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Abstract

Background: Medical products are regulated from premarket clinical trials to post marketing
surveillance and phase 1V clinical trials. Research organizations have responsibilities to conduct
clinical trials subject to regulatory and national ethics review process before putting products on
the market. Harmonized approaches for regulation of clinical trials and national ethicsreview are
practiced globally including in Eastern Africa countries under regional economic communities.
However, there are gaps in medicine regulatory in general and clinical trials regulatory and
national ethics review harmonization in particular. Objective: The aim of this study was to
assess the need and readiness for implementation of harmonized clinical trial regulation and
national ethicsreview in Eastern Africa

Methodology: A qualitative study was conducted in selected Eastern Africa countries focusing
on regional economic communities (RECs). Data were collected through semi structured
guestionnaire from National Regulatory Authorities, National Ethics Review Committee,
development partners, sponsor and research institutions through email by assigning facilitatorsin
each country, and were analyzed thematically using QDA Miner Lite qualitative data analysis
software. Specific countries regulatory and ethics review system components were analyzed
according to the nature of questions and responses.

Results: It was noted that 5 Eastern Africa countries involved (Ethiopia, Kenya, Sudan, Uganda
and Tanzania) in the present study had national legislations for medicines and clinical trias
regulations. Shortage, lack of experience, lack of appropriate expertise and poor professional mix
were staff related problems identified in this study. It was noted that clinical trial structures were
established at directorate level in one country, at team level in three countries and none in one.
These findings reflect countries readiness for implementation of harmonization initiative.
Capacity building, utilizing limited resources in the region and ensuring quality were some of
need related findings for implementation of harmonized approach. Existence of platforms like
RECs, partners support and enabling conditions were identified opportunities for implementation
of harmonized regulation and national ethics review. Challenges identified were lack of
awareness, difference in administrative procedures, lack of commitment, resource limitation, and
requiring long time for implementation of harmonization. Differences were also noted among
countries and RECs (IGAD and EAC) in regulatory system and progress in implementation of
harmonization initiative respectively.

Conclusion: The readiness of most of the countriesin regulating clinical trialsis not adequate to
implement harmonized clinical trials regulation and nationa ethics review. However, there is
remarkable need for harmonization in the region. Countries need to strengthen their clinical trial
regulatory and national ethics review system in consideration of harmonization.

Key Words
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2. Background

Medical products are regulated from premarket clinical trialsto post marketing surveillance, i.e.,
phase IV clinical trials(1). Medical products which need to be regulated include medicines,
medical devices, biological/herbal medicines and other related products (2-5). Clinical tria is a
study that tests a new medical treatment or new way of using of an existing treatment to see if it
will be a better way to prevent and screen for diagnosis or treat a disease(6). In another way,
International Conference on Harmonization tripartite guideline defines clinical trials as ‘any
investigation on human beings to discover or verify the clinical, pharmacological and/or other
phamracodynamic effect of investigational products, and/or to identify any adverse reaction to an
investigational products, and/or study of the absorption, distribution ,metabolism and excretion
with object of ascertaining its safety and/or efficacy(7).

Data generated on safety and efficacy for the specific medical products in various phases of
clinica trials have to be made available for market authorization, while safety and right
protection should be reviewed by an independent ethics committee (IEC) and competent
regulatory authority(8,9).

Product development from animal model to clinical trias intended for use in human beings
requires robust and well organized regulation and ethics review to protect participants from any
unnecessary harm(10).Research organizations have responsibilities to conduct clinical trials
before putting their products on market to confirm the tolerable level of safety and promising
efficacy data. Unless there is adequate regulatory oversight; clinical trial participants will be at
risk, and it diminishes generation of appropriate information to weigh balance between risk and
benefits of the products(11).

There are various regulatory challenges on clinical trials conduct. Such challenges include
limited resources, lack of technical competency, inappropriate informed consent, ability to cope
up with evolving complex technology, shortage of staff, inadequate legal framework, poor
compliance and difficulty in developing commonly accepted standards of clinical trials
regulation(12-15). Regulatory and ethics reviews are not easy tasks; they require a well-
organized regulatory structure, technical competency of reviewers/inspectors and commonly
acceptable standards (16).



Medicines regulatory harmonization is taking place in various regions globally. Some of the
regions where regulatory harmonization initiatives have been taken include Asia-Pacific
economic cooperation(APEC),East African Community(EAC) and Pan American Network for
Regulatory Harmonization(PANDRH) (13,26).

Many efforts are being made by various regions in different continents to implement harmonized
approaches considered to be the way for facilitation with exiting minor cultural difference among
regions of the countries(33,34). In medical products developments, harmonization has paramount
importance to facilitate for problem solving (reducing barriers) to improve access to medicines

by reducing time taken for regulation and with reasonable cost of medical products (20).

As there are challenges to comply to the globally accepted good clinical practice or ICH GCP
due to limited resources and lack of technica competency, there is a continuous need of
support from various organizations for regulatory body but the sustainability of the support is a
concern for clinical trials regulations(21). Protection of human participants with appropriately
delivered informed consent(22)and ethical consideration along with evolving technology of
clinical trials requires well developed system and human power in the area of improvement of
conduct of clinical trials. The emerging complexity of data management, monitoring and
reporting requires well advanced capability for clinical trials(23).

African vaccine regulators forum (AVAREF) was established by WHO in 2006 for strengthening
regulatory capacity for clinical trials conducted in Africa. The forum promoted primarily
different standards development and harmonized approaches and standards for accelerating the
review of vaccines which have high public importance. There are tools developed by AVAREF
which include guide for inspection of clinical trials, guideline for joint review and assisted
review of clinical trial application and different templates for assessment of quality, statistical

aspect and application forms(24).
Despite the establishment of different initiatives of harmonization approaches in Eastern Africa

region, there is limited consideration of the actual set ups of countries regarding the need and
readiness of countries for effective implementation of harmonized regulatory and ethics review
of clinical trials through support of research findings(25,26). Unless there is acceptable level of
readiness which satisfy requirements of conducting clinical trials, there will not be sustainable
system and procedure for conducting clinical trials and adequate protection of human

participants safety, rights and wellbeing(27,28).
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Literature Review

Harmonized clinical trials regulation and national ethics review is believed to be among
strategies for minimization of various barriers and disparity in regulation and review process.
Concept of harmonization goes back to years with establishment of founding members of EU,
USA and JAPAN (29-31).Three years back of establishment; formerly International Conference
on Harmonization (ICH) is evolved to International Council for Harmonization with opening the
door for other countries under SWISS law. Thus, ICH laid foundations for innovation and
clinica development of medical products. Various models of harmonized clinical trias in
various regions have different initiatives of regulatory harmonization(32).

The regulation of medicinal products in pre and post authorization phases requires laws, norms
and standards required for regulation taking in to consideration for risk minimization activities
and risk management. Besides lack of the adequate legal provisions and standards, the common
problems observed in regulatory sectors are conditions of fragmentation and uncoordinated
delegation(33).

There are various factors that seek common strategies to overcome, and all clinical trial stake
holders have to be benefited from regional solutions, and can go to global health related
problems in the same manner. There are diseases that specificaly affect the Eastern Africa
region like neglected tropical disease(34,35). Despite the existence of the problems, the
challenges remain unsolved and there need to be initiatives to address. For instance, the concern
of chemotherapy for leishmaniasis due to lack of making the area agenda of research, screening

for new drugs and standardization of clinical trialsisidentified (36).

Sharing common borders is also linked with cooperation and collaborative approaches and calls
for international collaborations(37,38).The out breaks and public emergency conditions are
situations which invite immediate responses at national, regional and global levels. Thus thereis
a need of solutions with collaborative and cooperative approaches of the countries(39,40).
Compared to other African regions, Eastern Africa countries are among the ten top contributing
countries for increased population (61%). The high population in the region can be seen as
another factor that makes the region appropriate for clinical research as high population, likely

increase number of participants to generate generalizable data (41).
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The ethical principles need to be rigorous enough for ensuring adequate protection of research
participants and data credibility which are expected from independent research ethics
committee(42). During conduct of clinical trials the issue of ethics not only about trial design and
ensuring willingness of participants or voluntariness but also extends to protection of right,
safety and interests of the participants throughout the study (43). Research activities are highly
recommended for sustainable health solutions in Eastern Africa (44).

Recently there are various initiatives taking place in different forms (models) of harmonization
indifferent regions of the Continents in the world and different forms of regulation of medicinal
products. However, most initiatives taking place are not being implemented in the way of
sustainable, legally supported and in consideration of acceptable level of countries readiness and
based on actual need (45). Guidelines and standards are necessary for facilitation of mutual
acceptance of clinical trial data by the regions involved in the harmonized approach of the
countries. Both ethical and regulatory standards provide assurance of protection of human
participant’s safety, rights and wellbeing. The 1947-Nuremburg code, 1964-Declaration of
Helsinki,1979-Belmont Report and 1996 ICH-GCP ethica and GCP documents are historical
standards and guidelines used for clinical research in different times based on different events
that occurred at different times(46).

