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Editorial

Strengthening Ethiopia’s Clinical Trial Ecosystem: Challenges, Opportunities, and the
Way Forward

Eyasu Makonnen'?" Abebaw Fekadu'~

'Center for Innovative Drug Development and Therapeutic Trials for Africa (CDT Africa),

Addis Ababa University
? Department of Pharmacology and Clinical Pharmacy, College of Health Sciences, Addis Ababa University
*Department of Psychiatry, College of Health Sciences, Addis Ababa University

" Corresponding author: eyasu.makonnen@aau.edu.et

A clinical trial is a study conducted with human volunteers in clinical settings to develop new therapeutic interven-
tions for future generations. Although Africa hosts 19% of the world’s population and bears 25% of the global dis-
ease burden, only 2.5% of all global clinical trials are conducted in Africa (1). This contrasts with the number of
trials registered in Europe, America, and the Western Pacific, which has increased at a much higher rate. For exam-
ple, the number of trials registered in the Western Pacific was about 14 times higher than that in Africa (2). Never-
theless, Africa has tremendous potential for developing new interventions due to its large biodiversity, disease epi-
demiology, pathogenic profile, and populations with diverse genetic makeups (3).

Ethiopia is the 2" most populous country in Africa with about 127 million people (3, 5) and 10" in the world (6,
7). Unfortunately, the number of clinical trials conducted in Ethiopia is tiny compared to its large population. For
example, just 145 clinical trials were registered from Ethiopia until November 2016 compared to the enormous
number of clinical trials registered in Egypt and South Africa (8). Although the registered trials have tripled since
then (9), the number remains relatively small. This low rate of clinical trials is attributed to the unfavorable clinical
trial ecosystem, which has not provided a fertile ground for conducting clinical trials in the country. However,
there is considerable potential for the conduct of clinical trials in the country. In addition to the population size and
disease profiles, there is an increasing number of trained and qualified personnel in the various health disciplines,
including in clinical trials, who can be engaged in clinical trials. Moreover, different stakeholders of clinical trials,
including academic and research institutes, trained clinical monitors, experts who can be employed as members of
the data safety monitoring board, accredited research ethics review committees, a strong National Medicine Regu-
latory Authority, and insurance companies that have adequate awareness of clinical trials, are available. There are a
large number of potential traditional medicinal remedies that could be subject to clinical trials in the country. These
tremendous opportunities have not been tapped sufficiently due to the weak clinical trial ecosystem.

A lot of effort has been made to promote clinical trials in Ethiopia in the past few years. The Center for Innovative
Drug Development and Therapeutic Trials for Africa (CDT-Africa), Addis Ababa University, has developed a
Master’s program in Clinical Trials, which has received international accreditation since 2023. Several cohorts of
professionals from Africa, including Ethiopia, have been trained in this program. This program has, no doubt, ad-
dressed a vital bottleneck, human capital, for the conduct of clinical trials. The center has also developed an inter-
nationally accredited ten-week online course in clinical trials, which is expanding capability in clinical trials across
Africa (10). CDT Africa also took the initiative to establish an advisory committee on clinical trials (ACT) involv-
ing the Ethiopian Food and Drug Authority (EFDA), National Research Ethics Review Board (NRERB), and Insti-
tutional Research Ethics Review Committees (IRERCs) of the College of Health Sciences (CHS), Addis Ababa
University, Armauer Hansen Research Institute (AHRI), and the Ethiopian Public Health Institute (EPHI). An ef-
fort is being made to expand the committee's membership to institutions active in clinical trials across Ethiopia.
This committee has terms of reference (ToR) and meets regularly to discuss issues related to improving the

ecosystem for conducting clinical trials.

As part of its advocacy work, the ACT has celebrated International Clinical Trials Day (ICTD) every year since its
establishment to enhance awareness regarding clinical trials. The financial support obtained from several funding
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organizations such as drugs for Neglected Diseases initiative (DND1), European and Developing Countries Partner-
ship (EDCP), Welcome Trust, US National Institute of Health (NIH), the Bill & Melinda Gates Foundation and
UK National Institute of Health Research NIHR) have helped improve the clinical trial ecosystem in Ethiopia. The
recently approved Clinical Trial Roadmap by the Ministry of Health has also contributed. All these efforts are
beginning to show promising results in improving the clinical trial ecosystem in the country.

As part of its broader effort to improve the clinical trials ecosystem, the ACT conducted a study of the country's
clinical trials ecosystem. The study identifies many opportunities and challenges for conducting clinical trials. This
supplement presents the findings from this study in the hope that more stakeholders will be aware of them and join
hands to improve the clinical trials ecosystem.

There is much to be done to meet the demand for access to therapeutics for the Ethiopian population by promoting
clinical trials systematically, including facilitating the safe use of untapped resources and traditional medical
knowledge. This requires the collaborative efforts of all concerned parties. The Ethiopian government has made
clear commitments to improve the clinical trials ecosystem. One important step in this regard is the establishment
of a dedicated new executive office, equivalent to a directorate, responsible for clinical trials and pharmacovigi-
lance (11). These initiatives should be encouraged. Timely revisions and implementations of clinical trial policies
are also important. This editorial highlights the active initiatives for enhancing the clinical trials ecosystem of Ethi-
opia and encourages wider and stronger engagement and commitment from more stakeholders. In this regard, part-
nerships with industry will play a critical role in improving the clinical trials ecosystem and enhancing clinical trial
standards. The series of papers published in this special issue further highlight the opportunities, challenges, and
remedies for strengthening the clinical trials ecosystem of Ethiopia.

References

1. Saleh M. Demographics of Africa — statistics & facts. Statista, 09 May 2022. https://www.statista.com/

topics/7928/demographics of-of-africa/

Number of clinical trials by year, country, WHO region and income group (1999-2024), December 2024

FHI: Clinical. Increasing Clinical Research In Africa Presents An Opportunity To Address Global Health

Challenges. January 8, 2024; https://www.fhiclinical.com

4. Population Size by Sex, Region, Zone and Wereda. Ethiopian statistical service, http//
www.statsethiopia.gov.et July 2023

5. Population projection for Ethiopia 2007-2037. www.csa.gov.et. 03 August 2020

6. United Nations. World Population Prospects 2024: Summary of results. https://desapublications.un.org/
publications/world-population-prospects-2024-summary-results

7. Deressa BT, Daniel Rauch D, Badra EV, Glatzer M, Jeremic B, L6ssl K, Cihoric N. Current status of clini-
cal trials in Ethiopia: how much is done? Ethiopian Medical Journal, 56:2, 2018

8. Joseph M, Birhane R, Fekadu A. Ethiopia's Clinical Trial Landscape: A Comprehensive Analysis of Interna-
tional Registry Platforms. Ethiop. Med. J 2025; Vol. PP.

9. Ejigu DA, Fekadu A, Whitty J, Manyazewal T, Nebeta P, Conradie A, Okech B, Neequaye A, Whitty S, Lehr-
man J, Holt R, Birhane R, Vahedi M, Demarest H, Makonnen E. Development, implementation, and evalua-
tion of an innovative clinical trial operations training program for Africa (ClinOps). BMC Med Educ. 2025 Jan
24;25(1):119. doi: 10.1186/s12909-025-06733-7. PMID: 39856664; PMCID: PMC11760708.

10. Ethiopian Food and Drug Authority (EFDA). Pharmacovigilance and Clinical Trials Lead Executive Office.
Available at: Pharmacovigilance & Clinical Trial Lead Executive Officer — EFDA. Accessed on 09 March
2025.

@




CDT-Africa

Core Fuction: Building Africa’s medical discovery and development capabilities

Medical Care CT &

Discoviery & Delivery Regulatory
Development Innovation Sciences

Core Programs

Priority & Programs

Disease focus area are those with high unmet need in Africa that are under-addressed by
the global biomedical research and pharmaceutical R&D ecosystem. Cancer included as
a neglected disease in the region.

» 1Mastersin Clinical Trials programme (Internationally accredited)

» 3 PhD fellowship tracks, 4 postdoctoral fellowship tracks

» 1 Virtual advanced certificate short course- ClinOps (Internationally accredited)
» 10 skills based short courses

» Grassroots initiatives to improve innovation and science leadership

» 30+ translational Projects

Operating Environment

CDT-Africa enjoys semi-autonomous status and the full support of the Addis Ababa
University as well as the Ministry of Education. We value all partners and treat them with
utmost respect, and work with them for mutually beneficial outcomes. We ensure public
accountability and transparency through scientific and public feedback and stringent
activity, financial and procurement auditing and reporting mechanisms.

Join us and Work with us for Global Impact

& www.cdt-africa.org W @cdtafrica f CDT Africa © CDT Africa



Ethiopian Medical Journal 2025, 63(supplement 1) o o
Open access articles distributed in terms of ISSN 0014-1755 eISSN 2415-2420 Mesfin et al

Creative Commons Attribution Licence [CC by 4.0]

Original Article

Clinical Trials Ecosystem in Ethiopia: A Qualitative Study of Stakeholder Views on
Strength, Opportunities, Challenges and The Way Forward

Miraf Mesfin', Medhin Selamu', Mehiret Maru', Yimtubezinash Woldeamanuel', Rahel Birhane', Michele Jo-
sephl, Solomon Mequanente Abay4, Telahun Teka®, Adamu Addissie 7, Asnakech Alemu?, Hailemichael Get-
achew?®, Sisay Yifira®'°, Yeshigeta Gelaw'! ,Asrat Hailu'?, Eyasu Makonnen'*, Abebaw Fekadu*! > 13

'Center for Innovative Drug Development for Africa (CDT-Africa), College of Health Science, Addis Ababa Uni-
versity, Ethiopia

’Ethiopian Food and Drug Administration (EFDA), Addis Ababa, Ethiopia

*Department of Microbiology, Immunology and Parasitology, College of Health Science, Addis Ababa University,
Ethiopia

*Department of Pharmacology and Clinical Pharmacy, College of Health Science, Addis Ababa University,
Ethio pia

5Ministry of Education, National Research Ethics Review Board (NRERB), Addis Ababa, Ethiopia

Department of Epidemiology and Biostatistics, School of Public Health, College of Health Sciences, Addis Ababa
University, Addis Ababa, Ethiopia

"Institute of Medical Epidemiology, Biometrics, and Informatics, Martin-Luther-University Halle-Wittenberg,
Halle, Germany

¥ Armauer Hansen Research Institute (AHRI), Addis Ababa, Ethiopia

°School of Medicine, College of Medicine and Health Sciences, University of Gondar, Gondar, Ethiopia
Department of Pediatrics and Child Health, St Paul Hospital Millennium Medical College, Addis Ababa,
Ethiopia

"Department of Ophthalmology, College of Medicine and Health Sciences, Bahir Dar Universisty, Bahir Dar,
Ethiopia

WHO Collaborating Center for Mental Health Research and Capacity Building, Department of Psychiatry,
School of Medicine, College of Health Sciences, Addis Ababa University,
Addis Ababa, Ethiopia.

Department of Global Health and Infection, Brighton and Sussex Medical School, Brighton, UK

*Corresponding author: abebaw.fekadu@aau.edu.et

Abstract

Background: Ethiopia's participation in clinical trials remains low. This study aimed to investigate the chal-
lenges and opportunities associated with conducting clinical trials in Ethiopia.

Method: This study employed a qualitative, exploratory design. Seventeen purposively selected clinical trial
stakeholders participated: clinical trial investigators (n = 6), ethics review board members (n = 8), regulatory
authority officials (n = 2), and an insurance company officer. Data were collected through in-depth interviews,
which were audio recorded, transcribed, and analyzed thematically.

Results: Four themes were identified: (1) system of protocol approval, (2) investigator motivation, strengths, and
opportunities, (3) challenges, and (4) recommendations on improving the clinical trial system. The potential im-
pact and opportunities of clinical trials were the main motivating factors for investigators to engage in clinical
trials. The availability of trial sites, patient recruitment potential, and recent interest of insurance companies were
mentioned as the main opportunities. There was a bigger preoccupation with the challenges, and five groups of key
challenges for conducting clinical trials were identified. These included the limited financial, infrastructural, and
human resources, leading to a slow trial approval process. Investigator-related factors, including incomplete sub-
missions, low protocol quality, delays in responding to reviewers’ comments, and engagement in high-risk trials,
were also identified.

Conclusion: Ethiopia offers promising foundations and opportunities for conducting clinical trials. However,
many challenges prevail at every level. To harness the opportunities, stakeholders need to address the main chal-
lenges, namely addressing structural issues (vesources, infrastructure, and harmonization) at both national and
institutional levels, speeding up the approval process, and building broader clinical trials capacity.

Keywords: Clinical trial, Challenges, Opportunities, Clinical trial ecosystem, qualitative, Ethiopia
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Introduction

Clinical trials are critical for establishing a high-
quality evidence base for clinical practice, health sys-
tem improvements, human and infrastructure devel-
opment in healthcare, and rational allocation of re-
sources (1). The global importance of expanded clini-
cal trial capacity, as well as its challenges, was
demonstrated during the recent COVID-19 pandemic.
While the pandemic required large-scale trials and
partnerships with new approaches, such as decentral-
ized clinical trials (2), clinical trial quality and coor-
dination were challenged (3). The pandemic also ex-
posed the glaring inequity where the fragile
healthcare system, poor infrastructure, and limited
human capacity meant the limited participation of
low-income countries in clinical trials (4). Participa-
tion of low-income countries in drug and vaccine
trials, as well as compliance of studies from low-
income countries with regulatory requirements, was
significantly low (5). Despite such challenges, the
pandemic has prompted countries and regions to pri-
oritize ensuring sustainable access to healthcare, in-
cluding improvements in clinical trial ecosystems.
The relevance of regional entities, such as the African
Medicines Regulatory Harmonization, has been en-
hanced. In individual countries such as Ethiopia,
there have been attempts to expedite ethics and regu-
latory approvals in response to the pandemic.

Beyond the opportunity to close contextual evidence
gaps often overlooked by international clinical trial
undertakings (6), clinical trials provide opportunities
to uncover the varying effects of interventions arising
from genetic, environmental, nutritional, or biological
strain variations (7, 8). The economic capacity of
these countries demands robust evidence for afforda-
ble health services and interventions (9). Infrastruc-
ture and human capacity advancement prospects
could also serve as a catalytic role in developing in-
stitutional research capacity (10). In addition, while
not a priority, the growing expansion of international
sponsors and the pharma industry has economic re-
percussions. The estimated median cost of trials in
the United States generally ranges from $3.4 million
(for Phase I) to $21.4 million (for Phase III) (11). The
positive effect on human health expenditure savings
on society will also be reflected in the national econo-
my. In a study conducted in the United States, the
projected net benefit to society from only 28 Phase II1
trials within a 10-year period was $15.2 billion (12).

Ethiopia is one of the most populous countries in the
world, ranked 10th globally and 2nd in Africa, repre-
senting 1.62% of the global population and 8.6% of

Africa’s population (13), with an increasing burden
of communicable and non-communicable diseases.
However, engagement in clinical trials in Ethiopia
remains very low (14, 15). Most clinical trials in
Africa are conducted in Egypt and South Africa (16).
The reasons for this low rate of clinical trials in Ethi-
opia have not been explored adequately. In recogni-
tion of this, the Advisory Committee on Clinical Tri-
als (ACT) recommended a study to evaluate the ex-
isting clinical trials ecosystem, aiming to facilitate an
informed discussion and recommendations that
would accelerate improvement in the clinical trials
ecosystem. ACT was established four years ago to
identify the critical gaps and barriers for the conduct
of clinical trials and explore ways to improve the
clinical trials ecosystem in Ethiopia. The Centre for
Innovative Drug Development and Clinical Trials for
Africa (CDT-Africa), as a regional medical discovery
centre and committed to clinical trials, has taken re-
sponsibility for facilitating the establishment and
operation of the ACT. Thus, this study aimed to ex-
plore the systemic challenges and opportunities of
conducting clinical trials in Ethiopia, with the goal of
proposing practical solutions.

Materials and methods

Design

A qualitative study employing a phenomenological
approach was conducted to explore the system, chal-
lenges, and opportunities of conducting clinical trials,
examining the experiences of investigators, ethics
committees, regulatory authorities, and the insurance
industry.

Study settings

The study was conducted in Addis Ababa and region-
al states with major clinical trial activities (Gondar
and Jimma University). Addis Ababa is the capital
city of Ethiopia, where national clinical trial over-
sight bodies and accredited Institutional Research
Ethics Review Committees (IRERCs), including the
National Research Ethics Review Board (NRERB),
are found. The study was conducted from December
2019 to January 2020.

