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Abstract

Worldwide, medicine regulatory agencies are intentionally pursuing the concept of
harmonisation or convergence of regulatory requirements across countries, Regional
Economic Communities (RECs) and in some cases across continents. For Africa, the New
Partnership for Africa’s Development (NEPAD), an organ of the African Union, is
coordinating REC specific medicines regulatory harmonisation projects. The SADC
Medicines Regulatory Harmonisation project has made significant progress. To date,
registration guidelines and other technical guidelines have been published and are being

adopted by member states.

Following the adoption of the Zazibona process, different facets of regulatory harmonisation
are being implemented, including work sharing in the form of joint dossier assessments and
manufacturing facility inspections. Despite these developments, the harmonisation of
medicine labelling requirements within the region has been lagging behind with ramifications

on the accessibility of essential medicines for patients.

A comparative analysis of the legislative and regulatory landscape within the SADC region
showed that the primary barrier to harmonisation of labelling requirements was the country-
specific prescribed statutory requirements which are contradictory or unique and in some
cases congruent. A harmonised labelling conceptual framework is proposed which attempts
to resolve the conflicting and unique requirements. A panel of experts and stakeholders
reviewed the proposed concept through a prospective survey. The majority of respondents
agreed in principle with the proposed framework, where concerns were raised, necessary
changes were made to address queries raised in the review. All the stakeholders were
agreeable to the implementation of the proposal as an interim measure while changes to
regulations are being considered. These changes to regulations were estimated to be

achievable in less than four years.

Given the potential impact of harmonising labelling requirements on public health, control of
pharmaceutical products and accessibility of essential medicines, the SADC secretariat may
use the outcome of this study for wider engagement within SADC member states to expedite

harmonisation of labelling requirements.
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1. Introduction and literature review

Background

1.1.1. Harmonisation and access to medicines

Rehman, Arfons and Lazarus! noted that the thalidomide and other drug-related tragedies had
led to a rapid transformation of medicine regulation by the United States Food and Drug
Administration (USFDA). This, in turn, led to a change in national medicine legislative
frameworks across the globe we see today, which has been extensively discussed by Régo
and Santoso.? In a study by Ratanawijitrasin and Wondemagegnehu, these developments
were coined “crisis led drug regulation reforms”, and these reforms were observed in all the
major regions of the world.® From these developments, the role of National Medicines
Regulatory Authorities (NMRAS) in ensuring not just access, but access to efficacious,

quality and safe essential medicines for the public has been fully established.?

Notwithstanding the developments in medicine regulation globally including in developing
countries, access to essential medicines remains a problem in many countries. Since 1977, the
World Health Organisation (WHO) has been actively promoting the implementation of the
essential medicines concept in member states to address some of the challenges related to
access to medicines.® Santoso et al. stated that about a third of the world population still has
no adequate access to essential medicines. The reasons for this lack of access have been
extensively documented in various studies and reports.* > The WHQ?® has also reported on an
array of issues in the African medicine regulatory structures and framework that contribute to
the lack of access to essential medicines. A situational analysis by Ndomondo-Sigonda et al.
pointed out the following key issues which NMRAs in the SADC region are facing and
which have a considerable impact on access to quality, safe and efficacious medicines’;

. Inefficient processes resulting in delays in the registration of medicines

. Resource limitations in the implementation of effective medicine regulation

" Lack of capacity in the NMRAs to effectively monitor the safety, quality and efficacy

of medicines at country level

Inaccessibility to quality essential medicines has resulted in the entrance of counterfeit

products in the supply chain of some African countries.?®

Page | 5



Regulatory harmonisation is one of the mechanisms that seeks to address some of these issues
if the following is realised,;

" The implementation of common regulatory requirements and standards for inspection
and evaluation: This will facilitate the sharing of information and collaboration between
authorities to reduce duplication of efforts.® 1°

" Use of common data sets for registration by use of common technical documents:
This will reduce the burden on the manufacturers / applicants as they will have a common
data pack for all countries. Different regulatory requirements on developmental studies make
it a prohibitively costly exercise, impacting highly on the availability and accessibility of
essential medicines.'

" Use of standardised labelling for medicinal products: This is important for supply
chain management issues. Manufacturers can produce medicines with common labels for
various countries. Harmonised labelling of medicines has both logistical and cost benefits to
all stakeholders and promotes pooled procurement in SADC.*? 13

If the common goals above are achieved, regulatory harmonisation will significantly benefit
all stakeholders whose common objective is to ensure availability and accessibility of safe,

efficacious and quality medicines.®

1.1.2. Regulatory harmonisation — Global initiatives

Harmonisation vs Convergence

At a global level, a number of NMRAs have embarked on a path of regulatory harmonisation
and in some instances regulatory convergence.!* The term ‘Regulatory harmonisation’ is
defined as the process by which regulatory and scientific guidelines are developed to be
identical across participating countries or regions4. The term “Regulatory convergence,” on
the other hand, represents a process whereby the regulatory and scientific guidelines across
countries or regions become more similar or “aligned” over time®®. Convergence is achieved
by a gradual adoption or adaptation of policies, procedures, standards, scientific principles or
guidelines, that are internationally recognised by individual countries'®. Wider application
across countries brings alignment of the regulatory framework to achieve a common public
health goal.™ In convergence, the harmonisation of laws and regulations is not required,
countries align with each other gradually resulting in greater regulatory cooperation.®
Regulatory convergence could have similar outcomes to harmonisation and should be

considered where outright harmonisation activities are difficult to implement.
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European Union Harmonisation

Regulatory harmonisation has been achieved in the European Union (EU) through adoption
of the same rules and laws by member states, largely aimed at removing technical obstacles
to trade.!’- 8 The harmonisation work relating to pharmaceutical products

[Regulation 726/2004, see section 17.3.7] resulted in the formation of the single market for
health commodities and in the establishment of the European Medicines Agency (EMA).18
Therefore, harmonisation in Europe is one of the best cases achieved globally through
establishing the same statutory requirements, standards and procedures for pharmaceutical

products (Directive 2001/83/EC) by member states (including labelling requirements).

EMA has an important responsibility of implementing this directive throughout the EU. The
Agency's success can be attributed to the availability and coorperation of skilled and
experienced resources for the regulation of health products.'® In the EU network, countries
leverage on the capacity provided by fellow member states. Besides the work sharing or joint
evaluations arrangements through the centralised procedure, EMA also coordinates activities
at country level such as mutual recognition, decentralised medicines registration, and some
aspects regarding clinical trials regulation.'® These, among other factors, have made
regulatory harmonisation in the EU to be recognised globally as a success and a reference
point for regional regulatory harmonisation initiatives in various Regional Economic

Communities (RECs ), including the SADC regulatory harmonisation project.

International Council for Harmonisation

The International Council for Harmonisation of Technical Requirements for Registration of
Pharmaceuticals for Human Use (ICH), formely known as the International Conference on
Harmonisation, is a unique project that was established in 1990%°. The ICH consisted of
regulatory authorities of the European Union, Japan and the United States as well as experts
from the pharmaceutical industry in these three regions. Its initial thrust was to develop
harmonised regulatory and scientific guidelines for the registration of new medicinal

products, and hence facilitate new product development.?°

Since the inception of ICH, technical guidelines covering Efficacy, Quality and Safety topics
have been developed and are being implemented. 2* Dossier formats such as CTD and eCTD
have been implemented allowing multiple submissions to be done using the same dataset /

similar dossier forrmat. Of late, thrust towards greater harmonisation beyond the ICH region
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has seen the adoption of the ICH guidelines by non-ICH countries (regulatory convergence),
yielding additional benefits to both regulatory agencies and industry. In SADC, many of the
member states have adopted the CTD /eCTD guidelines as well as most of the scientific

guidelines.?!

ICH, through its activities in the harmonisation of regulatory requirements across the EU,
Japan and US, enabled the pharmaceutical industry to eliminate the need for country specific
developmental work and therefore brought efficiencies to the product development process?.
This had direct impact on the cost of product development, timelines for development and
registration. The ICH process, was therefore instrumental in the acceleration of access by
patients of quality and cost effective medicines, with significant pharmacoeconomic gains.?
Reduced cost of development allowed innovative companies to redirect their cost savings to
new projects that will produce the ground-breaking therapies of the future.?? In the context
of SADC, the adoption of ICH standards and guidelines is currently helping in the regional

cooperation and work sharing agreements such as Zazibona??

African Medicine Regulatory Harmonisation

Ensuring the availability of safe, good quality and reasonably priced medicines has been a
challenge for many African countries for a very long time. Marketing authorisation (MA) and
clinical trials authorisation (CTA) for global health products such as vaccines and medicines
in many low- and middle-income countries (LMICs) have experienced delays ranging from

4-7 years in comparison to most of the high-income countries (HICs).%

In Africa, barriers causing these delays include weak regulatory systems and standards, as
well as divergent requirements across countries, lengthy medicine registration processes that
lead to delays in medicine availability, technical capacity and capability constraints, overall
human and financial resource constraints; and failure to leverage regulatory decisions by
better-resourced regulatory authorities and the World Health Organization (WHO). In
addition, delays in clinical trials authorisation (CTA) have been attributed mainly to the lack
of technical capacity as well as role clarity and transparency between national medicines

regulatory authorities (NMRASs) and national ethics committees (NECs).?

The establishment of the African Medicines Regulatory Harmonisation Initiative (AMRHI) in
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2009 was driven by the need to remove these barriers that hinder patient access to medicines
and healthcare products in Africa.® The AMRHi is a regulatory systems strengthening
project of the New Partnership for Africa's Development (NEPAD), an agency of the African
Union (AU). The AMRH initiative aims to support African countries to overcome the
constraints discussed above by building effective medicines regulation and registration
systems through regional harmonisation and capacity building.? In this process, AMRHi
seeks to establish and improve standards and requirements related to the regulation of and
access to safe, high-quality medicines for the African population.?® The work done by the
AMRHIi serves as a foundation for the establishment of the African Medicines Agency
(AMA) %,

The African Medicines Agency (AMA) will be an organ of the AU whose objective is to;
“promote the adoption and harmonisation of medical products, regulatory policies and
standards, and scientific guidelines, and coordinate existing regulatory harmonisation
efforts in the Regional Economic Communities and regional health organisations in
Africa. It will further provide regulatory guidance, scientific opinion, and a common
framework for regulatory actions on medical products, as well as priority, emerging

issues and pandemics.” 7

The treaty paving the way to the formation of the AMA was signed in May 2018 following
an undisputed decision by African ministers of health to adopt the agreement to establish an
African Medicines Agency (AMA) after many years of deliberations?® The AU’s vision on
the creation of AMA is illustrated below.

‘'m
%‘ N \
g ¥ oY @ EAc

\ ECCAS/ £ ) Vision: East African
» OCEAC J Community Medicines
\ e and Food Safety
SADC, ,
KFQ_. - Commission

MESA

55 countries - Sregions - 1 continent

Figure 1: AU Vision for regulatory harmonisation??
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To facilitate the convergence or harmonisation, the AMRHi is working with NMRAs within
Regional Economic Cooperation (REC) schemes in Africa, therefore implementing the
harmonisation projects in bite-sized chunks.?® As of December 2016, 85 % of sub-Saharan
Africa was covered with Medicine Regulatory Harmonisation (MRH) projects as illustrated
below. 2

RECs participating in the AMRHi 2

= 85% of Sub-Saharan Africa covered with medicines registration harmonization
(MRH) Projects at different levels of implementation

ECOWAS/WAEMU <
15 countries 2, EAC
j . ‘Z;ES"E 0 countries

CEMAC-OCEAC f : xf \
6 countries e AN g’ - 7 .
/

N , ¢ /
_\L d{_.: L
i~ .-Jr
-
N s
L

SADC
15 countries

Figure 2, REC participating in the AMRHi?°

Key:

CEMAC - The Economic and Monetary Community of Central Africa
EAC - East African Community

ECOWAS — Economic Community of West African States

IGAD - Intergovernmental Authority on Development

OCEAC - Organization of Coordination for the Fight against Endemic Diseases in Central
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Africa

WAEMU - West African Economic and Monetary Union

SADC - Southern African Development Community

Note: Most countries in Africa belong to more than one regional economic bloc

The status of the AMRHi Projects as of December 2016 is given in the table below?.
Table 1: AMRHi Projects (Dec 2016)°

REC Status
East Africa Implementation:
. Launched March 2012
EAC . Harmonised standards (technical guidelines and

requirements) approved by the Council of Ministers
Registration of medicines (based on CTD)

Good Manufacturing Practices (GMP)

Quality Management System (QMS)

Information Management System (IMS)

Came into force from Jan. 2015, countries at different

levels of implementation

CEMAC-OCEAC

In progress

Central Africa:

Regional pharmaceutical policy in 6 CEMAC Member
States

1st MRH Project Steering Committee convened 15-16
November 2016

Southern Africa

SADC

March 2011: MRH Framework Agreed by SADC
NMRAS

October 2013 implementation of MRH Framework
“Breakthrough Activities” under SARPAM Funding of
Zazibona scheme

2014 Official Integration of Zazibona Scheme into
SADC Framework for Regulatory Harmonisation
21-24 July 2015, SADC Regulators Forum Official

Endorsement of Implementation of MRH

Page | 11




North/North- Eastern ] Dec 2010: Consultation on AMRH

Africa . 03-05 August 2015, Addis Ababa, Ethiopia: IGAD
Conference of NMRAs and partners
. IGAD 2nd Regulators Meeting, Khartoum, Sudan, April
26-27, 2016 Preparatory stage
West Africa: . ECOWAS and WAEMU launched a Medicines

Regulatory Harmonisation (MRH) Project in February 2015
ECOWAS and WAEMU . 1% Meeting of Joint MRH Project Steering Committee,
February 2015

. 2nd Steering Committee meeting, 20 April 2016

- Alignment of WAHO and WAEMU

- Common Technical Document (CTD)

- Development of the technical

- requirements based on the harmonised CTD

- Operationalisation of the 7 Expert

- Working Groups (EWG)

- Recruitment of MRH Project Staff

African Union Model Law on Medical Products Regulation

According to a SARPAM situational analysis performed in 2010, medicines harmonisation
and accelerated access to efficacious and high-quality medicines in the AU Member States is
constrained by lack of harmonised legal instruments.” The NEPAD Agency, working together
with the African Union Commission (AUC) and Pan African Parliament developed a Model
Law on Medical Products Regulation which was adopted by the AU Summit in January
2016.%° The Model Law was drafted as a template for member states to update their current
laws and subsequently establish semi- independent National Medicines Regulatory
Authorities (NMRASs).3! This law aims to lay a foundation for NMRAs on the African
continent that will have the capability and capacity to ensure that only quality, safe, effective,
cost efficient medicines are available and accessible to the general population in order to
influence the health outcomes of every member state.>® The summary below shows the major

facets captured by the AU model law;
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Odei"( The African Union (AU) Model Law is a legislative framework that
|3ddresse5 these challenges by harmonizing requirementsland
processes as follows:

L&

Granting
manufacturing and
distribution licenses Conducting quality

Registration and and safety inspection

of health
technologies, as well
as manufacturing
facilities

marketing of health
technologies

Figure 3: Summary of the key facets captured by the AU model law: Source: UNDP3!

