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Abstract

Background Despite the worldwide need for increased access to safe and effective medicines, there is a lack of innovative
medicines in many low- to middle-income countries. On the African continent, this is partly due to capacity limitations of
National Regulatory Authorities (NRAs). One important approach to address this issue is work sharing and regulatory reli-
ance. Therefore, the aim of this study of regulatory authorities on the African continent was to identify which risk-based
approaches are being used as well as their foreseen role in the future.

Methods The study employed a questionnaire to identify which risk-based models are used for the regulatory approval of
medicines and to determine which frameworks are in place to enable a risk-based approach, as well as to provide insight into
the future direction for risk-based models. The questionnaire was sent electronically to 26 NRAs in the African Continent.
Results Twenty-one authorities (80%) completed the questionnaire. Work sharing was the most commonly used model, fol-
lowed closely by unilaterial reliance, information sharing, and collaborative review. These methods were perceived to be an
effective and efficient use of resources, enabling faster medicine availability for patients. The unilateral reliance approach by
the authorities included abridged (85%), verification (70%) and recognition (50%) models for a range of products. However,
challenges included a lack of guidelines to undertake a reliance review together with resource constraints, while access to
assessment reports was the most common barrier to using a unilateral reliance model.

Conclusions Many authorities in Africa have adopted a risk-based approach to medicines registration and created work
sharing, unilateral reliance pathways and regionalisation models to facilitate the availability of medicines. The authorities
believe that in future, assessment routes should move from stand-alone reviews to risk-based models. However, this study
indicated that there would be challenges to implement this approach in practice, which would include improving resource
capacity and the number of expert reviewers as well as implementing electronic tracking systems.

Limitations in regulatory capacity and experience stand
as a barrier to the expedient availability of innovative
medicines to the people of the African continent.

To surmount this barrier, many African countries have

developed risk-based methods for regulatory review to ensure

they are effectively using available resources and expertise

04 Stuart Walker within the authority that avoid duplication and focus regula-
swalker @clarivate.com tory efforts and resources where they are most needed. This

includes work sharing, unilateral reliance, information sharing

and collaborative review as part of their regulatory toolkit.
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2 Medicines Control Authority of Zimbabwe, Harare, Results of this questionnaire-based study of 21 African
Zimbabwe regulatory authorities show that use of these methods

3 African Union Development Agency-New Partnership has resulted in increased efficiency and experience in the
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1 Background

Despite the growing worldwide need for increased access
to safe and high-quality health technologies and medicines,
there is a lack of innovative medicines in many low- to mid-
dle-income countries. On the African continent, this lack is
partly due to to the capacity limitations of national regula-
tory authorities (NRAs) [1].

To address the challenges of a globalised market while
navigating through complex supply chains, NRAs are focus-
ing on making the best use of the available human and finan-
cial resources; however, major disparities in the regulatory
capacity of NRAs exist between low- and high-income
countries [2, 3]. According to the World Health Organi-
zation (WHO), almost 30% of NRAs do not have the ade-
quate expertise, quality management systems, or necessary
resources to undertake core regulatory functions [4]. In such
a regulatory landscape, and especially in resource-limited
settings, there is increased awareness of the need for regula-
tors to work together to maximise their use of resources and
avoid duplication of work.

One important approach to national and international
collaboration and work sharing is regulatory reliance, a
mechanism to strategically elevate regulatory capacity,
increase the availability of medicines, and optimise the use
of resources. According to the WHO, regulatory reliance is
defined as “the act whereby an NRA in one jurisdiction may
take into account and give significant weight to assessments
performed by another authority or trusted institution, or to
any other authoritative information in reaching its own deci-
sion. The relying authority remains independent, responsible
and accountable regarding the decisions taken, even when it
relies on the decisions and information of others” [5].

In other words, regulatory reliance leverages the out-
put of other regulators whenever possible while placing a
greater focus at the national level on value-added regulatory
activities.

1.1 African Region Initiatives

Multiple initiatives are ongoing to work toward the timely
registration of safe and efficacious new medicines in African
markets and the reliable availability of these medicines to
help deal with the disease burden on the continent. WHO
Prequalification (WHO PQ) Guidelines for submission of
documentation for a multisource (generic) finished prod-
uct and preparation of product dossiers in common techni-
cal document format [6] have been adapted or adopted for
use by many low- and middle-income countries in the last
decade. The Common Technical Document (CTD) format
has facilitated the harmonisation of medicines registra-
tion requirements, work sharing and joint reviews on the
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African continent [7, 8]. Collaborative regional legislative
and authority efforts continue to drive regulatory harmoni-
sation throughout Africa to increase the safety and speed of
clinical trials [7, 8].

Established in 2009, the African Medicines Regula-
tory Harmonisation (AMRH) initiative is the driving force
behind the harmonisation of medicines regulation in Africa
[7-9]. The AMRH works through regional economic blocks
recognised by the African Union, such as the Southern
African Development Community (SADC), East African
Community (EAC), and the Economic Community of West
African States (ECOWAYS) [1, 8]. The SADC collabora-
tive medicines registration initiative ZaZiBoNa, formally
endorsed by the SADC Health Ministers in 2014 [10, 11],
is a successful regional work-sharing initiative on the Afri-
can continent—its harmonisation programme was launched
in June 2015. The appellation ZaZiBoNa is derived from
the first four countries involved in this initiative, namely
Zambia, Zimbabwe, Botswana and Namibia. The initiative
is progressing well, with 342 applications received to date,
283 reviews completed, and 153 of these recommended for
registration at the national level. It takes about 10 months to
receive a recommendation under ZaZiBoNa and, on average,
100 days from regional recommendation to national registra-
tion [11]. The median time to recommendation achieved by
ZaZiBoNa is much shorter than the timelines reported by
some of the participating countries for their national proce-
dures [12, 13].