Sampling technique and participants

Participants were purposively selected to include
experts from the WHO/SIDCER recognized IRERCs
(College of Health Sciences-Addis Ababa University
(CHS-AAU), Armauer Hansen Research Ethics
Committee (AHRI), and the Ethiopian Public Health
Institute (EPHI)), National Research Ethics Review
Board (NRERB), the Ethiopian Food and Drug Au-



thority (EFDA), clinical trial experts, and the insurance
company. Two participants were included from each
research ethics committee and regulatory body. Investi-
gators who have been involved in at least three clinical
trials and an insurance company that has recently initiat-
ed a pilot service provision were included. The number
of participants was determined based on representation
and the number needed to achieve theoretical saturation.

Data collection

Specific semi-structured topic guides were prepared for
each group of participants. The topic guides explored
key questions, including the clinical trial approval pro-
cess, opportunities and challenges associated with con-
ducting clinical trials, and potential solutions. In-depth
interviews were conducted with each participant in Am-
haric, one of the official working languages of the coun-
try. Three experienced researchers (MM, MS, and MM)
with backgrounds in clinical trials and qualitative re-
search carried out the interviews. Interviews were audio-
recorded and transcribed verbatim for analysis.

Data analysis

Thematic analysis of the data was employed. Initial
codes were generated independently by two coders (MS
and MM) using two selected transcripts. OpenCode soft-
ware was used to assist in the analysis. Emerging codes
were cross-compared for agreement and resolution of
inter-coder disagreements. The codebook was then re-
fined, and the two coders coded the remaining inter-
views. Themes were created from the final codes gener-
ated, and stepwise replication was carried out. Inconsist-
encies that arose from these separate analyses were ad-
dressed. Thematic categories were refined, and concep-
tual similarities and differences were explored and syn-
thesized. Participant quotes were used to illustrate the
themes.

Ethical considerations

Informed consent was obtained after participants were
informed of the study aims, the purpose of the inter-
views, and other elements of consent. The protocol and
interview guides have received approval from the Insti-
tutional Review Board (IRB) of the College of Health
Sciences, AAU (Ref. No. 067/16/Psy). The audio rec-
orded, as well as the transcribed interviews, were identi-
fied by codes instead of personal identifiers to maintain
confidentiality.

Results

A total of 17 participants were included in the study
(Table 1). Among these six were clinical trial research-
ers; eight were institutional and national ethics commit-
tee chairs, secretaries, and members; two were from the
national regulatory authority, and one was from an in-
surance company. Under a third were women, while just
over half were trained at PhD level. Among the clinical
trial investigators, six were from higher education insti-
tutions: four from Addis Ababa and two from universi-
ties outside the city. Furthermore, two participants were
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from research institutes affiliated with ministries.
Most participants were senior scientists with a
minimum of 6 years of experience, extending to 40
years. All were involved as principal investigators.
Regarding gender composition, only one of the
trialists was female. The representative from the
insurance industry was a department director at an
insurance company that had begun providing cov-
erage for a few clinical trials.

Table 1: Characteristics of participants

Characteristics Number Percent

Sex
Male 12 70.6
Female 5 29.4
Qualification
MD 2 11.8
MSc 6 353
PhD 9 52.9
Years of Experi-
ence
1-5 5 29.4
6-10 5 29.4
11-15 3 17.7
15+ 4 235
Role
Clinical Trial 6 353
Researcher
Ethics Board 8 47.1
Member
Regulatory 2 11.8
Agency
Insurance 1 5.8
Company

Four themes were identified: The overall clinical
trial approval and regulatory system, Aspirations
and opportunities, Challenges, and Recommen-
dations on the way forward.

Theme I: The overall clinical trial approval
and regulatory system

The overall clinical trial approval and regulatory
system was related to the mandate of approval
agencies, level of approval, and procedures
(Figure 1). The approval process involves three
layers: Institutional Review Boards (IRB)- often
preceded by department-level approval and re-
ferral — the National Research Ethics Review
Board (NRERB), and regulatory approval by the



Ethiopian Food and Drug Authority (EFDA). In terms of
scope, while IRBs review all types of studies conducted
in their respective institutions, the NRERB is mandated
to review institutional or non-institutional studies in-
volving multi-center collaborative studies, clinical trials,
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genetic research, and studies that require the transfer

of biological material.
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Figure 1: Clinical trial approval levels and processes in Ethiopia. NRERB = National Research Ethics
Review Board; EFDA = Ethiopian Food and Drug Authority; CT = Clinical trial

The EFDA is legally mandated to provide oversight of
all clinical trials involving investigational products.
These include providing approval for trial protocols,
monitoring/inspection of trial site, suspending or termi-
nating trials which have safety concerns/violations, and
requiring periodic/event-based/closeout reports for all.
The IRERC is also mandated to conduct preliminary
review, approve protocols, and follow up on adverse
events. On top of these activities, EFDA is further man-
dated to approve investigational product (IP) importa-
tion, monitor IP disposal, and evaluate clinical trials
result before dissemination, while NRERB is further
mandated to approve the transfer of biological material.

The most extended time period indicated in the guide-
lines for obtaining clinical trial approval is 60 days for
most IRERCs and NRERB, and 90 days for EFDA.
However, from their experience, investigators noted that
the minimum approval duration was six months.

Investigators described the approval process as follows.
“The ethical approval works at different levels.
As to my experience, the process begins at the
institute level then to science and technology,
and finally to EFDA ...the process almost took

six months...it is all about identifying the
requirements and fulfilling what is needed

but there are some challenges.” CTI 002

“...the whole process... [the] hierarchical
nature or the steps of the approval process
is cumbersome; parallel submission is not
allowed as you know. Getting institutional
support as well as approval is mandatory

and not encouraging.” CTI 001

Theme II: Aspirations, strengths, and opportuni-

ties

Clinical trial investigators have indicated that, alt-
hough they are sometimes frustrated by the chal-
lenges they face, most aspire to continue conducting
clinical trials. Factors cited to inspire them or keep
them motivated were the trial process and the im-
pact, as well as potential opportunities arising from
clinical trials. These included the challenging and
problem-solving nature of clinical trials; the poten-
tial to address treatment gaps; the fact that it is an
intersection between research and patient care; the
opportunity it presents to build capacity and to the
acquisition of wholistic administrative knowledge;



the gratifying result; generation of country-specific and
locally relevant evidence and its high impact in chang-
ing policy (Box 1).

“In the process of conducting clinical trials, how
meticulous you should be and how every detail
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requires carefulness made me appreciate it. 1
have seen that it is different from what I have
assumed at first and from other customary
research’’ CTI002.

treatment needs

€sS.

a. Clinical trials’ impact in changing policy

b. Clinical trials offer an opportunity to build human capital

c. The challenging nature of clinical trials, i.e., the need to be resourceful

d. The problem-solving nature of clinical trials and the potential for addressing critical

e. The end result of clinical trials, which is the best scientific evidence (“your ability to
get high-level/valuable results is gratifying”)
f.  An intersection between research and patient care — unlike other research methods, it

provides the opportunity for clinicians to combine both clinical and research practic-

g. Opportunity for producing country-specific/locally relevant evidence
h. Exposes the researcher to multidisciplinary knowledge and holistic roles, e.g., fi-

nance, patient management, and administration.

Box 1: Factors motivating health professionals to be involved in clinical trials

The IRERCs acknowledged that securing interna-
tional recognition (WHO SIDCER recognition) was
an important milestone and a strength. The availa-
bility of ethics and regulatory submission guide-
lines, checklists, and standard operating procedures
(SOPs) was also valuable support for the submis-
sion process. The motivated and committed mem-
bers serving on the review process, without finan-
cial compensation, were also cited as critical inputs.
Regarding their structure and functioning, most
have noted that the composition and representation
of board members meet international standards.
One of the IRERCs has alternative committee
members so that scheduled meetings will not be
canceled in the absence of regular members. Some,
especially IRERCs in research institutes, have
strong institutional support and a well-trained sec-
retariat. Government recognition and legal mandate
of NRERB and EFDA, respectively, are cited as
additional strengths of the national oversight bod-
ies. Participants from EFDA stated that they have
created the opportunity to discuss with investiga-
tors for further clarification of the protocol.

Members of the IRERCs pointed out opportunities
to strengthen their capabilities. They indicated that
some have secured grants for capacity building,
established connections, or collaborated with
IRERCs in other countries. EFDA has already es-

tablished a separate directorate for clinical trials and
pharmacovigilance, consisting of two distinct units
for each. The initiation of training on clinical trials at
the master’s level by AAU was also mentioned as an
opportunity. The investigators noted that they had no
trouble finding trial sites or facing issues related to
patient recruitment. The insurance company repre-
sentative mentioned that the insurance industry has
only recently recognized the business opportunity for
providing insurance coverage for clinical trials.
However, one reason for the delay in protocol ap-
proval is the lack of insurance coverage. Researchers
typically purchased insurance coverage from outside
Ethiopia. Following recent engagement with insur-
ance companies, researchers have begun to procure
coverage within the country.

Theme III: The challenges

Regardless of the investigators' motivation for in-
volvement, the process of conducting clinical trials
was regarded as very challenging. There was consid-
erable agreement among investigators on the types
of challenges described. The ethics committees, as
well as the regulatory authority, described challenges
encountered in protocol review and oversight from
their end. These challenges are related to human
resources, financial resources, infrastructure, institu-
tional/administrative factors, and researcher factors.
Human Resources: From the perspectives of the



ethics committees and the regulatory body, one of the
main challenges raised was the shortage of human re-
sources, particularly in terms of reviewers for protocol
reviews and conducting regular monitoring and inspec-
tions. Occasionally, an expert might be requested to re-
view the same protocol at different tiers of the ethics
approval process. The number of secretariat staff was
also noted to be not proportional to the workload. For
example, one of the IRERC:s is staffed by one full-time
secretariat personnel. A shortage of human resources
was also stated to be a significant challenge for EFDA,
the department responsible for authorizing clinical trials,
with limited number of professionals assigned to two
major case teams (pharmaco-vigilance and clinical tri-
als). Time was cited as the most significant factor con-
tributing to the shortage of reviewers.

“Reviewing takes a lot of time and so we take

our spare time...for me, I always need extra

time to read or review a protocol. Since I don’t

have a dedicated time for my IRERCs related

duties I am always obliged to use after hour ...

that is the same for all reviewers.” ECC001
Generally, inadequate capability for reviewing clinical
trials was an overarching challenge. Participants also
noted the high demand for reviewers in some specialties
leading to a higher workload on reviewers working in
these specialties. Participants also expressed the difficul-
ty of finding chairpersons for review boards due to the
demanding nature of the position.

The absence of a dedicated secretariat team was a com-
mon issue at the national level. Consequently, a clinical
trial is just one of the many competing tasks the team
must manage. Although one of the institutional review
boards noted that they have a dedicated secretariat, the
individual is employed by a capacity-building project,
raising questions about sustainability. They also struggle
to hire experienced and competent individuals for the
demands of the ethics review process, leading to inade-
quate decision consolidation, insufficient follow-up
from reviewers, and widespread delays in convening
meetings.

“IRERC without a good secretariat is weak and
inefficient in a sense that you know as an inves-
tigator when you visit the office there should be
somebody to discuss to and give appropriate
information when you submit your proto-
col ....in addition, someone who is capable of
communicating reviewers’ feedback” ECC01

Frequent staff/secretariat turnover and the inability to
build the capacity responsive to the frequency of staff
replacement is a shared challenge both from the over-
sight bodies as well as the investigators.

“There is a very high staff turnover in our
IRERC staff, when we go to the IRERC office
to check the progress of our protocol review,
we will not find them...most of the time we will
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get their telephone number from the for-
mer staff...and you are supposed to ex-
plain your case many times” CTI1005

A substantial staff turnover in site clinicians is also
reported by the investigators. Due to this challenge,
most are obliged to hire their site clinician for the
clinical trial period. The turnover necessitates train-
ing in Good Clinical Practice (GCP) multiple times
during the clinical trial period.

Financial Resources: Typically, the budget is
allocated by the government; however, there are
IRERCs without institutional funding, and in some
cases, the allocated budget is inadequate. This re-
sults in a lack of capacity to run the IRERC smooth-
ly, including the inability to conduct site visit moni-
toring. There are also cases in which the allocated
budget is not utilized. In the case of the EFDA,
evaluation fees are collected, which were deemed
necessary for contracting external consultants.

Infrastructural: Almost all have reported inade-
quate working space or archival space. The trial site
challenge is also shared by most, particularly the
space in health facilities. Occasionally, the distance
of the field study site from a general hospital was
mentioned as a challenge to handling adverse
events. All use private laboratories for most of their
tests due to noncompliance and the low interest of
governmental institutional laboratories in carrying
out GCLP-compliant tests.

Institutional and administrative: Participants
described limitations related to an underestimation
of the role of ethics committees as well as demands
of trial-related tasks by leaders of institutions and
higher officials, which leads to poor attention to
tasks related to clinical trials. The issue associated
with incomplete structural transitions during re-
structuring was also raised. This resulted in the
sharing of resources, the loss of experienced staff
and accumulated expertise, and an incomplete trans-
fer of databases, such as identifying suitable re-
viewers for a particular protocol. The latter resulted
in overburdening of chairpersons with consultation
for many cases. Inefficiencies of the administrative
procedures were cited by almost all respondents.
From the insurance industry perspective, the insur-
ance company representative stated that clinical
trial has yet to be identified as an industry track,
although there is a lot that the industry could benefit
from.
“I was very much surprised when the doc-
tor said they are buying insurance cover-
age from foreign countries...when they
asked other insurance companies, they
have not even heard the name [clinical
trial].... We are losing a big opportunity,
and this is embarrassing as a country.”
INS001



Researcher factors: Several factors related to re-
searchers were identified as contributing to the delay in
protocol approval. These included: incomplete submis-
sion, i.e., failure to comply with submission guidelines
which relate to experience in submitting protocols; sub-
standard protocol quality; mistimed protocol submission
as the review process is highly dependent on regular
meetings; the late response of researchers to feedback;
and uninformed expectations from the investigator's side
i.e., researcher’s underestimation of time required for
ethics approval. Some researchers are also involved in
sponsor-driven trials designed without consideration of
the risk-benefit ratio. In multi-country or multi-
institutional research, slow approval from partner insti-
tutions can also delay approval.

Theme IV: Recommendations for the way forward
Several recommendations addressing factors that delay
approval, related to IRERC/regulatory authorities, inves-
tigators, and resources, were suggested (Box 2).
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Further specific recommendations were made to
strengthen the structure of the NRERB by establish-
ing a council or national task force backed by legal
frameworks that enhance accountability at a higher
level. A revision of NRERB guidelines to address
emerging areas of research was also recommended.
Regarding the EFDA, specific recommendations
included adjusting the regulatory service fee, partic-
ularly for nationally initiated studies. An additional
suggestion was to establish a senior independent
advisory committee or consultants, whose technical
expertise can be utilized for certain research areas
beyond the capacity of regulatory experts. Recog-
nizing it could be a significant service area with
great potential, involving the insurance industry as a
stakeholder and enhancing its capacity regarding
clinical trials and risk assessments were recom-
mended.

Box 2: Recommendations for improving the clinical trial ecosystem, focused on ethics and regulatory ap-

proval processes

e Strengthen ownership: Better sense of ownership by institutional leaders, includ-

ing providing for a dedicated secretariat; improving physical and IT infrastruc-
ture; ensuring adequate institutional budget allocation for review committee func-
tions.

Establish Registry System: Setting up a web-based national clinical trial registry
system.

Implement Interventions: Conduct gap analysis and implement specific interven-
tions with each stakeholder.

Build Reviewer Capacity, Particularly in Emergent Areas of Clinical Research
and Ethics.

Incentivize Reviewers: Time compensations, considering review as teaching load,
certification, training

Harmonize approvals: Harmonize ethics and regulatory approvals to eliminate
redundant approval processes—Capacitate IRERC to complete ethical approvals,
with NRERB assuming an oversight role. As an independent entity, the Advisory
Committee on Clinical Trials (ACT) can facilitate such harmonization.

Conduct Self-Audits: Practice of regular internal self-auditing

Enhance Communication: Improve communication and information exchange
among various stakeholders. Advocacy and awareness creation among institution-
al leaders and the government. Platforms, such as the ACT, and regular celebra-

tions of International Clinical Trials Day, as well as AHRI’s Clinical Trials Net-



Discussion

The ground for conducting clinical trials in Ethiopia
appears to be fertile, as indicated by the enthusiasm and
aspirations of investigators and representatives from the
IRERC and regulatory authorities. The major stakehold-
ers of clinical trials have also identified many strengths
and opportunities in the clinical trial system. Strong
IRERCs with international recognition is encouraging.
Dependable IRERC also eases the burden at higher lev-
els and shortens the overall approval time. Investigators
appreciated opportunities for patient recruitment and
retention. Although the system was overall considered
well-established, it has many challenges and would ben-
efit from improvements. Marked challenges related to
human, financial, and infrastructural resources were
noted. Institutional factors and those related to research-
ers were also pronounced.

