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Abstract

Regulatory environments are constantly evolving, and South Africa has witnessed some significant developments in the recent past. Operational
launch of the South African Health Products Regulatory Authority (SAHPRA) as new healthcare products regulator marks a key milestone in
the establishment of international standards in regulatory practices. Both the Medicines Control Council (MCC) and the Directorate of Radiation
Control (DRC) were replaced by SAHPRA to bring control of medicines, medical devices, in vitro diagnostic tests and devices, and radiation
emitting products under one regulatory body. The new agency was instituted under schedule 3A of Public Finance Management Act as public
entity, thereby enabling it to retain the revenue generated. The change has evidently impacted the regulatory practices positively; however, the
challenges inherited by regulators and those regulated are enormous. SAHPRA needs to confront the challenges and make the most out of the
opportunities ahead. This study aims to focus on understanding the new agency, its evolution over time, objectives set forth, organizational and
operational construct, responsibilities, accomplishments so far, outstanding challenges, opportunities ahead, and the collaborative efforts that can
support its operation. SAHPRA has had noteworthy achievements as a healthcare products regulator. By making most use of collaboration efforts
SAHPRA is all set to work through the challenges and gain from opportunities.
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1. Introduction shown positive signs that are evident in the regulatory agency
practices [26, 27, 54]; however, the challenges are enormous
and SAHPRA needs to overcome them and make the most out
of the available opportunities [71, 26].

The scope of this paper is to examine the reorganization
of the regulatory agency as SAHPRA, its goals, organization,
functions and responsibilities, accomplishments, outstanding
challenges, and opportunities. Furthermore, this paper reflects
upon how collaborative measures by SAHPRA can help deal
with inherited and forthcoming challenges.

The MCC and DRC were national authorities in South
Africa that regulated medicines and medical devices before
the establishment of SAHPRA. These agencies were responsi-
ble for the regulation, assessment, registration, inspection, and
control of medicines, medical devices, clinical trials, sched-
uled substances, and associated matters in the interest of public

health. The legislative responsibilities of these authorities were
Amendment Act of 2008 and 2015 [25, 28, 45]. Another key to make certain the required standards of quality, safety, and ef-

step was to approve the institut.ion ,Of SAHPRA as a schedule ficacy of medicines and devices available in South Africa were
3A public entity under the Public Finance Management Actof .. [21,31]

1999, so that it can retain the revenue it generates. This has

The regulatory environment in South Africa has seen signif-
icant changes in recent times [71, 20]. One of the key advance-
ments towards establishing the global standards in regulatory
policies and practices was to legally launch a new health prod-
ucts regulatory agency, the South African Health Products Reg-
ulatory Authority (SAHPRA) in February 2018 [54]. SAHPRA
is a public entity of the National Department of Health (NDOH)
that was formed by the South African government as an in-
dependent authority to oversee the regulation of health prod-
ucts. SAHPRA replaced the former Medicines Control Council
(MCC), as well as the Directorate of Radiation Control (DRC)
that regulated medicines, medical devices, in vitro diagnostic
tests and devices, and radiation emitting products and devices
used in health care and industry. The establishment of SAH-
PRA was enabled by the Medicines and Related Substances

In the last five decades, South Africa had established a
medicinal products regulatory authority with some international
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in matters related to medicines and related substances, whereby
it was involved in providing the supervision, assessment, regu-
lation, examination, inspection, licensing, and control of medic-
inal and related substances. Further, the MCC was also respon-
sible for controlling clinical trials, medical devices, and related
matters in the public interest, along with the DRC. The MCC
has been heavily dependent on external experts as members of
its committees [22].

On the other hand, DRC had been struggling to operate op-
timally for several years. There were also troubles associated
with the potential overlaps in functions with the National Nu-
clear Regulator (NNR). To ensure international compliance on
conduct and safety, it was necessary to work on approaches to
define work areas and the development of national source and
dose registers. In the past, the DRC had been performing dual
roles in regulating both health-related and other products. It was
essential to ascertain appropriate organization for the DRC to
manage health related products, while NNR could handle other
products [31]. These regulatory agencies have been working
to ensure public health. However, they were struggling with
numerous structural or functional challenges on the following
issues [9, 21, 31]:

e The pharmaceutical industry had been facing enormous
challenges with the regulatory evaluation process; time-
lines for approval of submissions were as extensive as
three to five years for innovative drugs or post-approval
changes.

e It was becoming extremely difficult for the MCC to deal
with the volume of applications being received for clini-
cal trials and new drugs.

e The DRC had been struggling with lost sources in the
absence of proper recording, theft from premises or loss
in transit in the absence of regulatory prescripts for in-
spections, regulatory inefficiencies, and incorrect infor-
mation.

e Both the DRC and the MCC had been struggling with
insufficient regulatory policies and backlog of work.

e The resource constraint was a common challenge, and
both regulatory agencies were dependent on external
part-time expertise with hardly any performance over-
sight in place. This model of utilizing external expertise
for the majority of review work was in line with the in-
ternational leading practices of the 1960s, but outdated
now.

e The agencies had been lagging behind other internation-
ally recognized drug and device regulators like those of
the United States and Europe in authorizing clinical tri-
als and new drugs or devices. This had progressively led
to setbacks in approval of medicinal products or devices
and inaccessibility of novel or cost-effective therapeutic
innovations by the public.

e Lack of process transparency and accountability, infras-
tructure capabilities (lack of formal quality and document
management systems) and financial independence.

e The agencies, due to limited support structures, had prob-
lems to achieve harmonization.

2. South African Health Products Regulatory Authority
(SAHPRA)

The South African Health Products Regulatory Authority
has been instituted with a mandate to act as regulator, manage
the regulatory policies, registration, and control of all types of
medicines and relevant health products. These products may
include medical devices, in vitro diagnostic products, cosmet-
ics, disinfectants, and traditional African medicines. SAHPRA
is expected to overcome the challenges being faced in patient
access to safe, quality, and cost-effective medications by ac-
celerating the registration process for medicinal and healthcare
products and cutting down on the backlogs.