A principal feature of the Model Law is the harmonisation of regulatory standards and
procedures to allow for more efficient marketing authorisation of medical products in the
African region by outlining mechanisms for regional and sub-regional cross-registration and
facilities inspections.® As discussed above, harmonisation or convergence of regulatory
requirements (statutory instruments, scientific guidelines) by AU member states is a
prerequisite to the formation and establishment of the African Medicines Agency. The model
law above therefore provides a unique opportunity for member states to level the regulatory
landscape. It is currently being used by member states to review existing legislation or
establish new laws governing the regulation of medicines. Convergence towards common
scientific standards is already on course with the adoption of ICH CTD / eCTD guidelines &
specifications and scientific guidelines by various NMRAs.?2

SADC Regulatory Harmonisation
The SADC Vision, coined in 1992, “is to build a region in which there will be a high degree
of harmonisation and rationalisation, to enable the pooling of resources to achieve collective

self-reliance, to improve the living standards of the region’s people.”’3 33

Under the regional integration and collaboration objective, SADC established the SADC
Pharmaceutical Programme in 1999. The programme was crafted to improve the ability

of Member States to manage diseases of concern to public health in SADC, especially HIV
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and AIDS, tuberculosis, and malaria.>® Before long after the commencement of the
Pharmaceutical Programme, SADC established the Protocol on Health in August 2004, with
specific provisions (Article 29) for improving access, affordability, and effectiveness of
pharmaceuticals within the region. This was followed by the development of the SADC
Pharmaceutical Business Plan (2007 - 2013), published in 2007 with the overall goal of
ensuring availability of essential medicines. One of the key strategies to meet the above
objective is strengthening regulatory capacity, supply, and distribution of essential
pharmaceutical products through ensuring a fully functional regulatory authority with an
adequate enforcement infrastructure.3* Building on the regional harmonisation and integration
momentum as given above, in 2011 SADC established the Medicine Registration

Harmonisation project.

Within the framework of medicine regulatory harmonisation, the SADC Ministers for Health
and Ministers for HIV and AIDs during their Joint meeting in November 2013, ° approved
the process to review and update the SADC Regional Registration Guidelines, which was
achieved by streamlining them with international standards (ICH, WHO and FDA). The
Ministers subsequently approved these updated Registration guidelines and CTD format in
January 2015.% Member States are at various levels of adoption of these SADC Registration
Guidelines at the national level. The use of a common CTD format and registration
requirements is facilitating submission of similar applications for registration of medicines to
various National Medicines Regulatory Authorities (NMRAS) within the region. It is also

encouraging cooperation between NMRAs through work sharing initiatives.

Building on the success of the EAC MRH project which involved joint dossier assessments,
the SADC region initiated a platform in 2013 called Zazibona, initially comprised of Zambia,
Zimbabwe, Botswana and Namibia to coordinate the joint evaluations. The Zazibona process
was established with a view of improving the availability of good-quality medicines through
work-sharing in the evaluation of dossiers and the inspection of medicine manufacturing and
testing facilities®”. The aim was to significantly reduce the time taken to grant a MA in the
individual countries, and ensure efficient utilisation of resources among NMRASs in the
region through work sharing.®® In 2017, The Zazibona initiative evaluated 179 product
applications over 15 meetings from October 2013 with a final decision reached for more than
90 products and a mean time to recommendation for registration estimated at nine months.*

40,41 The Zazibona scheme was officially adopted as a SADC MRH Programme in 2014, a
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total of ten (10) countries (including the four founding members) have now joined the scheme
with different membership status as given below; South Africa, (active), Zimbabwe (active),
Namibia (active), Zambia (active), Botswana (active) Swaziland (active), Democratic
Republic of Congo (active), Angola (non-active), Seychelles (non-active) and Malawi (non-

active).* 42

Updating and harmonising regulatory standards to create one regional market and mutual
recognition is one of the strategies included in the draft Strategy on Regional Manufacturing
of Essential Medicines and Health Commodities (2016-2020). This strategy supports the
pharmaceutical component in the SADC Industrialisation Strategy and Roadmap 2015 -
2063.%* A harmonised regulatory framework including GMP certification is essential for
speedy approval of new products, and will also result in a bigger market for locally produced
products. Further to this, the SADC Medicines Regulators recognise the continued challenges
with the registration of medicines by the pharmaceutical industry with respect to varying
regulatory requirements within the region.® While the regional registration guidelines have
been updated and a harmonised SADC CTD format approved, the issue of product

information and labelling and harmonised GMP requirements is still lagging.

Problem Statement: The need for harmonisation of labelling requirements
In a study by Kirti, pharmaceutical companies expressed that country-specific registration
and labelling requirements remain a barrier to market authorisations and distribution of
medicines in African countries®. In particular, GMP inspections, GMP inspection fees and
unique labelling laws at country level were given as the most critical problems.* The
labelling problem is not peculiar to the pharmaceutical industry. Kapasila et al. concluded that
the differences in country-specific labelling regulations and guidelines impacted significantly
on the availability of certain food items across borders in South East Asia.** The situation in
many countries is even worse for medical devices, where labelling information is not
standardised and is disseminated through various media: videos, brochures, information
leaflets, etc. This often confuses the patient as similar products’ labelling is often entirely
different.*® Given the SADC Pooled procurement agenda, harmonisation of labelling is of
great importance to enable the actual pooled procurement to be done in SADC.*® To this end,
the SADC Protocol on Health and the Pharmaceutical Business Plan emphasise the need for

regulatory harmonisation including labelling.

Through the effort of different partners including WHO, AU, SADC members, NEPAD
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(AMRHI), regulatory harmonisation in SADC is steadily progressing. Countries participating
in the Zazibona initiative (Zambia, Zimbabwe, Namibia, Botswana and South Africa) have
already converged towards harmonised technical requirements in the form of CTD. This has
facilitated joint reviews by the participating countries. Notwithstanding these harmonisation
efforts within SADC,; the labelling harmonisation issue remains unsolved. To date, there is
no agreed framework to ensure harmonisation of labelling requirements within the

region.

The impact of the different requirements specified by individual countries on the availability
and accessibility of certain essential medicines has been well documented.™® In many
cases, the single country product quantities needed are far less than the minimum batch sizes.
In such cases, supply will be hindered to the detriment of the patients in need of such
lifesaving medicines. If labelling harmonisation is achieved, pooled procurement could be
enabled where one batch may be supplied to several countries. The economies of scale gained
will benefit governments as well as patients. In this context, labelling harmonisation has a
substantial public health benefit and should be prioritised by the SADC Medicine Regulation

Harmonisation project.

Study Aim

The study is aimed at developing and presenting a proposed framework for regulatory
convergence / harmonisation of product labelling requirements for SADC countries in order
to improve the accessibility of safe, quality and cost-effective products in line with national
medicine policies. The envisioned concept will take into account the importance of labelling
information in ensuring the safe use of medicines and will not disregard policy matters
enshrined in the national medicine policies (e.g. generic prescribing & dispensing). The

underlying principles of rational medicine use will also be underpinned in the proposal.
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Study Objectives

A systematic approach was used for the development of the harmonised product labelling

framework by fulfilling the following objectives.

Objective 1: Comparative analysis of legislative and regulatory systems in selected
SADC counties

The first part of the study was a review of the regulatory landscape in the selected SADC
countries: South Africa, Zimbabwe, Namibia, Botswana and Zambia. The choice of countries
considered in this study is discussed in detail in section 2.3. A comparative analysis of
applicable legislation, regulations, and guidelines which govern labelling of pharmaceutical
products in the selected countries was undertaken. Similarities and differences in the
regulations and guidelines were identified and discussed. The comparative analysis identified
the barriers to harmonisation such as differences in legal or regulatory requirements for the

labelling of pharmaceutical products.

Objective 2: Development of a harmonised labelling conceptual framework
The second part of the study involved the development of a harmonised labelling conceptual
framework to address the barriers to harmonisation such as differences in the legal

requirements for labelling of pharmaceutical products.

Objective 3: Stakeholder assessment and validation of the harmonised labelling
framework.

Various stakeholders (NMRA officers, regulatory experts, harmonisation leads in the AMRHi
partners, independent consultants) were identified to evaluate the concept for acceptability,
applicability, relevance, practicality and potential impact on the control of pharmaceutical
products in SADC. The assessment by stakeholders validated the conceptual framework by

confirming that it is acceptable and applicable to the SADC region.
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2.  Methods

2.1.

Summary of methods used

In this study, the System Improvement Process methodology (SIP) 4" was adapted and used to

develop the harmonised labelling framework. SIP methodology is a problem solving method

that allows the main problem to be broken down into sub-problems. The sub-problems are

then extensively analysed using appropriate research tools. Appropriate solutions to the sub-

problems will then collectively solve the main problem. In this study, the problem statement

is well defined and was solved using SIP method as detailed below.

Problem
Definition

Problem Statement: There is no agreed concept to bring

harmonisation of labelling requirements in the SADC region, despite

the current efforts by the AMRHi

Sub Problems

What are the
barriers to
labelling
harmonisation and
how do we

overcome them?

Which framework
addresses the
differences and
embraces the

similarities?

How to get the SADC
stakeholders to agree to

a single framework?

Problem

Analysis

Comparative
analysis of legal
requirements and

Identification of

A Systemic review
of the outcomes of
the comparative

study and logical

Stakeholders
assessment of
harmonised framework

through a prospective

method

Comparative
analysis
[See 2.1.1]

barriers to proposal of a survey
harmonisation harmonised
framework
Problem analysis | Qualitative Framework Prospective survey

development
[See 2.1.2]

[See 2.1.3]

Solution

Convergence

Assessment of the analysis outcomes above and proposal of a

regionally validated concept

Implementation

Make recommendations to SADC MRH Programme
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2.1.1. Qualitative comparative analysis

A Qualitative comparative analysis was performed of the legal requirements for the control of
labelling in selected SADC countries: South Africa, Zimbabwe, Namibia, Botswana and
Zambia. The choice of countries considered in this study is discussed in detail in section 2.3.
In this comparative analysis, the similarities and differences of the legal provisions between

the countries was explored.*®

The qualitative comparative analysis involved;

Understanding the country level legal landscape by identifying the current laws,
regulations and guidelines on labelling in operation in the selected SADC countries and other
reference jurisdictions or programs such as the EU. The legal provisions were studied ‘on as
written basis’.*® The study did not delve into studying the law governing labelling ‘on as
applied basis” which considers the application of the law and the cultural context in which the
law was applied. This will involve studying practical cases in which the law was
implemented and will be considered in future studies as it is a crucial part of comparative law

studies.

Head to head comparison of the legal requirements as specified in the current documented
legal and regulatory requirements.

For each of the line items under review, the following outcomes were explored,;

" Conflicting requirements — when there is disharmony or antagonistic requirements
from at least one of the countries in comparison to the rest of the countries. This is a
significant barrier to harmonisation. A mechanism to resolve such conflicts was being sought
in this study.

" Congruent requirements — when the requirements across the countries are the same,
this means that harmonisation of requirements pre-exists.

" Unique requirements — when there is a requirement that is peculiar to one country.
This requirement should not conflict with the rest of the other countries’ requirements. In
such cases adoption of the requirement deemed unique to one country by the other countries
will augment the legal standing of the receiving country. Improvement of the local legal
framework on the basis of international/regional practice is the end in view of International
Comparative Law*®. The corresponding outcomes as stated above was reported for each line

item in the head to head comparison.
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2.1.2. Framework Development
The outcome of the comparability study above was used to formulate a harmonisation

framework for SADC as illustrated below;

Comparability Study Outcome Solution

Conflicting requirements — when there | The conflicting requirements will be

is disharmony or antagonistic compared to other international bodies (EU).
requirements from at least one of the Convergence to a ‘middle ground” was

countries in comparison to the rest of the | recommended.

countries.

Congruent requirements — when the No further action required, Rewording in a
requirements across the countries are the | single document was be required for the
same, this means that harmonisation of relevant line items.

requirements pre-exists.

Unique requirements —when there isa | It was proposed that the unique requirements
requirement that is peculiar to one be adopted by the rest of the countries
country. provided that they are not contrary to any
other legal requirements

2.1.3. Stakeholder and Expert assessment & validation

Stakeholders from selected SADC countries and experts in the Regulatory harmonisation
fraternity were identified to review the proposed harmonised framework using a prospective
survey questionnaire. The data collected using the questionnaire was both quantitative and
qualitative. Data collected from the survey was collated and analysed using basic statistical

functions.

Design and Piloting of the Questionnaire

The questionnaire for the prospective survey was developed following the results of the
comparability analysis and formulation of the harmonised framework. To facilitate data
collection, an electronic form was designed as a google form. The objective of the survey
was to determine the acceptability of the proposed harmonisation framework. Before the
final distribution of the questionnaire, a pilot survey was undertaken to validate and check
the effectiveness of the questionnaire. This involved three respondents, one from MCAZ

and two independent regulatory consultants. The final questionnaire was adapted based on
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comments by the pilot respondents.

Distribution of Questionnaire

As stated above, the questionnaire was developed on an open-source online platform
(Google form) and used for ease of delivery and collection of data. The questionnaire was
accessible as a web link and could be completed online using checkboxes, dropdown lists as
well as text entry for open-ended questions. The web link was sent by email to identified
respondents. After one month, a reminder email was sent to the prospective recipients. The
cutoff period for acceptance of responses was three months, and data analysis was
performed with data available.

2.2. The justification for Method Used

System Improvement Process (SIP) methodology was used as an overarching method for
this study. The overall aim of this research was to develop and propose a framework that can
be adopted or adapted by SADC for harmonisation. The SIP methodology provides a
systemic method of changing the status quo from disharmony to a place of convergence

where regulatory alignment concerning labelling can be achieved.

Quialitative comparative analysis was used to document the current regulatory landscape,
determine the similarities and differences. Qualitative comparative analysis is a

conventional method used in comparative law.

Logical derivation was used to define a harmonised framework. This considered the current
landscape and used convergence principles to address the differences identified.
Convergence could serve the SADC region better since there are existing systems, making
few changes towards convergence of requirements could be more acceptable and more

comfortable to implement compared to total changes to the system.

A qualitative prospective survey was used to determine the acceptability of the proposed
harmonised framework. The survey allowed stakeholders and experts to review the
proposed framework using a structured questionnaire objectively. Open-ended questions
were also included in the study to solicit further comments from the experts and

stakeholders from the selected countries.
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2.3. Inclusion criteria for selected SADC stakeholders:
At the initiation of AMRHi, by NEPAD®, the NMRAs in SADC were classified as follows;

Criteria Category 1 Category 2 Category 3
(meeting <3 (meeting 3-4 (meeting all five
criteria?) criteria) criteria)

1. Existing NDRA Lesotho, Malawi, South Africa,

2. Existing legal framework  Swaziland, Mozambique, Tanzania,

3. Performance of full Seychelles, DRC,  Zambia, Botswana, Zimbabwe

regulatory functions Angola Mauritius, and

4. Existing Management Namibia

Information System
5. Available Human
Resources

The vast disparities in medicine regulatory capability, as shown above, was found to be a
barrier to harmonisation at the outset. Harmonisation initiatives were confounded by other
factors such as the sheer size of SADC (15 Countries) and other factors such as language.
These confounding factors are the reason for the slow pace of the SADC Medicine
Regulatory Harmonisation Project. On this background, SADC adopted the Zazibona as the
official project on regulatory harmonisation in SADC. This enabled SADC to form a nucleus
of NMRAs whose regulatory capabilities are similar and are small enough to allow dialogue,
work sharing and progression towards harmonisation. The countries initially involved in
Zazibona were Zambia, Zimbabwe, Botswana and Namibia. At the time of writing, South
Africa and DRC had joined as a main member and other SADC countries (Swaziland, and
Mozambique) had joined Zazibona as observers. It is anticipated that, with the incorporation
of more countries as members, Zazibona will eventually achieve the goal of harmonisation in
the SADC region.

