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ABSTRACT

The African Medicines Agency ( AMA) has been est
regul atory oversight of medicines and vaccines &
need strong and-MRH Ipag oNRAAsmmensd t REIQ dhedr éd$ emost of
chall enges. I t & wa lttuteedr eerfeogruel actroirtyi craelviteown sy st ems
regional medi cp mne gtrahadgentoenrinsiantei otnhei r capacity to
aim of ndhh spregramme was to evaluate the regul ¢

Community as it contributes to the establishment

This started with an overview of the EARCtmeedisci n
scope, organi sational struciMRHe wasuobe asasedarnd o
|l iterature. This was followed by an assessment
regi on, using an est ahaliirsehe d( Ospttad md asri chigs etdh eq ukefsft
Agencies), which captures review processes was ¢
di vision in each of the seven NRAs. A country r
NRA walsi d?dat ed by the heads of the respective age
Rating (PEER) questionnaire was then used to evsz:
East African Community MediciMR#&d Reogulaati gy mida re i
completed by seven EAC assessors and-slt4 ughaurr mac
interviews Lastly, wusing existing |iter-sllIRHre, a
was conduct elderwn t Af rtihceanSo@Wammuni ty Regi onal I ni t
African ComnaMRH tiyni(tWAt)i ve t o | earn best practic

The results of this study on the evaluation of the effectiveness and efficiency of the EAC regional
initiative, indicated that the approach has been of considerable value since its inception in 2012 as it
moves towards achieving its main objectives of approval of medicines, information sharing among
regulators and capacity building for assessments, resintiqgicker access and increased availability

of medicines for patients in the region. Pharmaceutical companies outlined how the initiative has
facilitated the harmonisation of registration requirements across the EAC region leading to one
registration forall countries and a reduction of the workload for both applicants and assessors. In
addition, it is expected that shorter timelines for approval will lead to improved access tcagmalityd
essential medicines in the region. However, the key challedgetfied by the agencies in the Region
which have hindered the expected effectiveness and efficiency of this initiative were the lack of a

centralised submission and tracking system; a lack of mandated registration; inadequate human



resources, manufactr er s f ai lure to submit t he exact same

an integrated information management system; a lack of information on national medicines regulatory

authority or EAC websites; and challenges in monitoring and track#sgssment reports. A key

strategy proposed by both agencies and applicants was the establishment of a regional administrative

body to centrally receive and track EAC applications and the eventual establishment of a Regional EAC

Medicines Authority.

GooRlevi ew Practices of agencies in the East Afri
could stild]l be i mproved. ThiMRHspedy ohams demohat
in order to improve the capeassftyl ,ofc dNRRMAtsr.y Froeg u lh
need to be streamlined and differences in coun
information technology system for the central t
identifiediaopalolvengegudmad ory effectiveness and
to ensure transparency, i nformation on decision
websites. Strategies for enhancegmenwor kncdmud ei nfrmp!
sharing and a coordination mechanism for the reg
of a regional medi cine agency. As this is the f|
sharing i nibteildteivwea, tihtatwashe system performs ef/
countries an EAC positive recommendation does nc
Whil e harmonisation i s key to encguwaliiemty camnceess, s
accessibility and affordability also need to be
regulatory harmonisation initiative. Ful | i mpl e
address such i ssues.

The recommemdiat hossstudy included measuring and
submi ssion guidelines, the training and capaci:t
publ i cati emakoifngdeocuitscioomes and thebimnglsémantatdi om
system. | f these recommendations are i mplementec
of this regional initiative and thus support the

Vi
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CHAPTER 1

GENERAL INTRODUCTION



BACKGROUND

One of the mairiunctions of a medicine regulatory authority is to promote public health and
protect the community from any harm (Giaquinto et al., 2020). The review of medical products
by regulatory agencies is considered as one of the first steps to access-tuabpdnd
effective medicines (Wang, 2022). Strong medicines regulatory systems and effective
coordination will accelerate efforts to improve public health and ensure that African people
have access to essential medical products and technologies, but ¢heexearl challenges

that impede the review and registration of medical products in African countries by
pharmaceutical companies (Narsai et al., 2012). African medicines regulatory systems are
faced with resource and capacity constraints (Roth et aB) 20tluding a lack of harmonised

tools that meet international standards to collect, collate, analyse and report on harmonisation
efforts results (WHO, 2010).

The Need to Strengthen African Medicines Regulatory Agencies.

A recent study showed that all but one (except for Sahrawi Republic) of the 55 African Union
(AU) member states have national medicines regulatory authorities (NRAs) with different
structures and level of functionality (Ndomor8@onda et al., 2017). St#aharan African
countries have inadequate capacity to regulate medicines due to fragmented legal frameworks
and weak management structures and processes, as well as limited human and financial
resources. This has led to a proliferation of substandardibsifield medicines (SFs) in various
markets in theontinent (Raget al., 2014). According to Ndomondigonda et al. (2020), of

46 subSaharan African countries, only 7% have moderately developed medicine regulatory
capacity, while 63% have minimal cajtas and the remaining 30% do not have a functional
NRA in place (WHO, 2010). Moreover, regulatory systems in Africa may include poor
inspection practices; ineffective licensing and product registration systems; inadequate access
to quality control labor@ries; and nosexistent pharmacovigilance, clinical trials oversight

and drug promotion control systems; with subsequent 30% product quality failure rates (WHO
regional Office for World Health Organization Regional Office for Africa, 2013). Other issues
include inadequate regulatory information management systems (RIMS), transparency and
accountability as well as widespread conflicts of interest (Ndom&nglonda et al., 2017).
Hence, there is a need to strengthen medicines regulatory systems on tlentddtia of the
approaches is to promote harmonisation work and ensure alignment of different initiatives in
the medicines regulatory space to ensure concerted efforts in tackling public health challenges

and sustain PaAfrican led initiatives.



The aim ofthis study is to demonstrate how regional medicines regulatory harmonisation
programmes may contribute to the effectiveness and efficiency of the AMA using the East
African Community Medicines Regulatory Harmonisation (EM&H) programme as a
particular &ample of how key African regulatory entities serve as building blocks for the
African Medicines Agency (AMA) and will underpin this major continental initiative. It also
highlights the benefits and challenges of medicines regulatory harmonisation bated on
EAC-MRH experience that will facilitate an effective and efficient AMA.

AMRH Technical Committees

As part of the alignment of regulatory systems strengthemhiagnonisation efforts and
networks across the continent, the AMRH has ten continentahitatlcommittees (TCs)
(Figure. 1.1). They include the African Medicines Quality Forum (AMQF) on quality assurance
and posimarketing surveillance; the African Medical Devices Forum (AMDF); the African
Vaccines Regulatory Forum (AVAREF) for clinical trialeand ethics oversight;
Pharmacovigilance (PV); the African BloBégulators Forum (ABRF); Medicines Policy and
Regulatory Reforms (MPRR); Regulatory Capacity Development (RCD) Good Manufacturing
Practice (GMP); Evaluation of Medicinal Products (EMP) anfibrination Management
System (IMS). Each TC is composed of regulatory experts from NRAs in Africa who represent

their REC as well as collaborative partners.

Regional Economic Communities

The AMRH objectives are to be achieved through harmonisation ofcmesliregulatory
frameworks in the five regions in Afri¢€hattuet al., 2021); East African Community (EAC),
Economic Community of West Africa States (ECOWAS), the Economic Community of
Central African States (ECCAS), Southern African Development Conmiym(8ADC), the
Intergovernmental Authority for Development (IGAD). The AMRH initiative is being
implemented through the Regional Economic Communities (RECs), which are made up of
NMRAs that belong to each region. The RECs have established Expert WorlkangsGr
(EWG) and/or Technical Working Groups and steering committees at regional levels that are
supported technically and strategically by the AMRH Technical Committees and the AMRH
Steering Committee, at a continental level. The AMRH Partnership Platcapartnership

of organisations contributing towards the achievement of the AMRH vision. The aim of this
platform is to enhance the efficiency and effectiveness in the implementation of the regulatory
systems strengthening and harmonisation agenda inaAtitirough optimal coordination of



the different partners and stakeholders providing regulatory oversight. The support provided

by partners could either be financial, technical and/or advocacy.

Figure 1.1 AMRH Technical Committees.

1 The African Vaccines Regulatory
(AVAREF) Forum

Regulatory oversight on clinical trials and
joint reviews of complex products including
vaccines

2 The African Medicines Quality Forum
(AMQF)

Quality control and market surveillance

3 The African Blood Regulatory Forum
(ABRF)

Technical oversight on blood and blood
products regulation

4 The African Vaccines Medical Devices
Forum (AMDF)

Technical oversight on medical devices and in
vitro diagnostics regulation

5 Pharmacovigilance / Safety Surveillance
(AU-3S)

Safety monitoring of medical products

Economic Community of West Africa States

Good Manufacturing Practice (GMP)

Inspection of manufacturing sites

Regulatory Capacity Development (RCD)

Coordination of regional centres of
regulatory excellence (RCOREs)*

Medicines Policy and Regulatory
Reforms (MPRR)

Domestication of AU Model Law on Medical
Products Regulation

Information Management Systems (IMS)

Support the operationalization or regulatory
information management systems (RIMS)

Evaluation of Medicinal Products(EMP)

Supporting joint reviews and marketing
authorization

Medicines are inaccessible for the majority of West Africans. This inaccessibility contributes

to the persistence and spread of diseases in the ECOWAS region. Alpinodgttion capacity

exists in the region, most of the medicines are still imported. Launched in 2017, the objective

of the West Africa Medicines Regulatory Harmonisation WRH) programme is to improve

access to essential medicines, vaccines and othign peaducts QwusuAsanteet al., 2022).

There are 15 countries in the ECOWAS region all of whom are participating in thiglRFA

programme (Benin, Burkina Faso, Cape Verde, Gambia, Ghana, Guinea,-Bisseaa Ivory

Coast, Liberia, Mali, Niger, Nigerig&enegal, Sierra Leone and Togo).



Economic Community of Central African States

All seven countries in the ECCAS are active participants in the EGI@RB programme
(Cameroon, Central African Republic, Chad, Coyazzaville, Democratic Republic of
Congo, HKuatorial Guinea, and Gabon). The ECCM&H is being coordinated by the
ECCAS body responsible for public health issues, the Coordination Organization for the Fight
Against Endemics in Central Africa (OCEAC). The OCEAC leads the process of harmonising
national pharmaceutical policies in Central Africa. To date, joint activities (joint reviews of
marketing authorisation dossiers), training sessions and advocacy, are carried out in the
ECCAS zone, in collaboration with partners

Southern African Development Community

The SADC region is composed of 16 countries (Angola, Botswana, Comoros Islands,
Democratic Republic of Congo, Lesotho, Madagascar, Malawi, Mauritius, Mozambique,
Namibia, Seychelles, South Africa, Eswatini., United Republic of Taazatambia, and
Zimbabwe. The ZaZiBoNa initiative was created by four countries (Zambia, Zimbabwe,
Botswana and Namibia) in 2013 to address the challenges of medicines regulation faced by
NMRAs in the SADC region. These include a high backlog of applieatsubmitted for
regions in the agencies, high staff turnover, long registration timelines, inadequate financial
and human resources and a lack of capacity to assess some products (Sithole et al., 2020). As
of 2018, the ZaZiBoNa scheme had 11 particip&mis the SADC member states. These
include Botswana, Democratic Republic of Congo, Mozambique, Namibia, South Africa,
Zambia, Zimbabwe, Angola, Malawi, Seychelles and Eswatini. Current developments in the
SADC region involve a decision to implement the SABIRH project. Ministers in the region
selected the Medicines Control Authority of Zimbabwe (MCAZ) to facilitate the

implementation of the project.

Intergovernmental Authority for Development

The IGAD is composed of eight countries who all participatibénl GAD-MRH programme
(Djibouti, Eritrea, Ethiopia, Kenya, Somalia, South Sudan, Sudan, Uganda). However, three
of these countries (Kenya, South Sudan, and Uganda) also belong to the EAC region and
participate in both programmes. The IGAIRH programme pmotes the harmonisation of
medicines registration in the region, which is a key contributor to public health and leads to
the rapid access to goapliality, safe and effective medicines for priority diseases. The project



is organised in sections that indes medicines registration, good manufacturing practice and

guality management systems.

THE EAC-MRH PROGRAMME

History

After the establishment of the AMRH initiative in 2009, a consortium was created by African
policy makers and regulators to speathiee activities of the AMRH initiative (WHO, 2014).

In 2009, the consortium decided to implement the programme with the registration of generic
medicines through the African RECs (Figure. 1.2). The RECs were therefore requested to
develop project proposalin 2010/2011. Finances from the AMRH Trust Fund were only
available to support one REC and the EAC was chosen as the pilot REC for five years in 2012.
A situational analysis conducted by the AMRH Partners on the status of medicines regulation
inthe EACr egi on showed differences in countries?o
the region, such as no mutually recognised legal framework and major disparities in capacity
(Kamwanja et al., 2010; Mashingia et al., 2020). To address these challenges,Ghe EA
Secretariat in collaboration with the EAC NRAs established the-EWRE project as the
regional coordinating body of the AMRH initiative in 2012. This was part of the
implementation of one of the provisions of the EAC Treaty, Chapter 21, Article 118 on
regional harmonisation in health (EAC Compendium, 2014). This was the first regional
harmonisation project and the lessons learned from its pilot phase are being used to scale up
regulatory harmonisation in Africa (Ndomon&igonda et al., 2020a) and coule &f value

in the initiation of harmonisation by the African Medicines Agency.

Objectives Of The EAGMRH

This regional MRH project aims to facilitate the removal of barriers to scientific research and
innovation; efficient and transparent marketing aut#taion; and the easy procurement of
medical products in the region thereby optimizing the pharmaceutical markets. The
implementation of the MRH project also aims at minimizing duplication of efforts. This leads
to the coseffective use of limited resowss, efficient and effective delivery of regulatory
services that will instil transparency and the eminent accountability by all stakeholders
(NdomondeSigonda et a)2020). The initial focus of the project was on registration of generic

medical productshen to later expand to other medical products and regulatory functions



(Mashingia et aJ 2020). The overall goal of the EARIRH project is to enhance access to

safe, efficacious and quality medicines by patients.

Figure 1.2 Timeline of major events leading to the creation of the EAEGMRH initiative;

reprinted from Sillo et al. (2020).

African policymakers and
regulators endorse a consortium
dedicated to pursuing AMRH
initiative at a meeting in
Johannesburg

Consortium creates trust fund,
solicits proposals from African
regional economic
communities, review proposals

2010-2011

() Pre-2009

Nov 2009

EAC partner states create work
plan for medicines regulatory
harmonisation but lack funds

to implement it

AMRH consortium and other
stakeholders continue planning
at a meeting in London

EAC is awarded the first 5-year
grant by the AMRH
consortium

The EAGMRH project had six initial objectives outlined during the start of the project (Silo
et al, 2020) anthese were to:

1 Implement an agreed common technical document for registration of Medicines in the

EAC Partner States

1 Implement a common information management system for medicines registration in

each of t he EAC Par t nlankedi®dll Bartees Siate®NavidR A s

EAC Secretariat

| mpl ement

gual ity management

Build regional and national capacity to implement medicines registration

harmonization in the EAC

1 Develop and implement a framevk for mutual recognition based on Chapter 21,
Article 118 of the East African Community Treaty

1 Create a platform for information sharing on the harmonized medicines registration

system to key stakeholders at national and regional level.

After the firstfive years of the project (2012 to 2017), its goals were reviewed as follows

as the projectos

2020); these were to:

future

roadmap for

system

whi

n

pe



Improve existing processes and expand into new regulatory ar@astvities
Develop a welcoordinated and wefunctioning regional assessment and inspection
process, on which national registration decisions can rely

1 Create a sustainable, semiautonomous agency that will provide regulatory guidance
and coordinatioffior the entire region by 2022

The key milestones for the second phase of the-BIRH are illustrated in Figure 1.3.

Organisational Structure of the EAC-MRH
Since its inception, the EAGIRH hashad the following governance framework with defined

roles andesponsibilities for each structure to support the implementation of the project.

The EAC Sectoral Council of Ministers of Health is responsible for setting the overall policy
direction of the project. The steering committing approves annual budgetsplanskand is

also responsible for technical oversight of the project. The overall project management role is
the responsibility of the EAC Coordination Team while the MRH local focal point who are
also part of the coordination team are present in each &fRAeport to the Head of the NRA.
During the implementation of the 202022 Roadmap, Regional Technical Officers (RTOS)
have been appointed in each NRA to focus on the facilitation of regional regulatory activities
for their NRA (Arik et al, 2022). Theralso exists the Regional Technical Working Groups

who develop the annual work plan, budgets, technical guidelines and procedures.

Technical partners provide technical support while Advocacy and coordinating regional
stakeholders and high level politiagatervention where necessary (Figure 1.4). The Financial
management responsibility is no more applicable as the -garbr trust fund has been
dissolved.

Countries Participating in the EAC-MRH Initiative

The East African Community (EA®RH) is a regionhinter-governmental organization of
seven national medicines regulatory authorities (NRAS) consisting of six partner states
participating in this initiative; namely the Republic of Burundi, Republic of Kenya, Republic

of Uganda, Republic of Rwanda, Repuabbf South Sudan and the United Republic of
Tanzania. The United Republic of Tanzania is composed of Tanzania Mainland and Tanzania
Zanzibar Figurel.5). The seven NMRAs in this region include: Pharmacy and Poisons-Board
PPB, Kenya; National Drug AutheyiNDA, Uganda; The Tanzania Medical Devices
Authority (TMDA); Zanzibar Food and Drugs Authority (ZFDA) Tanzania; Drug and Food



Control Authorityi DFCA South Sudan; Burundi Food and Medicines Regulatory Authority
(ABREMA) and Rwanda Food and Drugs AuthgriThese countries share a common history,

market, language, culture, and already had a treaty that called for these countries to harmonise.

Figure1.3The Roadmap for the Future d2022 he EACO6S

CRO, contract research organization; EAC, East African Community; GMP, good manufacturing

1 Vaccines within the scope of Joint 1 Jas ofat least 10 vaccines and 10
Assessments IVDs completed
1 Guidelines for assessing novel IVDs 1 Guidelines for assessing novel
& IVDs added to Joint Assessments biologics and biosimilars
implemented

1 Guidelines for assessing medical
devices adopted

1 AVAREF guidelines for clinical TPV, lab testing guidelines, & joint
trials adopted & joinevaluations of PV/lab testing activities
multi-country trials begin 1 Joint inspections of CROs begin

PV, lab testing, & CRO inspection
guidelines

9 Rwanda, Burundi, and South Sudal
achieve ISO 9001:2015 certificatior
T All NMRAs except South Sudan are
formally WHO benchmarked

1 RTOs facilitate regional regulatory Feefor-service model is in place to  { Legal authority for an EAC

activities and provide single point of  support initiatives regional Medicines Agency olined
contract for Joint Assessments & regulatory activities
inspections

1 Three 1:1 recognition agreements &
in place between EAC Partner Stat

1 Binding regionwide mutual
recognition agreement drafted

9 Newest EAC Partner Sate, South

Capacit
pacty Sudan, is fully integrated into the

building

initiative

practice; 1SO, International Organization for Standardization; IVD, in vitro diagnostic; JA, joint assessment; MRH,
Medicines RegulatoryHarmonization; NMRA, national medicines regulatory authority; PV, pharmacovigilance; RTO,

regional technical officer; WHO, World Health Organizatighos://doi.org/10.1371/journal.pmed.100312.90001
Figure 1.4 EAC-MRH Governance Framework



https://doi.org/10.1371/journal.pmed.1003129.g001
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Quarterly performance
* Nomination of experts reports

* Participation in consultations
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e Annual Audit
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Scope of Products for the EAGMRH

In 2012 when the EAG/IRH Project was launched, the initial focus of the project was on
regstration of generic medical products then to later expand to other medical products and
regulatory functions (Mashingia et al., 2020). The EMBH has however expanded its scope

to applications submitted to at least two NMRAS, biotherapeutics, biosinafgbcations that

are not WHO Prequalified and all medicinal products.
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Figure 1.5 Map of East African Community

Source:https://www.kfwentwicklungsbank.de/Internatiorfahancing/KfW-Development
Bank/Localpresence/Subsahafdrica/EastAfrican-Community/

| KENYA
UGANDA

TANZANIA

According to the EAG@VRH Expression of Interest published in June 2020, the ARG
has thdollowing priority list medicines for managing certain medical conditions.

1 Medical conditions with regards to maternal, neonatal and children health
o HIV, malaria, tuberculosis, reproductive and neurological disorders
o0 Neglected diseases: leishmaniasis, pmawystosis and toxoplasmosis,
filariasis, and strongyloidiasis
o Cancer, diabetes, hypertension, kidney, hepatic, and neurological conditions
9 Prescription Medicines from Domestic Manufacturers within the EAC region

1 Biotherapeutics Products and Biosimilars

Successes of EAC Harmonisation

Through the AMRH, the EAC has developed and implemented the Medicines Regulatory
Harmonisation project that has enabled member states to harmonize technical requirements and
standards, jointly assess applications and inspactifacturing sites, and streamline decision

making processes. Over a decade, several successes have been recorded by this work sharing

11



initiative. Countries in this region have developed harmonized guidelines for the regulation of
medical products. The haonised guidelines for the EAC medicines regulation became
effective from January 2015. In 2018, a Cooperation Framework Agreement for the NRAs of
EAC Partner States was approved by the EACOS
has been developed anedicines evaluation and registration with established Common
Technical Documents (CTD) to provide harmonised medicines registration procedures ((EAC
Secretariat, 2014) to applicants. According to Keyter et al (2020), the implementation of CTD
helps in spporting reliance and recognition efforts. The initiative aimed to have about three
one on one bilateral recognition agreements in place by 2022 and a draft regional mutual
recognition agreement (Arik et al, 2020). Between 2017 and 2021, three neausBTOMOUS
agencies Rwanda FDA (2018), Burundi (ABREMA, 2021), and Zanzibar (ZFDA, 2017) during
the project life have also been established in the region thanks to this initiative. Timelines for
registration of medical products have also decreased by alhalbgiNdomondeSigonda et
al,2020). Between 2012 and 2017, the registration timelines decreased in NRAs from 24
months to 8 to 14 months on average. Since 2015, the initiative began conducting Joint
assessments of dossiers and joint inspections of manufacsites). By 2020, about 10 joint
assessments had been conducted with about 83 products reviewed and 36 recommended for
registration by the EAC Partner States (Mashingia et al., 2020). As of February 2022, 24 Joint
GMP Inspections have been conductedirica, Asia, Europe and USA and all sites compliant

to EAC GMP Standards. One hundred and eigletyen applications received for joint
scientific review out of which 184 applications have been jointly assessed, 89 medical products
approved for marketinguthorisation and 95 applications under different levels of the review
process. As of February 2024, 29 Joint assessments and 54 joint GMP Inspections have been
conducted. 254 applications received for joint scientific review out of which 249 appigatio

have been jointly assessed, 140 medical products approved for marketing authorisation and

114 applications under different levels of the review process

The median time for joint scientific review, submission to end of assessment for all products
takes 3 to 221 working days; -89 gvarking days vbhge t i me
manufacturersoé ti mé27tworking dagswanrintegrates rinfoensitioni s 5

Management System and Programme Website has been developedeac.int/mrh Four
EAC NMRAs (TMDA, ZFDA, PPB and NDA) are now ISO 9000:2015 Certified. (EMRH
2022).
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Challenges

AU Member States and RECs are making significant efforts to strengthen and harmonise the
medicines regulatory systems by implementing programmes under the AMRH initiative
(NdomondeSigonda et al., 2018) despite challenges.

Legal position

The EAGMRH initiative does not have a legal framework to support its operations. Rather
than wait to establish a regional medicines agency, the member states in the region decided to
rely on decisions made during the joint assessment and joint inspadiiaties. The reliance

here by NRAs when making national decisions is based on mutual trust and respect rather than
a legal framework. To keep all NRAs actively involved in this initiative, they have been
assigned leadership roles based on their areasxmédrtise in each regulatory function
((NdomondeSigonda et al., 2020). Several studies (BCG, 2017; Mashingia et al., 2020; Ncube
et al., 2021) have identified that major challenges faced by-ERE! initiative are due to the

lack of a clear legal framewoby the EAGMRH.

Resource and capacity

Resource and capacity constraints, as well as weak and fragmented legal frameworks are key
challenges that have hindered the achievement of theMRB initial project objectives.

There is limited technical and iitsitional capacity at both regional and national level (Arik

et al., 2020). Different capacities of NMRAs affect trust, as sometimes the more resourced
agencies tend not to trust the decisions of the newer agencies in the region; harmonisation has
also limited the capacity of the less mature agencies to specialise or improve as they tend to

rely on the mature agencies instead of building their own capacity (Mashingia et al., 2020).

Finances

A study of NMRA financial sustainability in the EAC bddomondeSigonda and associates
(2020), shows that one of the major factors hindering efficient medicine regulation in the EAC
is the insufficient financial resources at both the national and regional level. This study shows
that the main funding source thie agencies were from industry fees, followed by government
subventions and donor funds being the least. The source of funds from industry fees and
government were classified as sources that will enhance financial sustainability (Ndemondo
Sigonda et al2020b)

13



Country processes

There are inconsistent regulatory processes and variable technical standards and guidelines
between countries that do not meet international standards (Ncube et al., 2021). Other
highlighted barriers (Mashingia et al., 2020) adack of a binding legal framework amongst

the member states in the EAC; understaffing and high staff turnover; less involvement of the
Heads of Agencies in shaping the agenda of the harmonisation project; and delays in products
being registered at thatonal level after the regional approval has been made. Submission of
applications and payment of fees by manufacturers again to NMRAS even after the joint review
processes has been completed, only further delay registration timelines.

Tracking systems

A lack of transparency, especially in providing clear timelines, means that applicants are
unable to track applications, NRAs and applicants are not being able to follow up on each
ot her 6s guestions, resul ting i n d a ljoety s by
recommendation has been made. This poor communication between assessors was also
highlighted in other studies (Mashingia et al., 2020; Ngum et al., 2022.

Review template

Despite the very high death rates in Africa due to-cmmmunicable diseas out of the 55
countries in Africa, only South Africa has a clear framework on regulation of biosimilars
(Rathore and Bhargava, 2021). The EMRH still mainly focuses on the review of generics
and has evaluation report, query, and screening templatédsefe reviews; however, it has

drafted a guideline on pharmacovigilance (Mashingia et al., 2020).

Submission process

Studies also show that there is a reluctance from companies manufacturing medical products
to register their products in African marketwhich is also a major factor delaying access to
medicines (Sillo et al., 2020). This reluctance is due to the lengthy application process and the
time, expense, and effort needed for the registration process in each NMRA (Sillo et al., 2020).
Another rason cited by Mashingia et al. (2020) is that manufacturers sometimes decide not to
register the products in all the member states, even after a regional decision has been made.
Although three months is the target timeline for registration of recommenedidahproducts

by the NMRAs, not all products are registered in all the member states at the stipulated time

for various reasons. According to the EAC joint assessment pathway, the manufacturer is

14



expected to apply for registration of a product to NMRAsrest after the regional decision

is made. Some manufacturers may decide not to register their products in some countries and
sometimes, the applicant may not be ready to market their products in a particular country
(Mashingia et al., 2023).

DISCUSSON

Disease Burden in Africa

The African population suffers from a high disease burden (Micklesfield et al., 2022). There
is a rapid increase in infectious and rmymmunicable disease due to the increase in
urbanisation, demographics and demograptaasition in Africa (Cappuccio and Miller,
2016). High disease burden has led to high morbidity and mortality irS8kdran Africa
(Mudie et al., 2019). This increase in disease burden is causing further strain on the healthcare
systems that are not weltj@ipped to manage such challenges (Juma et al., 2018). Corona
Virus Disease (COVIEL9), which became a world pandemic according to the WHO, has
further exacerbated the situation (Tadesse et al., 2020). What did this mean to Africa with its
very fragile hedh and economic systems, coupled with the already high human
immunodeficiency virus, tuberculosis and malaria burden? This novel virus triggered more
health and economic challenges to a continent where most of its people live below the poverty
level of less than 1.9 $ a day (World Bank). One of the major health and economic challenges
is access to health services due to the inability of the vulnerable population to afford medical
care or quality, effective and safe medical products, as 70% of the popuwiati&s in the
informal sector with no health insurance and social protection (Labadago and Cohen,
2020). This eventually leads to the people consumingstarmard falsified medicines, which

has worsened the health situation and further increagedislease burden (Amimo et al.,
2020). The African continent has been exposed during the COVID 19 pandemic and thus
revealing the continentdés vulnerability in p
health technologieSidibeet al., 2023).

Regional Regulatory Harmonisation Initiative Contribution to Potential Universal

Health Coverage by the African Medicines Agency.

One of the determinants of quality-sckere&al t hca
based regul ation of medical productso (Sill
mechanism for medical products such as the AMA is critical to adthresssues of access to

essential medical products on the continent. It is the hope of the African Ministers of Health,
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based on African Health Strategy (202630) that a strong and efficient AMA will address

the inequities and inequalities of health emge as observed during the COMID era and

this has resulted in a call for prioritisation of continental regulation of medical products (Chattu

et al., 2021). The AMA is critical in contributing to the achievement of universal health
coverage as it wiknable access to quality, safe and essential medical products, and vaccines
in Africa. The AMA is being established as t
of medi cines and vaccines across th&econtir
COVID 19 pandemic exposed the gaps and inconsistencies in medicines regulation in the 55
countries and five regional harmonisation programmes that this continental regulatory body

will need to provide. In providing a service to the African people Al will harmonise

the regulation of medical products on the African continent (Chattu et al., 2021). There will

not be an immediate change in access to medicines, because the AMA will not replace national
medicines regulatory authorities; however, expady it has the potential to improve
efficiency, reduce duplication, harmonise standards and processes to enable comparability,
and encourage reliance on tested methods of medicines regulation. The agency will be helpful,

as it will enforce centralised retory measures by bringing together all the 55 regulatory
bodies on the continent. According to exper
AMA lies in the large number of countries in the African Union, the large potential market for
medicines,and the existing efforts at regional harmonisation that can be built on by the
Agencyo. I f the 1 mplementation of the Afric:
will provide a market of over 1.3 billion people to the pharmaceutical sector.wilis

therefore, address the challenge of market size that pharmaceutical companies have had for
African countries and more importantly, the AMA will provide confidence in the regulatory
ecosystem. This will thus increase the interest of manufacturergdst in local production

of medical products and vaccinesAfrica (Sidibeet al., 2023). Therefore, improvement in
regulatory science in Africa could also lead to increased local discovery and clinical trial
capabilities. The AMA will need to have stigpand agile NRAs and REKIRH programmes

and or authorities to be able to address all or most of the regulatory challenges experienced for
many years by SuBaharan Africa countries. How ready are these entities to embrace the
recently established contin@hagency for medical products regulation?

Adoption of AMRH Workstreams by the African Medicines Agency

The AMA is an outcome of the AMRH initiative (Chattu et al., 2021; Ncube et al., 2021).
Efforts are being made for the AMA to capitalise on the existing mechanisms that are already
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in place (Ncube et al., 2021). If the AMA adopts the workstreams of AMRd, this could

be a major contribution to its operationalisation, thereby speeding up the approval processes
and fasttracking the availability of medicines to patients in Africa (Chattu et al., 2021).
Through the WHO Global Benchmarking Tool (GBT), AfficAlRAs are assessing their
capacity and creating institutional development plans that will facilitate regulatory systems
strengthening. According to the WHO GBT, an NRA should be able to perform some or all of
the nine regulatory functions. These includetional regulatory systems registration and
marketing authorization; vigilance; market surveillance and control; licensing establishments;
regulatory inspection; laboratory testing; clinical trials oversight; and NRA lot release. The
GBT is a fivestep aproach to capacity development through which NMRAs can measure
their strengths and weaknesses and then reach out for support (Broojerdi et al., 2020). The
WHO recommends that countries are assessed to determine their maturity levels for each of
the above dnctions as this is vital to understanding the capacity of the authority and the
harmonisation and reliance efforts. Due to resources constraints, NMRAs with lower maturity
levels can rely on countries with higher maturity levels through the harmonisatieme as

well as the good practices outlined by the WHO. Mutual recognition or cooperation agreement
amongst the National Medicines Regulatory Authorities (NMRAS) is key.

Medicines Regulatory Harmonisation Initiatives.

Collaborations and reliance amonhgsuntries is being facilitated by the AMRH Initiative
through the regional harmonisation programs (AU Press release, 2021). In H@&OMIE

era, it is imperative to also strengthen regional initiatives as they work toward addressing the
challenges thattill prevail (Chattu et al., 2021). Given that the AMA will only regulate 5% of
products, which will be considered as priority or essential medicines and complex molecules,

it will not replace the NRAs or RECs but will rather complement their work. Alcgrto

Article 4 of the AMA Treaty, the main object

of State Parties and RECs to regulate medical products in order to improve access to quality,
saf e, and efficacious med.ieoe thefRE@sdvhacdrasy 0 n

expertise from NRAs will be the pillars of the AMA.
Article 30 of the AMA Treaty specifies that AMA will establish a relationship with other

organisations and institutions, especially those that will assist AMA to achieveatsiobs.
Given that duplication needs to be minimised, the AMA will rely on the decisions of the WHO
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listed regulatory authorities as well as wesourced regulatory authorities like the EMA and
US FDA as well as the WHO Prequalification.

Continental Technical Committees
The ten continental TCs established by the AMRH initiative are key to the success of the
AMA, as they are already performing some AMA related functions outlined in article 6 of the

AMA Treaty. Through the African Vaccines Regulatory &or TC, the AMA can serve to

unl ock <c¢clinical research in Africa by enhan

and innovation lwendaet al., 2022). The AVAREF is also coordinating joint reviews of
applications for conducting clinical triala Africa. The AMA can build regulatory capacity

of NRAs through the eleven AMRH Regional Centres of Regulatory Excellence (RCORES)
established within the Regulatory Capacity Development TC (Chattu et al., 2021). To build
capacity, a pool of regulatory expeon the continent is being established by the AMRH. This

will also be one of the assets for AMA once it becomes operational. According to the AMA
Treaty, enhancing optimal use of limited resources, a pool of regulatory expertise will enable
capacitiesd strengthen networking. Also, the AMA as part of the treaty, is expected to provide
technical assistance on regulatory matters to the national regulatory authorities as well as the

regional initiatives. The AMA is also expected to bring technical expeaatid shared financial

and human resources to address the inadequate reporting of adverse effects and-poor post

marketing surveillance which has led to the availability of SF medical products in the market.
The pharmacovigilance and African Medicines Quakorum TCs are already working
towards addressing some of these challenges. The groundwork laid by the Evaluation and
Medi ci nal Products TC wil/l assist the AMA
and will encourage the sharing of regulatorformation that will be beneficial to science
(Chattu et al., 2021). This information can be shared through the Regulatory Information
Sharing Portal that is currently being developed by the Information Management System TC.
This portal will assist the AM in sharing information that will facilitate the usage of the most
appropriate and effective medical products in a timely manner. Information availability has
been a key challenge for the harmonisatiotiative (Chattu eal., 2021; Ngum et al., 2022).
Another function of the AMA is to coordinate the inspection of drug manufacturing sites and
this work has already commenced through the development of a Compendium of standard
operating procedures for GMP inspections for biological manufacturing facaiiésother
priority products and a continental reliance framework by the GMP TC.

18
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African Medicines Agency to Learn Lessons from the European Medicines Agency Best
Practices.

It is expected that the AMA will adapt or adopt some best practices from tlopdzur
Medicines Agency, which over the years has acquired a wealth of experience by spear heading
the scientific evaluation of innovative and hitgthnology medicines developed by
pharmaceutical companies for use in the European Union. Accordingly, the IEM
represented as a member of some of the AMRH technical committees. All EU member states
are mandated to implement the decision from the centralised procedure. In the case of the
AMA, member states are not mandated to implement the recommendationsNranoint

review outcomes. Once functional, it may be anticipated that the AMA may experience a
similar delay in the registration of products due to lack of a legal mandate faced by the EAC
MRH. Similar to the EMA Committee for Medicinal Products for Hunuge (CHMP), the

AMRH has established the Evaluation of Medicinal Products (EMP) Technical Committee as
one of the workstreams that the AMA can leverage to conduct scientific assessments of
complex molecules and priority products for the continent.

Boosting Ratification of African Medicines Agency Treaty by More Countries

Although the main objective of the AMA is to enhance capacity of state parties and RECs to
regulate medical products to improve access to quality, safe, and efficacious mediaats

on the continent, universal access cannot be achieved without the inclusivity of all countries.
No country must be left behind, as every human being has the right to health care despite the
status of being a state party to AMA or not. It will belgematic if the AMA only serves the
countries that have ratified the Treaty, as movement of substandard and falsified medicines
will continue through the porous bordederving,2022). The AUC, AUDANEPAD and
Partners are therefore working tirelesslyettcourage all the countries to ratify the AMA
Treaty so that everyone in Africa can enjoy the benefit of this continental Agency. In 2020,
the AUDA-NEPAD developed a country engagement plan to guide advocating for the
ratification of AMA Treaty and to emzirage the remaining countries to sign and ratify the
AMA Treaty so that it could come into force. Currently, the guidance notes developed are
being used to support NMRAs with their-gountry ratification processes. Targeted
workshops are being organisedpecially with countries that have shown an interest and those
that have wellesourced NRAs. A special envoy has also been assigned to engage political
leaders of targeted countries to fast track the ratification process. All 55 countries in Africa are
expected to be part of the AMA. Another approach as mentioned by Okonji (2022) to
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encourage more countries to ratify the AMA Treaty is to support member states, that have
signed the Treaty to serve as AAMA Goodwi | |
for the ratification of the Treaty by sharing AMA benefits at the national, regional and
continental levels.

The strength of the EA®RH initiative and all the RE@IRH projects is key in the
operationalisation of the African Medicines Agency (AMA) whichsnestablished on 05
November 2021 (Figure 1.6).

Figure 1.6 The EAC and other harmonisation Initiatives in Africa are the pillars to the
AMA (Source: Ndomondo-Sigonda et al, 2020)

CONCLUSIONS

Theoverall benefit of the EA@IRH program is to streamline the regulatory approach where

there is one submission, one scientific review and one recommendation applicable to all partner
states, with less cost to the pharmaceutical industry and regulatoryriteghaoncluding

efficiency and a reduced time to marketing authorisation as well as a lack of duplication of
efforts. With ten years of experience of the EMRH work-sharing initiative (20122022),

this is the right ti metheRuturd& theHBAGIRHt heinnexatt i v
(2023 2028) in this new African Medicine Agency era. It is hoped that the AMA will build on

the successes of these regional initiatives while addressing most of the shortfalls experienced

by the NRAs and the regionaarmonisations programmes. If the achievements of AMRH are

used as assets, then these can make a major contribution to the operationalisation of the African

Medicines Agency.
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SUMMARY

1 The purpose of this chapter was to demonstrate how regional mediayudstary
harmonisation initiatives may contribute to the effectiveness and efficiency of the
African Medicines Agency (AMA) focussing on the East African Community
Medicines Regulatory Harmonisation (EAIRH) programme.

