were invited to participate 
in in-depth interviews. The ICF was shared 
with potential participants before their 
scheduled interviews via Research Electronic 
Data Capture (REDCap). The interviews 
were conducted either in person or via 
Microsoft Teams and were recorded. A semi-
structured interview guide, along with a brief 
demographic questionnaire, was used to 
collect information from key informants on the 
implementation of clinical trials in South Africa, 
including their experiences, perceptions and 
knowledge of GCTC, regulatory framework, 
laboratory and pharmacy infrastructure, 
monitoring of clinical trials, and community 
perceptions. A total of 22 in-depth interviews 
were conducted (See Figure 3). 

 
2.4.3 Survey completion on REDCap

Workshop survey data were collected and 
managed using REDCap electronic data 
capture tools hosted at the Africa Health 
Research Institute (AHRI). 

PROVINCES NUMBER OF 
WORKSHOPS

NUMBER OF 
DELEGATES 

Gauteng 2 36
KwaZulu-Natal 5 54
Western Cape 1 18
Online 1 7
Total 115

Table 2: Workshops conducted and number of delegates per workshop

Identified key 
informants

N=110

Invitation to 
participate 

N=105
Scheduled 

appointment

Sign ICF, 
record interview

N=22
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2.5 DATA MANAGEMENT 
AND ANALYSIS 
The project was a mixed-method study 
employing both quantitative and qualitative 
methods. One hundred and fifteen 
implementers of clinical trials participated in 
the study, while 22 of these implementers also 
participated in the qualitative interview section 
of the study. 

 
2.5.1 Quantitative data analysis

Data for the quantitative aspect of the surveys 
was analysed using descriptive statistics 
including counts, percentages, proportions, 
median and interquartile range.35, 36 

 
2.5.2 Qualitative data analysis

Qualitative interviews were audio-recorded 
and transcribed by the research team. 
All interviews were in English; therefore, 
translation of interviews was not required. 
Thematic analysis was used by reading 
through the transcripts, and codes were 
generated.

Thematic analysis was used to analyse the 
long survey questions. Two team members 
independently reviewed the responses given 
by the participants, identifying patterns and 
themes that emerged from the participants’ 
responses. Through an iterative process, 
the two team members then compared and 
refined the codes to develop themes. This 
process ensured that the emerging opinions 
and main viewpoints of the participants were 
captured. 

Both analyses used NVivo, a computer 
software program that allows researchers to 
manage, analyse, and visualise qualitative data 
and documents systematically and individually, 
as a tool to assist in generating the themes and 
codes.35, 36

2.6 ETHICAL CONSIDERATIONS
Ethics approval for the study was obtained 
from the Biomedical Research Ethics 
Committee (BREC) at the University of 
KwaZulu-Natal on 18 February 2024 
(Clearance number: BREC/00006308/2023). 
To uphold the principle of informed consent, 
participants were provided with a detailed 
information sheet outlining the study’s 
purpose, procedures, risks, and benefits. 
Written informed consent was obtained before 
participation. Anonymity and confidentiality 
were ensured by assigning participants a 
unique participant ID, using pseudonyms, and 
removing identifying information from surveys, 
transcripts, and reports. All information, 
including surveys, transcripts, personal 
data, and research data, was securely stored 
in a password-protected online database 
accessible only to the research team. In terms 
of privacy, interviews were conducted in 
settings that were convenient and comfortable 
for participants, with care taken to avoid 
intrusion into personal spaces. This approach 
ensured that participants felt safe, respected, 
and in control of their boundaries throughout 
the research process for this study. Participants 
were informed of their right to withdraw from 
the study at any time and that participation 
was entirely voluntary. 
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3. STUDY RESULTS
3.1 SAMPLE CHARACTERISTICS
3.1.1 Participants’ demographics

A total of 111 delegates completed the pre-workshop survey, and 22 key informant interviews 
were conducted. Of the 133 participants, 99% were residing in South Africa. The majority 
of participants (82%) were based in urban areas, while 16% were based in rural areas. 
Additionally, 2% of the participants reported they were based in peri-urban and semi-urban 
areas. Participants had experience working in various countries, including several in Africa, 
such as Nigeria, Kenya, and Uganda, as well as in European countries, like the United Kingdom, 
Romania, and Germany. They also worked in Southeast Asian countries, including Thailand and 
the Philippines, as well as in Australia and the USA. Their characteristics are summarised in 
Table 3 below. 

Indicator Results n(%)
Gender (n= 133)

Female 93 (70%)
Male 39 (29%)
Prefer not to say 1 (1%)
Age (n=133)

18-24 years 1 (1%)
25-34 years 32 (24%)
35-44 years 45 (34%)
45-54 years 33 (25%)
>55 years 19 (14%)
Prefer not to say 3 (2%)
Do you have experience in the start-up phase of clinical trials? (n=131)

Yes 96 (73%)
No 35 (27%)
How many years have you been working on clinical trials? (n=131)

0-4 years 48 (37%)
5-9 years 24 (18%)
10-14 years 18 (14%)
15-19 years 16 (12%)
>20 years 22 (17%)
Don’t know/prefer not to say 3 (2%)

Table 3: Characteristics of participants that completed surveys and interviews
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3. STUDY RESULTS

Indicator Results n(%)
Gender (n= 133)

Female 93 (70%)
Male 39 (29%)
Prefer not to say 1 (1%)
Age (n=133)

18-24 years 1 (1%)
25-34 years 32 (24%)
35-44 years 45 (34%)
45-54 years 33 (25%)
>55 years 19 (14%)
Prefer not to say 3 (2%)
Do you have experience in the start-up phase of clinical trials? (n=131)

Yes 96 (73%)
No 35 (27%)
How many years have you been working on clinical trials? (n=131)

0-4 years 48 (37%)
5-9 years 24 (18%)
10-14 years 18 (14%)
15-19 years 16 (12%)
>20 years 22 (17%)
Don’t know/prefer not to say 3 (2%)
How many clinical trials have you worked on? (n=131)

0-4 clinical trials 40 (31%)
5-9 clinical trials 19 (15%)
10-14 clinical trials 12 (9%)
15-19 clinical trials 9 (7%)
Don’t know/prefer not to say 11 (8%)
What phase of trials have you worked on?*

Phase I 66 (50%)
Phase II 80 (60%)
Phase III 99 (74%)
Phase IV 43 (32%)
Other 17 (13%)
Don’t know/prefer not to say 13 (10%)
Educational disciplines*

Public health 42 (23%)
Social science 20 (11%)
Medical science 57 (32%)
Environmental health 2 (1%)
Science 21 (12%)
Management 15 (8%)
Other education levels 16 (9%)
Don’t know/Prefer not to say 5 (3%)

*Multiple responses were allowed per participant
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Participants had experience working in clinical trials focusing on various disease groups 
(See Figure 4).

	 HIV 										          20%
	 Tuberculosis (TB)									         16%
	 Vaccine								        13%
	 Other (specify)							       11%
	 Diabetes						      5%
	 Asthma					     4%
	 Bacterial infections					     4%
	 Pneumonia					     4%
	 Hypertension				    3%
	 Cancer				    3%
	 Heart Attack				    3%
	 Heart Failure			   2%
	 Arthritis			   2%
	 Gastroenteritis			   2%
	 Stroke			   2%
	 Kidney disease			   2%
	 Ulcers		  1%
	 Soft tissue infection		  1%
	 Anaemia		  1%
	 Don’t know / Prefer not to say	 0%

0%	 5%	 10%	 15%	 20%	 25%

Figure 4: Disease groups participants have worked on
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Current roles and experience in clinical trials 

Roles played in the implementation of clinical trials

Participants mentioned a wide range of responsibilities within clinical trials, spanning from the 
early stages of protocol development to community engagement and site operations. Their 
involvement includes writing grant proposals and protocols, designing study tools such as case 
report forms (CRFs) and SOPs, setting up clinical trial sites, training study teams, engaging with 
the community, recruiting participants, and contributing to publications.

“I’ve worked on the protocol development 
stage, and more recently, I’ve become involved 
in community engagement activities, sharing 

ideas with the community through the 
Community Advisory Board at [organisation 

name]. I’ve also contributed to early trial 
phases, including staff recruitment, writing 

SOPs, and participating in site initiation and 
pre-site initiation visits …”

(Research nurse and clinical role: Duration in current role: 5 to 9 years)

Figure 5: Participants’ current roles and number of years working in those roles

0%	 5%	 10%	 15%	 20%	 25%

	 Project Coordination & Managment 													             23%
	 Research Nurses & Clinical Roles							       11%
	Principal Investigators & Senior Researchers							       11%
	 Community & Public Engagements						           9%
	 Research Managment / Consulting Roles						      8%
	 Other Specialized Roles					     5%
	 Social Science & Public Health					     5%
	 Regulatory & Ethics Management					     5%
	 Data Managment & Analysis					     5%
	 Students & Emerging Researchers				    3%
	 Pharmacists & Drug Safety				    3%
	 Data Management & Quality Control				    3%
	 Clinical & Laboratory Research				    3%
	 Statisticians & Data Analysis			   2%
	 Regulatory & Quality Assurance			   2%
	 Laboratory Research		  1%	
	 Don’t know / Prefer not to say		  1%

	 0 - 4 years																                38%
	 5 - 9 years															               27%
	 10 - 14 years									         13%
	 14 - 19 years								        12%
	 More than 20 years					            		      10%										        														            

0%	 5%	 10%	 15%	 20%	 25%	 30	 35	 40	 45

ST
U

D
Y 

R
ES

U
LT

S

Page 27



Page 28

Have you ever been involved in clinical trials that failed to be informative? 

Only 19% (21/109) of the workshop participants reported having been involved in clinical trials 
that failed to be informative. Recruitment targets not met (21%), futility (15%), stringent eligibility 
criteria (12%), and other reasons (12%), such as severe adverse events and an ineffective 
investigational product, were raised as reasons the clinical trials failed to be informative 
(See Figure 6).

Some of the key informants indicated that a negative clinical trial outcome does not imply 
uninformative results. 

Figure 6: Reasons clinical trials failed to be informative

“Um, no, they’ve always been 
informative. I’ve had clinical trials 

which had a negative outcome, but 
the negative outcome’s also been 

informative, so no.” 

(Other specialised roles and global health: Duration in 
current role: 4 years and 20+ years in Global Health)

	 Recruitment targets not met 							       21%
	 Futility						      15%
	 Other					     12%
	 Stringent eligibility criteria					     12%
	 Clinical trial setting unfavourable				    9%
	 Poor retention of participants				    9%
	 Element(s) of clinical trial design were suboptima				    9%
	 Knowledge of the allocated intervention (drug)			   6%
	 Insufficient statistical planning			   6%
	

0%	 5%	 10%	 15%	 20%	 25%
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3.2. PERCEPTIONS OF THE CLINICAL TRIAL ECOSYSTEM IN 
SOUTH AFRICA
3.2.1 Challenges observed in the conduct of clinical trials 

In South Africa, numerous clinical trials have been carried out successfully, and several are still 
ongoing. Clinical trials improve health management and provide new, innovative treatments 
that are accessible. In the pre-workshop survey, we evaluated the participants’ perspectives on 
the clinical trial ecosystem, focusing on the design, operational, and implementation feasibility 
challenges associated with clinical trials.

Eighteen per cent (13/111) of the participants indicated that no challenges were observed in 
the clinical trial designs, operations and feasibility. Those who had reported experience working 
in clinical trials reported significant challenges related to the design, operation, and feasibility of 
clinical trials. 