Challenges related to funding constraints, insufficient
incentives, limited capacity-building opportunities, defi-
ciencies in human resources, materials, and infrastruc-
ture, along with weak regulatory and administrative sys-
tems, have resulted in delayed approvals, complex over-
sight, and administrative inefficiencies (17, 18). Recom-
mendations made were mainly capacity building,
knowledge sharing, experience exchange, networking,
collaboration, and prioritizing research systems (17). As
the sample of investigators enrolled in our study consist-
ed of investigators, reviewers, and regulators with vast
experience in clinical trials, a lack of awareness, confi-
dence, and motivation didn’t arise in our study. Howev-
er, considering the time gap between our study and these
two previous studies (17, 18), the similarity of challeng-
es identified signifies unresolved long-standing issues.

There is also a similarity in some of the significant iden-
tified barriers and facilitators of clinical trials in Ethio-
pia such as underdeveloped research infrastructure,
workforce capacity, low prioritization, limited funding,
and staff turnover, with other study reports (19). Experi-
ence of challenges related to recruitment and consent has
also been reported. Nonetheless, none of the investiga-
tors in our study identified this as a challenge. Availabil-
ity of patient pool and ease of recruitment were, in fact,
identified as an opportunity for conducting clinical trials
in Ethiopia, similar to other studies conducted in other
developing countries (20). There is also a clear need for
building the capacity of investigators. One of the chal-
lenges identified in the quantitative research (21), is the
low intensity of engagement of clinical trial investiga-
tors. Having highly qualified investigators, who are in-
tensely engaged in clinical trials, may have a transform-
ative impact on the national clinical trial landscape.

Due to these many challenges, the progress of clinical
trials in Ethiopia has been slow. In a study conducted in
2016, the number of registered studies from Ethiopia
was 145 (22).

The number has increased since, though the growth is
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well below the potential of the opportunities avail-
able for Ethiopia. Despite some African countries
showing higher participation in clinical trials, the
challenges faced by trialists across Africa are
shared and reflected in the findings of this study
(23-26). However, continental initiatives such as
Africa’s commitment to local manufacturing of
essential health products (27), regional harmoniza-
tion (24, 28, 29), and efforts to enhance regulatory
systems (30, 31) should improve the clinical trials
ecosystem. Moreover, the potential benefits of-
fered by clinical trials for improving the standard
of clinical care, attracting investment, and contrib-
uting to economic growth should not be over-
looked by government officials.

Several limitations must be considered when read-
ing this report. First, the number of participants,
given the diversity of stakeholders, is limited. For
instance, pharmaceutical companies or stakehold-
ers from the private health sector were not in-
volved. This may have restricted the range of opin-
ions and recommendations. The team coordinating
the study is working diligently to improve the clin-
ical trial ecosystem. This goal may also have intro-
duced biases. The differing motivations of re-
spondents, such as ethics board members, re-
searchers, and regulators, were not explored ade-
quately.

Conclusion

Clinical trials, corresponding to the complexity
and the strength of evidence they provide, rely on
interconnected processes, systems, and stakehold-
ers. This study has explored the ecosystem of clini-
cal trials, examining the overall system’s strengths,
opportunities, challenges, and recommendations
for the way forward, based on the experiences of
key clinical trial stakeholders. The insights can be
beneficial for building on existing strengths and
opportunities. One of the critical issues that needs
to be tackled as a priority is the lack of overall
leadership in the field. While some institutions
have attempted to fill the gap, this has not been a
mandated responsibility. For instance, as a multi-
institutional entity focused on enhancing the clini-
cal trials ecosystem, restructuring the ACT to have
a delegated responsibility to coordinate the nation-
al clinical trials system will make a significant
contribution to national clinical trial leadership.
Building broad clinical trials capacity, speeding up
the ethics and regulatory approval processes, en-
gaging the pharmaceutical industry and Contract
Research Organizations, leveraging digital tech-
nologies, and encouraging regionalization are criti-
cal ingredients for expanding clinical trial opportu-
nities. In the context of the huge unmet health
need, the rapidly growing population, and the drive
for local biomanufacturing, Ethiopia can be one of
the major clinical trial destinations in the world if a



holistic national engagement is assured.
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Abstract

Introduction: The number of clinical trials conducted globally is increasing over the past decade. However, en-
gagement of low- and middle-income countries (LMICs) in clinical trials remains disproportionately low. This
study aims to assess trends in clinical trials registered from Ethiopia in international trial registry platforms.
Methods: A systematic search was conducted across three major international clinical trial registries, i.e., Inter-
national Clinical Trials Registry Platform (ICTRP), ClinicalTrials.gov, and the Pan-African Clinical Trials Regis-
try (PACTR), to identify registered trials from Ethiopia. The search results were exported in XML format and ana-
lysed using STATA version 14.2.

Results: A total of 489 studies conducted in Ethiopia were identified across the three trial registry platforms.
Over 80% of these trials were registered on ClinicalTrials.gov and the Pan-African Clinical Trials Registry. The
predominant focus of the trials was on Infectious diseases, particularly NTDs, TB, HIV and malaria, which ac-
counted for 54.4% of the total. Trials comprising behavioural interventions constituted about 40% of the total.
Most of the registered clinical trials were sponsored by local academic institutions, and early-phase clinical trials
constituted 9.8% of the total registered studies. The first clinical trial was registered in 1999. However, 85.0% of
the trials were registered just in the past decade, since 2015, a year marking the celebration of the first Interna-
tional Clinical Trials Day.

Conclusion: Ethiopia has made significant strides in conducting clinical trials, especially in the past decade,
reflecting a growing commitment to contributing to global clinical research. However, considerable work is still
needed to enhance the role of clinical trials in therapeutic advancement. To sustain and accelerate the current
momentum of clinical trials, ethics committees and regulatory authorities as well as academic and research insti-
tutes have to increase their effort in partnership with relevant national and international stakeholders, particularly
the industry.
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Introduction

Conducting clinical trials in developing nations, such ture; organizational set up, such as insufficient
as Ethiopia, presents a myriad of challenges (1). funding; and individual level factors, notably defi-
These obstacles can be categorized into systemic fac- cit of experience (2-4).

tors, including inadequacy of institutional infrastruc-



Despite the high level of disease burden, diverse de-
mographics, and competitive operational costs (5, 6),
the number of clinical trials conducted in Africa re-
mains disproportionately low (7). While there has
been a global increase in the number of clinical trials
over recent years, Africa's participation remains lim-
ited. The continent, which is home to over 18% of the
world's population, hosts less than 3% of global clini-
cal trials. Projections indicate that Africa's population
may reach nearly 2.5 billion by 2050, accounting for
over 25% of the global populace (6, 8). This demo-
graphic shift highlights the urgent necessity for en-
hanced investment in clinical trials within Africa to
ensure that healthcare services are adequately tailored
to meet the specific needs of its expanding and di-
verse population.

According to Global Data, between December 9,
2012, and March 8, 2023, only 2.2% of global clini-
cal trials were conducted in Africa. During this
timeframe, a total of 5,071 clinical trials were con-
ducted, with Egypt accounting for the majority at
2,910 trials (9, 10).

Ethiopia is the second most populous country in Afri-
ca with huge potential to advance its health systems
and health product development through clinical tri-
als. In this study, we aimed to understand this poten-
tial by systematically analysing the evolution and
volume of clinical trials conducted in Ethiopia, as
evidenced by clinical trial registries. Unlike previous
investigations that examined the status of clinical
trials within registry platforms, this study specifically
focuses on interventional clinical trials (11, 12).

Methods

Search strategy

The search was conducted in December 2024, with
search completed on December 18", 2024. The
search focused on three international clinical trials
registry platforms although other national registry
platforms were also included.

1) The ClinicalTrials.gov: the American clinical trials
registry system registers studies conducted in all 50
US states and over 200 countries. This platform is
one of the oldest and most well-known clinical trial
registry platforms and lists studies involving human
participants, addressing health-related research ques-
tions, and adhering to ethics review and other health
authority regulations and laws (clinicaltrials.gov) (7).
2) The International Clinical Trials Registry Platform
(ICTRP): records clinical trial data from multiple
registries through an accessible search portal. This
platform is the largest clinical trials registry database
aggregating data from more than 16 recognized clini-
cal trial registries (13).

3) The Pan African Clinical Trials Registry (PACTR)
Portal: includes studies being conducted across Afri-
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ca (14).

All the databases were searched within the same day
December 18", 2024. The search term "Ethiopia"
was entered into the advanced search toolbar, and the
search extended from the date when the registry be-
came operational ending on the final search date of
December 18", 2024. The resulting data were export-
ed to XML format. After exporting the data, we veri-
fied the presence of all data items required for a clini-
cal trial registration. All data were then exported into
STATA version 14.2 for analysis.

Data Abstraction

Data abstraction followed three steps. First, regis-
tered studies were grouped into observational and
interventional studies. Secondly, all observational
studies were dropped as the aim of our study was to
describe clinical trials conducted in Ethiopia. Finally,
interventional studies were further scrutinized to in-
vestigate if the studies were clinical trials. Only stud-
ies that fulfilled our screening criteria were included
into our synthesis. We extracted data on registration
period (whether registered prospectively or retrospec-
tively), conditions or diseases addressed, the type of
intervention tested, study designs, purpose of the
trial, primary sponsor, institutions responsible for
leading the trials and phase of the trial.

Coding of disease conditions studied

Conditions extended from childhood states to infec-
tious diseases and system problems. Studies focusing
on conditions related to children including neonates
and adolescents that did not involve nutritional disor-
ders were categorized as "Child and Adolescent"
conditions. Clinical trials focussing on maternal and
reproductive health, excluding aspects related to nu-
trition, were classified as "Maternal and Reproduc-
tive Health". Studies focusing on Neglected Tropical
Diseases (NTDs) and Non-Communicable Diseases
(NCDs) were coded as NTD and NCD, respectively.
Other studies investigating specific diseases such as
cancer, malaria, tuberculosis (TB) and HIV were
categorized according to their respective disease des-
ignations. Infectious diseases not covered by these
categories were classified under "Other Infectious
Diseases." Additionally, studies that focused on nu-
tritional conditions or problems were coded as
"Nutritional Disorders." Disorders that did not fit into
any of the specified categories were classified as
"Others."

Coding the type of intervention

Interventions involving drugs, vaccines, diagnostics,
and devices were coded as "Drug," "Vaccine,"
"Diagnostic," and "Device interventions," respective-
ly. Studies that provided nutritional supplements
were classified as "Dietary Supplement,” while those
focusing on health systems were coded as "Service."



Studies that focused on surgical procedures were catego-
rized as "Surgical Procedures." Additionally, education,
psychosocial interventions, exercise and interventions
related to behavioural change were coded as
"Behavioural and Educational interventions." Studies
that involved complex interventions were coded as
“complex interventions”. Interventions that did not fit
into any of the specified categories were classified as
"Others."

Coding of institutes leading the trial

The study registries were reviewed and institutions that
were primarily involved in the study were coded accord-
ingly. If the primary institute was not clearly identified,
then affiliation of the study contacts was reviewed, and
their institute was considered the leading institute. If no
institute was found, then the primary sponsor of the
study was considered the leading institute of the study.

Coding of Sponsor type

Studies sponsored by Ethiopian higher education institu-
tions were coded as “local academic institution” and
those sponsored by academic institutes located outside
Ethiopia were coded as “global academic institutes”.
Those sponsored by research institutes were coded as
“research institutes”. Industry sponsored trials were cod-
ed as “industry sponsored”. Studies sponsored by non-
governmental organizations (NGOs) were coded as
“NGO”. Those sponsored by the principal investigators,
consultant offices and ministerial offices were coded as
“other”.

Coding countries of study participant recruitment
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The countries of recruitment were categorized as
“Ethiopia” if conducted only in Ethiopia or “Multi-
countries” if the trial included other countries.

Multiple registry

In cases where studies were registered across mul-
tiple registry sites, the registry platform that rec-
orded the study first was used for analysis, while
the subsequent registries were excluded from con-
sideration.

Data were summarised through simple descriptive
analysis, including descriptive graphs.

Results

Registry and selection

As of December 2024, a total of 1,001,794 studies
are registered worldwide in the ICTRP. The search
results for Ethiopia yielded a total of 1,102 studies:
259 from PACTR, 297 from ClinicalTrials.gov,
and 646 from ICTRP. Of the studies identified,
560 duplicates were removed, and an additional
153 studies were excluded as they were registered
in multiple sites or did not contain Ethiopia as a
site or were not interventional but rather observa-
tional studies. (Figure 1).

International Clinical trials
Registry
n=646

Clinicaltrials.gov
n=297

Pan African Clinical Trials
Registry
n=259

Records identified from
three registry platforms
n= 1,202

¥

Duplicate studies
n=560

Records included for initial
review
n= 642

h §
Records eligible for full
screening
n=489

Ineligible studies removed
n=153
Longitudinal studies
Prospective observational
studies
Double registry
Recruitment site not
including Ethiopia

Figure 1 : Study selection flow diagram, Dec 2024




In addition to the three main registry platforms, eight

additional registries were identified. However, all these

Table 1: Clinical trials registering platforms, Dec 2024
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studies were mostly registered on Clinicaltrials.gov
and PACTR (Table 1).

S.No Registering platform

Number of Trials

Registered

1 Clinicaltrials.gov (USA) 230

2 Pan African Clinical Trial Registry (PACTR) South Africa 201

3 ICTRP 68

Specific Registry platforms on ICTRP

1 United Kingdom’s Clinical Trials registry platform ISRCTN 34

2 Australian New Zealand Clinical Trials Registry (ANZCTR), Australia 9

3 Clinical Trials Registry — India (CTRI), India 7

4 Others 8

Others: Chinese Clinical Trial Registry (ChiCTR), China, EU Clinical Trials Register of European Union Countries, German
Clinical Trials Register, Germany, Iranian Registry of Clinical Trials (IRCT), Iran, Brazilian Clinical Trials Registry (REBEC),

Brazil, Thai Clinical Trials Registry (TCTR), Thailand

The first clinical trial conducted in Ethiopia was regis-
tered in 1999 (5), and since that time, the number of
registered clinical trials has steadily increased (Figure
2). Between 2009 and 2014, the number of registered
clinical trials remained stable, exhibiting consistent
growth.

There was a notable rise in the number of clinical
trials in 2014, of which 85% were registered since
2015. There was further surge, albeit modest, fol-
lowing the COVID-19 pandemic although this falls
to pre-2020 level in 2024.
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Figure 2: Number of clinical trials registered in the three registry databases by year of registration

(with trend line), Dec 2024.



Origin and type of registered studies

Over three quarters of the studies (n=399, 81.6%)
were carried out exclusively in Ethiopia, while the
remaining 90 studies (18.4%) involved other Afri-
can countries or other regions as well.
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Figure 3: trial sites in Ethiopia (Source Pan African Clinica trials Registry platform https://

pactr.samrc.ac.za/Search.aspx ).

* . Single recruitment centre,

* Multiple recruitment centre

Within Ethiopia, there were over 500 recruitment
sites across the country (Figure 3), with Addis Aba-
ba University, Jimma University, the University of
Gondar, Hawassa University, the Armauer Hansen
Research Institute (AHRI) and the Ethiopian Public
Health Institute, being the leading institutions con-
ducting and/or sponsoring the trials.

More than 57% of the trials were registered retro-
spectively, and over a quarter of the trials (27.4%)

included more than 1,000 participants (Table 2). The
clinical trials employed a diverse range of designs,
with the majority employing parallel randomized tri-
als (n=338, 69.13%), while stepped wedge design
representing under 1% of the trials (n=2).



Table 2: Characteristics of studies by registration period, study design and sample size, Dec 2024

Number Percent
Registration period
Prospectively registered 207 42.3
Retrospectively registered 282 57.7
Sample size
0-100 89 182
101-200 64 13.1
201-500 119 243
501- 1000 83 17.0
More than 1000 134 274
Study Design
Parallel, randomized 338 69.1
Parallel, non-randomized 34 70
Factorial 53 10.8
Single Group Assignment 32 6.5
Cross-over 18 37
Sequential Assignment 12 25
Stepped wedge 2 0.4

Disease conditions *N°°

1 |Infectious Diseases

8.2
16.3
= Maternal and reporoductive
Health
v « Chiled and Adolescent Health
49 339

= Nutrition Disorder

58
45

1

16.4

= Surgical Conditions

n Other

Figure 4: Summary of conditions addressed in the clinical trials, Dec 2024.