The original idea to establish SAHPRA started in 2010
as a workstream of a broader, 5-year healthcare initiative
named ‘South Africa Revitalized Response to AIDS/HIV and
Health Program’ (SARRAH). In 2012, SARRAH submitted
an all-inclusive business plan for SAHPRA describing opera-
tional strategies and procedures to the National Department of
Health (NDOH). The idea was to fill gaps for MCC to handle
the backlogs in registration and regulations of medicines and
health-related products more efficiently. It was estimated that
upon successful establishment, SAHPRA would work towards
achieving the prompt availability of essential drugs and ensur-
ing price control measures through encouragement of generic
medicines. This healthcare initiative was instrumental in facil-
itating the interactions of NDOH and MCC to allow the estab-
lishment of SAHPRA. It also provided technical support in the
development of legislations and regulations [12].

SARRAH aided in devising an electronic document man-
agement system and facilitated appointment of added transient
resources to fast-track the assessment of submissions for new
medicinal products and devices. SAHPRA was designed with
an expanded scope to cover not just medicines but to regulate
medical devices, including in vitro diagnostics, and elements of
radiation control. The new agency shall continue to make use
of the external expertise model in the interim; however, over
time, it will dynamically develop the in-house capabilities to
manage the main part of the workload, including clinical trial
evaluations and license registration of medicinal products. Fur-
thermore, SAHPRA is expected to work with global regulators
to accomplish fast-track evaluation timelines [54].

SAHPRA was established with strategic objectives to en-
sure independence, consolidation, efficiency, transparency,
trust, and adoption of global standards and scientific working
approaches [12, 54, 61].

3. Operation of SAHPRA

SAHPRA, as a healthcare regulator, is accountable for regu-
lating all medicinal products, medical devices, and in vitro diag-
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Figure 1: Various Committees of SAHPRA

nostics, complementary medicines, radiation emitting devices
and radionuclides. Further, its responsibilities comprise regula-
tory compliance and supervision of clinical investigations and
pharmacovigilance. SAHPRA has more responsibilities than
those previously assigned to MCC in view of the range of ser-
vices and potential size.

SAHPRA reports to the Ministry of Health via a governing
board. The SAHPRA board is designated by the Health Min-
ister in line with the conventions of the Medicines and Related
Substances Act of 1965 and amendments. The various func-
tional committees of the board are channeled through the board
members. These committees aid in the supervision of function-
ing in the operational spheres of risk management, governance
and audit, finance, information technology and communication,
human resources, scientific administration, and regulatory pol-
icy. The operations of the MCC were taken over by SAHPRA
through reorganization [25, 26, 54].

The structure of the SAHPRA board includes a chairperson
and vice-chairperson and thirteen other members who are ex-
perts from numerous segments of local or global public health,
medicinal products regulations, along with other areas of med-
ical research, ethics, governance, finance, and law. A Chief
Executive Officer (CEO) is appointed by the board in consul-
tation with the Department of Health to provide an oversight
of the operations of SAHPRA. The executive management of
SAHPRA comprises also a Chief Regulatory Officer, a Chief
Financial Officer, a Chief Manager of Support Services, and the
Company Secretary. The CEO and the management committee
are accountable for the overall management of the agency [61].
To assist with the performance of its functions, the board and
CEO appoint various committees. These committees furnish
the required support in executing the duties of the agency [61].
These committees are presented in Figure 1.

The heads of the principal operational areas lead each
program. There are five programs at SAHPRA. These pro-

grams were instituted as part of the strategic plan, which the
agency follows over a period of five years. These programs are
[55, 61, 57, 69]:

o Program I - Administration

e Program 2 - Authorization Management

e Program 3 - Inspectorate and Regulatory Compliance
o Program 4 - Medicines Evaluation and Registration

e Program 5 - Medical Devices, Diagnostics and Radiation
Control

SAHPRA is instituted as a 3A public unit and therefore can
retain the revenues generated by its endeavors. This supports
SAHPRA financially with a different revenue model, instead of
having all its revenue allotted by the central government. The
agency also receives a portion of its funds from the national
health budget and the rest is raised through fees for services
rendered by the authority. SAHPRA is also entitled to receive
donations but is expected to generate most of its funds from the
services being delivered, which may have higher tariffs justified
by the improvement in the quality and speed of the services.
Furthermore, SAHPRA is authorized to pay its staff at par with
the market standards to increase its capacity to retain and at-
tract talent. This is a useful human resource tool important to
compete [4, 21, 25, 27, 57].

4. Performance of SAHPRA

SAHPRA is likely to bring a noteworthy outcome in the
longer term, as some of the effects of the reforms taken are
yet to emerge. How well the new organization continues to
engage with the national and regional level stakeholders will be
revealed with time [12].
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Figure 2: Performance of SAHPRA in 2018-19

The new agency has evidently shown signs of progress to-
wards the goals it was established for. Initial signs of improve-
ments were visible from the implementation of an Electronic
Documents Management System (EDMS), training of staff, up-
date to certain key policies, devices regulations discussed with
the pharmaceutical industry, remuneration survey completed, a
proposal completed for new grading system, etc. There have
been various independent studies performed as well, such as
the official audit conducted by the Auditor-General of South
Africa. In addition, there were several initiatives implemented
to bring reforms in the health sector. These initiatives include
creation and implementation of a framework to eliminate the
backlog of registrations; a strategy to increase the collaboration
with and reliance on other health regulatory agencies; opera-
tional and technical system upgrades at par with global lead-
ing practices; cope up with novel health care regulation areas
of breakthrough therapies, biologicals/biosimilars and complex
medical devices; and improvements on vigilance and reporting.

Overall, in the year 2018-19, SAHPRA achieved 58 per-
cent of the defined Key Performance Indicators (KPIs) [61]. A
view of the performance output of SAHPRA in this period is
presented in Figure 2.

Considering the environment in the organization during the
inception phase, these can be considered as significant accom-
plishments. SAHPRA continued to achieve the set targets in the
key performance areas (KPIs) of registration of health products,
inspections, clinical trials, and licensing.