The challenges associated with conduct of clinical trials in multi countries are more serious than
those in a single country. When multi country trials are conducted, investigators and sponsors are
expected to fulfill regulatory requirements in all countries to conduct clinical trials. More
specifically, limited budget, delay of clinical findings for health of the population and inefficient

implementation of multi-country clinical trials are the challenges associated with them(47).

There are various barriers that do not enable the regions to conduct and facilitate devel opment of
medical products (48). In addition, non-communicable diseases are becoming a growing concern
which call up on high facilitation of medical products development and support of efforts of

various research and academic institutions(49).

Despite challenges of regulatory and ethics review, there is increased need of innovation and
technology transfer of diagnostics for appropriate test and improvement of treatment for

management of infectious diseases. It requires well developed collaborative procedures which

12



reduce the efforts of time taking, helpful for cost reduction and common use of the regional

findings for various regional and global problems(50).

EAC and IGAD member countries are lower(Ethiopia, Sudan and Uganda) and lower middle
income(Kenya and Tanzania) countries in which there is a growing need to conduct clinical trials
which require well-functioning and established harmonized trials regulatory and national
regulatory approaches(51). Common standards use can make acceptance of data generated for
marketing authorization and implementation in clinical practice effective and easy, increased
access to safe and effective medicines and advanced set up for clinical trias (52).

Trial Regulation and National Ethics

Implemetation of Harmonized Clinical
Review

|
Challenges [ Need ] [ Opportunities

Readiness For
Implementation
I #—_! I
Legal Frame s s
Work Staffing Guidelines and Established

S ards
tandards Structure

Figure 1. Conceptual Frame Work
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4. Statement of problem

Clinical trials conducted at different phases are normally reviewed and approved by independent
national ethics committee and competent regulatory authority before commencement of the
conduct of trials on human participants. All approva processes by both stake holders take time
and require resources or become reason for requiring more resources and sometimes can be

barrier for innovation and solution for burden of various health related problems.

Harmonized clinical trials regulatory approaches among different regions of continents will have
impact on reducing overall barriers of conduct of clinical trials. For implementation of
harmonized clinical trials regulatory procedure there should be adequate readiness in respective
countries with respect to commonly accepted and adopted regulatory standards, competent and
adequate number of regulatory staffs and appropriate legal framework to support and follow the
results of review, inspection and approval. Unless there is readiness in staff competency with
adequate number, making clinical trials one of the regulatory priority area, adopting and
developing commonly accepted regulatory standards; implementation of regulatory and ethics
review harmonization may not be possible and problem solving and have sustainable system for
innovation of new medical products. In addition, thereislimitation in consideration of situations

at ground in LMICs by various devel opment partners and high income countries.

Globalization in various areas including clinical tria is increasing. In globalization of clinical
trials, regulatory and ethics harmonization procedures cannot be neglected. So that without
appropriate readiness and need of the countries with commonly accepted standards, procedures
and system; implementation and generating both safety and efficacy data may not be acceptable
and difficult to grant marketing authorization and making accessible for patients based on

fragmented approaches and system of countries in the region.

Regiona differences in various aspects of drug regulatory and ethical review procedures are
different contributing factors for inefficient drug accessibility and approva procedures and
highly affect product innovation and technology transfer including cost and delay in time of
developing the medical products. The likely existence of gaps in Eastern Africa countries
regarding readiness and need is believed and is required to be bridged. This helps bring solution

for various chalenges for conducting clinical trials and important to improve access to
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medicines, technology transfer, and innovation and building capacity of regulators and ethics

committee.

Regulatory compliance and ethical conduct of clinical trial has paramount importance for
ensuring safety, wellbeing and right of participants of clinical trial. Based on its importance,
having appropriate regulatory and ethical procedures including ethics committee, important
standards, competent staff, and regulatory structures need to be there for clinical trials regulation
and ethics review. Unethically conducted research has many consequences that the results may
not be acceptable, safety of patients may be compromised, and dignity of participants might be
diminished. In addition, unless the appropriate regulatory and ethics procedures are met in the
countries of the region, the benefits of effective harmonization; such as system sustainability,
strategy development, minimization of barriers for innovation, cost reduction and acceleration of
access to medical products cannot be ensured. Therefore, to implement the initiative of effective
harmonization of the regulatory and ethical procedures, personnel and standards should be well

established in the countries of the regions.
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5. Significance of Study

As one of the stakeholders of clinical trials, a regulatory body will use the study findings to
identify the existing gaps, to take appropriate action regarding clinical trials authorization
(oversight) and contribute for readiness to implement GCP standard clinical trials. Furthermore,
the findings will contribute to fill the gap and serve as experience sharing. Harmonizing
regulatory and ethics review system saves time and finance to ensure governments efforts on

safety and efficacy of medicines.

These findings will help investigators conduct their clinical trials with reduced barriers like delay
approval and increased cost. They will be able to start the study early and make ready for policy
makers with established and facilitated regulatory and ethical system of clinical trials.

Clinical trials are conducted primarily to solve public health problems so that the facilitation of
the conduct of clinical trials with the maximum safety and confirmed efficacy will ultimately
make the public beneficiary by increasing access to medicine with ensured efficacy and safety.
As aregion, there are health problems specifically affecting the Eastern Africa and necessitate to
attract more clinical trials. Therefore, the findings will be helpful for government, policy makers
and researchers to strengthen the system, develop guidelines and fill the gaps identified.
Furthermore, the experiences will be extended to researching on other core regulatory functions
under medicine regulatory harmonization initiatives.

16



6. Objectives
6.1. General Objective

To assess the readiness and need for implementation of harmonized clinical trial regulation
and national ethics review system in Eastern Africa

6.2. Specific Objective
To assess the readiness of countriesin terms of adequacy and competency of staff
To assess the readiness of the countries in developing legal framework and having structure
to implement harmonized clinical trials regulatory and national ethics review approach
To assess the harmonized guidelines and standards of clinical trials regulation and national
ethicsreview
To assess the need for implementation of harmonized clinical trials regulation and nationa
ethics review
To assess opportunities and challenges in the implementation of regulatory harmonization

initiatives and member countries of RECs adopting (compliance to) AVAREF tools

17



7. Methodology

7.1. Study Area and Period

The study was conducted in selected Eastern Africa countries focusing on regional economic
communities, i.e. EAC and IGAD regional economic communities (Ethiopia, Kenya, Sudan,
Tanzania and Uganda). The selected countries were from 8 EAC member countries (Kenya,
Uganda, Tanzania, Burundi, Rwanda and South Sudan) and 8 IGAD member countries (Djibouti,
Ethiopia, Eritrea, Kenya, Somalia, the Sudan, South Sudan and Uganda) based on the experience
of clinical trials conducted and accessibility of key informants. The experience of conduct of
clinical trials was determined based on information obtained from WHO internationa clinical
trial registries platform, U.S. National Library of Medicine, ClinicalTrials.gov (https.//apps.
who.int /trial search/ and https.//www.clinicaltrials.gov/ct2/home) and NRAS joint review,
different forums of capacity building activities in the region. The study was conducted starting
from March/2020 to September/ 2020.

7.2 Study Population

Regulatory experts of al included Eastern Africa countries’ National Medicine Regulatory
Authorities (NMRA); National medicine and Poison Board (NMPB) of Sudan, Ethiopian Food
and Drug Authority (EFDA), Pharmacy and Poison Board (KPPB) of Kenya, Tanzania Medicine
and Medical Devices Authority (TMDA), National Drug Authority (NDA) of Uganda, National
Ethics Committee Members of participating countries, IGAD Health Expert, DNDi staff, USP
technical advisor, and research ingtitutions were participated in the study. A total of 24
participants participated in this study. Considering the relevance of clinical trials with other core
regulatory functions, Pharmacovigilance, Medicine Registration and experience of

harmonization experts dealing other than clinical trial were also involved from NMRA.

7.3. Study Design

Study design was qualitative. Semi-structured guestionnaires were developed based on the
specific area of the participants in qualitative approaches; the opinions collected through semi-
structured questionnaire were analyzed. All participants were contacted through their email
address by facilitators of data collection. The address of participants was obtained through
request of collaboration through the use of information found during joint training, assessment

and GCP inspection activities.

The existing legal frameworks, inclusion and compliance to AVAREF tools in the regulatory

framework, gaps regarding regulatory capacity, existing structure, development of harmonized
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standards and tools were assessed. The need, chalenges, and opportunities for harmonized
regulation of clinical trial and national ethics review system were analyzed thematically.