Disease Conditions
Most of the trials focussed on Infectious conditions,
particularly NTDs, HIV and malaria. However, non-

= Cancer
«HIV

28
28

73

» Maternal and Reproductive Health

*NCD

= Nutrtition Disorders
» Surgery and Anesthesia

= Other
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infectious diseases, including diabetes mellitus,
and hypertension are also receiving more attention
(Figure 4 and Figure 5).

= Child and Adolescent Health

= Malaria

= Mental and Behavioural Discrders
«NTD

» Other Infectious Diseases

» Tuberculosis (TB)

Figure 5: Extended list of disease conditions. Other=01d people, Anaemia, healthy people, No disease condi-
tion, Dec 2024
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Clinical trials focusing on conditions such as cancer
emerged in 2017, and since then, their numbers have
shown a consistent increase until 2024, when there
was a general decline in the registration of clinical
trials. In contrast, clinical trials related to NCDs have
been steadily increasing since 2019 (Figure 6).

Intervention type

Behavioral and educational interventions were the
most prevalent types of interventions, followed by
drug trials (Figure 7). A substantial proportion of
clinical trials were designed with two primary objec-
tives: prevention (35%) and treatment (33%). The
number of vaccine trials, and diagnostic trials repre-
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sented a small fraction of the total number of clini-
cal trials: about a quarter of the trials (26.1%,
n=120) were related to drugs, with 0.6% (n=3) for
vaccines and 2.6% (n=13) for diagnostics. Behav-
ioral and educational interventions focussed on
nutrition-related research addressing nutritional
health outcomes.

Type of interventions in the clinical trials

06 8.37

5.17 ‘
&

3.59

26.1

e

= Behavioral and educational
= Complex Intervention
= Device
40.04 = Diagnostic
= Sietary Supplement
= Drug

= Service

1.59

= Surgical procedure
= Vaccine

= other

Figure 7: Type of interventions in the clinical trials presented as percentages, Dec 2024.

Other: community based TPT initiation, program evaluation, community-based demonstration, Application of mother milk
on umbilical cord, Solar Water Disinfection, changing stove, wash infrastructure and education, weekly questionnaire admin-

istration

Although the majority of the trials were Phase III,
9.8% of the trials fall within the early phases (Phase
0-II). These early-phase studies included bioequiva-
lence, safety trials, and novel entity trials among
patients with cancer.

Sponsor type

Local academic institutes were the primary bodies
for conducting clinical trials, accounting for more
than 68% of the registered trials (Figure 3). Clinical
trials sponsored by pharmaceutical companies re-
main limited in number. Most of the studies were
sponsored by local academic institutions such as
Addis Ababa University, Jimma University, the Uni-
versity of Gondar, Arba Mich university, Hawassa
University and research institutions such as the Ar-
mauer Hansen Research Institute (AHRI) and the
Ethiopian Public Health Institute.

Discussion

A total of 503 trials were identified across various reg-
istry platforms, employing diverse designs. Over 9% of
these studies were early-phase investigations, with an
increasing trend observed over the years. The studies
were conducted at numerous recruiting centres. Trials
in infectious diseases were predominant, followed by
maternal and reproductive health; however, a shift
overtime towards NCDs is being noted.

Most trials were registered in the PACTR and Clinical-
Trials.gov, accounting for over 87% of registered trials.
According to the ICTRP, Ethiopia is ranked 78th in the
world and 9th in Africa in the number of clinical trials
conducted, following Egypt, South Africa, Kenya, Ni-
geria, Tunisia, the United Republic of Tanzania, Ugan-
da and Ghana (13).



Prior to 2014, Ethiopia had registered a total of 145
clinical trials (11). A remarkable shift occurred in
2015, with steep increase in the number of clinical
trials. Although many factors are likely to have oper-
ated, it is worth noting that the first International
Clinical Trials Day (ICTD) was celebrated in May
2014 (1). Despite this encouraging trend in the num-
ber of trials being conducted, Ethiopia’s overall con-
tribution to the African clinical trials landscape has
shown only a marginal increase. Specifically, the
country's share rose from 1.5% (1) to 1.68%, reflect-
ing a mere 0.18% growth. This statistic suggests that
while local research activities are indeed on the rise,
they may not be keeping pace with the broader ex-
pansion of clinical research across the African conti-
nent. Given that Ethiopia is the second most popu-
lous country in Africa, the per capita distribution of
clinical trials remains quite low. This situation high-
lights a pressing need for strategic interventions
aimed at bolstering Ethiopia's contribution to the
global clinical trial.

Ethiopia, with rich heritage of traditional medicine
resources and knowledge and recognized as one of
the African countries to adopt modern medical prac-
tices early (15), has paradoxically made only modest
strides in the field of clinical trials over the years.
With a population exceeding 130 million and making
1.7 % of the world’s population (16), contributes less
than 0.1% of the global clinical trials. This under-
whelming figure may be attributed to a multitude of
factors that impede the advancement of clinical trial
within the country such as poor linkage between in-
stitutes, limited research capacity and underdevel-
oped research infrastructure (1, 12).

Early-phase clinical trials in Ethiopia are considera-
bly fewer in number compared to those conducted in
other African countries, such as Egypt, Kenya, Nige-
ria, and South Africa (12, 17, 18). Building the nec-
essary expertise to design and conduct early phase
trials effectively and strengthening infrastructure
needed to conduct Phase I clinical trials is important
to increase opportunities for early phase studies and
health product development.

Additionally, the current landscape of clinical trials
in Ethiopia reveals a notable disparity in the number
of bioequivalence studies compared to other types of
clinical research. However, this trend is anticipated to
shift soon due to recent regulatory developments in
which the Ethiopian Food and Drug Authority (19)
has started pushing pharmaceutical companies to
conduct bioequivalence studies prior to market entry
of their products.

It is also noteworthy that more than two-thirds of the
clinical trials conducted in Ethiopia are sponsored by
local academic institutes. This statistic highlights a
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high reliance on domestic resources for clinical
research and underscores the urgent need for ca-
pacity development within the country. While lo-
cal institutes play a critical role in advancing clini-
cal trials, there is an urgent necessity for increased
engagement of industry and product development
partners to enable genuine therapeutic advance-
ment in the country.

In line with the evidence from this registry study,
previous studies have highlighted the shift in the
focus of clinical trials in Ethiopia towards NCDs
(11). The surge in research related to NCDs can be
largely attributed to the rising prevalence of these
diseases within the country, which mirrors broader
global health trends (20)

While it is encouraging to note the increase in clin-
ical trials specifically addressing cancer, it is im-
portant to recognize that the number of these trials
remains significantly lower than the actual burden
of cancer in Ethiopia. This discrepancy is unlikely
to be merely due to capacity or infrastructure is-
sues, especially considering the higher the volume
of cancer-related clinical trials conducted in other
African nations (18, 21). Further action, including
enhancing partnerships with industry, is required.
The current landscape of clinical trials in Ethiopia
also reveals a somewhat worrisome trend: the
number of trials focused on drug, diagnostic, and
vaccine remains relatively low. Furthermore, the
drug trials that do exist predominantly involve non
-novel products. Integrating traditional medicine
with modern therapeutic approaches may be need-
ed.

Behavioural and nutritional interventions are com-
monly reported. Whether these were driven by
external donor interests or prompted by national
priorities is unclear.

While there is compelling evidence suggesting that
Ethiopia possesses the capacity and potential for
growth in the realm of clinical trials—evidenced
by the increasing number of ongoing trials, recruit-
ment sites and a few number of early phase clini-
cal trials—the engagement of pharmaceutical com-
panies and Contract Research Organizations
(CROs) remains conspicuously limited in compari-
son to other African nations such as South Africa
and Egypt. In these countries, a significant propor-
tion of clinical trials—approximately 40% in
South Africa (19) and between 38% to 43% in
Egypt (18) -- are primarily sponsored by industry.
Pharmaceutical companies heavily invest in re-
search and development, contributing substantially
to the world economy and created numerous jobs
(22). Thus, this apparent disparity highlights a
critical gap in Ethiopia's clinical trials landscape.



Despite having established a robust ethical and regu-
latory framework (1), Ethiopia faces challenges in
attracting the involvement of pharmaceutical compa-
nies and CROs. These organizations play a pivotal
role in the global clinical research ecosystem, not
only by providing financial resources but also by
fostering innovation and facilitating access to cutting
-edge therapies (23). The absence of substantial spon-
sorship from these entities limits the scope and scale
of clinical trials in Ethiopia, thereby hindering the
country's ability to contribute significantly to global
health advancements. To enhance the clinical re-
search landscape in Ethiopia, targeted efforts must be
exerted to engage pharmaceutical companies and
CROs. This can be achieved through the develop-
ment of strategic partnerships, and initiatives aimed
at showcasing the country's unique potentials and
disease profiles that are of interest to global research-
ers. It is also important to improve the clinical trials
ecosystem more broadly.

The strength of our study lies in the comprehensive-
ness of the information gathered. We meticulously
collected and verified data from each study, ensuring
that all relevant details were included and accurately
represented. This thorough approach not only en-
hances the reliability of our findings, but also pro-
vides a solid foundation for drawing meaningful con-
clusions.

One limitation of our study was the inability to clear-
ly delineate the study phases due to inconsistencies
across the various platforms used for data collection.
Each platform has unique format, structure, and com-
prehensiveness. This lack of standardization made it
challenging to synthesize data effectively, as specific
details that were available on one platform were often
missing or presented differently on another.
Additionally, we encountered difficulties with the
PACTR. Navigating this registry proved cumber-
some, as the interface was not intuitive, and retriev-
ing relevant information required considerable time
and effort (16).
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Conclusion

Ethiopia has made commendable progress in en-
hancing its engagement in clinical trials; however,
there remains considerable work to be done to
fully realize its potential as a significant contribu-
tor to global clinical trials. To build on this pro-
gress, it is imperative to address the barriers that
hinder engagement of pharmaceutical companies
and CROs. Furthermore, the government should
provide targeted support and incentives for aca-
demic institutes to cultivate innovation and en-
hance research-related activities, including training
programs for researchers and streamlined process-
es for trial approvals. By fostering a collaborative
ecosystem that prioritizes research and develop-
ment, Ethiopia can improve its clinical trial land-
scape, but also position itself as a key player in
the global clinical trials arena, ultimately benefit-
ing public health both locally and internationally.
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Abstract

Background: Physicians have a vital role in the design and conduct of clinical trials. Their involvement pro-
motes evidence-based practice, and improves patient care. However, the degree of their engagement varies across
regions and countries. This study aimed to assess the engagement and experience of physicians in the design or
conduct of clinical trials in Ethiopia.

Methods: A cross-sectional study was conducted in three teaching hospitals where clinical trials are frequently
conducted in Ethiopia: Tikur Anbassa Specialized Hospital, University of Gondar Specialized Hospital, and Jimma
University Medical Center. The experience of the physicians from the three hospitals was assessed using a self-
administered questionnaire. The data were analyzed descriptively.

Results: A total of 213 physicians were involved in this study, of whom 40 (19%) reported current or previous
engagement in the plan and conduct of clinical trials. Among those who were engaged in clinical trials, 57.5% (23
out of 40) had been involved only in one clinical trial. Of those who were engaged in clinical trials, 80% reported
that the clinical trials they were engaged in were registered in clinical trial registry platforms although only half
had been an author of any trial-related publications. The physicians noted that obtaining ethics and regulatory
approval took too long. While nearly all physicians who participated in the study (98%) expressed an interest in
getting involved in future clinical trials, onlyl7% were aware of any ongoing clinical trials within their institu-
tions.

Conclusion: The engagement of physicians in clinical trials is low and most appear to have minimal awareness.
However, many would like to get more involved. There is fertile ground to engage physicians in clinical trials,
though this may necessitate training in clinical trial management and design and greater awareness of clinical
research careers.
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Introduction

Clinical trials play a key role in testing new therapeu-
tics and advancing medical knowledge. They provide
the gold standard evidence for policy and clinical
decision-making(1, 2). In addition, clinical trials offer
opportunities for human and infrastructure capacity
building and national economic development(3, 4).

Ethiopia is the 10™ most populous country in the
world representing about 1.7% of the world’s and
9.1% of Africa’s population(5). However, only
0.06% of the global (6), and 1.5% of Africa’s clinical
trials are conducted in Ethiopia(7). Globally, drug
development focuses little on diseases that affect the
population of Ethiopia or Africa more broadly. For
example, only 10 of 1556 new drugs produced from
1975 to 2004 targeted neglected tropical diseases (8).
Lack of attention to the clinical challenges affecting
Ethiopia leads to limited local evidence to inform
policy and practice and lost opportunities to improve
quality of care, target diseases that affect the region,
and foster employment and economic development
opportunities.

Physicians play a crucial role in the design and suc-
cessful execution of clinical trials, given their in-
volvement in patient care, implementation of trials,
safety monitoring, and ethical oversight. Their in-
volvement in clinical trials promotes evidence-based
practice, improve patient care and fosters their profes-
sional development (9). Without the participation of
physicians, the untapped opportunities of clinical
trials cannot be fully realized (9, 10). Yet, the number
of clinicians engaging in clinical trials is low. A sur-
vey conducted by the Association of American Medi-
cal Colleges reported that 14% of all physicians and
24% of academically affiliated physicians were in-
volved in research (11). A similarly low number of
physicians in Africa are involved in clinical trials
(12). In UK, 40% of physicians are involved in clini-
cal research (13) with the majority involved are aca-
demically affiliated. Surveys conducted in United
States indicated that physicians’ engagement in clini-
cal research is declining (11, 14, 15). Several factors
such as time constraints, lack of research expertise,
lack of confidence, and organizational and operation-
al barriers may limit the engagement of physicians in
clinical trials (16). Lack of funding, lack of training
and capacity-building opportunities, poor institutional
support, and regulatory barriers were reported in de-
veloping countries (12). Few clinicians also reported
lack of research interest as a reason for not engaging
in clinical trials (16).

Despite the relevance of physician engagement in

clinical trials, there is limited evidence on the extent
of physician engagement in clinical trials in Ethiopia.
This cross-sectional survey aimed to assess the en-
gagement and experience of physicians in the design
and conduct of clinical trials. The results may inform
efforts to strengthen the clinical trial workforce in
Ethiopia.

Materials and methods

Study design and setting

This descriptive cross-sectional study was conducted
from December 2019 to January 2020, at three uni-
versity hospitals: Tikur Anbessa Specialized Hospital
(TASH), University of Gondar Specialized Hospital,
and Jimma University Medical Center. The hospitals
were selected based on their engagement in clinical
trials, determined by the number of registered clinical
trials in two major clinical trials registration data-
bases, such as ClinicalTrials.gov, and the Pan-
African Clinical Trials Registry (PACTR).

TASH is the teaching hospital of Addis Ababa Uni-
versity and is the largest public tertiary hospital in
Ethiopia, with over 700 beds. The hospital serves
approximately 700,000 patients per year and has over
300 medical doctors(17).

The University of Gondar Specialized Hospital is a
tertiary healthcare hospital serving about 5 million
people in the North-West of Ethiopia, with over 600
beds. The hospital has over 1000 health profession-
als, including more than 200 physicians (18).

Jimma University Medical Center is a teaching hos-
pital of Jimma University, Ethiopia. The hospital has
a bed capacity of 800 and provides services for ap-
proximately 16,000 inpatient and 220,000 outpatient
attendants annually. The hospital is staffed with over
1000 health professionals, of whom 140 are physi-
cians (19).

Participants and sampling technique

Physicians working in the three university hospitals
(TASH, Gondar and Jimma) were selected through a
convenience sampling approach. The physicians were
recruited in two ways: those who had experience in
conducting clinical trials were identified through
clinical trial registries and expert recommendations.
Those who were not on that list were approached
through selected departments. Questionnaires were
distributed across institutions without predefined
quotas or proportional representation.



Sample size

The sample size was determined using a single popula-
tion proportion formula. The estimate for the proportion
of physicians engaged in clinical trials is not reported
from Ethiopia. We, therefore, used the available estimate
from the United States: 14.7%(20). With further as-
sumptions of 5% margin of error, 95% confidence limit,
and 10% non-response rate, the required sample size
was 212 participants. Even though the reference popula-
tion difference should not be disregarded, we took an
overall assumption that

this would be a sufficient sample size for the descriptive
objectives of the study. However, due to the higher non-
response rate observed during the data collection, we
distributed 354 questionnaires (203 in Addis Ababa, 67
in Gondar and 84 in Jimma).

Data collection

A self-administered structured questionnaire was devel-
oped for data collection. The questionnaire contained
information on demographic and professional profile,
engagement in clinical trials, experience obtaining ethics
and regulatory approval, trial registration and publica-
tion, institutional support to engage in clinical trial, and
interest in conducting or continuing to conduct clinical
trials.