Administration and productivity were impacted by an ineffi-
cient memorandum of understanding (MoU) between SAHPRA
and NDOH, and further, by a year-long labor discontent. Steps
were taken by the organization to apply in-house procurement
procedures to ensure vital administration personnel. This im-
proved human resource, finance, and management of the supply
chain. Due to the loss of productivity, decisions were made to
emphasize aspects of highest significance to public health, ac-
cess, and safety. This benefitted the essential function of man-

aging applications to market unregistered medicinal products
[12, 55, 61].

4.1. Performance in Administration

1. The aim to establish a full functioning regulatory agency
by appropriately staffing it and training was a mixed suc-
cess. While the target to recruit was achieved by utilizing
the former MCC structure, the goal to train the staff was
not achieved because of labor unrest and absence of crit-
ical human resources.

2. SAHPRA created awareness about the organization by
successfully running an employment opportunities cam-
paign in leading publications.

3. The target to improve efficiency was not met; perfor-
mance agreements were not signed on time due to labor
unrest and SAHPRA relocation activities.

4. A communication strategy to improve stakeholder rela-
tions and interactions was drafted but not approved and
published due to lack of timely support from the Govern-
ment Communication and Information System (GCIS).

5. The target to create awareness about the new agency and
its roles was achieved through communications events,
media releases, and interaction with stakeholders.

6. The goals to apply accountability, appropriate adminis-
tration, and good governance were not met primarily due
to constrained inherent controls because of resource lim-
itation.

7. Having a plan in place for the utilization of information
and communication technology (ICT) and its monitoring
was achieved by developing the appropriate policy and
striving to approve it.
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8. Strengthening collaborative relationships was achieved
by working through increased number of agreements to
enhance the reliance models with other global regulatory
authorities. Furthermore, service-level agreements were
signed with contract laboratories.

9. The target to achieve a quarterly update of the register
for medicines and medical devices was not met due to
labor unrest and lack of progress in the development of
the electronic register.

4.2. Performance in Authorization Management
1. The goal of facilitating regulatory decisions on all back-
log applications by defining a framework, conducting
a pilot run, and starting to apply the framework was
achieved. However, there were no targets set about
percentage completion of the backlog for the first year
(2018-19).

2. Although the authorization management activities like li-
cense, permit, certificates, etc., were significant consid-
ering the circumstances, they were still under the set tar-
gets. This can be attributed to labor unrest and relocation
resulting in unavailability of staff. Efforts to address this
situation are now underway.

4.3. Performance in Inspectorate and Regulatory Compliance
1. The annual target achievement to conduct Good Practices
(GxP) inspections for establishments saw a shortfall of
eight percent. This was majorly due to limited availabil-
ity of staff due to labor discontent and relocation activi-
ties.

2. The accomplishment of the target to carry out compli-
ance inspections for the establishments of narcotic and
psychotropic substances was exceeded. This is explained
by the mobilization of inspectors to the field, by focusing
on the cannabis sites, and applications and minimizing
the routine work of inspection team while addressing the
risks of such work.

4.4. Performance in Medicines Evaluation and Registration
1. SAHPRA exceeded the goals for evaluation of clinical
trial protocols and their amendments as per requisite
benchmarks. This was made possible by the services of
the community pharmacists appointed temporarily to the
departments.

2. Similarly, support from the community pharmacists and
digitalization were instrumental in exceeding expecta-
tions in processing the applications to market medicinal
products.

3. On the other hand, there was no progress on the target on
evaluation of new chemical entities (NCE)/biological and
generic/biosimilar applications and their amendments for
regulatory decisions. The range of times spent for most
of the applications was much higher than the target. This
is attributable to labor discontent.

4. Additionally, the performance parameters in relation to
quarterly publication of new reviewed adverse events ex-
ceeded the expectations. This resulted from more active
reporting by professionals and encouragement by SAH-
PRA. The development and approval of an all-inclusive
vigilance program was not applied to first year perfor-
mance.

4.5. Performance in Medical Devices, Diagnostics and Radia-
tion Control

1. The finalization of applications for licenses of medical
devices was above the annual target. The output was
achieved through services by community pharmacists ap-
pointed temporarily to the departments to tackle the back-
log of 2017-18.

2. SAHPRA’s achievement in the regulatory evaluation of
radiation emitting devices was outstanding.

3. Development and implementation of a system to regis-
ter medical devices was put in place for group 3 and 4
devices. A restructuring of the system will be done to
improve on the capacity and range.

From an economic standpoint, a grant of rand (R) 125.1
million was received by SAHPRA from the South African gov-
ernment budget for fiscal year 2018-19. In addition, there was a
revenue of (R) 76.9 million generated through service fees and
interest. A surplus of (R) 31.2 million was accrued in this fis-
cal year. A request was made by the agency to retain this fund
for next fiscal year keeping in mind the impending operational
needs. As part of its capacity to receive donations, SAHPRA
has been able to secure significant financial aid from the Bill
and Melinda Gates Foundation to fund the backlog clearance
project [55, 23, 61, 57, 69].

There have been other tasks formerly of MCC that SAH-
PRA has taken and improved. One of them is the implementa-
tion of the electronic common technical document format sub-
mission. The necessary guidelines were put in place by the
MCC, but it was far behind on the implementation in compar-
ison to some of the major global regulatory agencies. How-
ever, SAHPRA, despite the reorganization of the health author-
ity, has kept progress on track by issuing updates to the guid-
ance, thereby providing an efficient process route to applicants
[51, 56].

In November 2016, the MCC joined the International Coun-
cil for Harmonization (ICH) as an observer. SAHPRA has con-
tinued to be ICH observer and thereby ensures that there are
opportunities to collaborate with other global regulatory agen-
cies and adopt some of the leading practices in the healthcare
regulatory domain [13, 52].