These challenges included issues related to a lack of administration, unclear timelines, 
inadequate sites, participant recruitment and retention, data collection tools, clinical trial design, 
and the exclusion of certain groups from clinical trials (See Table 4). Additionally, concerns were 
raised about the clarity of the information provided to participants, which may have affected 
their understanding and willingness to fully engage in the trial. Addressing these challenges is 
crucial to ensuring the integrity and success of clinical research.

Design phase Preparatory phase Implementation phase
• Ill-defined study objectives and 
outcomes

• Data collection tools not aligned 
with protocol or efficient clinic flow 

• Design not contextualised in 
community or their health needs 

• Few people trained on protocol 
writing/study design

• No input from key stakeholders, 
including sites, in study design

• Exclusion of some geographical 
regions and population groups 

• High cost, limited funding 

• Exclusion of geographical areas 
and populations

Regulatory challenges 

• Delays in regulatory approvals 

• Complicated and lengthy Import 
and export permits approvals

 
Minimal investment in site 
and personnel 

• Lack of appropriate infrastructure 

• Network connectivity 

• Unreliable electricity supply 

• No specific clinical trial training 
for healthcare workers  

• Inadequate planning and 
administration

• Recruitment of appropriate 
skilled personnel

• Community engagement 

Inefficient recruitment 
and retention 

• Low levels of literacy on clinical 
trials

• Stigma to participate in clinical 
trials 

• Relocation 

• Family consensus

• Availability of legal guidance 

• Stringent eligibility criteria

• Lengthy complicated informed 
consent forms 

• Insufficient information and time 
allocation given to participants for 
informed consent process. 

 
Other challenges

• Delayed payments 

• High staff turnover 

• Few healthcare facilities  
or referrals

• Poor completion of CRFs 

• Communication between 
stakeholders

	 Recruitment targets not met 							       21%
	 Futility						      15%
	 Other					     12%
	 Stringent eligibility criteria					     12%
	 Clinical trial setting unfavourable				    9%
	 Poor retention of participants				    9%
	 Element(s) of clinical trial design were suboptima				    9%
	 Knowledge of the allocated intervention (drug)			   6%
	 Insufficient statistical planning			   6%
	

Table 4: Summary of the key challenges observed in the conduct of clinical trials in South Africa
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OBSERVED CHALLENGES IN 
THE DESIGN PHASE
Ambiguously specified objectives and 
outcomes: If the objectives and outcomes of 
a clinical trial in the protocol are ambiguously 
specified, it makes it challenging to collect 
essential information. 

Data collection tools: The design of CRFs 
is essential for ensuring the accuracy, 
efficiency, and relevance of data collection 
in clinical trials. However, when CRFs are 
designed in isolation without any input from 
key stakeholders, misalignment with study 
protocols can lead to inefficiencies and 
unnecessary data collection.

Design not contextualized in the 
community or their health needs: Some 
clinical trial designs are not relevant to the 
community that they aim to serve.

Few people are trained in protocol writing/
study design. Some of the challenges 
surrounding clinical trial design are linked 
to the use of inexperienced individuals with 
limited study design experience in writing 
clinical trial protocols, where outcomes are 
not clearly defined, and inadequate data are 
captured.

No input was received from key 
stakeholders, including study sites, in the 
study design. Clinical trials are complex 
and require careful design. However, it was 
reported that some key stakeholders were not 
involved in the design of these trials.  

High cost, limited funding: The financial 
challenges observed and reported by 
participants, included high costs for 
conducting clinical trials, limited funding 
available, and delayed payments after 
invoicing.

Exclusion of geographical areas and 
populations: A challenge arises from the 
concentration of clinical trials in specific areas, 
which often benefits only a few individuals. 
Additionally, it has been reported that many 
areas are overly researched, making the 
communities vulnerable to exploitation in 
studies. 

 

CHALLENGES OBSERVED IN 
THE PREPARATORY PHASE 
REGULATORY CHALLENGES 
Delays in regulatory approvals: One of 
the challenges in clinical trials is the delay in 
regulatory approvals. For a clinical trial to be 
executed, multiple boards must approve the 
study, including SAHPRA, ethics committees, 
and the DoH at different levels. These 
approvals typically require time and can delay 
the study. 

Complicated and lengthy Import and export 
permits approvals: A third (32%; 36/111) of 
participants experienced delays in regulatory 
approvals, including import and export 
permits.

MINIMAL INVESTMENT IN SITE 
AND PERSONNEL
No specific clinical trial training was 
provided for healthcare workers: The 
training provided to clinical trial staff was 
found to be inadequate or not tailored to trials. 
There is significant staff turnover in the clinical 
trial setting. There is a challenge in finding 
skilled staff for clinical trials, particularly in 
areas such as oncology. 

Lack of appropriate infrastructure: The 
participants mentioned that implementing 
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clinical trials in rural settings is challenging 
because of the lack of availability of healthcare 
facilities for referrals. Laboratories for 
processing samples are often also located 
far from research sites in a rural setting. 
Furthermore, the clinical trial sites face 
geographical challenges and lack resources 
such as reliable network connections and 
backup power sources (generator/solar) to 
address electricity supply interruptions.

No specific clinical trial training was 
provided for healthcare workers: Study 
participants reported that the training 
provided to clinical trial staff was found to be 
inadequate and not tailored to the specific 
clinical trial procedures and requirements. 

Inadequate planning and administration: 
Feedback from participants indicated that 
rushed clinical trials often lack proper 
administration and have unclear timelines 
for start-up. The lack of suitable sites for 
conducting clinical trials was also reported.

Recruitment of skilled personnel: A 
significant challenge is finding qualified staff 
for clinical trials, particularly in areas such as 
oncology. 

Community engagement was identified 
as a crucial factor in the successful 
implementation of clinical trials: Participants 
indicated that a clinical trial that does not 
address a pressing local issue is unlikely to 
succeed. Therefore, community engagement is 
not optional but essential in clinical trials. 

 

CHALLENGES OBSERVED IN 
THE IMPLEMENTATION PHASE 
INEFFICIENT RECRUITMENT 
AND RETENTION 
 

Low literacy levels in clinical trials: 
Stakeholders note that communication 
challenges arise during trials, with language 
often serving as a barrier between researchers 
and participants. Frequently, communication 
between study principal investigators and 
participants relies on intermediary staff such 
as nurses or research assistants. Language not 
only acts as a communication barrier but also 
contributes to the exclusion of certain groups, 
such as migrants, from participating in trials.

Stigma to participate in clinical trials: Some 
challenges observed included stigma and a 
lack of awareness of clinical trials. Therefore, 
recruitment becomes a challenge when 
people are unaware of clinical trials.

Relocation: Retention is often a challenge in 
long-term clinical trials, where participants 
relocate and become difficult to reach due 
to network and power issues, making it 
difficult for sites to contact them. Untraceable 
participants also contribute to the challenges 
of lost-to-follow-up in a clinical trial.

Family consensus: Recruiting participants 
can also be difficult when family members 
disapprove of their involvement in a clinical 
trial. 

Availability of legal guidance: Challenges 
for clinical trials included the availability of 
legal guidance for studies involving minors 
that require consent from parents/guardians. 

Stringent eligibility criteria: Clinical trials 
typically have very stringent eligibility criteria, 
making it challenging to recruit participants 
who meet the inclusion criteria for the studies, 
which can lead to the inability to meet targets.

Lengthy, complicated informed consent 
forms: There are issues with lengthy and 
complex ICFs where participants are not 
given enough information and time when 
participating.
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Insufficient information and time allocation 
were given to participants for the informed 
consent process: Communication was also 
reported to be a problem, as it was not 
delivered appropriately to the participants. 
This leads to participants possibly withdrawing 
their consent to participate in the study at 
some point because they do not understand, 
which may affect the study’s endpoint

 

OTHER CHALLENGES 
High staff turnover: Participants reported 
significant staff turnover and a shortage of 
personnel in clinical trials.

Few healthcare facilities for referrals: When 
conducting clinical trials, the site needs to 
work closely with healthcare facilities to help 
with recruitment. Sometimes, healthcare 
facilities are not available to assist with 
participant referrals. 

Poor completion of CRFs: The study shared 
responses around queries and data quality 
management where poor data collection and 
completion of CRFs were reported, and this 
led to a high rate of protocol deviations.

Communication between stakeholders: 
Communication between sponsors, study 
stakeholders, and sites was often reported to 
be inadequate, and sponsors’ expectations 
were found to be unrealistic, particularly in the 
rural research landscape.

3.2.2 Challenges with randomisation in 
clinical trials 

a) Inadequate randomisation: Eight per 
cent (8/89) discussed issues with inadequate 
randomisation. Envelopes being lost was one 
of the reported challenges when clinical trials 
used envelope methods. There were issues 
with maintaining blinding processes and 

unclear randomisation processes and systems. 
During randomisation, some key elements 
were found missing, and randomisation 
errors were reported. Another challenge 
mentioned was back-end termination of 
active randomisation slots in the interactive 
randomisation system. The participants 
reported that the randomisation challenges 
can be improved through proper concealment 
procedures to ensure true random occurrence. 

While challenges were observed with 
randomisation in clinical trials, another view 
was that if the study is well designed and the 
randomisation method is suitable, then there 
are no challenges with randomisation:

“I wouldn’t say there are 
major challenges with 
randomisation. If this 

study is designed properly 
and the randomisation 

strategy is appropriate, 
then there are no major 
challenges. I think that 
we need to make sure 

that randomisation and 
randomised trials are 
appropriate and are 

being done in the right 
circumstances and for 

the right reasons, but the 
process of randomisation 

these days is usually 
quite solid.” 

(Research nurse and other clinical roles: 
Duration in current role: 5 to 9 years)
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b) Stringent exclusion criteria: Recruiting 
participants who meet the inclusion criteria 
is a challenge that can result in an inability to 
meet targets. Solutions to these challenges 
are reported as an expansion of coverage and 
access to consider the standard of care.  

c) Adherence to allocated trial allocation: 
Six per cent (5/89) of participants shared 
that there are challenges with participants’ 
adherence to their study treatment arm. 
Participants tend to have preferences 
for a particular treatment arm or might 
be apprehensive about being assigned 
to the experimental group. This leads to 
resistance to adherence or non-adherence to 
randomisation, which compromises the trial’s 
integrity. Participants want to guess which 
arm they are randomised to and start making 
comparisons based on the side effects they 
experience. Some participants do not adhere 
to the assigned treatment, which affects the 
treatment outcome and complicates the 
interpretation of results. The participants are 
not followed up to assess if they follow all 
the instructions and are truthful when giving 
feedback. In some instances, participants are 
reluctant to be randomised, as they prefer a 
specific intervention. Education of 
participants on adherence is needed to 
understand the randomisation process and 
the importance of adhering. Participants 
who are unwilling to adhere to the allocated 
intervention arm should not be enrolled 
in the study. As part of the solutions, sites 
need to incorporate designs that allow all 
groups to receive intervention. 

“With the participants, 
I think it’s more of 

continuous engagement 
and communication, 

management of side effects, 
if that is the reason that 

they would not adhere to 
the assigned arm. Or if it’s 
an issue of not adhering 
to the assigned clinical 
visit schedule, I think 

more still needs to be 
done in correcting that. 

Try to mitigate around the 
challenges; probably they 

stay too far, they have 
relocated and getting to the 
clinical research site might 

be difficult, probably, maybe 
some bloods needs to be, PK 
bloods, I’m thinking the likes 
of PK bloods. I think there is 
a lot that needs to be done. 