1 Countries in this region have degpkd harmonized guidelines for the regulation of
medical products and a compendium has been developed on medicines evaluation and

registration with established Common Technical Documents (CTDs)

1 As part of the alignment of regulatory systems strengthelnargionisation efforts and
networks across the continent, the AMRH has established ten continental technical
committees as part of the preparation of the operationalisation of the AMA

1 The regional initiatives have experienced a number of challengedimgline lack of
a legal framework as well as of a tracking system to enhance transparency. Resource
and capacity constraints are still major setbacks for this work sharing initiative. The
countries in the region still have inconsistent regulatory proseasd variable

technical standards and guidelines, understaffing and high staff turnover.

T The African Medicines Agency is being est
the regulatory oversight of medi ctirnieessdand

f The main objective of the AMA wil/ be At
RECs to regulate medical products in order to improve access to quality, safe, and
efficacious medical products on the cont.i

1 Therefore, it is critical to eWaate the regulatory review systems in the East Africa

Community as it contributes to the establishment of the African Medicines Agency.
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AIM

Assess the status of medical products regulation in the East Africa Partner States with
a view toimproving harmonisation and enhancing the regulatory evaluation processes
and patientsd access to medicines.
OBJECTIVES

Demonstrate how regional medicines regulatory harmonisation programmes may
contribute to the effectiveness and efficiency of the AMAngsihe East African
Community Medicines Regulatory Harmonisation (EMRH) programme

Evaluate and compare the good review practices, the review models and approval
timelines of agencies participating in the East African Medicine Regulatory
Harmonisatiornitiative

Evaluate the effectiveness and efficiency of the East African Community Joint
Assessment Procedure by Member Countries and pharmaceutical companies .
Comparison of the three regional medicines regulatory harmonisation Initiatives in
Africa, EAC, ECOWAS and SADC .

Develop a proposed new improved model for the BMRH Initiative
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CHAPTER 2

STUDY RATIONALE AND METHODOLOGICAL
FRAMEWORK
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STUDY RATIONALE

Assessing the perfor mance of hamenpsatibnetfodsiry sy st
Africa requires urgent attention. Therefore, evaluation of the East African Community (EAC)
regional harmonisation initiative and proposing possible improvements to the regional review
will be a key output for this research. In timroductory chapter, the need for regulatory
systems strengthening amongst the African medicines regulatory agencies through regional
harmonization has been described. The five medicines regulatory harmonization initiatives
being implemented in Africa aan approach to promote harmonisation work and ensure
alignment of different initiatives in the medicines regulatory space has also been described.
However, the main focus in this chapter has been on one of the regional initiatives, the EAC.
Its history fom inception, objectives, organizational structure, the scope of products reviewed,
operating model, successes and challenges of theMRB have been outlined. This second
chapter is aimed at presenting the study rationale and purpose for conductiegdaish. It

will also fully describe the appropriate methodological framework for this research project.

Based on sever al articles published on the
(MRH) initiative, this research will focus on evaluating the ratprly review systems in the

EAC with a view to improving the review pro
research will also demonstrate how the EN&H will contribute to the operationalization of

the recently establishment African Medicines Age(AMA).

The special collection of five articles published in PLOS Medicine about the-HRE

Initiative has one of the articles describing the achievements of the initiative over its eight years
of existence (Mashingia et al, 2020). However, this rebeailt be the first to provide an
evaluation of the regulatory review systems of the BEMRH initiative in its current state and

after ten years of existence. Furthermore, it will also be the first to evaluate the good review
practices and review modelsphemented by the national regulatory agencies of the EAC. The
regulatory review processes of these agencies will be compared especially as they contribute
to the assessments and GMP inspections of the-HRE initiative. To assess the
effectiveness and e€iency of this initiative, the research will obtain the views of the national
regulatory agencies and pharmaceutical industry who have used the initiative to assess their
applications and register the products. This research will also be the first tareoimgee of

the regional medicines regulatory harmonization programmes in Africa, namely East, Southern
and West African CommunitiiRH, with the aim to identify best practices and lessons

learned.
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The following studies will be conducted for this resedraked on the literature reviewed and

study rationale:

1 An overview of the EAEGMRH initiative focusing on the history of the initiative, its
objectives, scope, progress to date and its potential contribution to the newly established
African Medicines Agency

1 An evaluation and comparison of the good review practices of countries participating
in the EAC joint assessment (Study 1).

1 An evaluation of the Review Models and Approval Timelines of Agencies participating
in the East African Medicine Regulatory Harneation Initiative (Study 2)

1 An evaluation of the effectiveness and efficiency of the East African Community Joint
Assessment Procedure by Member Countries (Study 3).

1 An evaluation of the effectiveness and efficiency of the East African Community joint
assessment procedure by pharmaceutical companies (Study 4)

1 Comparison of the Three Regional Medicines Regulatory Harmonisation Initiatives In
Africa, EAC, ECOWAS and SADC (Study 5).

1 Development of a proposed improved model for the BMNRH Initiative.

Resarch Plan

This research will apply combination of exploratory, descriptive, explanatory and evaluative
methods. The exploratory method will examine the research questions that have not been
studied in depth and are novel. This method will help the ressahinderstand more about

the medicineds regulation processes in the
help to narrow down this research to avoid broadening the scope. Here, data will be collected
directly from primary sources who are thparticipants in the study by administering
guestionnaires, focus group discussions and conducting interviews. Secondary data will be
collected mainly through literature review. Furthermore, explanatory research (Figure 2.1) will
also be utilized to faciiate an understanding of the review processes (Tegan,2023) and also to
obtain the views of participants on the strengths and weaknesses of the medicines regulation

harmonisation initiatives.

The descriptive research method will be used to capture infimmah review timelines,
models and practices. It will help to answer the how, the what and the why questions in the
study. The descriptive method will help the researcher to get complete and accurate information
from the study by clearly defining what htts be measured and how it will be measured.
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Through this method the population under study will be clearly defined through analysis of
secondary data, administering questionnaires, and engage participants through panel/focus
group discussions, intervievesid observing how joint review sessions are conducted (Tegan,
2023).

Another study design that will be employed in this research will be the evaluative research
method especially as the main output of this study is to propose strategies for improvement

based on an assessment to identify challenges that will inform decision niRkitgn,2023).

Figure 2.1 Steps to conduct Exploratory Research

Steps to conduct Exploratory Research

Define
1 research
problem

Exploratory
Research

Analyze
& Data

Formulate ¥
hypotheses

Source: Tegan, 2023 (Uploaded: Mar 29, 2023)
METHODOLOGICAL FRAMEWORK

Study design

The study design selected will ensure that the research methods utilized to collect and analyse
data are sufficient and suitable for the research questions. The design should enable logical
and scientific conclusiorfsom the study and ensure that the research questions are answered
through empirical data collection, and the goal of the research achieved, whilst appropriate
study designs will be implemented in the pursuit of such objectives. Selection of the study
desgn will be based on available resources and the research questions (Ranganathan &
Aggarwal, 2018).
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Methodological choices

The methodology decided for this research project is a combination of qualitative and
guantitative research metho@ualitative research which entails the collection of-nameric

data, will generate descriptive data. It will be a relevant method to pursue medical products
regulation which is one of the public health interventions to improve access to safe, quality and
effective medical products. Participants will be recruited to share information in small groups
especially on issues regarding the proposed strategies for improvement of medicines regulation
in the region. The focus group will enablesponses regardingpntext and nuances. The
researcher will also use sestructured interviews to ask the same questions to participants on

a oneto-one basis. Senstructured interviews will provide opportunities for the respondent to
provide additional information they wenot asked by the researcher and confirm the accuracy

of their questionnaire responses. The research will also use observational method where the
researcher will attend the EAC joint assessments to observe how the joint assessments sessions
are being coducted. The following points show how the qualitative research methodology will

be used for this research.

1 In chapter 1 which gives an overview of the EMRH initiative, a systematic search
and narrative literature review will be conducted to obtairhtsry of the initiative,
its objectives, scope, progress to date and its potential contribution to the newly
established African Medicines Agency
1 A validated established questionnaire, Optimising Efficiencies in Regulatory
Agencies (OPERA) (McAuslane at., 2009) will be used in:

o Study 1, to evaluate and compare the good review practices of countries
participating in the EAC joint assessment in terms of organisation of the
regulatory authorities, key milestones in the review process, good review
practices and quality decisiemaking practices and,

o Study 2, to evaluate the review models and approval timelines of agencies
participating in the East African Medicine Regulatory Harmonisation Initiative
in terms of; review models used for scientific assesssreerd data
requirements.

1 For Study 3, a questionnaire will be developed and validated to obtain the views of
the regulatory agencies on the effectiveness and efficiency of theVEAT

Initiative.
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1 For Study 4, a questionnaire will be developed and validatettain the views of
the pharmaceutical industry on the effectiveness and efficiency of theMEA€
Initiative.

1 For Study 5, the outcomes of the studies 3 and 4 will be compared with that for the
Southern African Community Regional Initiative (ZaZiBoNeid the West African
Community (WACYMRH initiative.

The quantitative research method will also be used where numeric data will be collected and
analysed and presented as tables and graphs. Overall summaries of the study variables will be

made through qurditative research on:

1 Study 2 to evaluate the review models and approval timelines of agencies
participating in the East African Medicine Regulatory Harmonisation Initiative in
terms of; Metrics on NASs, generics, and WHO Prequalified Generics; Mean
Approval Times; Review models employed and target timelines and targets for key

milestones in the review process.

Study participants
This research project is comprised of five studies and four of these studies will require study
participants. Table 2.1 showsetlist of study participants that will be recruited throughout this

research project.
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Table 2.1: Study Participants

Study Study Participants
Study 1 QUESTI ONNAI RE
An evaluabmpariasnia@n of T Phar macy and Poisons Board (PPE
practices of countries ¢ National Drug Authority Uganda
assessment . f Rwanda Food and Drugs Authority
T Burundi Food and Medicines Regl
of Burundi
T Drug and Food Control Authority
1 TanzaadiaciMnes and Medi cal Devi c
Zanzibar Medi cines and Medi cal D ¢
Republic .of Tanzani a
Study 2 QUESTI ONNAI RE
An evalwuation of the | T Pharmacy and Poisons Board (PPE
Ti melines of Agencies f National Drug Authority Uganda
Af ricenricMne Regul atq¢ ¢q Rwanda Food and Drugs Authority
Initiative. 9 Burundi Food and Medicines Regy
of Burundi
1T Drug and Food Control Authority
1T TanzaadiaciMnes and Medi cal Devic
Medi cines and Medi cal Devices A
Republic .of Tanzani a
Study 3 QUESTI ONNAI RE
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An evaluation of the ¢ T Phar macy and Poisons Board (PPE
t he East African Comi 9 National Drug Authority Uganda
Procedure by Member Col ¢q Rwanda Food and Drugs Authority
T Burundi Food and Medicines Regl
of Burundi
f Drug and Food Control Authority
f Tanzania Medicines and Medi cal
T Zanzi bar Medicines and Medi cal
United Republic of Tanzani a
Study 4 QUESTI ONNAI RE
An evaluation of the ¢g T I'ntas Phar maceuti cal Limited
t he East African Com ! Bayer
procedure by pharmaceu ¢ Cipla Quality Chemical Industr.i
M Dafra Phar ma GmbH
T Il mpact RH360
f Laboratoire Aguettant
T Laboratory & Allied Ltd
T Prodigy Healthcare Limited
T Uni versal Corporation Limited
T La Renon Healthcare Pvt. Ltd 9
f Novartis South Africa
T F. Ho fLfamaRwonc he Lt d.
T Cipla Ltd
T AMRI NG FARMA SRL, ROMANI A
Study 5 QUESTI ONNAI RE (already recruited s
Comparison of t he Th T Al | seven members of the EAC MH
. Sudan, Tanzania, Uganda and Zan
Regulatory HarmoAl s-ERE of the ZaZiBoNa/SA%moMRut(BoReu
ECOWAS and SADC Congo, Mal awi , Mozambi que, Nami
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and Zi mbabwe) and
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Ghana,
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Ni ¢
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Time horizon

According to Saunders et al. (2019), the time horizon defines the time that will be used to
conduct the study. This could either be a cross sectional of-tehwrtstudy where data
collection is carried out within a specific period just once. Tiherotype is the longitudinal
study where data is collected repeatedly over a long period with the aim to compare the
information obtained. The time horizon for such a study is critical as decisions taken and

conclusions made from the outcomes, reflegecsic time period (Dyckhoff & Kasah, 2014).

For this research, a cross sectional study approach will be used to allow the researcher to collect
information during a given time frame to achieve the aim and objectives of this research. It will
allow compaisons of different variables for a given period. A retrospective approach will be
used to collect and analyse data on metrics of applications received and registered; review
models, the extent of scientific assessment and data requirements and t&kejetait#fstones

in the regulatory review process of the member countries of theMRRB region (2021

2023).

Data Sources

Public domain sources

A literature search will be conducted using the following bibliographic databases, PubMed,
Google Scholar, SCOPUS, textbooks and open access theses. To search for information and
guidelines, the websites for AUC, AUBKEPAD, NRAs, EAGMRH, EMA, University of
Hertfordshire library will be utilized. Presentations and reports made during regulatory

conferences and meetings will also be used to extract relevant information for this research.
Sampling techniques

A selection of informants or participants for tudy is critical as this determines the
achievement of the expected outcome or objectives of the study. A poor selection of
participants for a study will risk the integrity of the entire project. Sampling are the elements
selected in a population to paiiant in a study because they meet the criteria for the study
(Datta, 2018). Participants for four studies (i-&)Will be recruited from national regulatory
authorities in the EAC region as well as pharmaceutical companies that have submitted their
apdications to the EAEMRH Initiative. Since this research will obtain views of the member
countries on the EAGIRH initiative and assess the national regulatory systems for medicines

in the region, senior officers heading the respective medicines registdgjpartments of the
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authorities will be recruited into the study. Individuals responsible for the regulatory

departments in the pharmaceutical companies will also be selected.

According to Datta (2018), there are two types of sampling: 1) Probabititglsey methods

and 2) norprobability sampling methods. Probability sampling methods also known as random

or representative sampling from the sampling frame which entails each member of the
population having a chance of being selected for the study. tHerpppulation needs to be
precisely defined. Neprobability sampling methods also known as judgment ofrandom
sampling means no random selection is made and the elements/participants do not have equal

chances of being selected.

There are several pgs of norprobability sampling techniques; volunteer sampling;
convenient sampling; purposive sampling; quota sampling (proportional and non
proportional); snowball sampling; matched Sampling; and genedlasgd sampling (Tongco
2007). Informant selean for any studies is crucial as these are the people who will provide
the information relevant for the studies to enable a researcher to obtain conclusions from the

study.

The sampling considered for this research will be neither probability nepnodability
technique because the whole of the sampling frame will be recruited into the study, that is
senior officers heading the respective medicines registration departments of the individual
authorities of the EA@MRH member countries. However, reliabileypd competence of these
experts is key and must be ensured and they must meet-ttiefjpred inclusion and exclusion
criteria. The experts should have the knowledge and experience and are willing to participate
in the study (Tongcd®007).

As regards sidy 4, a random number of generic and ethical (R & D) companies will be

recruited to take part in the study.

Data Collection Techniques

The data collection techniques have been considered to ensure that the research aim and
objectives are achieved. Based the considerations of the applicability, practicality,
reliability, strengths and weaknesses of alternative data collection techniques, the qualitative
and quantitative approaches were selected for this research project as they were deemed most
appropride. Below is a detailed description of the methods selected.
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Literature review: Systematic and narrative

To ensure that the research is conducted appropriately, a comprehensive and critical literature
review will be carried out. The scope and parametetiseoreview will be clearly defined as

per the following themes or groupings; to gain understanding of the regulatory landscape in the
African continent; explore the need to strengthen African medicines regulatory agencies
through medicines regulatory maonisation; describe the history and operating model of the
EAC-MRH Initiative and how it will contribute to the operationalisation of the AMA. Through
exploratory search a critical evaluation will be conducted from other studies on how the
regional medigies regulatory harmonization initiatives are improving regulatory reviews in

the national regulatory agencies in Africa. Research questions for this study will be developed
based on available literature on improving access to safe and effective medicnggh t
collaborative medicines regulatory processes. The types of data collection techniques and tools
such as surveys and questionnaires will be validated through literature search available in the
public domain. To decide on which review to considemmmarison of both systematic and

narrative literature reviews will be carried out. Jahan et al (2016), have defined a systematic
review as AA review of the evidence on a cl e
explicit methods to identify, sett and critically appraise relevant primary research, and to
extract and analyse data from the studies t6F
of the available information on a particular study as it analyses the information thereby
improving the quality of evidence. With this type of review, the assessment is not biased while

a narrative review or unsystematic review will often involve search of published sources

selected by the authors which can introduce bias (Jahan et al, 2016).
Selected type of Literature review

This research is still a very new field with few available peer reviewed publications. Therefore,
only the narrative literature review can be suitable and will be utilised for this study. Available
literature for this stdy will be grouped into the following themes: national medicines
regulatory systems in African countries; regional medicines regulatory harmonization
initiatives in Africa; and the African Medicines Agency (AMA), which will then be subjected
to narrative iterature review. The outcomes from the narrative review will lead to the

development of chapter one of this study, namely the General Introduction.
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Search strategy

The following key words will be used to search bibliographic databases; medicinesiosagula

in Africa, NRAs, AMRH, medicines regulatory harmonization, Regional Economic
Communities (RECs), EAGIRH joint assessment initiative, collaborative work sharing
initiatives in medicines regulation, regulatory review processes, review models, gaw revi
practices and reliance. Numerous search engines such as PubMed, Google Scholar, SCOPUS,
textbooks and open access theses will be used to perform the literature review and only articles

written in English will be selected.

To ensure that relevant resoescare found over the web, structured words to be used for the

search engines will be developed as illustrated below:

1 Inclusion criteria: This will be (1) all articles linked to specific tools or questionnaire
on the medicineds ticegon medicinesragulatory review i c a ;
processes and practices; (3) assessment of regulatory performance of work
sharing/collaborative medicines regulatory initiatives; (4) Medicine regulation in East
African countries; (5) The EA®IRH programme; (6) The ARH Initiative; (7) The
AMA (8) Reliance mechanisms.

1 Exclusion criteria: This will be (1) grey literature; (2) unpublished conference
abstracts; (3) unofficial reports; and (4) any tools or studies that are not related to
medicines regulation.

Questionnaires, semsstructured interviews and focus groups

Investigations using subjective techniques can be defined as a method of gathering data on a
particular area of interest from a defined population using structured orssectured
processes. $h investigations are meant to produce reliable data and results for a set of pre
defined and relevant objectives. It is these answers that will give objective responses to the
research questions. (De Leeuw, 2005). There are different types of methoaltefdmg data

for such investigations including; online platforms; rdelivered questionnaires;-person,

virtual or telephone interviews using an interview checklist; telephone interviewer
administered questionnaires; and focus groups.. The researehds to have a critical
evaluation of such methods before choosing the most appropriate one for their studies (Indeed
Editorial Team, 2022). For the purpose of this research project, the following three methods
will be employed to collect data from thepresentatives NRAs, and the generic and ethical

pharmaceutical companies.
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Questionnaires

A questionnaire is a tool with a series of standardized multidimensional questions which could
be closed or opeanded used by researchers to collect informdtiom the study sample.
Researchers then draw results and make conclusions fronegpenses (Thurstoret al,

1929). There are several ways in which questionnaires can be administered; in person, over the
phone, via mail, or online (De Leeuw, 2005). Selministered questionnaires will be used for

this study and will be shared with participants electronically. This is an efficient strategy to
manage the resources for this study which are minimal, as respondents will be situated in
different African coumnies. Also, using this method, a large sample of respondents can be
recruited, and data can be collected simultanediislsiro, 2022). Another advantage of self
administered questionnaires is the possibility of ensuring anonymity of the respondent, if
desred, therefore leading to more truthful and valid responses. The questionnaire can also be
completed at a time convenient to a respondent. However, the risk with using this method is
thelowr esponse rate with no oppoontatrinetinne ot o cl :
completion. Also, some information may be left out in cases where the questionnaire items
have limited choices. Over the years, there has been a decrease in the response rate to

guestionnaires due to the large number being received ¢bBaw, 2005)
Questionnaire development

This research project will be using three questionnaires for data collection. One of these, the
OPERA, is a validated established questionnaire which has track record for its use in such
context (McAuslane et al., 2009) (Table 2.2).

Study 1 and study 2 Wiuse the OPERA questionnaire (See Appendix 3) that was developed
initially to assess the regulatory review process in emerging markets and how these processes
affect patient access to safe and effective medicines (McAuslane et al., 2009). Before
adminisering this questionnaire, a critical review will be carried out to ensure that the
guestionnaire will obtain responses to support the objectives of these two studies. The
guestionnaire will be shared with all the representatives of the NRAs in the esuntEAC.

The aim of the questionnaire will be to evaluate the structure, organisation and resources of the
NRAs, identify the types of review model(s) and key milestones in the review process for the
scientific assessment of medicines in these countines ,examine the activities that contribute

to Good Review Practices (GRevP) and quality decisaking processes. After the data has

been collected, it will be analysed and the results compiled as individual country reports. These
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reports will then be alidated by the NRAs who completed the questionnaire after which a

comparison will be made of the member countries of the EAC.

The other two questionnaires will be developed and validated specifically as part of this
research project to rate the procefisativeness and efficiency (PEER) of the EAMRH
initiative from both the regulatory agenci es
industry (PEERND). The fully developed PEER and PEHERD will be implemented for

data collection in Study &nd 4, respectively.

Applicability, practicality and Content validity

The OPERA questionnaire will be reviewed to ensure that it will be applicable to meet the
objectives of study before its administration to the seven EAC national regulatory authorities.
To examine the applicability, practicality, language clarity, ease of response accuracy, and the
relevance of the questions for measuring theoretical construct, the PEER andNTEER
guestionnaires, will be piloted to 20% of the participants for eatttedfvo groups (NRAs and
pharmaceutical industry). The questionnaires will then be reviewed using results from the pilot
study and then the final version will be produced. The following measurement properties of
the newly developed questionnaires willdyesured prior to their implementation.

Applicability i is ensuring that the questionnaire items are relevant to the target population and
useful for addressing the study objectives. It also assures that the outcome measured is of value

to the intended enaisers and the questionnaire coverage is comprehensive in terms of positives

as well as the challenges and provide plausible answer to the research question. This is also
known as wusability. Usability i s nmitistereande xt en't

cost effectived (Streiner, Nor man and Cairne

Practicality- simply means that the findings from the research should be useful especially to
the beneficiaries of the research. It is important for researchers to develop a checdiss$o a

the practicality of the methodological plan for the resea@b L ear vy , 2023) .
guestionnaires should pose minimum burden on both the researchers as well as the respondents

and the items should be easy to understand and straightforward to tespond

Reliability 7 is determining that the questionnaire/instrument is measuring something in a

reproducible and consistent manner, minimising random error. One approach for assessing
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reliability of a questionnaire/instrument would be to examine the agréehedween two

observers$treiner, Norman and Cairney, 2015).

Content validityi is to determine if the questionnaire/instrument measuring what we think it

is. The validity has to be determined for two reasons: 1) to establish the nature of what is bein
measured; and 2) to establish the relationship of that variable to its purported cause. As for the
content validity the questionnaire/instrument must be examined to make sure the content
complies with what has to be measured. Such process determirtéemthe focus and the
emphasis of individual questionnaire/instrument item is right for the concept being measured
and is Afit for purposed (Roebianto et al 20
out as part of determining content valydih order to establish the relevance of the items to the

target population and the concept being measured. Such process is usually carried out following
completion of the newly developed questionnaire/instrument by the test cohort.

Intervieweradministeed questionnaire

An intervieweradministered technique is administering of a questionnaire by an interviewer.

It involves direct interaction between the interviewer and the interviewee. This can be either a
physical meeting, over the phone, and/or ortigheconference. The presence of the interviewer

and a better understanding of the questions by the respondents can help both to increase the
guality and response rate. It must made clear that the role of the interviewer in such mode of
administration is taleliver the study questionnaire/instrument to the study participants, provide
verbal instruction for completion and be present to clarify questions from the participants
without influencing their responses. In this situation the interviewer has a clapestade

a reluctant participant by providing additional verbal explanation in a neutral manner. The
guestions are prdetermined and can be opended or a checklist and other questions can be
asked as the interviewer assisted administration of theigmesire is proceeding (De Leeuw,

2005). The disadvantage of this type of technique is that the physical presence could result in
the interviewer i nfluencing the respondent s
consuming as it might entail one pamstravelling to meet the respondents, thereby limiting

the number of contac{3 ariro, 2022).
Semitstructured interview

In this research, semrstructured online interviews will be carried out with the respondents

following their completion of the sedidministered questionnaires. The respondents will be
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invited to have a conversation via the zoom online platform to obl@iitycon areas in the
selfadministered questionnaire that were not fully understood as well as providing additional
information for each of the questionnaire items. This will also be an opportunity to complete

some missing data.
Focus Group Discussions

This is another way of conducting in person interviews where the researcher will gather a small
group of people to discuss specific questions. The researcher or the moderator of the discussion
then ask questions and guide the discussions. Participathis ¢iscussion are expected to
interact with one another as they respond to the questions/issues being discussed (Indeed
Editorial Team, 2022).

A summary of the selected data collection techniques

Table 2.2 below shows a summary of the selected datatimtidechniques for this research

based on the research objectives.
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Table 2.2: Summary of the planned data collection techniques.

Data coll ect|Research Objectives Thesi s
Chapte

Narrative | i|Gener al I ntroducti on Chapte
Review ofMRHhé nEACati ve
Review of the new regulatory ecosystem

Part narrat|{Comparison of regional har moni zation i nnChapte

r i n . , . .

ag\%:ﬁ}’\lzte?egComparlson of three regional medi cines|(Study
MRH, ZaZi BoMRH alndi tWAati ves)

Sedtimi ni ster(Comparigond orfevi ew practices Chapte

[ nnair : .

questio al Evaluation and comparison of the good '(Study
joint assessment (Kenya, Uganda, Rwand s
Compar irseognuloadft ory review processes Chapte
Evaluation and comparison of t he Revi (Study
participating i n the East African Me d
Uganda, Rwanda, Burundi, Suth Sudan, T
Regul atory Authorities evalwuation ofMRH|{Chapte
I nitiative (Study
Phar maceuti cal i ndustry evaluation eMRH{Chapt e
I nitiative (St ddy

SensitructuredRegul atory Authorities evalwuation ofMRH|Chapte
I nitiative (Study
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RESEARCH FLOW

The research project for this PhD will begin with a narrditeeature review (Appendix 1),

focusing on critical analysis and overview of the EAC region regulatory environment. The first
guestionnaire (Appendix 2) will be reviewed and used to evaluate the regulatory review process

for all products (Generics, NCHsplogical/biosimilars) in Kenya, Uganda, Rwanda, Burundi,

South Sudan, Tanzania and Zanzibar. Two studies will emanate from this questionnaire; an
evaluation and comparison of the good review practices of countries participating in the EAC
joint assessmén(Appendix 3). Through consideration of key milestones, timelines, and
scientific review models, the data collected from these NRAs will be used to compare
regulatory review processes and timelines amongst the countries in the region (Appendix 4).
This will be followed by the development of a questionnaire and-s&mnctured interviews

which will be used to evaluate the effectiveness and efficiency of-ERE initiative from

the regulatory authoritiesd perspelthenibees (A
developed to evaluate the effectiveness and efficiency of -ERE initiative from

phar maceuti cal industryods perspectives (Appe
from these five studies and from chapter 7 where the three regionkdtoeyg harmonization

initiatives will be compared will lead to the recommendations for a proposed improved model

for the EACGMRH initiative (Chapter 8) and subsequently an improved patient access to
medicines in the AMA era. The entirety of this PhD resle@roject is captured in Figure 2.2.

Data Processing And Analysis

The qualitative and quantitative method will be used to process and analyze the data generated
from this research. Following data collectidrwill be necessary to initially identify dpdata

that is needed for the studies. it will be cleaned to identify errors and gaps. Preliminary analysis
of the exploratory data will be conducted to understand the characters, distribution and
relationships of the data. The data will then be cleamddr® analysis and interpretation of
results. Since the studies planned for this research project are hypothesis generating, descriptive
statistics will be used to analyse the gquantitative data. Content analysis will be employed to
analyse the qualitativéata. The content analysis of the qualitative data will be carried out
using a conventional approach, that is inductive coding based on the data, from which a set of

cohesive themes will be generated.
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An initial brainstorming will be conducted &xamine the content of the data collected and
identify initial concepts across the different forms of data collected. Data in the form of key
phrases, statements, lists, will be independently extracted from the questionnaires and
transcribed texts. A thermaanalysis will be undertaken to familiarise with the different forms

of data and add initial codes. Constant comparison across the different forms of data will inform
an initial thematic framework to enable consistent coding of the data. If themebewill
identified from the data that did not fit the initial coding framework, a new code will be
established to involve the theme in the analysis.

The researcher will be working independently to identify themes, but then meet with the
supervisors to discusfid themes and establish consensus. All themes, particularly where
consensus could not be achieved, will be further discussed and agreed with the supervisors.
This will enable analysis codes to be modified as new ideas will be developed. The researcher
andthe supervisors then comment on the proposed themes and supporting evidence. Reliability

will therefore be established through discussion, and findings will be based on their agreement.

Microsoft Excel will be employed for collating, organising, analysind presenting the results

using tables and graphs (Figure 2.3).

ETHICAL APPROVAL

The research was approved by the Health, Science, Engineering and Technology ECDA,
University of Hertfordshire, United Kingdom [Reference Protocol number
LMS/PGR/UH/04988].
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Figure 2.2 Research flow diagram
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Figure 2.3 Data Analysis Process
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SUMMARY

1 This second chapter presents the rationale and purpose for conducting this research. It
has also outlined the appropriate methodological framewotki®research project.

1 The study approach selected for this research is a combination of exploratory,
descriptive, explanatory and evaluative methods.

1 The research methodology for this project is a combination of qualitative and
guantitative research meitts.

1 For the time horizon, a crosgctional and retrospective study approach will be used
for the research.

1 The whole of the sampling frame is recruited into this study, that is senior officers
heading the respective medicines registration departmetite ofdividual authorities
of the EAGMRH member countries.

1 A mixed quantitative and qualitative data collection and analysis technique are
considered for this study.

1 The narrative literature review using numerous search engines was selected for this
research project as well as preparation of Chapter 1 of this thesis, General
Introduction.

1 The selected data collection techniques for studies planned for this research project

are questionnaires, sesiructured interviews and focus groups.
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CHAPTER 3

EVALUATION OF THE GOOD REVIEW PRACTICES
OF COUNTRIES PARTICIPATING IN THE WORK
SHARING INITIATIVE
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INTRODUCTION

The East African Community (EAC) is made up of seven countries: the Republics of Kenya,
Uganda, Rwanda, Burundi, South Sudan, the Democrapulitic of Congo (DRC) and the
United Republic of Tanzania. The DRC was recently admitted in 2022 after this study had been
conducted. This intergovernmental organisation with a population of 303,397,152 has its
headquarters in Arusha, Tanzania. The coesitmn this region have common medicines
regul atory <challenges such as differences
capacity with the National Medicines Regulatory Authorities (NRAs) of the region
(Kamwanja, 2010 and Mashingia et al 20209. afldress these challenges, the EAC Secretariat

in collaboration with the EAC NRAs established the East Africa Medicine Harmonisation
Project (EAGMRH) in 2012 as the regional coordinating body of the AMRH Initiative. This
was part of the implementation @fie of the provisions of the EAC Treaty, Chapter 21, Article
118 on regional harmonisation in health (EAC Compendium, 2014).

The East African Community (EAC) Medicines Regulatory Harmonisation ¢(EWRE)
programme was established to address the medicemdatory challenges faced by the
regulatory authorities of the region. Work sharing through joint assessments and inspections
was adopted as an effective way to manage the limited resources and capacity while ensuring
patientsd ti me lprpducsscHoweves, the capaaitg ahd e\dew practices of
these agencies are also a key determinant of the success of the joint work. Faster registration
of medicines even after a regional recommendation has been made, depends on the decision
making processeof the National Regulatory Authorities (NRAS). This study is therefore aimed

to evaluate Good Review Practices (GReVP) in the agencies participating in the East African

Medicine Regulatory Harmonisation Initiative.
Operational aspects of EAGMRH

The EastAfrican Community (EAGMRH) is one of the five regional medicines regulatory
harmonisation programmes in Africa. There are seven national medicines regulatory
authorities (NRASs) of the region participating in the EMRH initiative. These countries
sharea common history, market, language, culture, and already had a treaty that called for these
countries to harmonise. The aim of the programme since its inception was to reduce registration
timelines of medical products through joint reviews and joint inspex with an overall goal

to enhance access to safe, efficacious and quality medicines by patients in the region. Through

harmonisation and work sharing for about ten years, 25 joint assessments have been conducted
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with 202 products reviewed and 107 reecoemded for registration by the EAC Partner States
(Ngum et al, 2023). However, due to the long bureaucratic process for the review and approval
of the official notification letters to applicants, the median time for the communication of
approval to the apigant following the scientific assessment generally exceeded the EAC target
of 30 calendar days (Mashingia et al, 2023). Also, one of the key challenges faced by the work
sharing initiative is the delay in granting marketing authorisation (MA) by the NRAs

NRAs have varying timelines for products to be registered at a national level after a regional
recommendation is made (Ngum et al, 2023). According to Mashingia et al (2023), the EAC
target time for granting the MA of 116 calendar days was far decem 2023 by all five
authorities. The median times for granting MA by Burundi (ABREMA), Kenya (PPB), Rwanda
FDA, Uganda (NDA), and Tanzania (TMDA) were 965, 683, 649, 582, and 515 calendar days,
respectively. Several reasons have caused the long niedéemto grant the MA by the EAC
NRAs; long administrative procedures, such as NRA requirements for product applications to
be considered first by the scientific committee before a certificate of MA could be issued;
delays by applicants in paying fees fegistration after filing for MA in NRAs; NRAs in the
region are operating at different maturity levels with limited capacities and capabilities to
conduct timely scientific reviews with applicants expected to pay varying amounts for fees in
the differentNRAs (Table 3.1).

STUDY OBJECTIVES

This study is therefore aimed to evaluate Good Review Practices (GReVP) in the agencies
participating in the East African Medicine Regulatory Harmonisation Initiative and map
strategies for moving forward as they arengothrough the process of alignment for the
operationalisation of the African Medicines Agency (AMA). This is the first in apgan series

and the next chapter will focus on the review models and timelines of these agencies.

METHODS

Study Participants

The study participants included Senior Programme Officers heading the Medicines registration
divisions in the seven NRAs; Pharmacy and Poisons BeRE|, Kenya; National Drug
Authority-NDA, Uganda; The Tanzania Medical Devices Authority (TMDA); ZanzibardFoo
and Drugs Authority (ZFDA) Tanzania; Drug and Food Control Authdrif*CA South
Sudan; Burundi Food and Medicines Regulatory Authority (ABREMA) and the Rwanda Food
and Drugs Authority
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Data Collection

A validated questionnaire, Optimising EfficiencyRegulatory Agencies (OPERA) describing

the organisation structures, regulatory review systems for market authorisation of new active
substances (NASO6s) and generics including th
of the application to whenig approved, good review practices (GReVP) and quality decision
making practices, was completed by each of the agencies in 2022. The questionnaire was
composed of six different parBart 1- Organisation of the agencies with focus on its structure
and esourcesPart 21 types of review models used by the agencies for scientific assessment
of medicinesPart 3- key milestones in the review process with focus on the process map and
milestonesPart 41 good review practices (GReVP) and how the agermidd quality into

their regulatory processeRart 5- quality of the decisiommaking processes based on whether

the agencies have good measures in place to guide decision makifgrasd was based

on concluding observations that relate to the strengnd challenges for the agencies to carry

out its mandate (Appendix 3).

RESULTS

For the purpose of clarity, the results of this first study of the series will be presented in four
parts: Part 10Organisation of the regulatory authorities; Partiley Milestones in the review

process; Part Il Good Review Practices; Part MQuality DecisioaMaking Practices.

Part 1: Organisation of the Regulatory Authorities

The population and size of the regulatory agency of the six countries in the regiohalzey (

3.1). The top two countries with the largest population are Tanzania (65.4 million) and Kenya
(54.9 million). Four countries (Kenya, Rwanda, Burundi, Zanzibar), haveagomnomous
agencies and operate within the administrative structure of tealtiHMinistries, while South

Sudan, Uganda and Tanzania have autonomous agencies and are independent from their
Ministries of Health. Six of the agencies regulate medicinal products, medical devices, and in
vitro diagnostics for human and veterinary use anly the Burundian authority regulates

medicines for human use and food and not veterinary use.

Most of the staff in the seven agencies are pharmacists; Kenya had the highest proportion of
reviewers to total agency staff (16%) followed by Tanzania {184rundi (12.5%), Uganda
(11%), South Sudan (10%), Rwanda (8%), Zanzibar (8%). Only Tanzania indicated they used
external experts for review of applications for marketing authorisation (Table 3.1).
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If all applications received in 2022 were reviewed, then the number of applications reviewed

per reviewer in each of the agencies would be 44 applications by Rwanda FDA, 36 in Kenya
PPB, 26 by Uganda, 23 in Burundi (ABREMA), 19 in Tanzania (TMDA) 1 by ibanzand

0 by South Sudan (DFCA). However, all the six agencies apart from South Sudan who does
not receive, or review applications, indicated they had backlogs. Therefore, not all the

applications received for that year were reviewed within the sanmadperi

Table 3.1: Size of Agencies

Measure BURUNDI KENYA RWANDA SOUTH TANZANIA UGANDA ZANZIBAR
SUDAN

Population 13.1 54.9 13.2 11.3 65.4 45.7 1.7

(millions)

Agency staff | 32 170 188 42 336 292 150

Number of 4 28 15 4 45 33 12

internal

reviewers

Reviewers in| 12,5 16% 8% 10% 13% 11% 8%

Agency staff

Total 70 997 659 0 858 861 10

applications

received

Number of 23 36 44 0 19 26 1

applications

per reviewer

Source of Funding

The Burundi an&outh Sudan agencies were fully funded by their governments. The source of
funding for Kenya and Uganda agency was reported to be entirely from fees, while Rwanda,
Tanzania and Zanzibar were partially funded from different sources. For Rwanda 22% came
from the government, 76% from fees and 2% donations from partners. For Tanzania, 11.7%
government; 76.3% fees; 0.6% development partners and 11.4% balance from previous budget.
For Zanzibar, Government provides 49.6%, Fees 41.6% and Donors 8.8%. The feed charg
by each agency varied between $500, $1000 to $2000 based on the different kinds of
application categories received (New chemical Substances, biologicals, and generics). Kenya
charged the lowest fees ($500) for local manufacturers for all categorids, Wamzania
charged the highest fees ($3500) for review of biologicals. Burundi and South Sudan agencies
do not charge fees for applications for marketing as they are fully funded by government. The

Burundi agency however charges fees for some activiligfs &s registration and importation
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and these fees are put into the national bank and not in the Agency bank account. Each year
the Burundi government then gives the Agency a fixed budget for operating costs. (Table 3.2).
Generally, agencies that fully dapd on the government as their main source of funding charge
less fees as compared to agencies that are fully reliant on fees.