Working with the African Union Commission, the
African Union Development Agency-New Partnership for
Africa’s Development (AUDA-NEPAD) and other partners,
Rwanda became the first country to ratify the treaty for the
establishment of the African Medicines Agency (AMA).

Under the EAC joint assessment procedure, 84 applica-
tions for the registration of medicines have been received, 77
evaluated, and 33 recommended for registration [13]. Cur-
rently, it takes about 9 months to receive a recommendation
under the EAC procedure. The AUDA-NEPAD is working
with the EAC to generate timely and reliable post-recom-
mendation timelines for this procedure at the national level.

In addition, the Steering Committee for ECOWAS
regional regulatory harmonisation initiative finalised its
regional joint assessment procedure in 2019. The process
gives a single filing offering access to the 350 million popu-
lation of ECOWAS [14, 15].

1.2 Risk-Based Models in the African Region

Healthcare regulators are increasingly adopting risk-based
approaches to define the reliance model for registration of
medicines and achieve the best regulatory outcomes. In
developing risk-based regulatory models, they are effectively
using their available resources and expertise, which avoids
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duplication and focuses regulatory efforts and resources
where they are most needed. In addition to the already
established reliance pathways such as ECOWAS-Medicines
Regulatory Harmonisation (MRH), EAC, and ZaZiBoNa in
Africa, many regulatory authorities have adopted risk-based
approaches of reliance models since the onset of the corona-
virus disease 2019 (COVID-19) pandemic. Commonly used
risk-based reliance models followed in different countries
include parallel collaborative, work share, joint assessment,
centralised evaluation for a group of countries or region, and
unilateral reliance approaches [16, 17].

Growing interest in fulfilling unmet needs in the regula-
tory landscape have resulted in an increasing interest in the
assessment of various risk-based reliance models and meth-
ods to increase their effectiveness and efficiency. Accord-
ingly, a study of regulatory authorities in the African conti-
nent has been carried out to examine the utility of risk-based
programmes implemented in Africa with a view to improv-
ing their effectiveness moving forward.

1.3 Study Objectives
The aims of this study were to:

e identify which risk-based models authorities have been
using for the regulatory approval of medicines;

e determine which frameworks regulatory authorities have
in place to undertake or enable a risk-based approach;

e provide insight into the future direction for risk-based
models.

2 Methods

2.1 Risk-Based Approaches to Medicines
Registration Regulatory Authority Study

A questionnaire was designed to assess risk-based
approaches to medicines registration in authorities in
Africa. A pilot study was carried out with authorities from
three African regions (SADC, EAC, ECOWAS) to ensure
the content validy of the questionnaire. This included the
following questions: Did you find the questions, clear and
straightforward? Did you find the questions relevant to the
aims and objectives of the study? Did you find any rel-
evant questions missing? Did you find any questions that
should be excluded? Did you find the questionnaire useful
to reflect your experience of this important topic. The vali-
dated questionnaire was distributed in May 2022 to the regu-
latory authorities of the participating countries in Africa.
The questionnaire was designed to examine experiences
with risk-based approaches to medicines registration (col-
laboration, information sharing, work sharing, and unilateral

reliance models mechanisms) as encountered by the regula-
tory authorities in the African continent. The questionnaire
consisted of four parts: Part A: Background (Models used);
Part B: Unilateral reliance; Part C: Work share; and Part D:
Future direction (see electronic supplementary material).

2.2 Part A: Background

The background section of the questionnaire determines
which risk-based/reliance approaches are employed by
authorities in Africa: unilateral reliance; work sharing; infor-
mation sharing with other regulatory authorities to cooperate
on regulatory issues; collaborative review; or stand-alone
evaluation that includes sharing expertise and information
with other authorities reviewing the same medicine.

2.3 Part B: Unilateral Reliance

The unilateral reliance section of the questionnaire deter-
mines whether the authority leverages the assessments of
another authority through use of abridged, verification or
recognition reviews. The type of unilateral reliance model
is also determined, such as an abridged review focusing
on local benefit-risk assessment, a verification review in
which the authority only verifies that the medicine is the
same as that approved by a reference authority, or a recog-
nition review, in which the authority recognises a medicine
approved by a reference authority. Further information is
also obtained as to what activities/systems/frameworks the
authority has in place for each review type, such as legal
framework, strategy, transparent internal or published crite-
ria and guidelines, standard operating procedures, or assess-
ment templates specific to the review and for which products
a unilateral reliance model could be utilised (generics, chem-
ical entities, biological/biotechnology, biosimilars, as well
as priority/essential medicines or COVID-19 treatments).

In addition, authorities were requested to specify which
reference authorities are used, or if they have a memoran-
dum of understanding (MOU) in place, as well as what
challenges they face in accessing the unredacted assessment
reports of recognised reference authorities such as WHO
PQ; the Pan American Health Organization (PAHO); United
States Food and Drug Administration (US FDA); European
Medicines Agency (EMA); Pharmaceuticals and Medical
Devices Agency (PMDA), Japan; Medicines and Healthcare
Products Regulatory Agency (MHRA), UK; Health Can-
ada; Therapeutic Goods Administration (TGA), Australia:
Swiss Agency for Therapeutic Products; or Health Sciences
Authority (HSA), Singapore.