On this basis, this research focused on countries participating in Zazibona as the primary
stakeholders at the time the proposal was made. Further consultation and engagement with
the rest of the SADC countries and industry will be required before finalisation of the
harmonised labelling concept. The outcome from the focus on Zazibona participating
countries provided a representative blueprint for broader engagement. Over and above the
NMRA stakeholders from Zazibona, experts, consultants and office bearers in organisations
involved in the AMRHI projects in SADC were also included in the study. The respondents
for this study therefore included;

" Technical officer of the AMRHi — SADC MRH (1)
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. Expert / Consultant involved in Zazibona (1)
. Technical officer (s) in the WHO Technical assistance program (1)
" NMRA representatives from the selected SADC countries (Zazibona) (5)

2.4. Data collection and analysis

For comparability analysis head to head comparison of the legal and regulatory provisions
‘on as written basis’ was used. The requirements were obtained from the current acts,
regulations and guidelines published in the selected countries. The results were tabulated to

show the areas of conflict or congruency.

A Google form based online questionnaire was used to collect data for the stakeholder
assessment of the harmonised label. Responses were collated, analysed at the backend using
functionalities in google sheets. Google Sheets is fully compatible with Microsoft Excel
functions allowing primary statistical analysis to be used in the prospective survey. Data was
presented in the form of pie charts and bar graphs. No further manipulation of data was
required. Due to limited number of participants, in-depth statistical analysis was not possible.
It is recommended that a follow up study targeting all the SADC member states should be

performed.

2.5. Ethics

Approval to conduct the study was obtained from the University of the Witwatersrand
Human Research Ethics Committee on 28 August 2015. Respondents to the survey
participated voluntarily, this was specified as part of terms and conditions on the google

form.

2.6. Limitations

The stakeholder assessment could have delved into more detail if other methods were used
such as focused group discussions. This would require convening a meeting/workshop with
the relevant stakeholders. Resource constraints did not allow this method to be used in this

study. Responses were therefore sought through the electronic questionnaire.
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3. Comparability analysis of legal requirements

3.1 The Legal and Regulatory Landscape

The table below summarises the legislative provisions and guidelines for labelling of pharmaceuticals. For each country, the relevant act,

regulations and guidelines are listed.

Table 2: Summary of the regulatory landscape governing labelling of pharmaceuticals

Country
South
Africa

Zimbabwe

Act

Medicines and Related

Substances Act, 1965 (Act

101 of 1965 as amended);

Section 18: Labels and

advertisements

= Consolidated Schedules as
per Section 22A(2)

Medicines and Allied
Substances Control Act
[chapter 15:03];

Section 36: Medicines to be
labelled

Regulations

General Regulations made in terms of the Medicines
and Related Substances Act, 1965 (Act 101 of 1965), as
amended (2017);

= Section 10: Immediate container label

Section 11: Package inserts

Section 12: Patient information leaflet

Section 9: Categories and classification of medicines

Medicines and Allied Substances Control Act (General)
Regulations, 1991. (S.I. 150 of 1991);
Sections;
Section 37. Labelling and marking of medicines
Section 38. Package inserts
Section 39. Categories for distribution
Schedules;
= Fifth Schedule: Pharmacological classification
categories of medicines
= Sixth Schedule: Categories for the distribution of
medicines
= Seventh Schedule: Conditions for which advertising
prohibited

Guideline (s)

Patient information Leaflets
Proprietary names for medicines
Package insert for Human Medicines
Package Insert Standardised text
Labelling of sugars

Scheduling of medicines
International Metric System (SI)

Guideline on submission of documentation for
Registration of a multisource (generic) finished
Pharmaceutical product (FPP): quality part in
The common technical document (CTD) format;
ANNEX IIl: SMPC/ Package Insert
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Country

Zambia

Botswana

Act

The Medicines and Allied
Substances
Act, 2013

Sections;

40. (1) The categories of
medicines to which this Part
applies

43. Medicines shall be
labelled

Drugs and Related
Substances Act no. 18 of
1992

PART IV — Miscellaneous

Drugs and Related

Regulations
= Eighth Schedule: Specially Restricted Preparations
(S.R)
Eighth Schedule: Psychotropic Substances
Ninth Schedule: Prescription Preparations (P.P.)
Tenth Schedule: Prescription Preparations (P.P. 10)
Eleventh Schedule: Pharmacist Initiated Medicines
(P.I.M.)
= Twelfth Schedule: Pharmacy medicines (P.) and
Veterinary Medicines (General Dealer) (V.M.G.D.)
= Thirteenth Schedule: Prohibited Medicines (P.M.)
= Fourteenth Schedule: Narcotic medicines (N.)
Annex |
Labelling of medicines based on statutory Instrument
no. 47 of 1993 - Labelling of medicines

= S| 47 of 1993 only provides for the label information.

No information is given for the leaflets

Statutory Instrument No. 46 of 1993

Drugs and Related Substances Act, 1992 (Act no. 18 of
1992)

Drugs and Related Substances Regulations, 1993
(Published on 16th April 1993);

Section 8: Labels

Regulation to Drugs and Related Substances Act 8, 2013

are not yet promulgated hence the previous regulations
are the ones in use

Guideline (s)

General guidelines for submitting applications
for registration of medicines, 5th edition

NB: Guideline above superseded with the CTD

guideline. However, the CTD guideline does not
provide guidance on labelling.

MH 2048, FORM 1 - Leaflet format
NB: Form above superseded with the CTD form

1.2.1. However, the CTD guideline does not
provide guidance on labelling.
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Country

Namibia

Act

Substances Act 8, 2013
Medicines and Related
Substances Control Act, 2003
(Act No. 13 of 2003),

Section 24: Labels and
advertisements

Regulations

Medicines and Related Substances Control Act, 2003;

Regulations relating to Medicines and Related

Substances

= Section 11: immediate container label

= Section 12: Package inserts

= Section 13: Patient information leaflet

= Annexure I: Pharmacological classification of
categorised medicines

Guideline (s)

No Guideline provided in the CTD regime
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In all the participating countries, applicants are instructed to comply with labelling
requirements as a condition of registration. These requirements are mandatory legal
provisions and must be complied with. In line with national sovereignty and independence,
each country demands that its prescribed conditions should be met. A mechanism to assist in
the convergence of these requirements was urgently required and hence became the overall
aim of this study.

In the review of the legal provisions, it was noted that the information required for labelling
was prescribed in either guidelines or regulations and not in the principal act. The principal
act in all cases only stated that medicines should be labelled as per regulations or guidelines.
It also stated to which products the labelling requirements apply. In all cases, it also provided
for the Minister of Health in consultation with the relevant stakeholders to prescribe

regulations and guidelines for the labelling.

This is particularly important as the formulation or update of regulations and guidelines
follows a much simpler process compared to update or changes to the principal act.
Therefore, the opportunity to harmonise or converge the labelling requirements could easily
be achieved if the political will is present. Forums already exist such as the SADC Ministers
of Health & Head of NMRA agencies meetings in which deliberations and resolutions to
converge the regulations and guidelines without prejudice can be made. Once this resolution
is made in the SADC structures, individual countries, through the relevant structures for
legislative changes may update the relevant regulations and guidelines to reflect the

harmonised / convergence position.
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3.2  Comparative analysis of the requirements for labelling components:

3.2.1 Comparison of requirements for immediate container labels and cartons:

In this section, a head to head comparison of the requirements for immediate container label /
carton as stated in the relevant regulations was performed and tabulated in the table below. For
each of the line items under review, the following outcomes were observed as discussed in
2.1.1;

. Conflicting requirements
. Congruent requirements
- Unique requirements.

Refer to table 3 below for a detailed assessment.

Page | 28



Table 3: Comparison of requirements for immediate container labels and cartons

Prescribed Labelling
particulars

Scheduling status / Category
of distribution

Registration Number

Brand Name

South Africa
Act 101 of 1965
& Regulations

Yes
Regulation
10(1)(a)

In a square box,
preceding the
proprietary name

[SO-S8]

Yes
Regulation
10(1)(c)

Unique No.
Issued by MCC

Yes
Regulation
10(1)(b)

Zimbabwe

Act 15:03 &
Regulations Sl
150 of 1990

Yes

Regulation 37(1)(1)

As per 6" schedule
of SI 150 of 1991

[HR, P, PIM,
PP10, PP, DD,
etc]

See table 2 for full
list and definition
Yes

MASCA 15:03
36(1)

Unique No.
Issued by MCAZ

Optional
Regulation
37(1)(c)

Should be less
prominent than the
generic name

Namibia
Act No. 13 of 2003
& Regulations

Yes
Regulation 11(2)(1)

In a square box,
preceding the
proprietary name,

[NS1 - NS5]

Yes
Regulation 11(1)(b)

Unique No. Issued
by NMRC,
followed by the
expression (Act
No.13 of 2003)

Yes
Regulation 11(1)(a)

Botswana

Act no. 18 of
1992 &
Regulations

Yes

Regulation 8(1)(k)

[S1-S4]

Not specified

Unique No.
Issued by DRU

Optional
Regulation 8(1)(b)

Zambia
Regulations Sl
47 of 1993

Yes
Regulation (1)(m)

[GS, PS, POM]

Yes
Regulation (1)(k)

Unique No.
Issued by
ZAMRA

Yes
Regulation (1)(a)

Evaluation Outcome and
Recommendations

Conflicting Requirements
Differ between countries.

Botswana and South Africa
scheduling: the same schedule
may apply to different product
classes with different risk-
benefit ratios.

This has huge implications for
the rational use of medicines
Conflicting Requirements

A unique registration number is
given by each country

This confirms that the product
has been evaluated by the
NMRA and registered based on
Quality, Safety and Efficacy
(QSE) data.

The Number is the basis of
verification by NMRA and is a
unique identifier of the product
on the market.

Conflicting Requirements
Conflicting requirement
between countries: For South
Africa and Namibia: Brand
Name should be more
prominent.

Whereas Zimbabwe requires the
brand name to be more
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Prescribed Labelling
particulars

Generic Name

House mark / Logo for
HCR/Principal/manufacturer

Dosage form

Unit composition

South Africa
Act 101 of 1965
& Regulations

Not Specified

Not Specified

Yes
Regulation
10(1)(d)

Yes
Regulation
10(2)(e)

Zimbabwe
Act 15:03 &
Regulations Sl
150 of 1990

Yes
Regulation
37(1)(c)

Generic name
more prominent
than the brand
name (including
font size)

Yes
Regulation
37(1)(d) & 37(3)

For Principal or
manufacturer
Could be Brand
Name

Not Specified

Yes
Regulation
37(1)(e)

Namibia
Act No. 13 of 2003
& Regulations

Yes

Regulation 11(1)(d)
Adjacent to the
brand name
Lettering:

(M FDC
>0.5 of the

brand font,

(i) non-FDC
—same as the
Brand name

Not specified

Yes
Regulation 11(1)(c)

Yes
Regulation 11(1)(d)

Botswana
Act no. 18 of
1992 &
Regulations

Yes
Regulation 8(1)(a)

Not specified

Not specified

Yes
Regulation 8(1)(d)

Zambia
Regulations Sl
47 of 1993

Yes
Regulation (1)(a)

Not specified

Not specified

Yes
Regulation (1)(c)

Evaluation Outcome and
Recommendations

prominent.

Primary unique identifier of the
product as termed house mark.

Conflicting requirement
between countries: For South
Africa and Namibia: Brand
Name should be more
prominent, whereas Zimbabwe
requires the generic name to be
more prominent.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Congruent requirements

Item not specified by the other
countries could be included
without impacting on rational
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Prescribed Labelling
particulars

Strength of medicine

% Bacteriostatic

% anti-oxidant

For oral & parenteral:
- Quantity of Sugar

- % Alcohol

South Africa
Act 101 of 1965
& Regulations

For FDC
starting with
API of highest
schedule

Not specified

Yes
Regulation

10(1)(H)

Yes
Regulation

10(1)(9)

Yes,
Regulation

10()(h)(0)

More details in
guideline 2.35
Labelling sugars
If quantity > 2%
wiw

Yes

Regulation

8(1)(h)(ii)

Zimbabwe
Act 15:03 &
Regulations Sl
150 of 1990

Yes

Regulation 37(1)(j)

Yes
Regulation

37(1)(H)

Not specified

Not specified

Not specified

Namibia

Act No. 13 of 2003

& Regulations

Yes

Regulation 11(1)(d)

Yes

Regulation 11(1)

(e.)

Yes

Regulation 11(1)(f)

Not specified

Yes

Regulation 11(1)(f)

Botswana

Act no. 18 of

1992 &

Regulations

Not specified

Not specified

Not specified

Not specified

Not specified

Zambia
Regulations Sl
47 of 1993

Not specified

Not specified

Not specified

Not specified

Not specified

Evaluation Outcome and
Recommendations

use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
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Prescribed Labelling
particulars

Pack size

Indications

Dosage & Directions

Instructions: Shake the
before use

For Parenteral: Route of
administration

Batch Number

South Africa
Act 101 of 1965
& Regulations

Yes
Regulation

10(1)(i)

Yes, where
practical
Regulation

10(1)0)

Yes, if practical
Regulation
10(1)(k)

Yes
Regulation

10(1)(1)

Yes - IV, IM, etc.
Regulation
10(1)(m)

Yes
Regulation

8(1)(n)

Zimbabwe
Act 15:03 &
Regulations Sl
150 of 1990

Yes
Regulation 37(1)(i)

Not specified

Yes
Regulation
37(1)(m)

Not specified

Not specified

Yes
Regulation
37(1)(h)

Namibia
Act No. 13 of 2003
& Regulations

Yes
Regulation 11(1)(g)

Yes
Regulation 11(1)(h)

Yes
Regulation 11(1)(i)

Yes
Regulation 11(1)(j)

Yes
Regulation 11(1)(k)

Yes
Regulation
11(1)(m)

Botswana
Act no. 18 of
1992 &
Regulations

Regulation 8(1)(c)

Not specified

Yes, for non-
prescription
Regulation 8(1)(j)

Not specified

Not specified

Yes
Regulation 8(1)(f)

Zambia
Regulations Sl
47 of 1993

Not specified

Not specified

Yes

Regulation (1)(e)

Not specified

Not specified

Yes
Regulation (1)(i)

Evaluation Outcome and
Recommendations

safe use of drugs.

Congruent Requirements
Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Congruent Requirements
Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Congruent Requirements
Item not specified by the other
countries could be included
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Prescribed Labelling
particulars

Expiry Date

Manufacturing date

Name and address of HCR or
Principal

Manufacturer Name &
address

Storage conditions

Statement: For external use
only

South Africa
Act 101 of 1965
& Regulations

Yes
Regulation
10(1)(0)

Yes
Regulation
10(2)(b)

Yes
Regulation

10(1)(p)

Yes
Regulation
10(2)(a)

Yes,
Regulation

10(1)(a)
as per stability

guideline

Yes
Regulation

Zimbabwe
Act 15:03 &
Regulations Sl
150 of 1990

Yes
Regulation

37(1)(9)

Yes
Regulation

37(1)(9)

Yes
Regulation
37(1)(a)

Yes
Regulation
37(1)(b)

Maybe waived
Regulation 37(2)
Yes

Regulation
37(1)(K)

Yes
Regulation

Namibia
Act No. 13 of 2003
& Regulations

Yes
Regulation 11(1)(n)

Yes
Regulation 11(1)(0)

Not Specified

Yes
Regulation 11(1)(p)

Yes
Regulation 11(1)(q)

Yes
Regulation 11(1)(r)

Botswana
Act no. 18 of
1992 &
Regulations

Yes
Regulation 8(1)(g)

Not specified

Not specified

Yes
Regulation 8(1)(e)

Yes,

Regulation 8(1)(h)
as per stability
guideline

Yes Regulation
8(8)

Zambia
Regulations Sl
47 of 1993

Yes
Regulation (1)(h)

Yes
Regulation (1)(j)

Not specified

Yes
Regulation (2)(I)

Yes
Regulation (1)(g)

Not specified

Evaluation Outcome and
Recommendations

without impacting on rational
use of drugs — may improve the
safe use of drugs.