Data quality assurance

Field supervisors were trained on the contents of the
questionnaire before data collection. The supervisors
checked the completed questionnaire to ensure com-
pleteness and consistency of the filled data.
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Data management and analysis

Data were entered into Epi-data version 3.1 and
exported to SPSS version 20 for analysis. The data
were analyzed descriptively. Percentages, frequen-
cy tables, and descriptive figures were used as ap-
propriate. Content analysis was used to summarize
the responses of the open-ended questions.

Ethical considerations

Ethical approval was obtained from the institution-
al review board of the College of Health Sciences,
AAU (Ref no. 067/16/Psy) before the start of the
survey. The participating institutions were also
informed about the study. Informed consent was
obtained from the participants after they were in-
formed of the study aims and purpose of the inter-
views. Only codes were used to secure the ano-
nymity of participants and ensure confidentiality.

Results

Characteristics of participants

A total of 213 participants (112 from TASH, 48
from Gondar, and 53 from Jimma) completed the
survey, yielding an overall response rate of 60.2%
which varied by setting (55.2% at TASH, 71.6% at
Gondar, and 63.1% in Jimma). The overall sample
size achieved the calculated minimum sample size
required for the study. The demographic and prac-
tice characteristics of study participants are sum-
marized in Table 1. Most participants were male
(77.4%), and about half of the physicians were
specialists (57.3%). More than half of the physi-
cians (58%) had worked as physicians for more
than five years.

Table 1: Participants’ characteristics at three university hospitals in Ethiopia, 2019/20

Characteristics Number Percent
Sex Male 146 77.4
Female 48 22.6
Qualification Specialist 122 573
Sub-specialist 77 36.2
Others (MSc, PhD) 14 6.5
Year of experience <5 years 89 42
5-9 years 55 259
>1( years 68 32.1

Trial engagement

Forty physicians (18.8%) have ever been engaged in
clinical trials. Male and female physicians equally par-
ticipated (19% each). Among those who were engaged
in clinical trials, most (80.0%) were engaged only in
one or two trials (Fig. 1). Of those who were engaged,
about half (52.5%) were engaged in clinical trials at
the time of the study (Table 2). Most of the physicians

engaged in clinical trials had worked in more than one
role: a quarter as Principal investigator (PI) and as trial
physician, and about half as co-PIs. Additionally, some
participants had roles as co-investigators, monitors,
members of the Data Safety Monitoring Board
(DSMB), advisors or study managers. One in six physi-
cians is aware of clinical trials being conducted in their
institution.
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Table 2: Participants’ engagement in clinical trials at three university hospitals in Ethiopia, 2019/20

Question Number Percent
Awareness about Institutional Aware 36 17
t in Clinical Trial
engagement in Clinical Trials No awareness 177 %3
Engaged in Clinical Trial Yes 40 18.8
No 173 81.2
Last time you were involved ina  Currently engaged 21 52.5
clinical trial
One year ago 5 12.5
Two years ago 4 10
Three years ago 5 12.5
Four years ago 0 0
Before five years 5 12.5
Were the clinical trials registered Yes 32 82.1
in clinical trial registration data-
base? No 5 12.8
Don’t Know 2 5.1
Publications from the trials None 20 50
One 9 22.5
More than one 11 27.5
25 23
3 20
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Figure 1. Physicians’ engagement in clinical trials at three university hospitals in Ethiopia, 2019/20

Experience in obtaining ethics and regulatory aprov-
al, trial registration, and publication

Physicians who had participated in clinical trials report-
ed that, in addition to the mandatory National Research
Ethics Review Board (NRERB) and the Ethiopian Food
and Drug Authority (EFDA), one to six additional insti-

tutional ethics committees had reviewed and ap-
proved the clinical trial protocols. Time to approval
from all boards varied from one to 24 months, with
an average duration of 12.2 months. The physicians
provided different reasons for delay in obtaining



approval. They noted that too many approvals were
sought from different unrelated institutions. Respond-
ents noted that delays in the initial review and review of
response documents, communication challenges with the
ethics committee offices (closed offices or lack of re-
sponse to phone calls), frequent changes in responsible
personnel, and infrequent meetings were barriers. The
variable capacity of staff of authorities and institutional
ethics committees, the bureaucratic approval process at
EFDA and the NRERB, delay in the approval of study
drug importation, and delay in customs clearance were
additional reasons for the delay. While about 3 in 4 clin-
ical trials were registered in clinical trial registries, only
half of the physicians involved had publications from
the trials they were involved in.

Institutional support and interest to continue or start
being engaged in a clinical trial

Except for one participant, all reported receiving institu-
tional support, including availing the facility, adminis-
trative support, mentorship, training, and protected time
and funds. Almost all of the physicians (97.7%) ex-
pressed interest in beginning or continuing to be en-
gaged in clinical trials. The motivations for their interest
were the belief that clinical trials would help generate
new knowledge and high quality evidence to improve
patient care and treatment outcomes. More broadly, clin-
ical trials were believed to play critical role in healthcare
development. The reasons for those who expressed little
interest to be engaged in clinical trials were poor readi-
ness of infrastructure, personnel, ethical and legal chal-
lenges, and lack of training.

Discussion

This study assessed the engagement and experience of
physicians in designing and conducting clinical trials in
three teaching university hospitals in Ethiopia. Although
most physicians were not engaged in clinical trials and
were unaware of ongoing clinical trials in their institu-
tions, encouragingly, those who were engaged reported
good institutional support. Almost all expressed interest
in getting engaged in future clinical trials. The propor-
tion of female physicians engaged in clinical trials is
also encouraging although the overall number of female
physicians was relatively small. The findings also sug-
gest that ethics and regulatory approval systems need to
be more efficient.

Overall, the proportion of physicians engaged in clinical
trials is low, even among a sample that was selected to
have higher levels of engagement. Nevertheless, it is
comparable to what has been reported in some countries
with high clinical trial outputs (11, 15, 20). The major
problem was the low intensity of involvement. Among
those who were engaged in clinical trials, four in five
were involved in just two or fewer trials. With such lim-
ited level of involvement, the physicians would not get
the opportunity to acquire sufficient expertise. The lim-
ited number of clinical trials conducted in Ethiopia
might have contributed to this. Lack of training in clini-
cal trials in medical schools, lack of well-defined clini-
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cian researcher career pathway and the limited
capacity-building opportunities might also contrib-
ute to the low engagement.

Virtually all physicians in this study expressed
their interest in being engaged in future clinical
trials. This finding is consistent with other reports.
For example, a survey of 27 African clinical re-
searchers reported that about 93% of the clinicians
were interested in being engaged in future clinical
studies(12). The motivations mentioned by the
respondents, including the importance of clinical
trials to generate new knowledge, enhance the
quality of care and contribution to personal devel-
opment were also consistent. Reasons suggested
by the respondents for not wanting to be engaged
in clinical trials were related to lack of training,
experience, ethics and regulatory challenges and
poor infrastructure, consistent with reports else-
where (12, 13, 16, 21, 22). Equally important was
the lack of awareness about clinical trials that were
being conducted in their institutions. This calls for
better awareness creation by their institutions and
implementation of dissemination plans of studies
set by investigators having active trials

The average reported time to get ethics and regula-
tory approval for a clinical trial protocol in this
study was long. The main reasons given by the
respondents for the delays were a lack of skilled
staff in the ethics and regulatory bodies, adminis-
trative challenges, and the involvement of several
ethics boards. A systematic review of studies con-
ducted in developing countries found that delays in
approvals as the most common barrier (23). Ethics
and regulatory challenges were also mentioned by
few physicians in this survey as a factor for low
interest to be involved in clinical trials. Therefore,
approval processes should be streamlined to attract
more clinical trial funding and motivate the en-
gagement of physicians. Some physicians reported
shorter approval periods suggesting that the time
for approval could be substantially shortened, and
lessons may be learned from studies with shorter
approval time. The findings showed that although
majority of the trials were registered, the publica-
tion rate was small. Efforts must be made to ensure
clinical trials are registered and results are pub-
lished.

Given the role of physicians in generating and
translating evidences to practice and policy, their
engagement in research is crucial(24, 25). Various
strategies have been proposed to promote the en-
gagement of physicians in clinical trials. These
include integrating training in the medical school
curricula, introducing MD-PhD programs, enhanc-
ing research funding, offering financial and nonfi-
nancial incentives, offering training, and career
mentoring and networking opportunities(9, 24).



Implementation of these strategies has shown promising
results in high income countries (9, 26).

The present study has some limitations. The study was
carried out in only three university hospitals, which limit
the generalizability of the results. Moreover, these uni-
versity hospitals were selected based on their active en-
gagement in clinical trials and most of the respondents
were selected purposively based on their engagement in
clinical trial, which might have inflated the proportion
participating in clinical trials. The response rate was also
much lower than expected, which may introduce non-
response bias. To mitigate this, we distributed more
questionnaires beyond the initial plan. Factors that affect
the participation of physicians on conducting clinical
trials were also not explored in this study.

Conclusion

The overall engagement of physicians in clinical trials
appears low. However, the primary concern is the low
level of engagement. Priority should be given to strate-
gies that attract clinical trials and strengthen physician
involvement. The clear barriers described, such as low
expertise, low awareness, poor infrastructure, and de-
layed ethics and regulatory approvals should be tackled
through better communication with investigators,
strengthening capacity-building programmes, incentiviz-
ing clinical trials, and working with industry. Moreover,
the mainstreaming of trial approval procedures should
be encouraged.
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Abstract

Background: Most clinical trials have been conducted in developed countries, and out of the total 343, 835 tri-
als conducted worldwide only 157, i.e., 0.047% have been conducted in Ethiopia as of 26 June 2020. Ethics and
regulatory review systems have been stated as the second most common barrier to trial development in Africa. All
clinical trials to be conducted in Ethiopia have to get authorization from the Ethiopian Food and Drug Authority
(EFDA). However, no study has been done to investigate the effects of clinical trial regulation on clinical trial
development in Ethiopia. In this study, we sought to study the enablers and barriers of the regulatory system for
the conduct of clinical trials in Ethiopia.

Method: A descriptive qualitative study was done from January 01, 2020 — April 25, 2020. Thirteen clinical trial
investigators and 2 staff working in the clinical trial team of EFDA were interviewed. The data were analyzed in a
thematic way of analysis.

Results: the establishment of a team in EFDA with a guideline and committed staff responsible for clinical
trials regulation were opportunities; while inadequate staff, financial constraints, space shortage, lack of trial site
follow-up inspection, absence of timely feedback to reports, and lengthy approval process were identified as bar-
riers for the development of clinical trials in Ethiopia.

Conclusion: In Ethiopia, clinical trial researchers face substantial ups and downs starting from clinical trial
authorization to completion. Though the regulatory body is trying to facilitate clinical trial authorization
and regulation, the system needs improvement by building and/or strengthening regulatory capacity to encourage
investigators to conduct clinical trials in Ethiopia.
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Introduction provide information on treatments' cost-effectiveness,
A clinical trial is a study conducted with human the clinical value of a diagnostic test, and how treat-
participants to search for new interventions for the ment improves the improvement of quality of life (3).
promotion of public health (1,2). Data generated

from clinical trials help to add medical Clinical trials were largely restricted to industrialized
knowledge, make healthcare decisions, and revise nations with only a limited number of clinical trials

and/or develop treatment guidelines. They also conducted in developing countries. The involvement of



developing countries has shown an increase over the
past few years (1). The African continent offers con-
ducive environments for implementing clinical trials,
such as minimal costs for implementation, diverse
populations, varieties of diseases, and populations
who may not have been previously exposed to any
kind of modern medicines (4). Despite these ad-
vantages, the number of clinical trials conducted in
African countries is still a small proportion com-
pared to those conducted in other parts of the world.
According to the clinicaltrials.gov database, among
the 343,835 trials done worldwide up to June 26,
2020, only 10,249 (2.98%) have been conducted in
Africa; of which the share of Ethiopia is only 1.53%,
compared to Egypt (41.93%) and South Africa
(27.24%) (5).

Different factors have been identified as barriers that
forced Africa to contribute a few clinical trials to the
world. Such barriers included a lack of expertise,
budget, infrastructure, and conducive research envi-
ronment, as well as ethical/regulatory challenges,
language/culture barriers, and socio-political condi-
tions (2,6-14,15,16). As there are several stakehold-
ers involved in clinical trials, it is important to un-
derstand the role of each stakeholder in the develop-
ment of clinical trials. Out of these stakeholders,
Ethiopian Food and Drug Authority (EFDA) is a
governmental institution that is legally mandated to
regulate clinical trials which are conducted in Ethio-
pia. In the Ethiopian Food and Medicine Administra-
tion Proclamation No. 1112/2019, the role of EFDA
and different legal issues in clinical trials are clearly
stated in article 27, sub article 1-11 (17). The main
role of EFDA is Authorization of clinical trials and
to conduct periodic GCP inspection. While some
trial investigators have expressed concerns that the
lengthy regulatory approval process may contribute
to a decline in interest in conducting clinical trials in
Ethiopia, there is a lack of empirical evidence to
support this perception. To date, no comprehensive
study has been conducted to explore the potential
challenges and opportunities within the existing reg-
ulatory system that may influence the implementa-
tion of clinical trials in the country. Therefore, this
study aims to examine the regulatory environment in
Ethiopia to identify both facilitators and barriers
that may require improvement.

Method

Study Design, Area, and Period

The study employed descriptive qualitative design.
Data were gathered from investigators with clinical
trial experience across hospitals, universities, and
dedicated clinical trial sites in Ethiopia. Previously
conducted and ongoing clinical trials in universities,
hospitals, and research institutes were identified
through the EFDA database, https://
ClinicalTrials.gov and http://apps.who.int/
trialsearch/default.aspx. The top six trial sites were
selected as study areas based on the level of their
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involvement. The selected study areas were the Col-
lege of Health Sciences, Addis Ababa University
(AAU); All Africa Leprosy Rehabilitation &Training
(ALERT) Hospital (Addis Ababa); Jimma University
Referral Hospital (Jimma); Gondar University Hospi-
tal (Gondar); Hawassa Hospital (Hawassa) and Arba
Minch University (Arba Minch). Data were collected
from January 01, 2020 — April 25, 2020, by the prin-
cipal investigator of this study.

Study Participants

Clinical trial investigators and members of the EFDA
clinical trial team took part in this study. The study
involved EFDA-authorized clinical trial investigators
from selected regions who had previously served as a
Principal Investigator (PI), Co-Principal Investigator
(Co-PI), or coordinator at least once, were present
during data collection, and provided informed con-
sent. Those who were involved in behavioral trials
were excluded from this study as these did not re-
quire trial authorization from EFDA. EFDA staff
who were working in the clinical trial unit of EFDA
with experience in clinical trial regulations, who
were available at the EFDA office during data collec-
tion and who gave informed consent to participate in
the study were also included in this study. Criterion
and snowball sampling methods were used, and 18
individuals were invited to participate in this study.
Out of these 15 individuals (13 trial investigators and
2 EFDA clinical trial team staff) met eligibility crite-
ria and participated in the study, while 2 trial investi-
gators and one EFDA staff were not able to take part
in the study because they were not available during
the data collection period. As there is no general
agreement on sample size determination for qualita-
tive studies, the sample size was determined by theo-
retical saturation for this study.

Data Collection

A semi-structured interview guide was prepared in
English and translated into Amharic. The guide was
pretested, and all necessary corrections were made.
The interviews were conducted at places convenient
to participants and interviews were all conducted in
person. An in-depth interview was conducted by the
main researcher and the first two interviews were in
Ambharic; however, the remaining interviews were
conducted in English realizing that English was the
working language for the respondents. The interview
took 36 — 92 min and was audio recorded with the
permission of the respondents. Ethical approval was
obtained from the Scientific and Ethics Review Com-
mittee of the Center for Innovative Drug Develop-
ment and Therapeutic Trials for Africa (CDT Afri-
ca), CHS, AAU. Informed consent was obtained
from each participant before starting the interview.
Both the voice and the transcribed data were kept on
a computer locked with a password



Analysis

The recorded interviews were transcribed to a Word
file and information was anonymized to assure con-
fidentiality. The Amharic transcriptions were trans-
lated to English and a neutral person was consulted
to validate the translation. The transcriptions were
read repeatedly to become familiar with the data, and
a thematic data analysis method was implemented.
The thematic analysis was approached in an induc-
tive way of coding. The first 4 transcribed data were
imported to open code version 4.03, then coded by
the main researcher and another person independent-
ly. The two individuals discussed the codes and the
code list was prepared. A codebook was developed
after 4 transcriptions were coded based on the listed
codes, the mutual exclusiveness of each code was
checked and minor changes were made to the codes.
The remaining data were coded and the newly

Table 1: study participants characteristics

35

emerged codes were included in the codebook. The
identified codes were grouped into sub-themes,
themes, and categories.