Additional questions in this section related to the per-
ceived top three key incentives/benefits to the authorities
for employing a unilateral reliance model, such as the faster
availability of medicines for patients, effective/efficient use
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of resources, quality of decision-making practices, build-
ing regulatory capacity through improved authority knowl-
edge and experience, or increased alignment of technical
guidelines and registration processes. Authorities were also
asked to indicate which challenges were faced in utilising a
reliance model, such as buy-in from management, resource
constraints, lack of experience, access to assessment reports,
lack of guidelines to undertake a reliance review, or lack of
a legal framework.

2.4 Part C: Work-Share Model

This section of the questionnaire examines whether an
authority is part of a centralised/regional model (Rappor-
teur/ Co-Rapporteur) or responsible for reviewing part of
a dossier within a work-share model. The responders were
requested to provide the names of the work-share model(s)
in which each authority participated; for example, Zazibona,
EAC or ECOWAS and what types of work-share review
it uses, i.e. full review of the whole dossier as one of the
assessment authorities (either as a first assessment or second
assessment), or full assessment of one part of the dossier, for
example safety, quality or efficacy.

Authorities were also asked which work-share activities/
systems/frameworks they have in place; for example, legal
framework, strategy, transparent published or internal cri-
teria and guidelines, standard operating procedures, or an
assessment template specific to work sharing.

They also indicated which products were the subject for
a work-share model (generics, chemical entities, biological/
biotechnology, biosimilars, priority/essential medicines,
COVID-19 treatments), as well as the top three incentives
for the authority participating in a work-share model, such
as faster availability of medicines for patients, effective/
efficient use of resources, improvement in the quality of
decision making, building regulatory capacity, or increased
alignment of technical guidelines and registration processes.
Finally, details of challenges authorities faced in utilising
a work-share model such as buy-in from management,
resource constraints, lack of experience, or access to assess-
ment reports were documented.

2.5 Part D: Future Direction

This section of the questionnaire reviews what the authori-
ties believe would be the role of different assessment models
for medicines within their jurisdiction in 5 years’ time. The
suggested types of review models include global collabo-
ration on reviews by sharing expertise but undertaking an
independent review, work share either regional (within the
same region) or pan-regional (across different countries in
different regions), unilateral reliance, information sharing
only or stand-alone review.
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3 Results
3.1 Study Participants

Among the 26 African countries selected from the three
regions to take part in the study, 21 countries (80%)
responded, i.e. Botswana, Burkina Faso, Burundi, Congo,
Ethiopia, Ghana, Ivory Coast, Liberia, Mozambique,
Namibia, Nigeria, Senegal, Sierra Leone, South Africa,
South Sudan, Tanzania, Uganda, Togo, Zambia, Zanzibar
and Zimbabwe.

The responding authorities were requested to share their
experiences on the specific risk-based/reliance approaches
the authorities had in place at the time of the survey and the
type of information-sharing activity in which they had par-
ticipated, and whether they had been a part of a parallel or
collaborative evaluation process. For clarity, the outcomes of
this study are provided in four parts: background, unilateral
reliance, work-sharing model and future direction.

3.2 Part A: Background
3.2.1 Type of Risk-Based Approaches

All participating NRAs (21) mentioned that they had been
part of a centralised/regional model (Rapporteur/Co-Rap-
porteur) or been responsible for reviewing a section of a
dossier within a work-share initiative, closely followed by
20 of 21 (95%) authorities highlighting unilateral reliance as
one of the most used models. Seventeen of 21 participating
NRAs (81%) indicated that they had participated in an infor-
mation-sharing activity with other regulatory authorities to
cooperate on regulatory issues; for example, via bilateral or
multilateral arrangements with other countries or as part of a
network, such as International Coalition of Medicines Regu-
latory Authorities. Thirteen authorities (62%) reported that
they have conducted or been part of a collaborative review
process in which the authority undertook a stand-alone
evaluation but shared expertise and information with other
authorities reviewing the same medicine at the same time.

3.3 Part B: Unilateral Reliance

3.3.1 Abridged Review as the Preferred Type of Unilateral
Reliance Model

In response to the question as to the type of unilateral reli-
ance model employed, 17 of 20 authorities answering this
question (85%) indicated abridged reviews, while 14 (70%)
and 10 authorities (50%) revealed that they employed verifi-
cation and recognition review processes, respectively. Seven
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authorities reported employing all three types of review
processes.

Responses to whether the authorities had a legal frame-
work in place, a strategy for undertaking different types
of reliance mechanisms, transparent internal and external
guidelines, standard operating procedures, or an assessment
template specific to the type of review are shown in Table 1.
Eleven of 17 NRAs (64%) that followed an abridged review
process reported having an appropriate legal framework,
while 7 of 14 NRAs (50%) who followed the verification
review and 5 of 10 NRAs (50%) who followed recognition
review had adequate legal frameworks in place. Four NRAs
had all the required activities/framework in place to imple-
ment an abridged review (Ghana, South Africa, Zimbabwe,
Ethiopia) and and five NRAs had all the required activites/
framework for implementing a verification review (Ghana,
South Africa, Ethiopia, Nigeria, Zimbabwe). Two countries
(Ghana, Ethiopia) had all the required activities/framework
for implementing a recognition review (Table 1).

For those authorities employing abridged, verification
and recognition review-based reliance models, 88, 86, and
70% of authorities, respectively, reported that unilateral
models were being utilised for generic products (Table 2).
Chemical entities and priority/essential medicines were con-
sidered for unilateral reliance by 94% of NRAs adopting
abridged reviews (Table 2).