The questionnaires were grouped in to five mgor parts: for regulators, national ethics review
committee, sponsors, and development partners and for selected investigators in selected
research ingtitutions. Appropriate questions directly related with or addressing missions of
NMRA, national ethics review committee and development partners together with their
contribution for regulatory system strengthening of the countries were included into the
guestionnaires.

Prior to administering the questionnaire, the study participants were provided with genera
information about the study by providing an information sheet which includes the importance,

aim of study and requesting their consent before answering the questions.
7.4. Operational Definitions

Readiness: Readiness is acceptable level that enables Eastern Africa countries to implement
harmonized clinical trial regulation and national ethics review of clinical trials through having
legal provisions, harmonized guidelines and standards, competent and adequate staff and
appropriate structure(53).

Need: Need is the difference between currently available clinical trials regulatory and national
ethics review system in Eastern Africa countries and the desired conditions through harmonized

clinical trials regulation and national ethics review(54,55).

Regulatory and National Ethics Review Harmonization: Bringing together Eastern Africa
countries NMRAs and national ethics committee into agreement or harmony to develop
common guidelines and standards, communicate and collaborate in am of building capacity,
improve public health, facilitate access to essential medicines and improve regulatory and ethics

committee performance, sharing of scarce resources and reduce duplication of efforts(56).

7.5. Eligibility Criteria

7.5.1. Inclusion Criteria
1. NRAsstaff involved in harmonization activities of Eastern Africa countries having at least
experience of regulation of clinical trials, Pharmacovigilance and medicine registration

2. Sponsorsinvolved in at least one clinical trial in the region

19



Research institutions having experience of conducting clinical trialsin the region
National research ethics committee member having direct involvement in clinical trias
application review process
5. Development partiers having participation in facilitation and capacity development
activitiesin the region.
6. Participants willing to participate
7.6. Sampling procedure
The nature of research question and objectives were taken into consideration where the key role
players were few in number. However, the representation was considered by taking into
consideration of both economic communities of Eastern Africain which involved countries have

remarkable experience of conducting clinical trialsin the region.

Purposeful sampling with criterion and maximum variation sampling design was implemented.
As important stake holders, regulators, researchers, national ethics committee members and
sponsor were involved in the study. In addition, because of their important role in organizing and
being involved in capacity building activities, development partners like IGAD, WHO and USP
were involved. Among selected countries of Eastern Africa, there were one EAC member
country (Tanzania), two both EAC and IGAD member countries (Uganda and Kenya) and two
IGAD member countries (Ethiopia and Sudan). The sampling procedure is schematically
presented in Figure 2.
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Figure 2: Schematic Presentation of sampling procedure

7.7. Data Collection

The data collection tool (semi-structured questionnaire) was prepared by considering the general
harmonization approach of core regulatory functions. In addition, international organizations
guidelines including adoption of AVAREF tools and WHO (Global bench marking tool) were

considered.

7.8. Quality Assurance

The actions taken to ensure quality of the research were re-administering the analyzed part of the
research for some of the selected study participants, re-reading (re-checking) and iterative
processes were followed during coding and thematic analysis. Two researchers other than
principal investigator were involved independently in coding of qualitative data to avoid
researcher bias.

The questionnaire was administered part by part to participants as their relevance to the
respondents:. regulators, nationa ethics review committee, development organizations, research
institutions and sponsors. To address the right participants, the questionnaires were delivered by

data collection facilitators in each country.

21



7.9. Data Analysis

The responses related to legal framework, organizationa structure, staffing and standards were
anayzed as specific countries system components of study. Responses related to need,
opportunities, chalenges, and specific opinions relevant to harmonization were anayzed
gualitatively using QDA Miner Lite software. In the QDA Miner Lite software coding texts from
participant’s opinion, retrieving and reviewing coded data was undertaken. Thematic analysis
was done following developing codes required to be given through identification of ideas and
patterns of meaning that come up repeatedly. During thematic analysis both sub themes and
themes were drawn. During coding, familiarization, coding, generating sub theme and themes

with reviewing were undertaken. Themes and sub themes were presented in tables.

7.10. Ethical Consideration

Ensuring the right to participate (give information), the importance or benefit of participation for
system improvement and protection of participant’s information are relevant ethical issues of the
study. Therefore, the protocol was submitted to Scientific and Ethics committee of CDT-Africa
under College of Health Sciences in Addis Ababa University before commencement of the study.
After delivering the information, consent was obtained from participants before involving them
in the study. The basic research ethical principles were ensured by protecting confidentiaity,
obtaining informed consent, and disclosing the information on potential risk/ benefit due to their

participation.

8. Result

8.1. Participants Characteristics

In total24 individuals participated in the study, of 9 were from NRASs, 3 from National Ethics
Review Committees,5 from development partners, 3 from sponsor and 4 from research
ingtitutions. The age groups of participants were between >30(1), 30-39(12) and 40-49(10) and
>50(1) with Males (16) and Females (8) of the 24 participants. Their highest level of education
was first degree (7) and MSc (16) and PhD (1). Regarding professional mix Pharmacists were the
highest number (12) followed by Physicians (5). Other disciplines account for 7participantsas
indicated in Table 1.
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Table 1: Participants Characteristics

Age Group 18-29 1(4.16%)
30-39 12(50%)
40-49 10(41.6%)
>50 1(4.16%)
Sex Mae 16(66.7%)
Female 8(33.3%)
Highest Levd of Education First Degree including MD 7(29.17%)
MSc 16(66.7%)
PhD 1(4.16%)
Year of Experiencein Years 1-5 8(33.33%)
6-10 7(29.16%)
11-15 5(20.83%)
16-20 2(8.33%)
21-25 2(8.33%)
Profession Pharmacist 12(50%)
Physicians 5(20.83%)
Pharmacologist 2(8.33)
Bioethicist 1(4.16%)
Immunol ogist 1(4.16%)
Medical Manager 1(4.16%)
Clinica Trialist 1(4.16%)
Chemist(environmentalist) 1(4.16%)

8.2. Countries, I nstitutions and Responsibilities of Participants

Ethiopia, Kenya, Sudan, Tanzania and Uganda were included in the study. Within clinica trial
related activities, the participants had different responsibilities and roles such as project
management, leadership, review of applications, secretary role and principa investigators. The
other core regulatory activities like Pharmacovigilance (Post marketing surveillance) and
medicines registration were also merged in to one directorate in 4 of the included countries.
Countries, institutions and responsibilities of participants are presented in Table 2.
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Table 2: Countries, Institutions and Responsibilities of Participants

Countries | Institutions Responsibility of Participants
Ethiopia Research Institutions for National Ethics Committee Secretary
Kenya researchers Clinical tria unit leader
Sudan National Regulatory Researchers
Tanzania Authorities Reviewing clinical trial protocols
Uganda Ministry of Science and Conducting GCP inspection

Higher Education in

Ethiopia, National Institute |.

for medical research in
Tanzania and Kenya
Medical Research Institute

Pharmacovigilance activities

Technical Consultancy

Head of Scientific and Ethics Review Unit
Regulatory Officers

QA Manager
(KEMRI) for ethics review Quality Control
Development Partners Medicine Registration,

Sponsor

Project Management (coordination),
Head, Clinical Trials

National professional officer for essential
medicine and drug

8.3. Legal Framework and Clinical Trial Regulatory Structure

All involved countries have legidations in place incorporating the clinical trial authorization
(CTA) as part of the regulation. Clinical tria regulatory system was organized at team level in all
countries except Tanzania and Sudan. In Sudan, there was no clinical trial regulatory
organizational structure. At team level clinical trial regulatory functions were merged with other
activities such as Pharmacovigilance, post marketing surveillance and medicine registration at
national NRA. In Sudan both technical and ethical issues were handled by the same ethics
committee. Therefore, there was no direct involvement of staff although the regulatory role was
vested within the national regulatory activity. The legal framework and structure status are
indicated in Table 3
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Table 3: Legal framework and clinical trial regulatory organizational structure

S.no | Legal Framework Ethiopia Kenya Sudan Tanzania Uganda
1 Existence of lega v v v v v
Framework for
medicines
2. Inclusion of Clinica | v 4 v v v

Tridsinto medicine
legal framework

3. Status of clinical trial | At team level | At team No Established | Establis
regulatory structure under level under | establishe | at hed at
another another d directorate | Team
department department | structure | Leve Leve
Key:
v EXists

Team: Section in particular directorate (within department) responsible for more than one or
mor e regulatory functions such as PV, PMSand Clinical trials

Directorate: Department responsible for one or more particular regulatory activity in NRA such
as clinical trial, medicine registration and Pharmcovgilance having budget, staff and
infrastructure

8.4. Guidelines and Standards

Guidelines, standards and other relevant tools for regulatory and ethics review system on
clinical trials and source documents used in the participating countries.