Result

Thirteen trial investigators and 2 EFDA staff working
in the clinical trial team participated in this study.
The respondents were 2 females and 13 males. Most
of the investigators have a Ph.D. and clinical trial
experience of 16-20 years (Table 1). Amongst these,
13 were Pls, nine co-Pls, one investigator and 4 were
in other areas of responsibility (Monitor and DSMB
member and chairperson; Coordinator; Supervisor;
Collaborator)

Highest Academic level

Engagement in clinical trials

Number of trials being involved (n=13)

(n=15) (0=15)

MD 2 1-5 years 1-3 5
BSc 2 6-10 years 4-6 6
MSc 1 11-15 years 7-9 1
PhD 10 16-20 years 10-12 1

Clinical Trial Approval Procedure

Trials to be conducted in humans on products including
drugs, vaccines, diagnostics, food supplements, herbal
products, and other biological products, as well as bio-
equivalence/bioavailability are required to have ethical
review and approval by ethical review committees at
various levels before getting authorization by EFDA.
After approval is obtained from EFDA the trial can
start in compliance with GCP standards (18). Parallel
submission to EFDA and the National Health Research
Ethics Review Committee (NHRERC) has been intro-
duced during the COVID-19 Pandemic, to facilitate the
process.

The findings of this study showed that the clinical trial
team from the Product Safety Directorate of the EFDA
would be responsible for all issues related to clinical
trials. To obtain EFDA authorization an investigator
would need to submit the trial protocol together with
all related documents both in hard and soft copies, plus
ethical approval from respective institutional review
boards/ethics committees and ethical approval with the
NHRERC approval letter if already obtained. In addi-
tion, the receipt of service fee payment had to be sub

mitted to the directorate, which is a prerequisite to
start the review process. The process is shown in
Figure 1.

The EFDA guideline does not indicate a clear
timeline for clinical trial authorization (18); though
it had been stated in the Citizen charter that the
review process would take 6 days to give the first
response. However, according to the response giv-
en by the staff of EFDA who works at the clinical
trial team, it was also noted that the review dura-
tion depended on completeness of the submitted
document, trial complexity, level of risk to partici-
pants, phase of the trial, number of protocols sub-
mitted within the same period, presence of other
prioritized staff responsibility, number of staff in
the team, investigator’s timely response the review
feedback and communication between the investi-
gator and regulatory staff. The longest time taken
to review and provide the first feedback for a low
and high risk trials were 1 month and 2- 3 months,
respectively. It was also observed that it might
take 2-4 months to give trial authorization.
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Protocol approval by EFDA
and IRBs/ERC

Protocol submission to
EFDA

Screening and
paying service fee

Full review of the
protocol and other
documents

Prepare feedback &
notify the researcher

Researchers will provide a response
for the feedback and submit to EFDA

Review the researcher response

Protocol submission to
NHRERC

Protocol approval

Give the final decision after NRERC
decision (Authorization or Rejection)

Another feedback for further clarification

Figure 1. Clinical trial authorization process at EFDA

The EFDA website and workshops organized by
the authority and other stakeholders were used to
introduce EFDA’s roles and responsibilities and to
avail various guidelines for the public. The trial
team of EFDA had its email in addition to personal
work email used for Serious Adverse Effect (SAE)
reporting, feedback/information exchanges, and to
communicate any trial-related issues.

Mandates of EFDA on clinical trial

The role of EFDA and different legal issues in clin-
ical trials are clearly stated in article 27, sub- arti-
cles 1-11 of the Food and Medicine Administration
Proclamation No. 1112/2019 (19); (19). The Ethio-
pian Food and Drug Authority (EFDA) holds key
regulatory mandates throughout the lifecycle of
clinical trials, including pre-initiation, implementa-
tion, and closeout phases. Prior to trial commence-

ment, EFDA is responsible for protocol authoriza-
tion and site visits. During implementation, it con-
ducts site inspections, reviews periodic and serious
adverse event (SAE) reports, provides feedback,
and has the authority to suspend, reinitiate, or ter-
minate trials, as well as issue permits for the import
and export of trial materials. At the closeout stage,
EFDA performs final site inspections, reviews
closeout reports, provides feedback, authorizes the
use or publication of trial results, and oversees the
disposal of leftover materials.

The findings of this study show that commitment
of EFDA’s staff and management on the regulation
of clinical trials was considered to be an opportuni-
ty. The staff’s motivation to learn, improve their
capacity, do routine activity, provide service, par-
ticipate in joint meeting with research institutions
and communicate during trial inspection were also
some of the opportunities mentioned. The commit-



ment of the management to address staff capacity build-
ing by giving chance for graduate studies and short-term
training; having country-specific trial authorization and
inspection guidelines; making trial authorization
and GCP guidelines accessible online; permitting par-
allel submission of trial applications to NHRERC were
also mentioned as opportunities by investigators.

The EFDA staff highlighted the authority’s initiative to
address payment-related issues and restructure the clini-
cal trial team as a key opportunity. Additionally, staff
participation in national and international conferences
and workshops, along with access to a dedicated office
and reliable internet, were recognized as valuable fac-
tors contributing to improved trial regulation. Three of
the investigators, however, did not agree with the afore-
mentioned opportunities, as one respondent stated

“No, no opportunity at all” RSOB GUO0O1.

Strength of the regulatory system

The strengths of the regulatory system stated by the re-
spondents were the presence of EFDA to regulate clini-
cal trials; safeguarding trial participants from unethical
practice; doing in-depth protocol review; and online
application for trial material importation as one respond-
ent said

“... so the good thing is just we have the
structure, the institutions, the mechanisms
... that is the strength by itself.” RSOB
JU003

Two investigators mentioned that EFDA being the only
stakeholder responsible for GCP inspection could be
considered a strength of the regulatory system, while
another investigator expressed confidence in the system,
and said

“I always have confidence in what EFDA does if
the EFDA approves a clinical trial, that clinical
trial would have had appropriate scrutiny. The
drugs would have had appropriate evaluation or
assessment.”’

Another perceived strength of the regulatory system both
by researchers and EFDA staff was the existence of na-
tionally recognized and legally binding proclamation for
trial regulation and GCP guidelines which could help
guide researchers on how to conduct a trial in the coun-

try.

The presence of a clinical trial team within EFDA re-
sponsible for trial regulation, the staff’s upfront commu-
nication during the site inspection, and the progress
made through time were also mentioned as another
strength.
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One respondent believed that providing trial au-
thorization within a short period is a strength of
the regulatory system by saying

"Maybe I am lucky ...., the time
we spent for approval was far
from what I expected and I see
this strength."

Three investigators were unable to identify any
strengths or positive aspects of EFDA’s clinical
trial regulation system. And one respondent ex-
pressed this by saying

“It was mostly difficult and it's hard to
think of some good things... ... there were-
n't any good things” RSOBCO003.

Challenges of the Regulatory System

Under this theme, respondents highlighted challeng-
es related to both resources and the system. Poor
staff profile of the clinical trial team, limited finan-
cial resources, weak infrastructure, and unsuitable
working documents were some of the identified
resource-related challenges at the time of data col-
lection (January 01, 2020 — April 25, 2020).

Challenges related to human resource

Although some researchers lacked precise data on
the clinical trial unit’s staffing, they noted from
experience that an insufficient number of staff to
support trial-related services and the lack of delega-
tion in their absence posed significant barriers to
clinical trial implementation by stating that

“I think the challenge is they don’t have
enough staffing so if that person is on meeting
your issue will be suspended...” RSOBCO001.
The lack of adequate number of staff was also
mentioned as a challenge by EFDA staffs.

In association with staff’s capacity: At the time of
data collection (January 01, 2020 — April 25, 2020);
limited training on clinical trials, lack of capacity
and experience to review protocols and to regulate
clinical trials were mentioned as a challenge by
most of the researchers. In addition to this, some of
the researchers mentioned that: most staff have first
degrees only, not being able to understand research-
ers, and do not have practical experience in trial
implementation a challenging factor in conducting
clinical trials in Ethiopia. As one of the respondents
mentioned there was also a language barrier and a
lack of capacity to write review feedback and site



visit reports as well as a lack of understanding and experi-
ence in some types of clinical trials which hindered trial
development. The concern about the lack of training in
trial-related issues was also shared by EFDA staff.

Limited professional mix within the trial regulation team
such as not having physicians, not having a committee to
do protocol review, having double responsibility, and
being busy with other activities like going to the field
with multiple activities, attending meetings, and not being
in the office to do the review and to meet investigators
were mentioned as barriers by clinical trial researchers.
Staff having dual or other prior responsibilities, and lack
of professional mix were also mentioned by the EFDA
staff as factors that contributed to inefficient trial regula-
tion.

Additionally, staff turnover often due to individuals gain-
ing experience in clinical trial regulation or pursuing fur-
ther academic qualifications was identified by several
researchers as a barrier to trial development. Furthermore,
three investigators from other regions reported significant
difficulty accessing staff at relevant offices, which result-
ed in considerable inconvenience, including time delays
and financial burdens during their stay in Addis Ababa.
Some more barriers such as poor understanding of the
importance of clinical trials; not realizing that regulating
clinical trials was their duty but rather assuming the staff
was doing a favor to the investigators; misunderstanding
the current global situation of clinical trials and not con-
sidering the country’ and global need of medical innova-
tion, and misunderstanding as if the trial benefits only
investigators were mentioned by some respondents. One
of the researchers endorsed this point by saying

“.. for EFDA staff, a clinical trial is beneficial only
for PIs but not for the country ... “RSOBC001

Three respondents indicated that though the proclamation
allowed the involvement of vulnerable groups in clinical
trials with justification, the staff tended to reject all trials
involving vulnerable populations; and one respondent
said the automatic rejection of trials on vulnerable groups
without even writing a letter to explain the reason for the
rejection could be a barrier to conduct such types of trials
in the country.

Difficulty to identify a responsible office or proper direc-
tion of whom to contact, during the first visit to submit an
application were mentioned as challenges for the new
investigators. Even for more senior investigators, as was
mentioned by three of the respondents, the frequent
change of the staff and office location within the authority
and difficulty in identifying the right person for specific
issues were also considered to be challenges.
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Six of the respondents mentioned that they did not
have information about the number of staff, their
profession, level of education, and trial reviewing
experience.

Challenges related to financial and infrastruc-
ture resource

During the time of data collection (January 01, 2020
— April 25, 2020); challenges related to financial
resources mentioned by EFDA staff included a lack
of budget to organize or attend trial-related training
organized by other stakeholders; having only insuf-
ficient governmental budget for trial regulation; and
lack of support from partners of EFDA who were
working in other units of the regulatory body. The
absence of a laboratory equipped to test the quality
of imported products for clinical trials was identi-
fied as a barrier to trial implementation. Addition-
ally, one staff member highlighted infrastructure-
related challenges, including insufficient secure
and dedicated space for archival purposes, as well
as an inadequate office setup.

Challenges related with criteria and guidelines
Criteria:

Having the same criteria for all types of trials and
not contextualized requirements with the country’s
situation and with the type of product to be investi-
gated were mentioned by 5 respondents as barriers
to conducting trials on some areas of national need
and traditional medicine. As one of the respond-
ents mentioned, having the same criteria for trials
conducted by university students as partial fulfill-
ment of their training and trials conducted on new
drugs were barriers to encouraging new investiga-
tors to conduct clinical trials. One of the investiga-
tors mentioned that some criteria were included
only for the sake of completing the form leading to
extra pressure on investigators rather than protect-
ing trial participants.

However, seven respondents involved mainly in
clinical trials funded by international funding or-
ganizations responded that there were no unneces-
sary criteria requested for trial authorization. Some
criteria considered unnecessary and difficult to
fulfill are described in Table 2.
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Table 2: Criteria considered unnecessary and difficult to fulfill

Criteria Number of
respondents
Insurance coverage especially for locally sponsored trials 2
Manufacturer’s credential 1
For traditional medicine Preparation of investigator |
Difficult to Fulfill brochure, dossier
Good Manufacturing Practice certificate for laboratory- 1
scale production of Ips
Produce data about previous studies in Ethiopia 1
A pre-requisite to be a PI needs to work as Co-PI 1
Unnecessary
For multi-country trials pre-requiring other countries' 2
Approval
Guidelines:

Concerning clinical trial authorization guidelines, many
barriers were raised both from the researchers and the
regulatory staff which hindered trial development and
implementation. The most commonly mentioned chal-
lenges by 6 of the respondents were lack of detailed in-
formation on the guidelines with specifications for
the involvement of vulnerable groups in research, not
having clear procedure about the process of trials author-
ization, and not stating the timetable for each activity
undertaken in the review process were stated as a barrier
for most of the researchers. One respondent mentioned
that the time frame should be stated for each activity;
When should you expect your comments? When
should you respond? Within what period
you should respond to those comments. And after
you submit your comment when do you expect the
approval? Those things should be kept clear.” RSO-
BAH003

Some challenging factors were shared by both the regu-
latory experts and researchers. Having impractical
guidelines and not having Standard Operating Proce-
dures (SOP) for protocol review were mentioned as bar-
riers by one investigator and an EFDA staff. As few of
the respondents mentioned, using the same guidelines
for different types and phases of trials like trials on tradi-
tional medicine and modern medicine is a barrier to do-
ing clinical trials in Ethiopia.

One of the researchers mentioned the nature of
the guideline will lead the EFDA experts to make
a personal decision, and another researcher stated
lack of detailed information about specific issues
on the guideline is a barrier. Lack of specific
guidelines for trial materials importation, taking
ample time to revise and apply regulation, and
not regularly updating the guidelines were also
considered barriers by different researchers.

System-related challenges

System-related challenges associated with trial
authorization, service fee, product import/export,
follow-up inspection, report and feedback provi-
sion, product disposal, means of communication,
and overall trial regulation system were discussed
under this theme.

Challenges related to authorization

Except for three of the respondents, others de-
scribed the prolonged trial review/approval pro-
cess as a challenging factor for trial development.
The approval process took 2 months up to 2 years
as reported by investigators. EFDA staff indicated
that the first review response might take 1 to 4
months, while the query responsel-4 weeks. One
respondent stated that in the case of a multi-
country trial, by the time the trial got approval by
EFDA, recruitment was completed in other coun-
tries.



Few respondents mentioned irrelevant detailed review
comments and contradictory comments given by differ-
ent individuals as barriers. Not having a clear platform
for the approval process was also mentioned as a chal-
lenge by limited respondents. Requiring hard copy sub-
mission of documents and a poor archiving system for
trial-related documents were also barriers. Other chal-
lenges mentioned for trial authorization were reviewing
protocols in a way of faultfinding; not having a joint
review system with ethics committees; not involving
external reviewers and lack of a system to consult ex-
perts in the protocol review process were mentioned by
few of the respondents.

Not having a clear guide on where to go and how to
apply and no protocol prescreening during submission
were pointed as challenges by two of the researchers.
One of the respondents reported that not providing a
letter of receipt of the application mentioning the date
and number of documents submitted made the review
follow-up difficult.

The lack of a streamlined approach for amendment was
stated as a challenge by one of the researchers, while
another researcher mentioned the lack of clear guide-
lines for approval or rejection of trials as a challenge.
The absence of a system to handle researcher complaints
and the lack of a system for notifying investigators upon
review completion were stated as challenges by some of
the researchers.

Challenges related to service fee

More than half of the respondents stated, that not mak-
ing a distinction between self-initiated or locally spon-
sored trials from external or industry-sponsored trials,
charging the same amount for all trials, and requesting
fees to be paid in dollars both for authorization and pro-
tocol amendment as barriers that hinder the involvement
of national researchers in clinical trials and trial devel-
opment in Ethiopia.

The amount of the service fee is excess even for spon-
sors and for self-initiated and/or locally funded trials
was stated as a challenging factor by some of the re-
searchers. However, eight of the respondents felt that
the fee was fair and reasonable for trials funded by in-
dustries or pharmaceutical companies. Bureaucratic and
time-consuming payment process which delayed ap-
proval and hindered trial implementation was also iden-
tified as barriers by half of the researchers. One of the
respondents described the amendments fee by saying

“ the number of amendments should be deter-
mined by what is needed scientifically not what can be
afforded by the project. Otherwise, you know that is a
real danger for doing unsafe practice " RSOBCO003
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As described by a few researchers, not posting the
requirement of service fee and its amount on
EFDA’s website, paying service charge being a
pre-requisite for protocol review, not getting good
service compared to the amount paid, deciding
service charge related issues without consulting
other stakeholders and unwillingness of sponsors
to pay this much are existing barriers which affect
trial development in Ethiopia. On the contrary, one
of the EFDA staff mentioned that the service fee
was reasonable compared to that of other countries
and the regulatory services given. One of the re-
spondents did not have any information about the
service charge.