3.3.2 External Reference Authorities Utilised by Regulatory
Authorities

This study identified the reference authorities considered by
the regulatory authorities in the African jurisdictions and

Table 1 Existing activities/systems/frameworks for each review type

the availability of an MOU with these reference authorities.
Although a number of reference authorities can be utilised,
for this cohort of countries, 95% of the participating NRAs
selected WHO PQ as a reference authority on which reli-
ance would be placed, while 70% of NRAs reported that
reliance was based on EMA and US FDA approvals. MOUs
do not appear to be consistently used: 47% of those authori-
ties selecting WHO PQ indicated that they have MOUs in
place, but only 7% use MOUs for the EMA and US FDA.
The authorities indicated the challenges they faced in access-
ing unredacted assessment reports from the respective rec-
ognised reference authorities, with fewer challenges being
reported in obtaining assessment reports for WHO PQ prod-
ucts (11%, 10%), but with more reported for the EMA (43%)
and US FDA (50%).

Table 2 Products for which a unilateral model is utilised

Type of product Review type
Abridged [n = 17]  Verifi- Recog-
cation nition
[n=14] [n=10]
Generics 15 (88) 12 (86) 7 (70)
Chemical entities 16 (94) 10 (71) 7 (70)
Biological/biotechnology 15 (88) 12 (86) 7 (70)
Biosimilars 14 (82) 12 (86) 8 (80)
Priority/essential medi- 16 (94) 11 (78) 7 (70)
cines
COVID-19 treatments 14 (82) 12 (86) 8 (80)
All 13 (76) 10 (71) 7 (70)

Data are expressed as n (%)
COVID-19 coronavirus disease 2019

Activity Review type

Abridged [n = 17]

Verification [n = 14] Recognition [n = 10]

Legal framework 11 (64)
Strategy 8 (47)
Transparent internal criteria and guidelines 12 (71)
Transparent published criteria and guidelines 8 (47)
Standard operating procedures 13 (76)
Assessment template—specific to the review 13 (76)
All of the above 4 (24)

Ghana, South Africa, Zimba-

bwe, Ethiopia

7 (50) 5 (50)
8 (57) 5(50)
11 (79) 5(50)
5(36) 5(50)
10 (71) 6 (60)
10 (71) 6 (60)
4(28) 2(20)

Ghana, South Africa,* Zimbabwe,
Ethiopia, Nigeria

Ghana, Ethiopia

Data are expressed as n (%)
SAHPRA South African Health Products Regulatory Authority

2Only one authority (SAHPRA) acknowledges ‘verified review’ as a possible review approach, but only applies it in terms of internal verifi-
cation, i.e. verification against prior work done by SAHPRA. ‘True verification review’, i.e. in relation to prior work done by other reference
authorities, has not yet been implemented as such and SAPHRA data have not been included in the above table
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3.3.3 Incentives/Benefits to Undertake Unilateral Reliance

The perceived top three incentives/benefits for the regulatory
authorities to undertake a unilateral reliance were effective
and efficient use of resources, faster availability of medi-
cines for patients and regulatory capacity building through
improved authority knowledge and expertise, although these
were not always measured (Fig. 1).

3.3.4 Challenges Faced by Regulatory Authorities
in Utilising a Reliance Model

For the majority of authorities, access to assessment
reports was a key challenge. Other challenges were lack of
a legal framework, constrained resources, lack of guidance
to undertake a reliance review, and a lack of experience.
In addition, a lack of awareness on the part of applicants/
sponsor in utilising the unilateral reliance pathway, lack of
MOU s, and resistance from experts responsible for dossier
review were also mentioned.

3.4 Part C: Work-Share Model

Seventeen of 19 authorities (89%) who responded to a
question about the work-share model indicated that they
carry out a full review of the whole dossier, either as a first
or second assessment, while 11 authorities (58%) indicated
that they conduct a full assessment of a part of the dos-
sier; for example, safety, quality or efficacy; 9 authorities
(47%) reported that they conduct both types of review. The

Key Incentives/Benefits Top Three (20)

Effective/efficient use of
resources

Faster availability of medicines
for patients

Builds regulatory capacity
through improved agency
knowledge and experience

Quality of decision making is
improved

Increased alignment of technical
guidelines, registration
processes

0 2 4 6 8 10 12

14

authorities indicated that they have a work-share model in
place and the responses mirrored the insights generated
from the unilateral reliance model, where 11 (58%) have
a legal framework, 9 (47%) a strategy, transparent inter-
nal [12 (63%)] and external guidelines [10 (52%)], and
13 (68%) have standard operating procedures, whereas 15
(78%) had an assessment template specific for the type of
review. Four authorities (Tanzania, Ghana, South Africa
and Ethiopia) reported that they have all of these activities/
frameworks in place.

A number of the 19 authorities stated that the work-share
model can be utilised for generic products (74%), chemical
entities (84%), biological/biotechnological products (79%),
biosimilars (74%), essential and priority medicines (89%),
and COVID-19 treatment products (68%).

The perceived key incentives/benefits for the regulatory
authorities to participate in a work-share model included
regulatory capacity building through improved authority
knowledge and experience, effective and efficient use of
resources, faster availability of medicines for patients, and
improved quality of decision making (Fig. 2). According
to the responses from 19 authorities, the major challenges
faced with the work-share model were resource constraints,
difficulties in accessing assessment reports, a lack of experi-
ence, and buy-in from management, while other challenges
mentioned were competing for resources with national work,
a lack of expertise in certain areas, e.g assessment of clinical
trial data, short timelines for making available the assess-
ment reports, and a lack of guidelines to undertake work-
share review.