The clinical research site can 
try to understand what are 

the reasons that contribute to 
the participant not adhering 

to the assigned arm.” 

(Research nurse and other clinical roles: 
Duration in current role: 5 to 9 years)
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d) Poor selection of endpoints: Poor 
selection of endpoints in randomisation was 
reported and it is difficult to ascertain from 
a randomised clinical trial which subset of 
participants benefited from the intervention 
being studied. A qualitative component should 
be included in the study, and hypotheses, 
objectives, and endpoint measures must be 
clear and feasible. An intervention must be 
provided. 

e) Withdrawal from clinical trial: When a 
participant withdraws consent, it affects the 
balance achieved through randomisation and  
potentially results in unequal groups over time 
and may affect the validity of the trial results. 

f) Randomisation bias: Randomisation may 
lead to unequal distribution of participant 
characteristics between treatment groups 
resulting in recruitment bias. It may also lead 
to bias and excess enrolment of participants 
with certain characteristics, as ethnicities, 
genders, or age groups may not be fully 
represented. Randomisation gets complicated 
when multiple stratifications are needed. 
To improve on these challenges, stratified 
randomisation is recommended, stratifying 
participants based on relevant characteristics 
to ensure a balanced distribution of 
confounding factors across treatment groups. 

g) Inappropriate subject selection criteria. 
Randomised trials can be difficult, as one 
cannot control the type of population one 
can have on the controls and intervention 
group. This can be resolved by improving the 
selection method or system and criteria. 

h) Participants understanding 
randomisation process: Participants do not 
fully understand the processes because when 
new studies are introduced in the community 
the focus is always on the new drug and not 
standard of care, and people start asking 
questions. It has also been reported that 

other people influencing the participants is a 
challenge. These challenges can be resolved 
through good communication. There is a 
need to explain clinical terminology to the 
community and to work closely with social 
scientists to develop simple communication 
guidance or tools. People-centric counselling 
and ongoing training are recommended.  

 
3.2.3 Groups often not included in trials 
without a good scientific justification

The study found that several groups are 
excluded from randomised clinical trials 
without proper justification. These groups 
include pregnant and breastfeeding women, 
children and infants, teenagers, men, homeless 
people, minority race groups, adults aged 60 
and above, and individuals living with chronic 
diseases and people with comorbidities, 
LGBTQ community, people living with 
disabilities (physical and mental), people with 
limited literacy, people living in rural areas or 
have a low socio economic status, PLWH, and 
prisoners. Understanding the reasons for these 
exclusions and their implications is crucial 
for ensuring that clinical research is inclusive, 
equitable, and capable of generating results 
applicable to the diverse populations that 
healthcare aims to serve.

“The obvious one is really 
children and women of 
childbearing age often 

excluded because of the 
need or the perceived need 

to protect them, as they 
are considered vulnerable 

individuals. So, I think 
that sometimes then they 
are, you know, actually 

is of detriment to these 
populations and they don’t 

get adequate access to, 
you know, high-quality 

treatment.”  
(Principal investigator and clinical roles: 

Duration current role: 0 to 4 years)

(REC Member: Duration 
in current role: 5 to 9 years)
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3.2.4 Improvements needed in the conduct 
of clinical trials regarding the inclusion of 
diverse populations

Fifty-five per cent (49/89) of participants 
expressed their opinion on the changes 
required in the design of clinical trials so 
that they will include a broad and diverse 
population. The inclusion of both rural and 
urban areas was reported, as certain groups 
were excluded from the clinical trial. Eighteen 
per cent (16/89) reported the implementation 
of recruitment strategies that target the valid 
population is also recommended. Inclusion 
criteria should be more inclusive and less 
restrictive for various populations. Fifteen per 
cent (13/89) spoke about the importance of 
working in collaboration and partnership with 
the community and applicable stakeholders 
in the design of protocols. This will assist in 
recruitment, retention, and addressing any 
barriers to conducting clinical trials. There 
is a need to design clinical trials that are 
contextually relevant.

3.2.5 How can monitoring and auditing of 
trials improve the quality of the conduct of 
clinical trials?

Participants reported on how the monitoring 
and auditing of clinical trials can improve the 
quality of clinical trial conduct in South Africa. 
They noted that the process of monitoring 
and auditing can significantly contribute to 
improving the quality and integrity of the 
collected data, while also ensuring that clinical 
trials comply with local regulatory standards 
and guidelines. Monitoring and auditing of 
clinical trials was also noted to facilitate the 
identification of areas where study staff need 
further training. Furthermore, the process of 
monitoring and auditing ensures the safety 
and well-being of participants. Monitoring 
and auditing of trials were also noted to 
improve the quality of clinical trial conduct, as 
they introduce risk-based monitoring, which 
ensures that the frequency of monitoring and 
auditing is proportionate to the identified trial 
risk. Monitoring and auditing of trials was also 
perceived as an opportunity to build trust 
between the research site and sponsors, as 
both stakeholders have similar goals. Finally, 
participants emphasised that monitoring 
and auditing of trials can support effective 
budgeting of clinical trials, ensuring that 
resources are allocated appropriately.

“Monitoring reports help sites 
allocate resources effectively ... For 
example, identifying high dropout 

rates early allows for budget 
adjustments to improve retention”

“I think there must always 
be a very clear justification 

for excluding certain 
groups, and as an ethics 

committee member, I think 
that ethics committees have 
to be a little bit stronger in 

ensuring that the exclusion 
of key populations is 

justified scientifically. For 
example, pregnant women 

if it’s a new drug as a safety 
concern, then it may well 
be justified, but it, but it 

has to be clearly justified 
and can’t just be a standard 

acceptance that that 
some of these groups are 
excluded from all trials.”

(REC Member: Duration 
in current role: 5 to 9 years)

“Monitors are part of the 
team ... They collaborate 
to ensure the trial runs 

smoothly, building 
trust between sites and 

sponsors” 
(Research nurse and clinical roles: 

Duration in current role: 14 to 19 years)

(Principal investigator and senior researcher: 
Duration in current role: 15 to 19 years)
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3.2.6 How to facilitate and encourage 
adherence to the allocated study arm

Most participants in the study shared their 
ideas on how to facilitate and encourage 
adherence to the allocated study arm in the 
clinical trials. Participants also emphasised the 
importance of establishing trust and providing 
adherence counselling to the clinical trial 
participants during the informed consent 
process, as well as to staff, to ensure clear 
communication with the participants about the 
importance of adhering to their assigned study 
arm. Counselling should include information 
on the potential impact on the reliability of 
the study results. Furthermore, participants 
suggest that adherence counselling should be 
conducted at every visit. 

Participants emphasised that informed consent 
is a continuous process, not a one-time event. 
They emphasised the need for clear, thorough 
communication to ensure participants in 
clinical trials fully understand the study and 
have their questions addressed for better 
adherence to the allocated arm:

Proper follow-up strategies, combined with 
continuous education, were also reported 
as crucial in facilitating and encouraging 
adherence to the assigned study arm. 
According to participants, providing 
educational materials and sessions about 
the treatment, its potential benefits, 
and the importance of adherence can 
encourage adherence to the allocated arm. 
This information should also be given to 
participants at their level of understanding. 
Clear communication and feedback, including 
the clarification of expectations, were also 
linked to proper communication at follow-up 
visits. 

Participants emphasised the importance of 
community education before trial initiation as a 
foundational step to ensure adherence.

“Community education ahead of 
time …I think, for me, it’s the first 

research indication that the community 
understands the importance of 

adherence, especially where financial 
incentives are so important for various 

communities. You must bridge the 
gap between receiving the financial 
incentive and adhering to protocol, 
including visits and product use. If 
we can bridge that gap, we are set 
up to succeed. And that is not only 

about the protocol in your question; 
it’s an indication of why we need new 
products. How do you educate them 

to get that? Yeah. And then, once they 
understand, if they participate and 
do not adhere, we won’t have new 

medication. Versus yes, we know there 
is an incentive, but there’s also your 
commitment to new medication or 

devices. And identify who the support 
systems of your participants are … 

because if there’s a difficult trial, again, 
you can look at the buddy system to 
support it, or support groups in the 

community that will encourage them 
to adhere to visits as well as to 

product use.” 

(Research consultant: Duration in current 
role: >20 years)

“So again, constant 
communication. In the informed 

consent process, I think what 
we need to recognise is that 
it’s a process—it doesn’t stop 
at the moment they sign the 

consent. Even before they sign, 
it’s important to take the time 

to go through the consent 
document, not just summarise 

it. Go through it word for word. 
Take the time to ask if they’ve 
understood, and if they have 

questions, answer them.” 

(Research clinician: Duration in current role: 
5 to 9 years)
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Continuous education throughout the study, 
especially studies with a long period of 
follow-up visits, was suggested as a strategy 
to encourage adherence to the allocated 
study arm. Education sessions, dialogues, and 
adherence groups were also indicated as tools 
that might improve adherence to the study 
arm. Participants received reminders, such as 
being called the day before their visit, using 
diaries, favourite TV programmes, and phone 
alarms were also suggested. 

Furthermore, a proper randomisation plan for 
treatment and proper blinding procedures 
were highlighted as important strategies to 
facilitate adherence to the allocated study 
arm. The site should keep track of which 
arm is allocated treatment and ensure that 
sites have blinded and unblinded teams 
when the placebo looks different from the 
Investigational product. This is important 
for both dispensing and administration, and 
the unblinded team should ensure that they 
dispense according to the allocated study arm 
at all times. 

Capacitating site staff and having a strong 
quality control team also helps facilitate 
adherence to the allocated study treatment 
arm. Proper training and ensuring that each 
staff member is aware of the importance of 
data integrity, particularly when randomising 
participants to different arms, is also necessary. 
Further, good communication and retraining 
of the staff are important to ensure that they 
understand how treatment is supposed to be 
allocated to participants. Providing incentives 
through small milestone gifts to participants 
also encourages participation and adherence 
to treatment.  

 
3.2.7 Common errors in designing CRFs 
that result in large volumes of data that  
are not relevant to the research question

Many different types of common errors may 
occur in designing the CRFs, which may result 
in large amounts of data that are not relevant 
to the research question. Participants shared 
that errors may be a result of a) human errors, 
b) procedural errors, c) environmental errors, 
and d) instrumental errors. 

Most participants reported that the CRF 
development was incomplete or inaccurate. 
Insufficient attention to detail during the 
development of CRFs can result in missing 
or inaccurately defined data fields. This may 
lead to the inclusion of irrelevant data or the 
omission of critical information, affecting 
the integrity and utility of the collected data. 
This may also be a result of not linking the 
CRF to the data analysis plan and designing 
CRFs without considering the practicality 
and feasibility of collecting the required data 
within the constraints of the study setting, 
resources, and timeline. This may lead to 
overly ambitious data collection plans that are 
difficult to implement in practice. Additionally, 
duplication and ambiguity in the CRF may 
make it difficult for site staff to complete or use 
it effectively. 

The quote below emphasises how isolation 
during CRF design, particularly when 
undertaken without collaboration or adequate 
protocol comprehension, can lead to 
unnecessary data collected.

“I think one issue that can arise during 
the design phase is when someone 

develops all the CRFs perhaps sitting 
in their office without consulting other 

colleagues who are involved in the 
development or preparation of the trial. 

If the CRFs are approved without broader 
input, that can lead to problems later on. 

It’s really important to involve others and 
to fully understand the protocol, what is 

being studied and what data is required. 
That understanding helps ensure the 

CRFs are designed appropriately and 
aligned with the clinical trial objectives, 

rather than collecting unnecessary or 
irrelevant information.” 