Furthermore, to ensure safe use of medicinal products,
SAHPRA is working towards public awareness about the safe
use of the drugs and prevention of drug abuse, and alerting
healthcare professionals and patients through pack inserts and
prescribing information updates about safe use of medicines
that may not be suitable for an age group, such as pediatric
patients.
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As a signatory to international treaties and conventions,
South Africa is committed to preventing any illicit drug activ-
ities related to cannabis/marijuana, due to its potential harm-
ful effect. This is classified as controlled substance under
Schedule 7 of NDOH, South Africa. The cultivation, pos-
session, sale, and use of cannabis is illegal due to its classi-
fication. However, to promote the necessary medical use of
this controlled substance, provisions have been made to allow
measures to access its use and cultivation for medical, scien-
tific, and clinical research purposes. This regulatory framework
was identified by the MCC and is being managed effectively
by SAHPRA to create the necessary provisions and awareness
[7,24,70, 34, 50, 53, 65, 48].

5. Challenges for SAHPRA

Reorganization of a regulatory agency is not a minor un-
dertaking and has needed quick turnarounds and multifaceted
contributions. As indicated by the SAHPRA chairperson, de-
spite the faults of the system in the starting years, the focus in
coming years will be to reenvision and rebuild to meet the chal-
lenges. SAHPRA is on the right track and has begun to achieve
progress.

5.1. Operational Environment

A challenging operational backdrop continues to be the in-
adequacies in some SAHPRA operations. The agency needs
to reinforce the management team and the departments under
their charge. Continuation of efforts to stabilize SAHPRA and
its supervision would be key. A careful review of the fees for
service and adjustments should be part of the evaluation of ef-
forts to ensure financial sustainability. Resource management
has been a consistent challenge for SAHPRA, which is contin-
uing to make progress by processing the recruitment of over
100 new and urgently required posts at various levels [3].

5.2. Effective Working via CEO-CRO Model

Effective implementation of the CEO model to ensure there
are strategic plans and leadership for the organization would
be another focus. The need to oversee and back up different
divisions called for appointing a chief regulatory officer who
should be a knowledgeable regulator. The top three priorities
for this model would be defining the operational environment,
engaging with stakeholders to change the narrative of regula-
tions being barriers, and enabling innovations [3].

5.3. Setting Up Standards

Challenges to establish global-level standards of operation
in areas such as radiation control and medical devices need
renewed attention from SAHPRA to resolve identified inade-
quacies. These areas will require careful development and im-
proved implementation of policies and legislation [61].

5.4. Drug Safety

For about four decades, South Africa has been involved
in ensuring drug safety and pharmacovigilance activities by
assessing adverse drug reactions and their impact. Such ac-
tivities have come a long way from the state of reflexive
regulatory reporting to incorporate active surveillance mech-
anisms. The mass treatment programs for the Human Im-
munodeficiency Virus (HIV) and Tuberculosis (TB) epidemics
brought about improved comprehension of the burden of ad-
verse drug reactions (ADRs) on the healthcare system and con-
sumers. Such complicated regimens targeted for mass usage
bring new pharmacovigilance challenges. Nearly eight per-
cent of hospitalizations have been reported as due to ADRs,
and 16 percent of deaths in adult’s hospitalization were caused
by ADRs. Approximately 50 percent of such fatalities can
be prevented, indicating the need of careful monitoring and
research to make information available and transform clinical
practice, and of shared responsibility in optimization of the safe
use of medicines by collaborative efforts of crucial stakehold-
ers. The Pharmacovigilance (PV) surveillance capability can
be increased using high-tech clinical, laboratory, and dispens-
ing records. The sustainability and value addition of PV models
would need to be evaluated while these challenges endure. Is-
sues like poor quality and no value reports, for example, reports
covering instances of Antiretroviral (ARV) medicines not being
effective but not about the toxicity of these medicines or infor-
mation on another medicines not part of ARV treatment.

Keeping the surveillance system at par with the global
standard is a challenge. This may be countered by moving
away from passive to active PV activities, establishment of
patient registries, simultaneous focus on medicines for non-
communicable diseases (i.e., hypertension, diabetes, inflamma-
tion, and stroke), and development of an electronic health in-
formation system [29, 61].

5.5. Tuberculosis as Disease of Concern

One of the other major challenges for SAHPRA is tuber-
culosis (TB), reported to be one of the top cause of fatalities
in South Africa. Although over the last decade South Africa
has seen a substantial decline in TB infections, mortality re-
mains extremely high. By World Health Organization (WHO)
estimates, South Africa had over 0.3 million TB cases in 2017.
Many of the patients diagnosed have multi-drug resistant and
extremely drug resistant TB. Such patients have limited options
for treatments with stretched duration but low success rates. Al-
though the TB programs in South Africa provide free diagnosis
and treatment, the access barriers to health facilities obstruct
the timely diagnosis and start of treatment. By WHO estimates,
South Africa is able to diagnose and treat only about 68 percent
of individuals with TB. An adequate investment in the devel-
opment of new diagnostics and treatments for TB should be
helpful to confront this challenge [8].

5.6. Maintaining Transparency

Communication is key to transparency. SAHPRA realized
the need to continue to do a lot of work in this area to ensure
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Table 1: Non-exhaustive List of Legislations Impacting the Functioning of SAHPRA

Medicines and Related Substances Act
Medical Schemes Act

Consumer Protection Act
Competitions Act

The Copyright Act

Public Finance Management Act
Customs and Excise Act

Occupational Health and Safety Act
Nursing Act

Environmental and Waste Management Act
Cosmetics and Disinfectants Act

Animal Disease Control Act

Electronic Communication and Transactions Act
Employment Equity Act

Skills Development Act

Labor Relations Act

State IT Act

Protection of Personal Information Act
Child Care Act

Pharmacy Act

Health Professions Act

Foodstuff

Drugs and Drugs Trafficking Act

Fertilizers, Farm Feeds, and Agricultural
Remedies and Stock Remedies Act

the receipt and send out of information to applicants and the
wider public. Efforts to develop and maintain an appropriate
webpage and overhauling of the information technology system
need constant focus. Appropriate and timely communication
engagements with stakeholders are important to explain posi-
tions on certain matters and work with greatest transparency.
All this includes transparency in the context of timelines, pro-
cesses, and change management. Some of this shall be ad-
dressed through the improved IT systems under development

[3].