The regulatory staff also stated not posting on the
website and including in the guidelines the updat-
ed issues regarding service fees like the possibility
of paying in birr for nationally sponsored trials
created an information gap.

Challenges related to trial materials import/
export

Though the online product import application sys-
tem was commendable, the delay in getting prod-
uct import permission from EFDA and difficulty
in following the application progress were men-
tioned as barriers, not having a complaint handling
system for issues related to the online application
was also mentioned as a challenge while some
researchers in the regions stated in- person appli-
cation for sample export permit and time taking to
obtain the permit were also barriers which cause
loss of money and time.

Time taking paperwork at customs, not getting 24-
hour service from EFDA at the airport, and de-
layed product inspection at the port of entry were
pointed out to be challenges. EFDA staff working
at the port of entry, lacking knowledge about In-
vestigational Products (IPs) was also identified as
a challenge by one researcher. As most of the re-
searchers stated, not giving one an export permit
for all trial samples to be shipped and requiring
one to apply each time makes the sample exporta-
tion process much challenging; and the need to
apply for import of the same IP each time was
stated as barriers by one of the researcher. Also,
few researchers point out frequent changing im-
port requirements as a barrier to IP importation.

Not having a separate custom system for trial-
related materials import and export, lack of infra-
structure to maintain product storage condition at
custom, zero level flexibility on custom require-
ments were also mentioned as challenges



Challenges related to site inspection

The majority mentioned the lack of regular site inspec-
tion and follow-up as a barrier while only one of the
respondents mentioned that there was regular site in-
spection from EFDA.

Not being inspected timely, doing only checklist-based
inspection, not doing further investigation, not providing
onsite support to investigators, and inspecting for fault-
finding were pointed out as a challenge.

According to the staff of EFDA, not doing site inspec-
tions as planned and not having Standard Operating Pro-
cedure (SOP) to prioritize trials for conducting site in-
spections were also stated as a gap.

Challenges related to report and feedback

Lack of initiative to request investigators/sponsors for
reports, not acknowledging the receipt of reports as soon
as received from investigators/sponsors, not giving ex-
act/ clear responses about the progress of protocol re-
view, and not giving timely feedback for requests by
investigators/sponsors, were stated as challenges related
to report and feedback (N=2).

Challenges related to materials disposal

Respondents highlighted several challenges related to
materials disposal, including the lengthy process of IP
destruction (N=3), the absence of a separate disposal
system for trial products, and delays in issuing disposal
certificates after disposal (N=2). Additional concerns
included the lack of EFDA-licensed drug disposal com-
panies in the country (N=3), the absence of a structured
system for drug disposal applications, and difficulties in
identifying the responsible directorate for drug disposal.:

"They will not come even after repeated applica-
tion. They don't even consider drug disposal as
their responsibility so you have to beg for this also,
write a letter, and later there are also issues to get a
disposal certificate.”" RSOBC001

In contrast, two of the researchers stated that the disposal
process was facilitated.

Challenges related to communication

Regarding communication between the researcher and
EFDA staff, there are different factors mentioned as a
challenge by many of the respondents. For the research-
ers coming from other regions in the country; personal
visits to the office to have clear and up-to-date infor-
mation; not having electronic means of authorization
application; lack of communication via email; and re-
quiring hard copy submission of protocol and periodic
reports are challenging factors which will cause loss of
money and time of the researchers. Also for most of the
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researchers; some issues from EFDA like not re-
sponding to office phones and nonfunctional offi-
cial email addresses make communication more
difficult.

Lack of clear information on the website about
where to go, what to do, and when to get responses
on trial authorization, no information about chang-
es made to the trial regulation system; no online
system to send review feedback and no online
tracing system on the progress of protocol review;
the need for frequent in-person visit to shorten the
review process; and not having information about
the mandate of EFDA on clinical trials were stated
as communication challenges

Challenges related to trial regulation

As few of the researchers mentioned, having an
inflexible/too stringent review system that did not
consider situations; not having a system to control
trials conducted without regulatory authorization/
not being vigilant to identify unauthorized trials as
factors that demotivate researchers to apply for
EFDA authorization and to conduct clinical tri-
als legally. One of the researchers supports this
concept by saying

“So even at the time we were struggling to
get the ethical clearance, researchers were
doing clinical trial without getting authori-
zation and any ethical clearance in Ethiopia
... RSOBJU002

Having a stringent system is not attractive for ex-
ternal sponsors and/or investigators leading to dis-
couraging collaborative research; misconception of
the regulatory body as if it is the only stakeholder
caring for the safety of trial participants; not hav-
ing a system to follow trial results implication/not
considering the expected benefit of the trial for the
country were stated as challenging to conduct clin-
ical trials. Focusing on research done in Addis
Ababa/ giving less attention to trials conducted in
regions; not attending meetings organized by in-
vestigators/other stakeholders; and not participat-
ing in trainings organized by sponsors were men-
tioned by some as factors that hindered trial devel-
opment in the country

Prioritized Problems

After identifying the challenges, respondents
were asked to prioritize the challenging factors
based on the impact they might have on trial im-
plementation and development. The participants
prioritized the problem based on their personal
experience, because of that one factor can be a



primary challenge for some researchers while being
secondary or tertiary for others (Table 3)

Table 3: Prioritized challenging factors

Prioritized level Challenging factors Number of
respondents
Prolonged approval duration 4
Staff capacity, number, and attitude 3
Overall approval process 2
Primary chal- Hierarchical trial approval process 2
lenging factor Unscheduled trial review process 1
Unnecessary detailed review
Lack of timely site inspection 2
lack of professional mix of the staff 1
Lack of an attractive regulatory system 1
Secondary Approval duration 1
challenging factor Lack of harmonized review system 1
Lack of supportive inspection 1
Not consulting external reviewers 1
Lack of trial-type-specific payment 1
Approval duration 1
Tertiary challeng-  Not facilitated trial material importation 1
ing factor
Fault finding nature of inspection 1
Staffs capacity 1
Lack of facilitated drug disposal system 1
Discussion

The study aimed to assess the regulatory system ena-
blers and barriers influencing clinical trial develop-
ment and implementation in Ethiopia, based on inter-
views with clinical trial investigators and EFDA clini-
cal trial team members. Meetings organized by EFDA
to have discussions with investigators were considered
good opportunities to help raise issues that need im-
provement on trial regulation and get information on
the updated issues. The attempts done by EFDA to do
protocol reviews and site inspections have paved the
way for a legal way of trial implementation. Availabil-
ity and online accessibility of some guidelines pre-
pared by EFDA could provide relevant information
encouraging investigators to be involved in clinical
trials.

The EFDA staff expressed that efforts made in build-
ing staff capacity through long and short- term training

will boost the interest of staff working in the
clinical trial team and minimize staff attrition.
The supplementary guidance on the conduct of
clinical trials on medicinal products during the
COVID-19 pandemic and guidelines on tradi-
tional medicine clinical trials developed recent-
ly is highly encouraging and shows its commit-
ment to promoting clinical trials in the country.

Investigators from the selected institutions ex-
pressed their appreciation for what EFDA is
doing and believed that it would be a good
opportunity to develop clinical trials. The
strengths of the regulatory system that respond-
ents mentioned will, no doubt, contribute to the
introduction of several GCP-compliant clinical
trials.
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Though there are opportunities and strengths of the
regulatory system that help develop clinical trials in
Ethiopia, several challenges faced from trial pre-
initiation to completion have also been mentioned
which might threaten clinical trials that are being de-
veloped.

If investigators face challenges right from the outset,
i.e., at the level of trial authorization, they will lose
interest in clinical trials and shift their interest to other
areas of research. The lengthy process for trial authori-
zation can frustrate investigators and the number of
clinical trials expected will go down. Not making rele-
vant information available will harm clinical trial de-
velopment in the country. Though EFDA staff claimed
for presence of a help desk to provide appropriate in-
formation to newcomers most of the investigators did
not agree with this claim.

The lack of expertise, training, and experience of staff
at EFDA leading to the lengthy review process report-
ed in our study is in agreement with those of the previ-
ous studies (1,12). The findings of the present study
are also in agreement with those obtained from a simi-
lar study done on a review of regulatory oversight of
clinical trials in Africa (13), which identified barriers
like the limited number of staff with a limited mix of
professions within the clinical trial team which called
upon a need for academic improvement to affect pro-
tocol review process and the final decision made by
the regulatory system. The absence of clear criteria for
excluding vulnerable groups in trials and the lack of
consideration for global experiences were identified as
barriers to generating local data tailored to the coun-
try's specific needs. A similar study conducted in Ethi-
opia highlighted comparable challenges in self-
initiated trials, particularly the difficulty of involving
vulnerable groups in research (11).

The other major factor mentioned as a barrier by al-
most all researchers was associated with the service
fee for trial authorization including protocol amend-
ments such as payment to be effected in dollars and
non-discriminatory amounts irrespective of differences
in trial types and sponsors. The requirement to pay the
service fee for protocol amendment in dollars might
force investigators not to apply for every amendment
they made leading to the possibility of unethical prac-
tice which might harm trial participants.

The absence of specific criteria for different types,
natures, and phases of trials in the regulatory guideline
hindered the development of traditional medicines
through clinical trials. A systematic review similarly
reported that the absence of a clear schedule for each
activity in the guideline was a barrier to implementing
trials as planned by researchers resulting in sponsors’
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loss of interest in conducting trials in Ethiopia

(6).

In agreement with the findings of a previous quali-
tative study carried out in Ethiopia to investigate
barriers and enablers to the implementation of lo-
cal investigator-initiated clinical trials (11), most
investigators in the present study pointed out that
the extended time that issuance of a trial authori-
zation takes leads to delayed trial initiation which
is a barrier for the involvement of Ethiopia in mul-
ti-national, externally funded and international
companies sponsored trials because sponsors and
funders lose interest to conduct trials in Ethiopia.
The stringent review process carried out sequen-
tially at various levels of ethics committees and
feedback will discourage investigators from con-
ducting clinical trials. Similar to that of the study
that identified difficulties in conducting clinical
trials for AIDS-associated Kaposi's sarcoma in
SSA (20), our findings also revealed that lack of
coordination between ethics committees and regu-
latory bodies to harmonize trial protocol review
process has delayed trial approval resulting in loss
of investigators’ interest to be engaged in clinical
trials.

Product importation for clinical trials was identi-
fied as a significant challenge in trial implementa-
tion. The lengthy process of securing import per-
mits for investigational products (IPs) and frequent
changes in import criteria have resulted in addi-
tional costs and wasted time for investigators and
sponsors. A review on vaccine trials in Africa also
highlighted that delays in obtaining product import
permits contributed to budget constraints due to
local currency depreciation (8). After having the
permit; customs clearance and product inspection
at the port of entry by EFDA staff also took longer
time. The absence of a temperature-regulated stor-
age area at the port of entry will result in prema-
ture decomposition and damage of the imported
products before use incurring additional costs and
leading to loss of sponsors’ interest to work in
Ethiopia. That is why most of the trials are con-
ducted in countries with efficient regulatory sys-
tems and customs clearance. This means Ethiopia
cannot be competitive in attracting external com-
pany-sponsored trials.

The requirement of in-person application for mate-
rial transfer permit for each material at EFDA
headquarters can discourage investigators from
outside Addis Ababa from conducting clinical
trials as this incurs additional cost and time. The
absence of a separate custom system for trial



materials importation also discourages researchers from
being involved in clinical trials as this also incurs extra
expense, inconvenience, and time wastage.

During trial implementation, the absence of a regularly
scheduled site inspection will be a barrier to conducting
GCP-compliant trials, i.e., participant protection and
data credibility will be serious problems. Even in sce-
narios where site inspections were conducted, they did
not achieve the objectives of inspection as the staff had
no experience so it focused on faultfinding. Not giving
timely feedback and even not acknowledging the receipt
of the reports by EFDA to the SAE and progressive re-
ports as mentioned by most respondents will discourage
investigators from sending reports in the future, which
has an impact on GCP compliance.

There was also an absence or delay in providing feed-
back for trial closeout reports which could prolong the
trial completion period unnecessarily as regulatory ap-
proval is a requirement to complete clinical trials. Not
getting feedback on time, requiring a long time for the
disposal of the leftover investigational products, and not
providing a disposal certificate on time were also barri-
ers to completing trial document compilation on time
resulting in frustration.

In contrast to the findings of the previous qualitative
study done to assess barriers and enablers to locally-led
clinical trials (21), the existence of a regulatory body
with legally stated roles and responsibilities was consid-
ered to be one of the regulatory strengths in our study.

Conclusion

In a country where a limited number of trials are con-
ducted, many qualitative studies designed to identify the
enablers and barriers in the conduct of clinical trials may
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not be expected, but we believe that our descrip-
tive study will contribute to the improvement of
the clinical trial regulation system in Ethiopia. The
results of our study suggested that not having a
strong, and responsive regulatory system will
harm clinical trial development in the country.
Though there are opportunities for making the
regulatory system stronger, the challenges that
investigators/sponsors are facing should not be
overlooked. These challenges have to be carefully
addressed to encourage the conduct of clinical
trials in Ethiopia. Further studies have to be done
to measure the impact of each challenge on the
development of clinical trials, prioritize the im-
pacts, and come up with recommendations that
will enable the increase in the number of clinical
trials and facilitate their GCP-compliant conduct in
the country
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Though clinical trials are the primary tool through
which new therapeutics are developed, these studies
are rarely conducted in developing countries, includ-
ing Ethiopia. For example, of the overall clinical stud-
ies registered worldwide from 2000 to May 2023(n=
454,000) (1), nearly 40% (n=168,520) were from the
United States of America (2), while Africa, represent-
ing 18% of the world’s population and a substantial
disease burden, contributes only 2.5% of all clinical
trials worldwide (3). To promote the conduct of clini-
cal trials in Ethiopia, an Advisory Committee for
Clinical Trials (ACT) has been established. This com-
mittee comprises the Ethiopian Food and Drug Au-
thority (EFDA), the chairpersons of the National Re-
search Ethics Review Board(NRERB) of Ethiopia,

and a nominated member from the Institutional Re-
search Ethics Review Committees (IRERCs) of vari-
ous institutes such as the Ethiopian Public Health
Institute (EPHI), Armauer Hansen Research Institute
(AHRI), Addis Ababa University’s Center for Inno-
vative Drug Development and Therapeutic Trials for
Africa (CDT-Africa), and College of Health Sciences
(CHS) at Addis Ababa University. Upon the advice of
the ACT, CDT-Africa conducted a mixed-methods
study to identify factors contributing to the low num-
ber of clinical trials conducted in the country and to
understand what may need to be done to address these
challenges and improve the clinical trials ecosystem
more broadly. Based on the identified factors, the



ACT has recommended the following to improve the
clinical trials ecosystem in Ethiopia:

1. Reducing the lengthy clinical trial protocol ap-
proval

The lengthy trial approval process impacts
clinical trial delivery in many ways. First, it discour-
ages clinical researchers. Secondly, funders will lose
interest and prioritize other countries to implement
the study. The fund may also expire while the re-
search team awaits approval. Most importantly,
promising interventions will not be readily available
to patients. To facilitate the ethical approval process,
the following measures were proposed:

-Review of clinical trial protocols should be decen-
tralized to Level A and ethics review committees
recognized by the Strategic Initiative for Devel-
oping Capacity in Ethical Review (SIDCER).
The NRERB should instead focus on developing
guidelines and providing training to IRERCs and
researchers. Similarly, the EFDA should also
focus on regulatory issues.

-Ethics committee members should be well trained,
and the committees should meet more frequently
to review protocols.

2. Facilitating clinical trial authorization process
The efforts to modernize the regulatory authority and
the authorization process are commendable. Howev-
er, many researchers express frustration over the
lengthy clinical trial authorization process. This simi-
larly discourages researchers, funders, patients, and
practitioners seeking improved treatment options. To
facilitate the regulatory approval process, the follow-
ing should be addressed:

-The regulatory body's capability needs to be
further strengthened. Ensuring that all the staff
involved in the clinical trial authorization pro-
cess are trained and retained is critical.

-The infrastructure of the regulatory body, in-
cluding appropriate offices, reliable internet
access, and online submission and follow-up
systems, should be improved.

-More work is needed to enhance the staff's atti-
tude about the relevance of conducting clinical
trials. Clear guidelines on clinical trial authori-
zation are required, and awareness among all
stakeholders should be ensured.

3. Providing training to insurance companies

Another factor contributing to the smaller number of
clinical trials to be conducted in the country is the
hesitancy of insurance companies to provide the rele-
vant service for clinical trial participants. Even if they
are willing to do so, the premium they give is unrea-
sonably too high, sometimes even more than the
budget of the clinical trial itself. This discourages
researchers from being involved in clinical trial activ-
ities. To address this problem, the following actions
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are recommended:

-Training should be given to insurance compa-
nies to create awareness of the relevance of
clinical trials in coming up with better interven-
tions for disease conditions

-Insurance companies should be encouraged to
be involved in such exercises

-Experience sharing among insurance companies
involved in clinical trial activities should be
encouraged.