(Research clinician: Duration in current role: 
9 to 5 to 9 years)
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“That might be a solution 
because currently, for GCP, we’ve 

also incorporated. Then that 
Department of Health, Ethics and 
health research document that’s 
part of SA GGP guidelines now, 

maybe something like that, that 
you incorporate it in your GCP 
guidelines but it’s where you 

focus now specifically now on 
randomised clinical dog or it could 
be like a subset of because when 

we start with the GCP training, we 
tell them that these clinical research 

and that clinical trials is a type of 
clinical research and then we talk 

about the different types and then 
maybe as one of those types we can 
then highlight randomised clinical. 
So that it’s not a separate section, 

but it’s a section within GCP.” 

(Research consultant: Duration in current 
role: 10 to 14 years)

Some participants found that errors stem 
from the protocol writing. Protocols may not 
be written appropriately, may be inconsistent 
with the CRF, or are perhaps not studied and 
understood accordingly, which results in 
errors made by the study team. Conducting 
complex and numerous study procedures 
on participants may lead to errors and 
missing data, which can affect the validity and 
relevance of the collected data.

 
3.3 KNOWLEDGE, PERCEPTION 
AND RELEVANCE OF THE GCTC 
GUIDANCE 
Assessing study participants’ knowledge, 
perception, and perspectives on the relevance 
of the GCTC Guidance is crucial to the 
successful rollout and implementation of the 
GCTC Guidance. Hundred and nine workshop 
participants completed questions regarding 
their knowledge of GCTC guidance, with 15% 
(16/109) indicating awareness of the GCTC 
Guidance, while the others stated that they 
had never heard of the GCTC guidelines.

 
3.3.1 Overview of knowledge of the 
GCTC Guidance

Thirty-eight per cent (6/16) indicated that 
GCTC is a guideline for conducting good 
randomised clinical trials to develop, assess, 
and promote better randomised clinical trials 
globally. Twenty-five per cent (4/16) stated 
that it is guidance on collaboration in clinical 
trials, and 6% (1/16) indicated that GCTC is a 
guideline protecting the rights of participants, 
6% (1/16) stated that it is an advanced 
version of GCP. Sixteen per cent (3/16) of 
study participants indicated that they did not 
know or preferred not to say due to a lack of 
awareness of the GCTC Guidance, while 6% 
(1/16) did not provide their opinion on the 
GCTC Guidance. 

Qualitative data revealed that, although 
there was no direct knowledge of the GCTC 
Guidance, it was found to be related to several 
established guidelines that govern clinical 
trials. These include the DoH guidelines, GCP, 
and the guidelines of SAHPRA. Similar to the 
survey data, qualitative data demonstrated that 
a few key informants were aware of the GCTC 
Guidance, with most not knowing about it:

In the excerpt below, this key informant 
revealed that the GCTC Guidance attempts 
to develop a one-size-fits-all guidance in the 
following manner:

“I’ve never heard about it 
before, so when you sent it 
to me, it was new for me.” 

“I’ve heard that it is trying to address 
the concerns of many of us, as trialists, 
who have been concerned about the 

one-size-fits-all approach of traditional 
pharmaceutical trials conducted in high-

income countries. It’ s just being used as a 
sort of mould that everybody has to follow, 

but the context can be very different. 
And trying to fit your trial into the mould, 
this mould is, is complicated and doesn’t 

necessarily answer the original idea, which 
is that you want to answer the question by 

a randomised controlled trial. So, it sort 
of lost sight of what the original idea of 

having a randomised controlled trial is and 
what the GCTC was about to be, you know, 
what good clinical practice was about. So, 
I know that this process has been going 
on and they’ve been trying to develop 

guidance that will be more adaptable to 
different contexts and make trial access 

more equitable globally, rather than 
concentrated in, not just in high-income 

countries, even within 
high-income countries …” 

(Clinical research consultant: Duration in 
current role: 10 to 14 years)

(Principal investigator: Duration in current 
role: <20 years)
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Key informants reported that although 
they were not explicitly aware of the GCTC 
guidelines, they recognised that many of 
the practices they follow in their current 
work aligned with these principles. They 
demonstrated a strong understanding of 
GCTC by effectively adhering to fundamental 
aspects, such as scientific rigour, the 
protection of participant rights, and a 
commitment to transparency throughout the 
trial process. The GCTC is noted for its clarity 
and comprehensive nature, making it a useful 
resource for training new staff members and 
providing necessary refresher training for 
existing team members.

3.3.2 Application of GCTC in organisations

All the delegates who knew of the GCTC 
Guidance agreed that the GCTC Guidance is 
applicable to their organisation/department. 
Thirty-one per cent (5/16) believe that it 
improves the conduct of clinical trials. Other 
participants stated that GCTC encourages 
and teaches collaboration in research, and it is 
related to GCP.  

“That might be a solution 
because currently, for GCP, we’ve 

also incorporated. Then that 
Department of Health, Ethics and 
health research document that’s 
part of SA GGP guidelines now, 

maybe something like that, that 
you incorporate it in your GCP 
guidelines but it’s where you 

focus now specifically now on 
randomised clinical dog or it could 
be like a subset of because when 

we start with the GCP training, we 
tell them that these clinical research 

and that clinical trials is a type of 
clinical research and then we talk 

about the different types and then 
maybe as one of those types we can 
then highlight randomised clinical. 
So that it’s not a separate section, 

but it’s a section within GCP.” 

(Research consultant: Duration in current 
role: 10 to 14 years)

“So … it is applicable. I was 
looking at it and I am like, 

okay, this is a good clinical 
practice basically it put in a 
nice way and if you read or 
trained on the randomised 

clinical trials.”  
(Research clinician: Duration in current role: 

5 to10 years)

“It’s not so difficult because 
it is not too different from the 

GCP guidelines. I think it’s just 
that it reinforces the 

GCP guidelines.”  
(Research management and consulting 

roles: Duration of current role: 5 to 9 years)
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“So, GCP is important and, um, gives very 
important ethical principles that are broader 

across all health-related research, but there are 
some particularly complicated things about 

trials, uh, that you will, you know, that is slightly 
more nuanced, um, and that we’ve touched on 

some of those. Uh, if you just had GCP training, 
you may not be able to really catch that. So, 

I think, and it may need to be thinking about 
who in the organisation should get GCTC 

training, but I think having some GCTC, to really 
have some particular trial training over and 

above. I think a good clinical practice, I think 
would be useful. For people who are involved 

in trials at least. “

Although participants generally acknowledged 
that guidelines apply to their organisations, 
there was an emphasis on the need for the 
Guidance to be according to the local GCP 
guidelines. An emphasis was placed on 
ensuring the GCP was following local 
GCP guidelines.

3.4 ACCEPTABILITY AND 
APPLICABILITY OF THE 
GCTC GUIDANCE
Following the workshop, 94% (81/86) of 
participants reported increased familiarity 
with the five principles of the GCTC Guidance. 

Meanwhile, 4% (3/86) indicated a slight 
or partial improvement in understanding 
and expressed the need for further 
study of the Guidance. One participant 
explicitly reported no improvement 
in understanding and provided no 
additional comment.

The participants believe that the Guidance 
will assist them in making informed 
decisions, coordinating effectively, 
promoting good governance, managing 
risks, monitoring safety, and ensuring 
high-quality trial management. While 
some believe the Guidance will assist in 
the informed consent form process and 
emphasise the protection of participants’ 
rights, the application of the Guidance is 
considered easy and feasible. 

3.4.1 Relevance of GCTC to roles in 
clinical trials 

Eighty-six per cent (74/86) reported that the 
GCTC Guidance is relevant to their roles in 
clinical trials. In contrast, 3% (3/86) reported 
that the GCTC Guidance does not apply to 
their role, 8% (6/86) explicitly responded ‘no’, 
and 3/86 reported it somewhat.  

The participants believed that the GCTC 
Guidance was relevant to their roles in clinical 
trials, as these roles encompass a wide range 
of tasks, including protocol development, 
data analysis, researcher support, improving 
the quality and efficiency of clinical research, 
ensuring participant safety, ensuring 
regulatory and ethical compliance, community 
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“So, GCP is important and, um, gives very 
important ethical principles that are broader 

across all health-related research, but there are 
some particularly complicated things about 

trials, uh, that you will, you know, that is slightly 
more nuanced, um, and that we’ve touched on 

some of those. Uh, if you just had GCP training, 
you may not be able to really catch that. So, 

I think, and it may need to be thinking about 
who in the organisation should get GCTC 

training, but I think having some GCTC, to really 
have some particular trial training over and 

above. I think a good clinical practice, I think 
would be useful. For people who are involved 

in trials at least. “

engagement, and monitoring activities. They 
also reported that the GCTC Guidance aligns 
with existing guidelines, such as GCP, as some 
participants indicated that they already follow 
some of the GCTC Guidance principles.  

3.4.2 Need for GCTC training 

There is a need for GCTC training to build 
skills, knowledge, and understanding of 
randomised clinical trials. It is recommended 
to conduct training on the guidelines to 
address the challenges encountered during 
the implementation of clinical trials. Familiarity 
with these guidelines is essential for helping 
staff effectively navigate the difficulties 
that may arise during the trial process. This 
training will equip the team with the necessary 
knowledge to handle any issues that may 
occur during the trial.

Some participants expressed a need for more 
training on GCTC, as they find it shorter than 
GCP. However, others are either unaware 
or uncertain about the training they require 
because they do not fully understand the 
differences between GCTC and GCP.

Participants, however, reported that they 
would recommend the GCTC Guidance to 
their organisation, with 47% indicating that 
they would highly recommend it 
(See Figure 7).

 

3.5. ASPECT OF GCTC THAT 
REQUIRES TRAINING 
Half of the study participants (40/86) indicated 
that they do not require any training on 
any aspect of the GCTC Guidance after the 
workshop. Fifteen per cent (6/40) of the 
participants understood the GCTC Guidance 
very well, while 10% (4/40) of the participants 
reported not identifying any aspects that 
required training. However, 8% (7/86) of 
participants needed training on all aspects of 
the GCTC Guidance following the workshop. 
While 31% (27/86) of participants reported 
requiring training on certain principles of the 
GCTC Guidance, 33% (9/27) reported needing 
training on Principle 1, 2 on Principle 2, 5 on 
Principle 3, 1 on Principle 4, and 8 people on 
Principle 5.

(Other specialised roles and global health: 
Duration in current role: 4 years and 20+ 

years in global health)

(Community and public engagement: 
Duration in current role: 0 to 4 years)

“Uhm, as I say at the end of 
the day, and not only my 

organisation, the challenges 
that I’ve indicated we 

encounter on a daily basis as 
clinical trials implementers, so 
it’s very important for us to be 

aware of the Guidance.” 

Figure 7: Likelihood of recommending the GCTC Guidance 
to their organisation
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3.6. CHALLENGES THAT CAN BE 
RESOLVED BY IMPLEMENTING 
THE GCTC GUIDANCE 
The implementation of the GCTC Guidance 
addresses several challenges observed in 
clinical trial processes, particularly in ensuring 
a clearer understanding of studies among 
principal investigators, study staff, and other 
relevant stakeholders. Participants highlighted 
that GCP training is mandatory every three 
years, but there is a concern that it is often 
completed as a formality rather than a tool 
for meaningful application in trials. One key 
challenge addressed by GCTC guidelines 
is the ability to provide a readily accessible 
reference document that study teams can 
consult continuously. Unlike GCP, which 
broadly applies to all health research, 
GCTC is specifically designed for clinical 
trials, particularly randomised clinical trials. 
This specificity ensures that teams remain 
aligned with trial requirements beyond 
periodic GCP certification.