8.4.1. Guidelines and standardsin Ethiopia

Good clinical practice (GCP) and Clinical Trial Authorization (CTA) guidelines, Checklists for
review of applications, and procedures for sites inspection were available at NRA of Ethiopia.
The National Ethics review guideline is used by the National Health Research Ethics Review
Committee. Incompleteness and loose clarity on conduct & regulation of clinical trials were
identified problems related to standards and guidelines, e.g. clinical trials on medical devices,
data sharing and scope of clinical trial in general. Harmonized national ethics review of clinical
trial application was not supported by Nationa Ethics Review guideline and standards. Clinical
trial related activities were review of clinical trials applications, authorization, GCP inspection
and approval of amendments. ICH guidelines, EMA guidelines and WHO clinica trial
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handbook/ manual were used as source documents for the preparation of the standards and

guidelines. CTA and GCP guidelines were posted on website (http://www.fmhaca.gov.et/)

8.4.2. Harmonized quidelines and standardsin Kenya

National ethics review guidelines did not have adequate and clear legal provisions, and they were
not as clear as regulatory guidelines. Activities being accomplished were review of clinical trials
application, approval of amendments and GCP site inspection. The accepted AVAREF guidance
by KPPB, approved clinical trials and FAQs were posted on the website
(http://www.nmpb.gov.sd/en/)

8.4.3. Guiddlines and standardsin Sudan

NRA was not directly involved in clinical trial regulatory activities but facilitated for committee
responsible for review of clinical trials applications to approve and good clinical practice (GCP)
inspection. There were no guidelines and standards for regulation of clinical trials found during

study (posted) on website (http://www.nmpb.gov.sd/en/). However, there was guideline for

ethica conduct of research involving human  subjects  (http://snrec.sd/wp-

content/uploads/2017/05/Sudan-National-Ethics-Guidelines.pdf). In addition, there were no

supporting guidelines for harmonization in Sudan.

8.4.4. Guiddlines and standardsin Tanzania

The available guidelines were GCP guidelines, Clinical Trial Authorization (CTA) guidelines,
Standards and procedures for GCP inspection of clinical trials sites, Special SOPs for different
activities; National Ethics review guideline, Checklists for review of applications, guideline for
inspection of sites and checklist for inspection of tria sites. Identified standards related problems
were failure to maximize the potential for new therapies originating from the rich biodiversity in
the local environment, lack of regulations governing implementation of trials involving human
tissues and specimens like blood and breast milk samples and issues of harmonization was not
clearly supported(indicated) by the guidelines. Existing activities were approval of amendments,
GCP dite inspection and review of clinical trials application. The source documents used for
preparing guidelines were from ICH, USFDA and EMA guidelines of clinical trials. There were
no guidelines aligned or adopted from AVAREF guidelines except AVAREF Strategy and
Guidance for Emergency Preparedness (https://www.tmda.go.tz/)
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8.4.5. Guiddines and standardsin Uganda

GCP guidelines, CTA, Specia SOPs for different activities, Standards procedures for GCP
inspection of clinical trials sites and National Ethics review guideline are available. Activities
and existing guidance are Approva of amendments, GCP site inspection and Review of clinical
trials application. ICH guidelines were identified as source (reference) documents.

https.//www.nda.or.ug/. In addition, registered clinical trials are found on website

https://www.nda.or.ug/human-medicine-guidelines/

8.5. Staff Adequacy, Competency and Related Problems

The average number of staff involved in clinical trial team was 4 in the region. There were
internal arrangements to use staff from other sections within the Authority whenever there was a
need. The staff related problems mentioned were not taking actions on identified gaps and not
considering capacity building activities as one of the priority areas of regulatory authority in
planned and regular manner. However, it was noted that there were some attempts such as giving
opportunities for education, attending clinical trials forums and hands on trainings in some
countries of the region.

It was noted that expertise and competency were available for regulatory review and oversight.
However, there were contrasting findings among the participant’s responses from different
institutions.

The participant’s different opinions are quoted as below:

“...staff adequacy can refer all forms competence such as number, qualification, professional
diversification, competence by training &/or experience, discipline and diligence. To my
assessment, our regulators may be deficient in all aspects but particularly no professional
diversification at all.” AARIO7.

The other participant said that *“.....from the comments we got for our protocols except few most

are reviewed by expert comments.” GORI09

The dtaff related problems identified were no training opportunities nationally and
internationally, gap in staff qualification and competency by experience, shortage of staff and no
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professional diversification, no gap identification in 3 countries and involvement in more than

one regulatory functions.

Table 4. Staff Adequacy, Competence and Related Problems

Staff Related Problems Promising Findings Staff capacity Building Activities
Related to Staff
v' There is expertise v' Education Opportunities
Not taking actions on as can be seen from v Participation in  hands on
identified gaps and plan the feedbacks activities
v It is not one of priority ' giaff are qualified v Participation in international
aea  of  regulaory and competent for and national trainings
authority  to  allocate regulatory review v Oversee short- and long-term
budget  for  capacity and oversight training for the staff
building activities v Thee is gap v Attending different clinical
¥" No training opportunities identification trial forum and workshop
nationally and experience. v Ensuring the staff adherence
internationally. to the established dlinical
v There is gap in Staff tridds  standard  operating
qualification and procedures
competency by training v Regular training and exposure
and experience v Mentoring and in house
respectively training
v’ Shortage of staff
v' There is gap in adequacy
of daff as it can be
confirmed from the time
taken to give feedback
v No gap identification in
three of countries
v" Involvement in more than
one regulatory function
v No professional mix

8.6. Focusto CTA, Precondition and Actions Need to Be Taken

Allocation of budget, having adequate and competent staff in place, ensuring that awareness of
all stakeholders on harmonization has been created, developing and implementation of clear
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regulatory standards and attracting funds to increase number of clinical trial applications were
identified ways for giving focus to CTA. It was aso noted that sustainability related problems
need to be solved. How to give focus to CTA, Pre-conditions and actions need to be taken are
presented in the table 5.

“...most regulatory harmonization started with support of development partners with inadequate
ownership and empowerment of member states, and hence sustainability is till an issue.”
AAPA25

*“...developing a regional / national institutional development plan or strategy, Capacity
building of technical experts, Promote/Sensitize the process and guidelines to stakeholders”
(KERE24)

Table5: Giving Focusto CTA, Precondition for Har monization and Actionsto Be Taken

SN. HowtogiveFocusto Precondition for Actionsto betaken
CTA at country level  Implementation of
Harmonization

1. Having Clear Legal Inclusion of harmonizationin  Development of
Framework legal framework harmonized standards

2. Having adequate and Ensuring technical Capacity Develop aregional /

competent staff (competency) and adequacy national institutional
of experts development plan (IDP) or
strategy
3. Allocation of Adequate Understanding the importance Ensuring that thereis
Budget of harmonized clinical trial awareness on the
regulation and national ethics  importance of
review harmonization
4, Facilitation for the Ensuring sustainable system Promote/sensitize the
conduct of clinical and procedures regionally process and guidelines to
trials stakeholders
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8.7. Monitoring System of Har monization

Strengthening of the initiative should not be considered as one time event rather it should be a

continuous process. Regarding the process of strengthening of the system the following quote is
taken:

*...the roadmap for harmonization should be started today but with step by step and clear action
points over years (framed timeline) with political will plus financial commitments for continuous
capacity building investments. It is also worthy to learn from other regional initiatives in this
regard for the pros & cons of harmonization so that can be re-purposed in the context”.

(AARIO7)

In the opinion of participants, monitoring system of the harmonized regulatory and national
ethics review system further strengthened through complementing activities in the regions of
Eastern Africa countries asindicated in the Fig. 3.

Assessing
countries
system and

filling the gaps

,/I Developing Plan and
evaluating it at
regional level

Supportive
supervision

Monitoring System
and Suggested
Complementes

Faciliation of Training
for NRA staffs and

national ethics review
committee

Arranging events
for experience
sharing

/ﬁ;motion of
regulatory and

national ethics
review

Figure 3.Monitoring System of the har monization initiative and suggested Complements

8.8. The Need for Har monization

Totaly 3 themes and 13 sub-themes were identified on need for harmonization at regional level

and related with capacity building, utilization of limited resources in the region, facilitation for
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bringing sponsors and researchers to involvement, increased regulatory and ethics compliance, to
ensure efficiency and quality of review process. Themes and sub-themes areindicated in Table 6.