Table 3.2: Comparison of the fees charged (USD) and source of funding in 2023

Measure BURUNDI | KENYA RWANDA | SOUTH TANZANIA UGANDA | ZANZIBAR
SUDAN
Source of | 100% 100% Fees | Partially 100% Partially 100% Feeg Partially
funding Government funded from | Government| funded from funded from
different different different
sources sources sources:
22% (11.7% . %
Government . overnment:
76% Fees %’ ‘éf/mfmeﬁt’ 49.6%
.3% fees;
2% 0.6% %
Donations ) Fees: 41.6%
development 0
IfOrZrTners partners; Other i
11.4% (Donors):
balapce from 8.8%
previous
budget
Total 400BiF 13,796,120 | 9,155,400 | 8 million 19,123,740 | 603,554 US$826,483
Annual 600.000.000 SSP (2019 (2023)
Budget BIF 2020)
(USD)
Fees for N/A 1000 N/A 2000 2000 N/A
review of a international
new
chemical 500 Local
entity
(USD)
Fees for N/A 1000 1250 N/A 3500 2000 2000
review of international
biologicals
(USD) 500 Local
Fees for N/A 1000 1250 N/A 2000 2000 1000
review of international
generics
(USD) 500 Local
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Part II: Key Milestones in the review process

Figure 3.1 (Adopted from Sithole et al 2021) shovesamdardised review process map being
implemented in wellesourced regulatory systems with key milestones being recorded after
each phase. This process map is a simplified version of the key steps taken during the review
of a New Active Substance (NAS)@does not include rejections. The focus here is mostly on
products that only go through one cycle of review although it usually will take more than one
cycle for most applications to be reviewed and a recommendation made. South Sudan will not
be part othe analysis in this section as DFCA is yet to engage in review activities as key points

in the review procedure and timelines are not applicable or cannot be confirmed.

Figure 3.1 Standardisedprocess map for the review and approval of medical products.
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Receipt and validation procedure

All agencies indicated that when the application is received, they begin by checking for
correctness; this is the validation procedure. If the application is incomplete, the applicant is
notified. A time limit which varies across the agencies is givehdapplicant to respond. If

the timeline is not respected, then the application will be considered as withdrawn. Items
checked at this stage may include the legal status of the applicant or local agent; the GMP status
of the manufacturer; proof that cortdees have been paid; acceptable format which could
include ICH, CTD or local requirement and correct sections of scientific data. It is at this point
where the agencies decide the kind of review pathway that will be conducted (full review,
abridged or vaefication). Successful applications are then placed in the queue for scientific

assessments.
Queue time

After completion of the validation process, queue time commences, and this is the time between
validation and start of primary scientific assessmalhtagencies recorded this milestone but
implementing different queue times ranging from a few weeks in some agencies to about one
year in others. Tanzania (2 to 8 weeks), Burundi, Rwanda (2 to 6 months), Zanzibar (60 to 180
days), Uganda (12 months), iéenya (more than one year). Priority products are not included

in the queuing system.
Primary Scientific Assessment

Milestone 3 is the start of the scientific assessment which was recorded by all the six agencies.
Rwanda, Zanzibar, Burundi and Uganda ugernal technical agency staff for scientific
assessments while Tanzania and Kenya, use both internal and external experts for the primary
scientific assessment and detailed assessment report, recommendations and clinical opinion
respectively. Four of thegencies indicated that scientific data being reviewed in their agencies

is categorized into quality, safety and efficacy except for Burundi and Uganda who do not

separate quality, safety and efficacy which are reviewed in this sequence by these agencies.
Questions to Applicants

All six agencies indicated that no meetings can be held by sponsors with the agency staff to
discuss any queries emanating from the assessment. Rather, the questions are consolidated into
a single batch and sent to the sponsdrihds stage, the clock stops for Kenya, Burundi,
Zanzibar and Tanzania as the applicant is given time to respond. The clock stop time varies
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from agency to agency. Howevéfganda and Rwanda do not stop the clock while questions

are being answered by tapplicant, hence this can explain the difference in response times.
Review by Experts Committees

Five of the agencies engage a committee of experts in the review process. These experts are
consulted after the agency has reviewed and reported on thefeceatt. Target timelines

for the start and finish for the committee vary from one day (Tanzania), one month (Uganda)

to three months (Burundi and Zanzibar). Kenya does not have a target timeline for the
committee. The report from the committee is presgtd the board in most of the agencies for

review. In some of the agencies (Burundi, Rwanda) they are mandated to follow the
commi tteebs recommendations, but other agenc

Tanzania).
Authorisation Procedure

Three of the NRAs (Kenya, Zanzibar and Uganda) inform their sponsors of a positive scientific
opinion before the authorisation is issued, while the other three NRAs (Burundi, Tanzania and
Rwanda) do not.

Part Ill: Good Review Practices

Quality Measures

A comparison of the quality measures implemented by the seven regulatory authorities is
illustrated in Table 3.3. all agencies apart of South Sudan implemented all the eight quality
measures; good review practice system, internal quality policy, standard roperaiedures

for guidance of assessors, assessment templates, internal peer review, have dedicated quality
departments, availability the scientific committees and participation in shared and joint
reviews. South Sudan did not implement any of the meaqagsibly because they are not

currently reviewing any products.

Transparency and communication

On assessing the implementation of nine best practices on transparency and communication
(Table 3.4), all six agencies reported that they have in placeabfjigidelines to assist industry

and a list of approved products that allow for industry to track the progress of their applications
via email and telephone. Three agencies did not provideappsbval feedback to applicants

on the quality of the submitledossiers. Only two agencies (Rwanda and Uganda) provided

details of technical staff to contact during the review of applications and only one country
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(Uganda) publishes the advisory committee meeting dates. Three agencies namely Kenya,
Uganda and Tanzamreported that they do publish summary of assessment reports on which
the approval was granted.

Table 3.3: Comparison of the quality measures implemented by the seven regulatory
authorities.

Quality Regulatory Authority
Measure
BURUNDI | KENYA | RWANDA | SOUTH TANZANIA UGANDA | ZANZIBAR
SUDAN
Good review \% \ \ X v \ \"
practice
system
Internal \% \ \ X \") \ \%
quality policy
Standard \% \ \ X \% \ \%
operating
procedures for
guidance of
assessors
Assessment \% \ \ X \% \ \%
templates
Peer review \'% \" \" X \") \
(internal)
Dedicated \% \ \ X \% \ \%
quality
department
Scientific \Y \ \ X V \ \%
Committee
Shared and \% \ \ X v \ \%
joint reviews
x-not implemented.
V formally implemented.
Continuousimprovement initiatives
Five areas (external and internal quality
and stakehol dersé feedback), were assessed

in the six regulatory authorities (Tableb Tanzania implemented all five initiatives, while
Uganda Kenya and Zanzibar implemented four out of the five initiatives. Rwanda implemented

three and Burundi implemented two out of five.
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Table 3.4: Comparison of the transparency and communication parameters in the six
agencies.

Quality Regulatory Authority
Measure

BURUNDI | KENYA | RWANDA | SOUTH | TANZANIA | UGANDA | ZANZIBAR
SUDAN
Postapproval \ X X X v \"
feedback to \%
applicant on

quality of

submitted dossiers

Details of technical | V X Vv X X \"/ X
staff to
contact

Pre-submission Va Vv \Y X X V X
scientific advice
to industry

Official guidelines | V \ \" X \% \% \%
to assist
industry

Industry can track | V \ \" X \% \% \%
progress of
applications

Publication of X \ X X X Vv \Y
summary of
grounds on which
approval was
granted

Approval times \ \ \% X \% \% \%

Advisory X X X X X \% X
committee meeting
dates

Approval of \Y \ \" X \% \" \%
products

x-not implemented

V formally implementedy a informallyimplemented

Training and Education

The following measures were assessed that contribute to the development of staff and the
efficiency of the regulatory review process, through training and education; training
programme for assessors, international worgshexternal courses,-iouse courses, on the

job training, external speakers invited to the authority, induction training, sponsorship of
postgraduate degrees, placements and secondment in other regulatory authorities. All six
countries implement most such measures. However, Burundi, Kenya and Uganda did not
have a policy in place to invite external speakers to the authority, Burundi and Rwanda did not

sponsor postgraduate degrees; Uganda reported that they do not host international workshops
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or confeences and along with Burundi and Rwanda do not make placements and secondments

in other regulatory authorities.

Table 3.5: Comparison of continuous improvement initiatives in the six regulatory
authorities.

Quality Regulatory Authority
Measure

BURUNDI | KENYA | RWANDA | SOUTH TANZANIA UGANDA | ZANZIBAR

SUDAN

External quality | X X X X v X X
Audits
Internal quality V \' \' X \' \' \Y
Audits
Internal tracking | V \% X X \% \% \%
Systems
Reviews of V \' \' X \' \' \Y
assessor
feedback
Reviews of \" \"/ \"/ X \"/ \/ \/
stakehol
feedback

Part IV: Quality Decision-Making Practices

Ten quality decisioimaking practices were used to determine whether these agencies have
measures in place to ensure that quality decisions are made using the data submitted during the
review of applications. These include: 1. Have a systematic strdetppeoach to a decision

making, 2. Assigned clear roles and responsibilities, 3. Assign values and relative importance
to decision criteria, 4. Evaluate both internal and external influences./ biases, 5. Examine
alternative solutions, 6. Consider uncart@j 7. Reevaluate as new information becomes
available., 8. The form impact analysis of the decision, 9. Ensure transparency and provide a
record trail, 10. Effectively communicate the basis of the decision. Out of the ten quality
decisionmaking practies, Kenya implemented four, Rwanda eight, Zanzibar three, Uganda

five, Burundi eight and Tanzania implemented all the ten quality practices.
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Figure 3.2 Quality Decision making practices (QoDos)

_ B: Evaluation
A: Structure and Approach 3. Assign values and relative importance to

1. Have a systematic, structured approach to decision criteria
aid decision making (consistent, predictable 4. Evaluate both internal and external
and timely) influences/biases

2. Assign clear roles and responsibilities 5. Examine alternative solutions
(decision makers, advisors, contributors) 6.Consider uncertainty
7. Re-evaluate as new information becomes
available

Quality Decision-Making Practices

C: Impact :
8. Perform impact analysis of the decision D: gg%‘ﬁqpuﬂﬁ;%%%ﬁnd

9. Ensure transparency.land provide arecord
trai
10. Effectively communicate the basis of the
decision

DISCUSSION

The aim of this study was to evaluate Good Review Practices (GReVP) in agencies
participating in the East African Medicine Regulatory Harmonisation Initiative and map the
strategies aligning with the African Medicines Agency. Comparing the similaritiés an
differences of agencies in this region will assist them through information sharing to identify
best practices in the process and documentation of the review procedures. It will also assess
how these agencies build quality into their review processesurifg standardisation,
improvement in documentation, timeliness, predictability, consistency and high quality of
reviews and review reports will entail efficient and effective GReVP in regulatory agencies
(Reference). One of the key challenges faced Wustry in applying for marketing
authorisation has been the lack of detailed information (Ngum et al, 2022) on the regulatory
procedures for applicants. This study which is similar to one conducted by Sithole et al, (2021)
for the SADC region should raisavareness for the industry as well as applicants on the

regulatory processes for each agency. This will enhance transparency and clarity on the
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application process thereby leading to an increase in investments in medicines development

and improved submigm of applications to agencies in the region.

As a result of the participation of all the EAC agencies in the regional harmonisation initiative,
they are now operating either as autonomous (3 agencies) casgmomous agencies (4
agencies). This hakerefore improved the regulatory review processes of these agencies. One
of the key challenges for regulatory systems strengthening in most countries in Africa is the
absence of an autonomous National Medicines Regulatory Authority (NRAs) mandated to
regulte the market. In countries where regulatory functions are split among two or more
agencies, there is usually duplication of effort, lapses in implementation, inconsistencies and
spreading of limited resources too thinly. With autonomous agencies, mficiand
effectiveness can be ensured as this governance structure enables the agency to focus on
regulation (DubeMwedzilet al, 2020). The African Union Model Law on medical products
regulation (AU Model Law) provides for the establishment of autonomddfRA& for
effective coordination and regulation of medical products in a country. However, article five
of the AU Model Law recommends that agencies should be fully autonomous. This law was
endorsed by the Heads of States and Governments in 2016 (Nclyi#Z02B8awhose objective

is to promote collaboration across countries and provide an enabling environment for the
manufacturing, testing and scaling up of essential and priority medical products in Africa. Five
out of the six countries in the region hawenprehensive legal frameworks thereby providing

a good foundation for effective regulation (Ndomot&igonda et al, 2021).

Challenges of human resource constraints are faced by all the agencies as they all had backlogs
during the period of the study. Evémough one of the strengths of the EMRH initiative

has been building the capacity of assessors in the region (Ngum et al, 2022), there is still a
significant gap in terms of numbers of assessors in these agencies as per the results of this
study. Stregthening of the harmonisation initiative, operationalisation of the African
Medicines Agency and reliance on wedlsourced agencies by less resourced agencies are
being proposed as some of the immediate interventions to address the challenge of limited
resources (Ngum et al, 2022 and Shabani et al, 2022). However, the results of this study
demonstrate that the NMRAS receiving the highest number of applications (Tanzania, Kenya,
and Uganda) use both internal and external experts for the primary sciesstfgsment while

the NRAs with less applications for review utilise only their internal technical agency staff for

scientific assessments.
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One of the major challenges observed in this study is the recording of the timelines for each
milestones achieved. €ke all vary amongst the NRAs in the regions with most agencies not
implementing a routine recording of timelines for key indicators such as timelines for
validation, start of scientific assessment, response to questions to applicants, finalising
scientific assessment and date of registration. This comparative study will act as a baseline and
will assist the NRAs to reflect on their key performance indicators as they build on the
continuous monitoring of performance. Assessing the current situation wall dhede for
making informed decisions on how to improve regulatory performance (Sithole et al, 2021) as
countries should learn from each other on how NRAs with similar resources conduct their

reviews.

This study is also crucial for the EA@RH initiative especially as this relies on country
processes to register medical products that have been recommended by the joint review
process. The current observation is that countries delay implementing the recommendations
from the regional process. It is therefamgportant for the EAGMRH program to revise its
process to limit dependency on the country processes which are already overwhelmed with the
national workload. The understanding of courgpgcific requirements that follow an EAC

MRH positive opinion to ad@ss reasons for further delays in the approval process is key for

the alignment to the African Medicines Agency (Ngum et al, 2022).

RECOMMENDATIONS

The following are the recommendations emanating fronsthigyhave been listed below in

order ofimplementation priority

1. Measuring & Monitoring Timelines. Agencies in the EAG/RH initiative should
implement systems that will enhance the measurement and monitoring of timelines for
the key milestones of the registration process such as dates of sabmialdation,
start of scientific assessment, completion of scientific assessment and registration.

2. Applicants Communication. Clear registration processes should be documented and
shared with the applicants as well as publishing timelines, assesgperisyand the
summary basis of approval which will facilitate transparency and accountability.

3. Quality Decision-Making Practices. Although all the agencies indicated they are
implementing the quality decision making practices, there is still a netgdifong and

education in this area
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4. Reliance. The EAGMRH should review and develop a roadmap for the
implementation of reliance.

5. Work-Sharing. The EAGMRH operating model should be reviewed to identify areas
of improvement that will enableffectiveness and efficiency of the programme. The
EAC-MRH should develop measures to mandate the registration of products at a
national level following regional recommendation. This approach would ultimately
lead to faster availability of medicines to ipats as well as reducing demand on

capacity.

CONCLUSIONS

For the African Medicines Agency to be successful and achieve its objectives, country
regulatory processes need to be streamlined and differences in country requirements
minimised. Like the EAGMRH, the AMA will also depend on countries to implement the
decisions recommended by this continental body. It is therefore crucial that the groundwork in
the operationalisation of the AMA focuses on improving the review practices of the NRAs so
as to minimie any delay in granting marketing authorisation to medical products. It is

i mperative for countries to i mplement good
access to safe, quality and effective medical products when the African Medicines Agency

established.
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CHAPTER 4

EVALUATION AND COMPARISON OF THE REVIEW
MODELS AND APPROVAL TIMELINES OF
AGENCIES PARTICIPATING IN THE EAST AFRICAN
MEDICINE RE GULATORY HARMONISATION
INITIATIVE
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INTRODUCTION

One of the key functions of National Medi cir
of applications and registration of medi c
manufacturing compani es. The NRAs &dmaeoeypec

systems to ensure that the timely marketing

guality medical products. On eMRoHf ptrhog eochtj encat:
build capacity of NRAs i nr aihrei mge ga md ttviirroruigrt
there is a strong advocacy on reliance espe
mar keting authorisation for medical products
Over several years, t hrey phraorcneosnsi soaft i nmend ihcaisn ebs
many Nati onal Regul atory Authorities ( NRAs)
availability of safe, qguality, and effective

har moni sati on of andchwoirckal s hgauriidnegl i headi ng

phar maceuti cal companies as they prepare one
countries. After ten years of i mpNEBMenhtihgi s
now I mperatRA&Ae forréehgsenNeach other so as t
of I'imited resources. One of the major chall
registration processes in the NRAs and the d
Reliance

With the complexities that come with the gr
product s, most regulatory authorities are ngc
i mproving performance. 't is recwecliadd yt lwat
advanced health technologies and emerging

Facilitated regul atreeegulpat bway  atl F\RPBE I desi
devel opment, marketing aut hrourgisz amiitochn ,ai gmods ipta

ri sk balance by providing alternatives to st

rout €s s hooutdedh abte int i s possible for an FRP to
NRA has a prioritayny mrecvieé¢wr paedwagvoew pat hw
application to the top of the pile and dire
guickly, without relying on prior assessment
regi styevhed eavenlLidtbherti &tFRAhm&0Ad70bj ectives
har moni sation initiative are to build trust
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deci si ons. According to the World Health Or
practices, NRAs are elnicoruceaged monii mpde meuap
especially given their | i mited resources. C
upon to rely on the WHO Listed Authorities

briefing 85, theme tthas useemfarf aicndrndaded re
we-t esourced NRAs in the past five years for
ti mely access to safe, qguality and effective
and wor kwidhHarhianhgd mMmowaddme countries to have
medi cines in a timely manner (McAusl ane et a

WHO pre-qualification procedure

Launched in 2001, the WHO R€ualification(WHO PQ)of Medicines Programme directs
United Nations organizations about the quality of some selected medicines within the selected
scope (the quality of medications for the treatment of infections with the human
immunodeficiency virus, acquired immune deficigrsyndrome (AIDS/HIV), malaria, and
tuberculosis). The WHO Prequalification Team was established in 2013 when the program
combined with the WHO P+@ualification of Diagnostics Programme and Vaccines. One of
the roles of the team is assessing medicives;ding prequalification, monitoring variations,
periodical requalifications, reinspection of manufacturing sites and field quality surveys
(Giralt et al, 2020).

TheEAC NRAs, the EAGMRH and theEMP-TC procedursrecognize the WHO PQ as one

of the reliarwe pathways. Products approved throtighWHOPQ maybe eligible to the EMP

TC process for the Technical Committee to coordinate and conduct an assessment for Africa
or targeted countries specific requirements (provided that the product meets the afriteria
complexity and numbesf RECs and onumberof countries targeted). This may range from
averficationassessment to only facilitating CRPshould be noted that the WHO PQ scope

is very narrow with only ATM products and some pedigtrieducts.

As per requirements, applications that are WHO prequalified are not encouraged to be applied
through EAGMRH joint assessment route. This was agreed in order to save resources as
enough work has been done by the WHO prequalification team alr@adye know most
subSaharan countries face a challenge of fragmented legal frameworks, weak management
structures and processes, and a severe lack of staff and resources thithesakegulators

to operaé with minimal capacities. The WHO prequaldi@pplications are required to be
channelled through national route as most work has been done by WHO therefore it will not
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be necessaryo review them throughthe worksharing forum. However, EAGIRH has a
guidance in place for the partner states in EACatdihereto when they receive such
applications.

TMDA on behalf of EAC coordinates all medicines applications applied for marketing
authorization through the EAC route.

TMDA coordinate such applications applied through the national route in two aspkcts
handling;

1. Applications that are WHO prequalified medicinal Products and

2. Applications of Medicines approved by Stringent Regulatory Authority (SRA)
submitted under Collaborative Registration Procedures (CRP).

Through the procedure, applicants desethetype of application by the time they apply in

the TMDA RIMS system and express their interest by confirming presence of signed and
dated WHO expression of interest form to register under CRP. During assessment of technical
information TMDA focal point do communicate with WHO on accessing prequalification
technical assessment report documents.

For SRA/WHO Listed Authority (WLA) approved products, the applicant may also share the
redacted assessment reports provided by reference SRA/WLA through AIMIis also
accounts for using an abridged assessment that reduces the need to assess all the data. However
as per abridged assessment, TMDA reguaigplicants to submit all data and information
required for full review i.e. full CTD module. Evaluators may need to review the data in the
dossier as required even when presented with unredacted reports. Normally all decisions
regarding approval and finakgistration will be made by TMDA with consideration of
multiple factors including GMP status of the site producing the prequalified product and the
status of reference SRA/WLA.

Registering Medical Products in LMICs:

The main functiothemnfmdNRAcsal sptrtoduegs in their

as granting marketing authorisation or prod:

di fferent regul atory requi rements for t he
Under st anvdiienng nmohdee Irse and approval timelines
an emerging mar ket for pharmaceutical compan

the registration pmheeedes medprcaVi ¢ge odyet mu ¢ |
manner. There has been a gener al i ndicati on

t he NRAs should ensure that the application
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transparency is enhanced, wi ttreatr i mme loiuntds nkec
registration guidelines for countries in th
processes being ée€6iteholeeetanadl efl B®ivervtdlg um
revi ewers have also ragsee@evitbw thamkl engs €tk
registration of medi cal products are somet.i
applicantsd response to queries. It is ther
from the r egulnattorey rawti heow inoideed s used shoul c
stakehol ders on what to expect from the age

comparing the key milestones in the review p
and smiolnees. It also examined how these agenci
their good review practices. Lastly this pa

deci-mdkinng practices of the EAC NRAess asn iptl arc

to guide good decisions.

The aim of this paper which is the second of
ti melines and data requirements wutilised in

participat-MRY inithatEX€E so as to align and

METHODS

Study participants

The study participants included Senior Progl
divisions in the seven NRRBB, PKMantyiaccnya | a nDdr u

Aut haNDiAt, y Uganda; The Tanzania Medi cal Devi ce
and Drugs Authority (ZFDA) Tanzania; Drug an
Burundi Food and Medicines Regul atdoray dA Dtr u@rs
Aut hority.

Data Collection
A validated guestionnaire (Optimising Ef fic
describing the organisation structures, reg-i

new active substerniceess i(McAISsdi mgr dt geeinr over al

submission of the application to when it 1is
decision making practices, was compl eted by
guesti omonmpasxed sof six different part s: Part
agency with the focus on iIits structure and r
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used by the agency for the scientifkey asse:
mi |l estones in the review process with the f
relates to good review practices (GrevP) and
processes; Part 5 focumaekimaceopheegulrdseyg o
agency have good measures in place to gui dece

chall enges and opportunities available to th

Models of Regulatory Review

A Ri sk basteod tahpeprreeavdhew i nvolves different re
in which agencies access the scientific dat
process. This can vary depending on whheet her
agency relies on results of the assessment c

type of review model will also depend on the

The different steps in tmhag redvieew Pmo deres r ko
and subsequent mar ket authorisation. There a

use namel y;

The verificatiwhi cleviewgdyg pteolmini mi se dupl
that has beema regioghésed iagency to be mar ke
main responsibility of the receiving countr

registered el sewhere and is exactly the same

The abridged medelewalind gpmi 2 he use of resour
scientific data that has been assessed el sew
i ts | ocal conditions whi ch coul d bericslki mat
as

(7]
D

ssment ,r aacntdi cnee dci uclatlu rpe .

The full r Avioe)w 3Btwhpeen 3t he agency assesses
including al loft heualciiteyn,t isfafcetdyataand ef fi cacy
previously reviewed Ceytardiag@drmrcyyfarPdairsnmacead !
Typei 8Bol ves an independent assessment of a
safety anttisefiiscaayried out with application
and requimrasrmeoeritem and amMmhumpBygeedl83imbdtr as
reli(aSnctehol e. et al, 2021)
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RESULTS
For the purpose of clarity, the results of t
Metrics of applicatiPamd r2ec &Riewe cc wa nmad dred i, s tee

assessment and data requirements and Part 3:

Part 1: Metrics on NASs, generics, and WHO Prequalified Generics

All seven countries coimpd.ethkodwdvheer LOpFERIAL MQuUIRLBC
any data since they had not received any ap
received 55 applications for NASs in 2020 ali
2021 out of whidch 4h ®¥ere &Kwpmdwawer eceived 40
approved 160 and in 2023 received 398 applic

Al l the six NRAs received applications for

number of applbirc2t0i2®dnsand49Q®b)03) for 2021. |t
number of generics approved by Tanzania drop
applications (692) in the same year (2020),

produwrtiendiB in 2020 received 157 application
57 with 342 applications received. Il n 202
approved 368 while Uganda received 849 and
noaapprove any product in 2021 even though t h.
the highest number (849) of applications in

generic products during the yeas. an@amzgmnisa ¢
503 while Zanzibar received 10 applications
(Figure 4.1).

Kenya and Rwanda saw a-qulailghHti edngreemagae cisn a\
whil e Burundi and Zanrzgq balri dieddnappliecat ven S\
received HuaWH®i gpde appl i cations and approve
decline in the-quuahmbdrn eadf aWhOigraea i ons from 2(

Mean Approval Ti mes

Whil e Kenyadra@acnumber of applications for N/
2020 and 47 appl dtptibauas i hegO@ild(fdmabl endica
for a full review of NAS applications (Tabl e
decline on the mean approval ti mes for the
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days in620dayandn 2022) to approve generics.
declined to 735 days in 2023 while Kenya inc

days by Kenya in 2021. Zanzibar al 2@ .1 ncr e
The mean approval ti melines for generics Ug:
from 261 days in 2021. However, there was an

For WHQualkiefied applications, Rwa ntdoao k( 4a8 4l odne
mean approval times using full review whi | ¢

the approval of generics (Table 4. 2).

Using verification review type, an average
2022 for-queHQ fpircemat i on. Zanzibar also reporte
days to rewWRélwrebemmARCdeBr ampkOo2ationg2023,

|l ess that 65 days as mean appradv dli etdi ma o dfucrt
and Rwlamdanot report the mean approval ti mes
Generics aqmualWHIOI @d eappl i cations (Table 4. 2)

Figure 4.1 Comparison of number of generics approved from 2020 to 2023.
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gualification application. Kenya and Rwanda

ti mes when using the abridged review type (T

Figure 4.2 Comparison of mean approval times for gnerics using full review from 2020
to 2023
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Table 4.1: Comparison of metrics for NASs, generics, and WHO prequalified generics (2022023).

| 2 dzy . dzNXzy R} YSye&t wol yRE ¢yl ya EETREY Bl y1T Aol
&
CSENI|HAHHAHHAHHAHHAHHAHHAHHAKHAHHAKHAKHAKHAKRHAKRHAHHAHHAHHAHHAHHAHHAHHAHHAHHAH
n M H 0 n M H 0 n M H 0 n M 0 n M H 0 n M H 0

b! { a
wSOSA n n n n pp |po n n nndodyn n n n b{ |b{ |n n n n n n
I LILINB n n n n MYy [0 T n n McJcn |n n n n b{ |b{ |n n n n n n
R

DSYSNA Oa
wSOSAMpTcy |[yn |onHc dH dno podcmMgodijoTdcoNdTEmMInTecnqpnyyndynnqdngy MA [ MM |HH

®
I LILINP mwm s N oc |[pT |ym|ocCy nc |pp |mnipm | nddoydopdipm|oydqnagnospTNM H n n
R
21 h HNBEAFTAOFIGAZY

wSOSA n H n M MAn |op MC | MYy | T 0 T HH [MC |MND |MA |MH |T c M n n n
I LILINE n n n M MAN | HAN n MM | T n T MMn | MO |MH |MAO |MH |T o] M n n n
R
NASs, new active substances; WHO, World Health Organizati on;
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Part Il: Review Models Used for Scientific Assessment

All of the six agencies carry out full and a
Veri ficaewo(TRpe 1)

Burundi , Tanzania and Zanzibar do not condu
Burundi and Zanzibar do use verificBMRHoONn re
recommended Tahep lrieaastoino M so.r n o te sismmpel netmebnyt i TNND A
that they do not i mplement mutual recogni tic
permits based on its regulations. Kenya and
applications-gdadlkief i WHIO ppoodduwccttss , a papnrdove d by

Aut horities (WLA) and agencies who have val.
is for WHO <coll aborative regiesctomateinadrdpmpooe
(Tabl e 4. 3).

Reference agencisesi ncd exdred gWwHihief iNdR&At i on pr og
| CH founding members and WLAs such as Swi ss

European Medicine Agency (EMA), United State

Canada, Medi ci nes duwmntds HRed ulha&tacdrey PAwt hor it
Phar maceuticals and Medi cal Devices Agency |
Australiabds Therapeutic Goods Administration

African Community ewo(rBWRG)h,ar i nger quoveararnr meent al
Devel opment (I GAD), TMDA and Ghana FDA were

countries had a 90 days target time for the
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Table 4.2: Comparison of mean approval times NASs, generics and WHO prequalified generics 262023 (calendlar days)

N/ A Not Applicable
N/ AMot Avail abl e
Count|Burundi Kenya Rwanda Tanzani Uganda Zanzi baé
Year 202|202|202 202 202|202|202 202 202|202|202 202 202|202|202 202 202|202|202 202 202|202|202 202
Full review
NASSs N/ A[ N/ A[ N/ A[ N/ A N/ Al N/ Al N/ Al N/ Al N/ Al N/ Al N/ Al N/ A] 0 0 N/ Al N/ A[ O 0 0
Gener | N/ A[N/A N/ A N/ A 575 739 27002700103/ 735/202[93 |61 [85 [237|261[238/284]0 480[630
WHO PRr g N/ AN/ A 90 [90 [N/ A 341 90 [90 [484/90 [83 [N/ AN/ A 79 [54 [60 [56 [65 |0 0 0
gual i fi
Veri fication
NASs N/ A[ N/ A[ N/ A[ N/ A N/ Al N/ Al N/ A N/ Al N/ Al N/ Al N/ Al N/ A[ N/ A[ N/ A[ N/ A
Gener i|N/ AN/ A N/ A N/ A N/ Al N/ Al N/ A N/ AN/ A[54 [43 [0 0 78 |0
WHO PRr ¢ N/ A[N/A[90 [90 N/ Al N/ Al N/ A 54 |60 |56 |65 |90 [90 [90
qgual i fi
Abridged
NASs N/ A[ N/ A[ N/ A[ N/ A N/ Al N/ Al N/ A N/ Al N/ Al N/ A N/ Al O 0 0
Gener i|N/ AN/ A N/ A N/ A 241153/ 93 180[0 0
WHO Pr d N/ A[N/A[90 [90 48490 [N/ AN/ A N/A 0 0 0
qgual i fi
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Abri dged Review (Type 2)

Al | Ssix agencies conducted abri dgeédABrREEWMAe ws .
for selected @ppplducéasi thatsbhakReadbeen registe
TMDA and EAC recommended product s. Whil e Ke
abridged reviews for selected applprcaqualnisf it
and WlpAhAroveed sprodu Tanzani a, these selected
|l east two reference countries, and not rejec

abridged review pathway for Over the e@oWrnyt er

Zanzi bar are NAS, major | ine extensions, gen
time of 105 calendar days, Rwanda 90 cal enda
Full Review (Type 3)

Al l Si X agencies condatt @tppéi 8abberssmbnat
type 2 data assessments. Only Kenya and Tanz
of -glrieni c al (safety) and clinical (efficacy)

ageensciconduct type 3A -whenecalatasafmetqu)al ang,
assessed in detail burtegihsetrreatairen relgue wheenreea t|
can be finalised (Table 4. 3).

Only Burundi rdgied notmehédawvwe &duttld review of app
of 252 calendar days, followed by Uganda wit
and Zanzibar with 366 €H@ayshé¢mMabrevidd8j ttaah

respect to major milestones.

Fadtrack/ Priority Review

All six agentci @ack coandescss mématss t hrough a prio
and Zanzibar indicated a target timeline of
feastracked applications in 2022 (Table 4. 3).
application to obtain pharmacol ogical, mar k
clinical trials additional i nffeoer nhaotri gomr.i oA piptly
achieve a shorter timeline.
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Table 4.3: Review models employed and target timelines (calendar day20222023)

Type of revi|Buru|KenyYRwan|TanzgUgan/Zanzi
Verification|x VO VO X VI X

1)

Target N/ A |90 90 N/ A 90 N/ A
Abridged rev|Vod vO |VO VO VS VO

Target N/ A 105|90 126 105 |[126

Ful | review |Vo! Vo. |Vo! Vo . Vo ! Vo !

Target N/ A 1262|365 180 261 |365

Fast Track/ P|V V V V V \%

Target N/ A N/ AN/ A 90 N/ A |[126

aFor WHO collaborative registration procedure (CRP) and EAC-recommended products.

bFor WHO CRP, WHO Listed authority (WLA)-approved and EAC-recommended products.

cFor WHO-prequalified and WLA-approved products.

dFor legacy molecules with minimal risk.

eFor OTC products

Data Requirements

Th€ertificate of a Pharmaceuti cal Product (
authorization is issued for all Si X agenci e
mandatory for applications i n ielsl raegeuncieeds .s |
of full datbha dmd Mommdreys dlat a for modul es 2.
The agencies then conduct a detailed assess
factors considered i n assex®isng nr imekls cand ch
ethnic factors, and national di sease patter
assessment reports from other agencies such
reports on thdedei Euennmpetans Pulbblags Assessment F
participation in the WHO coll aborative regis
prequalified products. Al Il si x Kaogueghc itkReH alH A
Il nitiative as they all participate in the EA
scientific review is conducted by the agency
Apart from Kenya and Zaset btaargethe foohereVioa
scientific assessments. Only Uganda does not
response time to be measured. Al Il the agenci
priority reelviifeywsngf opr oqdwect s. Only Tanzani a
technical dat a. For all|l Ssi x agencies, physic
agenciesbd6 review staff. Al though allertahd agen
for the review and approval of an applicatio
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Table 4.4: Summary comparison of key features of the regulatory systems for medicines.

Mar keting authorilBur u|(/KenYRwan|TanzgUgan|Zanzi
Certificate of aly vV vV V V V
Product (CPP): C

the application

before antheri sa

Common technicall|y \V/ V V
CTD for mat i's ma

applications

Medical staff: My X X X X X
the agency revie

physicians

Review times: Thl|y X vV V V X
targets fsoperndcse

scientific

assessment of NA

applications

Approval times: |V vV vV V X V
target for the o

review and

approval of an a

Questions to spo|Vy vV V V V Vv
fiypyeodnts in the

Company response|l\ \% \% \% X \%
procedures all ow

response time to

be measured and

overall processi

Priority revie\(V \Y \Y \Y \Y \%
recogni zesgeed)]

criterion for

accelerating ¢t

approval proces:

products

Sequential prody X X V X X
sections of t eq

revi ewed sequert

rather than in

Prineegotiation: [y vV X X \Y \%
pricing is separ

review and

does not del ay t

products

Sample analysis:|Vy X X V V Vv
checking quality

and

requirements for

not del khgtihg am
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Table 4.5: Extent of scientific assessment for full review.

Buru|/KenYyRwan|TanzgUgan|{Zanzi
Chemistry, m Vv \%
and control
extensive as
Now !l inical d|V Vv Vv Vv \% \%
assessment
Clinical dat |V Vv Vv Vv \% \%
assessment
Bi oequi val en Vv
extensive as
Addi tional i |V \Y Vv Vv Vv Vv
obtained (wh
appropriate)
Ot haegrenci es iV Vv Vv Vv \% \%
review repor
Medi cal and |V Vv
| iterature
A For biosimilar products not approved by a refe
Part Ill: Targets for key Milestones in the Review Process
Il n I'ine withagotoadesevieawh regul atory agency
mi |l estone and thetboeefalrlstpraotcesse of this
mi |l estones for the six agencies wemesr épor tte¢
key mil é@ébeomseandardi sed process map for rev
(Figure 4. 3) demonstrates key milestones th
regul atory agencies in the review of applica
Receanpdt Val i dati on
Uganda had no target time for receipt and Vv
days, foll owed by Tanzania with 5 calendar ¢
Zanzi bar had 90 calenda6) days as their targe
Queue Ti me
This is the time taken to start the scientif
accepted for revi ew. Uganda and Kenya had t
Burundi , Rwanda and 2Zagn migb arr own t6h0 g we ule8 Ot icnae
had the shortest queueing time of 35 calenda
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Table 4.6. Comparison of targets for key milestones in the full (type 3) review process
(calendardays).

Target Buru|Keny/RwandTanzan|UgangZanzi
Receipt 90 3 30 5 No t&g9o0
val i daitBi)c ti me
Queui h@) (60180<365|6aA50 |35 365 6080
Primary 990 N o No talo00 180 180
As s essmenr targ|ti me
D) ti me
Questiong90 180 90 60 180 180
applicant
st opi)E)(D
Review by90 N o 60 1 30 1
Commi t t ) targ

ti me
Approval [3®0 |<30 <30 <30 3@®O0 <30
procedur €
Overall 90 730 365 180 (e|547 365
timel A Applic

ti me

Primary Scientific Assessment

Tanzania had the shortest target for primary
Burundi with 90 days which also included pee
and Rawadnidd not have target times (Table 4.6)

Questions to Applicants
Here the clock stops as the assessment 1 s pa
gueri es. The target was 90 days for Burundi

Ugama, and Zanzibar (Table 4.6).

Review by Expert Committee

Four of the agencies use expert committees t
aut horisation of medical product s. Zanzi bar

datyo make the expert committee decision whil
90 days. Kenya and Rwanda do not have target
Aut horisation Procedure

This is the time it takes to ipsisnueont hhea so vbeerei
Four of the agencies (Kenya, Rwanda, Tanzani
bet ween 30 to 90 days, however, the sponsor

t he authorisation disd imastuegi we ea etasr Beutr u(nTda b

79



Figure 4.3 Standardised process map for the review and approval of medical products
(adopted from Sithole et al, 2021)

Milestone recorded Target Times

Milestone recorded v

E Reviewed in parallel for South 1
r Africa whereas sequential in other
agencies
Primary scientific assessment by
Agency expert (Peer Review)
Questions to sponsor Milestone recorded

P A I
.