By implementing GCTC guidelines, 
study teams can maintain a more 
structured approach to trial execution.   
Thereby delivering trials that are more 
ethical, informative, and efficient 
by enhancing clarity in trial design 
and conduct, strengthening focus 
on participant safety and ethical study 
procedures, improving compliance, and 
reinforcing best practices that extend beyond 
regulatory obligations. The availability of a 
clear, ongoing reference document ensures 
that research teams not only complete 
compliance training but also actively engage 
with best practices throughout the study 
process.

Participants shared the challenges they usually 
experience when conducting clinical trials, 
particularly the need for frequent protocol 
amendments due to poor initial study design. 
They highlighted that many studies undergo 
ongoing modifications because they were not 
well structured from the outset. This results 
in repeated amendments and additional 
administrative burdens, which could have 
been avoided with better planning. This is 
because organisations often serve as both 
sponsors and implementers of studies, 
leading to oversight challenges and a lack 
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of independent quality control. Without a 
robust framework in place from the outset, 
study protocols often require continuous 
adjustments, which can delay progress and 
potentially compromise the integrity of 
the research. The implementation of GCTC 
guidelines helps address these challenges 
by promoting better protocol development 
and trial design. By following GCTC, research 
teams can ensure that studies are well 
structured from the outset, minimising the 
need for frequent amendments, reducing 
administrative workload, and improving overall 
study efficiency. This structured approach 
helps maintain consistency and enhances the 
quality of clinical trials.

Survey participants reported several 

challenges that can be resolved through the 
implementation of the GCTC Guidance in 
their organisation. One challenge that can 
be determined by implementing the GCTC 
Guidance is the protection of participants in 
clinical trials. The implementation will ensure 
the privacy of participants in the GCTC 
Guidance, and the lack of clear guidance 
on how to proceed when participants 
encounter side effects will be addressed. The 
implementation of the GCTC Guidance will 
also encourage collaboration and co-creation 
between researchers and the community 
from the initial stages of the clinical trial 
through to its completion. This will enhance 
the community’s acceptance of trial results. 
The implementation of the GCTC Guidance 
will also encourage efficient and well-
managed clinical trials. As implementation 
of GCTC Guidance will help resolve clinical 
trial coordination challenges, it is essential 
to understand the fundamentals of why we 
conduct clinical trials and the overall conduct 
of clinical trials.

3.7 BARRIERS TO IMPLEMENTING 
THE GCTC GUIDANCE IN 
ORGANISATIONS
Study participants mentioned several barriers 
to implementing the GCTC Guidance. One of 
the barriers mentioned is resistance to change, 
which hinders the implementation of the 
GCTC Guidance in conducting clinical trials in 
South Africa, as well as the adoption of new 
practices. This is because people are already 
accustomed to existing methods and are often 
reluctant to embrace new ideas. There was 
mention of organisations conducting clinical 
trials frequently being overwhelmed by their 
numerous projects (i.e. staff or other resource 
capacity). Therefore, convincing them to do so 
would be challenging, especially if theybelieve 
everything is functioning well under the 
current guidelines. 

(Principal investigator: Duration in 
current role: 5 to 9 years)

“Ok. So … mhh. One of the 
challenges would be that I 

need to have frequent protocol 
amendments because the study 
was poorly designed in the first 

place. You know, as we find as we 
… You know our organisation has 
other studies that are sponsored. 

So, they become their own 
sponsors and the same person 

implementing the study. I think 
you find that, you know, there are 

so many issues with the, you know, 
the … the … the protocol, the study 
design that maybe like you know, 
had you done this properly in the 

beginning from the beginning 
would need to be. You know, 

amendment this member, this, not 
to file this clarification letter this 

you know, so yeah definitely. It will 
help to minimise that. “
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There might be resistance from regulatory 
bodies or institutions if they see the Guidance 
as burdensome or redundant. Researchers and 
institutions accustomed to existing clinical trial 
practices may resist adopting new standards, 
especially if they view the GCTC Guidance as 
requiring more work without clear immediate 
benefits. Some leaders within institutions may 
be hesitant to promote new practices, such 
as the GCTC Guidance, if they do not see a 
clear return on investment or if they prioritise 
other initiatives. And finally, clinical trials often 
operate under tight timelines, and researchers 
may be reluctant to implement new practices, 
such as the GCTC Guidance, if they believe it 
will delay trial completion. 

One other challenge is resource constraints. 
For instance, limited financial and human 
resources can hinder the implementation of 
new guidelines. Many healthcare facilities 
may lack the necessary funding, staff, and 
infrastructure to adopt and maintain the GCTC 
principles effectively. Research institutions 
may struggle to secure sufficient financing 
to incorporate new ethical and scientific 
standards into trials, especially in resource-
constrained settings. Staff limitations might 
affect the implementation of the GCTC 
Guidance. Implementing GCTC principles 
may require additional human resources or 
specialised skills (e.g. data management, 
quality control), which might not be readily 
available, particularly in smaller institutions. 

Adopting the GCTC Guidance may necessitate 
improvements in trial infrastructure, such 
as implementing better data management 
systems or implementing more rigorous 
quality control measures. Many institutions, 
especially those in rural areas, often struggle 
with inadequate infrastructure that prevents 
them from meeting essential educational 
and operational standards. This lack of 
sufficient resources can hinder their ability 
to provide quality services and support to 

their communities, highlighting a significant 
disparity in access and capabilities compared 
to their urban counterparts.

3.8 ROADMAP FOR 
INCORPORATING THE 
GCTC GUIDANCE

Incorporating the GCTC Guidance effectively 
requires several key elements. First, 
organisations must assess the feasibility of 
incorporating GCTC principles into their 
existing structures and processes. This 
involves thoroughly understanding GCTC’s 
core concepts, such astrial design and 
conduct, improving focus on participant safety 
and ethical trial conduct. Next, evaluating 
the potential impact of adopting the GCTC 
Guidance on RCT practices is critical. This 
includes understanding how GCTC principles 
can improve data integrity, participant safety, 
and trial integrity. The newly published 
GCTC online learning and evaluation tool 
can support adoption by offering a practical, 

FEASIBILITY ASSESSMENT

Organisations must assess the 
feasibility of  of incorporating 

GCTC principles into their 
existing structures 

and processes

EVALUATING THE IMPACT 
OF GCTC GUIDANCE ON 

RCT PRACTICES

This includes understanding 
how GCTC principles can 

improve data integrity, 
participant safety 
and trial integrity

STAKEHOLDERS

Development of strategies to 
promote GCTC guidance among 
stakeholders, foster awareness of 

its benefits, and educate personnel 
on best practices.  

 
Vital to highlight the various 
stakeholders in effectively 
executing GCTC guidance

UNDERSTANDING GCTC’S 
CORE CONCEPTS

This involves thoroughly 
understanding GCTC’s core 

concepts, such trial design and 
conduct, improving focus on 
participant safety and ethical 

trial conduct

IDENTIFYING POTENTIAL 
BARRIERS TO SUCCESSFUL 

IMPLEMENTATION 

Lack of resources, resistance 
to change, or insufficient 

training, will also be essential 
in navigating challenges that 

may arise  

Figure 8: Roadmap for 
integrating the GCTC 
Guidance into organisations
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interactive course that helps research teams 
implement GCTC principles effectively.

The implementation process should 
encompass the development of strategies 
aimed at promoting the GCTC Guidance 
among stakeholders, fostering awareness 
of its benefits, and educating personnel on 
best practices. Identifying potential barriers 
to successful implementation, such as a 
lack of resources, resistance to change, or 
insufficient training, will also be essential in 
navigating the challenges that may arise. 
Furthermore, it is crucial to acknowledge the 
diverse stakeholders involved in effectively 
implementing the GCTC Guidance. 

Organisations can create a comprehensive 
and clear roadmap for integrating the GCTC 
Guidance by addressing these aspects 
in detail.

3.8.1. Feasibility and adoption of 
incorporating the GCTC Guidance in the 
conduct of clinical trials 

All delegates indicated that they believe that 
adopting the GCTC Guidance is feasible 
for conducting RCTs in South Africa. Some 
of the study participants reported that the 
adoption of the GCTC Guidance is feasible 
for the conduct of clinical trials in South Africa 
because the GCTC Guidance aligns well with 
existing South African guidelines, such as GCP

and ICH-GCP guidelines, particularly in their 
shared emphasis on scientific rigour, ethical 
conduct, and participant safety. (See Figure 9).

Importantly, training and ongoing staff support 
can assist with adopting the GCTC Guidance. 
Participants noted the GCTC Guidance’s 
emphasis on methodological rigour and 
ethical standards, aligning with South Africa’s 
clinical research infrastructure and regulatory 
framework. One participant reported that 
the foundation of the GCTC Guidance is 
the ICH-GCP, with the Guidance’s principles 
more aligned to the conduct of RCTs. At the 
same time, two participants reported that 
the GCTC Guidance was not different from 
the GCP guidelines. In 
contrast, another reported 
that the Guidance’s 
principles are already 
being practised in clinical 
trials in South Africa. 
Moreover, the GCTC 
Guidance emphasises 
the importance 
of participant 
engagement and 
informed consent, 
which aligns well 
with the community-
oriented  approach in 
South Africa.

Figure 9: Feasibility and adoption of the incorporation of the GCTC Guidance in the conduct of clinical trials
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The GCTC Guidance is perceived as 
more flexible and easier to understand 
in its application. However, its effective 
implementation requires integration with 
SAHPRA guidelines. The feasibility of 
conducting clinical trials will be enhanced 
when investigators recognize that the GCTC is 
intended to complement, rather than replace, 
existing SAHPRA guidelines.

Twenty-nine per cent of study participants 
reported that implementing the GCTC 
Guidance is feasible for conducting clinical 
trials, as the Guidance promotes collaboration 
and transparency in research. Collaboration 
and transparency foster better relationships 
between researchers, institutions, and 
communities. Cooperation and transparency 
in research are essential in South Africa, as 
diverse stakeholders are involved in clinical 
trials. Promoting transparency and ethical 
practices can help build trust and enhance 
participant recruitment and retention. Study 
participants also reported that the adoption 
of the GCTC Guidance is feasible because 
the Guidance includes aspects of community 
engagement, which are essential for the 
success of clinical trials and the adoption of 
clinical trial results.

Several participants reported that the GCTC 
Guidance is contextually feasible, scientifically 
rigorous, reproducible, and presented in a 
simplified format, facilitating comprehension 
and implementation in middle-income 
countries such as South Africa. This approach 
promotes the practicality and feasibility of 
conducting clinical trials within the South 
African context. 

Notably, study participants expressed that the 
Guidance emphasises ethical considerations 
and scientific integrity, which are crucial 
for gaining public trust and ensuring the 
validity of trial results. Emphasising ethical 
considerations and scientific integrity can help 

address ethical challenges and enhance the 
overall quality of clinical trials. The principles 
of the GCTC Guidance are crucial in practically 
upholding the ethical principles of justice, 
autonomy, beneficence, and non-maleficence. 

In addition, it was reported that the Guidance 
prioritises respecting study participants 
and protecting their rights and well-being. 
Respecting participants’ rights and well-being 
improve recruitment and retention rates. Clear 
communication and adherence to ethical 
practices can foster trust and encourage 
participation. 