Measured (20)

16 18 20 0 2 4 6 8
Respondents, n

Fig. 1 Top three key incentives/benefits to undertaking a unilateral reliance strategy

A\ Adis



Risk-Based Medicines Registration in Africa

257

3.5 Part D: Future Directions

3.5.1 Role of Different Types of Assessment Models
for Medicines within the African Jurisdiction in 5
Years' Time

The responding authorities’ insights into the future direction
for risk-based models in the jurisdictions of Africa is shown
in Fig. 3. The activities were categorised into stand-alone
review; no other activity apart from information sharing;
unilateral alliance; work share, either within regional or
pan-regional; and global collaboration on reviews by shar-
ing expertise but undertaking an independent review. The
authorities would like to see fewer stand-alone reviews along
with global collaboration as the ideal approach, but this may
be challenging to implement in practice.

Key incentives/benefits Top Three (19)

Builds regulatory capacity
through improved agency
knowledge and experience

Effective/efficient use of
resources

Faster availability of medicines
for patients

Quality of decision making is
improved

Increased alignment of
technical guidelines,
registration processes

0 2 4 6 8 10 12 14 1

4 Discussion

Authorities in this study have adopted a number of risk-
based approaches to medicines registrations to facilitate
vaccine and treatment rollout. Many pathways had been
established pre-pandemic in Africa with ECOWAS-MRH,
EAC-MRH, and ZaZiBoNa, and all the authorities that
responded to the questionnaire were part of one of these
work-sharing initiatives as well utilising unilateral reliance
reviews. However, there is an increasing interest in making
these routes more effective and efficient in the future as well
as understanding what other risk-based routes authorities
have as part of their regulatory toolkit.

This study reports the outcomes obtained for the types
of risk-based approaches authorities have in place for

Measured (19)

6 18 20 0 2 4 6 8 10 12 14 16 18 20

Respondents, n

Fig.2 Top three incentives/benefits in a work-share model

Fig. 3 Role of different types Types of assessment n =21
of assessment model in 5 years’

time. Note: Authorities were Sta.nd-alone

asked what they thought would review

happen in practice versus what

they would like to see happen in Information sharing only,
an ideal world no other activity

Unilateral reliance

Workshare either regional (within
the same regions) or pan region

Global collaboration on reviews by
sharing expertise but undertaking
an independent review

Main Route mCase by Case Not used routinely ®Not answered
Ideal | I

In Practice I I
Ideal ] I

In Practice I
Ideal .| I

In Practice .| I
Ideal ]

In Practice -
Ideal IS .

In Practice .| -

Respondents, n
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registration of medicines in Africa. Twenty-six authorities
were given the opportunity to address these issues and 21
authorities (80%) responded. The results emphasised that
all authorities were part of a work-share model with 20/21
authorities also having implemented a unilateral reliance
model, and the majority engaging in information sharing
and collaborative review. In terms of unilateral reliance
models, authorities have, in the main, implemented an
abridged model, with a number of authorities also under-
taking more than one approach by also having verification
and recognition review models. Seven authorities were
found to have all three models as part of their regulatory
toolkit. These models were used for product types includ-
ing generics, chemical entities, biologicals, biosimilars
and essential medicines as well as COVID-19 treatments.
Effective/efficient use of resources and faster medicines
availability for patients as well as the opportunity to build
regulatory capacity were regarded as the key benefits of
undertaking unilateral reliance or a work-sharing model.
Access to unredacted assessment reports was the most
common barrier to using a unilateral reliance model,
while the lack of a legal framework and resource con-
straints were also major challenges. As authorities develop
their reliance models, it is important that they consider
the WHO Good Reliance Practices (GRelP) guidelines or
principles [4]. This guideline promotes a more efficient
approach to regulations, thereby improving and expedit-
ing access to quality-assured, effective and safe medical
products, and underlines key regulatory principles such as
sovereignty of decision making, transparency of process,
respect of national and regional legal bases, as well as
consistency and competence. This study suggests more
work is needed in a number of these areas by authorities,
utilising both unilateral reliance and work-share models;
for example, in regard to having transparency of internal
and external guidelines.

One of the areas highlighted as a challenge for unilat-
eral reliance models is the ability to access the assess-
ment reports of reference authorities, although a number
of authorities do provide public assessment reports and the
benefits that regulatory authorities derive from these would
include building regulatory capacity, as reported by Papatha-
nasiou and colleagues [18]. However, for some authorities,
public assessment reports are perceived not to have all the
information pertinent to leveraging the reference author-
ity decision and therefore may seek unredacted assessment
reports [4]. The importance of having online access to public
assessment reports during the COVID-19 pandemic needs to
be emphasised at this time. Authorities in Africa relied on
the Status of COVID-19 vaccines within the WHO EUL/PQ
evaluation process database for critically needed informa-
tion to make timely regulatory decisions during the peak of
the pandemic [19].
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The authorities had the opportunity to comment on the
different types of assessment models that they would like
to see in place in 5 years’ time. In general, the authorities
suggested that there should be fewer stand-alone reviews,
while global collaboration on reviews by sharing expertise
but undertaking an independent review was considered to
be the ideal.

Overall, results of this study support previous recom-
mendations made by Keyter and associates [20], including
the need to continue placing reliance on trusted reference
authorities that have met the requirements of standard-
ised regulatory benchmarking tools, with verification that
applications submitted to national or regional authorities
are materially the same as those submitted by a reference
authority. In addition, a survey among 17 NRA members
of the International Pharmaceutical Regulators Programme
(IPRP) showed that reliance is increasingly being used
for medical product oversight, in areas such as market-
ing authorisations and good manufacturing practices [21],
with the view that such activities enable better resource use
within authorities and should facilitate earlier access to safe,
effective medicines that are quality assured. Indeed, reli-
ance in regulatory practice should encourage comprehensive
exchange of information among the regulatory authorities.