. Opinion is gMn to the agency Milestone recorded
|

Legal / admnsrative matiers 10 be fnalsed
[ Avodmooar :

Approval granted
L @tz

Hee

v

Milestone recorded

DISCUSSION
The aim of this study was to compare the r e\
data requirements wutilised in assessing appl

the -MRKE initiative to al i gmroarednemrtap cCoau ndtrri &

popul ations received higher numbers of appl:i
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al , 2019 in his studies demonstrates how i m

access to essential medi ci nes.

It is interesting to note that only one coun
substances (NAS) in 2020 and 2021. This is 1
similar view that the -apopthbamirddd mdNASolmatumicade d
as compar-enWcdame haguntri es (Gwaza, 2016 ; Sit

medi cines or new medicines-raseuusedl!| reggti as
(Ragop8). The studyrtbheyd ChhoRwE s(i2x0 2m2a)j ore proegul a

USA, Japan, Canada, Switzerl and and Australd.
internationalisation for approvals of new me
t he ANMedicainnes Agencies (AMA), many new and
submitted through the AMA. It would be i mpor
number of applications received andOapmpdoivied
al so i mportant to note the decrease in mean

in 2020 to 61 days in 2022.

All the six agencies in the region are imple
and abriiedlwemdodelvs. 1t i s i mportant to note t|
on each other which is the major success o0
coll aboration, it owi I be criticaealr fcooroptehad
agreements especially for Tanzania who i s wun
absence of mutual recognition agr erRE nrtesl.i ant
to be instit-MRHdl fiosro athhea eRSEtCh e di ff er ent rec
decisions of each other. This study provi de:

regul atory requirements for registration of
will aadbtasaed i ne for future studies especially
identify any i mprovements as the African Me.
Ot her agencies have also been gseemevihewoprpa

and can |l earn from each other as they share

RECOMMENDATIONS

As a result of this stuspy,estemd efdolbled wiwng nr &
i mpl ement ashouwl ¢grberdcarysi detrlae pghyt time tdiix a&d
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1. EAGMRH as a referAlnlceag@agreanicgs p-MRHIi ci pat i n

initiative shoul d consMRHe rasf aar melfleyy ernecceo ¢

reliance pathway.
2. Ti melines Agqandiaeggygessoul d consi der docume
and relevant timelines in order to monito

3. CommunicationAt ¢ agehiccast should communi c
requirements hted ra pvyelbisaamrt 9 nomrtder to faci
process as well as improving timelines.

4, Capacity Ageinicdiesgshoul d consider the foll owi
T Exchange of staff between agencies

T Secondment s
T IdMouse education and training and conti

5.1 nformati NRAsyshemtd develop information
registration timelines from the date the
i's granted.

6. Mut ual rebegeal opoand i mpl ement mutual rec
reliance practices amongsiREKRAIIimantckee r e

CONCLUSIONS

This study serves as the first compar aataitver
medi cinesd regulatory authorities of the EA
model s, target and review timelines as well

of medi cal products sf @rartt e gii ptaidRtiligo m nkh i A e 0 E

i mportant for NnRiArsd etdo dh sswasisepens, document
experiences so as to |l earn from each other o
shoul d be depéelempadedanbdby i the countries i n
recommendations from this study wil!/| enabl e

processes.
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SUMMARY

T

One of the major challenges i n irngtlieoment i
processes in the NRAs and the delay in th
The aim of this study was therefore to co
ti melines as well as data requirements ut
by countries patMRIHciimattiimg iivre tslbe aBAC o all
strategies for i mprovement .

A validated questionnaire (Optimising Efficiencies in Regulatory Authorities: OpERA)

which standardises and captures review processes was conyléiedHead of the

medi ci neds r e-meashoftletsaven EAMRH NRAS.i 0 n

A country report based on the completed questionnaire was developed for each NRA.
These reports were then validated by the heads of the respective agencies.

Most cagploins received by all countries wer
received a significant number of NAS appl
Mean approval times for generics wusing fu
calendar days i n 20mR0anioa.61 days in 2022
Target timelines for full review for five
the highest 330 days.

Only three countries (Kenya, Rwanda and U
model had a target timeline of 90 days
The targets for key Milestones in the Rev
similarities.

All six agencies conduct-tdaakribadgedsment €
priority review track.

The common techni caat dwacsu nmeanntd a(t®TrDy) ffoorr na

agenci es.
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CHAPTER 5

REGULATORY AUTHORITY EVALUATION OF THE
EFFECTIVENESS AND EFFICIENCY OF THE EAST
AFRICAN COMMUNITY JOINT ASSESSMENT

PROCEDURE
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BACKGROUND

For almost a decade, the East Afric@ammunity has implemented the Medicines Regulatory
Harmonization (EAGVIRH) programme among its member states toharmonise technical
requirements and standards for medical products regulation, jointly conduct scientific review of
medical product dossiers tassess safety, efficacy and quality, inspect pharmaceutical
manufacturing sites and streamline decisiwaking processes. This initiative enables the-cost
effective use of limited resources and efficient and effective delivery of regulatory services to be
determined, thus instilling transparency and accountability in all stakeholders, optimising the
pharmaceutical market and economic development and improving access to safgialitgh

effective medicines in the region.

The East African Community (EACs a regional intergovernmental organization of seven
national medicines regulatory authorities (NRAS) consisting of six partner states, namely the
Republic of Burundi, Republic of Kenya, Republic of Uganda, Republic of Rwanda, Republic of
South Sudan anthe United Republic of Tanzania. The United Republic of Tanzania is composed
of the Tanzania Mainland and Tanzania Zanzibar. According to theMREB Secretariat 2021
report, all seven agencies have been benchmarked by WHO. One out of the seven NRAs is sti
working towards attaining Maturity Level 1, Four NRAs are at Maturity Level (ML) 1 and one
NRA has attained ML3. All the seven agencies are at different levels of implementation of their
Institutional Development Plans to improve their maturity ledtsNRA in the region currently

has PIC/S membership, although the NDA of Uganda is preparing to apply for membership. No
NRA has observer status in the ICH. Furthermore, TMDA, NDA, PPB, and Rwanda FDA have
provided assessors for the WHO PQ medicines asseds (Copenhagen sessions). In addition,
inspectors from NDA Uganda have worked under the WHO PQ Rotational Fellowship for
Inspections.

Countries in this region have experienced the circulation of substandard and falsified medicines
(NdomondeSigonda etal.,2020). Currently, the prevalence of these products in Africa is
estimated at 25%80% and represents a major threat to public health, negatively impacting the
growth of the African pharmaceutical sector and its overall contribution to economic degetopm
and resulting in numerous deaths (Ndomo&dgonda et al.,, 2020). According to Roth and

colleagues, about 10% of medicines in {amd middleincome countries are substandard and
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falsified and the lack of timely access to good quality and effectivécmed has been a major
challenge in Africa (Roth et al., 2018).

The review and registration of medical products is one of the key functions of regulatory
authorities that influences access to medical products (Sithole et al., 2021a). There are several
bottlenecks that impact the registration of medical products in African countries by pharmaceutical
companies (Narsai et al.,2012). One of these is the lack of capacity, in which 30% of NRAs do
not have the necessary expertise to conduct key regulatotiofun(Keyter et al., 2020a). Hence,

there is a need to strengthen medicines regulatory systems in this continent. Given the capacity
differences in regulating medical products in African Member States, it is important to note that
the African Union (AU)Menber States and Regional Economic Communities (RECs) are making
significant efforts to improve access to safe, quality, and efficacious medical products through
strengthening and harmonising medicines regulatory systems. Studies show that the reluctance
from companies manufacturing medical products to register their products in African markets is
one of the major factors delaying access to medicines (Sillo et al., 2020). Reasons for this
reluctance is due to the lengthy application process, the time, ex@enseffort needed for this
registration process in each NRA (Sillo et al., 2020). To improve access to safe, quality and
effective medical products, the EAC joint assessment project was established in 2012, to assist in
facilitating the market authorigan application process for manufacturers through a faster review

of applications in the region.

A key strategy proposed by Roth and colleagues is to leverage convergence and reliance efforts
(Roth et al., 2018). According to the Centre for InnovatioRégulatory Science, many NRAs

are now using reliance as a mechanism to minimise duplication, maximise limited resources, build
capacity and improve timely access to safe, {gjgality, effective medical products (CIRE)21).

In their study on the impaof reliance on the review process of the South African Health Products
Regulatory Authority (SAHPRA), Keyter and associates showed that the introduction of reliance
pathways; that is, the use of the abridged review model by the SAHPRA, led to 68% faster
timelines for the approval of medicines and improved patient access to medical products (Keyter
et al., 2021). Six authorities studied by Sithole and colleagues are using reliance (verification and
abridged reviews) and this will hopefully improve accessiéalical products in these countries
(Sithole et al., 2021a). Another comparative study of the registration process of the medicines
control authority of Zimbabwe (MCAZ) with Australia, Canada, Singapore, and Switzerland
indicated that reliance is key inegries that rely mainly on industry fees for sustainability like

MCAZ (Sithole et al., 2021b). These authorities are already demanding a high fee for applications
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for products to enter the market and do not have the opportunity to increase these feies again
support resources for regulatory reviews. On the other hand, agencies with funds from government
can increase resources to improve performance. Reliance is therefore a useful mechanism to assist
agencies in these instances to improve regulatory peafazenas they will focus their limited
resources on medical products that have not been reviewed elsewhere However, regulatory
authorities and manufacturers might not have sufficient experience in using reliance to register
new medicines as it is still ala¢ively new concept (CIRS, 2021).Barriers and enablers in
implementing reliance models identified in a study of pharmaceutical company perceptions
indicated that the main strengths were shorter approval timelines and reduced requirements. In the
same stuy, identified weaknesses of reliance included the lack of unredacted assessment reports,
long submission lag times and pathways that were not fully adopted (CIRS, 2021). In addition to
these challenges for reliance, a study on reliance in South Africaifiele a lack of benefitisk
assessments; the perception that reliance would lead to loss of expertise, especially in less
resourced agencies; and inadequate transparency in deuigkang processes as key hurdles
(Keyter et al., 2020b).

The EAC jointmedicines regulatory process consists of a joint assessment of dossiers of medical
products and a joint inspection of manufacturing sites. This process started in 2015 and can be
described using 9 steps (Figure 5.1). Step 1 starts with the submissienagfication to the

lead NRA, the Tanzania Medicines and Medical Devices Authority (TMDA). In Step 2, the lead
authority screens the application to check for completeness, including the good manufacturing
practice (GMP) Status (Day 10). For Step 3, TMBéhedules the initial review, which also
includes the GMP inspection led by the Uganda National Drug Authority (NDA; Day 45) and the
GMP inspection could take another 180 days. In step 4 (day 65), an initial review is completed by
two NRAs and by day 90,jaint assessment session is held (Step 5) with all representatives from
the seven NRAs. At this stage a list of questions or queries are sent to the applicant when
appropriate for applicant response. A maximum of three rounds is implemented, with each
expected to last about 180 days. In step 6, documents are compiled and recommendations from
the joint assessment are sent to the EAC Secretariat (Day 270). By day 300 (step 7), the final
recommendation is issued, and a confirmation letter sent to the applicatep 8 (day 360), the
applicant is expected to apply for marketing authorisation to individual NRAs, with approvals at
national levels (step 9) and which should take place within 90 working days.
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Figure 5.1 Review process map and milestones for EAC joint assessment procedure.
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Unlike the approach of the European Medicines Agency (2016) where it is mandatory for countries
to register medicines approved through the centrafisecessed, in Africa, this is not mandatory.
With the launch of the EAGIRH programme, the EAC authorities have made substantial
progress in reducing timelines for registration of medical products using the joint review process.
A study of the EAGMRH pilot phase (2012017) by Mashingia and colleagues found that
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registration timelines were reduced from 24 months tt®8nonths for products reviewed using

this process (Mashingia et al., 2020). There has been a drive within regulatory authorities in recent
years to reengineer their processes for improved effectiveness and efficiency and this often begins
with a baseline evaluation of the current process to identify strengths and weaknesses.
Effectiveness can be def i ne dredayg thefivalueidariged byh e 1
customers or stakehol ders of an organisatio
defined as fAdoing the right things righto, w
of this study was to evaluate tefectiveness and efficiency of the current operating model of the
EAC-MRH initiative, including the challenges it faces as well as identifying opportunities for

improvement.

The aim of this study was to get the views of the individual regulatory augisodoh the
effectiveness and efficiency of the current operating model of the MR initiative, including

challenges faced and to identify opportunities for improvement.

STUDY OBJECTIVES

The objectives of this study were to

1) Obtainthe viewsofthen di vi dual medi ci neds rMRyintiaiveor y

about the performance of the joint assessment initiative to date

2) ldentify the challenges experienced by individual authorities throughout the life cycle of the
EAC-MRH initiative

3) Determine the strengths and weaknesses of the initiative
4) ldentify the ways of improving the performance of the joint assessment initiative

5) Envisage a strategy for moving forward to improve effectiveness and efficiency

METHODS

Study Patrticipants

The PEER questionnaire was completed by seven NRAs of the EAC joint assessment: Pharmacy
and Poisons Board (PPB), Republic of Kenya; National Drug Authority Uganda (NDA), Republic
of Uganda; Rwanda Food and Drugs Authority (Rwanda FDA), Republic of Rwandand
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Food and Medicines Regulatory Authority (ABREMA), Republic of Burundi; Drug and Food
Control Authority (DFCA), Republic of South Sudan; Tanzania Medicines and Medical Devices
Authority (TMDA) and Zanzibar Medicines and Medical Devices Authority (ZMDf the
United Republic of Tanzania

Questionnaire Development and Validation

A Process Effectiveness and Efficiency Rating (PEER) questionnaire was developed by the
authors to identify the views of regulators on the benefits, challenges and oppsttoit

improving performance of EAMRH initiative and envisaging the strategy for moving forward.

Pilot Study

The PEER questionnaire (Figure 5.2) was validated by carrying out a pilot study with two
authorities to establish its practicality, applicdapjl and content validity. Senstructured
interviews using a checklist were carried out with each authority to validate their responses to the
guestionnaire. The checklist had the following questions which were completed by all participants
(Table 3.1).

Table5.1: Interview Checklist - EAC PEER Questionnaire

To determine the applicability, practicality, content validity and reliability of the responses in the
guestionnaire, the following questions were asked during the interview.

1. Are there any questions that you did not understand?

2. Isthere any information you would like to add?

3. Were the questions relevant to the objectives of the survey?

4. Inyour opinion, what challenges did you encounter in completing the questionnaire?

5. Are there any other benefits and challenges of the EAC-MRH initiative that you think
should be included in the questionnaire?
What is your general observation and remarks about this study?
7. What is its impact to the EAC Joint Assessment procedure?

o

No changes or amendments were proposed for the questionnaire as the respondents indicated tha
the PEER questionnaire was adequate.

Data Collection
Using the PEER questionnaire developed by the authors, data was collected in August 2021. The
main respondents were the seven assessors representing their agencies in-fihie HE it

assessments. The Heads of the seven agencies validatesbibases by the assessors. The
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interview provided flexibility and a further opportunity for the respondents, as they were able to
give more operended answers to some questions. Some sections in the questionnaire were
clarified, challenges in completingglguestionnaire were discussed and the benefits of the study
were acknowl edged. To ensure confidentialit)
and participants were also informed about this during the interviews. Consent was obtained from
the paticipants on the information that was to be shared and to minimise bias, participants
reviewed the final study report. Responses and explanations were made in some sections of the
guestionnaire. To ensure accuracy in capturing the entire interview segbiey were audio

recorded.
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Figure 5.2 EAC Joint Assessment Procedure: Process Effectiveness & Efficiency Rating
(PEER) Questionnaire
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Pic taken from https://www.referenceforbusiness.com/management/Elele/Effectivenessand-Efficiency.html

INTRODUCTION

With the launch of the EA®IRH programme in March 2012, Partner States have made substantial progresstiorreduc
timelines for registration of medical products using the joint review process. From 2012 to 2017 which has been coraidered as
pilot phase in a study by Mashingia et al,2020, registration timelines reduced from 24 months to 8 to 12 monthscter prod
reviewed using the new joint assessment process. Since the Boston Consulting Group (BCG) review and recommendations in
2017, there has not been a formal and structured evaluation of the regulatory performance of the EAC joint assessnmient procedu
although some feedback has been sought through stakeholder meetings.

In recent years, there has been a drive within regulatory agenciesmngineer their processes for improved efficiency and
effectiveness and this often begins with a baseline evaluafidhe current process to identify strengths and weaknesses.
Effectiveness an be defined as 6doing the right thingd often meas
organi sati onds pr &ficeygwande defmedsse rovdiociensy whhiilnegs ri ght 6 which s
resources.

Study Participants

The PEER Questionnaire is being sent to 7National Medicines Regulatory Authorities of the EAC Partner States namely, Pharmacy
and Poisons Board (PPB), Republickanya, National Drug Authority Uganda (NDARepublic of Uganda, Rwanda Food and

Drugs Authority(Rwanda FDA),, Republic of Rwanda Burundi (DPML), Drug and Food Control Authority(DFCA), Republic of
South Sudan ,Tanzania Medicines and Medical Devices Authority (TMDA) and Zanzibar Food and Drug ZigeAgythe

United Republic of Tanzania.

AIM

The aim of this study is to evaluate the effectiveness and efficiency of the current operating model of-MRIEA@tiative
including the challenges it faces as well as identifying opportunities for improvement.

STUDY OBJECTIVES

1. Obtainingtheviewsfo t he i ndi vi dual medi ci neMRH initi®iveadoatth® r y aut hori
performance of the programme to date.
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Identifying the challenges experienced by individual authorities throughout the life cycle of thBIRAGnitiative.
Determining he strengths and weaknesses of the initiative

Identifying the ways of improving the performance of the work sharing programme.

Envisaging the strategy for moving forward

aprwn

CONFIDENTIALITY
Thank you for agreeing to participate in this surwégur responses will be treated in strictest confidence and no identifiers
of countries or respondents will be shared with any third party or made publicExternal reports or presentations of the data

will include only blinded results together with appropriate anaytitterpretations.

The questionnaire is divided into five short sections and will take 20 minutes to complete. Thank you for taking timéte comp
it. We value your input!

A. DEMOGRAPHICS

1. Please state the name of your country

2. Please provide your responses to the following questions by writing your answer in the space provided or ticking the
relevant box.

a. Age: years
b. Sex: 3 Male ? Female

c. Number of years of regulatory expence: years

3. What is the total number of staff in your agency?

4. What is the number of reviewers of marketing authorization applications?

5. How many reviewers participate in the EAC joint assessments?

6. Does your agency have a separate record of applications received for assessment udBHZAC® Yes & No

B. VIEWS ON THE BENEFITS OF THE EAC -MRH INITIATIVE
Select your answergyliicking the relevant box(es)

1. Inyour view, what are 3 (or morbgnefits of the EAGMRH initiative to date?

3 Leadership commitment/Governance structure

3 Clear Operating Model

3 Shorter timelines for approval

3 Information sharing amongggulators

3 Building of capacity for assessments

J Sustainable resource base because ofigalfing by countries
3 “Harmonisation of registration requirements across the region
3 Other (Please specify)

2. What would you say are 3 (or mosgjenghs of your EAGMRH procesgor recommending the registration of
products?

J Separate register and tracking of EMRH products
4 Priority review of EAGMRH products
4 Information on the submission process and timelines ford# products aravailable on your country website
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4 Products approved under EAGRH are available on your country website

J Regular Committee meetings enabling timely finalisation of products after -NERB recommendation
J Resource savings (time and funding)

4 Pool of expert reviewers

J Other (Please specify)

3. How has the EAG@VIRH initiative benefitednember countries (requlato?s)

J Training to improve the performance of the assessors

4 Provides the platform for interaction and information exchangeatfitér regulators

J Shared workload resulting in shorter timelines for approval than in individual countries

J Enables application of high standards of assessment regardless of size of country or maturity of regulatory agency
4 Improved quality oflossiers submitted

J Other (Please specify)

4. How has the EA@MRH initiative benefitednanufacturers (applicans)

J Reduced burden as they compile one dossier (modusf@ submission to multiple countries

3 Savings on time and resources aytheceive same list of questions from multiple countries enabling compilation
of a single response package

3 Shorter timelines for approval compared to that for the individual countries

3 Access to various markets at the same time

J Other (Please specify)

5. How has the EAGVIRH initiative benefitedpatients in your country or in the EAC regin

3 Quicker access to quality assured medicines
J Reduced prices of medicines

3 Increased availability of medicines

J Other (Please specify)

C. VIEWS ON CHALLENGES OF THE EAC -MRH INITIATIVE
Select your answers by ticking the relevant box(es)

1. Inyour view, what are 3 (or more) challenges ofE#&-MRH initiative?

3 Lack of detailed information on th@ocess for applicants

J Low or decreasing number of applications for assessment

3 Unequal workload among Partner States

Dependence on the countriesbé process for communicati
Lack of centralisedubmission and tracking

3 Lack of jurisdiction power

J Other (please specify)

2. Inyour view, what are 3 (or more) challenges it face at country levéh assessing/finalising EA®RH
products?

J Inadequate human resources

4 Poorrecord keeping and tracking of EA@RH products

J Lack of priority review for EAGMRH products

J EAC-MRH work not recognized as part of agency work to be done during working hours
3 Unpredictable schedule of Committee meetings
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D.

4 Lack of buyin from expert Committee(s)

J Failure by manufacturers to follow the requirement to submit the exact same dossier to all countries of interest

J Failure by manufacturers to adhere to deadlines for response to questions
4 Other (Please specify)

3. What are the challenges facedrbgnufacturersubmitting applications to the EARIRH initiative?

4 Differences in time to implementation of EACRH recommendations by Partner States.
4 Lack of clarity about the process for submission and followngach Partner State

3 Lack of information on country websites and the EN&H website about the process, milestones, timelines,

pending and approved products
J EAC-MRH process is more stringent than some country processes
4 Differing labeling requirerants in participating countries
4 Other (Please specify)

IMPROVING THE PERFORMANCE (EFFECTIVENESS AND EFFICIENCY) OF THE WORK SHARING

PROGRAMME
Select your answers by ticking the relevant box(es)

Effectiveness an be defined as 6doing the right thingbo
an organisationés (Effidenoycsasre sb e rd efeirnvda & eass whd d ien g
time and resources.

1. What are 3 or more ways to improve #féectivenes®f the EAGMRH initiative in your view?

3 Decisionmaking transparency e.g. publishing Public Assessment Reports

J Make publicly available any information that might help applicants in managiirgstiEmissions templates of

documents, lists of Q&A, timelines and milestones, disclosure of internal SOPs, etc.

J Consistency in application of guidelines and decisions
Use of riskbased approaches e.g. reliance pathways

3 Engagement and interaati with stakeholders
Publishing of pending products
Publishing of approved products
3 Minimise the need for country specific documents
J Other (Please specify)

2. What are 3 or more ways to improve #féiciencyof the EACMRH initiative in your view?

3 Specific and clear requirements made easily available to applicants

of ten

t hi

J Compliance with target timelines by measuring and monitoring each milestone in the review process

3 Use of robust IT systems

3 Transpareay on metrics and statistics e.g. % completed within timeline

J Improved central tracking of EA®RH products

3 Improved resources e.g., number of assessors

4 Centralised system for submission of applications and communication with applicants
4 Other(please specify)

E: ENVISAGING THE STRATEGY FOR MOVING FORWARD

1. Rate the following proposals to improve the current BARH operating model from 1L 3, number 1 representing

what you think would benost effectivein improving efficiency and number 3 theast effective
Enter the appropriate number in the space provided before each proposal.
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|:| To continue with the current operating model unchanged

I:l To continue with the current operating model and establish EAC
integrated information management system to manage and process applications.

I:l To continue with the current oing model but provide full information on the process including

timelines and milestones as well as approved products on every participating country's website and
on the EAGMRH website.

|:| The establishment of a regional administrative body to centrally receive and trachRAC
applications which would be responsible for allocating work, apportioning the applicable fees to
countries, tracking of applications and communication with applicants.

2. Inyour view, would the establishment of an EAC regional medicines agency, if legally possible, be the best strategy
for improved performance going forward? 3 Yes 3 No

Pleaseexplain why?

3. In conclusion, what other strategies not previously highlighted can you think of that would strengthen 4ké&RBAC
initiative going forward?

Please feel free to use the comment box below to elaborate on any of your answhightigtd questions and answers that you
believe should have been included in this questionnaire.

Name of person completing the questionnaire:

Title (position):

Date:

Thank you for your time and help

96



RESULTS

For ease olunderstanding, the results are presented in five paytéuthority resources, 2)
Benefits of the EAEMRH Initiative, 3) Challenges of the EAMRH Initiative, 4) Improving

Performance of the wotgharing programme, and 5) Strategies for moving forward.

Part 1: Authority Resources

This part of the questionnaire provided insight into the human resources availability and size of
the participating NRAs. The total number of staff for each of the seven responding agencies ranged
from 33 to 338; the number ofwiewers for marketing authorisation applications ranged from 4

to 50; while the number of reviewers that participate in the EAC joint assessments from these
authorities ranged from 4 to 20. (Table 5.2). Only two agencies kept a separate record of
applicatons received for assessment under BARH while five authorities did not. Reasons
given for not having such a record included inadequate capacity as well as manufacturers not filing
applications in all authorities for the EAC procedure. One authority texpdinat although they

did not have a separate record, they could use their system to filter EAC applications, as
segregation of applications is possible for new applications, but

the old ones must be retrieved manually as such data is not approprictiehgcr

Table 5.2: National Medicines Regulatory Authority information on human resources

Measure ABREMA | PPB Rwanda DFCA TMDA NDA ZFDAA

BURUNDI | KENYA | FDA SOUTH | TANZANIA | UGANDA | ZANZIBAR
RWANDA | SUDAN

Total number| 33 187 196 16 338 Plus 48 287 150

of staff in temporary

your agency staff

Number of| 8 15 15 4 50 30 10

reviewers of

marketing

authorization

applications

Reviewers 4 6 4 4 19 20 5

participating

in the EAC

joint

assessments
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Part 2: Benefits of the EAGMRH Initiative
This part focused on the benefits and strengths of the joint process for recommending the

registration of products to NRAs, manufacturers, and patients.

Figure 5.3 Benefits of the EAC Initiative
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Shorter timelines for approval, information sharing among regulators, and building capacity for
assessments were highlighted by all seven authorities as the main benefits of the EA initiati
(Figure 5.3). Building capacity for assessments was indicated by all as a considerable benefit,
which was especially apparent in lessourced agencies. Some agencies alluded to the fact that
they never had assessors before the BH but now have beeable to rectify their situation
because of the EAC joint assessment process. Harmonisation of registration requirements across
the region was another benefit selected by six NRAs. Leadership commitment had improved
significantly because of the collabaoat with EAC, World Health Organization (WHO) and
NRAs. All NRAs indicated that they have a pool of expert reviewers and this and the priority
review of EAC products were the strengths of the EAC process at a country level. Regular
committee meetings enad the timely registration of products after EAC recommendation was
another strength (5/7) while four NRAs indicated resource savings were a benefit.
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Figure 5.4 Benefits of the EAC initiative to countries(regulators)
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This initiative has benefitted regulators in training, improved the performance of assessors and
facilitated shared workloads, resulting in shorter timelines for approval than in individual
countries. It has also provided a platform foteraction and information exchange with other
regulators. However, this interaction occurs only during assessment sessions and there-is no post
assessment exchange (Figure 5.4).

There is a reduced burden for applicants, who compile only one dossierlém@bi) for
submission to multiple countries and receive the same list of questions from multiple NRAs,
enabling the compilation of a single response package, leading to savings in time and resources.
Shorter timelines for approval compared with thatnafividual countries has enabled access to
various markets at the same time. The EMABH procedure has allowed quicker access to quality
assured medicines and increased the availability of medicines for patients in the region. However,
this initiative has ot reduced the prices of medicines, as some generic products still maintain high
prices. Furthermore, because applicants do not always apply to all agencies participating in the
EAC-MRH joint assessment, the benefits of the EAC initiative for patientemhiflapply to some

NRAs in the region.
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Part 3: Challenges of the EAGMRH Initiative

The major challenge to the initiative identified by the authorities is the lack of a centralised
submission, jurisdiction power and tracking system. Also, as medtiomenufacturers may only
apply to NRAs in their countries of interest

for communication with applicants and expert committees was another challenge.

Figure 5.5 Challenges of the EAGMRH Initiative
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The lack of detailed information on the process for applicants was expressed by four respondents,
with the concern that applicants sometimes apply to both the EAC and to the NRA. One NRA
respondent indicated unequal workloads among the NRAs as a challenge, as dossiers are allocated
to the wellresourced NRAs while lesesourced NRAs are given query responses from applicants

to process. These assignments are necessary because new applaadi complex dossiers
cannot be assessed by the less resourced NRAs, but they result in an increased workload for
authorities with greater resources compared with those that are less resourced. Lack of sharing of
consolidated (aggregated) information Ilye lead country, particularly for consolidated
assessment reports was also cited as a major challenge. Assessors often struggle to get reports afte
the assessment sessions are completed, because, although there is an assumption that countrie

safely reain reports after assessment, this is not the case (Figure 5.5).
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Figure 5.6 Challenges assessing EAG®IRH products at country level.
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Foll owing an interview, one stfofptoduets appeosed arer d e n
shared without the report. This delays the process of registration in order to get the report as it is
needed for national registrationo. Most NRAS
challenge at a country leveléeven one of the wetesourced NRAs expressed the need for more
assessors to adequately handle the number of applications received for assessment.

Failure by manufacturers to follow the requirement to submit the exact same dossier to all
countries of inerest is also a major challenge for authorities. Poor record keeping and tracking of
EAC-MRH products at a national level is another hurdle for some agencies, as they do not
maintain a separate record of applications received for assessment undetREA@ogramme,

and applicants sometimes submit applications for joint review to the EAC and then submit the
same application at a national level. This creates duplicative communication, with parallel
assessments conducted at both country and regional levels.

The unpredictability of applications causes scheduling inefficiencies, sometimes warranting the
convention of unscheduled meetings to cover unanticipated applications or the postponement of
scheduled meetings if enough have not been received.

Although the EAC-MRH work can provide learning experience to assessors, it is not recognised

as part of regulatory authority work to be carried out during working hours, which was seen by
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authorities as an issue. Failure by manufacturers to adhere to deadlines ireréspolestions is

a challenge and due to this delay, some NRAs may provide marketing authorisation without the
nomination of the local technical representative by the manufacturer as required (Figure 5.6).
Because the EAC conducts a stringent assessnp@litamnts may apply to less stringent countries
(NRAS) to get their products registered. However, applicants do not have full information on the
application process, as there is no guidance on how to submit applications on the EAC website
and there is laclof clarity about the process for submission and follow up in each NRA.
Applications should go to the lead NRA for EAC assessments, but some applicants still send
applications to other NRAs. There are significant differences in time to the implementation o
EAC-MRH recommendations by the NRA which could be caused by the lack of a centralised
system for payment of the application fees to all EAC NRAs. Finally, differing labelling
requirements in participating countries was also highlighted as one of thengeal faced by

applicants.

Part 4: Improving the Performance (Effectiveness and Efficiency) of the WorSharing
Programme

Determining the views of the regulators in improving effectiveness and efficiency of the EAC
MRH initiative was an important part dfis study. The top three ways to improve effectiveness
identified by respondents were 1) decismoaking transparency; for example, publishing public
assessment reports or making any information publicly available that might help applicants in
managing heir submissions such as templates, lists of questions and answers, timelines and
milestones; 2) disclosure of internal SOPs; and 3) consistency in application of guidelines and
decisions (Figure 5.7).

Other suggestions for improvement included ensuriraggecord keeping for application and
report traceability and sharing access to the consolidated assessment reports and query response:
with NRAs by the host country NRA. The host country for GMP should also share inspection
reports with the EAC secretatiaharing product approval letters with the focal persons. This
information should be uploaded to the portals in order to facilitate compliance with NRA
requirement for proof of how products are approved through the EAC procedure. This information
is typically provided to the applicants, but a copy should also be requested to be sent to the NRA
to assist scheduling of the final committee meetings at the national level.
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Figure 5.7 Ways to improve effectiveness of the EAG/RH initiative.
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The top five ways identified to improve the efficiency of the EAC initiative were (Figure 5.8) 1)
improved central tracking of EAC products; 2) the use of robust IT systems; 3) compliance with
target timelines by measuring and monitoring each milestone in the review process; 4)
transparency on metrics and statistics and 5) a centralised system for submission of applications
and communication with applicants.

Part 5: Strategies for Moving Forward

The following proposals were suggested to improve the EAC operating model. First, continue with
the current operating model and establish an EAC integrated information management system to
manage and process applications; second, continue with the cyreeatimg model but provide

full information on the process, including timelines and milestones as well as approved products
on every participating countryo6és website anc
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with the current operating model urgeciyed was not considered appropriate. Other strategies were

proposed that would strengthen the initiative going forward.

Figure 5.8 Ways to improve efficiency of the EAGMRH initiative.
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Capacity building

The EAC should support and work closely with lessourced regulatory authorities to build their

capacity to the level of better resourced NRAs in the region. Following an interview, one of the

respondents stated

t h athe EAQ tA faciitate the processqotiveeakt  h

NRAs in order to improve from the basic to the intermediate level and so they eventually become

expertso. The NRAs

shoul

be supervised afte

doing the right thing Although the expectation is that the EAC experts are well versed with

regulatory subject matters after training, this is not always the case, and supervision may still be

needed. In addition, training is currently needed for new assessors as manyetxpemsi have

left their agencies. Finally, the EAC joint assessment should be included among the workload of

the authority to avoid delays in the assessment process.

Improving work and information sharing

Improved communication within the EAC NRA is ot and this can be achieved by sharing the

final assessment reports of the approved products with all NRAs. Because authorities must access

the reports for the national registration process, sharing only the list of approved products without

the reportsesults in unnecessary delays. The development of a robust IT system for the EAC
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MRH that can be used for tracking and uploading dossier as well as a repository for reports is
required. Apart from Tanzania NRA, the agencies in the region do not have apragipriT
infrastructure, although Kenya is in the process of developing such a system. The availability of
financial or technical support will assist the development of an efficient information management
system.

EACT MRH coordinating mechanism

The authaties agreed that the EAMRH coordinating mechanism at the secretariat level should

be strengthened. Legal procedures should be developed to enable the EAC secretariat to perform
some functions such as the collection of fees and charges for joint astifadit are not currently
performed by NRAs such as active pharmaceutical ingredient master file certification procedures
and inspection of clinical research organisations. Regularly sharing research findings, providing
regulatory training, and the exchangf experts for mentorship, coaching and capacity building

of EAC NRAs would be helpful. The need for all seven NRAs in the region to be operating with
similar standards is an important objective for developing competency. Experience has shown that
manufaturers take applications to agencies with lower standards, as they will request fewer
requirements and make the process easier than the EAC process. Therefore, it is important that
NRAs in the region have the same standard as the®RE process. All NRAsSnh the region

should encourage more companies to embrace theMRB initiative.

Establishing a regional authority

Establishing a regional authority was reported to be the best strategy for improved performance,
as it would promote innovation and accessew technologies; ensure all EAC NRAs have access

to high quality, safe and effective medicines; improve the quality of medicines and reduce sub
standard and falsified products in the region as well as improve regulatory expertise across the
EAC; provde a global overview of the different regulatory developments at national and
international levels as well as facilitating information sharing and best practices among regulatory
experts. The reasons for not establishing a regional authority cited byespoadents included

a need to strengthen the regulatory systems for all the EAC NRAs. As many of the authorities
depend on the fees collected from the applicants to fund their operations, distributing the fees
among the members states if the regional@itthwas established would present a challenge. It
was further suggested that the region is not sufficiently mature yet for a regional agency; however,
by establishing the EAC regional medicines authority, capacity building and existing collaboration

amorg countries might be maximised. It was also stated that the establishment of EAC regional
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medicines authority is not necessary as the African Medicine Agency (AMA) will soon be coming
into force; however, the mandate for the AMA depends on the suppbg mdgional agencies. It

is understood that the AMA will be regulating only complex molecules while NRAs and Regional
Agencies will continue with evaluation of other essential medical products. Therefore, the AMA

is not replacing the NRAs, but will complemt and support their work.

DISCUSSIONS

The aim of this study was to evaluate the effectiveness and efficiency of the current operating
model of the East African Community Medicines Regulatory Harmonisation initiative including
the challenges it faces amell as identifying opportunities for improvement. The NRA
acknowledged that the initiative has been of considerable benefit as it has moved toward achieving
its main objectives, which are shorter timelines for approval of medicines, the existence of
information sharing among regulators and building capacity for the agencies. The timely
registration of products after an EAC recommendation has been enabled by regular EAC
committee meetings, shared workloads and the creation of a pool of expert reviewerd)aghi

led to resource savings. Also, allowing applicants to compile one dossier for submission to
multiple countries has enabled the industry to have simultaneous access to several markets. The
strengths of this initiative have resulted in quicker aceeskincreased availability of quality
assured medicines for patients in the region. The median time for joint assessment in 2019 was
reported to have decreased to 240 working days, demonstrating that the EAC joint assessment
process was becoming more et (Mashingia et al., 2020). In the same study, registration
timelines at the national level were reduced from 24 month$ X4 &ionths during the 2012

2017 time period (Mashingia et al., 2020). Giaquinto and colleagues also confirmed that one of
the stengths of this initiative was the implementation of the joint assessment andhasikg
procedure with the introduction of the submission of one dossier by applicants to all EAC
authorities (Giaquinto et al., 2020). The twinning programme was alsofidéis one of the key
strengths of this initiative (Giaquinto et al., 2020).

However, several key challenges were identified that have affected the full realisation of the
benefits of this initiative. They include the lack of a centralised submissitracking system,

with most agencies not having separate records of applications received for assessment under
EAC-MRH, inadequate human resources, failure by manufacturers to follow the requirement to

submit the exact same dossier to all countries efast, lack of information on country or EAC
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websites, poor record keeping and tracking of EAC products, assessors not having access to
reports after the joint assessment sessions, and theME€Cwork not recognised as part of the

respective national authity workload.

The outcome of this study also has confirmed the findings from other authors. In a pilot study of
the EAGMRH, Mashingia and associates identified numerous challenges faced by the EAC
harmonisation initiative. These included the diffigulbr applicants tracking the progress of their
applications as the system is not transparent in terms of timelines; inadequateufoltow
guestions by both applicant and NRAs; delays in some products being granted marketing
authorisation at the nationdével after the regional approval has been made; financial
sustainability as well as submission of applications and fees by manufacturers to all EAC NRAs
after the joint review process (Mashingia et al., 2020). Different capacities of NRAs affects trust,
as sometimes authorities tend not to rely on the decisions of the new authorities in the region.
Whilst harmonisation has had some benéefits, it has impacted the less mature agencies who have
not specialised, as they tend to rely on the mature agenciesdrdtbuilding their own expertise.
Other barriers highlighted in the study were lack of a legally binding framework amongst the NRA
in the EAC; understaffing and staff turnover and less involvement by the heads of agencies in

shaping the agenda of thertmnisation programme (Mashingia et al., 2020).