Congruent Requirements
Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may actually
improve the safe use of drugs.
Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Congruent Requirements
Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Congruent Requirements
Item not specified by the other
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Prescribed Labelling
particulars

Warning: Keep out of reach
of children

Aspirin/Paracetamol
Containing — Do not use for
more than ten days without
consulting a doctor

Paracetamol containing:
CONTAINS
PARACETAMOL

Aspirin-containing: not for
children Under 12 years old

Fluoride-containing —
contains fluoride

Antihistamine-containing:
drowsiness warnings,
aggravated by alcohol and

South Africa
Act 101 of 1965
& Regulations

10(1)(r)

Yes
Regulation
10(1)(s)

Yes
Regulation 8(1)(t)

Yes
Regulation

8(1)(u)

Not specified

Yes
Regulation

8(1)(u)

Yes
Regulation
10(1)(v)

Zimbabwe
Act 15:03 &
Regulations Sl
150 of 1990
37(1)(m)
{Provided for
implicitly}

Yes
Regulation
37(1)(m)
{Provided for
implicitly}

Yes
Regulation
37(1)(m)
{Provided for
implicitly}

Yes
Regulation
37(1)(m)
{Provided for
implicitly}

Yes
Regulation
37(1)(m)
{Provided for
implicitly}
Yes
Regulation
37(1)(m)
{Provided for
implicitly}
Yes
Regulation
37(1)(m)

Namibia
Act No. 13 of 2003
& Regulations

Yes
Regulation 11(1)(s)

Not specified

Yes
Regulation
11(1)(w)

Yes
Regulation 11(1)(x)

Not specified

Not specified

Botswana
Act no. 18 of
1992 &
Regulations

Not specified, but
provided for by
Regulation 8(1)(i)

Yes Regulation
8(5)(1,2 &3)

Yes Regulation

8(5)(3)

Yes Regulation

8(5)(1)

Not specified, but
provided for by
Regulation 8(1)(i)

Yes Regulation

8(5)(5)

Zambia
Regulations Sl
47 of 1993

Not specified

Not specified

Not specified

Not specified

Not specified

Not specified

Evaluation Outcome and
Recommendations

countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Congruent Requirements
Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Congruent for four countries
Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs.

Unique requirements

Item not specified by the other
countries could be included
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Prescribed Labelling
particulars

CNS depressants

Eye Drops: Do not use >30
days after opening

Tartrazine containing:
Contains Tartrazine

Warning: Do not exceed the
stated dose for Pharmacy
Drugs except for Prescription
preparations

Any other conditions
requested/directed by NMRA
but not included in the
regulation

Any warnings should be in a
different colour to the one
used for the rest of the label

Quality of Medicine, USP,
BP, etc.

South Africa
Act 101 of 1965
& Regulations

Yes
Regulation
10(1)(w)

Yes
Regulation

10(1)(y)

Not specified

Yes

Regulation 10(4)
MCC may accept
particulars not
required
regulation 10 (4)
Not specified

Not specified

Zimbabwe
Act 15:03 &
Regulations Sl
150 of 1990
{Provided for
implicitly}

Yes
Regulation
37(1)(m)
{Provided for
implicitly}
Undesirable

substance — As per
15t schedule of SI

150 of 1991

Yes
Regulation
37(1)(m)
{Provided for
implicitly}

Yes
Regulation
37(1)(0)

Yes
Regulation
37(1)(0)

Not specified

Namibia
Act No. 13 of 2003
& Regulations

Yes
Regulation 11(1)(t)

Yes
Regulation 11(1)(v)

Not specified

Yes
Regulation 11(3)(a)

Yes

Regulation 11(1)(u)
Different colour not
required

Not specified

Botswana
Act no. 18 of
1992 &
Regulations

Not specified, but
provided for by
Regulation 8(1)(i)

Not specified, but
provided for by
Regulation 8(1)(i)

Yes Regulation

8(9)

Yes, Regulation

8(1)(k)

Not specified

Not specified

Zambia
Regulations Sl
47 of 1993

Not specified

Not specified

Not specified

Not specified

Not specified

Yes
Regulation (1)(d)

Evaluation Outcome and
Recommendations

without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may actually
improve the safe use of drugs.
Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
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Prescribed Labelling
particulars

Provision for the inclusion of
information that is not listed
in the regulations (on request
by the applicant or directed
by NMRA

Provisions for application to
deviate from the
requirements of the label

South Africa
Act 101 of 1965
& Regulations

Not specified

Not specified

Zimbabwe
Act 15:03 &
Regulations Sl
150 of 1990

Not specified

Yes

Regulation 37(2)

Namibia

Act No. 13 of 2003

& Regulations

Yes

Regulation 11(3)(a)

Yes

Regulation 11(3)(b)

Botswana
Act no. 18 of
1992 &
Regulations

Not specified

Not specified

Zambia
Regulations Sl
47 of 1993

Not specified

Not specified

Evaluation Outcome and
Recommendations

without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

Unique requirements

Item not specified by the other
countries could be included
without impacting on rational
use of drugs — may improve the
safe use of drugs.

From the head to head comparability assessment above, labelling particulars were classified as congruent or conflicting between countries. Cases

where countries had unique requirements were also observed. Barriers to harmonisation existed in the cases where conflicting and unique

requirements were observed. Proposals were made to address the barriers and are summarized in the Evaluation Outcome & Recommendations

column in the table above. These proposals are further discussed in Chapter 4.

Page | 36



3.2.2 Comparison of requirements for Blister labels:

In this table, a head to head comparison of the blister label requirements as stated in the relevant regulations. The purpose of the comparison was to
see where the regulations agree, differ or where there are gaps in the requirements by the various countries. Implications if any of the similarities or
differences are discussed under the Evaluation Outcome and Recommendations column.

Table 4: Comparison of requirements for Blister labels

Prescribed Labelling South Africa Zimbabwe Namibia Botswana Zambia Evaluation Outcome and
particulars Act 101 of 1965 Masca, 15:03 & Act No. 130f 2003 = Actno. 18 0f 1992 = Regulations SI 47 = Recommendations

& Regulations Regulations & Regulations & Regulations of 1993
Brand Name Yes Optional Yes Optional Yes Conflicting requirement

Generic Name

Regulation 8(1)(b)

Not Specified

Regulation 37(1)(c)

Brand name hould
be less prominent
than the generic
name

Yes
Regulation 37(1)(c)

Generic name
more prominent
than the brand
name (including
font size)

Regulation 11(1)(a)

Yes

Regulation 11(1)(d)
Adjacent to the
brand name
Lettering:

(iii) FDC
>0.5 of the

brand font,

(iv) non-FDC
— same as the
Brand name

Regulation 8(1)(b)

Yes Yes
Regulation 8(1)(a)

Regulation (1)(a)

Regulation (1)(a)

between countries: For
South Africa and Namibia:
Brand Name should be more
prominent.

Whereas Zimbabwe requires
the generic name to be more
prominent

Primary unique identifier of
the product as termed house
mark.

Conflicting requirement
between countries: For
South Africa and Namibia:
Brand Name should be more
prominent.

Whereas Zimbabwe requires
the generic name to be more
prominent.
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Prescribed Labelling South Africa Zimbabwe Namibia Botswana Zambia Evaluation Outcome and

particulars Act 101 of 1965 Masca, 15:03 & Act No. 130f 2003 = Actno. 18 0f 1992 = Regulations SI 47 = Recommendations
& Regulations Regulations & Regulations & Regulations of 1993
Batch Number Yes Yes Yes Yes Yes Congruent requirements

Regulation 8(1)(n)  Regulation 37(1)(h) Regulation 11(1)(m) Regulation 8(1)(f) = Regulation (1)(i)

Expiry Date Yes Yes Yes Yes Yes Congruent requirements
Regulation 8(1)(0) = Regulation 37(1)(g) Regulation 11(1)(n) = Regulation 8(1)(g) = Regulation (1)(h)

Name and address of HCR = Yes Yes Not Specified Not specified Not specified Unique Requirements

or Principal Regulation 8(1)(p) = Regulation 37(1)(a) Item not specified by the
other countries could be
included without impacting
on rational use of drugs —
may improve the safe use of
drugs.

From the head to head comparability assessment above, labelling particulars were classified as congruent or conflicting between countries. Cases
where countries had unique requirements were also observed. Barriers to harmonisation existed in the cases where conflicting and unique
requirements were observed. Proposals were made to address the barriers and are summarized in the Evaluation Outcome & Recommendations

column in the table above. These proposals are further discussed in Chapter 4.
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3.2.3 Comparison of requirements for Package Inserts:

Comparison of the Format of Package inserts

In this table, a head to head comparison of the package inserts’ requirements as stated in the relevant regulations. The purpose of the comparison is to

see where the regulations agree, differ or where there are gaps in the requirements by the various countries. In cases where the requirements are

conflicting or unique, a recommendation for convergence is provided in the comments & recommendations column.

Table 5: Comparison of requirements for Package Inserts

South Africa
3.1 Scheduling Status
Unique as per

3.3 Proprietary Name
And Dosage Form

(proprietary name of

medicine is quoted in the
body of the leaflet)

3.2 Proprietary Name And
Dosage Form

3.3 Composition

Zimbabwe
9. Category For
Distribution

1.. Name Of The
Finished
Pharmaceutical Product
(generic name of
medicine is quoted in
the body of the leaflet)

3. Pharmaceutical
Form

2. Qualitative And
Quantitative
Composition

Namibia
(a) the scheduling
status;

(b) the proprietary
name

(proprietary name of
medicine is quoted in
the body of the
leaflet)

(c) the dosage form;

(d) the approved
name of each active
ingredient and the

Zambia
9.7 (vii) Restriction on
sale /distribution

Proprietary name of a
medicinal product
Approved generic name(s)
(generic name of medicine
is quoted in the body of the
leaflet)

Dosage form

Qualitative and
guantitative composition

Botswana

1) Scheduling status -
Allocated by the DAB
according to Section 9 of the
Act:

2) Proprietary name and
dosage form:

(proprietary name of medicine
is quoted in the body of the
leaflet)

2) Proprietary name and
dosage form: The proprietary
name(s) used for different
strengths or dosage forms
shall be distinguished by at
least the corresponding
strengths and dosage forms.
3) Composition: This
includes compendial or
approved name and quantity

Comments & Recommendations
Unique for each country as per
regulations

The unique scheduling status for
each country should be included
on the package insert, prefixed by
the country name.

Conflicting requirements:

In order to bring harmonisation,
when referring to the medicinal
product throughout the SmPC text
the proprietary name should be
used. The generic name should be
used when referring to properties
of the active substance(s) rather
than those of the product

Requirements are congruent

Requirements are congruent
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South Africa

3.4 Pharmacological
Classification

3.5 Pharmacological
Action

3.5.1 Pharmacodynamic

properties

3.5.2 Pharmacokinetic
properties

Zimbabwe
B13

See 5.1

5. Pharmacological
Properties

5.1 Pharmacodynamic
properties
Pharmacodynamic
effects
Pharmacological
Classification: {see SI
150 of 1991}
Mechanism of action
Microbiology (when
applicable) Drug
resistance (when
applicable)
Cross-resistance
(when applicable)

5.2 Pharmacokinetic
properties

Namibia

quantity thereof, (e)
the approved name
and quantity of any
bacteriostatic or
bactericidal agent

(h) the category and
pharmacological
classification as
contemplated in
regulation 2 and
Annexure | to these
regulations,
respectively;

(i) the
pharmacological
action;

(j) the
pharmacokinetic and
Pharmacodynamic
properties;

(j) the
pharmacokinetic and
pharmacodynamic

Zambia

9.6 Pharmacological
properties

(i) Pharmacodynamic
properties - the mode of
action of the active
ingredient

(if) Pharmacokinetic
properties - the absorption,
distribution and excretion

Botswana

per dosage unit (suitable mass
or volume) of active and
inactive ingredient(s).
Excipients shown on the
package insert may be listed
without specifying quantities.
4) Pharmacological
classification: The
classification according to
ATC groupings as discussed
under “Medicine details”.

5) Pharmacological and
mechanism of action: A brief
description of the
pharmacological actions and
pharmacokinetics of the drug
shall be mentioned.

5) Pharmacological and
mechanism of action: A brief
description of the
pharmacological actions and
pharmacokinetics of the drug
shall be mentioned.

5) Pharmacological and
mechanism of action: A brief
description of the

Comments & Recommendations

Unique for each country as per
regulations

The unique pharmacological
classification for each country
should be included on the
package insert, prefixed by the
country’s name.

Requirements are congruent

Requirements are congruent

Requirements are congruent
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South Africa

3.5.3 Summary of clinical
studies

3.6 Indications

3.7 Contraindications

3.8 Warnings And
Special Precautions

Zimbabwe

5.3 Preclinical safety
data

4. Clinical particulars
4.1 Therapeutic
indications

4.3 Contraindications

4.4 Special warnings

and special precautions

for use

Namibia
properties;

(k) the indications as
approved by the
Council

() the contra-
indications;

(p) the side-effects of,
and special
precautions;

Zambia

of the active ingredients
should be discussed in
detail.

(iii) Preclinical safety data
- summaries of studies
done in animals to indicate
the safety of the active
ingredient(s) in humans
should be included.

9.5 Clinical particulars

(i) Therapeutic
indication(s) - the
conditions for which the
product is to be used as a
medicine should be
indicated.

(iii) Contra-indications-
the situations in which the
product should not be used
are to be stated

(iv) Special warnings and
precautions for use - the
situations for which special
attention and care should
be exercised in the use of
the product should be
stated

Botswana

pharmacological actions and
pharmacokinetics of the drug
shall be mentioned.

6) Indications: Indications for
the drug is applied for shall be
supported by appropriate
clinical information given
under
“PHARMACOLOGICAL
AND CLINICAL
DOCUMENTATION (Page 6
of 7).

7) Contraindications: Both
absolute and relative
contraindications shall be
mentioned.

8) Warnings: Warnings
should include any applicable
statutory label in Regulation 8
(5). All forms of
contraceptives, except
condoms, shall bear the
following warning statement:
“This product helps prevent
unplanned pregnancy if used
properly. It does NOT prevent
the transmission of the human
immunodeficiency virus
(HIV) or sexually transmitted
diseases (STD). A condom
must be used to prevent HIV

Comments & Recommendations

Requirements are congruent;
where not specified information
may be included without
conflicting with regulations or
guidelines

Requirements are congruent

Requirements are congruent

Requirements are congruent
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South Africa

3.9 Interactions

3.10 Pregnancy And
Lactation

3.10.1 Pregnancy

3.10.2 Women of
Childbearing Potential

3.10.3 Lactation

3.10.4 Fertility

Zimbabwe

4.5 Interaction with
other FPPs and other
forms of interaction

4.6 Pregnancy and
lactation

4.6 Pregnancy and
lactation

4.6 Pregnancy and
lactation

4.7 Effects on ability to
drive and use machines

Namibia

(m) the interaction
with other drugs

(n) use during
pregnancy and
lactation;

(n) use during
pregnancy and
lactation;

(n) use during
pregnhancy and
lactation;

Zambia

(v) Interactions - all the
known and possible
interactions that may occur
in the use of the product
are to be indicated

(vi) Pregnancy and
lactation -

(vi) Pregnancy and
lactation - information
should be given as to the
suitability of the use of the
product during pregnancy
and lactation

(vi) Pregnancy and
lactation - information
should be given as to the
suitability of the use of the
product during pregnancy
and lactation

(vii) Effects on the ability
to drive and operate

Botswana
or STD transmission.” Child

warnings should be indicated

where applicable.  11)

Special precautions necessary

for the safe use of the drug
shall be mentioned.
12) Drug Interactions

Comments & Recommendations

Requirements are congruent

Requirements are congruent;
where not specified information
may be included without
conflicting with regulations or
guidelines

Requirements are congruent;
where not specified information
may be included without
conflicting with regulations or
guidelines

Unique for South Africa,
inclusion by other countries does
not conflict with regulations or
guidelines

Requirements are congruent;
where not specified information
may be included without
conflicting with regulations or
guidelines

Unique for South Africa,
inclusion by other countries does
not conflict with regulations or
guidelines

Unique for Zimbabwe and
Zambia, inclusion by other
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South Africa

3.11 Dosage And
Directions For Use

3.12 Side Effects

3.13 Known Symptoms Of
Overdosage And
Particulars Of Its
Treatment

See 3.3

Zimbabwe

4.2 Posology and
method of
administration

4.8 Undesirable effects

4.9 Overdose

6. Pharmaceutical
particulars
6.1 List of excipients

6.2 Incompatibilities

Namibia

0) the dosage and
directions for use;

(p) the side-effects of,
and special
precautions;

(g) the known
symptoms of
overdosage and
particulars of its
treatment;

Zambia

machinery - any effects on
the ability to drive and
operate machinery should
be stated

9.5 (ii) Route of
administration - the
instructions for the
administration of the
medicine should be
indicated e.g. for oral use,
for external use only, for
ophthalmic use etc.