Some participants reported that the GCTC 
Guidance is applicable within the South 
African context and can potentially resolve 
challenges experienced in conducting 
clinical trials in South Africa. They noted that 
the Guidance will promote good clinical 
trials and foster a quality-oriented mindset 
among implementers. At the same time, 
adopting the GCTC Guidance is feasible, 
particularly given South Africa’s growing 
pool of skilled researchers and institutions 
dedicated to advancing clinical research. 
The GCTC Guidance can further support this 
capacity by providing structured frameworks 
and best practices, enabling researchers to 
conduct high-quality RCTs. Furthermore, one 
participant reported that adopting the GCTC 
Guidance would be feasible if supported 
by ongoing training and professional 
development. Such initiatives would assist 
implementers of clinical trials in integrating 
the principles into their RCT practices and help 
address any existing knowledge gaps.

3.8.2 GCTC principles incorporated into 
the organisation 

Following the workshops, some participants 
mentioned integrating aspects of the GCTC 
Guidance into their everyday RCT practices 
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and activities. There were 10/15 participants 
who reported incorporating elements of the 
GCTC Guidance by integrating structured 
randomisation procedures and ensuring 
protocol adherence, which maintains 
methodological rigour and enhances the 
reliability of study outcomes. One participant 
reported that they ensure strict adherence 
to the protocol by regularly reviewing the 
guidelines and ensuring all team members are 
familiar with them. This involved conducting 
team meetings to discuss protocol updates 
and address questions or concerns. The 
participant also reported prioritising training 
sessions for team members to enhance their 
skills in research methodologies and data 
management practices. This has involved 
organising workshops and peer training to 
ensure everyone is equipped to contribute 
effectively to the study. Two participants 
reported incorporating the element/principle 
of working in partnership with people and 
communities. One participant reported 
working in collaboration with community 
members, primarily nursing staff in health 
facilities, where they conduct their trials. 
Collaborating with nurses at health facilities 
has helped build trust and confidence 
between their organisations and the health 
facilities, making data collection easier as 
the staff at the health facilities were now 
aware of the trial being conducted. The other 
participants involved the Public Engagement 
and Community Advisory Board (CAB) in 
developing the study protocol and the 
Informed Consent Form. Two participants 
reported incorporating the elements of 
GCTC Guidance when developing protocols, 
to ensure good trial design, which will be 
practical and produce reliable results. One 
participant reported incorporating respect 
for participants in their RCT practices. One 
participant reported incorporating the 
elements of the GCTC Guidance by ensuring 
participants understand the informed consent 

form and promptly addressing queries to 
ensure high-quality work.

Some participants did not explicitly 
incorporate elements of the GCTC Guidance 
in their RCT practices. One participant 
reported not incorporating elements of the 
GCTC Guidance in their RCT practices as 
they follow the GCP guidelines. However, 
they acknowledged an overlap between the 
GCP and GCTC guidelines. They reported 
that the GCTC Guidance was nothing new 
but could benefit regulators. One participant 
acknowledged that, while working in quality 
assurance, they are expected to incorporate 
GCP to ensure the success of their studies. 
While one participant reported they will 
eventually have to incorporate some elements 
of the GCTC Guidance as they work in a 
clinical trials unit.

Participants were asked which of the five key 
principles of the GCTC Guidance they easily 
incorporated into their RCT practices. Two 
participants reported easily incorporating all 
five principles in their RCT practices. However, 
most (60% or 9/15) participants reported 
incorporating Principle 1 (Informative and 
relevant) and Principle 3 (Collaborative and 
transparent), respectively. Forty per cent of 
participants reported incorporating Principle 
2 (Respectful of participants) and Principle 
5 (Efficient and well managed). Only 20% of 
participants reported incorporating Principle 4 
(Appropriate for their context).

 
3.9 POSSIBLE IMPACT OF 
ADOPTING THE GCTC GUIDANCE 
ON RCT PRACTICES
Survey participants reported on how investing 
in and adhering to the principles of the GCTC 
Guidance would strengthen the scientific 
and ethical quality of RCTs in South Africa. 
Participants reported that investing in and 
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adhering to the principles of the GCTC 
Guidance would improve ethical standards 
concerning the rights of participants. 
One participant reported that respect for 
participants is a core principle of the GCTC 
Guidance. This includes obtaining informed 
consent, ensuring participant confidentiality, 
and minimising risks. Therefore, adhering 
to these standards can enhance the ethical 
conduct of trials, protecting participants’ rights 
and well-being, while another participant 
reported that the Guidance prioritises ethical 
considerations, including informed consent, 
participant welfare, and the equitable 
selection of subjects. Adhering to these ethical 
principles fosters a culture of respect for 
participants and their rights, which is essential 
for building trust in the research process. 
It also helps to ensure compliance with 
national and international ethical standards. 
Implementing the GCTC Guidance, South 
Africa can enhance the quality and integrity of 
its clinical trials, contributing to better health 
outcomes and advancing public 
health research.

 
3.9.1 Alignment of GCTC in 
organisation roles 

a) Elements of the GCTC Guidance that 
improve the processes of clinical trials 
conduct 

Forty-six per cent (39/85) reported that no 
elements of the Guidance might improve 
the processes they currently follow. One 
participant reported that their institution or 
organisation is adhering to ethical guidelines 
as per country, sponsor, or international 
guidelines, as they are obligated to comply 
with GCP guidelines. One other participant 
reported that the GCTC Guidance assisted 
with reinforcement and reminded them about 
the local guidelines. Some participants felt 
they already followed the principles of the 

GCTC Guidance as they aligned with the local 
guidelines, or it confirmed that the processes 
they have in place aligned with this guidance. 

However, 46% (39/85) reported that elements 
of the GCTC Guidance might improve 
the processes they currently follow. One 
participant noted that GCTC guidance 
can be enhanced by planning before trial 
implementation to ensure recruitment targets 
can realistically be met, and more extensive 
review of informed consent processes and 
the CRF to ensure the process is as simple 
and efficient as possible. Another participant 
reported that the GCTC Guidance can improve 
collaboration, as it is a process lacking for most 
researchers.  This will help achieve shared 
goals. The GCTC Guidance can also improve 
several processes, including dissemination 
of clinical trial results, accountability and 
transparency in information provision, 
protocol review, and statistical planning in trial 
design. It can strengthen current practices by 
clarifying processes that often confuse trial 
staff. The guidance also encourages greater 
attention to ITT analyses and their implications. 
Additionally, it supports selecting trials that 
are more relevant to local context and need. 
GCTC will help in understanding the processes 
of randomisation better. One participant 
reported that current GCP guidelines do not 
talk much about data collection and treatment, 
so the guidelines will bridge the gap if well-
structured in future. Another noted that the 
Guidance could help structure how protocols 
are developed and deciding which protocols 
to participate in, as it would help evaluate 
protocols more critically. 

b) Elements of the GCTC Guidance that 
conflict with processes

Seventy-seven per cent (66/86) of the 
participants reported that no elements of the 
GCTC Guidance conflict with the processes 
they currently follow. Others reported 

ST
U

D
Y 

R
ES

U
LT

S



Page 49

that Principle 2 of the GCTC Guidance 
(Respectful of participants) aligns with their 
current GCP guidelines. In fact, according 
to some, the GCTC Guidance provides 
a more straightforward way to what they 
currently follow. For others there are no direct 
conflicts with the process they currently 
follow. However, they have challenges they 
experience as a site, for example as a research 
site they sometimes accept to conduct trials 
that are not ideal for their site because they 
run at a cost (low budget trials) but these 
trials will benefit their population, as the trials 
provide access to treatment. Protocols are 
also developed internationally. Therefore, they 
do not influence the protocol development, 
statistical methodology, or other areas 
mentioned in the Guidance.

It was mentioned that elements of the 
Guidance conflict with the processes they 
currently follow. Monitoring processes in their 
organisation is presently pervasive and time-
consuming, which might need to be improved, 
as observed by some study participants. They 
report that risk-based monitoring, which is 
advised by the GCTC Guidance, would be a 
better approach. One participant reported 
that some elements of the GCTC Guidance 
conflict with the processes they currently 
follow because there are processes (in their 
organisation) that are just not being done 
correctly. One participant reported that 
adhering to strict relevant outcomes is one of 
the elements of the GCTC Guidance that they 
are in conflict with. 

 
3.9.2 Challenges resolved by implementing 
the GCTC Guidance in organisations 

Fifteen study participants responded to the 
question regarding challenges resolved by 
implementing the GCTC Guidance in their 
organisations. Five participants indicated 
that they did not implement the GCTC 

Guidance in their organisation. However, 
ten implemented it and presented different 
challenges they resolved by applying 
the GCTC Guidance. Five indicated that 
it improved participant recruitment and 
retention by respecting participants and 
maintaining clear communication; they could 
simplify consent forms and explain clinical trial 
procedures. They also incorporated feedback 
from participants, such as understanding 
participants’ reasons for withdrawal from the 
study, which resulted in the site improving 
its processes. Two participants indicated 
that adopting the GCTC Guidance in their 
organisation helped enhance data quality 
and integrity by integrating effective quality 
management practices through stricter data 
integrity measures like regular monitoring 
and audits, which ensured data accuracy and 
integrity. This reduced errors and improved 
the reliability of the clinical trial results. Four 
participants shared that challenges resolved by 
implementing GCTC were around facilitating 
collaboration and data sharing, which 
promotes transparency and collaboration 
and helps overcome barriers to data sharing 
with stakeholders. Three people reported that 
implementing the GCTC Guidance helped 
resolve challenges of maintaining ethical 
standards. They reported ensuring compliance 
and general good clinical trial practice by 
becoming customised to the new GCTC 
Guidance, integrating SAHPRA guidelines 
and the GCTC Guidance in their organisation. 
They respected the rights and well-being of 
participants by implementing robust consent 
processes and ensuring participants are fully 
informed. The other challenges reported 
as resolved by implementing the GCTC 
Guidance are designing feasible clinical trials 
for their contexts, inconsistent protocols, 
and standardising protocols and rigorous 
randomisation methods, which enhances 
research reliability and validity—reduced 
unnecessary costs in the conduct of clinical 

ST
U

D
Y 

R
ES

U
LT

S



Page 50

trials in their organisation. Training and 
development challenges were addressed by 
introducing regular training sessions for staff 
members on key aspects of RCT practices, 
which improved team skills and confidence in 
their RCT practices. 

3.10 IMPLEMENTATION, 
PROMOTION, AND 
AWARENESS STRATEGIES

Media, including social media were 
emphasised as essential channels for 
promoting the GCTC guidelines. These 
platforms offer a broad audience reach, 
ensuring that all stakeholders—including 
sponsors, researchers, and the public—
are well-informed about the guidelines. 
By leveraging the power of these 
communication tools, it becomes easier 
to disseminate important information, 

engage with various communities, and 
encourage collaboration among all those 
involved in the initiative. This approach raises 
awareness and fosters a shared responsibility 
towards adhering to the GCTC guidelines.

 
3.10.1 Social media campaign

The use of social media was also suggested 
as a strategy to promote and raise awareness 
of the GCTC Guidance, as well as to facilitate 
its adoption in conducting clinical trials in 
South Africa. Using social media platforms 
like LinkedIn, Twitter (or X), and Facebook, 
and creating content such as infographics 
and videos. This also includes the use of 
radio talks, online briefs, newsletters, and 
advertisements in public areas, such as 
flyers or leaflets. Conducting brief surveys 
on the GCTC Guidance on social media in 
communities, healthcare facilities, research 

Figure 10: Implementation, promotion, 
and awareness strategies for the GCTC Guidance
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organisations, high schools and tertiary 
institutes was also suggested. Another 
suggestion was for implementers of clinical 
trials who have implemented the GCTC 
Guidance in their respective organisations to 
share testimonials on social media. Sharing 
testimonials can increase awareness of the 
GCTC Guidance.