The need related findings from specific participants of the study were quoted as below:

“...we need to review the clinical trial in harmonized ways because it important to reduce the
time required approving protocols, attract funding from researchers and funding agencies;
providing stakeholders with timely information and progress status of the various research
projects, enhance sharing of experiences and gain knowledge (Promote the efficiency of the
ethics review committees”. (AAEC04)

“Harmonization fastens the review process which eventually ensures increased accessibility of
medicines to the public reduction of cost for manufacturers as it reduces the need of compiling
different applications and sometimes in different languages to suit individual
countries”.(AANRAL19)

“...Particularly the growing local Pharmaceutical industry that wills surely seeking for regional
marketing may be an immediate pressing demand for harmonization. However, it might be long

to go to have common vision and clear goal among member countries”. AARIO7

““...epidemic outbreaks, increased interest of many African Countries including East Africa are
promoting local production and attracting direct foreign investment in medical product
manufacturing, various solidarity in promoting access to essential medicines is demanding

harmonization regulation and ethical review of clinical trials”. AAPA25

Table 6: Themes and Sub Themes Related To Need

S.no | Themes Sub Themes
1 Capacity Building and Limited Capacity Building
Resources in the region Save Time and Cost of NRAs

Facilitate Experience Sharing
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2. Increase Sponsors and Researchers Improve Regulatory Compliance of stake

Involvement and Regulatory/Ethics holders
Compliance Safeguard Safety and wellbeing of
participants

Attraction of Funding

Increases conduct of Clinical
Trials(encourage innovation) and access

to medicines

Encourage local production

Decrease number of amendments

3. Ensuring Quality and Efficiency of Improve quality of review

Review Process Timely feedback delivery

Easy conduct of multi country trials

8.9. Opportunity for | mplementation

Totally 3 themes and 11 sub-themes were identified on opportunity. Opportunities for
implementation of harmonized clinical trial regulation and national ethics review was identified
as desire expectation to have strong regulatory and ethics review system in the region, presence
of initiatives and platforms and enabling situation as indicated in the table 6.Some quotes
related to the existing opportunities are presented as below:

“...existence of huge number of population within the member states countries promotes
researchers and CRO, the pandemic COVID looks for new drugs and vaccine for development,
the existence of common WHO/GBT/ tools for NRA function which approaches different
regulatory function of variety countries...” (AANRA19)

“...the interest of sponsors, pharmaceutical manufactures toward Africa which will increase
clinical trial request and regional BE center if accredited by WHO”. (AANRA21)
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Table7: Themesand Sub Themes Related to Opportunity

S.No. | Themes Sub Themes

1 Stake holders expectation to Desire to share data and other information easily

have strong regulatory and ethics | Desire to strengthen System through the process
review systemin theregion

To have harmonized guidelines and standards

To enhance and improve regulation and national

ethicsreview
2. Presence of initiatives and Availability of global toolsto follow and evaluate
platforms system as IDP

RBEC based on its accreditation status

Presence of RECs for facilitation

3. Enabling situation Increased interest of stake holders

Large number of population
Public health emergencies(outbreaks)

Presence of support from partner institutions and

platforms

8.10. Challenges for Implementation

Challenges for effective implementation of harmonized regulation and national ethics review
were identified as stakeholders’ awareness gap, difference in administrative actions of individual
countries, lack of commitment, difference in set up and resources, requirement of long time for
making fully established and functional system. Both themes and sub-themes are presented in
Table 8. Among responses related with challenges one of the respondersis quoted as below:

“Most east African countries are facing with inadequate budget which is allocated in NRA,
shortage of staffs and lack of competency to carry the assessment and inspections of clinical trial
applications in the region. The researchers have low awareness on the laws and rules on
regulations of clinical trials in the region. Different levels of regulatory activities among the
countries obstruct the smooth execution of harmonized activities. Other countries have advanced
in term of regulatory function and other they don’t have even regulatory framework such as laws
and regulation of clinical trials” TANRA14

33



Table 8: Themesand Sub Themes Related to Challenges

SN

Themes

Sub-Themes

1.

Presence of stake holder’s

awareness gap

Investigators awareness gap

Partners awareness gap

Sponsors awareness gap

Difference in administrative
processes and interest of

individual countries

Difference in countries preferences

Differencein legal frameworks

Lack of mutual recognition for regulatory decisions

Mistrust among member states

Lack of government and others stake holders

commitment

Differencein set up and

resources

Staff Shortage and gaps in competence

Organizational structure difference

Difficulty of coordination

Difficulty to establish the same standards

Lack of sufficient funding

Shortage of infrastructure

Different level of expertise and experience

Lack of ethics and regulatory legislation

Lack of clarity of process between review boards and

regulatory authorities.

Long time to establish
functional system

Ensuring clinical trial stake holders awareness about

harmonization

Ensure readiness of member countries

Time for developing governing guidelines

Establishment of validation system for shared

information among member countries
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8.11. Regional and Individual Countries Differences

Differences were noted among individual countries in structure, approach of review, capacity
building activities and development of harmonized guidelines. Progress in Implementation of
harmonized clinical tria regulatory and national ethics review initiative was not the same in both

EAC and IGAD regional economic communities.

“I think regulatorsin the region are not at same or comparable maturity level and hencethereis
a need to create awareness to the NRAs in the region so that all will be on the same page...”
AAPA22

...there is progress as individual countries but there are gaps as a regions and difference in

IGAD and EAC regions of the initiatives ... KERE24

8. Discussion

The study explored various relevant issues related to readiness and need for harmonized clinical
trials regulation and national ethics review system. For effective implementation and satisfying
the actual need of the initiative, effort and readiness of individual countries would have direct
impact and reflection at regiona level for the implementation of harmonization initiative.
Regulatory framework is the crucial part of any functiona regulatory authority established to
ensure safety, efficacy and quality of medical products. Our study findings show that there was
legal framework in al participating countries for regulation of medicines in general and clinical
trials in particular. The legal frame work for medicine regulation in general and inclusion of
clinical tria regulation in particular were found to be consistent with- WHO Drug Information
report, review article and review of international documents(57-59). Following legidlation,
countries develop guidelines and standards to interpret and put direction on how to comply to the

regulatory legidation(58).

Clinical trials regulatory activities of the participating countries were found to be structured at
team level except one which has been organized at directorate level showing that not al

countries have given equal focus on regulatory functions of clinical trials.

Our assessment revealed that there were attempts to have nationa guidelines and standardsin all
participating countries. However, significant guidelines related problems have been identified.
Such problems include failure to address specific areas of clinical trials, incompleteness, lack of
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clarity to differentiate among clinical trials, behavioral studies, observational studies... etc.
Furthermore, the standards did not address harmonized clinical trials regulation and national
ethics review. These findings were in contrast to ICDRA 14™ report which addressed countries
need to take the initiatives to their legidation (60).

The basic issues which need to be addressed to implement harmonization issue are harmonizing
important standards, inclusion of initiative in medicine legislation of individual countries (55),
staff capacity building and improvement of organizational structure. Unless addressed, system
sustainability and collaborative approach may not be effective; as harmonization needs
agreement to work together in different model of implementation (26,25). In the present study,
we found that there were gaps in standards adequacy, clarity on how to address the specific areas
of clinical trials like maximization of biodiversity, data sharing and distinction of clinical trials
from other observationa studies. There are structures for regulating clinical trial at team level
merged with other regulatory activities.

Competency, professional mix and shortage of staff were identified staff related problems in our
study. These findings are inconsistent with the indicators related to staff on WHO bench marking
tool for countries institutional development(IDP) for clinical trials oversight (53), and in
addition, regulation of clinical trials require qualified, competent and experienced staff (61).

We found that the average number of staff for regulatory activities within NRA was four in al
participating countries. This number of staff was not only for clinical trials regulation but also for
other regulatory functions such as pharmacovigilance and post marketing surveillance. To attain
the two common goods of GCP, i.e., participants protection and data credibility, availability of
qualified, experienced and committed staff in all stakeholders including regulatory authorities
and ethics review committees is crucial. The growing need and attraction of clinical trials is
demanding all the required resources including appropriate staffing and functional institutional
structure. These resources were found to be scanty in all participating countries in our study.
Though there were some weakness with regard to clinical trial regulation and ethical review
system in al participating countries, strength was also observed in some countries. In Tanzania,
clinical tria regulatory functions have been organized at directorate level and the practice of
using staff from another directorate as per need have been noted. In Kenya, the AVAREF
guidelines and other tools were adopted and posted at KPPB website which can be taken as
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important example of actions for harmonization. In Ethiopia, there were plans to develop SOPs
for specific clinical trial regulatory activities and staff capacity building by giving opportunity
for education. This gives confidence for investigators conducting clinical trials as the decision to
be made by the regulatory authority studies will be appropriate. Countries focus to CTA has
connection with improving the regulatory system structuraly, materialy, and financialy in
addition to human resource. The staff related problems in the region have impact on harmonized
clinical tria regulation and national ethics review system such as delay of feedback to applicants
of clinical tria protocol. Incompetency and poor experience are associated with deficiency in the
safeguard of clinical trial participants, ensuring the quality of data generated from clinical trial
site through GCP inspection and progress report evaluation. Similarly, staff related problems
identified in our study can be also source of mistrust and problem for mutua recognition of

regulatory decisions.

