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post this period and not in the two years that was mentioned. While recruiting, SAHPRA
should also re-evaluate their service level agreements (SLAs) with outside assessors
and/or consultants. Agreements should be tightened to ensure that deadlines are

respected, especially pertaining to applications with specific time restrictions.

SAHPRA receives a portion of its funds from the national fiscus through the National
Department of Health budget and the balance of SAHPRA'’s funding is raised through
charges for services supplied in the conduct of its mandates. They may also receive
donations in accordance with the National Treasury Regulations. It is expected that
SAHPRA will receive most of its funds from fees. Their objective is to deliver better, faster
services and therefore justify increased tariffs. Several functions (like radiation control), are
currently provided without charge and this will change in future (SAHPRA, 2019). From a
financial aspect, this does not seem enough for SAHPRA to achieve their ambitious goals
to improve regulatory performance. In order to achieve financial sustainability, they will

need to revise their fee structure.

The use of technology systems should be implemented by SAHPRA to further maximise
efficiency. The application of management systems for tracking and monitoring of
applications will result in the monitoring of timelines and workflow, without compromising

the standards of approvals.

Furthermore, as part of the reduction in backlog, SAHPRA has requested applicants to
cancel many duplicate applications currently adding to the volume of applications that are
exacerbating the backlog. Going forward, the possibility of a sunset clause can benefit the

agency, especially where the lifecycle of duplicate dossiers is not always maintained.
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SAHPRA has embraced the harmonisation process through the Pharmaceutical Inspection
Co-operation Scheme (PIC/s), ICH and WHO, and identifies that collaborations and
harmonisation should stimulate endless opportunities for growth and development.
Building from this experience, a regulatory reliance pathway should allow SAHPRA to
accept the approval of other recognised regulatory authorities in order to grant a South
African approval, with minimal review. Harmonisation should also be further explored
and/or strengthened, whereby assessments completed by other regulatory bodies, can be
recognised by SAHPRA. This is an essential measurement to improvement and elevate
patient access to quality health products on a global scale. With an aim to using resources
efficiently and ultimately to avoid delay, the standards for investigating safety, efficacy and
quality that is implemented by SAHPRA, should be universal too. Harmonisation should
strengthen the allocation of resources in South Africa, as it establishes collaborations with
other regulatory authorities and effectively combine to the regulatory efforts. This reduces
regulatory barriers such as unnecessary duplication and improving pharmaceutical trade

and ultimately, facilitate access to medicine.

The results presented in this study should incite dialogue, debate and further discussions
when considering options for improvement in South Africa. Of the countries that were
examined in this study, it was evident that there was a reduction in review times due to the
introduction of additional pathways and target review times. By streamlining the review
process based on the information that was gathered, the regulatory framework of SAHPRA

can become more efficient and access to medicine can improve.
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Title:

The introduction of additional regulatory review pathways can facilitate faster dossier

approvals in South Africa.

Introduction:

The access to affordable medicine has always been a contentious issue and a major
challenge in emerging markets. The countries’ health systems are under tremendous
pressure to improve access and simultaneously be adequately staffed and equipped to

meet the needs and demands of the population (Gray, 2004).

With a view to using resources efficiently and ultimately to avoid delay, scientific standards
for investigating quality, safety and efficacy should be universal too. This should ideally be
done in two steps. Juillet (2007) brilliantly described it as Harmonisation of content
(referring to mutual recognition of studies and data) and harmonisation of format (referring
to exchange of information and recognition of assessment), both a necessity to a

successful marketing authorisation.

For more than 20 years, the MCC of South Africa faced numerous complaints from
pharmaceutical industries and clinical research organisations, that the delays in the
registration of medicines were preventing access to affordable medicines. The South
African Health Regulatory Authority (SAHPRA) is now responsible for the regulatory review
of dossiers, leading to its approval. SAHPRA replaced the MCC in 2018 and is authorised
by the Medicines and Related Substance Act (101 of 1965) to control the health products

and its respective uses is South Africa.
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Study Problem:

The regulatory review processes of the SAHPRA are delayed due to poor infrastructure
and limited resources. Compounding the delay, are the large number of applications that
are received on a daily basis (Leng et al, 2015). The regulatory authority has to balance
access of medicine, with a thorough benefit-risk assessment. As approval times are also
a key indicator to assess the performance of a regulatory agency, a dramatic improvement
in strategy is required to further drastically improve the current review processes. Every

delay is also a measure of access and availability.

Once an application has been received, there is no time period allocated for the review of
the dossier. There is also no specific time allocated to the individual stages of the different
committees that review the different sections of each dossier. Furthermore, the document
requirements between different application does not differ, whereby NCEs and generic
applications follow the same assessment path (Keyter, 2018). This ultimately results in a

considerably long review process.