 
3.10.2 Educational workshops, seminars, 
symposiums, and training sessions

Conducting educational workshops and 
seminars for implementers involved in clinical 
trials was one of the strategies suggested to 
implement the promotion and awareness of 
the GCTC Guidance and the adoption of the 
Guidance. In these educational workshops 
and seminars, the GCTC Guidance and its 
principles can be introduced through case 
studies and practicable applications, e.g. 
informed consent processes, participant 
recruitment strategies, and data transparency. 
The workshops could be both in-person and 
virtual. 

 
3.10.3 Partnerships with 
academic institutions 

Integrating the GCTC Guidance and its 
principles in the curriculum offered by 
academic institutions like universities and 
research institutions can help promote and 
increase awareness of the GCTC Guidance 
and adoption of its principles in conducting 
RCTs in South Africa. Integrating the GCTC 
Guidance in the curriculum will ensure future 
researchers and trial professionals are familiar 
with the GCTC Guidance before entering 
the workforce. Another strategy would be to 
encourage research institutions and academic 
institutions to formally adopt the GCTC 
principles as part of their internal clinical trial 
policies and standard operating procedures. 

This will ensure long-term sustainability and 
consistent application of the guidelines in their 
RCTS. Academic institutions could improve 
awareness of the GCTC Guidance. 

 
3.10.4 Online platforms

Developing online platforms, e.g. the GCTC 
Guidance website with resources such as 
webinars, tutorials, educational materials on 
the GCTC Guidance, guides and training 
schedules on the Guidance, can help in the 
promotion and increasing awareness of the 
GCTC Guidance and adoption of its principles 
in the conduct of RCTs in South Africa. Online 
platforms will allow information to be easily 
accessible to a broader audience, including 
those in remote areas. Visual materials, such 
as infographics, videos, and case studies, that 
showcase the value of adhering to the GCTC 
principles can also effectively communicate 
the Guidance to a broader audience. The 
educational workshops can also be recorded 
and shared online for future learning. The 
online platform can also serve as a platform 
for FAQs. Additionally, the Collaborative has 
recently published the GCTC online learning 
and evaluation tool, providing an interactive, 
self-paced course to support research teams in 
implementing the guidance effectively. 7

 
3.10.5 Engagement with regulatory bodies 

Working with regulatory bodies, such as 
SAHPRA and ethics committees, that approve 
protocols to align guidance principles with 
national regulations, can ensure the GCTC 
Guidance is recognised and supported at a 
regulatory level. This alignment will encourage 
mandatory adoption by research institutions 
and trial sponsors. Incorporating the GCTC 
Guidance into the ethics review process 
can help promote and increase awareness 
of the GCTC Guidance and its adoption in 

ST
U

D
Y 

R
ES

U
LT

S



Page 52

conducting RCTs in South Africa. The GCTC 
Guidance can be part of the review criteria 
for all clinical trial protocols. This will ensure 
that trials adopting the Guidance receive 
favourable consideration, thereby reinforcing 
the Guidance’s importance. 

 
3.11. STAKEHOLDERS TO 
IMPLEMENT GCTC
Key informants reported that a multi-
sectoral approach is essential for effectively 
implementing the GCTC Guidance in South 
Africa; its effective promotion, awareness, 
and adoption depend on the involvement 
of various actors across the clinical trial 
ecosystem. 

The support of the National DoH is critical to 
ensure policy alignment with GCTC principles 
and facilitate integration into national 
guidelines, research ethics frameworks, 
and approval processes for public sector 
clinical trials. The DoH can enable wider 
implementation and promote ethical, high-
quality research nationwide by embedding 
GCTC standards into developing national 
research protocols and coordinating with 
provincial departments. 

As a gatekeeper for trial approval and 
compliance, SAHPRA’s endorsement of the 
GCTC Guidance is critical to recognising 
and adopting its principles. Incorporating 
GCTC principles into the SAHPRA regulatory 
framework would ensure ethical and scientific 
rigour across trials and foster accountability 
within the sector. SAHPRA’s role as a regulatory 
leader positions it to influence both public 
and industry-led research toward global best 
practices.

Public research funders and academic 
institutions are central in advancing clinical 
research in South Africa. As major contributors 
to the country’s research output, these entities 

are well positioned to influence adopting 
ethical and scientifically rigorous practices. 
By integrating the principles of the GCTC 
Guidance into funding requirements, protocol 
development, ethics oversight, and research 
training, they can set national benchmarks 
for trial quality and accountability. These 
institutions and their global partners further 
enable the alignment of local research with 
international standards, fostering broader 
uptake and sustainable implementation of 
GCTC principles across the sector.

Pharmaceutical companies and CROs are 
responsible for a significant share of clinical 
trials conducted in South Africa. Based on the 
perceptions of the key informants interviewed, 
their compliance with the GCTC principles 
would also enhance trial quality and ethical 
oversight in industry-sponsored studies. 

Human Research Ethics Committees (HRECs), 
the National Health Research Ethics Council 
(NHREC), and institutional ethics boards are 
essential safeguards in clinical trial oversight. 
Integrating GCTC principles into ethics 
review processes would embed participant 
protections, community engagement, and 
scientific integrity at the protocol approval 
stage, promoting consistent ethical standards 
across all trials.

Community-based and advocacy organisations 
are vital in fostering community engagement, 
advocating for participant rights, and ensuring 
ethical research conduct. Their understanding 
of the GCTC principles can help bridge the 
gap between researchers and communities, 
enhancing trust, transparency, and 
accountability—particularly among vulnerable 
and underrepresented populations in clinical 
research.

Key informant interviews revealed that most of 
the GCTC Guidance is already in practice, as 
revealed in this quotation here:
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“Okay, maybe let’s start first with 
the adoption. I think in terms of 

adoption there needs to be buy-
in from different stakeholders, 

especially at the trial conception, I 
think this needs to be embedded 

in the concept notes that are 
being developed to say if you 

implement this trial you have to 
adhere to the GCTC guidelines, as 
an example. So, it starts with the 
trial conception so that even the 

donors have that embedded with 
the design or the concept that may 
have regarding the different trials 
they want to be conducted. And 

this pertains to the global spaces 
where it’s standardised not just 

within the context of South Africa 
because we are going to have 

a multi-site, multi-country trial, 
right. And it helps to have that 

buy-in at that level so that it’s a 
global adoption. That would make 

it easy in such a that when it is 
introduced in the country, already 
it’s included within the design but 
then you also need in counsel you 

also need NDoH on board because 
they have got the structure that 
is responsible for clinical trials, 

so the buy-in needs to also come 
from there so that they can be 

early adopters, so that once they 
have adopted it, it makes it easy to 

implement, right.” 

(Public health specialist: Duration in 
current role: 5 to 9 years)
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4. DISCUSSION

The main findings of this study on knowledge, 
practices and perceptions of the GCTC 
Guidance in South Africa are that prior 
knowledge of the Guidance was limited 
among the people that completed the 
surveys or workshops. However, many people 
indicated that some of the principles in the 
GCTC Guidance are relevant and well-aligned 
with other clinical research guidelines such 
as scientific rigour and the protection of 
participants’ rights. In addition, they also 
recommended that the GCTC Guidance 
would be helpful in addressing some of 
the observed challenges in study designs, 
recruitment, retention, and communication 
during the conduct of trials. The participants 
recommended that the adoption of the GCTC 
Guidance into practice would be feasible 
if the Guidance is incorporated into other 
existing guidelines for clinical research. 
Some of the anticipated possible challenges 
for adopting the GCTC Guidance include 
resistance to change, inadequate infrastructure 
and resources, and a lack of training on the 
Guidance. The DoH and SAHPRA have been 
described as key stakeholders central to the 
adoption, implementation, and monitoring 
of guidance in the conduct of clinical trials in 
South Africa. 

Among the participants in the workshop 
survey and key informant interviews, very few 
had prior knowledge of the GCTC Guidance. 
This is not surprising as the Guidance was 
published in 2022, and the workshops were 
also intended to increase awareness of the 
GCTC Guidance. Full implementation of 
guidelines into practice takes time. There is 
a significant knowledge gap regarding how 
guidelines are adopted and adapted for a 
specific context, as well as the barriers to their 
full implementation.37

Currently, it is recommended that all personnel 
involved in conducting clinical trials receive 
GCP training every three years.38 A qualitative 

research study among study coordinators 
found that although formal training on GCP 
has value, experience is essential to effect 
practice.39 However, a quasi-experimental 
one-group, pre-test and post-test design to 
improve GCP knowledge found that there was 
a significant improvement in knowledge after 
GCP training, especially among investigators 
and study coordinators.40 Training on guidance 
also needs standardised and validated 
tests to assess understanding.  Although 
validated assessment  tools exist for GCP,41 
the current GCTC Guidance assessment tool 
has not been validated. The Collaborative has 
recently developed the GCTC online learning 
and evaluation tool to support consistent 
implementation of the guidance. 7

 

Results from this study found that the GCTC 
Guidance aligns well with current South 
African guidelines, namely the SA GCP, NDoH 
2024, and SAHPRA guidelines. Furthermore, 
participants reported many of the practices 
they follow in their current work align with the 
GCTC principles. This is not surprising as the 
principles of the GCTC guidelines mirror those 
of the current South African guidelines which 
are: beneficence and non-maleficence, justice 
and respect, and dignity and participants. 
The results are also consistent with efforts 
for alignment and harmonisation of clinical 
trial guidelines by global initiatives such ICH, 
WHO, The G7, AVAREF, and EMA. Cavaleri and 
colleagues also highlighted that the absence 
of a unified global regulatory framework and 
ethical review framework, including alignment 
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4. DISCUSSION

on trial requirements and timelines, affects 
the development of sustainable clinical 
research systems capable of swift responses 
to health emergencies.42 While Scheppler 
and colleagues emphasised that without 
progress in terms of regulatory convergence 
and harmonisation the benefits from scientific 
advancements will not be fully realised.43 
Indeed, in May 2022, at the 75th World Health 
Assembly (WHA), a resolution was adopted on 
the Strengthening of Clinical Trials to provide 
high-quality evidence on health interventions 
and to improve research quality and 
coordination.44 The resolution requested the 
Director-General to develop WHO guidelines 
on best practices for clinical research, and 
on 25 September 2024, the WHO published 
the WHO Guidance for Best Practice for 
Clinical Trials. This guideline incorporated the 
principles of Good Clinical Trials Collaborative 
guidance.7, 9

The study’s findings reflected the challenges 
encountered during the design, preparatory, 
and implementation stages of clinical 
trials. The main challenge indicated by the 
participants in the design stage included 
protocols and eCRFs that were not well 
designed. In the preparatory phase, 
challenges that were observed were around 
regulatory and minimal investment in site and 
personnel. Lastly, recruitment and retention 
challenges were the major challenges found 
in the implementation stage. Based on the 
above findings, literature review indicated 
that there is evidence of challenges with the 
conduct of clinical trials that can be resolved 
by implementing the GCTC Guidance. This 
includes lack of financial or human capacity 
(skilled personnel) and a research environment 
that includes infrastructure and operational 
barriers like administrative activities, 
recruitment, retention, and the logistics for 
conducting a clinical trial were reported by 
Alemayehu, Mitchell, and Nikles (2018)45 as 

the challenges that are currently faced by 
sites conducting clinical trials, which can be 
resolved by implementing the Guidance. 
Multiple research ethics committees reviewing 
the same protocol for the same site, leading 
to conflicting findings and results in significant 
delays in the review process, and in certain 
instances, delays in regulatory approvals,46 
including technology, is essential in a rural 
setting of sub-Saharan Africa, as it enables 
participants and study staff to master novel 
technologies.47 