The key to moving forward is fostering a common under-
standing of the application of reliance and mutual recogni-
tion procedures among NRAs, which would contribute to
transparency around regulatory decision making [22]. The
authorities in this study recommended that there should be
a follow-up evaluation of how the difficulties of obtaining
unredacted assessment reports might be addressed in the
future, and an exploration of what is being done in practice,
particularly in countries with strong regulations, and how
best to encourage inter-authority exchange of information.

5 Conclusions

Many authorities in Africa have adopted a risk-based
approach to medicines registration and created work shar-
ing, unilateral reliance pathways and regionalisation models
to facilitate the availability of medicines. The authorities
responding to this study believe that in future, assessment
routes should move from stand-alone reviews to risk-based
models; however, challenges to implement this approach in
practice are anticipated.

Supplementary Information The online version contains supplemen-
tary material available at https://doi.org/10.1007/s40290-023-00472-0.

Acknowledgements The authors wish to thank the following. The
ZaZiBoNa Authorities of the Botswana Medicines Regulatory Author-
ity (Stephen Ghanie and Ntsetselele Kago); Direction de la Pharmacie
and du Médicament, Health Ministry of the Democratic Republic of


https://doi.org/10.1007/s40290-023-00472-0

Risk-Based Medicines Registration in Africa

259

Congo (Donatien Kabamb Kabey and Laurent Tshimpaka); Pharmacy
Medicines and Poisons Board of Malawi (Charles Chimenya and Edwin
Chipala); National Medicines Regulatory Authority of Mozambique
(Tania Sitoie and Nazalia Macuvele); Namibia Medicines Regula-
tory Council in the Ministry of Health (Johannes Gaeseb and Johanna
Wilbard); South African Health Products Regulatory Agency (Boitu-
melo Semete and Mphako Brighton Ratlabyana); Tanzania Medicines
and Medical Devices Authority (Adam Fimbo and Alex Juma); Zam-
bia Medicines Regulatory Authority (Makomani Siyanga and Rona
Njovu) ;and the Medicines Control Authority of Zimbabwe (Richard
Rukwata and Grace Matimba). The EAC Authorities including Ph
Mbonyingingo Dedith (Director General) and Habonimana Rémy
(Head of Registration of Medicines and Cosmetics), Burundi Food and
Medicines Regulatory Authority (ABREMA), Bujumbura, Burundi;
Fred Siyoi (CEO), Peter Mbwiiri Ikamati (Deputy Director, Direc-
torate of Product Evaluation and Registration), Kenya Pharmacy and
Poisons Board (KPPB), Nairobi, Kenya; David Nahamya (Secretary to
the Authority), Andrew Okello Okonye (Principal Regulatory Officer,
Medicines), National Drug Authority (NDA), Kampala, Uganda;
Burhani Simai (Executive Director), Sabrina Ahmada (Head of the
Medicine Registration Division), Zanzibar Medicines and Medical
Devices Agency (ZMDA), Zanzibar, Tanzania; Mawien Atem (Head
of Agency), Ikarat Julia Joseph Ojukwu (Regulatory Officer), Drug and
Food Control Authority (DFCA), Juba, South Sudan; Emile Bienvenu
(Director General), Clarisse Irasabwa (Drugs and Health Technologies
A&R Manager), Rwanda Food and Drugs Authority (RFDA), Kigali,
Rwanda; Adam Fimbo (Director General), Felchism Apolnary (Ag.
Manager-Medicines Registration), Tanzania Medicines and Medical
Devices Authority (TMDA), Dar Es Salaam, Tanzania. The WAHO
and WA-MRH Authorities of the National Pharmaceutical Regula-
tory Agency-Burkina Faso (Natacha Toe and Aminata Nacoulma);
Ministry of Public Health—Republic of Cote d’Ivoire (Christian
Doudouho and Coulibaly Asane); Food and Drugs Authority, Ghana
(Samuel Asante- Boateng and Delese Darko); National Agency for
Food and Drug Administration and Control—The Federal Republic
of Nigeria (Uchenna Moronu and Christianah Adeyeye); Ministry of
Health and Social Welfare—Republic of Senegal (Ndiaye Rokhaya and
Yerim Diop); Pharmacy Board of Sierra Leone (Joy Lasite and James
Komeh); and the Directorate of Pharmacy, Medicine and Laborato-
ries—Togo (Kliko Folly and Atany Nyansa). Copy editing support was
provided by Editage, Cactus Communications.

Declarations

Conflict of interest Neil McAuslane, Magda Bujar, Tariro Sithole,
Nancy Ngum, Mercy Owusu-Asante, and Stuart Walker have declared
no potential conflicts of interest with respect to the research, author-
ship, and/or publication of this article.

Funding This research was supported by an unrestricted grant from
the Bill and Melinda Gates Foundation.

Author contributions NMcA designed the study, collected and ana-
lysed the data, and reviewed the draft of the manuscript. MB designed
the study and reviewed subsequent drafts of the manuscript. TS, NN
and MOA reviewed the draft manuscript. SW designed the study, inter-
preted the results, and reviewed subsequent drafts of the manuscript.
All authors contributed to the article and approved the submitted ver-
sion.

Ethics approval Not applicable.
Consent to participate Not applicable as participation in this audit

study was voluntary and study respondents were informed of the
study’s purpose.

Consent for publication Not applicable.

Availability of data and material Not applicable.

Code availability Not applicable.

References

10.

11.