(viii) Undesirable effects -
any potential or known
undesirable effects
associated with the use of
the product should be
indicated

(ix) Overdose - the
particulars concerning the
use of an excessive dose,
the effects of this and its
treatment should be
indicated
9.7Pharmaceutical
particulars

(i) List of excipients - the
common name of the
excipients should be used
in listing the excipients

(ii) Incompatibilities - the
incompatibilities of the
excipients with each other,
the active ingredient(s) and

Botswana

9) Dosage and directions for
use: Dosage and directions for
use should take into account
the use of the drug in special
groups like elderly and
children and disorders like
impaired renal and/or hepatic
function, asthma, diabetes,
heart disease, etc. Child
dosages should be indicated
where applicable.

10) Side effects and special
precautions: Side effects
should be mentioned by order
of occurrence.

13) Known symptoms of over-
dosage and particulars of
treatment: Signs and
symptoms of over-dosage and
recommended treatment must
be mentioned.

Comments & Recommendations
countries does not conflict with
regulations or guidelines

Requirements are congruent

Requirements are congruent

Requirements are congruent

Requirements are congruent

Unique for South Africa,
Zimbabwe and Zambia, inclusion
by other countries does not
conflict with regulations or
guidelines

Unique for Zimbabwe and
Zambia, inclusion by other
countries does not conflict with
regulations or guidelines
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South Africa

3.14 Identification

3.15 Presentation

3.16 Storage Instructions

Zimbabwe

6.3 Shelf life

See 3.0

6.5 Nature and contents
of the container

6.6 Instructions for use
and handling <and
disposal>

6.4 Special precautions
for storage

Namibia

s) the identification;

(t) the presentation;

(u) the storage
directions,

Zambia

with the primary
packaging

(iii) Shelf-life - the shelf
life of the product in the
original unopened
container and after
reconstitution (where
appropriate) should be
indicated

(v) Nature and
composition of containers -
the composition of the
container and its properties
should be indicated
especially in respect of the
protection of the product
(vi) Instruction for
use/handling - the
instructions for the
appropriate use of the
product should be
indicated Any special
features to be carefully
observed should be
indicated

(iv) Special precautions for
storage - the storage
instructions should be
indicated in terms of
temperature and exposure
to light should be indicated

9.8 Administrative data

Botswana

15) Identification: The
physical appearance and
characteristics of the drug
shall be described.

16) Presentation: All types of
packaging and pack sizes shall

be mentioned.

17) Storage instructions:
Conditions should quote a
suitable temperature or
temperature range in degree
Celsius. Refer to
“GUIDELINES FOR
STABILITY TESTING”.

Comments & Recommendations

Unique for Zimbabwe and
Zambia, inclusion by other
countries does not conflict with
regulations or guidelines

Requirements are congruent;
where not specified information
may be included without
conflicting with regulations or
guidelines

Requirements are congruent

Unique for Zimbabwe and
Zambia, inclusion by other
countries does not conflict with
regulations or guidelines

Requirements are congruent
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South Africa
3.17 Registration Number

Not Part of the labelling,
Information is placed on
the registration certificate

Regulation 11(7)(a), The
name and address of the
manufacturer of the
medicine;

3.18 Name And Business
Address Of The Holder Of
The Certificate Of
Registration

3.19 Date Of Publication
Of The Package Insert

Regulation 11(7)(a), the
scheduling status and
registration number
allocated by another
national medicine
regulatory authority of a
country as determined by

Zimbabwe
8. Registration Number

7.1 Name And Address
Of Manufacturer

7.2 Name And Address
Of Principal

10. Date Of Publication
Of This Package Insert

Regulation 38 (y) any
other particulars or
warning notices as may
be directed by the
Authority.

Namibia
(w) the registration
number -

(x) the name and
business address of
the manufacturer,

(x) the name and
business address of
the Holder of such
certificate;

(y) The date of
publication of the
package insert.

Regulation 12 (2)(b)
the inclusion on a
package insert of any
specified information
which is not required
by this regulation to
be so included; and

Botswana
18) Registration number: The

Zambia

(ii) Registration number.
The registration number of
the product as issued by
the PRA should be
indicated

(iii) Date of first
registration/renewal of a
Product licence. The date
when the product was
approved / when the
registration was renewed
should be indicated

(i) Name and address of
the holder of a Product
licence. The name and
address (business and
postal) of the Product
licence holder should be
indicated

(iv) Date of (partial)
revision of the text. The
date when the revised text
was approved by the PRA
should be indicated

9.9 Registration in a
SADC member state

19) Applicant: Name and
addresses of the applicant
must be submitted

20) Date of publication: Date
of approval of the package
insert by the DAB.

number allocated by the DAB.

Comments & Recommendations
Unique for each country as per
register of medicines at the
NMRA

The unique Registration Number
for each country should be
included on the package insert,
prefixed by the country’s name.
Unique for Zambia, inclusion by
other countries does not conflict
with regulations or guidelines

Unique for South Africa,
Zimbabwe and Namibia,
inclusion by other countries does
not conflict with regulations or
guidelines

Requirements are congruent

Requirements are congruent

Requirements are congruent;
where not specified information
may be included without
conflicting with regulations or
guidelines

As per the above
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South Africa

the Authority:

Provided that this
information is surrounded
by a square border
including the name of the
reference country.

Zimbabwe

Namibia

Zambia

Botswana

14) Conditions of registration:

These include sales category,
public advertising status,
distribution restrictions, etc.,
as may be decided by the
DAB.

Comments & Recommendations
recommendations, the registration
details of all the countries in
question should be included.

Requirements are Unique to
Botswana

However the same requirements
are included on registration
letters, certificates issued by the
rest of the SADC NMRAs. We
recommend that this requirement
is excluded from the labelling but
should be maintained in the
medicine register, registration
certificate or letter of registration.

From the head to head comparability assessment above, labelling particulars were classified as congruent or conflicting between countries. Cases

where countries had unique requirements were also observed. Barriers to harmonisation existed in the cases where conflicting and unique

requirements were observed. Proposals were made to address the barriers and are summarized in the comments & recommendations column in the

table above. These proposals are further discussed in Chapter 4.
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The content of the package insert

In the assessment above, it was seen that the format of the package insert was predominantly

congruent. Where unique formatting requirements exist, adoption by other countries could

quickly bring the necessary requirements into congruency.

In the assessment of guidelines and requirements for content, it was also observed that

differences in the reference guidelines on the content of the package inserts resulted in barriers

to harmonisation of package inserts. The table below provides the accepted references used in

the compilation of package inserts in the different countries

Table 6: Accepted references for package insert content

South
Africa

Botswana

Namibia

Zimbabwe

Zambia

Reference Package Insert

For Multisource
products

South African
Innovator
package insert

International
Innovator as
registered by
SRA

International
Innovator as
registered by
SRA

International
Innovator as
registered by
SRA

International
Innovator as
registered by
SRA

For Innovator
Products
International
Innovator as
approved by a
SRA

International
Innovator as
registered by a
SRA
International
Innovator as
approved by a
SRA
International
Innovator as
approved by a
SRA

International
Innovator as
approved by a
SRA

Additional Guidance / references

SAHPRA Guideline on;

= Patient information Leaflets

= Proprietary names for medicines

= Package insert for Human Medicines
= Package Insert Standardised text

= Labelling of sugars

= Scheduling of medicines
International Metric System (SI)

No additional guidelines provided

No additional guidelines provided

Guideline on submission of
documentation for Registration of a
multisource (generic) finished
Pharmaceutical product (FPP): quality
part in The common technical document
(CTD) format;

ANNEX I11: SMPC/ Package Insert

General guidelines for submitting
applications for registration of medicines,
5th edition

NB: Guideline above superseded with the
CTD guideline. However, the CTD
guideline does not provide guidelines on
labelling.
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Differences in the acceptable references for package inserts in SADC resulted in differences in

the content of the package insert for the same product.

= For multisource products in South Africa, the South African innovator product is regarded as
the primary reference whereas for other jurisdiction, the international innovator product is
the acceptable reference. In cases where the critical information in the South African
Innovator product differs to the information in the International Innovator product e.g. when
some indications are approved by the SRA but not SAHPRA or vice versa, harmonisation of
the leaflet becomes problematic.

= South Africa has extensive guidelines and standard texts for specific sections of the package
insert. These guidelines are unique to South Africa but may be adopted by other countries

without bringing conflict with statutory requirements.

In order to facilitate harmonisation, the following is recommended,

= The SADC member states should adopt the same package insert (approved by a SRA) as the
acceptable reference. All Package insert compilations should follow this approved reference
package insert.

= The SADC member states should consider the guidelines that have been implemented in the
region by individual member states and converge to the same or similar requirement. Such
guidelines include the following guidelines implemented by SAHPRA;
0 2.20 PI _standardised_texts Junl5 v4
o 2.35 Labelling_sugars Nov15 v1
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3.2.4 Assessment of scheduling requirements

Scheduling allows for different levels of regulatory control over pharmacologically active

substances, whether in the form of active pharmaceutical ingredients, naturally-occurring

products or extracts thereof, or finished pharmaceutical products (medicines). The primary

consideration in scheduling a substance is its safety profile, in relation to the therapeutic

indications for its use. The categorisation hence controls how patients access medicines in the

interest of rational use of drugs. The categorisation in the SADC countries is unique to each

country. This is summarized below.

Table 7: Summary - Comparison of Schedules/categories of distribution

South Africa
Regulations to
Act 101 of 1965
as amended
(Regulation 9)
Schedule 0 (S0)
Schedule 1 (S1)
Schedule 2 (S2)

Schedule 3 (S3)

Schedule 4 (S4)

Schedule 5 (S5)

Schedule 6 (S6)

Schedule 7 (S7)

Botswana
Regulations to
Act no. 18 of
1992
(Regulation 20)

Schedule 4 (S4)

Schedule 3 (S3)

Schedule 3 (S3)

Schedule 2 (S2)

Schedule 2 (S2)
Schedule 1D
(S1D)

Schedule 1C
(S10)

Schedule 1B
(S1B)

Namibia

Regulations to
Act No. 13 of

2003
(Annex 1)

Namibian
Schedule 0
(NSO)
Namibian
Schedule 1
(NS1)
Namibian
Schedule 1
(NS1)
Namibian
Schedule 2
(NS2)

Namibian
Schedule 3
(NS3)
Namibian
Schedule 4
(NS4)
Namibian
Schedule 5
(NS5)
Namibian
Schedule 5
(NS5)

Zimbabwe

Medicines and Allied
Substances Control

(General)

Regulations, 1991. (
S.1. 150 of 1991); SI
Household remedy

Pharmacy Drug
Only

Pharmacist Initiated

Medicine

Prescription
Preparation (PP)
/ Prescription
Preparation in the

10" Schedule (PP10)

Prescription
Preparation (PP /
Narcotic (N)
Prescription
Preparation (PP /
Narcotic (N)

Specially restricted

(SR)

Specially restricted

(SR) / Prohibited
Drug (PD)

Zambia
Labelling Of
Medicines (SI
No. 47 OF 1993)
1(m)

General Sales

Pharmacy Sale

Pharmacy Sale

Prescription Only
Medicine

Prescription Only
Medicine

Prescription Only
Medicine

A quick assessment of the above shows that the categories/schedules for Zimbabwe, Zambia

and Namibia are unique to each country. The problem arises with Botswana and South Africa

where the same lettering may be applied to medicines in different schedules. For instance, |S4{ in

Botswana stands for medicines that are found in the front shop equivalent to South African |S0|.

This may confuse patients and health professionals if the two are not clearly identified on the
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pack. The harmonised labelling should ensure that the lettering for scheduling status can be
distinguished from each other. This can be achieved by prefixing the scheduling status with

the country name.

4. Proposal for the harmonised labelling

The comparative assessment in Chapter 3 showed that the requirements for labelling were either
congruent, unique or conflicting. The harmonisation proposal in this chapter was based on these

three possible outcomes.

In the case where the requirements are congruent, harmonisation pre-exists and no additional

changes were required.

However where unique requirements were exhibited, two independent actions were required;
a. Where requirements are specific to the country, and each country has its own set of
requirements which are not exchangeable with any other countries, the labelling should reflect
requirements from each country. For instance, each country will issue a unique registration
number at the point of registration of any product. In such cases, convergence was achieved by
allowing the registration numbers from all countries on the product labelling preceded with the

country’s name.

b. Where requirements are specified by one or more country, where the same requirement
is omitted by the other country provided that the requirement is not conflicting with any other
particular for labelling, the requirement may be adopted by the country which had not specified

the same at inception.

Where conflicting requirements existed, convergence was achieved by resolving the conflicting
provisions. This involved proposing changes to the relevant legal or regulatory provision, see
the following sections. Where relevant, reference to recognized regulatory authorities was used
e.g. the EU regulations and guidelines. The harmonised framework for labels is discussed in

chapter 4.1 and for package inserts in chapter 4.2.
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4.1. The harmonised label concept

The table below summarises the proposal for a harmonised label based on the selected SADC countries represented in this study.

Table 8: Description & Discussion of the harmonised label concept: Label

Particulars | Concept to allow for harmonisation | llustration - for example
Conflicting requirements
Proprietary To address the conflicting requirements; It is proposed
Name and that the Generic Name (International Non-proprietary P .
. . gy roprietary Name
Generic Name name) be presented on the label with the same/similar P y
font size and prominence as the brand name Active Ingredienl: 1 X mg,

(Proprietary name) Active Ingredient 2 Y mg

This is illustrated in the prototypes given in chapter 4.2

Unique Requirements (a)

Scheduling It is proposed that the scheduling status of all the
status countries be presented on at least the front panel of the SA NAM - ZAM - BOT = ZIM
label. To differentiate between the scheduling statuses S3 | INSZ2||POM| |S2 || PP

of the countries, the scheduling status in a square
border will be preceded by the country name.

This is illustrated in the prototypes given in chapter 4.2

Registration Each country issues a registration number as the
Number product is entered into a register. To enable labelling
harmonisation, it is proposed that a pane with all the
:gg!strat!on details is set up on the label. The Zambia RegNo.
gistration number will be preceded by the Country 5 Botswana RegNo.
name and scheduling status. Zimbabwe RegNo.:

South Africa
Namibia RegNo.:

This is illustrated in the prototypes given in chapter 4.2

Unique Requirements (b)
Various For any requirement that is not specified by any other | N/A
provisions country, we propose that it should be included in the
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Particulars

Concept to allow for harmonisation

Illustration - for example

labelling provided that it is value adding and is not
conflicting with the country-specific requirements.

Congruent requirements

Various
Provisions

These do not require further manipulation. The
provisions from all countries were found to similar. No
Further action was required.