5.7. Legalities Around Cannabis

It is a challenge to not just control or regulate the cultiva-
tion, possession, sale, and use of cannabis but also to promote
the legitimate use of it for medicinal use, largely because of the
abuse associated with it. Responding to clarifications sought for
such substances and keeping well informed on developments in
the field enabling decisions like rescheduling of cannabidiol,
are challenges for SAHPRA [3, 5].

5.8. Policy Mandates and Related Legislation Impacting SAH-
PRA Functioning

As SAHPRA is an entity of the state, it must have man-
dates aligned with the national policies and vision for medium
and longer terms. These may be as per the policies associated
to the national development plan vision 2030 and the policy of
the National Department of Health (NDOH). The alignment of
implementation of different legislations to meet the collective
priorities under these legislations will be challenging. The dif-
ferent legislations that have influence or affect functioning of
SAHPRA are covered in Table 1.

The national priorities that impact the policy mandate
of SAHPRA are focused around areas of life expectancy,
HIV/AIDS and TB prevention, infant and child mortality re-
duction, healthcare cost reduction, improved quality of health-
care, universal health coverage, and primary healthcare expan-
sion [55, 35, 36, 37, 38, 69].

5.9. Health Priorities vs. Plasma-Derived Medicinal Products
(PDMP)

Focusing on the provision of PDMP is difficult for a nation
like South Africa. Regardless of being on the list of essential
medicines (EML), the adequate facilities to allow patient access
to effective and safe PDMPs continues to be a challenge. This is
due to many competing health priorities in the region, with con-
strained resources and limited investment in healthcare. Blood
plasma fractionators are challenged by the evolving regulatory
and operating environment. Currently, the success of fraction-
ators relies on adopting international leading practices, tactical
cooperation with industry associations, and close collaboration
with SAHPRA [30].

5.10. Backlog Clearance

The major challenge for SAHPRA since its inception in
2018 has been the backlog clearance for medicinal product sub-
missions. SAHPRA inherited a backlog of work from the MCC
that amounts to about 16,000 preapproval or maintenance sub-
mission applications, with almost 90 percent of this bulk being
generic medicines, duplicate applications, and multi-strength
products. Such backlogs in medicinal products registration go
against the interest of patients’ access to affordable medicines
[21, 22, 61].

This is being addressed by adopting various ways of work-
ing and collaborating with the pharmaceutical industry. A
roadmap was developed to clear the backlog in a period of two
years by using inventive approaches like digitalization, priori-
tization based on public health needs, limiting the submissions
requiring evaluation, and collaboration with other global and
regional authorities. A careful utilization of internal capacity to
pace up evaluations and make use of external expertise for pe-
culiar activities may be the kind of things to look at. Working
through a dedicated task group to address the backlog and min-
imize the impact on the routine workload is being tried. Fur-
thermore, a standardization of assessment procedures to allow
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comprehension of the requirements by applicants and timescale
estimates are also being done [3, 58, 59, 60, 62, 57, 46, 66, 67].

5.11. Challenge to Keep Up the Expectations as Regulator for
Medical Devices

As the responsibilities of SAHPRA include the regulation
of medical devices along with medicinal products, the author-
ity is expected to face challenges to keep up to the expectations
of industry. Industry associations like the South African Med-
ical Device Industry Association (SAMED) have been critical
about the slowness in the past. Although the industry associ-
ation has a positive opinion about SAHPRA, it points out the
need of keeping pace around developments in medical devices
regulations [33].

6. Where are the Opportunities and What Needs to be Ac-
complished

SAHPRA has evolved from part of NDOH to a self-
governing, schedule 3A public body reporting to the Minister of
Health, analogous to international patterns. Maintaining trans-
parency, efficiency, and sensitivity to its operational environ-
ment are going to be the key plans, along with continuing to
operate free from public, political, or commercial pressure. The
regulatory space for SAHPRA has been widened to incorporate
all kinds of medicinal products, radiation emitting and medical
devices, and radioactive nuclides. Hence, SAHPRA is expected
to be a key player in attaining fair, effective, safe, and quality
healthcare coverage for everyone and in the development of a
National Health Insurance.

6.1. Antimicrobial Resistance (AMR) National Strategy Frame-
work

Development of resistance against antimicrobials is a
worldwide challenge and becoming a threat to public health.
The national AMR tactical plan can be reinforced by SAHPRA
through the application of its mandate. This can be achieved
by ensuring availability of good quality, safe, and effective an-
timicrobial medicinal products. Furthermore, the promotion of
rational usage and application of suitable post-marketing super-
vision, including testing facilities to screen quality and vigilant
reporting mechanisms would form the basis to tackle the AMR
threat.

SAHPRA needs to collaborate with important stakehold-
ers like the Department of Agriculture, Forestry and Fisheries
(DAFF), since antimicrobials are not just used in humans but
also in animals and livestock for treatment or growth promo-
tion. This will safeguard better mechanisms and suitable uti-
lization of antimicrobials. SAHPRA is already interacting with
these stakeholders to formulate stringent regulations to allevi-
ate development of resistance for important antimicrobials like
colistin [55].

6.2. Universal Healthcare Coverage (UHC) and National
Drug Policy

Expenditure in healthcare is a burden and gets worrisome by
the growing costs of medicinal/healthcare products and medical
technologies. A bill named National Health Insurance (NHI)
Bill has been announced to alleviate some of the voids in ex-
tending quality healthcare benefits to the public. The bill shall
be in effect in the forthcoming years as a healthcare fund-
ing mechanism intended to pool funds to deliver affordable
and quality healthcare services to the South African public as
needed, regardless of their socioeconomic level. SAHPRA, as a
healthcare products regulator, has a key role to play in support
of the efficient execution of the approach to universal health
coverage. SAHPRA needs to rationalize businesses and opti-
mize productivity to address such health priorities. The author-
ity will need to maintain an active engagement with the NDOH
and other stakeholders to ensure synergies [55, 39, 69].