Ndomondo-Sigonda M, Miot J, Naidoo S, et al. Medicines reg-
ulation in Africa: current state and opportunities. Pharm Med.
2017;31:383-97. https://doi.org/10.1007/s40290-017-0210-x.
Ngum N, Mashingia J, Ndomondo-Sigonda M, Walker S, Salek S.
Evaluation of the effectiveness and efficiency of the East African
Community joint assessment procedure by member countries: the
way forward. Front Pharmacol. 2022;13: 891506. https://doi.org/
10.3389/fphar.2022.891506.

Sithole T, Mahlangu G, Walker S, Salek S. Regulatory authority
evaluation of the effectiveness and efficiency of the ZaZiBoNa
collaborative medicines registration initiative: the way forward.
Front Med. 2022;9: 898743. https://doi.org/10.3389/fmed.2022.
898743.

Azatyan S. Good reliance practice: accelerating access to quality-
assured health products. Presented at the Centre for Innovation in
Regulatory Science Workshop, Singapore, 27-28 March 2019.
Auvailable at: https://www.cirsci.org/publications/2019-workshop-
report-optimising-the-regulatory-review-process-by-evaluating-
performance-and-addressing-good-reliance-practices/. Accessed
14 Dec 2022.

World Health Organization. Good reliance practices in the regula-
tion of medical products: high level principles and considerations
Annex 10 in WHO Expert Committee on Specifications for Phar-
maceutical preparations: fifty-fifth report. Geneva: World Health
Organization; 2021 (WHO Technical Report Series, No. 1033).
Available at: https://apps.who.int/iris/bitstream/handle/10665/
340323/9789240020900-eng.pdf Accessed 14 Dec 2022.

World Health Organization. Guidelines on submission of docu-
mentation for a multisource (generic) finished product. General
format: preparation of product dossiers in common technical
document format. Annex 15 in Technical Report Series, No
961. 2011. Available at: http://apps.who.int/iris/bitstream/han-
dle/10665/44079/WHO_TRS_961_eng.pdf;jsessionid=44BDA
BBABE4688BE741637BC40A5C4DE?sequence=1. Accessed
14 Dec 2022.

Sithole T, Mahlangu G, Salek S, Walker S. Evaluating the success
of ZaZiBoNa, the Southern African development community col-
laborative medicines registration initiative. Ther Innov Reg Sci.
2020;54:1319-29. https://doi.org/10.1007/343441-020-00154-y.
Mashingia JH, Ahonkhai V, Aineplan N, et al. Eight years of the
East African community medicines regulatory harmonization ini-
tiative: implementation, progress, and lessons learned. PLoS Med.
2020;17: €1003134. https://doi.org/10.1371/journal.pmed.10031
34.

Ndomondo-Sigonda M, Miot J, Naidoo S, et al. The African medi-
cines regulatory harmonization initiative: progress to date. Med
Res Arch. 2018. https://doi.org/10.18103/mra.v6i2.1668.
Southern African Development Community. Overview. South
African Development Community (SADC). 2021. Available at:
https://www.sadc.int/about-sadc/overview. Accessed 14 Dec 2022.
Sithole T, Mahlangu G, Capote V, et al. Evaluation of the review
models and approval timelines of countries participating in
the Southern African development community: alignment and

A\ Adis


https://doi.org/10.1007/s40290-017-0210-x
https://doi.org/10.3389/fphar.2022.891506
https://doi.org/10.3389/fphar.2022.891506
https://doi.org/10.3389/fmed.2022.898743
https://doi.org/10.3389/fmed.2022.898743
https://www.cirsci.org/publications/2019-workshop-report-optimising-the-regulatory-review-process-by-evaluating-performance-and-addressing-good-reliance-practices/
https://www.cirsci.org/publications/2019-workshop-report-optimising-the-regulatory-review-process-by-evaluating-performance-and-addressing-good-reliance-practices/
https://www.cirsci.org/publications/2019-workshop-report-optimising-the-regulatory-review-process-by-evaluating-performance-and-addressing-good-reliance-practices/
https://apps.who.int/iris/bitstream/handle/10665/340323/9789240020900-eng.pdf
https://apps.who.int/iris/bitstream/handle/10665/340323/9789240020900-eng.pdf
http://apps.who.int/iris/bitstream/handle/10665/44079/WHO_TRS_961_eng.pdf;jsessionid=44BDABBABE4688BE741637BC40A5C4DE?sequence=1
http://apps.who.int/iris/bitstream/handle/10665/44079/WHO_TRS_961_eng.pdf;jsessionid=44BDABBABE4688BE741637BC40A5C4DE?sequence=1
http://apps.who.int/iris/bitstream/handle/10665/44079/WHO_TRS_961_eng.pdf;jsessionid=44BDABBABE4688BE741637BC40A5C4DE?sequence=1
https://doi.org/10.1007/s43441-020-00154-y
https://doi.org/10.1371/journal.pmed.1003134
https://doi.org/10.1371/journal.pmed.1003134
https://doi.org/10.18103/mra.v6i2.1668
https://www.sadc.int/about-sadc/overview

260

N. McAuslane et al.

13.

14.

15.

16.

17.

strategies for moving forward. Front Med. 2021;8: 742200. https://
doi.org/10.3389/fmed.2021.742200.

Mukanga D. African Medicines Agency treaty ratification,
regional regulatory harmonization, and joint assessments actively
under way. 2019. Available at: https://globalforum.diaglobal.org/
issue/august-2019/african-medicines-agency-treaty-ratification-
regional-regulatory-harmonization-and-joint-assessments-activ
ely-under-way/. Accessed 14 Dec 2022.

Masekela F. Addressing CMC/quality issues for facilitated pro-
cedures, the ZaZiBoNa experience. Geneva: WHO Collaborative
Procedure Meeting; 2021.