N/A

The above proposal is illustrated with dummy label prototypes giving a visual representation of the proposed harmonised label for ease of reference.
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4.1.1. Prototypes of the label(s): Immediate container label prototype

S8 HAM FAM BOT ZIM
I S| (NS2|Pom|[S2 || PP w
Each Bilaypered Tablet contains:
Active Ingredient? X mg end Active Irgredient 2 Yma

Proprietary Name Elke dubbelizsg tablet bevat

Active Ingredient? X mg and Acties Ingredient 2 Yms

Active Ingredient 1 X mg, vt Loktoas oo S
Active IngrE‘dient 2 Y mg Docage and Indictions: S== enclosed paciege ins=rt

Vir dosiz en gebruilcaameysing s Vernays ing=slote voubiljet

Ttore st or below 30 °Cin s dry placs snd proted: From gkt
K=eg thee blisk=rs in the ouk=r carton until required for wss,

30 Bilayered Tablets
Bewasar in ‘ni dre= plek by of benede 30 % Beslo=mm teen bg.
Houers mee=t dig toe= gebou word.
KEEP OUT OF REACH OF CHILDREMN. R
HOA) BINTE BEREIE WAM EINDERS
a2
jal}
PrT— 5]
o
e
= AL TR, (i
innovata :’::ﬂ“ (VR ——— L
pharmaceuticals L2 g Fraraian, P12 Tipau,
For oral use e emarhatl sy Mg Dats i
Exp. Cistw
12 Plarsat Awenioa, Ex 8, Croen

Jofanren g

Figure 4: Immediate container label prototype

The above is proposed as a template for the immediate container to be used for bulk packs, bottles, etc.

Page | 53



4.1.2. Prototypes of the label(s): Carton prototype — version 1

\

/ \

A RAM 1AM BOT AM
_

Proprickary Name

Active Ingredient 1 X mg, Active Ingredient 2 Y mg

30 Bilayered Tablets For oral use I:IIJU\'dld"
pRarmacrations

Lach lapred Toblst covcsmic
Aetie ingradart] Vi anl Active ingredent § 1 mg

e dubbediang bables bewatz

At ingradart] ¥img ancl Active ingredient 1 ¥rg

Cort i Lickons and Sager

[

D ot 5 e ks it
Vir il o8 e ek EkR R WAW o Fosdote bl
St v bl 38 "C . chp phicm s prosct P Bight
M e bl ot e e ] i o
e i, s chreal pl o By of Besrce 36 L. esionrn e g
e

REP ST S A CH OF CelL D
A AT I o il

]

3, T o A T . (PR WY

2 2 o

T

BOT M

= HAM LAM
I < 3 | 152 o [52] (PP

Proprietary Name

Active Ingredient 1 X mg, Active Ingredient 2 Y mg

30 Bilayered Tablets For oral use |r|r'_m-r|rﬂ

ey

g L e ¢ g South s

Bt b, : = Namikia Reghia:
= Zambiz Regho.:

Mg e | Botswana Baghi:

Bep.Date: B Zimbabwe Regio: »

|IIIIU'H|.S
i s s
Alembic P macaticalt Lmited Aowbost:
Barcode [F—.— e Frams il Fr L

Tk i, Fanchmanal Digiricr, T —
Gajarak- 153, incks sy

The above is proposed as a template for cartons used for blister packs, strip packs and

related packaging materials

Figure 5: Carton prototype — version 1
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4.1.3. Prototypes of the label(s): Carton prototype — version 2

[

e
B, 7 ey ey S X1, Feepe.ta sy

MK HURACTURDS:

Msekic Prarmacesticals Linksd
'Willags Furelm, RO Tajrer,
Tabsta llaies, Punctvrabal D,
Cajarat - ST, Incla

llmwalﬁ?

phamananial

Active Ingredient 1 X mag,
Active Ingredient 2 Y mg

30 Bilayered Tablets Q
Innaovata

Pasrmuc;
Fororaluse ptiieriheierd

Sesiembres
sy met dig boe pehos wors.

KELP CUT OF BEACH OF CHILISEN,
HOU BUITE BEREK WAH KIHDESS

Barcode

HEFEEEE

Mg UcMa: || SA RaM o Zam Bot DM EachBlisyarsd Toblet containe: | o WA DaW BT Ew

[ [ | e e | | Sctie i gradieni]  mg ani Actie Ingrechast ¥ g @
[lie dubballang taiobe bew

g Gate: dctive ingradient| :.-ql'c.::lul':ufc'li Yrag

Eup. Date - Corkwes Luckoas arad Sagar
Eavmt Lakicas on Soker

[ South Africa

= Namibia Ragho:

[ £ambiz Rag. i i

G Botswana Hegic. Proprietary Hame Proprietary Name

B Zimbalwa Ragho.

Active Ingredient 1 X mag,
Active Ingredient 2 Y mg

30 Bilayered Tablets
Innovata
pharmaceut cals

For oral use. S

)

Figure 6: Carton — Version 2 prototype

This carton is proposed as a template for bottles, jars and some blister packs
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4.1.4. Prototypes of the label(s): Other Labels:

Proprietary Mame
Active Ingredient 1 X mg, Active Ingredient 2 ¥ mg

Applicank: Innovata Pharmaceuticals (Pty) Lkd Q

Manufacturer: Alembic Pharmaceukicals Limited

Proprietary Name
Active Ingredient 1 X mg, Active Ingredient 2 Y mg

Applicant: Innovata Pharmaceuticals (Pty) Ltd

Manufacturer: Alembic Pharmaceuticals Limited

Proprietary Mame
Active Ingredient 1 X mg, Active Ingredient 2 ¥ mg

Applicant: Innovata Pharmaceuticals (Pty) Ltd Q

Manufacturer: Alembic Pharmaceuticals Limited

Froprictary Name
Active Ingredient 1 X mg, Active Ingredient 2 ¥ mg

Applicant: Innovata Pharmaceuticals (Pty) Led Q

Manufacturer: Alembic Pharmaceuticals Limited

Exp: Lok.:

Figure 7: Blister Label prototype

SA NAM ZAM BOT ZIM
" g
Each Bilayered Tablet contains:
Active Ingredient Xmg and

Active Ingredient 2 Ymg .
Proprietary Name
Elke dubbellaag tablet bevat=
Active Ingredientt X mg and . .
Active Ingredient 2 Ymg Active ||'|9|'9d|ent 1 xmg! MFg. Lic. M.z
<o and sugar Active Ingredient 2 Ymg Bakch No.:
ose en Suiker MFg. Date :
Exp. Date -
Applicank:
<
INNOVAANE o are s, oo
T st ey Johannesburs

Figure 8: Semisolids (<5g) label prototype

MNAM ZAM BOT ZIM

SA
‘I-

Each Bilayered Tablet contains:

Active Ingedient1 40 mg and H

Actve Ingedient 2 12mg Proprietary Name

Elke dubbellaag tablet bevat= Act !Ve In gre d ! ent1Xm 9

Active Ingedient1 40 mg and Active Ingredient 2 Y mg )

Active Ingedient 2 12mg MFg_ Lic. No.:

Contzin nd Sugar Sml Batch No.:

Bevat Lakbose en Suiker |\,"\\‘I IM MFg. Date:
Exp. Date -

Applicant:
innovata Q 32 Planet Awsnus, Ext 8, Crown

pharmaceuticals Johannasburg

Figure 9: Vials / Ampoules (<5ml) prototype
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4.2. The Harmonized Package insert concept

Head to head comparative analysis was done and is detailed in Table 5. The assessment

showed that while the arrangement of the sections was different from country to country,

the actual requirements for each section are comparable. The majority of the sections were

found to be congruent between the participating countries.

4.2.1. Harmonising conflicting and unique requirements

A few sections were however either conflicting or unique, these are summarized below. The

table below also gives recommendations on dismantling the barriers of harmonisation of

Package Inserts.

Table 9 Description of harmonised Package inserts

Particulars

Recommendations

Conflicting & Unique (a) requirements

Scheduling
Status /
Category of

distribution

Proprietary
Name and

Generic Name

Name(s) of
medicine as
quoted in the
body of the

leaflet

The scheduling status is unique for each
country as per regulations. Schedules for
Botswana and South Africa were found to be
conflicting as discussed above. The unique
scheduling status for each country should be
included on the package insert, prefixed by the
country name. This is essential in this context
to differentiate South African schedules from
Botswana schedules.

To address the conflicting requirements, it is
proposed that the Generic Name (International
Non-proprietary name) be presented on the
package insert with the same/similar font size
and prominence as the brand name (Proprietary
name).

When referring to the medicinal product

throughout the SmPC text, the proprietary
name should be used. The generic name should

be used when referring to properties of the

active substance(s) rather than those of the

Ilustration

SA NAM ZAM BOT ZIM

s3] Ins2][pom [s2|| PP

Proprietary Name

Active Ingredient 1 X mg,
Active Ingredient 2 Y mg

None

Page | 57



Particulars Recommendations llustration
product. Currently, some countries require the
generic name in the body of the text whereas
other countries expect the brand name to be
used.
Pharmacologic  The unique pharmacological classification for ~ Pharmacological
al each country should be included on the Classification:
Classification package insert, prefixed by the country’s name. Pharmacological
Class —
Botswana,

South Africa,

Zambia,
Zimbabwe, -
Registration The unigue Registration Number for each
. = South Africa
Number country should be included on the package Namibia RegNo.:
. . [e+] Zambia RegNo.:
insert, prefixed by the country’s name. Botswana RegNo.:
Zimbabwe RegNo.{
Registration As per the above recommendations, the As above

details of other  registration details of all the countries in

countries question should be included

Unique (b) requirements

Various For any requirement that is not specified by any None
other country, we propose that it should be
included in the labelling provided that it is
value adding and is not conflicting with the
country-specific requirements. These are
however the minority for package inserts.

Congruent requirements

Various These do not require further manipulation. The  None
provisions from all countries were found to

similar. No Further action was required.
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4.2.2. Harmonising the structure of the Package insert

It has already been stated that while the arrangement of package insert / SMPC sections was

different from country to country, the actual requirements for each section were comparable.

On that note, an aggregable arrangement or format was required in order to converge into

this harmonised structure. It is proposed that the format from a region which has

successfully harmonised labelling should be adopted. In this case, the European Union’s

format should be adopted in a similar way as the adoption of scientific guidelines from ICH.

The EU Package insert / SMPC format is comparable to most of the SADC sub-region and

hence was recommended. The proposed package insert / SMPC structure is given below

(Table 10). The EU format coupled with the recommendations in chapter 4.2.2 above could

result in acceptable convergence.

Table 10: Format for the proposed harmonised leaflet

Harmonised Package leaflet based on the EU format.

Category for Distribution / Scheduling status

SA NAM ZAM BOT ZIIM

s3] [Ns2][pom| [s2] [ PP

1. Name of The Finished Pharmaceutical Product

<Trade Name> <Generic Name>

Proprietary Name

Active Ingredient 1 X mg,
Active Ingredient 2 Y mg

2. Qualitative and Quantitative Composition

3. Pharmaceutical Form

4. Clinical particulars

4.1 Therapeutic indications

4.2 Posology and method of administration

4.3 Contraindications

4.4 Special warnings and special precautions for use

4.5 Interaction with other FPPs and other forms of interaction

4.6 Pregnancy and lactation

4.7 Effects on ability to drive and use machines

4.8 Undesirable effects

4.9 Overdose

5. Pharmacological Properties
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Harmonised Package leaflet based on the EU format.
5.1 Pharmacodynamic properties Pharmacodynamic effects

Pharmacological Classification:

Namibia, Pharmacological Class —
Botswana, Pharmacological Class —
South Africa, Pharmacological Class —
Zambia, Pharmacological Class —
Zimbabwe, Pharmacological Class -

5.2 Pharmacokinetic properties

5.3 Preclinical safety data

6. Pharmaceutical particulars

6.1 List of excipients

6.2 Incompatibilities

6.3 Shelf life

6.4 Special precautions for storage

6.5 Nature and contents of container
6.6 Instructions for use and handling <and disposal>
7.1 Name and Address of Manufacturer
7.2 Name and Address of Principal

8. Reqistration Number

South Africa
Namibia RegNo.:
Zambia RegNo.:

[ BotswanaRegNo.:
Fl Zimbabwe RegNo.:

10. Date of Publication of This Package Insert

4.2.3. Harmonisation of the content of the package insert

In chapter 3.2.3, the differences in the acceptable references were highlighted as a barrier to
the harmonisation of Package Insert / SMPCs. To facilitate harmonisation, the following is
recommended,

" The SADC member states should adopt the same package insert — an international
innovator package insert as the acceptable reference. All Package insert compilations
should follow this approved reference package insert.

" The SADC member states should consider the guidelines that have been
implemented in the region by individual member states and converge to the same or similar
requirement. Such guidelines include the following guidelines implemented by SAHPRA;
(o] 2.20_PI_standardised_texts Junl5 v4

o] 2.35_Labelling_sugars_Nov15 vl

Page | 60



4.2.4. Lifecycle management to the content of the package insert / SMPC

Medicine safety is right at the core of the NMRA’s reason for existence. New data is
accumulated every day through post-marketing surveillance and pharmacovigilance
exercises. It was observed that only one of the countries under study had explicit guidelines
to manage safety information updates. Although provided for in the laws of the selected
member states, there was no guidance on the management of new safety data which may
warrant updating of package inserts. To ensure harmonisation during the product lifecycle,
similar guidelines and enforcement structures are required in the participating countries. It
is recommended that SADC member states consider international guidelines on safety

updates
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5. Stakeholder assessment of the harmonised labelling

concept

Following a detailed comparative analysis in chapter 3, a harmonisation labelling concept was
proposed in chapter 4. In line with the objective of developing a harmonisation framework that
is acceptable in SADC, the harmonised labelling concept proposed in chapter 4 was assessed by
experts and stakeholders in selected SADC countries. The assessment was done through a
prospective online survey using a predesigned questionnaire developed on the Google form
platform. This section details the outcome of this assessment. Acceptance by the stakeholders

and experts validates the proposed harmonisation framework.

In this study, stakeholders from NMRAs (Zambia, Zimbabwe, Namibia, Batswana, and South
Africa), AU (NEPAD) and WHO as well consultants in SADC were invited to participate in the
study. Responses (6 of 8 (75%)) were received from all target NMRASs as well as from an
independent Zazibona consultant. The countries represented in the study are shown in figure 10

below.

@ Namibia

@ Seychelles

@ South Africa

@ Unitad Republic Of Tanzania
@ Zambia

® Zimbabwe

@ MNone of the above (International /
civic body)

A 272

Figure 10: Countries represented in the study

Respondents were mainly Senior Regulatory officers (figure 11) authorised by the head of the
respective agency. Hence the responses provided reflect the current thinking within the

regulatory authority.
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@ Hezad of Agency
@ Junior Regulatory Officer
@ Senior Regulatory Officer

@ Other - Not part of a regulatory
authority

Figure 11: Role of respondents in the NMRA

One respondent declared independence from any of the targeted regulatory authority but is

heavily involved in the Zazibona project as a consultant.
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5.1. Acceptance of the label harmonisation framework
The various facets of harmonisation were assessed by the stakeholders. All the respondents

(100 %) accepted the mechanism below (product naming convention) to facilitate convergence:

Proprietary Generic Name (International Non-
. Proprietary Name
Name and proprietary name) shall be presented on
) ] o ) Active Ingredient 1 X mg,
Generic Name the label with the same/similar font size Active Ingredient 2 Y mg

and prominence as the brand name

(Proprietary name)

P Yes
@ No

Figure 12: Acceptability of naming convention on labelling

In the same vein, all respondents (83.3 %) accepted the proposed mechanism (position and

identification of schedules) to facilitate convergence:

Scheduling  The scheduling status of all the countries o . zam sor
status shall be presented on at least the front ‘+
panel of the label. To differentiate between
the scheduling statuses of the countries, the
scheduling status in a square border is
preceded by the country name.
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P ves
@ No

Figure 13: Acceptability of position and identification of schedules

There was reservation from one of the respondents who felt that whilst the prefixing of the
schedule with the country name may help differentiate the schedules, there is still high
possibility of confusion of the end users, mainly health professionals and patients. If confusion
of patients is to be considered, then complete harmonisation of the schedules should be
considered. Adoption of a recognized reference system, for instance the classification in the EU

should be adopted.