6.3. Management of the Registration Process

The old framework and policy challenges of the MCC have
led to ineffective management of timeline targets for the assess-
ment of medicinal products, despite setting forth the internal
timelines. Information sharing and management, rationaliza-
tion of processes and procedures, and program management
techniques can help support changes to deal with medicinal
product registrations. SAHPRA is looking forward to employ-
ing solutions like case or portfolio managers that will facilitate
the process and management of resources [55, 61, 69].

6.4. Revisiting the Revenue Generation for Ambitious Objec-
tives

SAHPRA needs to strengthen its financial sustainability uti-
lization and generate more revenue by moving to an appropri-
ate fee structure necessary for financial independence. This will
provide the basis for quality services [55, 69].

6.5. Skill Development

There is a need to speed up the recruitment and training of
in-house human resources to bring efficiency to the assessment
process and turn-around time of applications. SAHPRA will be
utilizing the performance management system for external eval-
uators to facilitate the skill development of in-house staff. This
will help build the critical assessment skills and facilitate under-
taking a peer review of applications, as recommended by WHO.
Moreover, an appropriate setup for quality assurance must be
established in line with other regulatory agencies to safeguard
uniform standards of technical assessment and technical writ-
ing. External evaluators can be incorporated for defined peri-
ods to assume responsibilities on a prearranged program. There
are many technical activities other than the assessment work,
which may include the pre-processing and validation of appli-
cations, preparing meeting minutes, engagement with sponsor
and assessors, etc., that require different skill levels, and de-
velopment of them is paramount to the success of regulatory
agencies [55, 61, 69].
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6.6. Regulating Active Pharmaceutical Ingredients (APIs) and
Clinical Trials (CTs)

With the adoption of a harmonized framework to regulate
APIs worldwide it is important for SAHPRA to strengthen the
capabilities and capacity of its inspection staff, which is cur-
rently limited in experience due to limited production of APIs
in South Africa. In addition, the agency has an opportunity to
increase its participation in the global fora working on harmo-
nization of API requirements. Similarly, SAHPRA has an op-
portunity to make use of the global networks to harmonize the
requirements for clinical trials. This will help SAHPRA to be
responsive to changing approaches to bring products to market
urgently after phase 3 studies [55, 69].

6.7. Vigilance for Drug Safety

SAHPRA has done a lot of work already in recognizing
gaps in the existing framework of pharmacovigilance. There
are more opportunities in the form of applying novel strate-
gies to use Good Vigilance Practice (GVP) standards, risk
management plans as part of assessment verdicts, enhancing
supervision for therapeutic efficacy, quality problems, drug
abuse, overdose toxicities and off-label applications, etc., and
come up with a framework for communication and feedback
on drug safety matters to stakeholders and the public. Fur-
thermore, building the surveillance capacity of the vigilance
system and refining the quality and frequency of reporting
should be emphasized to fortify the pharmacovigilance of vet-
erinary medicines, medical devices, and complementary and
traditional African medicines during the framework develop-
ment. The attention towards pharmacovigilance, including pre-
emptive stakeholder engagement, will be vital in safeguard-
ing public health by ensuring the safety of healthcare products
[55, 29, 61, 69].

6.8. Regulating Biologicals, Medical Devices, Veterinary
Medicines, Complementary and African Traditional
Medicines

With the noteworthy advancements in biotechnology re-
search, the quantum of biological medicinal products neces-
sitating regulatory limits has increased. Such regulatory pro-
visions require decision-making approaches encompassing all
stages of a product’s life cycle, particularly with develop-
ing technologies like biosimilars. The need for being effec-
tive in this area to tackle the regulatory and compliance as-
pects demands strategic deliberations and collaborative partner-
ships with other regulators. In the context of Complementary
Medicines (CMs), development of the regulations was started
by South Africa regulators in 2011. However, an information
management system integrated with information technology is
still needed.

Further, the regulatory skills in this area are presently in-
adequate in SAHPRA. This can be remedied through the or-
ganization of training programs and mentoring by experts. As
the business of CMs is underregulated, it requires a better com-
prehension and regulatory makeover to safeguard compliance.
SAHPRA has established an Industry Task Group (ITG) forum

to partner with industry on dossier content assembling and reg-
ulations through several workshops. The agency is also engag-
ing other global regulators like the Therapeutic Goods Admin-
istration (TGA), Australia, and Health Canada to learn leading
practices in the domain of CMs. Efforts are under way since
2016 to finalize a regulatory outline involving the African Na-
tional Healers Association to develop regulations and controls
for traditional African medicines (TAMs).

The discussions with the NDOH and some other depart-
ments are progressing to look at streamlining the veterinary
medicines regulations. With the background of emerging an-
timicrobial resistance, the need to minimize the use of antibi-
otics in animals is paramount from the veterinary perspective.

SAHPRA should bolster novel approaches in the registra-
tion of medical devices to be at par with worldwide leading
practices. The mechanism of regulating medical devices would
be based on the endorsements of the International Medical De-
vice Regulatory Forum (IMDRF). There are further opportu-
nities in this area, like accelerating collaboration with leading
regulators such as the United Kingdom and Japan, aligning the
vigilance system to regulatory outline and benchmark systems,
enhancing skills through training programs, understanding, and
acknowledging accreditation by IMDRF and WHO, developing
an information management system, etc. [55, 21, 22, 32, 69].

6.9. Benchmarking General Leading Practices

Aligned to its mandate to work with various stakehold-
ers to benchmark practices in marked operational and techni-
cal areas, capacity building, information management/sharing,
and mutual acknowledgement of regulatory requirements and
product approvals, SAHPRA is engaging with various global
regulators including the U.S. Food and Drug Administra-
tion (FDA), Medicines and Healthcare Products Regulatory
Agency (MHRA), European Medicines Agency (EMA), Reg-
ulatory Authority of Switzerland (SwissMedic), and WHO.
SwissMedic is a similarly sized regulator that underwent a sim-
ilar change in management and should be a valuable partner
to work with. To be included on the list of WHO’s Stringent
Regulatory Authorities, SAHPRA would need to implement a
Quality Management System (QMS) assessed by WHO [55].