To address some of the weaknesses and improve effectiveness and efficiency, it is suggested that
the use of arobust IT system to improve the central tracking of EAC products is essential. Ensuring
the avaihbility of information on decisiomaking transparency on the websites (national and
regional) and establishing one central point for payment would also make the process faster. The
lesson to be learned from the European Medicines Agency is that registohtmedicines
approved through the central process should be mandatory. With only one NRA in the region that
operates at maturity level 3, improving the capacity of assessors as well as work and information
sharing and the coordination mechanism forréggonal joint assessment programme with the
event ual establi shment of the regional me di
forward. The African Medicines Agency treaty came into force on 5th November 2021 after the
15th ratification instrment was deposited at the African Union Commission. Two EAC member
states have ratified the AMA treaty. One of the mechanisms being put in place to operationalise
AMA is the building of regulatory work force. The African Medicines Regulatory Harmonisation
Initiative has been leading the work force development through the establishment of Regional

Centres of Regulatory Excellence (RCOREs) and the medicines regulatory harmonisation
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programmes (Ncube et al., 2021). Giaquinto and colleagues are also of thieatizansparency,
responding to feedback from industry, meeting registration timelines, reliance and utilising metrics

would further improve access to essential medical products in the region (Giaquinto et al., 2020).

Charging its own fees as the iatiive increases its scope and making joint regulatory decisions
mandatory would assist in sustaining the initiative (Giaquinto et al., 2020). In their study on the
evaluation of the review models and approval timelines of countries participating in ther8ou
African Development Community Medicines Regulatory Harmonization (SMPH) project,

Sithole and associates recommended that national regulatory systems be strengthened to equip
them to fully participate in reliance initiatives such as Zazibona @®itbt al., 2021a). This
recommendation would also apply to the EMRH joint assessment procedure, as countries in

this region work towards relying on the reviews and decisions made by other agenciesdokast
access to safe, higjuality and effectie medicines by patients. The opportunity to implement a
reliance strategy by regulatory authorities would improve transparency and accountability and
take advantage of regulatory decisions through the utilisation of assessment reports. According to
Keyter and colleagues, published assessment reports should include information on how the
regulatory authority has analysed the benefits and risks of the medical product and made their final
decision. The study recommends the use of a standardised approaclctags@ssment reports

to improve communication on benefit risk assessment, which in turn would support any reliance

initiatives (Keyter et al., 2020a).

Arik and colleagues also proposed several approaches in the EAC Road Magi222€

address the cllanges encountered in implementing the EN®H project. These included

having Regional Technical Officers, who are fully dedicated to regional activities, unlike the usual
practice, in which NRA staff have had to take part on an ad hoc basis, withdiesuftime
allocated for regional activities, the establishment of a cooperation agreement, the introduction of
a coordination fee to support regional assessments and inspections, as well as the expansion into
new product areas (biologics, biosimilars)slddoe considered. A major proposal in the road map

was the establishment of single autonomous authority for the region (Arik et al., 2020).
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RECOMMENDATIONS

The key recommendations in this study to improve effectiveness and efficiencyEX@h&IRH

joint assessmerare presentedelowin the order of their implementation priority

1) Measuring and monitoring timeline®® The development of an integrated system for tracking
applications for the regional initiative to monitor registration timediof the products. NRAs
should take full responsibility for tracking applications and recommended products for the EAC
joint procedure. Also, an internal portal for information sharing by the assessors should also be
made available to enhance post assessisession interactions by regulators. This portal should
also be used as a repository for reports. In addition, target timelines should be established for all
the milestones including review time and applicant response time.

2) Availability of submission guideline®® The existing EAGMRH programme and NRA
websites should be enhanced with clear guidelines on the process of submission for the EAC
procedure and follow up by each authority to improve the application

process, transparency, accountability, andmainication.

3) Training and capacity buildingi Continuous training of assessors should be conducted, as it
would lead to staff retention and improvement in motivation, especially as there is high staff
turnover within the authorities. The twinning prograeehould be reinstated, as it was of great
benefit to the less resourced agencies.

4) The EAC-MRH coordination procesd This should be strengthened to improve programme
implementation and achieve the expected results. Sensitisation and awareness cahmddns s

be conducted to encourage manufacturers to utilise theMRB procedure. Process of payment

of fees by applicants should be addressed with the establishment of one central point for payment
and decision making, which would make the process fasegticBted fullitime staff should be
appointed for the assessment of regional dossiers and the sustainability of the initiative will be
enhanced if more technical officers are appointed.

5) Initiation of a longitudinal study i this would enableollection of efficiency and effectiveness

data in order to demonstrate change (i.e., improvement) over time.

6) Regional Medicine Authorityd The EAC Secretariat should reconsider the decision to

establish a Regional Medicines Agency.

CONCLUSION S

All agercies expressed the importance of the EMBH work sharing initiative, especially with

the current limited resources. The relevance of this initiative in the region cannot be
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overemphasised, as it has enabled the regulatory institutions in the regiomnigt tesources

to continue to fight both substandard and falsified medical products and technologies. With the
establishment of the African Medicines Agency, there is great hope that this continental authority
will help shape the regional agencies. TRCENRAS, African Union institutions, development
partners and all stakeholders should be called on to mobilise resources that can improve the
effectiveness and efficiency of the EAC joint assessment procedure. According to Ndemondo
Sigonda and colleagugblge problem of substandard and falsified medical products iBS&bharan

Africa can only be addressed if the National Medicines Regulatory Authorities have the necessary
support from their national governments and the public as well as a legal mandategerthe
regulation of medical products with the necessary human and financial resources (Ndomondo
Sigonda et al., 2020). To continuously improve this wsirring and reliance initiative, the above

key recommendations would need to be implemented atladittmal and regional levels.
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SUMMARY

1 The aim of this study was to obtain the views of the individual regulatory authorities on
the effectiveness and efficiency of the current operating model of theNHRIG

initiative, including the challenges faced and to identify opportunities for improvement.

1 The East African Community has implemented the Medicines Regulatory Harmonization
(EAC-MRH) programme among its seven member states for over ten years.

1 Using the Process Effegeness and Efficiency Rating (PEER) questionnaire developed
specifically for this study, data was collected from the seven countries (Kenya; Uganda;

Rwanda; Burundi South Sudan; Tanzania and Zanzibar )

1 The key benefits of the EAC initiative as indedtoy the seven agencies resulted in a
shared work load, shorter timelines for approval, a platform for interaction and
information sharing among regulators, building capacity for assesshantgnisation
of registration requirements across the regamd a reduced burden for applicants.

1 Major challenges to the initiative identified by the authorities is the lack of a centralised
submission, jurisdiction power and tracking system, a lack of detailed information as
well as inadequate human resourcesfaildre by manufacturers to follow the

requirements to submit the exact same dossier to all countries of interest.
1 The authorities agreed that the EAMIRH coordinating mechanism at the secretariat

level should be strengthenad well as stablishing aggional autonomous agency was

reported to be the best strategy for improved effectiveness and efficiency.
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CHAPTER 6

PHARMACEUTICAL INDUSTRY EVALUATION OF
THE EFFECTIVENESS AND EFFICIENCY OF THE
EAC-MRH INITIATIVE
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BACKGROUND

Countries needully functional regulatory systems in order to respond to public health needs as
well as to enhance access to safe and effective medicines (Kidetitzl., 2017). One of the
determinants of access to essential medicines is regulatory filing and tegis(&illo et al.,

2020). In Africa, regulatory authorities face several challenges in regulating medicines, as most
national medicines regulatory authorities (NMRAS) are not adequately resourced when compared
with established regulatory authorities. A2622, only five NMRAs in Africa, Ghana, Tanzania,
South Africa, Egypt and Nigeria have attained the World Health Organization (WHO) maturity
level 3 status; that is, a stable, welhctioning regulatory authority (Broojerdi, 2020). Since 2009,

the African Union Development Agency (AUDNEPAD) has been spearheading the African
Medicines Regulatory Harmonisation (AMRH) initiative as a means of improving access to safe,
high-quality and effective medicines in Africa through the harmonisation of regulatory
requirements (Dansie et al., 2019). Including the East African Community Medicines Regulatory
Harmonisation (EAG@VMRH) programme, five regional harmonisation initiatives have been
established in Africa to increase the number of qualiiyured products avalile to patients, by
simplifying the registration processes for manufacturers and improving capacity (Sillo et al., 2020;
NdomondeSigonda et al., 2021).

The EAC-MRH Initiative

The EAGMRH initiative is a joint assessment procedure composed of seven NMRAsEAC
region. These NMRAs include Burundi Food and Medicines Regulatory Authority (ABREMA),
Bujumbura, Burundi; Kenya Pharmacy and Poisons Board (KPPB), Nairobi, Kenya; National
Drug Authority (NDA), Kampala, Uganda; Zanzibar Medicines and Medicaides Agency
(ZMDA), Zanzibar, Tanzania; Drug and Food Control Authority (DFCA), Juba, South Sudan;
Rwanda Food and Drugs Authority (RFDA), Kigali, Rwanda; and Tanzania Medicines and
Medical Devices Authority (TMDA), Dar Es Salaam, Tanzania. To providdagee to the
NMRASs in managing applications for registration of human medicinal products in the EAC, a
compendium was developed in 2014 by the Technical Working Group (TWG) on Medicines
Evaluation and Registration (MER) of the EAMMRH Project. The compendiin has five modules

and sets out procedures and requirements for the implementation of Pharmaceutical Products
Registration through established Common Technical Documents (CTD) within EAC NMRAs.
These documents are based on the International Conferenkaroronisation of Technical

Requirements for Registration of Pharmaceutical Products for Human use (ICH) guidelines. The
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aim of the CTD guidelines is Ato provide har
CTD in order to improve access to esgdnnedicines for prevention and treatment of priority

di sease conditions in the East African regio
(2022), the CTD format has helped to improve work sharing and the harmonisation of registration

requrements and joint reviews in Africa.

With the launch of the EA®IRH programme in March 2012, member countries have made
substantial progress in the reduction of timelines for registration of new medicines using the joint
review process. The aim of the i@gal harmonisation project is to minimise barriers to medicine
registration and eventually increase the number of products registered within a shorter timeline.
Mashingia and others (2020) reported that from 2012 to 2017 registration timelines werd reduce
from 24 months toi8L2 months for products reviewed using the new joint assessment process.
Started in 2015, the EAC initiative has a decentralised structure, with focus on work sharing and
reliance. It is composed of a joint assessment of dossiersddicah products submitted by
applicants for review and a joint inspection of manufacturing sites by the assessors (Sillo et al.,
2020). As outlined by Ngum and associates (2022), this process has nine steps, starting with the
submission of an applicatioma ending with approval at a national level, which is expected to
occur within 90 days after a positive recommendation is made. As of December 2021, a total of
159 applications have been received, 144 assessed and 79 products recommended for registratior
through the EAGVIRH joint procedure, with a median time for recommendation to market
authorisation between 30 and 90 days (AURNEPAD, 2021).

A study was conducted in 2021 to determine the views of regulators from the seven NMRAs of
the EAGMRH initiative on the effectiveness and efficiency of the weshlaring initiative. One of

the recommendations from this study was to conduct a similar study with the applicants, so that
there could be a comparison of the benefits and challenges from the point of \beth dey
stakeholders (Ngum et al., 2022). The aim of this study was, therefore, to evaluate the effectiveness
and efficiency of the current operating model of the BFARH i ni ti ati ve fr om

perspective, including the challenges it faces dkasdo identify opportunities for improvement.
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STUDY OBJECTIVES

The study objectives were:to
1. Obtain the views of the applicants of the EMRH initiative about the performance of
the programme to date
2. ldentify the challenges experienced dyplicants throughout the life cycle of the EAC
MRH initiative
3. Determine the strengths and weaknesses of the initiative
4. Identify the ways of improving the performance of the wsinlaring programme

5. Envisage the strategy for moving forward.

METHODS
Study Participants

From the 34 applicants identified as using the EMMRH initiative to submit applications for
registration and marketing authorisation, 25 were determined to be eligible for the study; among
this group there were 11 noasponses, leading a 56% response rate. Study participants were
distributed into three categories; Generics (foreign); that is, applicants who manufacture generic
medicines outside of the EAC region, Generics (local); that is, applicants who manufacture generic
medicineswithin the EAC region, and Innovators; that is, applicants who submitted applications
for registration of innovator medicines. During the period of study (2Z80%L), there were no

local innovators that submitted applications for innovator medicinegdistration.

Development of the PEERIND Questionnaire

The authors developed a Process Effectiveness and Efficiency Rating for IndustryIlHBEER
guestionnaire to identify the views of applicants on the benefits, challenges and suggestions for
improvingthe performance of the EAMRH work-sharing initiative. PEERND comprised five

parts; Demographics; Benefits of the EMRH initiative; Challenges of the EAGIRH
initiative; Improving the performance (effectiveness and efficiency) of the -gsluaking

progamme and envisaging the strategy for moving forward.

Pilot Study

The PEERIND questionnaire (Figure 6.1) was validated by carrying out a pilot study with two
applicants to establish its practicality, applicability, and content validity. -Sengtured
interviews using a checklist (Supplementary Material S2) were carried out with each authority to
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validate their responses to the questionnaire. The checklist had the following questions which were
completed by all participant3 éble 6.1).
Table 6.1: Interview Checklist - EAC PEER Questionnaire

To determine the applicability, practicality, content validity and reliability of the responses in the
questionnaire, the following questions were asked during the interview.

1. Are there any questions that you did not understand?

2. Isthere any information you would like to add?

3. Were the questions relevant to the objectives of the survey?

4. In your opinion, what challenges did you encounter in completing the questionnaire?

5. Are there any other benefits and challenges of the EAC-MRH initiative that you think
should be included in the questionnaire?
What is your general observation and remarks about this study?
7. What is its impact to the EAC Joint Assessment procedure?

o

No changes or amendments were proposed for the questionnaire as the respondents indicated tha

the PEER questionnaire was adequate.
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Figure 6.1 EAC Joint Assessment Procedure: Process
Effectiveness & Efficiency Rating (PEERIND) Questionnaire

EAC JOINT ASSESSMENT PROCEDURE
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Pic taken from https://www.referenceforbusiness.com/management/Pe

Ele/Effectivenessand-Efficiency.html

PEER-IND QUESTIONNAIRE

INTRODUCTION

With the launch of the EAGIRH programme in March 2012, Partner

to 2017 which has been considered as a pilotegpimea study by Mashingia

et al, 2020, registration timelines reduced from 24 months to 8 to 12 months
for products reviewed using the new joint assessment process. Since the
Boston Consulting Group (BCG) review and recommendations in 2017,
there has notden a formal and structured evaluation of the regulatory
performance of the EAC joint assessment procedure, although some
feedback has been sought through stakeholder meetings.

A recent study has been carried out among the seven active members of the
EAC-MRH work sharing initiative using a similar questionnaire to the one
being sent to the applicants, so that the benefit is gained from both key
stakeholders.

In recent years, there has been a drive within regulatory agencies to re
engineer their processém improved efficiency and effectiveness and this

often begins with a baseline evaluation of the current process to identify
strengths and weaknesse$fectiveness an be defined as 6d

thingd often measur ed b/stakehtidersfvoml ue de
an organisationods pHffideneycs megefied ass er vi
6doing things righté which saves the

STUDY PARTICIPANTS

The PEER Questionnaire is being sent to applicants who have submitted
marketing authorisation applications for assessment under the NHRG
initiative.

STUDY AIM

The aim of this study is to evaluate the effectiveness and efficiency of the

States have made substantial progress in reduction of timelines for current operating model of the EA@RH initiative including the
registration of medical products using the joint review process. From 2012 challenges it faces agell as identifying opportunities for improvement.
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STUDY OBJECTIVES

1. Obtaining the views of the applicants of the EMRH initiative
about the performance of the programme to date.

2. Identifying the challenges experienced by individyaplicants
throughout the life cycle of the EANMRH initiative.

3. Determining the strengths and weaknesses of the initiative

4. ldentifying the ways of improving the performance of the work
sharing programme.

5. Envisaging the strategy for moving forward

CONFIDENTIALIT Y

Thank you for agreeing to participate in this survégur responses will
be treated in strictest confidence and no identifiers of companies or
respondents will be shared with any third party or made public
External reports or presentais of the data will include only blinded results
together with appropriate analytical interpretations.

The questionnaire is divided into five short sections and will take 20 minutes
to complete. Thank you for taking time to complete it. We value yout!inp

E. DEMOGRAPHICS

7. Please state the name of your company

8. Please provide your responses to the following questions by
writing your answer in the space provided or ticking the relevant
box.

a. Age: years

b. Sex: 9 Male 9 Female

c. Number of years of regulatory affairs experience:
years

9. State the EE member states in which your company markets
products

0 Burundi
0 Kenya
4 Rwanda
d South Sudan
4 Tanzania (Mainland)
o

Tanzania (Zanzibar)

Uganda

10. Give reasons why your company markets products in the selected
memberstates above.
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11. Give reasons why your company does not market products in the
member states that have not been selected from the list above.

12. Do you have a separatecord of applications submitted for

assessment under EAZRH to facilitate tracking and adherence

to deadlines? © Yes 9 No

F. VIEWS ON THE BENEFITS OF THE EAC -MRH INITIATIVE
Select your answers by ticking the relevant box(es)

In your view, what are 3 (or morbgnefits of the EAGMRH
initiative to date?

(oI e e I e e N e e N e ¢

Leadership commitment/Governance structure
Clear Operating Model

Shorter timelines for approval

Information sharing among regulators

Building of capacity for agssments

Sustainable resource base because cfwaifing by countries

"Harmonisation of registration requirements across the region

Other (Please specify)

How has the EAGVIRH initiative benefited you aapplicant®

)

Reduced burden as applicants compile one dossier (modules 2
-5) for submission to multiple countries

Savings on time and resources as applicants receive the same

list of questions from mulpie countries enabling compilation
of a single response package

Shorter timelines for approval compared to that for the
individual countries

Access to various markets at the same time
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8  Other (Please specify)

8. How has the EAGMRH initiative benefitecpatients in the
individual member states or in the EAC redion

Quicker access to quality assured medicines

Reduced prices of medicines

o o0 o0

Increased availability of medicines

'H Other (Please specify)

G. VIEWS ON CHALLENGES OF THE EAC -MRH INITIATIVE
Select your answers by ticking the relevant box(es)

2. Inyour view, what are 3 (or more) challenges of E#¢-MRH
initiative?

8  Lack of detailed information on theocess for applicants

®  Differences in regulatory performance of the countries

 Dependence on the countr.i
applicants

8  Lack of centralised submission and tracking

8 Lack of ability to mandate central registration

)

Other (please specify)

3. What are the challenges faceddpplicantssubmitting
applications to the EA®RH initiative?

)

)

Differences in time to implementation of EAZRH
recommendations by member countries.

Lack of clarity about the pcess for submission and follow up
in each country

Lack of information on country websites and the EM&H

website about the process, milestones, timelines for pending
and approved products

EAC-MRH process is more stringent than individaalntry
processes for reviews and GMP audits

Differing labeling requirements in participating countries
Failure by countries to adhere to promised timelines

Risk of losing access to all member states once a product is

rejected by EAG@MRH (i.e camno longer pursue registration in
individual countries)

Low motivation and appeal to use the EMRH route as there

P r oc & few §ubckss $toPidb BVilAble®rpliblickéd Wi t h

Low motivation to use the EA®IRH route as other review

routes are now being used Inyglividual countries e.g reliance
on SRA approvals or other EAC member states are faster
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8  Other (Please specify) 0 Decisionmaking transparency e.g., publishing Public
N Assessment Reports
4. Inyour view, what do you believe are the challenges faced by 5

o . o Make publicly available any information that might help
agencies in reviewing the EARIRH applications?

applicants in managing timesubmissions- templates of
documents, lists of Q&A, timelines and milestones, disclosure
of internal SOPs, etc.

Consistency in application of guidelines and decisions

Use of riskbased approaches e.g., reliance pathways

Engagement and interém with stakeholders

Publishing of pending products

Publishing of approved products

Minimising the need for country specific documents

Other (Please specify)

o o0 o0 o0 o0 o0 o0

H. IMPROVING THE PERFORMANCE (EFFECTIVENESS AND S
EFFICIENCY) OF THE WORK SHARING PROGRAMME
Select your answers by ticking the relevant box(es)

4. What are 3 or more ways to improve #féiciencyof the EAG

Effectiveness an be defined as 6doing the MRYYNYIAIVEINYPURVIEW? ot en measur ed
by the value derived by customers/stakeholders from an organisationo
processes or services whitdficiencyc an be defined as 6@ oS$pedfic anbl icleag sequirements made easily available to
rightdo which saves the organi zati ongpplitait®¢6 and resources.

3. What are 3 or more ways to improve gféectivenessf the EAG 0 Compliz?mce with target timelines by measuring and monitoring

MRH initiative in your view? each milestone in the review process

0  Use of robust IT systems
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8 Transparency on metrics and statistics e.g., % completed
within a timeline

0 Improved central tracking of EAGIRH products
5  Improved resources e.g., number of assessors

® Centralised system for submission of applications and
communication with applicas

0  Other (please specify)
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5. Evaluate the performance of individual countries that you have

submitted applications to for review under EMRH
Please complete only for the countries that you have submitted

EAGMRH applications to and have experience with

Measure

Burundi

Kenya

Rwanda

South Sudan

Tanzania
(Mainland)

Tanzania
(Zanzibar)

Yes No

Yes No

Yes No

Yes No

Yes No

Yes No

The contact perso
is known

The process for
submission of
applications is clea|

The process an|
timelines for EACG
MRH products are
available on the
website

Communication of
queries is carrie(
out timeously
(NMT 30 days aftel

a session)
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E: ENVISAGING THE STRATEGY FOR MOVING FORWARD

4. Rate the following proposals to improve the current EMARH
operating model from 1 3, number 1 representing what you think
would bemost effectivein improving efficiency and number 3 the
least effective
Enter the appropriate number in the space predidefore
each proposal.

To continue with the current operating model
unchanged.

I:I To continue with the current operating model but
provide full information on the process including
timelines and milestones as well as approved
products on every participating country's website
and on the EAGMRH website.

The establishment of a regional administrative
body to centrally receive and track EAIRH
applications which would be responsible for
allocating wok, apportioning the applicable fees to
countries, tracking of applications and
communication with applicants.

5. Inyour view, would the establishment of an EAC regional
medicines agency, if legally possible, be the best strategy for

improved performance gug forward? 8 Yes 9 No

Please explain why?

6. In conclusion, what other strategies not previously highlighted can
you think of that would strengthen the EACRH initiative going
forward?

Please feel free to use the comment box below to elaborate on any of your
answers or to highlight questions and answers that you believe should have
been included in this questionnaire.

Name of person completing the questionnaire:
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Title (position):

Date:
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Data collection
Collection of data started in November 2021 and ended in April 2022qddstionnaire was
completed by a representative responsible for EAC joint procedure submissions in each

company.

RESULTS

For the purpose of clarity, the results are presented in five parts: Demographics; Benefits of the
EAC-MRH initiative; Challenges ofne EAGMRH initiative; Improving the performance
(effectiveness and efficiency) of the weskaring programme; and envisaging the strategy for

moving forward.

Part |- Demographics

Most respondents, who presented the views of their companies, held roles as head of regulatory
affairs in their respective companies, with regulatory experience ranging between 5 and 21
years. The companies that participated in the study were classifiedliag to their product
portfolio and location of their manufacturing sites. Eight (58%) were foreign generic
pharmaceutical companies, three (21%) were local manufacturers of generics and three (21%)
were innovator pharmaceuticabmpanies Kigure 6.2). Of the 144 dossiers/ applications
assessed as of 31 December 2021, 55% were generics submitted by foreign companies, 22%
were new active substances submitted by innovator companies and 23% were generics

submitted by the local company.

The EAC countries in which companies market their products

All the companies indicated they had a separate record of applications submitted for assessment
under EAGCMRH to facilitate tracking and adherence to deadlines. The majority of the
companies market prodiscin Kenya, Tanzania Mainland and Uganda (Figure 6.2). The
applicants gave various reasons why their companies market products in the selected countries,
including the fact that these countries provide excellent and ready market potential for
pharmaceutial companies, as wider market coverage maximises revenues and economies of

scale. In addition, there is an available patient pool for products in these markets, with market
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stability and predictability, with an established distribution chain, as well agertzealthcare
systems.

Most companies are interested in registering medicines in countries with developed medical
systems like oncology and rheumatology centres. The majority of pharmaceutical companies
want to ensure maximum reach and access of eddwsgdithcare products to positively impact
society and sometimes the marketing of products in these countries is based on partner and
donor interest. Companies that are leading manufacturers of essential medicines for high
disease burden like antiretrousand antimalarials in the region are marketing medicines and
healthcare solutions not only in the EAC member countries, but in the whole &&Balban

Africa. The capacity of NMRASs in the region is key, as some of the countries have not initiated
the pocess of medicine registration as they do not have fully functional regulatory authorities.
Some countries access some medical products through import permits so that marketing in such
countries is not required. Aspects such as lack of security, polamaimarket stability, weak
regulatory and healthcare systems, weaknesses in the supply and distribution processes are
some reasons why some manufacturing companies do not market products in all EAC
countries.

Figure 6.2 EAC Partner States where companies market products

B Generics (Foreign) ® Generics (Local) Innovator

Kenya

Uganda

Tanzania Mainland
Rwanda

Burundi

Tanzania Zanzibar

South Sudan

(=]
N
F -

6 8 10 12 14
Number of Applicants
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Part Il- Benefits of the EAGMRH Initiative to Regulators and Pharmaceutical
Companies

Pharmaceutical companies identified the harmonisation of registration requirements across the
region shorter timelines for approval and information sharing among regulators as well as
building capacity for assessments as the top four benefits of the EAC initiative (Eigure

One registration for all countries was also mentioned as a bdeafdiing to access to various
markets at the same time. However, it was noted that the shorter approval and clear operating
model are currently applicable only for Tanzania.

Several benefits of the initiative were indicated, including reduced burden, bsaaisp
compile one dossier (modules3) for submission to multiple countries, savings in time and
resources as applicants receive the same list of questions from

multiple countries, which enables the compilation of a single response package. Shorter
timelines for approval compared with those for individual countries as well the ability to launch

products simultaneously in all markets were also identified (Figure 6.3)

Figure 6.3 Benefits of the EAGMRH initi ative - To Regulators

m Generics (Foreign) m Generics (Local) ® Innovator

Harmonisation of registration requirements acro_
the region
Information sharing among regulator| GG
Shorter timelines for approva! I
Building of capacity for assessmen (i | | NI
Leadership commitment/Governance structur (| | NGz

Clear Operating Mode! | IIN

Sustainable resource base because of self—fundingh
countries
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Figure 6.4: Benefitsof the EAC-MRH initiative -To Applicants

m Generics (Foreign) m Generics (Local) ® Innovator
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(modules 2 -5) for submission to multiple countri
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Shorter timelines for approval compared to that fo_-
the individual countries
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However, some companies mentioned that they submitted documentation for EAC in August

2019 but did not receive amgsponse from the EAGIRH Secretariat. Meanwhile, they

obtained a national registration for their products based on normal assessment procedure in

three countries (Tanzania, Uganda and Kenya). As previously mentioned, others indicated that

some of the abe&v benefits are currently. applicabl e

benefits declined over time for other countries since an EAC positive opinion does not directly

result in approval in those countries. Also, NMRAs often request additional informedter

an EAC positive opinion, which further del a

markets.

The applicants are required to apply for a marketing authorization in EAC countries after a

joint positive recommendation. However, the time tostgtion of the product at a country

level will depend on when the country specific application is submitted and if additional

information is requested by the country. Therefore, the times given for approval represent the

time to national approval and ntat the time of EAC recommendation. In general, full

applications are submitted with only a few abridged dossiers. Most of these applications are

for generic products where only quality assessments are conducted. Furthermore, the
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assessment reports are ofmym the EAC region. Unfortunately, according to some applicants,
their interaction with the EAC procedure has not led to any improvement in product dossier
assessment, although their hope is that in the future dossier submission will improve. Quicker
acess to qualityassured medicines and increased availability of medicines were the benefits
for patients indicated by all applicants, although reduced prices of medicines is not yet an

outcome of the initiative for patients.

Part Il - Challenges of the EAGMRH Initiative

Some of the challenges of the EAGRH initiative highlighted were a lack of detailed
information on the process for applicants, differences in regulatory performance of the
countries, a dependence on twithapplicantstalackads o6 pr
centralised submission and tracking processes; an inability to mandate central registration; and
an unclear process for obtaining actual marketing authorisation after assessment (Figure 6.4).
Other challenges include the lackh@rmonisation between the different EAC member states

or harmonisation for variation processes. There is a lack of uniformed and binding
requirements for all countries as, although regional guidelines exist, they are not always fully
implemented in the nainal procedures. Also, the presence of couspgcific requirements

that follow an EAGMRH positive opinion further delays the approval process.

Challenges faced by applicants making a submission to the EARH initiative

The top three challenges faceg applicants in making a submission to the EN&H

initiative were the lack of information on individual country or EAC websites about the
submission process, milestones or timelines or a listing of pending and approved products
(Figure 6.4). Further chahges include a lack of clarity about the process for submission and
follow-up in each country, and the failure by countries to adhere to promised timelines.

Other challenges faced by pharmaceutical companies were the differences in time to the
implementation of EAC recommendations by member countries; the risk of losing access to all
member countries once a product is rejected by A as applicants can no longer pursue
registration in individual countries and the need to update online subméssd tracking by

the applicant.
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Challenges faced by authorities in reviewing the EA@/RH applications.

Pharmaceutical companies stated several challenges faced by NMRAs in reviewing the EAC
MRH applications. It was claimed that the EAMRH requirements are more numerous and
stringent as compared with those of individual countries, so companies need to provide all
guery details received from EAC. There are different levels oifénpm individual countries

and differing application requireznts in some countries; for example, labelling requirements
and some medicines are accepted in some countries but not others. The lack of legal/ regulatory
binding requirements in the national regulations is also a critical challenge and whilst some
regioral guidelines exist, they are not always fully implemented in the national regulations
(Figure 6.5).

Figure 6.5 Challenges of the EAGMRH initiative.
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Another challenge is the lack of struadr mechanisms for the execution of the joint
assessment procedures, and limited capacity delays convening assessment meetings and

eventually approvals. There are several logistical constraints including the lack of clear

131



mandate between authorities and B&8C-MRH Secretariat, a lack of a permanent joint
Secretariat and shared calendar that include NMRA schedules. Furthermore, the dependence
on a single individual with sole responsibility for process at each authority is a key challenge.
The coordination fogood manufacturing process (GMP) inspections, including desk reviews
and the sharing of information between countries was also mentioned as a challenge. The
pharmaceutical companies commented that the lack of sustainable resources and funds
dedicated tcEAC-MRH affects the availability of assessors and the prioritisation of-EAC
MRH assessment over national activities (Figure 6.5).

Figure 6.6
To RegulatorsChallenges of the EAGMRH initiative.
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There isalso a constraint in the flow of information among the active NMRAs who participate
in the evaluation process, leading to a delay in adopting the recommendations from the outcome

of the evaluation process by countries.

Part IV - Improving Performance (Effectiveness and Efficiency) of the EAC Initiative

A number of ways to improve the effectiveness of the EAC initiative were mentioned, which
include minimising the need for courtspecific documents, engagement and interaction with
stakeholders, making publyc available any information that might help applicants in

managing their submissions such as document templates, lists of questions and answers,
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timelines and milestones, disclosure of internal standard operating procedures, consistency in
application ofguidelines and decisions and the use of-baked approaches such as reliance
pathways were identified by the majority of applicants as ways to improve effectiveness
(Figure 6.6).

Improving efficiency of the EAC-MRH initiative

Most applicants indicated d@himproving efficiency of the initiative would entail compliance

with target timelines by measuring and monitoring each milestone in the review process (Figure
6.7). It would also include a centralised system for submission of applications and
communicatn with applicants, improved central tracking of EAC products as well as specific
and clear requirements made easily available to pharmaceutical companies. An appropriate
regulatory framework that recognises and gives appropriate recognition and regources

regional procedures in national regulations would also be invaluable.

Figure 6.7 Ways to improve the effectiveness of the EAC initiative.
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Part V T Strategies for Improving the Current EAC-MRH Operating Model

The main proposal made by the pharmaceutical companies to improve the EAC operating
model is the establishment of a regional administrative body to centrally receive and track EAC
applications. This approach would include being responfbllocating work, apportioning

the applicable fees to countries, tracking of applications and communication with applicants.
The majority of the pharmaceutical companies were also of the view that the establishment of
a Regional Medicines Authority ité EAC, if legally possible, would be the best strategy for

improved performance.

Figure 6.8 Ways to improve the efficiency of the EAC initiative.
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Part VI T Envisiging the Strategies for MovingForward

Several reasons were given as to the importance, benefits and strengths of a regional authority
and these included an established EAC centre with representatives/staff, which would avoid
delays in the assessment process since the evaluation teenwiit be fully fledged instead

of evaluators having to convene from various countries and/or regions. This would harmonise

the registration process in the EAC partner states, leading to &xdpsasive and faster
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registration procedure. A regional aothy would also improve access to medicines as it will
enhance other interrelated aspects like the movement of goods, customs requirements as well
as having just a license for the product may not be sufficiently efficient to assure product
access.

Furthemore, a centralised review with legal responsibility to share reviews, documents, and
activities between countries and the industry would minimise overlapping requests for
inspections and information sharing. Centralising the evaluation process woulsentne
efficiency and effectiveness and make communication between stakeholders easier and clearer
especially if there are dedicated personnel
Applicants would know exactly who to call and interact with regaydheir submissions as

the employees would only be involved with EAC applications and not applications from
individual countries. Applicants also indicated that a regional authority would influence the
development of aonline portal for submission anchtking of the application statdisr the
sponsors and also enable a faster and easier approgaks with minimum requirements. The

ease of verifyingnformation centrally received for EABIRH applicationswould facilitate

the tracking of applications nd subsequentommunication with the pharmaceutical

companies.

However, some pharmaceutical companies were of the thewthe establishment of a
Regional Medicines Authority mightot be a good strategy moving forward, especially if it
encounterssustanability challenges where the authority has a higerkload and is
underfunded. Another proposal was that vtlile ongoing activities by the African Union
toward theoperationalisation of the African Medicines Agency (AMAfgere is now no
additional ned for duplication of regulatorprocesses with protracted lobbying times across
the regions. Thebest approach would be to facilitate ongoing regiomatmonisation
frameworks and set the stage for a single-Rfaican Agency (AMA). It isimportant to first
clarify the EAGMRH process, and the role of each individual NMRA, thefully implement
regional procedures in the national authorithedding a regional authority without solving the
currentchallenges, would add to the complexigpeciallyconsidering that the continental
authority (AMA) will soon befully established. It would also become difficult for applicants

to navigate between national, regional and continental institutiasswell as between
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numerous available registratigpathwaysMoreover, the challenge of lifecycle management,
including postapprovalchanges submission/approval and license maintenanstl only

foreseen by national procedures.

DISCUSSION

The aim of this study was to evaluate the effectivenessféio@ecy of the current operating
model of the EAGMRH i niti ative from the applicant s
challenges it faces as well as opportunities for improvement. Pharmaceutical companies
affirmed the importance and relevance of the EAGMwork-sharing initiative, as it has
benefitted regulators, applicants and patients in the region. As the first region to implement
medicines regulatory harmonisation in Africa, the EAC has made major strides toward
achieving its main objective of impravig pat i e nt s @ualaycnedicinss intthe hi g h
region. The EAGMRH initiative has made the process of registration and marketing
authorisation more efficient to pharmaceutical companies through the use of harmonised
technical standards and optimisati of regulatory requirements, thereby resulting in the
reduction of timelines for review of applications (Mashingia et al., 2020; NdomSigimda

et al., 2020).

Comparing the views of applicants in this study with those of regulators Ngum et al. (2022),
identified similar challenges. These included the lack of a centralised submission and tracking
process for the workharing initiative entailing a lack of clarity about the process for
submission and follovup in each country for applicants. In additi@n)ack of ability to
mandate central registration has led to a failure by countries to adhere to promised timelines.
The regional guidelines that exist are not fully implemented in all the countries. Furthermore,
the unclear process for obtaining actuarketing authorisation after assessment through the
initiative has caused various levels of company -ibuyfor the differing application
requirements from individual countries. This delay by countries in issuing the actual market
authorisation to applicantsas affirmed in another study conducted in 2019 by Dansie and
associates. The negative effect of the lack of information on individual country and EAC
websites cannot be overemphasised and communication from the EAC Secretariat has also
been lacking.

Moreover, due to limited capacity and resources, there is a weak coordination mechanism and

the lack of structured mechanisms for the execution of the joint assessment procedures. This
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has | ed to the dependence of tconenunicationtwithat i v e
pharmaceutical companies and insufficient engagement between applicants/ manufacturers and
stakeholders. Finally, as reported by Dansie and others in 2019, thé/BACitiative has

not motivated increased company interest in countaigkets that are less attractive because of
political or logistic issues.

As a result of this study, it is recommended that there should be both effective communication
and engagement by the industry with the agencies and coordinators should be empowered to
talk directly with applicants. There should also be transparency in communication as well as
adequate inclusion of all stakeholders, with the industry as a key user of the procedures in the
relevant discussions. There should be predictability of processeadherence to timelines

and procedure. There is a need for a holistic approach for theMHEAC procedure in terms

of eligible product categories and the inclusion of lifecycle management activities. Company
study participants also suggested that fir@rncentives be given to applicants to follow the

joint evaluation pathway; that is, fees for joint assessment should be lower when compared
with those for single country assessment.

Adherence to the EAMRH process by the NMRAs should be promoted. Ankl others also
recommended a cooperation framework agreement between NMRAs and the EAC (2020).
Instituting a legally binding framework would enhance implementation of joint decisions
(Giaquinto et al., 2020) and one of the study participants further Stegigéne elimination of

national assessments of dossiers.

RECOMMENDATIONS

The following are some key recommendatibsied below in order oimplementatiorpriority
to improve the effectiveness and efficiency of the EMEH initiative.

1. There is aneed for engagement with the industry with a clear registration procedure for
the EAGMRH process. Clear guidance needs to be implemented based on established
harmonised regulations and procedures across the whole region and adhered to at the
national levé

2. The EAC Secretariat should closely track national marketing authorisations and GMP
assessments after a positive joint assessment to ensure that each country implements

the registration within an appropriate timeframe.
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3. A study should be conducted to umnstand why the benefits of the weskaring
initiative have deteriorated over time in some countries and whiAC positive
opinion does not directly transform to individual country approvals.

4. Financial incentives should be given to applicants to follow the joint evaluation
pathways with the fees per country being lower for joint assessments compared with
those br single country assessment.

5. Stronger mutual recognition is needed between member countries.

6. The establishment of an EAC Regional Medicines Authority would be the best strategy

for improved performance.