The standards available at countries level reflects the readiness for implementation of
harmonized regulatory and national ethics review system. The few standards available in
individual countries are more general. Clinical trial regulatory areas require further specific
standards and guidelines at regional level to implement harmonized clinical trias regulatory and
ethics review system. As our findings indicate harmonized regulatory and national ethics review
system establishment require long time as existing challenges for development of strategies and
capacity building activities require solution. Differences at country level have been observed;
some countries have good initial steps and some require efforts to make the initiative part of
countries regulatory system.

RECs are considered to be opportunity for harmonized clinical trials regulation and nationa
ethics review facilitation. In addition to the gaps observed in harmonizing or adopting AVAREF
guidelines, our study findings showed that there was no harmonization on the regulatory
framework and ethics review system. Lack of clarity also negatively affects the conduct of
clinica trials. Even though there were gaps in specificity and clarity, amost all the available
documents found in our study were adopted from one or more globally accepted and
harmonized documents such as ICH, AVAREF and USFDA (https.//www.ich.org/) (62).

Desire for capacity building, limited resources in the region, to increase sponsors and
researcher’s involvement, to maximize regulatory/ethics compliance to standards and ensuring

quality and efficiency of review process were found to be the reasons for the need for
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implementation of harmonized clinical trials regulation and national ethics review system.
Complexity of implementation and benefits of standardization were similarly reported in United
Kingdom on standard harmonization and cultural difference for multi-national clinical trials by
Christine et al. (63) .

From the opportunities perspective our study showed; stakeholder’s expectation to have strong
regulatory and ethics review system in the region, presence of different initiatives and platforms
and enabling conditions as existing opportunity to further strengthen the harmonized regulatory
and national ethics review system of the regions. CTA as one of the important areas as
innovation and solution for various public health problems such as already existing diseases,
emergencies , and outbreaks, NRAs and National Ethics Review system need to give it more
focus. The detail of opportunities related to enabling situations are large number of population,
interest of partners to support and the availability of existing initiatives, global bench marking
tools for evaluation of the system for countries institutional development plan and assessment
by WHO’s NRA evaluations system (53).

Collectively as a region the challenges for effective implementation of harmonized clinical trial
regulation and national ethics review of the initiative are explored. The anticipated challenges to
implement the initiative effectively are presence of awareness gap, difference in administrative
processes and preferences of individual countries, differences in setup and resources and lengthy
process of establishing functional system which agrees with finding reported by Paul Ndebele et
al., on regulatory challenges associated with conducting multi-country clinical trials in resource-
limited settings and S. Atzor et a., from Switzerland and United States of America reported on
whether EU clinical trials regulation support the innovative industry respectively (47,64). In
addition, it is indicated that multi-country clinical trial is difficult to conduct even having

advanced procedures in place (5,50).

9. Limitation

It was not possible to collect data by physical contact of participants due the lock down of travel
to different countries due to COVID 19 global pandemic. Some potential partners for the
initiative were not included in the study (NEPAD, AVAREF and Pharmaceutical Companies)
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10. Conclusion

Efforts and strengths of individual country are the foundation for effective implementation of
regional harmonized clinical trial and national ethics review system. Generally, there are gaps of
structural, staffing and standards and integration of harmonization to national regulatory
framework. The results showed that some individual countries are ready to implement. However,
looking at the insufficient focus given on organizational structure, standards development and
staffing. Readiness to implement the initiatives does not seem reaistic. However, there are
efforts made to support and change clinical trials landscape as individual countries and regions.
Our findings suggest that there is strong need for implementation of harmonized clinical trial
regulation and national research ethics review system.

11. Recommendations

Member countries need to improve their own regulatory system in staffing, establishing
appropriate structure and putting important standards in place

All partners need to develop plan and strategies to support RECs to have timely monitoring
system of theinitiative

Countries should use of the available tools effectively for implementation of harmonized
procedures

The need for harmonization and challenge needs be answered in aligned or integrated
manner for harmonized clinical trial and national ethics review of clinical trial in Eastern
Africa

Countries lacking NRAs and functional system of regulation shall develop legal
frameworks, standards and perform capacity building activities.

RECs need to play leading role in countries system improvement at regional and individual
countries level

Further researches need to be conducted at individuals, institutional , and regional level on
specific areas of harmonization

There should also be experience sharing activities in between the two RECs
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Annex: QUESTIONNAIRES (1)

QUESTIONNAIRES (1)

You are cordially invited to respond on the questions which are raised on readiness and need for

harmonized clinical trials regulation and ethics review in Eastern African countries and to
contribute for advancement of the clinical trial regulation and national ethics review. Thank you
in advance for your cooperation by taking your time. All of your responses are entirely used for
the research purpose with appropriate protection of confidentiality. The questionnaires are
prepared in five main parts for the whole study. This is one of the five parts and you are
administered with more of clinical trials regulation related questions.

Questions for National Regulatory Authority

1.1 Background Information
Age:

Sex:
M " F
Country:

I nstitution:

Responsibility:

Profession:
" Physician " Pharmacist " Nurse

" Others, Specify

Year of Experience and Current Job Title/Position:

Education Levd:

" Degree " Msc " PhD " Others, Specify
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1.2, Part |

1. Isthere legal framework for regulation of medicinesin the national medicine regulatory
authority (NMRA)?

" Yes " No
2. If yes, does legal framework include the regulation of clinical trials?
" Yes " No

3. Isthere established structure for regulation of clinical trialsin national medicine regulatory
authority (NMRA)?

" Yes " No

4. If your answer for question number 3 isyes, what is the division (structure) that the clinical

trials regulatory activities are handled in NMRA?
[ Department Level (as clinical trial department)
[~ Teamlevel under another department. e.g Medicine registration, drug informetion (PMSPV)
[ At activity level under other departments
[ Only focal person assigned for clinical trials
[ Other,Specify

5. What activities are being done related to clinical trials regulation in your country?

I Review of clinical trials application

I Good clinical practice (GCP) site inspection

I Not directly involved on the review of clinical trials activities but facilitate for national ethics committee review
[ Approval of amendments

[ Others, Specify

6. What is number of staff involved in clinical trials activity, if it is at department or team level ?
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2
3
4
5
™ Others, Specify

7. What is the profession of staff involved in regulation of clinical trials?
[ Physicians
[ Pharmecists
" Nurses
[ Specidists in clinical Trials
[ Others, Specify

8. Do you have guidelines and standards for regulation of clinical trials?
" Yes " No

9. If your answer for question number 8 is yes, what are the standards you are using for clinical

trials regulation?
I Good clinical practice(GCP) guidelines
[ Clinical Trial Authorization (CTA) guidelines
I Specia SOPs for different activities
[ Standards or procedures for GCP inspection of clinical trials sites
[ Others,Specify

10. What are guidelines from which your guidelines and standards were adopted?
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[ FromICH guidelines

[ From AVAREF guidelines and standards
[ From USFDA clinical trials guidelines

[ From EMA guidelines

[ Others, Specify

11. Areyour institution (NMRA) representatives participating in African vaccine regulators
forum (AVAREF) meetings?

T Yes " No

12. Do you have information on initiatives and activities of harmonized regulation and national
ethicsreview of clinical trialsin Eastern Africa Countries (EAC and IGAD)?

" Yes " No

13. If your answer for question number 12 is yes, does the medicine regulatory legal framework
include the harmonized clinical trials regulation?

" Yes " No

14. Do you think that there isimportance in harmonized regulatory and national ethics review of

- .~ Yes " No
clinical trials?
15. If your answer for question number 14 is yes, what do you think will be importance of
following harmonized clinical trials regulatory and national ethics review approach?

[ Increase quality of clinical trials and Capacity building

[ Facilitation of innovation and Accelerate Access to medicines

[ Optimize review timeline and Avoid unnecessary delay of approval
[ Minimize different regulatory and ethics review related barriers

I Reduce costs related with clinical development of products

[ Others,Specify
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16. Isthere any experience for your institution to use clinical trials related information shared

among other countries?
" Yes " No
17. Isthere website for your institution in which clinical trials guidelines and tools found?
" Yes " No
18. If the answer for question number 17 is yes, are there any standards posted on the websites?

T Yes " No

2. Part |1

1. Isthere experience of identification of gaps related with appropriate training needs on clinical
trials and filling them for staff involved in clinical trials regulatory activity?

" Yes " No
2. If your response for question number 1 isno, what will be possible reason to not identify gaps
and train staff?

I Because of small number of yearly clinical trials application

[ Clinical trials activity can be done by experience

[~ . Itisnot one of priority area of regulatory authority activities

[ No budget alocation for training

[ There is not training opportunities nationally and internationally

[ Others, Specify

3. Please mention actions taken to ensure competence of clinical trial regulatory staff in national

medicine regulatory authority (NMRA) if any.
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4. Arethereclinical trial standards (guidelines) specifically aligned to African vaccine regulators
forum (AVAREF) guidelines and standards in your regulatory authority?