6.10. Organizational/Operational Environments

There are opportunities for SAHPRA to focus and refine its
operational and administrative procedures. This would help to
curb shortcomings and establish the required policies and prac-
tices in the areas of supply chain management and procurement.
The digital revolution inside SAHPRA and partnering with pri-
vate research laboratories to accelerate assessment procedures
are going to be helpful actions. Incorporation of yearly engage-
ment surveys as part of the operational work culture will ensure
that the staff is motivated enough and achieve superior perfor-
mance [3, 55, 23].

6.11. Stakeholders Engagement

MCC, as the former regulator, was missing the capacity
to effectively communicate with its stakeholders, including the

9of 14



Journal of Regulatory Science | https:/doi.org/10.21423/jrs-v09i2dureja

Dhiman et al.

public, patient groups, healthcare professionals, the pharmaceu-
tical industry, fellow regulators, and other collaborators. This
led to uncertainty and lack of trust. SAHPRA will need to de-
velop a thoughtful communication strategy channeled through
its communication officers. This will ascertain that its stake-
holders are reached through multimedia approaches, that they
are able to recognize the responsibilities and values of the regu-
lator and are able to work in a transparent fashion, seeking their
support for key decisions and developing feedback mechanisms
[55, 57, 69].

6.12. Enabling Innovations

SAHPRA could foster a culture of supporting innovation,
where ideas are shared and research is focused on the public in-
terest. The agency needs to build and empower the environment
for ethical and sound research, supporting novel ideas by facili-
tating them to reach the marketplace, seeking cost-effective pro-
visions in research and training, and encouraging novel prac-
tices and thinking [21, 29].

6.13. Prospective Healthcare Investment Opportunities

With the favorable policies on investment, South Africa is
expected to attract USD 100 billion in industrialization over the
next five years. The country is the fastest growing and major
economy in the African continent, and it is expected to be a low-
risk location to attract investors to access the fastest growing
consumer market. This has built up hopes for investment in the
healthcare manufacturing and practices sector [10, 72].

6.14. Opportunities in Controlling Tuberculosis

More investment in TB research by the South African gov-
ernment is warranted and should include commercialization of
health technologies. SAHPRA should support and promote so-
cially responsible licensing, alternative research funding mod-
els, development and funding of a national drug development
framework, multinational enterprises such as Brazil, Russia, In-
dia, China, and South Africa BRICS TB Research Network,
and potential WHO R&D Convention, and third-party supervi-
sion of access and affordability obligations on publicly-funded
International Paper (IP). Establishing a civic searchable data-
bank will help supervise developments by enterprises [8].

7. Collaborative Approaches to Become Contemporary

One of the goal statements for SAHPRA is to establish and
strengthen collaboration with other regulators or organizations.
The agency has also proclaimed a strategy shift to espouse re-
liance models through collaboration with other regulators. This
will support SAHPRA not only in overcoming challenges like
the backlog clearance but also for routine work. For attainment
of this goal, SAHPRA has engaged with stakeholders, includ-
ing the pharmaceutical industry, to ensure effective collabora-
tion and communication.

7.1. International Pharmaceutical Regulators Program (IPRP)

SAHPRA is a member of the International Pharmaceuti-
cal Regulators Program (IPRP), a global venture. IPRP is a
global forum for regulators and regulatory organizations hav-
ing about 25 members and observers, including WHO. IPRP
detects and focuses on emerging issues of common concern and
discusses strategies around them. This is done by instituting a
cooperative ecosystem to contribute to regulatory viewpoints
on work done by ICH, constraints, and coherent application of
ICH guidelines. It also fosters large convergence in regulatory
strategies based on global benchmarks and leading practices.
Furthermore, it works to establish an inter-regulator collabo-
rative environment to promote effective information exchange,
increased communications, and capacity and skills enhance-
ments. IPRP is not directly involved in the development of tech-
nical guidelines; however, it hands over the conclusions arrived
at on scientific topics to ICH for further action. It has vari-
ous working groups, including bioequivalence, biosimilars, cell
therapy, gene therapy, IDMP (identification of medicinal prod-
ucts), nanomedicines, quality working groups, pharmacovigi-
lance, and information exchange.

In addition to retaining a focus as platform for regulators
to exchange leading practices, IPRP is also pledged to involve
external stakeholders, which include the following:

e Academic and research institutions, patient organiza-
tions, and public health non-governmental organization
(NGOs);

e ICH members and observers, industry associations, In-
ternational Coalition of Medicines Regulatory Authori-
ties (ICMRA), Pharmaceutical Inspection Co-operation
Scheme (PIC/S), other regulators;

o General public, student organizations; and

o Standard/harmonization fora, conference organizers, pro-
fessional societies like the Drug Information Association
(DIA), The Organization for Professionals in Regulatory
Affairs (TOPRA), and the Regulatory Affairs Profession-
als Society (RAPS).

The level of engagements includes informing and seeking
input. Such activities keep SAHPRA abreast of current af-
fairs. SAHPRA cooperates with all major regulatory mem-
bers of IPRP. It was disappointing not to witness participation
of SAHPRA in the WHO reliance model survey conducted in
early 2019 for the members and observers of IPRP. As a devel-
oping and aspiring regulator, it is expected that SAHPRA get
involved more in such activities and be proactive on the stake-
holder engagement plan of IPRP and take part on IPRP’s strate-
gic plans and objectives [4, 17, 40, 51, 52, 56, 57, 44].

7.2. Africa Union Development Agency - New Partnership for
Africa’s Development (AUDA-NEPAD)

AUDA is a regional venture for the Africa continent to coor-
dinate regional priorities and continental development projects
to promote regional integration. One of the programs of AUDA
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is the African Medicines Regulatory Harmonization (AMRH).
This is an enterprise striving to improve the availability of safe,
quality, and effective medicines by facilitating an updated and
resilient regulatory environment for the pharmaceutical sector
in South Africa. AMRH works through by organizing various
collaborative events like scientific conferences and publications
[1,2,69].