CONCLUSIONS

While harmonisation is key tensuring access to safe, effective and {gjgality medicines,
there are also oth@ements of the healthcare system such as accessibilityfiandability
that need to be in place in order to realise fiile benefits of the medicines regulatory
harmonsation initiativelt is imperative for the recommendations made in this study fuallge
implemented to ensure faster registration of the nmeddedessential medicines by patients
in the EAC region. Fullmplementation of the EAC road map 202022 iscritical toaddress
some of the immediate issues. It is worth noting Ratanda, one of the EAC member
countries, will be hosting th&frican Medicines Agency and with the combined efforts by the
African Union Partners to strengthen regulatory systems tl@ continent, the

operationalisation of AMA would strengthen tBAC-MRH initiative.
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SUMMARY

1 The focus of this study was to evaluate the effectiveness and efficiency of the current
operating model of the EA®RH initiative fromthea pp | i cant s® per spect
the challenges it faces as well as to identify opportunities for improvement.

1 A questionnaire, Process Effectiveness and Efficiency Rating for Industry (NEER
was developed specifically for this study and completgdhose pharmaceutical
companies who had submitted their applications to the-EMRE between 2015 and
2021.

1 Several benefits of the initiative included a reduced burden for applicants as they
compile one dossier (module$5) for submission to multipleotintries, as well as
savings in time and resources as applicants receive the same list of questions from
multiple countries, shorter timelines for approval compared with those for individual
countries as well the ability to launch products simultaneonsiyl markets.

1 Key challenges faced by applicants in making a submission to theMERAC initiative
included a lack of information on individual country or EAC websites about the
submission process, milestones, timelines or a listing of pending and approve
products, a lack of clarity about the process for submission and fafloim each
country, and the failure by countries to adhere to promised timelines.

1 The main proposal made by the pharmaceutical companies to improve the EAC
operating model is the &blishment of a regional administrative body to centrally
receive and track EAC applications. This approach would include being responsible for
allocating work, apportioning the applicable fees to countries, the tracking of

applications as well as commuation with applicants.
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CHAPTER 7

COMPARISON OF THREE REGIONAL MEDICINES
REGULATORY HARMONISATION INITIATIVES IN
AFRICA: EAC -MRH, ZAZIBONA AND WA -MRH
INITIATIVES
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INTRODUCTION

It is the responsibility of national medicines regulatory authorities (NMRAS) to ensure that
medical products such as medicines and vaccines used by the public are of good quality, safe
and effective (Rago et al, 2008). The role of NMRAs was broughthetegotlight during the
COVID-19 pandemic, as these agencies were responsible for the review and approval of novel
vaccines in the shortest possible time. This public health emergency resulted in an increase in
the use of reliance and collaborative registn pathways among regulatory authorities, as
they sought to shorten the time to market variousslifeing medical products (EMA, 2024).
Reliance is defined by the World Health Or
regulatory authority in one jugdiction takes into account and gives significant weight to
assessments performed by another regulatory authority or trusted institution, in reaching its
own decisiono (Figure 7.1) (WHO, 2021la & WHC
reliance was builprior to the COVID19 pandemic, when NMRAs invested in implementing
reliance principles to improve efficiency and establish the relevant systems in accordance with
the WHO good reliance practices guidelines (WHO, 2021a & McAuslane et al, Z088)e

of reliance is joint review owork sharing, in which the review or assessment of a medicine is
conducted by two or more NMRAs collaborativelixamples of joint review or workharing
initiatives are the East African Community MedicinBegulatory Harmonisation (EAC

MRH) initiative, the ZaZiBoNa/Southern African Development Community Medicines
Regulatory Harmonisation (SADC MRH) initiative and the Economic Community of West
African States Medicines Regulatory Harmonisation (ECOWMSH) initiative currently
implemented in Africa through the African Medicines Regulatory Harmonisation Initiative
(AMRH) established in 2009 (Ndomondigonda et al, 2018).
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Figure 7.1 Key concepts and levels akliance (WHO, 2021b).
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Whilst individual NMRAs in Africa carreview products independently, there are currently

five major regional initiatives that were designed to bring groups of NMRAs together, in order

to expedite pat i entrmalie recamnensiaiond for regigrationcta thee s a
individual NMRAs. However, an NMRA can be involved in more than one regional initiative

due to their geographical position. The three major regional initiatives in Africa are ZaZiBoNa,

the EACMRH and the ECOWAS/RH, which have been evaluated and compared. In these
regions, because there is not an established legal framework, the recommendations are not
mandated as would be the situation for a centralised procedure. Neither is there mutual
recognition, which woul be the situation with a decentralised procedure, as is exemplified in

the European Medicines Agency (EMA).

The East African Community Medicines Registration Harmonisation initiative

The EAC MRH initiative was established in 2012 as-yeéar pilot and th first regulatory
harmonisation project under the AMRH, with the overarching goal to improve access to quality
medicines and to test the feasibility of regulatory harmonisation in Africa (Sillo et al, 2020).
Participating countries were Burundi, Kenya, &wa, South Sudan, Tanzania and Uganda
(Ngum et al, 2022)The beginning model employed by the EAC involved NMRA staff from
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participating countries travelling to Copenhagen to participate in joint assessment sessions with
the WHO Prequalification of Medices (PQ) programme (Sillo et al, 2020). However, this
model was later discontinued due to unsustainability and assessment sessions are now held
within the EAC region. In the current model employed by the EAC, lead NMRAs are
designated for key functions: Mzania for medicines evaluation and registration, Uganda for
good manufacturing practices (GMP) inspections, Rwanda for information management
systems and Kenya for quality management systems (Sillo et al, 2020). Therefore, products are
submitted to the Trzania NMRA, which conducts the validation and primary review of the
application before presenting it to the joint assessment session, which is attended by a
representative from each country for further consideration. Only after a recommendation is
issued, will the applicant be expected to submit individual applications for marketing
authorisation and a fee to each NMRA (Ngum et al, 2022). Marketing authorisations are
granted individually by each country.

The Tanzania NMRA was the first in Africa to attain maturity level 3 status in the WHO Global
Benchmarking Tool (GBT) programme in 2018 (WHO, 2021b). Maturity level 3 indicates a
stable and welfunctioning regulatory system (WHO, 2019).

ZaZiBoNa / Southern African Development Community Medicines Regulatory

Harmonisation initiative

ZaZiBoNa was founded in 2013 by Zambia, Zimbabwe, Botswana and Namibia to address the

challenges of long registration times and inadequate capacity and resources in thesstount

In 2015, the SADC MRH project was launched, absorbing ZaZiBoNa. Membership has since

grown to include all 16 SADC countries (9 active members, Saotime members and 2

observers)Active member status is determined by the capacity to condsessasents and

GMP inspections and the active member countriesBatswana, Democratic Republic of

Congo, Malawi, Mozambique, Namibia, South Africa, Tanzania, Zambia and Zimbabwe

(Sithole et al, 2020)The SADC MRH initiative does not have centralised subsmons or

approvals/registrations due to the absence of a regional legal framework. In the current model,

applicants simultaneously submit applications for registration and pay fees to each of the

countries in which they wish to market their medicinalducis NdomondeSigonda et al

2018 & Sithole et al, 2020)To be eligible for joint assessment, applications should be
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submitted to a minimum of two countries. The assessment of dossiers/applications is carried
out using a rapporteur and-capporteur befie consideration of the report by a group of
assessors from all the active member countries. Once the evaluation is concluded, an
assessment report with a recommendation and a consolidated list of questions is produced and
communication of the list of gg&ons to the applicants as well as the final decision on the
registration/marketing authorisation of the medicinal products is left to the individual
participating countriesSjthole et al, 2020)Two SADC MRH NMRAs haveattained WHO

GBT maturity level 3status, Tanzania, as previously mentioned, and South Africa in 2022
(WHO, 2018 & WHO, 2022).

Economic Community of West African States Medicines Regulatory Harmonization

Initiative

Similar to other regions in Africa, the ECOWAS region faced challenges in technical capacity
and financial resources. In addition, because the ECOWAS region comprises Poffuguese
English and Frenckspeaking countries (Daniel, 2024), the differences fitiaf national
language further complicated and delayed the implementation of harmonisation. The
ECOWAS MRH initiative was launched in 2017 by the West African Health Organization
(WAHO) to improve the availability of higquality, safe and effective meiies and vaccines

in ECOWAS (OwustAsante et al, 2022). The ECOWAS MRH initiative aimed to reduce the
time to registration and improve regulatory oversight through jointly registering locally
manufactured and imported medical products (Daniel, 2024)oédfin the ECOWAS MRH
initiative was launched in 2017, joint assessments commenced in 2019 and to date, seven
NMRAs; that is, Burkina Faso, Cote doélvoire,
have participated in the sessions. Although these sewentries participate in the joint
assessments, the outcomes are taken as a basis for the regulatory decision in all 15 NMRASs in
the ECOWAS region (OwusAsante et al, 2022). In the model employed by the ECOWAS
MRH, a country is appointed to serve as IB&MRA/coordinator for two years on a rotational

basis. This lead NMRA is assigned to serve as coordinating agency for product applications
and is responsible for receiving, validating, and preparing applications for review by an
assessment team comprisirigfsfrom the seven participating NMRAs. The report is then
considered during the joint assessment session of the expert working group. The WAHO
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Secretariat serves as an administrative agency responsible for issuing notifications of
recommendations at thegional level. Once this process is completed, each NMRA that
receives an application for a jointly reviewed product implements their national procedure to
issue a national marketing authorisation. Applicants are given a maximum of two years after
the regonal review to submit applications for marketing authorisation to countries of their
choice. Two ECOWAS NMRAs attained WHO GBT maturity level 3 status Ghana in 2020
and Nigeria in 2022 (WHO, 2022 & ECOWAS, 2019).

A common challenge for all three regioimplementing harmonisation initiatives was the
varying regulatory capacities of participating countries. Barton and colleagues (2019)
suggested three fact or s(l)tfragméntedrend corbpéex dmug r e
regulations, (2) suboptimal enforcembeof existing regulations, and (3) poorly designed
disincentives fornot 0 mp | i Te address this issue, capacity building was included in the
regional activities to improve standards, build trust and facilitate the proposed harmonisation
and relianceanitiatives. The AMRH was posited as a precursor to the AMA, which is in the
process of being operationalised as a specialised agency of the African Union (AU) to improve
access to higlquality, safe and efficacious medical products in Africa (Ngum &0&3). It

is therefore timely and necessary to conduct a comparison of the existing regional

harmonisation initiatives to identify opportunities for improvement and alignment.

STUDY OBJECTIVES

1. Compare the operating model, review process and requirenfehtsthree
harmonisation initiatives

2. Compare the successes and challenges of the initiatives

3. ldentify opportunities for improvement and alignment of the initiatives and develop

recommendations for the way forward

METHODS

Study participants
All seven menbers of the EAC MRHRurundi, Kenya, Rwanda, South Sudan, Tanzania,
Uganda and Zanzibags well as all nine active members of the ZaZiBoNa/SADC MRH

(Botswana, Democratic Republic of Congo, Malawi, Mozambique, Namibia, South Africa,
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Tanzania, Zambia andirdbabwe) and all seven members of the ECOWAS MRhbrKina

Faso, Cote doélvoire, Ghana, Wartigipated iathe thbee n e g a |
initiatives that were used for this comparative stuggch regulatory authority was asked to
nominateone individual for completing the questionnaire, who had the responsibility for

monitoring and documenting regulatory performance metrics.

Content validity of the PEER Questionnaire

Data were collected in 2021 and 2022 using the Process, Effectiveness and Efficiency Rating
guestionnaire (PEER) developed by the authbrsorder to further ascertain the content
validity of the PEER questionnaire the respondents were asked to ansereggestions with

a Ay es or noo response options foll owing
(Supplementary Box1Pid you find the questions clear and straightforward to respond?; Did
you find the response options relevant to the heading of eacbrsg&tio E)?; Did you find

the questions relevant to the aims and objectives of the study?; Did you find the questions
relevant to your authority and wesharing initiative?; Did you find any relevant questions
missing?f yes, please state which quessovere missing in the space provided after this list

of questions; Did you find any questions that should be excluded? If yes, please state the
guestions that should be excluded in the space after this list of questions; Did you find the

guestionnaire ugel to reflect on both your agency experiemsewell that of the initiative?

In addition, as part of the cognitive debriefing aspect of the content validity and triangulation

of the responses to the PEER questionnagmistructured interviews were cad out with

the original survey respondents, and this was designed specifically in order to fulfil the
trustworthiness criteria such aedibility, confirmability, dependability and transferability
clarifying respondent stey mhfsllywendesstooa the quesiionsf i r mi

and their answers.

Furthermore, the rigour and quality of the qualitative part of our study was tested including:
credibility, through close and maintained engagement with the respondents (i.e., focal person)
and trangulation; confirmability, through involving the head of each authority by checking the
responses of the Afocal persono and the res

dependability, through keeping written accounts of the qualitative résgaocess; and

146



transferability, through detailed and comprehensive-sjegtep description of the structure

and procedure and their operationalisation to clarify certain answers and confirm that the
respondents had fully understood the questions ancatt@ivers (Adler, 2022, Gunawan 2015

& Hagq et al, 2023)

Data collection

The PEER questionnaire was completed by the focal person/assessor in each country and
validated by the head of the authority. The questionnaire comprised five sections under the
headimgs DemographicsBenefits Challengesimproving the performance (effectiveness and
efficiency) of the workharing programmeandEnvisaging the strategy for moving forward

Data were also extracted from the literature.

Based on the synthesis of the results, it was hoped that the author would generate a series of
recommendations, which would then be presented to the regulatory agencies for their
endorsement.

The PEER questionnaire was developed and validated by the authssociation with the
regulatory authorities specifically for this study. It was piloted with two regulatory authorities

in each of three regions who were given the opportunity to comment on the content and the
relevance of the questionnaire using-ief checklist (Supplementary Box1). As part of the
relevance aspect of their evaluation they were asked to comment on what was missing and what
should be deleted (as not relevant) from the questionnaire. As a result, minor changes were
implemented and thé&nal version of the PEER questionnaire was constructed. The study
participants were then given two weeks to complete the questionnaire, and two reminders were
sent out subsequently so that the data from all participating regulatory authorities were
compketed within the month after initiation. It was suggested that the questionnaire, which was
sent out to the participants bymeil, could be completed in 15 minutes (average time taken to
complete during the pilot) and returned bymail as an attachment.uRhermore, a
triangulation approach was used in this study, employing multiple methods of data generation
including online Zoom virtual interviews in order to ascertain the accuracy of the study
participantsd® responses ausnderstanding oatlse phienomena v el o

being explored.
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Data processing and analysis

The study was exploratory (hypothesis generating) and the nature of the data generated through
the PEER questionnaire and the interviews (which were transcribed verbatim) Viasiegia

The content analysis technique was used to analyse the qualitative (texf)ieataontent
analysis of the qualitative data employed a conventional approach, using inductive coding

based on the data, from which a set of cohesive themes wegetinenated.

An initial meeting was conducted to examine the content of the data collected and identify
initial concepts across the different forms of data collected. Data in the form of key phrases,
statements, lists, were independently extracted fronPEER Questionnaire and transcribed
texts. A thematic analysis was undertaken where the researcher got familiar with different
forms of data and added initial codes (Howitt, 2008). Constant comparison across the different
forms of data informed an initisdhematic framework to enable consistent coding of the data.

If themes were identified from the data that did not fit the initial coding framework, a new code
was established to involve the theme in the analysis (Howitt, 2008). Reliability was therefore
eshblished through discussion, and findings were based on researcher agreement Charmaz,
2006 & Spencer et al, 2014Descriptive statistics such as frequency were used to analyse the

nominal data

RESULTS

Study Participants Characteristics and Response Rate

Each regulatory authority nominated a focal person who was responsible for measuring and
monitoring regulatory performance of their respective redgt@ach focal person from the seven
members of the EAC MRHBUrundi, Kerya, Rwanda, South Sudan, Tanzania, Uganda and
Zanzibar)as well as all nine active members of the ZaZiBoNa/SADC MRH (Botswana,
Democratic Republic of Congo, Malawi, Mozambique, Namibia, South Africa, Tanzania,
Zambia and Zimbabwe) and all seven memberth®fECOWAS MRH Burkina Faso, Cote

dél voire, Ghana, Ni geria, Senegal, Sierra Le
and took part in the interview, resulting in a 100% (i.e., 23 respondents) response from each of

the regions.

148



Part I: Requirements and review process

A comparison of the three harmonisation initiatives was conducted (Table 7.1).

Table 7.1 Comparison of the review process and requirements for MRH of the EAC,
ZaZiBoNa/SADC and ECOWAS initiatives

EAC- MRH

SADC MRH /
ZaZiBoNa

ECOWAS MRH

Type of procedure

Decentralised; however,
there is no flexibility in
selection of lead NMRA
which is the equivalent of
the Reference Member Stat
and the EAC Secretariat
serves as aadministrative
agency

Hybrid of decentralised
and centralised;
implementing NMRA
serves as a coordinating
agency

Hybrid of centralised and
decentralised procedure;
WAHO Secretariat serves
as an administrative agenc
and the lead NMRA serves
as coordinatinggency

Legally binding
framework

None

None

None

Eligibility criteria
for joint review

Previous intention to markei
in all participating countries,
currently minimum of 2
countries

Submission to a minimun
of 2 countries

None, as the regional
review precdes national
submissions; however,
applicants are encouraged
to market their products in
all 15 countries

Submission
windows

No windows; open
throughout the year

No windows; open
throughout the year

Four 30day submission
windows (Feb, May, July,
Oct)

Submission of
applications

Submission to the lead
NMRA then submission to
the remaining countries of
interest immediately once
the regional joint review is
completed

Submission to all
countries applicant is
interested in marketing
the product before the
regional joint review
commences

Submission to lead NMRA
based on published
expression of interest after
pre-submission meeting,
then submission to the
remaining countries of
interest within 2 years of
the regional joint review
being completed

Assessment /
review process

Primary and peer review by
lead NMRA, peer and final
review at joint assessment
sessn

Primary review by
rapporteur selected using
applicable criteria, peer
review by second country
(co-rapporteur), final
review at joint assessme
sesion

Primary review by
assessment team, peer an
final review by expert
working group at joint
assessment session

Communication
with sponsors

Responsibility of EAC
Secretariat

Responsibility of each
individual country to

which the application was
submitted

Responsibility of WAHO
Secretariat
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Final approval Approval issued by each Approval issued by each| Approval issued by each

and marketing individual NMRA in receipt | individual NMRA in individual NMRA in receipt

status of application and marketed receipt of application and of application and markete
only in those countries marketed only in those | only in those countries

countries

Target timelines 315 days including 270 days including 226 days including
applicantés tapplicantodés|applicantds
date validation is completed date validation is date validation is completeg
to the date of regional completed to the date of | to the date of regional
recommendation regional recommendatior] recommendation)

Target timeline for | 90 days 90 days 90 days

registration by

NMRA after a

regional

recommendation

Fees Paid to each individual Paid to each individual | Regional fee paid to the
NMRA; however, there are | NMRA; however, there | WAHO Secretariat and the
plans to pilot an additional | are plans to pilot an lead NMRA and a national
regioral fee additional regional fee fee paid to each NMRA

where a national applicatio
is made

EAC = East African Community; ECOWAS = Economic Community of West African
States; MRH = Medicines Regulatory Harmonisation; NMRA = national medicines
regulatory agencies; SADC = Southern African Development Community; WAHO = West
African Health Organization.

Type of procedure

The EAC MRH employs a decentralised procedure in which the applicant does not have the
flexibility to choose the country to act as lead NMRA or reference member state for their
application. The lead NMRA for all applications submitted to the BMRH is the Tanzania
NMRA. In comparison, the ZaZiBoNa/SADC MRH employs a hybrid of the decentralised and
centralised procedures in that the submission and final approval of applications are
decentralised, while the review or assessment is centralisedheiiimplementing NMRA;

that is, Zimbabwe, serving as a coordinating agency that assigns applications to a rapporteur
and cerapporteur. Similarly, the ECOWAS MRH employs a hybrid of the centralised and
decentralised procedures in that the process begithsanientralised joint regional review
coordinated by the lead NMRA (currently Nigeria and rotated ogeaR basis) and supported
administratively by the WAHO Secretariat. The process is then decentralised, with each
NMRA implementing a national proce@uto issue national marketing authorisation upon

receipt of applications for the jointly reviewed products.
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Legally binding framework

The EAC MRH, ECOWAS MRH and ZaZiBoNa/SADC MRH all do not have legally binding
frameworks; therefore, approvals are issaédountry level and the products can only be
marketed in those specific countries.

Eligibility criteria

The ECOWAS MRH does not have eligibility criteria because the regional review precedes
national submissions; however, applicants are encouraged ketniaeir products in all 15
countries, whereas for the EAC MRH and ZaZiBoNa/SADC MRH, the eligibility criteria is
submission (or intention to submit for EAC MRH) to a minimum of two countries to be
considered for joint regional review.

Submission windows

The EAC MRH and ZaZiBoNa/SADC MRH are open for submission of applications all year
round, while the ECOWAS MRH accepts applications in four windows each year; that is,
February, May, July, and October for 30 days.

Submission of applications

For the EACMRH and ECOWAS MRH, applications are submitted to the lead NMRA first
then to the remaining countries of interest once the assessment is completed. For the
ZaZiBoNa/SADC MRH, applications are submitted only to countries where the applicant is
interested irmarketing the product.

Assessment/review process

The primary review and peer review of applications submitted to the EAC MRH is conducted
by the lead NMRA before a final review by all seven EAC countries at a joint assessment
session, while for the ZaZiB&a/SADC MRH, the primary review and peer review is
conducted by a rapporteur andrapporteur assigned for that particular application before a
final review by all nine active member states at a joint assessment session. For the ECOWAS
MRH, the primary reiew is conducted by an assessment team constituting the seven
ECOWAS MRH countries before a peer and final review by the expert working group at a joint
assessment session of the seven participating countries.

Communication with sponsors

The responsibilit for communication with applicants lies with the EAC Secretariat for the
EAC MRH and the WAHO Secretariat for the ECOWAS MRH. For the ZaZiBoNa/SADC
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MRH, communication with applicants is carried out by each individual country to which the
application waswbmitted.

Final approval and marketing status

The final approval is issued by each individual NMRA in receipt of the application and
marketed only in those countries in all three regions.

Target timelines

The target timeline for the EAC MRH from the dagdidation is completed to the date of final
regional recommendation is 315 days, I ncl usi
expected to immediately submit applications to the countries in which they wish to market their
products and be issuedth a marketing authorisation within 90 days from the date of the
regional recommendation. The ECOWAS MRH has a similar process and the target timeline
from the date validation is completed to the date of final regional recommendation is 226 days
inclusve of the applicantbdés time. Applicants ar
to the countries in which they wish to market their products. The target time for the countries

to issue a marketing authorisation once they receive an applicatiaihin 90 days. The target

timeline for ZaZiBoNa/SADC MRH from the date an application is first discussed at an
assessment session to the date a final regional recommendation is given is 270 days, inclusive
of the applicant 6s atesubnattedt®&aaah mdividuahceuntey mwhich c at i
the applicant wishes to market their products before the joint review, countries are expected to
issue the marketing authorisation within 90 days of the regional recommendation.

Fees

Fees are paid to thadividual NMRA for registration in each country of interest in all three
initiatives. In the ECOWAS MRH, this is preceded by payment of a regional fee to the WAHO
Secretariat for the regional review. There are plans to pilot a regional fee in both the EAC
MRH and ZaZiBoNa/SADC MRH in the near future. The regional application fees are intended

to be used to finance joint reviews in addi

support and seliunding by the participating countries in some of tégions.

Part Il: Successes
For the comparisons in this section, a vote by the majority of countries (> 50%) in a region is

recorded as a vote by the region.
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There is agreement in the three MRH initiatives about the following strengths of the MRH
program;harmonisation of registration requirements across the region, information sharing
among regulators and the building of capacity for assessments. However, leadership
commitment / governance structure, clear operating model and shorter timelines for approval
were identified as strengths only by the EAC MRH (Figure 7.2).

Figure 7.2 Strengths of the MRH initiatives.

W EACMRH mZaZiBoNa / SADC MRH ECOWAS MRH

Building capacity for assessments

Information sharing among regulators

Regional registration requirement harmonisation

Leadership commitment/Governance structure

Shorter timelines for approval

Clear operating model

o
=
N
w

Medicines regulatory harmonisation initiatives, n

In all three initiatives, the review of MRH initiative products is prioritised @adnmittee
meetings held regularly enable the timely finalisation of products after an MRH
recommendation. These are the strengths of the country processes in the majority of countries.
However, none of the MRH initiatives have a list of the products apgrosing joint reviews
available on the individual country websites and only ZaZiBoNa/SADC MRH have
information on the submission process and timelines for MRH products available on the
majority of individual country websites as well as a separate registetracking of MRH
products (Figure 7.2).
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Figure 7.3 Strength of country processes in implementing the MRH programme.

B EACMRH ™ ZaZiBoNa / SADC MRH ECOWAS MIRH
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Medicines regulatory harmonisation initiatives, n

MRH benefits to member countries (regulators)

There is consensus from all three MRiatives on the benefits received by member countries
(regulators) from participating in the MRH programme and these are the training, which has
improved the performance of the assessors, enabling the application of high standards of
assessment regardgeof the size of the country or maturity of the regulatory authority. This
platform has also made it easier for information and knowledge exchange among the countries.
However, only EAC MRH were of the view that the shared workload resulted in shorter
timelines for approval compared with the individual timelines of the majority of EAC
countries.

MRH benefits to manufacturers (applicants)

There is agreement in all three regions about the benefits of the MRH programme for
manufacturers/applicants and these the reduction of the burden of preparing multiple
dossiers, as under the MRH programme, only one dossier (modu$gsi2 compiled for
submission to multiple countries. Other benefits are the saving in time and resources, as
applicants receive the sarm& of questions from multiple countries enabling compilation of a

single response package as well as simultaneous access to various market. However, only the
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EAC MRH were of the view that applicants benefited from shorter timelines for approval under

the MRH programme compared with the individual timelines of the majority of EAC countries.

MRH benefits to patients
The consensus amongst the three regions was that the MRH programme has resulted in quicker
access and increased availability of quadissued medicines for patients; however, this was

not at a reduced price.

Part Ill: Challenges
For the comparisons in this section, a vote by the majority of countries (> 50%) in a region is
recorded as a vote by the region.
There was consensus amongst ale¢hregions that the lack of centralised submission and
tracking was a weakness of the MRH initiati.\yv
for communication with applicants and expert committees and the lack of jurisdiction power
(the ability to madate registration) were also identified as weaknesses by the EAC MRH and
ZaZiBoNa /SADC MRH (Figure 4).

Figure 7.4 Weaknesses of the MRH initiatives.

mEACMRH m ZaZiBoNa / SADC MRH ECOWAS MRH

Lack of centralised submissionand tracking
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Challenges faced at country level in implementing thMRH programme

The three initiatives unanimously agreed that a challenge in implementing the MRH
programme is inadequate human resources. Failure by manufacturers to follow the requirement
to submit the exact same dossier to all countriemtefest and to adhere to deadlines for
responses to questions were additional challenges faced by the EAC MRH and the
ZaZiBoNa/SADC MRH.

All three initiatives were of the view that a challenge faced by applicants is that the MRH
process is more stringeihan some country processes. Additional challenges faced by
applicants identified by two of the three MRH initiatives were differing labelling requirements
in participating countries, lack of information on country websites and the MRH website about
the pocess, milestones, timelines and pending and approved products and a lack of clarity
about the process for submission and follgwin each country (Figure 7.4).

Figure 7.5 Challenges faced by applicants suhitting applications to the MRH
initiatives.
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Accessibility and affordability of medicines

An interesting finding from this study wake consensus amongst the three regions that
although the MRH programmes had resulted in quicker access and incagaseldility of
guality-assured medicines for patients, this was not necessarily at a reduced price. This could
be because most of the regulatory authorities participating in these initiatives are not
responsible for regulating the pricing of medicinesreower, there are no health technology
assessment agencies in these countries to perform this function as is the practice in other
jurisdictions?2As a result, the harmonisation of requirements and work sharing has not resulted
in theavailability of medicines at a lower price for patients; however, one way the regions plan

to negotiate lower prices for medicines is through the implementation of pooled procurement.

DISCUSSIONS

The AMRH has made significant gains in the strengthenimgodnal regulatory systems and

the harmonisation of regulatory requirements since its formation in 2009. According to the
regulatory authorities that participated in this study, the three registration harmonisation
projects have all managed to meet thee@bjectives, which were to harmonise guidelines and
registration requirements and to build the capacity of member states. The objectives of shorter
timelines and simultaneous access to various markets have not been as straightforward to
achieve for althe regions, as they are dependent on the time taken by the individual countries
to issue a registration/marketing authorisation upon completion of the joint scientific review
and in addition for EAC MRH and ECOWAS MRH the time taken by the applicanbtaitu

an application for registration of a joini reviewed product to the individual countries. The
EMA, which has been in existence for over 25 years, provides a blueprint from which the
regional harmonisation initiatives in Africa can learn.

Registrationor marketing authorisation of a medical product is a legal decision that can only
be issued by a legally mandated entity, usually a national regulatory authority within a
jurisdiction (Rago, 2008). As such, networks, organisations or entities withoultetfzt
mandate cannot issue a registration. Aware that this limitation existed in the regional economic
communities (RECs), EAC, ECOWAS and SADC, the regulators decided to establish their
work-sharing initiatives as a decentralised model or a hybrid ofd#wentralised and
centralised models, leaving the responsibility for issuing registrations to the national regulatory

authorities in their respective countries. This decision has borne fruit, as we report the results

157



of this study show that the initiatisehave successfully developed regional guidelines and
templates and conducted joint reviews of many products (Ngum et al, 2022, -Dsarsie et
al,2022 & Sithole et al,2022a). The initiatives also resulted in building the capacity of member
states; for exaple, in the EAC, Burundi, Rwanda and Zanzibar were supported in the
establishment of sersiutonomous national regulatory authorities that previously did not exist
(EAC,2024)In SADC, Angola and Mozambique were also supported in the establishment of
semtautonomous national regulatory authorities. However, there has been some
disappointment with the joint review initiatives for the pharmaceutical industry, as their
expectation was to have a fully centralised process with a single approval enabling
simultan®us access to various markets (Dansie et al, 2019).

In hindsight, the simultaneous access should not have been promised or expected, as it can only
be achieved in a fully centralised process with jurisdiction power, a situation currently not
possible dueo the founding and operating principles of the RECs. A better approach would
have been to communicate the target timelines for the joint review process to applicants from
the outset, while highlighting that the timelines for approval in countries wofiiéd dnd be
dependent on the national process as is carried out for the decentralised procedure of the EMA
and other similar wodsharing initiatives such as the AustralanadaSingapore
SwitzerlandUnited Kingdom (ACCESS) Consortium (Australian Governtrigepartment of
Health, Accessed 24). One initiative that can immediately be implemented to bring
alignment in the operating models of the three initiatives and improve efficiency is for the EAC
MRH and ZaZiBoNa/SADC MRH to develop a framework to enableentralised regional
submission and review prior to submission to the individual countries of interest for
registration, as is carried out in the ECOWAS MRH. In addition, theyeao period given by

the ECOWAS MRH for applicants to submit applicatibmthe country after a regional review
needs to be revised to align with the other two regions, EAC MRH and ZaZiBoNa/SADC
MRH, in which registration in the individual countries is pursued immediately after the
regional review. In addition, the lengthinessthis twoyear period negates the benefit of
shorter registration times that the MRH programme seeks to achieve.

However, it is recommended that all three initiatives consider using three routes/procedures for
the approval of medical products in theigiens; that is, a fully centralised procedure, a

decentralised procedure and a national procedure. For the three regions, this would entail
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pursuing the development of a regional legally binding framework, if possible, to allow the
establishment of a fullgentralised procedure as is carried out in the European Union. The use
of the centralised procedure could be made mandatory for certain critical medical products to
ensure equitable access in all member states, regardless of regulatory capacity gr fiteurit

use of regional experts in the assessment of complex products and central safety monitoring is
another benefit of a centralised procedure.

Investment in robust information management systems is critical to immediately address the
additional weakneses or challenges identified with the current operating models of the
initiatives in this study such as the lack of detailed information for applicants on procedures
and the lack of adequate tracking and monitoring of timelines for products in the pértgip
countries once the joint review is completed. This investment will empower the region to
publish this information for stakeholders, improving transparency and confidence in the
process. This is supported by other studies conducted in these redimmsadvocated greater
transparency and the use of metrics to identify opportunities to improve efficiency (Giaquinto
et al, 2020 & Sithole et al 2022).

From the results of this study, it is evident that the countries participating in the three RECs
have siccessfully implemented reliance by leveraging the regulatory work of other NMRAs as
well as regional reliance mechanisms. For example, several countries in the RECs have signed
bilateral agreements to facilitate the sharing of information for abridgedveriftcation
reviews. There is potential for the countries to further implement reliance through unilateral
and mutual recognition. Currently, in the East African region, Zanzibar unilaterally recognises
the decisions of Tanzania; in the Southern Africegion, Eswatini, Mauritius and Namibia
unilaterally recognise the decisions of South Africa. The regions should continue to support
and advocate the strengthening of the capacity of their member states using the WHO GBT
assessments (formal and inform&l$. capacity and trust is built, more countries will consider
implementing unilateral and mutual recognition within a region as well as between the different
RECs on the continent. In addition, measures should be implemented to increase efficiency in
the regyulatory review process such as the use ofQpémisingEfficiencies in Regulatory
Agencies (OpERA) tooto track, monitor and evaluate performance (Sithole et al, 2021).
Greater transparency through the publishing of public assessment reports as well as

documenting the benefitsk assessments conducted and the basis for reaching decisions using

159



tools such as the Quality of Decisibthaking Orientation Scheme (QoDoS) will facilitate a

greater extent of reliance (Bujar et al,2019).

RECOMMENDATIONS

Thefollowing recommendabnsin order of implementation prioritgre based on the synthesis
of the results, which were then endorsed by the regulatory authorities.

1. Aligning the operating models to improve efficiencyThe EAC MRH and ZaZiBoNa/SADC
MRH should consider developing a framework to enable a centralised regional submission and
review prior to submission to the individual countries of interest for registratsois the
situation in the ECOWAS MRH. In addition, the twear period given by the ECOWAS MRH
for applicants to submit applications to the country after a regional review needs to be revised
to align with the other two regions, EAC MRH and ZazZiBoNa ZEAMRH, in which
registration in the individual countries is pursued immediately after the regional review.

2. Reliance: The RECs should continue to support and advocate the strengthening of the
capacity of their member states using the WHO Global BenchngarKiool
assessments and other tools such as Optimising Efficiencies in Regulatory Agencies
(OpERA) and Quality of DecisieMaking Orientation Scheme (QoDoS) to facilitate
inter-country and inteREC reliance including unilateral and mutual recognition.

3. Communication with applicants: The initiatives implementing any form of a
decentralised procedure at submission; that is, EAC MRH and ZaZiBoNa/SADC MRH
should communicate with existing and prospective applicants, the target timelines for
the joint review pocess as well as to highlight that the timelines for approval in
countries will differ and be dependent on the national process, as it is for other
decentralised procedure such as that of the EMA or ACCESS.

4. Publishing an Expression of Interest The EACMRH and ZaZiBoNa/SADC MRH
should implement the practice of publishing an expression of interest as is the situation
by the ECOWAS MRH.

5. Information Management Systems (IMS): In the absence of legally binding
frameworks, the RECs should invest in robust information management systems to
address the weaknesses and challenges identified in this study such as the poor tracking
of products and monitoring of timelines in the cowdriafter a joint review is

completed.
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6. Legal framework: All three initiatives should consider using three routes/procedures
for the approval of medical products in their regions; that is, a fully centralised
procedure, a decentralised procedure and anatgrocedure. For all three regions,
this would entail pursuing the development of a regional legally binding framework, if

possible, to allow the establishment of a centralised procedure.

CONCLUSIONS

This study has highlighted the successes of thegimediegistration harmonisation initiatives

in Africa as well some opportunities for improvement and alignméné results of this
comparison allow for the three regional harmonisation initiatives to learn from each other, and
the implementation of the cemmendations made in this study will bring greater alignment
and efficiency in their operating models thereby strengthening the foundation of the soon to be

operationalised AMA.
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SUMMARY

T

Information is needed regarding tbperating models and successes and challenges
experienced to date for the three initiatives for medicines regulation established in the
economic communities of Africa under the auspices of the African Medicines
Regulatory Harmonisation Initiative.

Qualitaive questionnaire and literature search data reveal that the marketing
authorisation application review processes of the three MRH programmes, The East
African Community; Southern African Development Community/ ZaZiBoNa; and
Economic Community of West Afran States are largely similar, with a few differences
noted in the eligibility and submission requirements, type of procedures employed (e.g.,
centralised or decentralised), the timelines and fees payable.

Participants uniformly agreed that harmonisatiof regulatory requirements,
information sharing and capacity building are the primary benefits of the MRH
initiatives, whilst the principal challenges of the programmes are a lack of centralised

submission and tracking and inconsistency in stringencylwhssion requirements.

Recommendations to mitigate these challenges include the alignment of operating
models; development @f regional legally binding framework to allow establishment

of a centralised procedure; formation dirmation management systerand support

of capacity strengthening to facilitate mutual recognition and reliance.

The recommendations made in this study will bring greater alignment and efficiency to
the operating models of the three regional harmonisation initiatives, strengthiesin

foundation of the soon to be operationalised African Medicines Agency.
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CHAPTER 8

A PROPOSED IMPROVED REVIEW MODEL FOR
THE EAC-MRH
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ucts have also rediwsgedaday eceal mos20RaANT (K

region it was affirmed that this initiat

it has provided a platform for informati

resul ted ciapadiutity diohg thlee regul ator s ( Ng
maceuti cal companies usi ng t he wor k st
orisation, a key benefit is the reduced
ubes flBmi sssu on to many countries and eV«
| taneously (Ngum et al, 2022b). This als
are only one response package for a con
merr,mda here have been shorter timelines f
ess as compared to some country processe
or for the initiative. The termmdnitsedofar
ing efforts has enhasnscuerde dg umecdkiecri naecsc easnsd
l ability for patients (Ngum et al, 2022
tified and |l essonsapphiroati @ensitevel yedr
eased from 9 applications in 8015 Rteos idedw
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ti melines have significantly reduced from 20
t he NRA | 82§ (Figure

Figure 8.1 Cummulative Trend of Product Applications (2015 To 2024)
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Sour ce-MRHAReport, 2024
Regional harmonised regulatory frameworks, g
beemvel oped. Thirty joint scientific assesst
been conducted and all the 252 applications

(58%) medicinal products have been)recadmmhé»sd

(42%) not recommended for registration. An M
groups have been established. There now exis
as the |l ead NRA coordinati nghg olienaad acsosoersdsimeant

i nspect i-boansse.d aRsissekssment approaches are al so

guidelines for abridged procedures, a metric
& national l evel haagversonbemenodsvehapéenghks
t he successMRBH oifnitthiea tb A/Ce , have also been 1id
regi onal l evel
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Figure 8.2 Median time per year (2015-2023)
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Chall enges-MB&H thet EACiI ve
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Sever al studies (BCG, 2017; Mashingia et al
have highlighted the | ac-MRbf aa hefahdamamewt
forhis initiative. Limited resources and cap
nati onal and regional |l evel i's a major <chal
initiative has negatively af facdtiesd ttiteess q WNdwoe
Sigonda et al , 2020) . The harmonisation ini
inconsistent regulatory processes and using
as the fact that tH{d&Nrceabies enoabbindi2®@ 1l)egiThlea
manufacturer at the regional and national | e
delay in the registration of the regionally
al , 2023) alArentgteerf acted by this initiative 1is

and capture clear registration timelines at
2022a) . This |l ack of a centralised e®eunubm@ai ssi
critical challenge as it has negatively affe
and even amongst assessors. The |l ack of <cl a
l abelling requirements i m Eermttirailp asteidn ¢g¢ ycsd en
of the application fees to al/l EAC NRAs, une
ot her challenges that have been identified.

chall enges have neqgraesisveilry iarhgleddrdtl innhdei tEplr é\
The aim of this study is to proewRoHs.e a new an

METHOD S

During this research project, five studies
opportunities feor diempn dvementn werch study. T
i mproved model, i f i mplemented, will assist
to a successful i mMMReImevotr &t ischmrofmgt pe oGBAEmMnN
chall enges.