Furthermore, study design is particularly 
vital for resource-constrained settings with 
fragile health service infrastructure in need of 
improvement, which includes stable internet 
connectivity. The maintenance of digital tools 
could also be improved by implementing 
guidance at clinical trial sites.48 Clinical trials 
are complex and involve diverse approaches, 
designs, and objectives that can complicate 
trial planning, initiation, and conduct. 
Improved collaboration between sponsors and 
sites is essential to address these challenges.49 
Experienced individuals in clinical trials should 
guide sites in study design and investigator 
site selection to improve randomisation, 
monitoring, and reporting processes.50

The study findings support a positive and 
favourable response to implementing the 
GCTC Guidance for clinical trials in South 
Africa. A substantial proportion of participants 
expressed confidence in the feasibility of 
implementing this guidance within their 
clinical practice. They highlighted that 
the GCTC Guidance is well aligned with 
established GCP standards, which is crucial for 
maintaining high ethical standards in clinical 
research. This alignment not only facilitates 
compliance with regulatory requirements but 
also strengthens the integrity and credibility of 
clinical trials. Furthermore, several participants 
pointed out that numerous elements of the 
GCTC Guidance are operationalised in current 
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practices, suggesting a readiness for fuller 
integration into the clinical trial framework. 
This finding supports the statement by the 
GCTC (2021) that its principles are derived 
from and harmonised with GCP standards, 
thereby making the integration of the GCTC 
principles into other laws guided by ICH-GCP 
frameworks easy.7 

The study also found that GCTC promotes 
collaboration and transparency. This is 
consistent with calls to ensure inclusive 
stakeholder engagement in the clinical trial 
process.51 This is crucial in the South African 
context, where community engagement is 
important in ethical trial conduct, especially 
for historically marginalised populations. 
Participants also emphasised the Guidance’s 
focus on ethical and scientific integrity, 
reinforcing the value placed on robust trial 
design and ethical oversight. This aligns 
with the Declaration of Helsinki and CIOMS 
guidelines, which underline the importance of 
scientific validity and ethical conduct in clinical 
research.13, 52

Several participants also noted that many 
aspects of the GCTC Guidance are already 
incorporated into current practice. This 
perception highlights the potential for 
smooth acceptance and may help reduce the 
resistance often associated with introducing 
new frameworks. Nonetheless, concerns 
regarding capacity building were noted, with 
participants highlighting the importance 
of training and continuous staff support 
to ensure successful implementation. The 
literature confirms that capacity development 
is necessary for sustained adoption of clinical 
trial best practices, particularly in low- and 
middle-income countries (LMICs).53, 54 

The implementation of the GCTC Guidance 
faces substantial barriers, with institutional 
resistance to change emerging as the 
most pervasive challenge. Our findings 

reveal that clinical trial stakeholders in 
resource-constrained settings exhibit 
strong reluctance to modify established 
procedures, a phenomenon particularly 
evident in environments where overwhelming 
clinical workloads severely limit capacity for 
additional training or protocol adjustments. 
This resistance aligns with broader patterns 
observed in global health implementation 
science. Alemayehu et al.45 demonstrate 
that such institutional inertia represents a 
fundamental barrier to adopting updated GCP 
standards, especially in high-volume clinical 
environments. The WHO (2022) corroborates 
this finding, reporting that 62% of LMICs 
face significant protocol non-adherence due 
to competing clinical priorities and chronic 
staff shortages, a statistic that reflects the 
participants’ reported experiences of being 
overburdened by existing responsibilities.55

In addition, the study identified three critical 
resource constraints hindering GCTC 
implementation: chronic underfunding 
limiting training and infrastructure upgrades, 
severe staffing shortages affecting specialised 
skill availability, and outdated technological 
systems incompatible with modern trial 
standards. These findings align well with the 
well-documented challenges in global health 
implementation science, particularly in low-
resource research settings. Financial barriers 
emerged as the most pervasive constraint, with 
participants reporting insufficient budgets for 
sustained training and data system upgrades. 
This aligns precisely with Shumba and 
Lusambili’s (2021)56 analysis of 42 LMIC trial 
sites, where 89% of failed implementations 
were attributed to unpredictable funding 
cycles. Similarly, WHO (2022) identified 
inadequate line-item budgeting for guideline 
adoption as the primary predictor of 
implementation failure across African research 
institutions.
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Promoting and implementing the GCTC 
Guidance requires coordinated efforts across 
the clinical trial ecosystem. Through its 
influence over national research guidelines, 
the DoH can drive systemic adoption of the 
Guidance and facilitate consistent application 
across all levels of the public research 
landscape. SAHPRA’s role is equally pivotal; 
positioned at the intersection of public and 
industry-sponsored research, the integration of 
GCTC principles into its regulatory framework 
would strengthen sector-wide adherence to 
ethical and scientific standards. Ethics bodies 
can also ensure their consistent application 
across all types of trials, regardless of sponsor 
or setting and institutionalise key tenets 
such as community engagement, participant 
protection, and scientific integrity from the 
earliest stages of trial planning. 

Public funders and academic institutions 
play a key role in driving change, given their 
central position in research production, 
capacity development, and standard setting. 
By embedding GCTC principles into funding 
requirements, protocol development, ethics 
oversight, and research training, they can 
institutionalise ethical and high-quality trial 
practices across the public research landscape. 
In parallel, the pharmaceutical industry and 
CROs play a critical role in extending these 
standards to industry-led studies. Their 
voluntary adoption and operational integration 
of the GCTC Guidance—through trial design, 
monitoring, and implementation—can promote 
scientific rigour and ethical conduct, fostering 
a culture of responsible research across both 
public and private sectors. Community-based 
organisations are vital in promoting public 
trust in research, particularly among historically 
marginalised or vulnerable populations. 
Their promotion of GCTC principles through 
community engagement and participant 
education helps bridge the gap between 
researchers and the communities they serve. 

Training these organisations in the content 
and significance of the GCTC Guidance 
empowers them to act as champions for 
ethical conduct, while ensuring that research 
remains responsive to the needs and rights 
of participants, reinforcing accountability, 
transparency, and respect for human 
dignity throughout the research process. 
Through policy development, regulatory 
alignment, capacity-building, and community 
engagement, the collective action of 
these stakeholders can foster a research 
environment in South Africa that upholds the 
highest standards of ethical and scientific 
integrity. 

 
4.1 LIMITATIONS 
This study was subject to several limitations. 
First, the response rate for the second post-
workshop survey was low. Participants were 
expected to complete this survey three to six 
months after their attendance of the GCTC 
Guidance awareness workshops. Despite 
multiple reminders being sent, participation 
remained low. This low response rate restricts 
the generalisability of the study findings, and 
as such, the results should be interpreted 
with caution. Second, the participation rate 
for the key informant interviews was also low. 
These interviews were intended to engage 
stakeholders who were unable to attend the 
workshops, as well as senior professionals 
and experienced leaders in the clinical trials 
implementation. The limited number of 
participants in this component of the study 
may compromise the validity and reliability of 
the qualitative data collected.

Third, key regulatory stakeholders, including 
representatives from SAHPRA and HRECs, 
were not well represented in the key 
informant interviews. The involvement of 
these individuals would have contributed 
significantly to a comprehensive assessment 
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of the GCTC Guidance’s perceived impact and 
recommendations for adoption. Their insights 
on the GCTC Guidance would also have 
provided important regulatory and ethical 
perspectives.  

Additionally, although this study assessed 
participants’ knowledge of the GCTC 
Guidance, it did not utilise a validated 
questionnaire, which may impact the 
robustness of the findings.

The original aim of the project was to deliver 
GCTC awareness workshops in all nine South 
African provinces, particularly in those with 
high clinical trial activity. However, due to 
funding constraints, workshops were only 
conducted in three provinces: KwaZulu-
Natal, Gauteng, and the Western Cape. These 
provinces were selected as they host the 
majority of organisations involved in clinical 
research, allowing the project to leverage 
existing networks.

Lastly, the potential for interviewer bias 
exists, as the interviewer also served as the 
primary instrument for data collection. The 
personal characteristics of the interviewer, 
such as professional background and prior 
knowledge of the Guidance, may have 
influenced participants’ responses. This may 
have led to bias, including the use of leading 
questions and/or an overemphasis on topics 
aligned with the interviewer’s perceived 
interests. While efforts were made to minimise 
this through training and the use of a semi-
structured interview guide, some degree of 
bias introduced by the interviewer’s presence 
and interaction style remains possible.

 
4.2 RECOMMENDATIONS
The workshop participants and key informants 
interviewed for this study identified several 
challenges in conducting clinical trials. 
These include low levels of literacy in clinical 

trials, minimal investment in community 
engagement and personnel development and 
poor protocol and data collection tool designs. 
Recognising the need to address the root 
cause of these issues in the conduct of clinical 
trials, the GCTC brought together a diverse 
group of experts to identify and describe the 
key underpinnings of a good clinical trial. 
Based on the opinions of the key informants 
and workshop participants, adoption of 
the GCTC Guidance and its principles into 
practice in the conduct of clinical trials is 
feasible. However, incorporating the Guidance 
should not increase the number of guidelines 
or training requirements for clinical trials. 
Several barriers to the adoption of the 
Guidance were identified by participants, 
including resistance to change, resource 
constraints, and inadequate infrastructure. 
However, stakeholders to implement the 
Guidance in South Africa were also identified, 
which include the DoH and SAHPRA. As of 
September 2024, the GCTC Guidance and its 
principles were incorporated into the WHO 
Guidance for Best Practices for Clinical Trials. 
These principles now make up Section 2, 
titled “Key scientific and ethical considerations 
for clinical trials”, and have been included 
without any changes. With the assistance 
of stakeholders identified during the 
implementation of the GCTC Guidance in the 
South African context, our recommendation 
for the adoption and implementation of 
the GCTC Guidance in South Africa is to 
increase awareness of the WHO Guidance 
on Best Practices for Clinical Trials, which has 
incorporated the GCTC guidance . This can be 
achieved for example, by amending the 2020 
South African GCP guidelines to incorporate 
the principles outlined in the WHO Guidance 
for Best Practices for Clinical Trials. As the SA-
GCP (2020) recommends that GCP training be 
refreshed regularly, ideally every three years, 
these updates will be incorporated into the 
training that implementers of clinical trials 

D
IS

CU
SS

IO
N



Page 59

receive every three years. This would support 
the practical implementation of the updated 
Guidance. In addition, WHO will be releasing 
training on its guidance for best practices in 
clinical trials to further facilitate adoption and 
consistent implementation.

 
4.3 CONCLUSION 
In conclusion, despite the lack of prior 
knowledge and limited awareness of 
the GCTC Guidance among clinical trial 
implementers in South Africa, the Guidance 
was found to help resolve many challenges 
that these implementers experience in 
conducting clinical trials in the country. The 
principles of the GCTC Guidance were also 
found to be relevant and well-aligned with 
current South African guidelines in practice. 
Therefore, the adoption of the GCTC 
Guidance in the conduct of clinical trials in 
South Africa is feasible if it is incorporated into 
other existing guidelines for clinical research.
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