-Much more work has to be done on the wrong
conception of staff working in insurance com-
panies towards the exaggerated risks of partici-
pation in clinical trials

4. Establishing a national clinical trials network-
ing platform

Only a few institutions are engaged vigorously in the
conduct of clinical trials. Creating platforms for net-
working and experience sharing is likely to encour-
age other institutions to engage in clinical trials. It
was suggested that, as a regional institution and given
its experience in organizing the International Clinical
Trials Day over the past 11 years, CDT-Africa may
be better positioned to take the lead in engaging insti-
tutions. Networking, no doubt, plays a significant
role in improving the ecosystem of clinical trials in
the country.

5. Creating awareness among the public on clini-
cal trials

Trial participants and public engagement (PPE) is a
vital instrument for ensuring that clinical trials ad-
dress the needs of the public (4). The active involve-
ment of patients and the public in the planning, im-
plementation, and dissemination of a clinical trial
ensures that the study is aligned with the needs of the
population, barriers to participation are addressed,
and the benefits of the clinical research are equitably
distributed. Methods for ensuring PPE should be de-
veloped or adapted as a priority.

6. Providing training in clinical trials to health
professionals

Increasing the number of health professionals in-
volved in clinical research increases the capacity for
conducting clinical trials. Despite their interest,
health professionals are reluctant because of a lack of
expertise. Offering these health professionals skills-
based short-term training in the operation of clinical
trials, bioethics, and good clinical practice must also
be a priority.

7. Securing adequate financing for clinical trials

Clinical trials are expensive ventures by their nature.
Some researchers may be able and interested in con-
ducting clinical trials, but they may not have the re-
quired finances. This may discourage them. Provid-
ing training on how they could secure grants and
work with relevant industries will have paramount



importance in solving this problem.

8. Establishing/strengthening the data management
center

Clinical trials require a strong data management center.
Research institutes and universities involved in clinical
trials must strengthen and/or establish a strong data
management center. Collaboration in this area may also
be needed.

9. Implementing the national clinical trials roadmap
The national clinical trial roadmap has been prepared by
a think tank group established by the Ethiopian Federal
Ministry of Health. While having the roadmap is im-
portant, it will remain a paper tiger unless implemented.
Therefore, the Federal Ministry of Health has a responsi-
bility to implement the roadmap as soon as possible.

References

49

10. Establishing institutional capacity in clinical
trials

Broader institutional capacity to conduct clinical
trials, including staff capacity, is crucial. Institu-
tions should equip their staff with knowledge and
skills in clinical trials. Advanced regional pro-
grams are available in Ethiopia, which should be
utilized.

Furthermore, the Data Sharing Act and legal
frameworks for clinical trials will also enhance the
clinical trial ecosystem in Ethiopia.

If these recommendations are implemented, the
number of clinical trials to be conducted is ex-
pected to increase substantially.
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Abstract

The COVID-19 pandemic revealed significant challenges and opportunities in the ethical review and regulatory
oversight of clinical trials. This paper outlines essential lessons learned, emphasizing the need for adaptable ethi-
cal and regulatory frameworks, supported by comprehensive guidelines, to effectively address future public health

emergencies.
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Introduction

Following the outbreak of COVID-19 in December
2019, there was an unprecedented global effort to ad-
dress the overwhelming impact of the pandemic. This
led to a significant increase in all areas of research
including clinical trials which overwhelmed ethical
and regulatory approval processes which were only
designed to function within stable research environ-
ments. The system faced serious challenges in re-
sponding to the higher volume of clinical and public
health research during the pandemic.

In the first 100 days of the pandemic, more than 500
Randomized Clinical Trials (RCTs) had already been
registered on ClinicalTrials.gov and the World Health
Organization International Clinical Registry Platform
(1). However, not all of these trials were completed
due to several challenges. COVID-19, not only had it
brought several challenges to the ethical and regulato-
ry oversight but also brought opportunities with valua-
ble lessons learned to prepare for future similar out-
breaks and pandemics.

This article aims to highlight some of the challenges,
opportunities, and lessons learned particularly regard-
ing ethical and regulatory oversight of clinical trials
during the COVID-19 epidemic.

Challenges

During infectious disease outbreaks of public health
importance, health institutions and ministries of
health have moral obligations to gather information as
rapidly as possible, to inform the ongoing public
health response, and to enable scientific evaluation of
new interventions being tested.

During the COVID-19 pandemic, the most demand-
ing challenge for ethics committees was the need to
accelerate the review process of the protocols submit-
ted to learn more about infectious agents and to in-
form policy decisions. This raised ethical concerns
and necessitated the need to put in place policies and
innovative informed consent processes consistent
with social distancing. The whole undertaking might
have potentially compromised the quality of informed
consent processes, including limiting the potential for
rigorous or authentic community/stakeholder engage-
ment (2).

In many settings, ethics committees confronted chal-
lenges in their deliberations on research ethics, due to
the overlapping public and global health ethical issues
that emerged alongside and consequent to the COVID
-19 pandemic (3). Additionally, the committees en-
countered complexities in conducting risk-benefit



analysis with the constantly evolving standards of
treatment and new data (4) and tried to deal with the
various ethical dilemmas related to more complex
clinical trial designs, such as adaptive clinical trial
design.

The impact was substantial, particularly in clinical
trials. The prioritization of COVID-19 research,
along with the suspension of non-COVID-related
research including therapeutic clinical trials, and re-
search on HIV and TB raised critical questions re-
garding public health equity(3). There has been dis-
continuation of trials; suspensions; participant recruit-
ment challenges; resource allocation; changes in
guidelines; changing landscape of participants follow
-up; exclusive use of virtual platforms; delay in study
timelines and increased protocol deviations (5). Simi-
larly, COVID-related trials were also impacted due to
the suspension of trials as guidelines were updated.
The impact on COVID-19 trials was attributed to
social distancing, quarantine, remote follow-up, use
of virtual platforms, new and rapidly evolving clini-
cal trial designs, gaps in ethical review guidelines,
lack of capacity to review new designs and oversight,
and the challenges in separating research activities
from clinical service or public health activities (6).
Even though COVID-19 has affected low and middle
-income countries, efforts in clinical research in these
resource-constrained settings were very limited (7).

Opportunities

The increase in research activities during the COVID-
19 pandemic has brought meaningful changes in vari-
ous aspects of health research approaches, through
the introduction of new research designs, networking,
and harmonization of guidelines.

All stakeholders of research including, ethics com-
mittees, regulatory bodies, data monitoring commit-
tees (DMCs), and funders have stepped up efforts to
the urgency of the situation, with many countries im-
plementing a fast-track procedure for review and au-
thorization of clinical trials (1). It has been shown
that adaptive platform trials embedded in routine clin-
ical care have efficiently and largely contributed to
evidence generation and created synergies for collab-
orations. The lockdown and social distancing
measures have accelerated the implementation of
innovative and remote approaches to conducting clin-
ical trials.
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Lessons learned

Drawing from the challenges faced and the opportu-
nities accrued, the following lessons can be recapitu-
lated to bolster future endeavors in clinical and public
health research.

1) The health research ethics committees develop
procedures to ensure appropriate, expedient, and flex-
ible mechanisms and procedures for ethical review
and oversight and expand opportunities for joint or
centralized approval processes.

2) Stakeholders and the research community are bet-
ter off by investing in large-scale clinical trials that
can promote international collaboration instead of
isolated single-center trials, and coordination can
generate more impactful results. The use of adaptive/
platform trial designs and decentralized clinical trials
(DCTs) promoted by social distancing has also been
recommended for maximizing flexibility in the con-
duct of trials without compromising their integrity
and validity (8 ).

3)The globalization of clinical trials and the in-
creased opportunity for networking should be har-
nessed by strengthening the capacity of developing
countries for research through training and increasing
their engagement in research. Noting that developing
countries are marginalized in research activities, es-
pecially in conducting clinical trials (9), there is a
critical need for enhanced capacity-building efforts.
Developing countries have severe gaps in clinical
research infrastructure and lack systems for prepared-
ness. Global support is needed to ensure increased
opportunity for networking by way of globalization
of clinical trials; harmonization of standards; devel-
opment of responsive systems instituting robust yet
flexible regulatory guidelines, enhancing public en-
gagements, capacity building, and international part-
nerships enabling information sharing and resource
utilization. These initiatives should be supported by
developing robust national guidelines and leadership
in these countries. Within the research community,
there is a crucial need for fostering collaboration and
coordinated responses to surmount future global pub-
lic health crises (7).
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Abstract

Traditional medicines have huge potential health and economic benefits, with the global traditional medicine cur-
rently valued at about US$ 175 billion. However, due to their natural origin and anecdotal reports, there appears
to be a misplaced claim of benefit and safety, which is amplified by social media. In this perspective article, we
call for the systematic recording and careful validation of traditional knowledge.
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Background

Traditional medicine plays a significant role in the
healthcare systems of many countries, particularly
developing countries. In Ethiopia, it is estimated that
approximately 60-79% of the population uses tradi-
tional medicine (1). Traditional medicine also has a
vast economic potential. In 2023, the global traditional
medicine market was valued at $ 174.89 billion and is
expected to grow at an annual rate of 7.5%, reaching $
289.66 billion by 2030 (2). However, owing to its
natural origin and anecdotal reports, the perceived
safety and efficacy of traditional medicines seem mis-
placed. These assumptions have to be tested and vali-
dated (3). This perspective examines the barriers to
evidence-based validation of traditional medicine in
Ethiopia and calls for improved documentation of
traditional medicine knowledge, clearer research
frameworks, and better coordination efforts.

Challenges to evidence-based validation

Recognizing the significance of traditional medicine,
Ethiopia incorporated it into its first national drug
policy in 1993. Since then, it has been organized with-
in the Federal Ministry of Health and its various agen-
cies, including the Ethiopian Food and Drug Authority

(EFDA), the Ethiopian Public Health Institute (which
has now moved to the Armauer Hansen Research
Institute), and Regional Health Bureaus. Ethiopia has
also commenced the registration and licensing of tra-
ditional medicine practitioners (TMPs). A compre-
hensive national policy on traditional medicine,
alongside multiple directives and guidelines, has also
been designed to facilitate its validation, regulation,
and integration (3,4,5).

One of the main obstacles to evidence-based valida-
tion of traditional medicine is the lack of adequate
documentation of indigenous knowledge. Much of
Ethiopia's traditional medical knowledge is undocu-
mented and is passed down primarily through oral
tradition. Most of the available records have been
generated only recently, particularly through ethnobo-
tanical and/or ethnopharmacological studies (4,6).
Although these recent attempts have cataloged valua-
ble knowledge about traditional medicine, particularly
traditional herbal medicine, they have two fundamen-
tal flaws in their approach to ethnomedicine.

The first flaw is the narrow scope of these studies,



mainly focusing on the treatment domain of ethno-
medicine, particularly herbal medicines, rather than
the holistic perspective of ethnomedicine, which ex-
plores and documents a broader understanding of
health, illness, the body, and the causes of disease, as
well as prevention, diagnosis, and treatment.

The second flaw, which partially stems from the lim-
ited scope of the available surveys, is the widespread
reporting of traditional medicine claims using modern
disease terms without adequately explaining how
these terms were mapped from traditional to modern
disease diagnoses. Given the complexity of transla-
tion between traditional and modern medical systems,
the ethnomedical knowledge documented in these
studies could potentially be misleading and further
complicate the validation of traditional medicine (7).
Hence, there is a pressing need for a comprehensive
and reliable knowledge base that would form the
foundation for rigorous scientific investigations.

The epistemological divide between traditional and
allopathic (modern/Western) medicine presents an
additional challenge in the evidence-based validation
of traditional medicines. This problem is particularly
exacerbated by Ethiopia’s lack of a comprehensive
and reliable database of traditional medicine
knowledge. The divergence between the holistic ap-
proach of traditional medicine to health and modern
medicine’s linear and reductionist view complicates
the design of clinical trials and the translation of tra-
ditional medicine practices into modern medical
frameworks (8). As such, there is a need for research
that combines ethnomedicine with clinical research,
such as observational, randomized controlled trials,
and single-case design studies that are designed and
carried out in collaboration with TMPs (6, 8). Such
interdisciplinary research would enable a more com-
prehensive understanding of traditional medicine and
the conversion between traditional and modern medi-
cine systems. This will also aid in the design of high-
quality clinical trials for evaluating traditional use
claims.

Fragmented research efforts

One of the defining characteristics of the current tra-
ditional medicine research landscape in Ethiopia is
the fragmentation of research efforts. The various
research and associated regulatory efforts are often
scattered, and there is no clear coordination among
universities, research institutions, TMPs, regulatory
agencies, and other government bodies. This lack of
alignment has led to duplication of efforts and ineffi-
cient use of resources (3). Therefore, enhancing coop-
eration through the creation of research networks or
consortia is essential to hastening the scientific vali-
dation of traditional medicine. The creation of collab-
orative frameworks helps streamline and sustain ef-
forts, align research agendas, and ensure the effective
utilization of resources, ultimately enhancing the im-
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pact of research efforts. An example of such collabo-
ration is the NEXUS (Network of Excellence for
Utilizing Indigenous Medicinal Knowledge Systems)
initiative, which aimed at forming a network to intro-
duce effective methodologies for collating Indige-
nous medicinal knowledge, extend partnerships,
strengthen/build capabilities for developing medici-
nal products from potential medicinal plants, advo-
cate for biodiversity conservation and protection of
Indigenous knowledge systems (9).

Regulatory gaps in traditional medicine research
A well-developed regulatory system is an essential
factor in realizing the potential of traditional medi-
cine. Despite the advances made, Ethiopia's regulato-
ry landscape does not provide a clear system for the
validation of traditional medicines. A notable exam-
ple in this context is the lack of clinical trial guide-
lines for traditional medicine. Although drafted, the
guidelines have yet to be ratified (3, 10). Moreover,
there is a lack of a clear and consistent regulatory
definition of what constitutes traditional medicine.
There is a wide array of terms used in proclamations,
policies, directives, and guidelines that could be in-
terpreted in different ways, such as “traditional
drugs”, “traditional medicine products”, “traditional
medicine and alternative and complementary medi-
cine”, “traditional medication”, and ‘“herbal medi-
cines”. Existing regulatory documents are narrowly
focused on medicines or products, particularly herbal
medicines, while other types of traditional medicine,
mainly procedure-based traditional medicine practic-
es, are unaddressed. Generally, there is a lack of con-
ceptualizing traditional medicine as a system of med-
icine with all its domains similar to its modern coun-
terpart. Given the holistic nature of traditional medi-
cine practices, regulatory guidelines must capture the
complexities of traditional medicine, enabling the
study of this field not only within the theoretical
frameworks of modern medicine but also within its
own theoretical frameworks.

Addressing challenges to evidence-based valida-
tion

We have proposed three major approaches to increas-
ing the potential and evidence-based utilization of
traditional medicines: developing a high-quality na-
tional database of traditional knowledge, strengthen-
ing collaboration among stakeholders, and enabling
regulatory systems (Box 1)
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1. Develop a high-quality national Indigenous knowledge repository and evidence-
base

o Launch a national community-based recording or documentation initiative.

e Promote high-quality interdisciplinary ethnographic studies, and studies that integrate
ethnomedicine with clinical research, and clinical trials.

o Standardize and curate generated knowledge and evidence into a publicly accessible
national database.

e Allocate sustained funding for long-term research and capacity building, while encour-
aging public-private partnerships to leverage additional resources.

2. Strengthen collaboration and coordination among stakeholders

o Establish a dedicated body that will serve as a national hub for research and collabora-
tion.

o Establish multi-stakeholder research consortiums and regular engagement forums.

o Foster interdisciplinary collaboration between TMPs, health professionals, and re-
searchers.

3. Develop an enabling regulatory system

o Enhance the capacity of the regulatory authority with trained personnel and infrastruc-
ture.

o Strengthen the clinical trials ecosystem and quality control mechanisms.

o Formulate clear and inclusive guidelines, including clinical trial guidelines, that ac-
count for the unique complexities of traditional medicine.

Box 1: Recommendations for addressing the challenges of evidence-based validation of traditional medicine.

Conclusion

Ethiopia faces numerous challenges in the evidence-
based validation of traditional medicine, including in-
adequate documentation of traditional medicine

knowledge, fragmented research efforts, and regu-
latory gaps. Without addressing these challenges,
the opportunities presented by centuries of indige-
nous knowledge and unique biodiversity will be
lost.
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