-

T Yes " No
5. If your answer for question number 4 is yes, please mention some of the AVAREF standards
(guidelines) used or aligned to national standards (guidelines).

6. What challenges do you think are there in your opinion for effective clinical trials regulation

and national ethics review in your country?
I Inadequete alocation of budget

[ Not making regulation of clinical trials one of priority areas of regulatory authority activities
[ Not having common understanding of harmonized regulation

[ Lack of competence for regulation of clinical trials
[ Others, Specify
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7. Do you think that there is need for implementations of harmonized national ethics review
and regulation of clinical trialsin Eastern Africa countries?

" Yes " No

8. If your answer for question number 6 is yes, please mention the rationale for need of

harmonized clinical trials regulation and national ethics review?

9. If your response for question number 7 is no, what will be the reason in your opinion?

[ Low awareness about harmonized approaches

I Low level of need for harmonized approaches

I Due to regional differences of systems of regulation or commitment

I Because of it is agenda of sponsors (other development partners NGQOs)
[ Difference in understanding and accepting its importance

I Differences in readiness and strength of systems

[ Others, Specify
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10. What challenges and opportunities are there in your opinion for harmonized national ethics

review and regulation of clinical trialsin Eastern Africa countries?

11. Please write your general comments on countries appropriate readiness and need of effective

implementation of clinical trials regulatory and ethics review harmonization
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QUESTIONNAIRE (2)

You are cordially invited to respond on the questions which are raised on readiness and need for
harmonized clinical trials regulation and ethics review in Eastern Africa countries and to
contribute for advancement of the clinical trial regulation and national ethics review. Thank you
in advance for your cooperation by taking your time. All of your responses are entirely used for
the research purpose with appropriate protection of confidentiality. The questionnaires are
prepared in five main parts for the whole study. This is one of the five parts and you are

administered with more of clinical trials national ethics review related questions.

Questions for National Ethics Review Committee

Age:

Sex:
M " F
Country:

I nstitution:

Responsibility:

Profession:
" Physician " Pharmacist " Nurse

" Others, Specify

Year of Experienceand Current Job Title/Position:

Education Levd:

" Degree " Msc " PhD " Others, Specify

1.2Part |



1. Isthere nationa independent ethics committee (IEC) for review of clinical trials conducted
on human participantsin your country

" Yes " No

2. If yes, what is the composition of national ethics review committee members by
profession?

[ Physicians

[ Pharmecists

[ Nurses

[ Representative of Community
[ Any relevant scientists

[ Others, Specify

3. If your answer for question number 2 is no, please mention how clinical trials are conducted
regarding ethics review?

[ Through IRBs of research ingtitutions or Universities
[ By only regulatory approval

[ It is not mandatory to pass through ethical review

[ Others,Specify

4. What are the tools used by the national ethics review committee for the review of clinical trial
application?

[ National Ethics review guideline
I Checklists for review of applications
[ Guideline for inspection of sites

[ Checklist for inspection of Trial sites
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[ There are no organized tools for ethical review of applications
[ Others, Specify

5. Do you have information of medicine regulatory harmonization initiatives and national ethics
review of clinical trialsin Eastern Africa (EAC and IGAD regions)?

“ Yes © NO

6. If your answer for question number 5 is yes, is the harmonized national ethics review of
clinical trial application supported by national ethics review committee standards (guidelines)?

" Yes " No

7. Do you have any information about African vaccine regulators forum (AVAREF), its
activities and tools?

T Yes " No

8. If your answer for no.7 is yes, is there any attempt to incorporate (comply) or adopt AVAREF
tools to nationa guidelines or standards?

" Yes " No

9. Isthere any mutual recognition and working together in between Independent Ethics
committee and national regulatory authority?

T Yes " No

10. If your answer for question number 9 is yes, how the collaboration and working together is
taking place?
[ By making Prerequisite by national regulatory authority

[ Joint review at country level

[ Joint Inspection of clinical sitesat Country level
I Developing Harmonized Standards

[ Others, Specify

54



11. In your opinion do you think that there isimportance in following harmonized clinical trials
regulations and national ethicsreview in Eastern Africa countries (EAC and IGAD regions)?

-

T Yes " No

12. If your answer for question number 11 is yes, what do you think will be importance of
following harmonized clinical trials regulatory and national ethics review approach?

[ Increase quality of clinical trials and Capacity building

[ Facilitation of innovation and Accelerate Access to medicines

[ Optimize review timeline and avoid unnecessary delay of approval
[ Minimize different regulatory and ethics review related barriers

I Reduce costs related with clinical development of products

[ Others,Specify

2. Part 1

1. Do you think that there is need for implementations of harmonized national ethics review and

regulation of clinical trialsin Eastern Africa countries?
" Yes " No

2. If your answer for question number 1 of Part Il is yes, please mention the rationale for

growing need of harmonized clinical trials regulation and national ethics review?
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3. If your response for question number 1part |1 isno, what will be the reason in your opinion?
I Low awareness about harmonized approaches

[ Not believed on need for harmonized approaches
I Due to regional differences of systems of regulation or commitment

I Because of it is agenda of sponsors (other development partners NGQOs)
[ Difference in understanding and accepting its importance by NMRA
I Differences in readiness and strength of systems [ Others,Specify

4. What challenges and opportunities are there in your opinion for harmonized national ethics
review and regulation of clinical trialsin Eastern Africa countries?
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5. Please write your general comments on countries appropriate readiness and need of effective

implementation of clinical trials regulatory and national ethics review harmonization
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QUESTIONNAIRE (3)

You are cordially invited to respond on the questions which are raised on readiness and need for
harmonized clinical trials regulation and national ethics review in Eastern Africa countries and to
contribute for advancement of the clinical trial regulation and national ethics review. Thank you
in advance for your cooperation by taking your time. All of your responses are entirely used for
the research purpose with appropriate protection of confidentiality. The questionnaires are
prepared in five main parts for the whole study. This is one of the five parts and you are
administered with more of clinical trials sites (research institution) related questions.

Questions for Resear ch I nstitutions

1.1. Background I nfor mation

Age:

Sex:

M " F
Country:

I nstitution:

Current Job Titleand Responsibility:

Profession:
" Physician " Pharmacist " Nurse " Others, Specify

Year of Experience:

Education Levd:
" Degree " Msc " PhD " Others, Specify

1.2, Part |

58



1. Do you think that there is adequate and competent (qualified) staff for regulation and national
ethicsreview of clinical trials?

" Yes " No

2. If your answer for question no.1 of Part | is no, how the problems of clinical trial regulatory
staff related with clinical trials regulation?

I Delay in delivery of the results of the review

™ Low quality of review of the clinical trials

[ S_h(_)rtage of the staff for regulation of clinical
I Lack of capacity for regulation of clinical trials
[ Others,Specify

3. Do you have information on initiatives and activities of harmonized regulation and national

ethicsreview of clinical trialsin Eastern Africa Countries (EAC and IGAD economic regions)?
" Yes " No

4. In your opinion, do you believe that the harmonized national ethics review and regulation have

importance at regional level?

“ Yes " No

5. If your answer for question number 4 is yes, what do you think will be importance of
following harmonized clinical trials regulatory and national ethics review approach?

[ Increase quality of clinical trials and build capacity

I Facilitation of innovation and accelerate access to medicines

[ Optimize review timeline and avoid unnecessary delay of approval
[ Minimize different regulatory and ethics review related barriers

I Reduce costs related with clinical development of products

[ Others,Specify
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1.2, Part 1l

1. Do you think that there are adequate and clear legal provisions (legal documents) and
standards (regulatory and national ethics review guidelines) of clinical trialsin your country?

T Yes " No

2. If your answer for question number 1 part |1 is no, please write your comment on the
adequacy and clarity of clinical trials legal frameworks and standards

3. Please, forward your comments regarding the staff adequacy and qualification (competency)
for regulation of clinical trialsin your country

4. Do you think that there is need for implementation of harmonized nationa ethics review and

regulation of clinical trialsin eastern Africa countries?
" Yes " No

5. If your answer for question number 4 is yes, please mention the rationae in your opinion for

growing need of harmonized clinical trials regulation and national ethics review?
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6. If your response for question number 4 is no, what will be the reason in your opinion?

[ Low awareness about harmonization approaches

I Due to regional differences of systems of regulation or commitment

[ Because of it is agenda of sponsors (other development partners (NGOs))
[ Difference in understanding and accepting its importance

I Differences in readiness and strength in countries regulatory systens

[ Others, Specify

7. What challenges and opportunities are there in your opinion for harmonized national ethics
review and regulation of clinical trialsin Eastern Africa countries?