Duritmgs research project, five studies were
opportunities for i mprovement were identifi e
i mproved model, i f i mplemented, wandtlualsisy slte.
to a successful i MmMRelmevntr &t isdhmroihgt pe oGBAE& mn
chall enges. A |literature review of the initi
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records, online platfor ms,anwe busniptuebsl,i shield! ids
(Chapter 1)

StudyW Yalidated questionnaire (McAusl ane et
from the seven NRAs -MRH.ti Thpatigugstinornrhai rke
compl eted by sesneivoern oafgfeincciiaelss whno tahree | eadi n
depart ments. The heads of agencies of t he

guestionnaire which documented the gener al

structur e, orregsaonu rzcaetsi.on Fuarntdher mor e, the act
measures that would i mprove transparency an
understand how quality is built i nto the re

pract iweerse tihnaptl e ment e hlaypltehe8e agenci es (

StudWYsing the standardi zed OpERA questionnai

the questionnaire and again it was validated
captured the mhenreveew and approval proces:
mi |l estones in {Bbapterew)process

StudyTBe Process Effectiveness and Efficien
compl eted by senior of hdcitdales ciompt beed egans
validated by the heads of agenci es. This qu
individual medicineds rMRH liantiotriya taiuvteh oarbiotuite st
of the joint asdsagses melnt ailnsiot iiadteinvtei ftioed t he
individual authorities tMRHouUughaautattihvee lainfde tch
the strengths and weaknesses of the initiati
t hpeer f ormance of the joint assessment and enyv
effectivenes(sChampd eaf fSi)ci ency

Studyhde: Process Effectiveness and Efficiency
t he phar maceutsi cabmpilnedtuesdt r lyy tvh e heads of
phar maceuti cal companMRKB pgrhade fhisavfeo ru stelde trheev
of their applications. This questionnaire Wwe
companies fabomanddeofperhe joint assessment i

the challenges experienced by the pharmaceut
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EAMMRH initiative. Subsequentl vy, this detern
intive and eventually identified ways of i mp
initiative as wel |l as envisaged a strategy
effi diChrmapyt er 6) .

Study Thie Process Effectiveness and Efficiel
completed by the senior of ficials responsib
performance metrics in the seven agencies in
Sudalm,nzani a, Uganda and Zanzi bar) as wel |
ZaZi BoNa/ SADC MRH (Botswana, Democratic Rep!l

Nami bi a, South Africa, Tanzani a, Zambia and
ECOWAS MRH (aBsuor,kiGaot e doél voir e, Ghana, Ni ger
Togo) participated in the three initiatives
compl eted questionnaires were further valid

regionsestlihmhenn@aure provided the elements to
process and requirements of the three har mor

and challenges of these initiatives as well
alignment of the initiatives and( Graptleorp T)e.c
RESULTS.

To ensure clarity, the results wildl be pres
mod el for the EAC NRAs; Parurftrkent Poppoaednagr
t he -MRKKE I nitiative and Part 11 : A -MRBposed

initiati ve.

Part 1: Proposed improved model to the EAC NRAs

The regulatory review systems of theoNRAs ir
to i mprove the effectivaeRédsswoarkd sdfafrii aige n oy
eventually the AMA when it is operational

t he NRAs to i mprove their regulatory review
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Legal Framewor ks

One of key <chall enges faced by NRAs that S

har moni zati on was the fragmented | egal frame
EAC region are called upon to domestodatesth
Regul ation (AU Model Law). The AU Model wa s
Governments in 2016. fAThe purpose of this La
of medi cal products regulationtandeetont eqli
standards of safety, efficacy andprgeusadriitp/toi v

| egi sl ation expected to be domesticated and

RECs with the goal to incsealBar mohi sasboraguloa
and eventually provide a conducive environme
(Fig8)ye It describes the essenti al features

regul atory sWdtremaandcdabdbibassa template for

systems (Ncube et al , 2023) . The AU Model

incorporating the ability to charge for, col
the etxxiaommnnar enactment of their | aws. Dom
agencies in the region have comprehensive |
eventually facilitate theMRBHrimoint izati wvea. pAo
Ncube et al (2023), only four NRAs ( ABREMA,

Mai nl and and ZFDA Tanzania Zanzibar) out of
AU Model Law.
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Figure 8.3 The AU Model Law on Medical Products Regulation

A‘U Model Law on Medical Products Regulation

The African Union (AU) Model Law is a legislative framework that
addresses these challenges by harmonizing requirements and
processes as follows:

SR
Authorizing clinical
. trials through an
Granting established National

manufacturing and g : Ethics Committee or
distribution licenses Condiictng/quality

Registration and
marketing of health
technologies

and safety inspection Institutional Review
of health Bo:

technologies, as well

as manufacturing

facilities

NE!AD AMRV:U,

TRANSFORMING AFRICA

Sour ce -NEBEAPAIDA Websit e, 2021
Benefiistk Assessment

For NMRAs to rely on each other or harmoni se

t o use standardised t empl at-ma k itnhgaetspsrwos| laner

transparency. Al t hough regul atory agencies
information from manufacturing agencies, the
checklist for their review.egullhaetroer yi sa gneonw iae

more structured approach for decision making
beneisk assessment decision is based on a st
approach of the bensfwe$l|l adocumshksewwhnbod co
stakehol ders for accountability purposes (W

i mportant that the key players such as pati.

wi t h t he riegiud rag obei dgc made. Nowadays, t o
accountability, and to be in |ine with good
great deal of pressure to i mplement a system

decnsion benefit ri sk assessments of medi c al
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expected to make a balanced judgement bet we
product that is being brought t o st hoen emaorfk etth

measures to enhance regul atory effectiveness

Figure 8.4 UMBRA Benefit-Risk Framework (Source:McAuslane, 2017)
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Step 8: Expert
Judgement and
Communication

Interpretation and recommendations

How do agencies in the EAC region document

medi cal produwctsk HBlsselsesememitt process i s not
The CIRS has devel ope)d W@mi werghdal sNMethRiqsHa lgag v
Assessment (UMBRA) which can be used by NMRA

ri sk assessments in a structured and systema
Build Capacity of NRAs

From this study, only one NRA reviews appli
i mportant to empower the NRAs to be able to
during emergency situations. TherBNBAstoshobel d

to respond in a timely manner to the high de

To have the registration requirements for a

countries should have the followiwondi ngquecer
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of application by the country from the appl

made.
Registration requirements for an efficient a

The countries should have the cfaml Isavairng irned
recei pt of application by the country from t
been made.

Devel op Digitilisation Strategy (Regul at or
Tracking/ Metric tool s/)

Th

e AMRH pr ogrnmmamedehda sa rMocde l Regul atory 1In
system (AU Model RI MS) for countries that do
e

us by the NRA. A robust (RIMS) should be de
onl i ne-tdmk rmealiegiud ati on i nformation and sup
the agency as this will assist in the manage

Sshould be able to contain metric tools that
dat xkegn mi |l estones throughout the registratic
eCTD which is the digitalized way to accel el
interoperabl e and can be integrateldswiltihnkéea
to the ReMRHWnNaystEtAAl® and eventually the cont.i
operatioB®a). (FhguRegul atory I nformation Shar
by the AMRH Pr ogNBRAMDRE sinouAWDAbe abllatooy ex
information from nati eMiRAH sR/IsMS mantdo Rehgairoen aalt

| evel 85Fi.guCoeuntries are called upon to deve
available, all products recommeedgdanbnhthedullA
the country. To ensure effective i mplementat
devel oped a digitilisation strategy for RI MS
robust information mdb6nagmepiemtsa sity st emsal(lFi ghe
customize this strategy and use it to develo

in the region.
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| mpl ement ati on of Target Timelines by NRA

Ninety days afteran application has been receivday the NRA from the regional
recommendation should be used as the target timeline expectalll itngmbers states to
register the produc joint recommendatioshould bemade for the application arajoint

GMP inspection catucted or GMRlecision made (GMP compliandagfore the clock starts.

A great deabf time is usually being lost after the recommendation is made and the applicant
delays submitting theapplication tahe NRA of interest. Applicants should be given gear
timeline for submitting their applications to the country of interest. An example of where this
practice has been implemented is the West Africa work sharing programme, where a maximum
of two years is given to applicants to submit their applicatisgheé@ountry of interest after the
regional recommendation. If this does not happen within the two years, then the application
will have to be resubmitted for review again at the regional level. Countries should track the
progress of each application frowhen the application is received to when it is given a

marketing authorization.

Figure 8.5 Six Strategic Priorities For RIMS

GOVERNANCE AND STRATEGY DIGITALISE BUSINESS PROCESS
1 Ensure digital governance structure that will p Conduct a business process analysis and re-
facilitate digitalisation process is in place engineering for efficient and maximum
optimisation
IMPLEMENT DIGITAL SOLUTION INTEROPERABILITY STANDARD
3 Implement Regulatory information Implement common standard with security
Management system that is efficient, scalable and compliance standard

and interoperable

INFRASTRUCTURE & CONNECTIVITY

5 Ensure a competence framework is established
for sustainability and adoption

Source:-NRARMDAN gitilisation Strategy for RI MS

177



Figure 8.6 RISP Linkages to NMRA, RECs, AMRH/AMA

AMRH/AMA

NRAs are the primary RECs are the first point AMRH/AMA is the
source of regulatory of information sharin RISP host and tertiary
outputs and the base between NMRAs an administrative centre
administrative unit of primary link to the

RISP AMRH/AMA

Sour ce -NRARRBHDA RI SP Fr amewor k

| mpl ement Reliance

Only Tanzania in the region has attained MLS3
on the more resourced regulatory agencies. T
agreements and i mplement the rNHARDan \WHONmecnhda n
Partners. It is clear that not all countries
rely on the WHO | i st MRHAwtolm &r isthiaegs nganadithaet
evaluate the i mpact of irneplrioavnecse piant ieemt NRA ca
product s, Danks and coll eagues (2023), demo
review for NCEs and generics it reduced fro
abridged review. Cauwr tl reide so ni nt ot hdeo nrteesg iicmt &r

devel oped INEPADe TAUDAIi cal committees to enha
Part II: Proposed improvement to the current operating model of the EAGCMRH

Initiative

Propmposetrali sedrsapmresabesregistrations and
binding framework. (Figure 8

Usually, the | ead agency receives applicatio
the application fees to two or more countrie
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to enable a centralised regbminaadi osru btmd stsh @ ni

countries of i nterest for registration. Cc
routes/ procedures for the approval of medica
procedure, a decenttrialnias e d rprceecdeudter.e Iann do rad en
of a completely centralised approach simila
Uni on, it would be necessary for the regi ol
enforceable fdbmewomwmk. IRggasl ative maturity
centralised procedure might be made mandator
appropriate access in all member states. Ano
ofoclal specialists in central safety monitor
87)

GMP I nspections

Applicants have two routes to use for GMP i1
i nspection process. S 0 nbee cdaeulsaey sa pwil ti hc a@MPB  ahrac
joint GMP inspection fees. Sometimes they go
fees and then the country wild/| i nitiate the
revi ewed shouled.beThHeriemtdrye icnasspeesctwher e manuf
submit an application for GMP because the GM

inspected by -tevwoo wrrc etdh rNeRAswesduch as the TMD/

cases, Wte wcMP Teview the reports of these

consolidate the report and then make a recon
NDA and should continue to be pragmatic in ¢
i spomtant to combine regional GMP decisions

should be encouraged especially as the resou
by the technical team.

Reliance and Review Model

Reliance mechani sms should be i mplemented bo
inspections, deci sions shoul d be made on a

inspecti-nasoofceel NRAs. The RECs siktauled tdent

strengthening of the capacity of their memb
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Tool assessments and other tools such as Og
(OpERA) and t he -Maukailnigt yOroife nlteactiisdna od cl hi et naet e( Qc
country-R&E€driehtance including uniREQ eredli aancde
Sshould be promoted among the RECs and if 0
registration, t he other RECs lidnpadkementiehg D

decision using an abridged or wverification r

During a focus group discussion with the hi
proposals were presehiadckey mexpanimpmmaesneina & e«
by the East African medicines regulatory pro
Series NO 1033, 2021 of Good Reliance Practd.i
foll owing marketing aut horainsdaatrido np aptahtwhawa ywsh i
an independent decision making and compl et e
involve using the CTD format of dos-shariagd
pat hway all ows for ppopabli bilmakeongsieomenttheorRE
Assessment s. I n addition, this would then ol
Medi cines fd&dalalld fooAmeEUky e 6BEBO or Swi s s me
Aut hori sation for ®KélobahceHeRat hwaPyrsodect si. | s
dependent on those made by trusted regul ato
ri-sksed pathways, abridged review, veri ficat

procedure ( CRPe)l,i aanncde rpeagtihowaayls ( Zazi botha, EAC¢
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Compendium developed in 2014 needs to be rev

were devel oped. I't is critical to.ensure tha
Figure 8.9 Current Evaluation Process Cycle

Only 9% of

@
applications with data in _fhe .
metric tool applications
have

Analysis based on 142

reached

’ N Y
® ‘I 7% Cycle 4

 CYcCle one

Sour ce: EAC Report 2024

Set Number of Cycles for the Review Process

|t I's i mportant to have only three query c
submitted as a new appmrlviiecavt itdire. quleegrye ries pa nn
gueries) and then the applications can be re
are slow in responding to queries thereby de
cycl es ar e tbhed n(gRji giprigeunBdre | i ne on ti me poi nt s

i mpl emented. The NRA time points should be e
are available and it is important forsaometric
that it is clear on how | ong regulators take

order to set the maxi mum amount of ti me.
Conduct an Analysis of the Benefits of the E

An analysis of the benaftist sprofcesbe t BAC hjpeoiNr

evaluated. This is a power ful way t o demonst
access to medical products and it al so demo
NRAs. The validati ogn ianmnd iamalryesciosmneefn dead d ho na p
at each country | evel. It is Iimportant to ¢
more applications. It would al so be hel pful
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and to awaraetneesasn of joint review sessions as

interests for applicants to submit applicat:i
point to engage country | evel to endredlucats & h
wi || help to have clean and accurate data o

approved.

Capacity Building and training of assessors
One recommendation is to use the WHO Compete
of tslkeessaosr s and identify the training needs.

of fered to assessors over the years as this

on an ad hoc -MRais issh.o uH adc hd eR/Ee§l onpe ead sl ifsotr a hter ay
wi || be handed to the RCD TC of the AMRH, wt
existing RCOREs, as well as other training o

Devel op Website and | mpl ementngt PorRadgull &tl &Py

The MRH programme should publish all/l recom
i mpl ement the AMRH RI SP project that wildl a s
knowl edge exchange on the continne®StystAm EIEDO
is being developed through RISP which will a
received and the distribution of the applicas

the joint review meetings are organised.

As i edidat Figure 8.5, the RECs | MS wil/ b €
continent al RI MS. |l t -MRH ideweltamt at habudth:
management system that wi || i mpl ement the ¢

| evelct iThat iaon and wupdating of the EAC websi

al so be i TMpd eankchitteidonal weaknesses and chall
model of the initiative, such ason hper dcaecdku roe
and the inadequate tracking and monitoring
countries once the joint review i s compl et ec

informati on management systdamg.itpBy tgi diisg |

i nformati on for interested parties, t his [
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confidence. Addi tional research should be ¢
increased transparency eanelf ftihcei eunscey .o fl tme tsr iic
centralized online system to make it easier
indicate which process they wish to follow (
NEPAD, TrademaMRBAAFTieapands should align ef
for -MRK process to the RISP which is current

The ®MREB shoul d i mprove the metrics current
secretiariat shouhdwheccant cantBiimse at 0osi mpi

capturing the timelines and make sure what i

Communication with applicants

Any initiative that implements a decentralized procedure at submission that is, EAC MRH
should inform both current and potential applicants of the target timelines for the joint review
process and emphasize that, similar to other decentralized procekieifes1A or ACCESS,
approval timelines in different countries will vary and depend on the national process.

The EAC MRH should implement the practice of publishing an expression of interest as is the
situation by the ECOWAS MRH

Define Roleslianide RedMRbinB@bEAE AMA er a

According to the AMA Treaty, the RECs have

ecosystem in Africa. TNRAge meRgH G maanede cloenvt d Inse
AMA) of this ecosylstreemde adef ionfe dwhrioclhe swiand r
duplication. The rtoilers mdditchien eR ERCesg u lna ttohrey 3s
which would include; promoting cgodilng ocAMRHIOT

activitiesomi trhegnultehteorryegriesponsi bilities f ol
|l acking capacity in identified activities; Vv
SF product s; providing guidance within regi
ormiasi ng joint eval uations, inspections and
strengthening, coordinati on, and omohl ¢eotri oy,
management , storage and sharing of medfoamat |
prod&#cosm the above roles and responsibiliti
mi ni mum functional package of structur e, (.
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communi cation t hatMRMb utlod been atbhl A gtiahtge MEaAYE M to a t i
Defining a mini mumMRackwage thleatd ttlme FEACt I on

recommendation from this study.

|l ncentives to applicants
The following incentives are recommended:
1.1l mpl ement eCTD which willll iemparbd ve ttrramnsstp aa

on both sides.

2. Advocate for governments to provide ince
reduced for | ocal manufacturers with a r
l ocally and need aatw anart e rti ar rsi fstfhowu.l d att

3. Speed at which HoAs provide MA for the pi

used to give MA at country | evel

4. Forward data at the regional l evel to th
approval and attached to the recommendat.
5.Establishment of a pool procurement mecha

Part Ill: A proposed new improved model for the EAGMRH initiative.

Based on the outcomes of this research, t he
affected the effectiveness and efficiency of
for tnmesdswm and tracking of dossiers. |t (S

submi ssion process beMRHmpasemenhew ifmpr dwved E

initiative. This wil/ el iminate most hef t he
EAMRH Secretariat a | egal mandate to recei Vve
establishment of a Regional Medi cines Agenc)
simplified and predictabl e wi tche spsr onpoorsee da tttirn
over the standard pathway. The guidance on
ASMARTO initiative especially withCTtbhe IiAntr
centralized process for wtshe hpay de rbte @fstfadd g
this process. l nstead of having too many er
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applications r ev iMRWHe ds htohurl odu gahp ptl hye-MdBi A Gaacf ttleyr t

which the reviFegujcmeB8ass. adli pestone one will

of the date of which the application and secr
submission wil/l el iminate the seven days d
applicati omecetihveeyd htaovet he Lead Agency. | nst

should be done within five days after receinp
paid during the time of submisdaMRHn Sefcrtehar a
wald screen and validate the application. |If
be notified and additional i nfor matiM&Rid s houl

woul d then assign the appfascsaadshy fday d@d i Sit

The centralized process should have a pool (

on to conduct the first and the second revi

application is pearssreswsioewe@d hyinhhe assecsdnenrn
Day 90 (Step 5) for all assessors in the se\
mol ecul e which 1is not eligible for the cont
Medi ci naleckhrnadcwdt scotmmi ttee can be invited t
As clearly stated in the early chapters (NglL
not replace but wi || only compli ment t he w
me crhiasms/ review models should be i mplemented
fast track the review time. Anot her 90 days

after the joint review to obtaiOm|l gddwbi o malln
should be accepted for query responses. By D
by t h-8lRBHBASecretariat and confirmation7)letter
Within 30 days after tbetbenfapppmatciaon, | ¢thiee
submit the application to the NRA (s) of int
The NRA would be expected to register or gra

recei pt of whhehapwpllil cdtei dry Day 300 of the cy
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Figure 8.7 Priority categories for medicinal products for continental review

Category 1: Medicinal products for
which there is hmited expertise at
regional and national level

* E.g. New chemical entities or New Biological

Entities (NCEs/NBEs), Complex Products
and biological products (vaccines)

Category 2: Medicinal Products for
addressing prionty diseases 1dentfied
m African populations

* E.g. Complex products for NCDs & NTDs,

Orphan medicines and Medicinal Products
for Emegencies.

Category 3: Locally manufactured
medicinal products to support AU
initiatives such as the PMPA and PAVM

* Regardless of the complexity of nature of the
product

International recognized QA or Regulatory
mechanism (such as WHO PQ,

Sour ce:

AMRH Report

| EUM4ALL eto)

* E.g. products targeting various countries in
belongmg to different RECs and requires jomt
efforts and expertise in certain sections

2024

Figure8.8 The guiding Principles of the Continental (AMRH/AMA) review process

The Continental Assessments will compliment

RECs and NRAs assessments

RECs may also
assess products in
the scope of the
EMP-TC and upon
request, the
assessments could
levaearge the
continental pool of
experts.

Focus on Novel

and complex
products needed on
priority
circumstances in
Africa

Continental
assessments will
cover countries

belonging to
different RECs

where a joint effort
1s considered
acceptable and the
products meets the
EMP-TC criteria

Continental Pilot
may allow all
types of products
- Focus is testing
the continental
procedures and
will on routine
basis focus on
eligible products

assessments
pathway 1s
purely
volunta

SourAdM&KRH Report 20214

I f we compare the Review process map

(Fi uneand t he BEvfeMRAropeotseal i zed 7p,r ox edliug rei f( iF
reduction in the review timeline eodatdi

i ssued, and confirmation | ett7eri senmeadoofaptph
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day 3005 JFi guras only at-MRHMi st isltlaglead hadonttr
application after -MRHcprane stshewtwiolfl trhet E AHK
what the applicant does with the |l etter 1issu
application for MA to the NRA(s) or work wit

to the initial 60 days allocated

187



Figure 8.7 Proposed EAGMRH centralized procedure

Step 1 e ¢
;
14
StepE -§ days
z
=
Step 3 i
E
= 3
Step 4 Doy 2 [ ———_
EAC-MRH schedules peer review by I 2 asses507S.
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Review process map and milestones for EAC jc
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I n the current opeMRBRHj] oappl modet sosubimet EALP
of choice. The NRA who has receiveGQMRth appl

review then submits this application to the
EAC reference number to the application and
The centralized system wil!/| me ahne tfhuantc tti loen s ¢
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Considerations to be made for i mplementation

As previously mentioned, for an effective an
for tiMRHEAGI ti ative to bt taesthavei anlaé¢ galedm
its activities. One of the provisions of th
called for regional har moni sation in health
Understanding thadgi waisngraff tteldi atpit dhjee bt sho
and then can be wused to develop a cooperat
sustainabi-2P089 whaoh2bba88 been dirMRHU scsoeudn tirn ed
Sshould be approwveld G6gumnbdiel SEMi ni sters of Hea

pl an was tabled in the April 2024 Sectori al
this sustainability MR&ninsti mplseusset maii ént,blh eh
203r0d awi | | not be dependent on donor funds a

CONCLUSION S

Il n this plan a revised scope has been propo
measure performance. With sustainable financt
recruit the needed human resourftes andemtcgal
process with a regional administrat-MRId unit
centralized process wil/|l act as an interpha

revi ew processes.
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SUMMARY

T The HWMRE | niticdteidve nl 20M 2 has been i n exi
with seven countries being members to thi
1 Five studies have DbMRH icnintdiuzttiewde ot a rhtei IE
of the 1initiative, and théde aegehatonyi

systems of the count-MRK sl nimpil &tmewnd i wags t dre

vi ews of both the regulators and indust
efficiencyRHf itnhda iBACve. To | earnsdbnomfb
the performance of the three regional har

f The aim of this chapter was to analyse t
research and to recommend ways tompaoddeeéess
model f o-MRHhEnEACati ve.

T Using the OpERA,I NDEEQRUeasntd oPBRBRT es, dat a
anal ysed fr omMRHRAfsoranad0ZRCt o 2023.

T The BMRE I nitiative can only be effective

arceperating at an opti mal l evel. Therefor
address the gaps identified in regulatory
f Solutions to address the challenges of th

been e@doposi mprove effectiveness and effi
T Finally, a centralized submission and tr:
and i mproved mMdRKII diotri athiev &.AC
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CHAPTER 9

GENERAL DISCUSSION
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INTRODUCTION
According to the WHO Gl obal Benchmar ki ng as

Africa have-fanctiabhmieng,wedand integrated regl
maturity | evel ( ML 3) and these arei danzani
(Khadem et al , 2020). These constrains in ¢c:
hi ndering rapid access of medi cal products t
substandard and falsifiednmedeocbdl-Cpgdoddeaedet:i
al, 2017). To address these challenges, the
been i mplemented to address some of these ch

African peopl e ihalvemeadiceasls proo kwscstesntand t ech

Il n 2009 the African Medicines Regulatory Har
as it was recognised that during this period

of medi ci nes ewouadndd bwoudidnitnhiesr ef ore serve as

companies to register their products in Afri
sharing, and reliance would minimize dupl i c:
regatsiton of ( #ielda cdth ealhr o2worlo) t he AMRH 1 nitia
har moni zati on programmes in the East African
West African States (ECOWAS), Economic Commu
| ntoevreg nment al Authority on Development (1 GAL

Community (SADC) were established to facild.i
regul atory harmonization initiative in Afric
all operating at different | evels with about
I nitiative which serves as the foundation
Ndomos8idg@ponda et al ;Si22gobhda NMdomdnIMicd@ h&la, Md o m
2020, Neédmomda et al, 2021).

Some studies corAVRWHc tiendi tdamttilve EACI|I uBi og a s

Medi cines have given an overview of the 1 m
Sigonda et al, 2B20M)s, lietag ngr adgrrd sngg arhcke Ifds s
al , 2020) , including the genesis of the Ea
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Har moni zati(oSn |l onket i alksi vve®l2D) as a two years
Coll eagues, 20r@cemMowevalpati on on the regu
operating moéevRIHs hafs tnlnga BAEGN conducted. Th
therefore to assess the regulatory review s\

review pgrpaesenadms access to medicines.

To achieve the objectives of this research,

systematic search and narrative |literature r
the -MRIE initiative, its obj eicttd vest, erstciople, c @
to the newly established African Medicines

evaluation of the review processes of the na
a validated establ i dmegd Equestiiemrcn &isr ei,n ORpd
( OPERA) was used to evaluate and make a com
EAC joint assessment both in terms of their
review processRewiseweRr acatsi c@oso-mearkd nQu &lriatcyt i
(Study 1, Chapter 3). The second study (St u:
review processes of these agencies focused ¢
wel | asuidetme ntsq and approval ti melines of t
African Medicine Regulatory Har monisation 1In
efficiencyMRH Itnhe iBACVe by the regulmd ory a
phar maceutical companies (Study 4, Chapter 6
concluded with a comparison of the outcome
Community Regional I nitiative (ZaZi B&®Ma) anc
initiative (Study 5, Chapter 7).

RESEARCH OUTCOMES AND CONTRIBUTIONS
Studies that have bMRH rceognadrudcitnegd tohne trheev iE€AWC |

successes and challenges have mostly focused
programme (Mashingia et al, 2020). With the
the 1 mplementation approach of the regional

support the operationalization ofn tylear AMA.f
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i mpl ement atMiRHn (01 EAC o 2023) and is the fir
evaluation of the regulatory review process
Il n Chapter 1 of this research, through | ite
regtulion in Africa is given with a focus on t
and its potential value to the African Medic
ranged from the absence of ai drergabf ft hemewai
resource and capacity constraints, inconsi st
standards and guidelines between countries t
tracking systems |tacc kmaorfi tcoarp atcii meyl iamels ,r eav i e w
substances, and a reluctance from manufactu
in African mar ket s.

I n Chapter 3, the evalwuation of thieesevmnewhe
EAC region was then conducted to evaluate an
Practices (GRePs) of the countries particip
organisation of the regul at er yr eavu telwo rpirtoiceess,s
Review Practices as-mawkl hgaPr Qutailcey. DEIlte st €
demonstrated how the population and size of
the region vary with fr espect ot o t-aguoteraenrchnaomuese |

ag
So

ag

—
T O =T O

< o

f u

® Qo S

r e

e
u
e
n
c
t he di
d
e
e
e

ies while three have autonomous agenci ¢

Sudan agencies were fully funded by 1t

es are fundelde eRwvta nrdea ,y Trarnozna nfi eae sa,n dw hzia
from different sources. Al the six
e or review applications, had backl ogs

i f f earpepniti ckaitnido nofcat egories received (Ne

an generics). The key milestones for standa
t h agencies with some differences i canti fi e
weeks i n some agencies to about one year in

agency staff for scientific assessments whil
primary scientific assessmemom. agbecyl|l bockag
ti melines for the start and finish for the r
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0
f

t

ne month (Uganda) to three months (Burundi)
or the committeei mpl emeheiagesomesbaest prac

ransparency and communication. Some have ac

mi ni mal attention to training and educati on.

f
r
t
[
t
a

or gquiasimarki cdgc practices. One of the key chcé

ecording of the timelines for each milestor
he region with most agencies not i mplyement
ndicators such as timelines for wvalidation,
o applicants, finalising scientific assess!I

ddress the gaps from t hc¢ise st iunWR Hveai srEiAtGi daitciavt:

mpl ement systems that will enhance the meas

mi |l estones of the registration process such

assessment, donwelfl s emdmpdliet assessment anc
I n Chapter 4, the evaluation of the review p
model s and approval timelines of these agen
Regul at or yi oHtharInmointi isatti ve i n ter ms of t he r
assessments and data requirements. Mo s t app
generics except for Kenya that received a si
appl iscatiinom020 and 2021 respectively. Mean a
varied with Tanzaniabds time declining for th

r
t

c

n 2022 and 61 days in 2022. Tarogeat riiemelriam
et ween 180 calendar days (Tanzania) to the

Kenya, Rwanda and Uganda) wutilising the ver
O days while all si x iaegwesn c iTehse csoi nxd uNcRAesd aal bsrec
rack assessments through a priority review
or mat was mandatory for applications in all/l
eview process wywrwietdh farf ewcdi mioluati ti es. T
he study recommended that alMRH heniagendives

onsider for mal | yMRrHe cacsg nai zrienfge rtehnec eEAaQ ency f

Ot her fmaaztihwdays eddhoul d al sbletweAosedefsubshaeaen
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For the agencies to MRH iaze aamnde freeaceongerei zaeg etnf
understand the perspectivesHtMWRHewsFroofm tthhees ea
recommendati ons another study to obtannthéae
effectiveness and-MRHf il oai ehayi o¢ WwWhe EWENn co
Successes and challenges identified and way:
Wor k sharing, capacity buil dtiinmge loifn eass sfecsrs ome

i nformation sharing amongst regul ators were

initiative. The | ack of a centralised subm
resources, manufacturerseddioaisli eretooas lbmiotur
|l ack of an integrated information management
websites; as well as constrains in monitorin

key chall engesvei chad mtdiefrieadd tthleateflf ect-MRENness a
A regional coordination mechanism, with a ce&
as well as a robust information management s
measurmpr awe ithe effectivenesMRHandAnneftfhieai ek
recommendati on was that a similar study sh

phar maceuti cal companies on the EAC work sha

An evaluation of tihei eenfcfye cadMRvHe hlersisE A&@nd vef fl
phar maceuti cal i ndustry was then conducted

companies that-MR&lve nuidsdedttive,  EA@Qr moni sati on

across the EAC eafeigdioanl ipsr oag rvaemnye baesn t hi s has
countries in the region thereby reducing the
programme has also |l ed to shorter timelines
sever ealt smartk once, a |l ack of i nformation at
submi ssion and tracking process and a | ack o
chall enges noted by the applicants. Thhe est
centrally receive and track EAC applications
Medi cines Authority was a strategy proposed
successes and |l earning | essons aftriovne st hwea so tth
recommended as another strMRH.gy for i mproven
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A comparison of the outcome of this study w
Il nitiative (ZaZi BoNa) and MR Wenstt i Aaftriiveea n( CC
wd then conducted. Most respondents stated |
regul atory systems and harmonising regulato

Africa, potentially resul-assgr edn mempivaikreas ..
established at different times and at the di
application review processes are | argely sirt

and submission requiremenytesd atnhde tthyep et ionfielprr
payabl e. The chall enges identified in the

not eworthy being the | ack of a binding | egal

STUDY LIMITATIONS

The scope of t hi so rtelsee ame\hi ewa sprliocrestseeds ,t mi
process, review models and timelines. The st
these processes. The quality of these revie
standard opesaesjingtpndardi sed templ ates and
evaluations carried out, i ncl udiingk waes &3 me
Furthermore, -8MRHhomagtd ®ahe EAE€E regul atreerdy age
to Qualitmakbegi #romci ples, and the use of 1t

a structured, systematic met hod.

I n Chapter 3 and 4, the review process focus:
used and t hitsi adtied tnhoet edxi afcfterteinmel i ne used for

metric only focused on the information that
was not accounted for. The focus was more O]
daté@e application was approved. How | ong it
review, time taken by applicant to respond t
focused on registered products but wiaoathdoawm

Al t hough responses were received from all t |
incomplete as most of the countries do not
metrices. There were sever plrodocossirsetve reoviee

specific timelines and some products could b
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Chapter 5 and 6

The actual scientifi-MRH ejvoiewt preowiesws odnd hien
conducted to determaati dere iGomlde MReervtieedv aPnd

practices are adhered to at the regional | e\
wor k was also not deter mined. I nformati on or
product adltere@aommgndati on i s made was al so
regi stered are available to patients was not
FUTURE WORK

Country Assessments

|t i's critical to conduct raine sastsekses memt!| drog
products after a regional recommendati on has
t ool should be to follow up on each product

application is sudmprtaoval i and httheogmamtyi h@ro
after the regional recommendation. At the co
review processes of the regulatory agenci es.

of t hel cscrieevniteiwis conducted by the agenci es.

Assessment of EAGMRH

Future research should be to examine the qu:

the joint reviews and GMP inspections as thi
t he -MR®ork sharing initiative. Another i mpro
|l evel should be to follow up each product th
is submitted by the applicant up tes when I

mar keting authorizati on.

Regional Harmonisation Initiatives

Given that a comparison was only made with E

i mpl emented in the five regions, it owi | be
| GAMRH a@GGAMRH programmes to also identify o
This will enable the AMA to have a full co
har moni zation | andscape on the continent. It
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t hsee udy 1 and 2 (Chapter 3 and 4) and Study
study in the regul atory agencies in these tw

Good Review Practices, developymetrics tool s

Pricing and pool procurement
Another interesting study would be to track
be to understand the pricing mechanisms for

t hat have beemMhjeoientilsy ar elviieeveedh.ow f or count

purchase some medi cal products and it woul d
agencies interphase with the central medi cal
Reliance

't will be i mporthanthet ¢ edormdhuwecet me chtaindys ms i m
in the EAC-MRKRHd prlogrBMmMmihe as review timelines
if the countries fully implement reliance.

CONCLUSIONS

The outcome of this reseahehbepnedri asmmefhadec

of medicines regulation initiative in Africa
thereby i mproving patientsd access to medic
identified in 1 mgladmemt iinng ttihits viearn monihe Eez¢
centralized submission and tracking system |
which would significantly i mprove -MRE effe
Il nitiative. [tth aits tthhee roeuftocroemeh oopfedt hi s resear

further devel opment of a progressive African
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ARTICLE INFO ABSTRACGCT

Flandling Editor: Dr. Lesy Aylvard Background: Key regulatory entities can serve as building blocks for the African Medicines Agency (AMA). The
aim of this study iz to demonswate how the regional medicines regulatory harmonisation programmes could
contribute to AMA'z effectivenesa and efficiency.

Methods: A literature zearch was conducted using key words to identify publications about the AMA, African
Medicines Regulatory Harmonisation (AMBRH) and Bast African Community Medicines Regulatory Harmo-
nication programmes (BAC-MRH) from 2009 to 2023. The EAC-MRH programme experisnce wan used to
highlight the benefim and challenges of African regulatory harmonization.

Results: Az the foundation for the AMA, the AMBH hao establizhed structures and swockatreams to support it
operationalization, including 10 Technical Committeez (TCz) and 5 Regional Economic Committess (RECz].
Lessona leamed from the BAC-MEH 10-year experience are being used to scale up regulatory harmonization and
could be of value to AMA harmonization experience.

Comclusions: Az of June 2023, 35 of 55 countries have sither zsigned and/or ratified the AMA Treaty, whilst 20
hawe neither signed nor ratified it. An effective AMA will need strong Mational Medicines Regulatory Authorities
az well az Regional programmes and it iz imperative for more well-rezourced countries to ratify the treaty to
ensure access to essential medical products and technologie: for the African people.

Eeywords:

EAC joint assessment procedure
African Medicines Agency
Regulvory harmanisation

1. Background 1.1. The need to strengthen African medicines reguilatory agencies

One of the main functions of a medicine regulavory authority iz to
promote public health and protect the community from any harm
{Giaguinto et al., 2020). The review of medical products by regulatory

A recent study showed that all but one (except for Sahrawi Republic)
of the 55 African Union (AU) member states have national medicines
regulatory authorities (NRAs) with different stuectures and level of

agencies is considered as one of the first steps to access to good-quality
and effective medicines (Wang, 2022). Somong medicines regulatory
systems and effective coordination will accelerate effortz to improve
public health and ensure that African people have acces: to essential
meadical produce: and technologies, but there are zewvaral challenges thar
impede the review and regiztration of medical products in African
countries by pharmaceutical companies (Marzal et al.,, 2012Z). African
medicines regulatory syztems are faced with rezource and capacity
constraints (Roth et al., 2018), including a lack of harmonized vools thar
meet international standards to collect, collate, analysze and report on
harmonisation efforts resules (WHO, 20100

funetionality (Ndomondo-Sigonda et al_, 2007

Sub-Saharan African countries have inadequate capacity to regulate
medicine: due to fragmented legal frameworks and weak management
stuctures and procezses, az well as limited human and financial re-
zourcesz. Thiz haz led to a proliferation of substandard and falzified
medicines (SF:) in various markets in the continent (Rago et al., 2014).
According to Ndomondo-Sigonda et al. (2020), of 46 sub-Saharan Afri-
can countries, only 7% have moderarely developed medicine regulatory
capaciry, while 63% have minimal capacitiez and the remaining 30% do
not have a functional NRA in place (WHO, 2010). Moreowver, regulatory
systems in Africa may include poor inspection practices; ineffective
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licenzing and produet registration syztems; inadaguate aceess to quality
control laboratories; and non-exiztent pharmacovigilance, clinical trials
overzight and drmig promoton control systems; with zubsequent 30%
product quality failure ratez (WHO regional Office for World Health
Organizaton Regional Office for Africa, 2013). Other issues include
inadequate regulatory information management systems (RIMS),
transparency and accountability as well as widespread conflicts of in-
terest (Mdomondo-Sigonda et al., 2017). Hence, there iz a need to
strengthen medicines regulatory systems on the continent. One of the
approaches iz to promote harmonization work and ensure alignment of
different initiativer in the medicine: regulatory space to ensure
concerted effortz in tackling public health challenges and zustain
Pan-African led initiatives.