Research Purpose:

A recent study performed by Keyter et al. (2018) assessed the regulatory review process
in South Africa and recognised the need for an enhanced process. Their research and
findings are significant and relevant, as it highlights the key focus areas needed to
transform the organisation at an operational level. One of the identified focus areas were

the need for an enhanced regulatory review process.
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With a current review process that can easily take up to 5 years, it is clear that there is an
urgent need for alternative pathways and opportunities for an enhanced regulatory review
process. Using the already identified key milestones and timelines used by other countries,
the research purpose is to alleviate the backlog and reducing the review timelines. As part
of the restructuring process, SAHPRA should consider different review pathways,
specifically those that have proven to be successful in other regulatory regions. In doing
so, medicines that can treat serious conditions or can provide substantial improvement
over current therapies, can be approved within faster timelines and made available to the

public.

The research hypothesis for this study is as follows: “If SAHPRA adopts review and
evaluation pathways for product applications similar to existing frameworks in other

countries, the review timelines will decrease, and approval rate will increase.”

Objective:

The purpose of this research is to perform a comparative review of the current South
African framework for the submission of applications and compare this to existing pathways
in other countries. In order reach the objectives of this study, an evaluation of the review
framework processes of different countries, including the European and United States (US)
will be conducted. These mature markets used to experience lengthy delays between the
1960s and 2000s and have shown drastic improvements due to a change in their regulatory

environment (Wileman and Mishra, 2010).

By adopting or modifying regulatory pathways that have already proven to be successful

in different countries, the approval process should become more efficient. The bottlenecks
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that are hindering the registration process of new applications, generics and eventually
variations, can be identified and subsequently streamlined. Clear expectations and a
commitment to defined review and approval times can be highly effective to ultimately
achieve the goal. The European Union has extensively reduced their review process due
to its agency’s clear expectations of and specified approval timelines, with a firm
commitment to a 210-day approval timeline (EMA). The US has streamlined its review

process for medicinal products to 180 days, with some approved even faster (FDA).

The ICH’s mission is to achieve greater harmonisation on a global scale in order to ensure
safe and effective medicine that are of superior quality. In addition, its aim is for medicine
to be developed and registered in a well-organised and in its most resource-efficient
manner. When the Medicines Control Council (now known as SAHPRA) embraced the
Common Technical Document (CTD) format in 2011, it opened the doors to harmonisation.
Their aim was to facilitate the submission of information, save industry resources, provide
efficient assessment and faster availability of medicine (Taute, 2013). Harmonisation
strengthens the allocation of resources in a country, as it establishes collaborations with
other regulatory authorities and effectively combine the regulatory efforts. This reduces

regulatory barriers such as unnecessary duplication and improved pharmaceutical trade.

Methodology:

The research is a retrospective literature-based review, with the aim to provide a
gualitative analysis using information from existing guidelines and timeframes. The
analysis will be useful in providing historical data that is needed for studies (Statsdirect,
2000). The methodology assumes that the review processes in mature markets are made
up of different stages with allocated timelines assigned to each stage. The specification

defines a uniform structure to each step in the review process.
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By identifying the different processes, stages and timelines from different regulatory
authorities, the information can be used to benchmark against current South African
processes. Through the evaluation of successful existing pathways and understanding
what ultimately led to the improved productivity of emerging markets, South Africa can use

the operational tools available to improve the review process effectively.

The analysis will also combine sources of information from guidance documents and data
that is collected from published information by regulatory authorities, books, online journals
and articles. This literature research methodology indirectly provides access to information
(Lin, 2009). The research documents will be retrieved from the databases and the websites

of relevant international organisations, research institutions and other organisations.

Milestone and Time plan:

Duration} . . L DA
Description in welih Startdate | End Date 3|4 1415)16 18/19|20(21|22(23(24|25(26|27|28|29|30|31|32(33 (34|35
in wegks

10{11{12(13

1. Identify research area 1 | 19/02/01 |2015/02/
19/02/15 |2019/02/22
18/02/22 [2018/03/01,

2. Formulate research question/hypothesis

1

3. Formulate research strategy, reseach design and select met] 1

4. Write the research proposal 3 | 19/03/01_|2015/03/22

5. Literature review 6 19/03/22 |2019/05/03

6. Data collection 4 | 19/05/03 |2019/05/31
4
8
3
2
1

7. Data Analysis . |.19/05/31 |2018/06/28
8. Write first draft
9. Write second draft

| 19/06/28, |2019/08/23

| 19/08/23 |2019/09/13] |

| 19/09/13 |2019/09/27| | |
19/09/27 |2019/10/04| |

10. Write final draft
11. Thesis due

Ethical Considerations:

The research aims to maintain good ethical standards, with no conflict of interest. As this
is a literature-based review, ethical approval from the University of Western Cape Ethics

Committee is not required as no research subjects or confidential information will be used.
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