The proposal to include a registration number panel was accepted by 83.3 % of the respondents.
The reasons for not accepting this proposal by 1 of 6 (16.7 %) (Figure 14) of the respondents
was that, while the respondent agreed in principle, there was a preference for using the wording
‘marketing authorization number’ instead of ‘registration number’. On that note it was

concluded that 100 % of the respondents agreed in principle to the mechanism being proposed;

Registration  Each country issues a registration number

Number as the product is entered into a register. South Africa
Namibia RegNo.:
Zambia RegNo.:

proposed that a pane with all the [ Botswana RegNo.:
Zimbabwe RegNo.:

To enable harmonized labelling, it is

registration details is set up on the label.
The Country name and scheduling status

will precede the registration number.
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@ Yes
@ No

Yes
5(83.3%)

Figure 14: Acceptability of registration number panel

The harmonised framework will be further updated to address the preference by one of the

countries on terminology for the registration number or marketing authorization number

For the rest of the requirements, 83.3% (figure 15) agreed to including any requirement that is
not specified by their country in the labelling provided that it is value adding and is not
conflicting with their country-specific requirements. These respondents indicated that legal
provisions for incorporating requirements not specified in their own guidelines or regulations

were available.

® Yes
@ No

Yes
5(83.3%)

Figure 15: Countries with provisions for accepting additional information on labels

One respondent (Zimbabwe) indicated that such provisions did not exist as per their regulations.
It is however proposed that legal opinion be sought on the applicability of Zimbabwean
Regulations to Act 15:03 (S.1I. 150 of 1991) section 37(1) (o) which provides for the authority
to prescribe any other particulars to appear on labelling on this matter.

Despite the unavailability of legal instruments to allow incorporation of requirements from
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some countries as per Figure 15 above, all countries (Figure 16) stated that the converged label

could be implemented immediately.

® Yes
@ No

Figure 16: Applicability of interim provisions to expedite harmonisation

This a very important outcome as there is no impediment to the implementation of the

harmonised label in the five countries represented in this study.
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5.2.  Acceptance of the Package insert harmonisation framework

All the respondents (100%) unanimously agreed that the EU structure of the package insert or
SMPC might be used as a reference in deciding the format of package insert or SMPC to be
adopted in the SADC region (see figure 17). This structure is a product of the harmonisation in
the EU which culminated into directives, policies and guidelines actively being implemented by
the EMA.

@ Yes
@ No

Yes
6 (100%)

Figure 17: Acceptability of EU Package Insert / SMPC Structure as a reference for

harmonisation

As with the labels, the majority of stakeholders (66.7%) (Figure 18) agreed in principle with
the proposal to include all the unique country-specific details (Registration numbers,
Pharmacological classifications, and scheduling statuses) for all countries on the harmonised
Package insert as demonstrated in table 10. Of these stakeholders, 16.7% suggested that this
should be accepted in the short term to expedite the harmonisation effort. In the long term,
SADC stakeholders should consider adopting single scheduling classes and the same
pharmacological classes. By doing this these unique classifications that exist will be eliminated.
The idea of outright harmonisation was concurred with by one of the participants who did not

agree to the proposal.
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® Yes

@ No
For now this is acceptible, but there is
need for further harmonisation e.g
pharmaceological classification and
category of distribution may be
harmanizad

Figure 18: Acceptability of the format of presenting regulatory information on the Package

insert

The content of Package inserts is derived from the pharmacological and clinical information
obtained from the relevant studies. This informs sections such as indications, pharmacology,
side effects, interactions, precautions. Also, a good part of this content comes from the
established pharmaceutical details of the product such as composition, dosage form, strength,
presentation, shelf life, etc. Over and above the pharmaceutical and clinical particulars, the rest
of the information is based on the approved regulatory and prescribed legal requirements such
as approved names, registration numbers, scheduling statuses, pharmacological classifications,

etc. The recommendations for harmonisation of these sections has been discussed above.

Concerning the guidelines on labelling content which includes requirements for labelling of
sugars in the products, standardised text for warnings and precautions, etc., the majority of the
stakeholders, 66.7 % (Figure 19) did not accept this proposal. Of those objecting to this
proposal, some expressed a sentiment that merely adopting what one member of SADC has

done, infringes on the national sovereignty of the other members.

® Yes
@ No

No
4 (66.7%)

Figure 19: Acceptability of SAHPRA content guidelines as a reference for content

harmonisation
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One respondent stated a very important point that some of the practices in the member states are
not in line with global practices. Adoption of guidelines from a recognised reference authority
was then suggested e.g the EU. This could be a better solution to the problem as it averts the
political issues that comes with converging to inherent practices by SADC member states.

The majority (83.3%) of the stakeholders objected to the proposal to use the South African
approved innovator product package insert as the reference package insert. The use of the
innovator product labelling approved by a stringent regulatory authority (SRA) was widely
accepted instead.

@ Yes
@ No

Figure 20: Acceptability of SAHPRA approved Package insert as reference
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5.3. Changing the legal landscape to bring harmonisation

Despite the possibility of an expedited implementation of the harmonised framework using
provisions to deviate from the prescribed legal code (Figure 16), update or change of the legal
provisions is inevitable for the harmonisation project to be successful. All (100%) (Figure 21)

the stakeholders in this survey declared their interest to initiate the requisite changes.

P Yes
P No

Yes
6 (100%)

Figure 21: Declaration of will to initiate changes

Political will is a vital enabler for the harmonisation project, hence the declaration by

stakeholders is a positive outcome.

As discussed before, the requirements for labelling are defined in acts, regulations and
guidelines. 83.3 % (Figure 22) of the stakeholders confirmed that all the changes necessary to
implement the harmonised labelling do not require a change to the principal act. This is also
important because the legislative process required to amend an Act of parliament is an onerous
process. The final amendment bill must be approved through voting by the highest legislative
body in the country and only promulgated after the assent by the head of state. It follows that
changes to the legal framework that do not require changes to the Act enables an expedited

amendment process.

@ Change of act of parliament,
regulations and guidelines

@ Change of regulations and guidelines
without change in Act of Parliament
Change of guidelines without
changing regulations and act of
parliament
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Figure 22: Regulatory & Legal changes required to facilitate harmonisation

The acts of parliament are considered primary legislation whereas regulations are considered
subordinate or secondary or prerogative legislation. Changes to regulations in the countries
surveyed are the prerogative of the minister of health in consultation with the relevant
stakeholders. This simplifies the amendment process and hence harmonisation in SADC is
achievable. Concerning the timelines for such changes, all the parties indicated that
amendments could be achieved in 1- 4 years (Figure 23)

Figure 23 gives the perceived timeline for changes to the relevant laws to be made in support of
regulatory harmonisation. The majority (66.6 %) of the respondents indicated that the relevant
changes can be completed in 1 -2 years

® Less than 1 year

@ Leass than 2 years
@ Less than 3 years
® Less than 4 years
@ Greater than 5 years

Figure 23: Timelines for changes in the acts or regulations
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5.4. The potential impact of regulatory harmonisation in SADC

The harmonisation project’s success is driven by the construct of the perceived benefits by the
participating stakeholders. In the survey, a number of possible outcomes of the harmonisation
project were reviewed to determine the perception of the parties involved. Participants were

required to express their views using a linear scale illustrated in Figure 24.

Strongly disagree Strongly agree

Figure 24: Scale for measuring perception

Harmonisation was perceived by the majority of the participants (80%) to positively impact
public health in the SADC region (Figure 25) and the individual countries (Figure 26).

3 (50%)

2 (33.3%)

1(16.7%)

0 (0%) 0 (0%)

Figure 25: Potential impact of harmonisation on Public Health
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3 (50%)

2(33.3%)

1(16.7%)

0 (0%) 0 (0%)

Figure 26: Potential impact of harmonisation on public health in the selected countries

The survey did not delve into specific ways harmonisation would impact on public health,
however, 83.3 % (Figure 27) of the participants believed that labelling harmonisation will

contribute immensely to the accessibility of essential medicines.

3 (50%)

2(33.3%)

1(16.7%)

0 (0%) 0 (0%)

Figure 27: Potential impact of harmonisation on the accessibility of essential medicines

This is in line with the SADC Protocol for Health, in which pooled procurement is a key driver
towards the goal of improved access to essential medicines in the region. Labelling

harmonisation plays a significant role in enabling the pooled procurement of such goods.

Parallel importation is the legal mechanism applied in the importation and distribution of a
genuine pharmaceutical products from a distributor in country (A), who legally acquired the
same from the manufacturer at a lower price instead of buying directly from the manufacturer
and then distribute in country (B). It was postulated that, harmonisation of labelling might
facilitate this practice in SADC given the price differentials in the region. In this survey, the
majority (60 %) of the participants perceived that parallel importation would not be a big issue
for the SADC member states.
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2 (33.3%) 2 (33.3%)

1 (16.7%) 1(16.7%)

0 (0%)

Figure 28: Potential impact of harmonisation on parallel importation

The participants also expressed (Figure 29) that the proposed regime on labelling does not have
mechanisms to deal with parallel importation.

2
2 (33.3%) 2 (33.3%) 2 (33.3%)

0 (0%) 0 (0%)

Figure 29: Ability of the harmonised framework to curb the illegal trade of medicines

Whilst it may be easier to do parallel importation when the labelling is the same or harmonised
across countries, the control of illegal parallel import is a complex maze for many regulatory
authorities. Though the participants did not think that illegal parallel trade would be a major
problem in SADC, they (83.3 %) believed that if it happens, counterfeiting would be a major
concern for the region. Illegal Parallel trade is believed to be a breeding ground for

counterfeiting and comes with major health ramifications.

4(66.7%)

1(16.7%) 1(16.7%)
0 (0%) 0(0%)

Figure 30: Potential impact of harmonisation on the counterfeiting of medicines in SADC
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This, coupled with the perception (Figure 31) that the harmonised labelling does not provide

sufficient measures to curb counterfeiting, may have dire consequences. It is recommended that

the implementation of harmonised labelling should incorporate the implementation of anti-

counterfeiting measures.

4 (66.7%)

1 (16.7%)
0(0%) 0(0%)

1(16.7%)

Figure 31: Adequacy of measures to curb counterfeiting in the harmonised framework

Overt and covert anti-counterfeiting measures including but not limited to special barcodes,

holograms, UV based micro tagging and microchips have been proposed. This, however, is

beyond the scope of this study.

The participants (Figure 32) also did not think that the harmonised framework would impact on

the divergence of habit-forming drugs

3 (50%)

2(33.3%)

1(16.7%)

0 (0%)

1 2 3 4

Figure 32: Impact on control of habit forming drugs
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6. Discussion and Conclusion

The study aimed at developing a harmonised labelling conceptual framework that could be
adopted in SADC. The concept development was informed by comparative analysis of the
regulatory landscape in SADC as well as a head to head comparison of the prescribed
requirements for labels and package inserts. This concept was validated by subjecting the
proposed concept for assessment by different stakeholders including NMRAs, AMRHi and
regulatory experts involved in harmonisation activities in SADC.

Comparative analysis of the legal requirements revealed that all the requirements for labelling
are provided for in the regulations and guidelines. The principal legislation (Acts of Parliament)
only stated that medicines should be labelled. This was confirmed by the stakeholders who
indicated that for harmonisation to be achieved, amendments to regulations and guidelines only
are required. The amendment of regulations is in the hands of the Minister of Health in
consultation with the relevant stakeholders. It is therefore recommended that the conceptual
framework developed in this study should inform the requisite changes to regulations for each
country and such changes be spearheaded by the SADC Ministers of health through the NMRA
Head of Agencies forum, coordinated by the SADC Secretariat. In this study, the support and
political will to amend the regulations was apparent and the expected timeline as estimated by
the stakeholders is 1- 4 years.

The outcome of the head to head comparison of the prescribed particulars categorised these into
conflicting, unique and congruent requirements. This informed the harmonised labelling
concept in which mechanisms to incorporate the unique requirements and resolving the
conflicting requirements were put forward. This is fully described in in chapter 4 of this report
in tables 8, 9 and 10.

The mechanisms proposed for the label was assessed by relevant stakeholders whose majority
accepted the proposed changes with minor modifications. The proposed package insert
harmonisation concept was also assessed by the stakeholders who agreed to the proposed
format with a few changes. The EU SMPC structure was adopted as the validated format for

SADC by the participating countries.

However, concerning additional guidelines for content, adoption of SAHPRA’s additional
guidelines was rejected on the basis that the current practices in most of the member states was

not congruent with current global practices. It is recommended that guidelines from a
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recognized reference authority, EU should be adopted/adapted for use by SADC member states.

Finally the major of contention was on the identity of the acceptable reference package insert.
The innovator product registered in South Africa was not accepted. It is therefore recommended
that package inserts in SADC be based on recognised approved package insert from a Stringent
Regulatory Authority (SRA). It follows that the EU approved package insert is an accepted
reference package insert for SADC.

On the basis of this agreed framework by Zazibona participating countries, the rest of the
SADC member states may be engaged for wider adoption of the same. This will see the
harmonised framework being adopted beyond the Zazibona region. The Zazibona adoption may
become the nucleus for a wider corporation culminating into the SADC harmonised framework.
On the backdrop of national sovereignty, it is recommended that the SADC secretariat engage

the rest of the membership through a follow-up survey incorporating all the member states.

The public health benefits and the improved access to essential medicine should be the major
driver in this project. Once achieved, the benefits will greatly simplify the supply chain for
manufacturers and distributors. This holds true in the case where parallel importation becomes
essential. Therefore the perceived benefits of harmonisation documented in this study should

strengthen the resolve to expedite the harmonisation process.

Page | 78



References

10.

11.

12.

Rehman W, Arfons L.M and Lazarus H.M, The rise, fall and subsequent triumph of
thalidomide: lessons learned in drug development, Ther Adv Hematol, (2011) 2(5) 291-
308

Réago L and Santoso B, Drug Regulation: History, Present and Future, Drug Benefits and
Risks International Textbook of Clinical Pharmacology Revised 2nd edition, 2008, 65-76
(published by 10S press)

Ratanawijitrasin S and Wondemagegnehu E, Effective drug regulation A multicountry
study, World Health Organization, 2002, WHO Library Cataloguing-in-Publication Data
http://apps.who.int/medicinedocs/pdf/s2300e/s2300e.pdf

Santoso B, Holloway K, Hogerzeil H.V and Reggi V, Medicines in Developing

Countries, Drug Benefits and Risks International Textbook of Clinical Pharmacology
Revised 2nd edition, 2008, 79-90 (published by 10S press)

Mohammad Bashaar M, Hassali M.A, Saleem F, 40th anniversary of essential medicines:
a loud call for improving its access, GaBl 2017 Available at http://gabi-journal.net/40th-

anniversary-of-essential-medicines-a-loud-call-for-improving-its-access.html?print,
Accessed on 19 October 2019

African Medicines Regulatory Harmonisation Initiative(AMRHI): a WHO concept paper,
WHO Drug Information Vol. 22, No. 3, 2008, Pages 182 — 190

Ndomondo-Sigonda M, Kamwanja LA, Saka J, Awotedu A, Fute I, Chamdimba C, ,
Situation analysis study on medicines registration harmonisation in Africa final report for
the Southern African Development Community (SADC), 2010, Available at

http://www.nepad.org/publication/situation-analysis-study-medicines-reqistration-

harmonisation-africa-final-report-1, Accessed on 19 October 2019

Glass BD, Counterfeit drugs and medical devices in developing countries, Research and

Reports in Tropical Medicine 2014:5 11-22 http://dx.doi.org/10.2147/rrtm.s39354

Almuzaini T, Choonara I, Sammons H. Substandard and counterfeit medicines: a
systematic review of the literature. BMJ Open. 2013;3: €002923.