WorldData.info. Members of the ECOWAS: Economic Commu-
nity of West African States. Members of the ECOWAS—Eco-
nomic Community of West African States. Available at: world-
data.info. Accessed 14 Dec 2022.

Owusu-Asante M, Darko Delese M, Walker S, Salek S. Assess-
ment of the effectiveness and efficiency of the West Africa medi-
cines regulatory harmonization initiative by the member coun-
tries. Front Pharmacol. 2022;13:1069345. https://doi.org/10.3389/
fphar.2022.1069345.

World Health Organization. WHO support for medicines regula-
tory harmonisation in Africa: focus on East African Community.
WAHO track inform. WHO Drug Info. 2014;28:11-5.

Sillo H, Ambali A, Azatyan S, Chamdimba C, Kaale E, Kabatende
J, et al. Coming together to improve access to Medicines: the
genesis of the East African community is Medicines regulatory
harmonisation initiative. PLoS Med. 2020;17: €1003133. https://
doi.org/10.1371/journal.pmed.

A\ Adis

18.

19.

20.

21.

22.

Papathanasiou P, Brassart L, Blake P, et al. Transparency in drug
regulation: public assessment reports in Europe and Australia.
Drug Discov Today. 2016;21:1806—13. https://doi.org/10.1016/].
drudis.2016.06.025.

World Health Organization. Status of COVID-19 vaccines within
WHO EUL/PQ evaluation process updated. NEWS 21 September
2022. Available at: https://extranet.who.int/pqweb/sites/default/
files/documents/Status_COVID_VAX_21September2022.pdf.
Accessed 14 Dec 2022.

Keyter A, Gouws J, Salek S, Walker S. The Regulatory review
process in South Africa: challenges and opportunities for a new
improved system. Ther Innov Regul Sci. 2018;52:449-58. https://
doi.org/10.1177/2168479018776649.

Doerr P, Valentin M, Nakashima N, et al. Reliance: a smarter
way of regulating medical products—the IPRP survey. Expert Rev
Clin Pharmacol. 2021;14:173-7. https://doi.org/10.1080/17512
433.2021.1865798.

Gostin LO, Wood AJ, Cuff PA. Regulating medicines in a glo-
balized world with increased recognition and reliance among reg-
ulators: a National Academies Report. JAMA. 2020;324:145-6.
https://doi.org/10.1001/jama.2019.21793.

Springer Nature or its licensor (e.g. a society or other partner) holds
exclusive rights to this article under a publishing agreement with the
author(s) or other rightsholder(s); author self-archiving of the accepted
manuscript version of this article is solely governed by the terms of
such publishing agreement and applicable law.


https://doi.org/10.3389/fmed.2021.742200
https://doi.org/10.3389/fmed.2021.742200
https://globalforum.diaglobal.org/issue/august-2019/african-medicines-agency-treaty-ratification-regional-regulatory-harmonization-and-joint-assessments-actively-under-way/
https://globalforum.diaglobal.org/issue/august-2019/african-medicines-agency-treaty-ratification-regional-regulatory-harmonization-and-joint-assessments-actively-under-way/
https://globalforum.diaglobal.org/issue/august-2019/african-medicines-agency-treaty-ratification-regional-regulatory-harmonization-and-joint-assessments-actively-under-way/
https://globalforum.diaglobal.org/issue/august-2019/african-medicines-agency-treaty-ratification-regional-regulatory-harmonization-and-joint-assessments-actively-under-way/
https://doi.org/10.3389/fphar.2022.1069345
https://doi.org/10.3389/fphar.2022.1069345
https://doi.org/10.1371/journal.pmed
https://doi.org/10.1371/journal.pmed
https://doi.org/10.1016/j.drudis.2016.06.025
https://doi.org/10.1016/j.drudis.2016.06.025
https://extranet.who.int/pqweb/sites/default/files/documents/Status_COVID_VAX_21September2022.pdf
https://extranet.who.int/pqweb/sites/default/files/documents/Status_COVID_VAX_21September2022.pdf
https://doi.org/10.1177/2168479018776649
https://doi.org/10.1177/2168479018776649
https://doi.org/10.1080/17512433.2021.1865798
https://doi.org/10.1080/17512433.2021.1865798
https://doi.org/10.1001/jama.2019.21793

	Evaluation of Risk-Based Approaches to the Registration of Medicines: Current Status Among African Regulatory Authorities
	Abstract
	Background 
	Methods 
	Results 
	Conclusions 

	1 Background
	1.1 African Region Initiatives
	1.2 Risk-Based Models in the African Region
	1.3 Study Objectives

	2 Methods
	2.1 Risk-Based Approaches to Medicines Registration Regulatory Authority Study
	2.2 Part A: Background
	2.3 Part B: Unilateral Reliance
	2.4 Part C: Work-Share Model
	2.5 Part D: Future Direction

	3 Results
	3.1 Study Participants
	3.2 Part A: Background
	3.2.1 Type of Risk-Based Approaches

	3.3 Part B: Unilateral Reliance
	3.3.1 Abridged Review as the Preferred Type of Unilateral Reliance Model
	3.3.2 External Reference Authorities Utilised by Regulatory Authorities
	3.3.3 IncentivesBenefits to Undertake Unilateral Reliance
	3.3.4 Challenges Faced by Regulatory Authorities in Utilising a Reliance Model

	3.4 Part C: Work-Share Model
	3.5 Part D: Future Directions
	3.5.1 Role of Different Types of Assessment Models for Medicines within the African Jurisdiction in 5 Years’ Time


	4 Discussion
	5 Conclusions
	Anchor 31
	Acknowledgements 
	References