7.3. Southern African Development Community (SADC)’s
Work Sharing Initiative

SADC was formed to pursue development, peace, secu-
rity, economic growth, and to improve the quality of life in the
southern African region through regional integration. SADC’s
cooperative medicinal product registration program, named as
Zambia, Zimbabwe, Botswana, Namibia work Sharing Initia-
tive (ZaZiBoNa), is a positive local work sharing initiative on
the continent. It encourages a template to accelerate entry to
good-quality medicines through sharing evaluation and inspec-
tion provisions. Medicinal products are granted registration in
the member countries where the application is submitted. With
agreements, the post-approval applications can also be handled
via the same cooperative mechanism.

As member of the Southern African Development Commu-
nity (SADC) and the Africa Union Development Agency - New
Partnership for Africa’s Development (AUDA-NEPAD), SAH-
PRA is expected to emerge as role model for the African region
and become a reference country in the broader region. SAH-
PRA’s footprint in the continent is instituting it as one of the
leading regulatory bodies in region’s healthcare product regula-
tory environment. This would result in bolstering the authority
and sincerity of Africa as a whole on the worldwide response to
concerns regarding healthcare products safety and availability
[43, 69, 44].

7.4. Benefiting the Regulatory System

Constructing on and strengthening the regulatory system
can be inspired by leading practices elsewhere. In addition
to the benefits covered already (backlog, inspections compli-
ance, evaluation processes, legislation development, universal
health coverage, performance enhancements and improvements
in pharmacovigilance) some of the areas where cooperative
measures are either under progress or could be explored further
are the following [55, 21, 29, 58, 59, 60, 62, 63, 46, 66, 67, 69]:

1. An approach to apply regulations for medical devices and
its establishment licensing are being achieved through
coordination with the South African National Accredi-
tation System (SANAS) and similar internationally rec-
ognized institutions.

2. Liaison with and visits to various regulators across the
globe is helping to shape up the structural and opera-
tional aspects of the agency, including scope of activ-
ities, resource management, budget and funds manage-
ment, global and regional collaborations, and registration
processes.

3. SAHPRA started a pilot training initiative in coordina-
tion with local universities in pharmaceutical and life sci-
ences. This will not only produce a pool of evaluators but
will also create insights about the new regulatory frame-
work of SAHPRA.

4. The position and acceptability of proprietary names for
medicinal product registration developed by other major
regulators can have a lot of influence and should take care
of local aspects regarding local acceptability.

8. How Local Challenges Handling can be Eased with
Global Approach

SAHPRA has lot of challenges on a local level and may
require a local customization of solution. However, a lot of
the challenges would require a strategy proven or workable at
global level. Some of these challenges and potential solutions
through global collaborative/partnership mechanisms are [6, 7,
11, 24,70, 34, 41, 42, 53, 65, 68, 49, 69, 48]:

8.1. Cannabis and Codeine Challenge

SAHPRA as a nimble regulator needs to be proactive in
handling the regulatory framework through collaborative part-
nerships with other regulators and federal departments. This
year SAHPRA participated in the session of United Nations Of-
fice on Drugs and Crime (UNODC) Commission on Narcotic
Drugs held in Vienna.

8.2. Diseases of High Concern and Essential Medicines

SAHPRA needs to create collaborative constructs to launch
innovative treatments into pilot programs to tackle diseases of
high concern and burden, predominantly TB, HIV, cancer, etc.
Similarly, efforts would be required to ensure access to essen-
tial medicines. The ZaZiBoNa initiative has this as a priority
objective.

8.3. Electronic Format and Digitization

SAHPRA should look to work further on the electronic
formatting and overall digitization of regulators’ work aspects
through partnership ventures and participation in a task force
rather than working in isolation, to make use of synergies and
be cost-effective.

8.4. Charging Fee for Backlog

Like other major regulators, SAHPRA is not exception if it
asks to provision special fees to clear and prioritize the backlog.
Other regulators, when needed, have made provisions of fee to
special services, but this must be performance driven.

8.5. Public Consultation on Guidance Documents

Like the global leading practices, SAHPRA should raise its
reputation by bringing more and more work for public/industry
consultation. This shall help in receiving valuable inputs and
also clarifying the intentions and alert for expectations.
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8.6. Provisions for Abridged Evaluation

SAHPRA as an observer of the European Pharmacopoeia
accepts certificate of suitability to European Pharmacopoeia
(CEP) like European countries and some other international
regulators. This reduces the burden of evaluating the Active
Pharmaceutical Ingredient part if the CEP is available with the
manufacturer.

8.7. Aligning with Global Traceability Standards

South Africa is intent on enhancing the traceability of
medicinal and healthcare products across the supply chain. This
will increase security, visibility, and availability of medicinal
and healthcare products. For this, SAHPRA has collaborated
with donor regulators, including the United States Agency for
International Development (USAID) implementation of GS1
standards. The legislations for these provisions can be devel-
oped by collaborating and learning from established regulators
like USFDA. Furthermore, as the supply chain is a multina-
tional aspect, it cannot be protected without partnership and in-
formation exchange.

8.8. Partnership with Industry and Regulators in Pandemic like
Corona Virus Disease 2019 (COVID-19)

The novel coronavirus, COVID-19, pandemic is going to
have faraway effects on public health. Also, it has impacted
the manufacturing business across the globe. The solution for
a global problem impacting locally can also be through global
approaches. SAHPRA has been ensuring continuity of supply
of medicinal products and medical devices. It is in constant
communication with other regulators and industry to ensure
that safe, effective quality medicines and devices are available.
Moreover, SAHPRA is working closely with NDOH in bring-
ing awareness and spreading information related to pandemic,
preventions, and treatment.

9. Conclusion

SAHPRA has come a long way and achieved good progress
in its initial operation. There is noticeable momentum in the or-
ganization, working approaches, policies, communication, and
engagement with stakeholders. There are numerous challenges
inherited or forthcoming that would require a lot of focus and
efforts from SAHPRA. However, there are also opportunities
for SAHPRA to raise its reputation as a global level regula-
tor that is organized and effective in managing healthcare prod-
ucts regulations and related processes. Collaboration is key to
solving problems, and SAHPRA is expected to succeed in re-
sponding to challenges and opportunities. The reorganization
of the South Africa health products regulator into SAHPRA was
a worthy move.
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