Ndomondo-Sigonda M, Miot J, Naidoo S, Dodoo A, Kaale E, Medicines Regulation in
Africa: Current State and Opportunities, Pharm Med (2017) 31:383-397

Harmonizing Pharmaceutical Regulation Among the United States, the European Union,
and Japan: The ICH Initiative http://nrs.harvard.edu/urn-3:HUL.InstRepos:8852171

SADC pharmaceutical program, SADC Pharmaceutical Business Plan 2007-2013,
http://ipasa.co.za/Downloads/Policy%20and%20Reports%20-

Page | 79



13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

%20Medicines/Regional%20and%20Africa/SADC%20Pharmaceutical%020Business%20
Plan%202007-2013 090627.pdf Accessed on 19 October 2019

Narsai K, Williams A, Mantel-Teeuwisse AK. Impact of regulatory requirements on
medicine registration in African countries perceptions and experiences of Pharma
companies in South Africa. Southern Med Review (2012) 5;1:31-37

Reggi V, Medicines Regulatory Harmonisation: International Collaboration as a Key to
Improve Public Health, Med Access @Point care 2017, 1(1): e2-e5
https://doi.org/10.5301%2Fmaapoc.0000001

Ward M, Regulatory harmonisation: The International Generic Drug Regulators Pilot,
WHO Drug Information Vol. 28 No. 1, 2014

Chong S.S.F, Lim J.C.W, and Tominaga T, Developing key performance indicators to
measure the progress of regional regulatory convergence and cooperation in Asia-Pacific
Economic Cooperation (APEC), AAPS Open (2018) 4:4

Moussis N, Access to the European Union Law, Economics and Policies, 19th Edition,
Rixensart, Intersentia (2011)

European Union, Consolidated versions of the Treaty on European Union and the Treaty
on the Functioning of the European Union. Official Journal C 326, 2012: 1 — 390
https://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=0j:C:2012:326:Full:en:pdf. Accessed
on 19 October 2019

European Medicines Agency (EMA), Road map to 2015 - The European Medicines

Agency’s contribution to science, medicines and health, (2010) available at

https://www.ema.europa.eu/documents/report/road-map-2015-european-medicines-agencys-

contribution-science-medicines-health en.pdf. Accessed 21.06.2017

IOM (Institute of Medicine), International Regulatory Harmonisation Amid Globalization
of Drug Development: Workshop Summary, Washington DC: The National Academies
Press (2013), 3:23-33

Nutly C. (IFMP), The value and benefits of ICH to industry, ICH Publications
https://admin.ich.org/sites/default/files/inline-

files/The Value Benefits of ICH to Industry January 2000.pdf. Accessed on 19
October 2019

Molzon J.A, The Value and Benefits of ICH to Drug Regulatory Authorities - Advancing

Harmonisation for Better Public Health, ICH Publications

https://admin.ich.org/sites/default/files/inline-

files/ICH 20 anniversary Value Benefits of ICH for Requlators 0.pdf Accessed on
19 October 2019

Page | 80



23.

24.

25.

26.

27.

28.

29.

30.

31.

Ndomondo-Sigonda M., Miot J., Naidoo S., Ambali A., Dodoo A, Mkandawire H., The
African Medicines Regulatory Harmonisation Initiative: Progress to Date, Medical
Research Archives. 2018. 6(2): 5-15. Available at; http://journals.ke-i.org/index.php/mra.
Accessed on 19 October 2019
Ahonkhai V, Martins SF, Portet A, Lumpkin M, Hartman D (2016) Speeding Access to
Vaccines and Medicines in Low- and Middle-Income Countries: A Case for Change and a
Framework for Optimized Product Market Authorization. PLoS ONE11(11): e0166515.,
Available at https://doi.org/10.1371/journal.pone.0166515. Accessed on 19 October 2019

Scofield, lan (2017) African Regulatory Harmonisation Project Cuts Drug Approval
Times and Saves Scarce Resources. Available at:

https://pink.pharmamedtechbi.com/PS119932/African-Regulatory-Harmonisation-Project-Cuts-

Drug-Approval-Times-And-Saves-Scarce-Resources, Accessed on 19 October 2019

NEPAD & WHO. AMRH Initiative: Summary, Status and Future Plans. November 20009.
Available at http://apps.who.int/medicinedocs/documents/s20130en/s20130en.pdf Accessed
on 19 October 2019

African Union, Briefing Note On The African Medicines Agency, First meeting of the

specialised technical committee on health, population and drug control (STC-HPDC-1)
Addis Ababa, Ethiopia 13-17 April 2015, Available at
http://apps.who.int/medicinedocs/documents/s22305en/s22305en.pdf Accessed on 19
October 2019

Zarocostas J, Health ministers adopt African Medicines Agency treaty, The Lancet, 391
(2018) https://www.thelancet.com/action/showPdf?pii=S0140-6736%2818%2931313-8
accessed on 19 October 2019

Ndomondo-Sigonda M, The African Medicines Regulatory Harmonisation (AMRH)

Initiative Accomplishments, Challenges and Path Forward, Cape Town, Pre-
ICDRA(2016) available at http://gssaconferences.co.za/OneDrive-2016-11-

30/Sun%2027%20Nov%2009h00%20Ndomondo%20Sigonda.pdf Accessed on 19 October
2019

Glover B, Akinbo O, Savadogo M, et al, BMC Proceedings 2018, 12(Suppl 8):11
Available at https://doi.org/10.1186/s12919-018-0108-y

The Access and Delivery Partnership, ‘African Union Model Law for Medical Products
Regulation: Increasing access to and delivery of new health technologies for patients in
need’, UNDP, New York, 2017. Available at

http://adphealth.org/upload/resource/AU%20Model%20Law.pdf accessed on 19 October

2019

Page | 81



32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

Penfold E (2017) Regionalism in the Southern African Development Community:
integration for better health? PRARI Working Paper 15-11. Milton Keynes: The Open
University/South African Institute for International Affairs. Available at
https://www.africaportal.org/documents/17983/working paper 11 en.pdf Accessed on 19
October 2019

SADC (1992), Declaration Treaty of SADC available at,
https://www.sadc.int/files/8613/5292/8378/Declaration__Treaty of SADC.pdf, Accessed
on 15 October 2019

SADC pharmaceutical program, SADC Pharmaceutical Business Plan 2007-2013,

http://apps.who.int/medicinedocs/documents/s19282en/s19282en.pdf, Accessed on 15
October 2019

SADC, Records of the meeting of the SADC Ministers of Health & Ministers Responsible
for HIV and AIDS, January 2015, Victoria Falls, Zimbabwe

SADC, Record of the meeting of the SADC Ministers of Health & Ministers Responsible
for HIV and AIDS, November 2013, Lilongwe, Malawi

Medicines Control Authority of Zimbabwe website; available at;

https://www.mcaz.co.zw/index.php/latest-news/16-Zazibona -collaborative-medicines-

registration-process. Accessed on 15 October 2019

The International Journal for Professionals in regulatory affairs. Regulatory Rapporteur —
Vol 14, No 11, November 2017

Ndomondo-Sigonda M., Miot J., Naidoo S., Ambali A., Dodoo A, Mkandawire H., The
African Medicines Regulatory Harmonisation Initiative: Progress to Date, Medical
Research Archives. 2018. 6(2): 5-15.

AMRH Newsletter, Q2: April-June 2017. Available at
www.nepad.org/download/file/fid/3664%20. Accessed on 15 October 2019

Pawar N, Shah D, Maheshwari D, Pharmaceutical Programme Development in SADC
Region, International Journal of Pharma Research & Review, March 2015; 4(3):22-27
ISSN: 2278-6074 MO Nasiruddin Pawar et.al, IJPRR 2015; 4(3) 22

Janssen Pharmaceutica Inc Pilot Study printed by Johnson & Johnson, accessible at
https://pink.pharmamedtechbi.com/PS119980/JanssenPilotSpeedsUpAfricanApprovalsAs

HarmonisationProjectExpands. Accessed on 15 October 2019
SADC (2015), SADC Industrialisation Strategy and Roadmap 2015-2063. Available at
https://www.ilo.org/wcmsp5/groups/public/---africa/---ro-addis ababa/---ilo-

pretoria/documents/meetingdocument/wcms 391013.pdf, Accessed on 15 October 2019

Kasapila W, Shaarani S, Harmonisation of food labelling regulations in Southeast Asia:

benefits, challenges and implications, Asia Pac J Clin Nutr 2011;20 (1):1-8 1
Page | 82



45.

46.

47.

48.

49.

50.

Songara R, Sharma GN, Gupta VK, Gupta P, Need for harmonisation of labelling of
medical devices: a review, J Adv Pharm Technol Res. 2010 Apr-Jun; 1(2): 127-144.
SADC 2012, SADC Pooled Procurement of Essential Medicines and Medical Supplies
Situational Analysis and Feasibility Study. Available at
https://www.sadc.int/files/6614/1890/8516/SADC _ sadc pooled procurement of essential

medicines and medical suppli....pdf. Accessed on 15 October 2019

Harich J, The System Improvement Process (SIP), Cutting Through Complexity, 2016
(3): 37-72 (Lulu Press)

Donatella D.P (Ed), Qualitative Comparative Analysis (QCA) - Methodological practices
in social movement research, Oxford, Oxford University Press, 2014

Edward J. Eberle, The Method and Role of Comparative Law, 8 Wash. U. Global Stud. L.
Rev. 451 (2009). Avalailable at,
http://openscholarship.wustl.edu/law_globalstudies/vol8/iss3/2, Accessed on 15 October

2019
Nepad 2011, AMRH Strategic Plan 2011 — 2015. Available at
https://www.nepad.org/file-download/download/public/15522 Accessed on 15 October

2019

Page | 83



Appendix 1 - Ethics Approval

R14ai4% Mr Gieamore Mushayi
HUMAN RESEARCH ETHICS COMMITTEE (MEDICAL)

CERTIFICAT

MAME: Mr Givermnore Mushaw
Principal Investigator
DEPARTMENT; Fharmacy and Pharmacobogy

Southem Africa Development Community

PROJECT TITLE: Development and Validation of a Begionally Recognised
Framework to Suppart Regulatony Harmonization of
laballing Reguirerments in Southarm Afnca Developmeant
Community {SADC) Region

DATE CONSIDERED:  2B/08/2015

DECISION: Approvad unconditicnally
CONDITIONS:
SUPERVISOR: Shabir Banoa

P BY: 'ﬂg&i"f{ Clee

Profassor P Cleatan-Jonas, Chairparson, HREC {Medical)
DATE OF APPROVAL: 30092015

This clearance certificate is valid for 5 years from date of approval. Extension may be applied for.

DECLARATION OF INVESTIGATORE

To be compleded in duplicate and ONE COPY returned to the Secratary in Roam 10004, 10zh ficor,
Senate House, University.

I#wa fully understand the condiions undar which | amfwe ara authorized to camy out the above-menticnad
reseanch and hwe undertake 80 ensune compliance with these conditions. Should any departune be
contermnplated, from the research proftocol B8 approwved, Uwe undetake io nesubril the

applcaton to the Commitiee. | agree 1o submil & Yearly progress report.

: IBD2DIE
F‘ﬂm@!‘nﬁsﬁgatu' Signatura Date

PLEASE QUOTE THE PROTOCOL NUMBER IN ALL ENQUIRIES

Page | 84



Appendix 2 — Plagiarism Declaration

UNMIVERSITY OF THE - Ei‘ FACULTY Ol
WITWATERSRAND, =) HEALTH SCIENCES
[OHANMESBURG H"l

PLAGIARISM DECLARATION TO BE SIGNED BY ALL HIGHER DEGREE STUDENTS

SEMATE PLAGIARISM POLICY: APPENDIX ONE

| _ Givamore Muzuva Mushayi {Student number: 292170 | am a student

registered for the degree of M2c Medicine Pharmacsutical Affaira in the academic year_—0 °

| hereby declare the following:

- | am aware that plagiarism (the use of someone else's work without their permission andfor
without acknowledging the original source) is wrong.

- | confirm that the work submitted for assessment for the above degree is my own unaided work
except where | have explicithy indicated otherwiss.

- | have followed the required conventions in referencing the thoughts and ideas of others.

- |l understand that the University of the Witwatersrand may take disciplinary action against me if
there is a belief that this is not my own unaided work or that | have failed to acknowledge the
source of the ideas or words in my writing.

- | have included as an appendix a report from “Turnitin® (or other approved plagiarism detection)
software indicating the level of plagiarism in my research document.

Signature: A‘i Diate: E—‘.rffiﬂ'uz{:'f?
[

Page | 85



	Declaration
	Acknowledgements
	Table of Contents
	List of Figures
	List of Tables
	Abbreviations
	1. Introduction and literature review
	Background
	1.1.1. Harmonisation and access to medicines
	1.1.2. Regulatory harmonisation – Global initiatives
	Harmonisation vs Convergence
	European Union Harmonisation
	International Council for Harmonisation
	African Medicine Regulatory Harmonisation
	African Union Model Law on Medical Products Regulation
	SADC Regulatory Harmonisation


	Problem Statement:  The need for harmonisation of labelling requirements
	Study Aim
	Study Objectives
	Objective 1: Comparative analysis of legislative and regulatory systems in selected SADC counties
	Objective 2: Development of a harmonised labelling conceptual framework
	Objective 3: Stakeholder assessment and validation of the harmonised labelling framework.


	2. Methods
	2.1. Summary of methods used
	2.1.1. Qualitative comparative analysis
	2.1.2. Framework Development
	2.1.3. Stakeholder and Expert assessment & validation
	Design and Piloting of the Questionnaire
	Distribution of Questionnaire


	2.2. The justification for Method Used
	2.3. Inclusion criteria for selected SADC stakeholders:
	2.4. Data collection and analysis
	2.5. Ethics
	2.6. Limitations
	3. Comparability analysis of legal requirements
	3.1  The Legal and Regulatory Landscape
	3.2  Comparative analysis of the requirements for labelling components:
	3.2.1 Comparison of requirements for immediate container labels and cartons:
	3.2.2 Comparison of requirements for Blister labels:
	3.2.3 Comparison of requirements for Package Inserts:
	Comparison of the Format of Package inserts
	The content of the package insert

	3.2.4 Assessment of scheduling requirements


	4. Proposal for the harmonised labelling
	4.1. The harmonised label concept
	4.1.1. Prototypes of the label(s): Immediate container label prototype
	4.1.2. Prototypes of the label(s): Carton prototype – version 1
	4.1.3. Prototypes of the label(s): Carton prototype – version 2
	4.1.4. Prototypes of the label(s): Other Labels:
	4.2. The Harmonized Package insert concept
	4.2.1. Harmonising conflicting and unique requirements
	4.2.2. Harmonising the structure of the Package insert
	4.2.3. Harmonisation of the content of the package insert
	4.2.4. Lifecycle management to the content of the package insert / SMPC

	5. Stakeholder assessment of the harmonised labelling concept
	5.1. Acceptance of the label harmonisation framework
	5.2. Acceptance of the Package insert harmonisation framework
	5.3. Changing the legal landscape to bring harmonisation
	5.4. The potential impact of regulatory harmonisation in SADC

	6. Discussion and Conclusion
	References
	Appendix 1 – Ethics Approval
	Appendix 2 – Plagiarism Declaration