1.2 Sudy objectives

The aim of this study iz to demonstrate how regional medicinez
regulatory harmonization programme: may contribute to the effective-
nesz and efficiency of the AMAuzing the East African Commumnity-
Medicines Regulatory Harmonization (EAC-MBH) programme as a
particular example of how key African regulatory entitiez zerve as
building blocks for the AMA and will underpin thiz major continental
initiative. It alzo highlights the benefitz and challenges of medicines
regulatory harmomnisation bazed on the EAC-MRH experience thar will
facilitate an effective and efficient AMA.

2, Methods

A literature search was conducted uzing key words to idendfy pub-
lications about the AMA and AMRH from 2009 to 2023, Preference was
given to peer-reviewed articles, but websziter and annual reports were
alzo included in the literature search az appropriate.

3. Resulrs
3.1. The African medicines agency

The AMA Treaty came into force on the 5 November 2021 after the
15th inzrument of ratification was deposited at the AU Commizzion in
Addiz Ababa, Ethiopia (Hwenda et al., 2022). Az of June 2023, 35
countries have either signed and/or ratified the Treaty (21 ratified and
deposited the instrument at the AU Commission, 2 have ratified but not
depozited, 12 have signed but not ratifted, 20 have neither zigned nor
ratified) (Health Pol Watch)

After the Africa Centers for Dizeaze Control and Prevention (Africa
CDC), the AMA iz the second health agency that will enhance the ca-
pacity of states and regional economic communities (RECs) to regulate
medical products to improve access to high-quality, zafe and efficacious
medical products on the continent. The AMA will alzo promote the
adoption and harmonization of medieal products regulatory policies and
standards, az well az provide scientific quidelines and coordinate exizt-
ing regulatory harmonization efforts in the AU-recognized RECz and
regional health organizations (RHO=) (African Union, 2021

3.1.1. AMA goals, vision, structure and operationalization

The vizion of the AMA iz for African people to have access to essential
medical products and technologies. lts mission iz to provide leaderzhip
in creating an enabling regulatory environment for the pharmaceutical
sector development in Africa (African Union, 20200 It is the role of the
AMA to.

« support the growth of local pharmaceutical production, a key
objective of the Pharmaceutical Manufacturing Plan for Africa and
catalyze trade in upport of the Africa Continental Free Trade Area;

# evaluate medical products for treatment of prority diseazes as
determined by the AU;
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& regularly inspect, coordinate, and thare information about author-
ized products;

= coordinate joint reviews of clinical trial applications for vaccines and

the azsessment of "highly complex” product dossiers such asz bio-

similars and coordinate joint inspections of active pharmaceutical

ingredients (API) manufacturing sites;

collaborate with RECs and NMRAs in the identification of 5Fs and

facilitate information sharing across countries; and

develop common standards and regulations and harmonize

legizlation.

The four main structures of the AMA are 1) the Conference of the
Starez Partiez (Minizters of Health in countries that have the signed and
ratified the AMA Treaty; 2) the Governing Board (Heads of MMFBA= in
countries that have signed and ratified the AMA Treaty; 3) the Secre-
tariat (The Director General and his/her staff); and 4) the Technical
Committees (assats to the AMA).

The proposed structure of the AMA congsistz of a zmall staff that will
foruz on coordination of activities/adminiztration and for the technical
regulatory work, the AMA will benefit from expertize within the
participating NB.Az and technical experts (Fig. 1) (Mcube et al., 2021)

Since the AMA came into force, some key milestones have been
achieved toward itz operationalization. The Republic of Bwanda waz
zelected az the host country during the AU Assembly in July 2022
(Jerving, 2022; AUDA-NEPAD, 2022). In mid-2022, the first meeting of
the conference of Stave Parties (COSP) was held and the procedural rulez
for the AMA COSP were developed and a Bureau elected. An extraor-
dinary meeting of the AMA COSP waz held in November 2022 to
consider the Terms of Reference of the AMA Director General and
nomination criteria of members of AMA Governing Board (Jerving,
2022; AMRH, 2022 Reports).

3.2, The African medicines regulatory harmonisation miflaive

The African Medicines Regulatory Harmonization (AMRH) initiative,
which came into force in 2009, was established by the African Union
Development Agency- MNew Pannership for Africa’s Development
[AUDA-NEPAD) with the aim of improwving access to safe, effective and
high-gquality medical products and technologies in Africa (Chattu et al.,
2021).

It was recognized that harmonisation could minimize complexities in
medicines registration and therefore serve az an incentive for
manufacturing companies to register their products in Africa. Harmo-
nization would alzo facilitate reliance, allowing countries to depend on
each other’s work when making regulatory decizionz. Finally, harmo-
nization would minimize duplication of effort in dossier azzessments and
inzpection of manufacturing sites and especially would optimize the uze
of regulatory financial and human resources, eventually leading to the
faster registration of medicines {Jillo et al., 20200

The AMBH initiative is the foundation for the establishment of the
AMA, as the AMA will build on the successes of AMBH through regu-
latory systems strengthening and harmonization in Africa. The AU Ex-
ecutive Council decizion in Janwary 2015, EX.CL/Dec.857 (MXVI)
recognized the need to strengthen capacity of medical products regula-
tion in Africa and the harmonisation of regulatory systems, az a foun-
dation for the establishment of a single medicine regulatory agency in
Africa, within the context of the AMRH initiative, and as part of the
Pharmaceutical Manufacturing Plan for Africa (PMPA) Policy Frame-
work (Mdomonde-Sigonda et al, 2020a). While the initial focus of
AMBEH iz on harmonization of proceszses and technical requirements for
registration of generic medicines, the goal iz to expand the zcope to
cover all regulatory functions and productz, while transitioning into the
establizhment of the AMA.

Thiz include: actvitier such az pharmacovigilance, clinical trialz
oversight and regiztration of vaccines, medieal devices, and diagnosties
among others, depending on identified needz. The AMBH Parmer: are
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Fig. 1. Proposed governance structure of the AMA; reprinted from Ncube et 2l (2021).

committed to mobilise the needed political support, including financial

and technical resources to advance regulatory systems strengthening
and harmonisation across the continent.

3.2.1. AMRH technical committees
As part of the alignment of regulatory systems strengthening,

Regulatory oversight on clinica! trials and
joint reviews of complex products including

vaccines

Quality control and market survelllance

Technical oversight on blood and blood
products regulation

harmonisation efforts and networks across the continent, the AMRH has
ten continental technical committees (TCs) (Fig. 2). They include the
African Medicines Quality Forum (AMQF) on quality assurance and
post-marketing surveillance; the African Medical Devices Forum
(AMDFY); the African Vaccines Regulatory Forum (AVAREF) for clinical
trials and ethics oversight; Pharmacovigilance (PV); the African Blood

Inspection of manufacturing sites

Coordination of regional centres of
regulatory excellence (RCOREs)*

Domestication of AU Model Law on Medical
Products Regulation

Technical oversight on medical devices and in
vitro diagnostics regulation

5 Pharmacovigilance / Safety Surveillance
(AU-35)

Safety mondtoring of medica! products

Support the operationalization or reg y
Information management systems (RIMS)

Evaluation of Medicinal Products{EMP)

Supparting joint reviews and marketing
authorization

Fig. 2. AMRH Technical Committees.
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Regulators Forum (ABRF); Medicines Policy and Regulatory Reforms
{MPRE.); Regulatory Capacity Development (RCD) Good Manufacturing
Practice (GMP); Evaluation of Medicinal Productz (EMP) and Informa-
tion Management Syztem (IMS). Each TC iz composed of regulatory
experts from NRAz in Africa who represent their REC az well as
collaborative partners.

3.2.2. Regional Economic Communities

The AMBRH objectives are to be achieved through harmonization of
medicines regulatory frameworks in the five regions in Afriea (Chattu
et al., 2021); East African Community (EAC), Economie Commumnity of
West Africa Statez (BECOWAS), the Economic Community of Central
African Statez (ECCAS), Southern African Development Community
{SADC), the Intergovernmental Authority for Development (IGAD).

The AMEBH inidative iz being implemented through the RECs, which
are made up of NMRAs that belong to each region. The RECz have
establizhed Expert Working Groups (EWG) and/or Technical Working
Groups and steering committees at regional levels that are supported
technically and sirategically by the AMBRH Technical Committees and
the AMBH Steering Committes, at a continental level The AMEH
Partnership Platform is a parmerzhip of organisadons contributing to-
wards the achievement of the AMBRH vizion. The aim of this platform is
to enhance the efficiency and effectiveness in the implementation of the
regulatory systems strengthening and harmonization agenda in Afriea,
through optimal coordination of the different partners and stakeholders
providing regulatory oversight. The support provided by parmers could
either be financial, technical and/or advocacy.

Economic Community of West Afrlca States: Medicine: are inac-
cessible for the majoricy of West Africans. Thiz inaceessibility contrib-
utes to the persiztence and zpread of dizeazes in the ECOWAS region.
Although production capacity exizts in the region, most of the medicines
are ctill imported. Launched in 2017, the objectve of the West Africa
Medicines Regulatory Harmonisation (WA-MRH) programme iz to
improve access to ezsendal medicines, vaceines and other health prod-
uets (Owuzu-Asante et al, 2022). There are 15 countries in the ECOWAS
region all of whom are participating in the WA-MBH programme (Benin,
Burkina Faso, Cape Verde, Gambia, Ghana, Guinea, Guinea-Bissau,
Ivory Coaszt, Liberia, Mali, MNiger, Migeria, Senegal GZierra Leone and
Taogol.

The Economle Community of Central Afrlean Stares: All seven
countries in the ECCAS are active participants in the ECCAS-MBRH pro-
gramme (Cameroon, Central African Republic, Chad, Congo-Brazzaville,
Democratic Republic of Congo, Equatorial Guinea, Gabon). The ECCAS-
MBH iz being coordinated by the ECCAS body responsible for public
health issues, the Coordination Organization for the Fight Against En-
demiecs in Central Africa (OCEAC). The OCEAC leads the procesz of
harmonizing national pharmaceutical policies in Central Africa. To date,
joint acrivities (joimt review: of marketing authorization dessierz),
training zezsion: and advocacy, are carried out in the ECCAS zone, in
collaboradon with parmers.

Southern Afriean Development Communlcy: The SADC region is
composed of 16 countries (Angola, Botswana, Comoros Islands, Demao-
cratic Bepublic of Congo, Lezotho, Madagasear, Malawi, Mauritiuz,
Mozambique, Mamibia, Seychelles, South Africa, Exwatini., United Re-
public of Tanzania, Zambia, Zimbabwe The ZaZiBoMa initiative was
created by four countriez (Zambia, Zimbabwe, Botswana and Mamibia)
in the SADC region im 2013 to addresz the challengez of medicines
regulation faced by NMBAz in the SADC region. Theze include a high
backlog of applicatdons submitted for regions in the agencies, high staff
turnover, long registration timelines, inadequate financial and human
rezources and a lack of capacity to azzess some products (Sithole et al.,
2020). As of 2018, the ZaZiBoNa zcheme had 11 participants from the
SADC member states. These include Botswana, Democratic Republic of
Congo, Mozambigque, Namibia, South Africa, Zambia, Zimbabwe,
Angola, Malawi, Seychelles and Ezwatini. Current developments in the
SADC region involve a decizion to implement the SADC-MEH project
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uzing an NMBA approach. In thiz regard, the SADC Secretariat and
Ministerz in the region selected the Medicinez Control Authority of
Zimbabwe (MCAZ) to facilitate the implementation of the project.

The Intergovernmental Authority for Development: IGAD iz
composed of eight countries who all parteipate in the IGAD-MEBH pro-
gramme (Djibouti, Eritrea, Ethiopia, FKenya, Somalia, South Sudan,
Sudan, Uganda). However, three of theze countries (Kenya, South
Sudan, and Uganda) alzo belong to the EAC region and participate in
both programmes. The IGAD-MEH programme promotes the harmo-
nization of medicines regisration in the region, which iz a key
contributor to public health and leads to the rapid access to good-
qualicy, zafe and effective medicines for priority dizeazes. The project
iz organized in zections that includes medicines registratiom, good
manufacturing practice and quality management systems.

3.3. The EAC-MRH programme

3.3.1. History

After the establishment of the AMEH initiative in 2009, a conzortium
was created by African policy makers and regulators to spearhead the
activities of the AMBH initiative (WHO, 2014). In 2009, the conzortium
decided to implement the programme with the registration of generic
medirines through the African RECs (Fig. 3). The REC: were therefore
requested to develop project propozals in 2010,/201 1. Finances from the
AMEBH Trust Fund were only available to support one REC and the EAC
was chosen as the pilot REC for five years im 2012.

A situational analyzis condueted by the AMBH Parmers on the status
of medicines regulation in the EAC region showed differences in coun-
triez’ laws and regulations with the NMBAz of the region, such as no
mutually recognised legal framework and major disparities in capacity
(Kamwanja et al., 2000; Mazhingia et al, 2020). To addrezz thesze
challenges, the EAC Zecretariat in collaboration with the EAC MNBAz
establizhed the EAC-MEH project as the regional coordinating body of
the AMBEH initiative in 2012. Thiz was part of the implementation of one
of the provizionz of the EAC Treaty, Chapter 21, Article 118 on regional
harmonization in health (EAC Compendium, 2014). Thiz was the first
regional harmonization project and the lezsons leamed from itz pilot
phaze are being used to seale up regulatory harmonization in Africa
(Hdomondo-Sigonda et al., 2020a) and counld be of value in the initiation
of harmonization by the AMA.

3.3.2 Challenges

AU Member Statez and REC: are making significant efforts to
zmrengthen and harmonise the medicines regulatory systems by imple-
menting programmes under the AMBH initdative {(Ndomondo-Sigonda
er al., 201E) despite challenges.

Legal posidon: The EAC-MRH initiative does not have a legal
framework to support itz operations. Rather than wait to establish a
regional medicines agency, the member states in the region decided to
rely on decizions made during the joint aszezzment and joint inspection
acovites. The reliance here by NEAs when making national decizions iz
bazed on mutual trust and respect rather than a legal framewaork. To
keep all NRAz actively involved In thiz initiative, they have been
assigned leadership rolez bazed on their areas of expertze in each reg-
ulatory function ((Ndomondo-Sigonda et al, 2020). Several studies
(BCG, 2017; Mashingia et al., 2020; Neube et al, 2021) have identified
that major challenges faced by EAC-MBH initiative are due to the lack of
a clear legal framework by the EAC-MEH.

Resource and capaeclty: Resource and capacity constraints, as well
as weak and fragmented legal frameworks are key challenges that have
hindered the achievement of the EAC-MBH initial project objectives.
There iz limited technical and institutional capacity at both regional and
national level (Arik et al. | 2020). Different capacities of NMRAz affect
trust, as sometimes the more resourced agencies tend mot to trust the
decizions of the newer agencies in the region; harmonization haz alzo
limited the capacity of the less mamre agenciez to specialize or improve
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African policymakers and
regulators endorse a consortium
dedicated to pursuing AMRH
initiative at a meeting in
lehannesburg

Consortium creates trust fund,
solicits proposals from African
regional econamic
communities, review proposals

Pre-2009

Mov 2009

2010-2011

EAC partner states create work
plan for medicines regulatory
harmenisation but lack funds

to implement it

AMRH consartium and other
stakeholders continue planning
at a meeting in London

EAC is awarded the first S-year
grant by the AMRH
cansortium

Fig. 3. Timeline of major events leading to the creation of the EAC-MRH initiative; reprinted from Sillo =t 2l (20200

az they tend to rely on the mature agencies instead of building their own
capacity (Mashingia et al., 2020].

Flnaneces: A study of NMBA financial sustainability in the EAC by
Ndomondo-Sigonda and associates (2020), shows that one of the major
facrors hindering efficient medicine regulatdon in the EAC iz the insuf-
ficient financial resources at both the national and regional level. This
study chows that the main funding zource of the agencies were from
industry feez, followed by government subventionz and donor funds
being the leazt. The source of funds from industry fees and government
were claszified as zources that will enhance financial sustainability
(Ndomondo-5igonda et al., 2020b)

Country proceszes: There are inconsistent regulatory proceszzes and
variable technical standards and guidelines between countries that do
not meet intermational standards (Meube et al., 2021). Ocher highligheed
barriers (Mazhingia et al., 2020) are a lack of a binding legal framework
amongst the member states in the EAC; understaffing and high staff
turmnover; less involvement of the Heads of Agencies in shaping the
agenda of the harmonization project; and delays in productz being
registered at the national level after the regional approval has been
made. Submizzion of application: and payment of fees by manufacturers
again to NMBRA: even after the joint review processez has been
completed, only further delay regiztration timelines.

Tracking systems: A lack of manzparency, ezpecially in providing
clear timelinez, mean: that applicants are unable to track applications,
NBAz and applicantz are not being able to follow up on each other’s
questions, rezulting in delayz by NRAz in regiztering productz after a
joint recommendation has been made. This poor communication be-
tween azzessors was alzo highlighted in other studies (Machingia et al.,
2020; Ngum et al., 2022,

Revlew templates: Despite the very high death rates in Africa due to
non-communicable dizease, out of the 55 countries in Africa, only South
Africa haz a clear framework on regulation of biosimilars (Rathore and
Bhargava, 2021). The EAC-MRH ztill mainly focuzes on the review of
generics and has evaluation report, query, and screening templates for
these reviews; however, it haz drafted a guideline on pharmacovigilance
{Mashingia et al., 20200

Submiszlon process: Smadies alzo thow that there iz a reluctance
from companiez manufacturing medical productz to register their
products in African marketz, which iz also a major factor delaying access
to medicines (Sillo et al., 2020). This reluctance iz due to the lengthy
application procezz and the time, expenze, and effort needed for the
regisiration process in each NMBA (Sillo et al., 2020). Another reaszon
cited by Mashingia et al_ (2020] iz that manufacturers sometimes decide
not to register the productz in all the member states, even after a
regional decizion hasz been made.

Although three months is the target timeline for registraton of rec-
ommended medical productz by the NMRAs, not all productz are
regiztered in all the member states at the stpulated time for various
reasons. According to the EAC joint assessment pathway, the manufae-
turer iz expected to apply for registration of a product to NMRA: of in-
terest after the regional decision iz made. Some manufacturers may
decide not to register their products in some countries and zometimes,
the applicant may not be ready to market their productz in a particular
countory (Mashingia et al., 2023).

4. Discusslon
4.1. Disease burden in Africa

The African populaton suffers from a high dizease burden (Mick-
lesfield ec al, 2022). There iz a rapid increase in infectious and
non-communicable dizeaze due to the increase in urbanizatiom, de-
mographice and demographic tranzition in Afriea (Cappuccio and Miller,
2016). High dizease burden has led to high morbidity and mortality in
Sub-Saharan Africa (Mudie et al_, 201%). This increase in dissase burden
iz cauzing further strain on the healtheare systems that are not well
equipped to manage such challenges {(Juma =t al | 2013). Corona Viruz
Dizeaze (COVID-19), which became a world pandemic according to the
WHO, has further exacerbated the simation (Tadezze et al., 20200, What
did this mean to Africa with its very fragile health and economic zys-
tems, coupled with the already high human immunodeficiency virus,
tuberculosziz and malaria burden? Thiz novel virus triggered more health
and economic challenges to a continent where most of itz people live
below the poverty level of lezs than 1.9 § a day (World Bank). One of the
major health and economic challenges iz access to health services due to
the imability of the vulnerable population to afford medical care or
qualicy, effective and zafe medical products, az 70% of the population
works in the informal sector with no health insurance and social pro-
tection {Lawson-Lartego and Cohen, 2020). Thiz eventually leads to the
people conzuming sub-standard falzified medicines, which haz worsened
the health simation and further inereazed the disease burden (Amimo
ecal, 2020). The African continent haz been expozed during the COVID
19 pandemic and thusz revealing the continent’s wvulnmerability in
providing acceszs to eszential medicines, vaccines and health technolo-
gies (Sidibe et al., 2023).

4.2, Regional regulatory harmeonization initiative contribution to poetential
umiverzal health coverage by AMA

Omne of the determinant: of quality healtheare iz the availability of an
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“independent-science bazed regulation of medical products” (Sillo et al.,
2020). An African continental regulatory mechanizm for medical prod-
uctz such as the AMA iz critical to address the izzues of access to essential
medical products on the continent. It is the hope of the African Minizters
of Health, bazed on African Health Strategy (2016-2030) that a strong
and efficient AMA will address the inequides and inequalites of health
coverage as observed during the COVID-19 era and thiz has resulted in a
call for prioritisation of continental regulaton of medical products
(Chattu et al., 2021).

The AMA iz critical in contributing to the achievement of universal
health coverage as it will enable access to quality, safe and essential
medical products, and vaccines in Africa. The AMA iz being establizhed
az the main driver to “enhancing regulatory oversight of medicines and
vaccines across the continent’s 55 countries™ Chattu et al, 2021). The
COVID 19 pandemic expozed the gaps and inconsistencies in medicines
regulation in the 55 counmiez and five regional harmonisation pro-
grammes that thiz continental regulatory body will need to fll In
providing a zerviee to the African people, the AMA will harmonise the
regulation of medical products on the African continent (Chatiu et al.,
2021

There will not be an immediate change in accerr to medicines,
becauze the AMA will not replace national medicines regulatory au-
thorities; howewver, experts zay it has the porential to improve efficiency,
reduce duplication, harmonise standards and proceszes to enable
comparability, and encourage relianee on tested methods of medicines
regulation. The agency will be helpful, az it will enforce centralized
regulatory measures by bringing together all the 55 regulatory bodies on
the continent. According to expert opinion (Makoni, 2021), the “strength
of the AMA lies in the large number of countries in the African Union,
the large potential market for medicines, and the exizdng effortz ac
regional harmonization that can be built on by the Agency™. If the
implementadon of the African Continental Free Trade Area is acceler-
ated, it will provide a market of over 1.3 billion people to the pharma-
ceutical zector. Thiz will, therefore, address the challenge of market size
that pharmaceutical companiss have had for African countries and more
importanty, the AMA will provide confldence in the regulatory
acogyrtem. Thiz will thus inereaze the interest of manufacturers to invest
in local production of mediral products and vaceines in Afriea (Sidibe
et al., 2023). Therefore, improvement in regulatory science in Africa
could alzo lead to increased local discovery and clinical trial capabilities.

The AMA will need to have strong and agile NEAs and REC-MBH
programmes and or authorities to be able to addreszs all or most of the
regulatory challenges experienced for many year: by Sub-Saharan Africa
countries. How ready are these entities to embrace the recently estab-
lizhed continental agency for medical prodocts regulation?

4.3, Adoption of AMEH workstreams by the AMA

The AMA iz an outcome of the AMRH initiative (Chattu et al., 2021;
Meube et al., 2021). Efforts are being made for the AMA to capitalize on
the exizing mechanizms that are already in place (MNeube et al., 2021). If
the AMA adopiz the workstreams of AMBH, then thiz could be a major
contribution to itz operationalization, thereby rpeeding up the approwval
processes and fast-tracking the availability of medicines to patients in
Africa (Chattu et al, 2021

Through the WHO Global Benchmarking Tool (GBT), African NEAs
are assessing their caparcity and ereating institutional development plans
that will facilitate regulatory systems smengthening. According to the
WHO GBT, an MRA zhould be able to perform some or all of the nine
regulatory functions. These include: national regulatory systems regis-
tration and marketing authorization; vigilance; market surveillance and
control; licensing establishments; regulatory inspection; laboratory
testing; clinical trialz oversight; and NRA lot releaza.

The GBT iz a five-step approach to capacity development through
which NMRAz can measure their strengths and weaknesses and then

reach out for support (Broojerdi et al | 2020). The WHO recommends
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that countriez are asseszed to determine their maturity levels for sach of
the above functions as this is vital to understanding the capacity of the
authority and the harmonization and reliance effortz. Due to resources
constraintz, NMBAs with lower maturicy levels can rely on countries
with higher maturity levels through the harmonization scheme az well az
the good practices outlined by the WHO. Mutual recognition or coop-
eration agreement amongst the National Medicines Regulatory Au-
thorities (NMRAs) is key.

4.3.1. Medicines regulatory harmonization initintives

Collaborations and reliance amongst countries iz being facilitated by
the AMRH Initiative through the regional harmonization programs (AU
Press release, 2021). In the post-COVID era, it is imperative to also
zrengthen regional initiatives az they work toward addreszing the
challenges that still prevail (Chattu et al., 2021). Given that the AMA
will only regulate 5% of products, which will be conzidered as priority or
eszential medicines and complex molecules, it will not replace the NRAz
or RECs but will rather complement their work. According to Artdcle 4 of
the AMA Treaty, the main objective of the AMA will be “to enhance the
capacity of State Partes and RECs to regulate medical produets in order
to improve acees: to quality, zafe, and efficaciouz medical productz on
the continent™. Therefore, the RECz who draw expertize from NRAz will
be the pillarz of the AMA.

Article 30 of the AMA Treaty specifiez that AMA will establizh a
relationship with other organisations and institutions, especially thoze
that will assizst AMA to achieve itz objectives. Given that duplication
needs to be minimised, the AMA will rely on the decizions of the WHO-
listed regulatory authoritiez az well az well-resourced regulatory au-
thorities like the EMA and US FDA az well az the WHO Prequalification.

4.32 Contimental technical commitices

The ten continental TCz established by the AMRH inidative are key
to the success of the AMA, az they are already performing zome AMA
related functions outlined in ardele 6 of the AMA Treaty. Through the
African Vaccines Regulatory Forum TC, the AMA can serve to unlock
clinical research in Africa by enhancing the continent’s contribution to
clinieal trials and innovation (Hwenda et al., 2022). The AVAREF iz alzo
coordinating joint reviews of applications for conducting clinical trials
in Africa. The AMA can build regulatory capacity of NRAs through the
eleven AMRH Regional Centrez of Regulatory Excellence (RCORE:z)
establizhed within the Regulatory Capacity Development TC {Chactu
et al, 2021). To build capacity, a pool of regulatory experiz on the
continent iz being establizhed by the AMERH. Thiz will alzo be one of the
aszets for AMA once it become:s operatomnal According to the AMA
Treaty, enhancing optimal vze of limited rezources, a pool of regulatory
expertize will enable capacities to strengthen nenwarking. Also, the AMA
as part of the treaty, iz expected to provide technical asziztance on
regulatory matters to the natonal regulatory authorides as well as the
regional initiadwves. The AMA iz also expected to bring techmical
expertize and shared financial and human resourcez to addrezz the
inadequate reporting of adwverze effectz and poor post-marketing sur-
weillance which haz led to the availability of 5F medical products in the
market. The pharmacovigilance and African Medicines Quality Forum
TCz are already working towards addreszing zome of theze challenges.
The groundwork laid by the Evaluation and Medicinal Products TC will
aszist the AMA to expedite medicines’ delivery on the continent and will
encourage the sharing of regulatory informadon that will be beneficial
to zeience (Chattu et al., 2021). Thiz information can be shared through
the Regulatory Information Sharing Portal that iz currently being
developed by the Information Management Syztem TC. Thiz portal will
aszist the AMA in sharing information that will facilitate the usage of the
most appropriate and effective medical products in a timely manner.
Information availability has been a key challenge for the harmonisation
initiative (Chattu et al., 2021; Ngum et al., 2022). Another function of
the AMA iz to coordinate the inzpection of drug manufacturing sites and
thiz work ha: already commenced through the development of a
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Compendium of standard operating procedures for GMP inzpections for
biological manufacturing facilities and other priority productz and a
continental reliance framework by the GMP TC.

4.4 AMA to learn leszons from the EMA best practices

It iz expectad that the AMA will adapt or adopt some best practices
from the European Medicines Ageney, which over the years has acquired
a wealth of experience by zpear heading the scientific evalvuation of
innovative and high-technology medicines developed by pharmaceu-
tical companies for use in the European Union. Accordingly, the EMA is
reprezented as a member of some of the AMRH technical committees. Al
EU member statez are mandated to implement the decizion from the
centralized procedure. In the caze of the AMA, member statez are not
mandated to implement the recommendations from AMA joint review
outcomes. Onee functonal, it may be anticipated that the AMA may
experience a similar delay in the registration of products due to lack of a
legal mandate faced by the EAC-MRH. Similar to the EMA Committee for
Medicinal Producez for Human uze (CHMP), the AMBH has establizhed
the Evaluation of Medicinal Products (EMP) Technical Committee az one
of the workstreams that the AMA can leverage to conduct zcientifie as-
sezzments of complex molecules and priority products for the continent.

4.5, Boosting ratification of AMA reaty by more countries

Although the main objective of the AMA iz to enhance capacity of
state parties and RECs to regulate medical products to improve access to
quality, zafe, and efficacious medical products on the continent, wni-
versal access cannot be achieved without the incluzivity of all countries.
Mo country must be left behind, as every human being haz the right to
health care despite the stamz of being a state parnty to AMA or not. It will
be problematic if the AMA only serves the countries that have ratified
the Treaty, as movement of SFz will contnue through the porous borders
(Jerving, 2022). The AUC, AUDA-NEPAD and Partners are therefore
working tireleszly to encourage all the countries to ratify the AMA
Treaty so that everyone in Africa can enjoy the benefit of thiz continental
Agency. In 2020, the AUDA-NEPAD developed a country engagement
plan to guide advocating for the ratfication of AMA Treaty and to
encourage the remaining countries to sign and ratify the AMA Treaty zo
that it could come into force. Currently, the gquidance notes developed
are being uzed to support NMBRAz with their in-country ratification
processes. Targeted workshops are being organised, ezpecially with
countriezs that have zhown an interest and those that hawe
well-resourced MNRAz. A zpecial envoy haz also been azsigned to engage
political leaders of argeted countries to fast wack the radfication pro-
cezz. All 55 countriez in Africa are expected to be part of the AMA.
Another approach as mentdoned by Okonji (2022) to encourage maore
countries to ratify the AMA Treaty iz to support member states, that hawve
zigned the Treaty to serve az “AMA Goodwill Ambazzadors™ who can
inspire and advocate for the ratification of the Treaty by sharing AMA
benefitz at the national, regional and continental levels.

5. Conclusions

The owverall benefit of the EAC-MRH program iz to streamline the
regulatory approach where there iz one submizzion, one scientific re-
view and one recommendation applicable to all pantner statez, with less
cost to the pharmaceutical industry and regulatory authorities,
including efficiency and a reduced time to marketing authorization as
well as a lack of duplication of effortz. With ten years of experience of
the EAC-MRH work-sharing initiative (2012-2022), this iz the right time
to develop the next “Roadmap for the Future of the EAC-MBH initiative™
{2023-2028) in thiz new African Medicine Agency era. It iz hoped that
the AMA will build on the successes of these regional imitiatives while
addrezzing most of the shortfall: experienced by the NBAz and the
regional harmonizations programme:. If the achievement: of AMBRH are
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uzed az assetz, then these can make a major contribution to the oper-
adonalization of the African Medicines Agency.
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Evaluation of the Effectiveness and
Efficiency of the East African
Community Joint Assessment
Procedure by Member Countries: The
Way Forward

Nancy Ngﬂg 2 Jane Mashingia®, Margareth Ndomondo-Sigonda®, Stuart Walker * and
Sam Salek'*

"Department of Clinlcal and Pharmacautical Scenoss, School of Lk and Medical Saences, Univarsiy of Hetfords hire, Hatfiel,
Uinfied Kingdom, “Afican Linon Development Agercy, New Parieshb for Affca's Develbpment (ALDA-NEPAD),
Johamnezbug, South Afbs, “Eaet Afcan Commundy Secretariat, Anehs, Tanzania, "Centre for innovation in Reguiatony
Sdence London, United Kingdom, “letitute of Madiches Develbpment, Cardlf, Lintted Kingdom

Background: For amost a decade, the East African Community has implemented the
Medicines Regulatory Harmonization (EAC-MBH) programme among its member states to
harmonise technical requirements and standards for medical products regulation, jointhy
conduct scientific review of medical product dossiers to assess safety, efficacy and quality,
inspect pharmaceutical manufacturing sites and streamline decision-making processes.
This initiative enables the cost-effective use of limited resources and efficient and effective
delvery of regulatory semices to be determined, thus instiling tansparency and
accountability in al stakeholders, optimising the pharmaceutical market and economic
development and improving access to safe, high-quality, effective medicines in the region.
The aim of this study was to evaluate the effectiveness and efiiciency of the current
operating model of the EAC-MRH initiative, including challenges faced and to identfy
opportunities for improvement.

Methods: The Process Effectiveness and Efficiency Rating (PEER) guestionnaire, which
was used to identify the benefits, challenges, and suggestions for improving performance
of EAC-MBH initiafive, was completed by assessors reprasenting seven BAC authorities in
the joint assessment procedure. Semi-structured interviews were also carried out to
validate the responses.

Results: This initiaive has been of considerable value as it moves toward achieving its
main objectives of shorter timelines for approval of medicines, information sharing among

Abbreviations: ABREMA, Bunumsdi Food and Medicines Regulatory Authority, Republic of Burundi; AMA, African Medicines
Agency: AU, Afrcan Union; DFCA, Drsg and Food Contrel Authority, Republic of South Sedam EAC, East African
Community; FDA, Rwands Food and Dregs Authority, Republic of Rwands; GMP, good mamusfscturing practice; MRH,
Medicines Regulatory Hamnonizstion; NDA, Natieral Dreg Avthority, Ugands; NRAs, National Medical Regulatory Au-
thorities; PPB, Phammacy and Poisons Boand, Republic of Kenya RECs, megional economic communities SAHPRA, South
African Health Products Regulstory Awthority, TMDA, Tarcania Medicines and Medical Devices Authority; WHO, Wedd
Health Orrganization; ZMDA, Zanzibar Medicines and Medical Devices Awthority, the United Republic of Tancania
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regulators and capacity building for assessments, resulting in quicker access and
increased availability of medicines for patients in the region. Howewver, the key
challenges identified that have hindered effectiveness and efficiency were the lack of a
centralised submission and tracking system; inadeguate human  resources,
manufacturers’ failure to submit the exact same dossier to all countries of interest; lack
of an integrated information management system; lack of information on national medical
regulatory authority or BEAC websites; and challenges in monftoring and tracking
assessment reports.

Coneclusion: The use of a robust information technology system for the central tracking of
EAC products is essential to address the identified challenges and improve regulatory
effectiveness and efficiency. One central point for payment is nesded to expedite the
procass and to ensure transparency and the availability of information on decision making
on national and regionalwebsites. Other key strategies for enhancement include improving
the capacity of assessors, work and information sharing and a coordination mechanism for
the regional joint assessment, with the eventual establishment of a regional medicine
agency.

HKeywords: EAC joint sssessment procedure, East African Community Medicines Regulatory Hamonization,
benefits, challenges, effectivensess, efficlency, joint regulatory assessment

1 INTRODUCTION

The East African Community (EAC) is a regional inter-
governmental organization of seven national medicines
regulatory authorities (NRAs) consisting of six partner states,
namely the Republic of Burundi, Republic of Kenya, Republic of
Uganda, Republic of Rwanda, Republic of South Sudan and the
United Republic of Tanzania. The United Republic of Tanzaniais
composed of the Tanzania Mainland and Tanzania Zanzibar,
According to the EAC-MPBH Secretariat 2021 report, all seven
agencies have been benchmarked by WHO. One out of the seven
NPRAs is still working towards attaining Maturity Level 1, Four
NRAs are at Matority Level (ML) 1 and one NRA has attained
ML3. All the seven agencies are at different levels of
implementation of their Institutional Development FPlans to
improve their matorty levels. No NBA in the region currently
has PIC/S membership, although the NDA of Uganda is
preparing to apply for membership. No NRA has observer
status in the ICH. Furthermore, TMDA, NDA, PPB, and
Bwanda FDA have provided assessors for the WHO PQ
medicines assessments (Copenhagen sessions). In addiion,
inspectors from NDA Uganda have worked under the WHO
P} Rotational Fellowship for Inspections.

Countries in this region have experienced the circulation of
substandard and falsified medicines (Ndomondo-Sigonda et al,
2020). Currently, the prevalence of these products in Africa is
estimated at 25%-30% and represents a major threat o public
health, negatively impacting the growth of the African
pharmaceutical sector and its overall contribution to economic
development and resulting in numerous deaths (Mdomondo-
Sigonda et al., 2020). According to Roth and colleagnes, about
10% of medicines in low- and middle-income countries are
substandard and falsified and the lack of imely access w good

quality and effective medicines has been a major challenge in
Africa (Roth et al, 2018).

The review and registration of medical products is one of the
key functions of regolatory authorties that influences access to
medical products (Sithole et al, 2021a). There are several
bottlenecks that impact the registration of medical products in
African countries by pharmaceutical companies (Narsai et al,
2012). One of these is the lack of capacity, in which 30% of NR.As
do not have the necessary expertise to conduct key regulatory
functions (Keyter et al, 2020a). Hence, there is a need to
strengthen medicines regulatory systems in this continent.

Given the capacity differences in regulating medical products in
African Member States, it is important to note that the African
Union (AU) Member States and Regional Economic Communities
(RECs) are making significant efforts to improve access to safe,
quality, and efficadous medical products through strengthening
and harmonising medicines regulatory systems. Studies show that
the reluctance from companies manufacturing medical products to
register their products in African markets is one of the major
factors ddaying access to medidnes (Sillo et al,, 2020). Reasons for
this rd uctance is due o the lengthy application process, the time,
expense, and effort needed for this registration process in each
WRA (Sillo et al, 2020). To improve access to safe, quality and
effective medical products, the EAC joint assessment project was
established in 2012, to assistin facilitating the market authorisation
application process for manufacturers through a fster review of
applications in the region

A key strategy proposed by Roth and colleagues is to leverage
convergence and reliance efforts (Roth et al., 2018). According to
the Centre for Innovation in Regulatory Science, many NREAs are
now using reliance as a mechanism to minimise duplication,
maximise limited resources, build capacity and improve timely
access to safe, high-quality, effective medical products (CIRS,
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