8. Please forward your general comments on readiness and need of the harmonized national
ethics review and regulation in Eastern Africa (EAC and IGAD regiona economic communities)
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QUESTIONNAIRE (4)

You are cordially invited to respond on the questions which are raised on readiness and need for

harmonized clinical trials regulation and national ethics review in Eastern Africa countries and to
contribute for advancement of the clinical trial regulation and national ethics review in the
region. Thank you in advance for your cooperation by taking your time. All of your responses
are entirely used for the research purpose with appropriate protection of confidentiality. The
guestionnaires are prepared in five main parts for the whole study. This is one of the five parts
and you are administered with more of clinical trials sponsorship related questions.

Questions for Sponsor

1.1 Background Information
Age:

Sex:
M T F
Country:

Organization:

Responsibility:

Profession:
" Physician " Pharmacist " Nurse

" Others, Specify

Year of Experienceand Current Job Title/Position:

Education Levd:

" Degree "M Sc " PhD " Others, Specify
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1.2 Part |

1. Do you have involvement in any aspect of regulation and national ethics review of clinical
trials applications in Eastern Africa countries?

" Yes " No
2. If your answer for question number 1 isyes, in which activities you were involved?
[ Sponsoring Clinical Trials
[ Management of Sponsored clinical trials
[ Establishment of DSMB
[ Giving training for clinical trials staff
[ Communicating with regulators and other ethics review committee

[ Others, Specify

3. Do you have information on initiatives and activities of harmonized regulation and national
ethicsreview of clinical trialsin Eastern Africa Countries (EAC and IGAD)?
" Yes " No

4. Do you think that the Eastern Africa countries are ready for implementation of harmonized
clinica trials implementation?

-

" Yes " No
5. If your answer for question number 4 is no, what will be the possible reason?
[ Not understanding the concept of harmonization
[ No believing that it has benefit or importance
[~ Thinking of not having large number of trials in the region
[ Lack of technical competence of regulatory staffs
[ Others, Specify
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6. What do you think will be importance of following harmonized clinical trials regulatory and
national ethics review?

I Increase quality of clinical trials and capacity building

I Facilitation of innovation and accelerate access to medicines

[~ Optimize review timeline and Avoid unnecessary delay of approval

[ Minimize different regulatory and ethics review related barriers

I Reduce costs related with clinical development of products

[ Others, Specify

7. In your opinion, do you think that there is difference between countries in regulation and
national ethics review process at Eastern Africaregion?

[ Thereis difference in legal provision of regulation and ethics review

[ There is difference in competency of staffs for regulation and ethics review
I There is difference in developing guidelines and standards

I There is difference in timely review and giving approval for applications

[ Others, Specify
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2. Part |l

1. Do you think that there are adequate and clear legal provision and guidelines (standards) for
regulation and ethical review of clinical trialsin Eastern Africa countries?

" Yea T No

2. If your answer for question number 1 of part Il isno, can you comment on the status of the
legal frameworks and guidelines

3. Do you think that there is need for implementations of harmonized national ethics review and

regulation of clinical trialsin Eastern Africa countries?

" Yea T No

4. If your answer for question number 3of Part |1 isyes, please mention the rationale in your
opinion for the need of harmonized clinical trials regulation and national ethics review?

5. If your response for question number 3 of part Il isno, what will be the reason in your
opinion?

[ Low awareness about harmonized approaches
I Low level of need for harmonized approaches
I Because of it is agenda of sponsors (other development partners NGOs

[ D. Differences in understanding and accepting its importance
I Differences in strength of countries regulatory systems
[ Others, Specify
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6. Do you think that harmonized standards and approaches are well promoted in Eastern Africa
countries?

T Yea " No

7. 1f your answer for question number 6 of part |1 isyes, can you mention practical actions taken
regarding harmonized clinical trial regulation and national ethics review.

8. In your opinions what are the possible opportunities and challenges for harmonized clinical
trial regulation and national ethics committee

9. Please write your general comments on countries readiness and need for effective
implementation of clinical trials regulatory and ethics review harmonization.
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QUESTIONNAIRE (5)

You are cordially invited to respond on the questions which are raised on readiness and need for

harmonized clinical trias regulation and national review in Eastern Africa countries and to
contribute for advancement of the clinical trial regulation and national ethics review. Thank you
in advance for your cooperation by taking your time. All of your responses are entirely used for
the research purpose with appropriate protection of confidentiality. The questionnaires are
prepared in five main parts for the whole study. This is one of the five parts and you are
administered with the clinical trials support or organizations related questions.

Questions for Partners

1.2 Background Information
Age:

Sex:
M T F
Country:

Organization:

Responsibility:

Profession:
" Physician " Pharmacist " Nurse

" Others, Specify

Year of Experience and Job Title/Position:

Education Levd:

" Degree " Msc " PhD " Others, Specify
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1.2Part |

1. Arethere countries without national regulatory authority (NRA) in Eastern Africa?
" Yes " No " No Information

2. Do you think that focus should be given for clinical trial authorization (CTA) or clinical trials
regulatory and national ethics review harmonization?

T Yes " No

3. If your answer for question number 2 is yes, how the support or focus should be given in your
opinion?

[ By dlocation of adequate budget

[ Having adequate and competent staff of clinical trial regulation
I Promoting and ensuring that there is awareness on the importance of harmonization
I Developing or having adequate and clear regulatory and national ethics review documents

™ Others,Specify

4. What preconditions do you think are required for effective implementation of clinical trials
harmonized regulation and national ethics review?

I Development of harmonized regulatory and national ethics review standards

I Technical Capacity (competence) of experts in the regulatory authority

[ Understanding the importance or benefits of harmonized CT regulation and national ethics review

I Having legal provision for clinical trials regulations and national ethics review

I~ Ensuring sustainable system of clinical trials regulatory and national ethics review activities

[ Others,Specify

5. Isthere progress in compliance to AVAREF guidelines and tools in eastern Africa Countries?
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[ Thereis progress in all countries of East Africa
[ Thereis progress in some of the East African countries
[ There may be countries even without attempt to participate at AVAREF meetings

[ It needs further effort for implementation or adopting AVAREF tools
[ Others, Specify

6. Do you think that supporting and monitoring system of progress and timely status of
harmonization should be there?

" Yes " No

7. If your answer for question no. 6 is yes, what methods you think need be in place to monitor
and support the countries?

I Assessing countries system and filling the gaps

I Developing plan and evaluating it at regional level

I Facilitation of the training for regulatory staffs and national ethics review committee

[ Arranging the events for experience sharing

[~ Supportive supervision and promotion of regulatory and national ethics review harmonization

™ Others,Specify

8. What do you think will be importance of following harmonized clinical trials regulatory and
national ethics review approach?

[ Increase quality of clinical trials and Capacity building
[ Facilitation of innovation and Accelerate Access to medicines
[ Optimize review timeline and avoid unnecessary delay of approval

[ Minimize different regulatory and ethics review related barriers
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I Reduce costs related with clinical development of products

[ Others, Specify

9. What do you think about promotion of importance of the regulatory harmonization and
national ethicsreview of clinical trials?

[ Well promoted for all of stake holders

[ Not known about harmonized clinical trial regulation and national ethics review
[ No need to promote

[ It needs indtitution taking responsibility to promote

[ Others, Specify

2. Part Il

1. Do you think that there is need for implementations of harmonized national ethics review and

regulation of clinical trialsin Eastern Africa countries?
" Yes " No

2. If your answer for question number 1 of part Il is yes, please mention the rationale in your

opinion on need of harmonized clinical trials regulation and national ethics review
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3. If your response for question number 1 of Part 11 isno, what will be the reason in your

opinion? I Low awareness about harmonized approaches

I Because of it is agenda of sponsors (other development partners or NGOS)
I Difference in understanding and accepting its importance
[ Differences in strength of countries regulatory systems [ Others, Specify

4. Do you think that there is difference between performance of IGAD and EAC regional
economic communities of Eastern Africa Countries regarding progress of harmonized regulation
and nation ethicsreview of clinical trials?

" Yes " No " No Information
5. If your answer for question number 4 is yes, what will be the main reason for the difference?
I Difference in acceptance of importance of the harmonization approach

[ Because of difference in technical capacity

I Lack or difference of support by NOGs or other development partners
I Lack of political commitment

[ Others, Specify

6. Do you think that there is need for harmonized standards development of clinical trias
regulation and national ethics review?

" Yes " No

7. If your answer for question number 6 is yes, can provide some of actions need to be taken for
development of harmonized standards for clinical tria regulation and national ethics review?
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8. What challenges and opportunities are there in your opinion for harmonized national ethics

review and regulation of clinical trialsin East African countries?

9. Please write your general comments on countries status on readiness and need for effective
implementation of harmonized regulation and national ethics review of clinical trials.
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