VIGIGUARDIAN NEWSLETTER
E d i t i o n

1 								

A p r i l

2 0 2 2

In this edition:
1.

Who is the South African Health Products Regulatory

5.

Pharmacovigilance reporting systems in South Africa

Authority (SAHPRA)?

6.

What happens to the reported information?

2.

Pharmacovigilance

7.

Pharmacovigilance contact details

3.

SAHPRA Pharmacovigilance unit and its responsibilities

4.

Pharmacovigilance reporting tools and systems in South
Africa

FOR THE PURPOSE OF THIS PUBLICATION, THESE TERMS ARE USED INTERCHANGEABLY:
•
•

Authority’’ and “South African Health Products

•

“healthcare professionals’’ and “healthcare providers’’

Regulatory Authority’’

•

“medicine’’ and “drug’’

“applicant’’ and “holder of certificate of registration’’

The aim of this newsletter is to disseminate regulatory information on post-marketing surveillance and pharmacovigilance activities
rendered by SAHPRA, which includes responsibilities of the SAHPRA Pharmacovigilance unit, reporting tools and pharmacovigilance
systems in the country.
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WHO IS THE SOUTH AFRICAN HEALTH
PRODUCTS REGULATORY AUTHORITY
(SAHPRA)?
SAHPRA was established in February 2018 to
oversee the regulation of all health products,
which include medicines, medical devices,
in

vitro

diagnostics

(IVDs)

and

radiation-

emitting products used in healthcare and
the pharmaceutical industry. It replaced the
Medicines Control Council (MCC) as well as
the Directorate of Radiation Control (DRC).
SAHPRA is mandated by the Medicines and
Related Substances Act, 1965 (Act No. 101 of
1965) as amended, to promote public health and
safety by ensuring that all medicines, medical
devices and IVDs that are registered and used
in South Africa are safe, effective and of good
quality and acceptable performance. To achieve
its objectives, SAHPRA must among others,
ensure that evidence of existing and new adverse events and/or reactions, interactions and signals
emerging from post-marketing surveillance and pharmacovigilance activities are investigated,
monitored, analysed and acted upon through the pharmacovigilance system.
VIGILANCE
What is Pharmacovigilance?
Pharmacovigilance as defined by the World Health Organization (WHO) is the science and activities
relating to the detection, assessment, understanding and prevention of adverse effects or any other
medicine/vaccine related problem. All medicines and vaccines undergo rigorous testing for safety
and efficacy through clinical trials before authorisation for use. The goal of this activity is to improve
the safe and rational use of medicines, thereby improving patient care and public health.
In South Africa, pharmacovigilance was formally introduced in 1987 at the University of Cape Town,
Faculty of Health Sciences as the National Adverse Drug Events Monitoring Centre (NADEMC); with a
later extension to the National Department of Health (NDoH) as part of the Medicines Control Council
(MCC). Following the establishment of SAHPRA in 2018, the Medicines and Related Substances Act,
Act 101 of 1965, as amended, changed from pharmacovigilance to vigilance to incorporate all health
products regulated by the Authority. The scope of vigilance expands to incorporate medical devices
and IVDs. Therefore, the Medicines and Related Substances Act, Act 101 of 1965 define vigilance as
the continuous monitoring and evaluation of safety, efficacy, performance profile and management
of any risk throughout the life cycle of a health product.

3

VigiGuardian Newsletter, APRIL 2022

In support and promotion of vigilance, Regulation
40 of the Medicines and Related Substances Act,
Act 101 of 1965, as amended states that:
1.

Holder of a certificate of registration must inform
the Authority, of any new or existing quality,
safety or effectiveness concerns related to any
medicine or scheduled substance, including but
not limited to adverse drug reactions; and risk
management activities associated thereof.

2.

A healthcare provider, veterinarian or any
other person should inform the Authority,
of any suspected adverse drug reactions; or
new or existing safety, quality or effectiveness
concerns, occurring as a result of the use of
health products.

Diagram 1: The Scope of Pharmacovigilance

adverse drug reaction/events
medication errors
interaction of medicines
abuse/misuse of medicines
overdose
substandard or falsified medicines
lack of effect and
product quality problems

Importance of pharmacovigilance
When a medicine is first registered and made available in South Africa, information about its safety and
effectiveness is usually limited and only available from clinical trials. Despite pre-marketing testing of
medicines, thorough monitoring of medicines on the market is an integral part of medicine safety. This is
because clinical trials are conducted in a heavily controlled environment where small and homogenous
populations are monitored for a short period of time. Certain populations who might eventually use the
medicine and be more vulnerable to some adverse events (i.e., older people, children, pregnant women
or people with other medical conditions) are excluded. Therefore, not all possible Adverse Drug Reactions
(ADRs) are detected. Additionally, individual polymorphisms lead to variability in drug metabolism and can
consequently result in various patient response to medicines. Therefore, continued monitoring of medicines
safety, post registration is essential to ensure public safety.
SAHPRA, like other regulatory authorities around the world, monitors the safety of health products and
contribute to a better understanding of possible adverse events of medicines when used outside the
controlled conditions of clinical trials.
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Terminology used in pharmacovigilance
Adverse drug reaction (ADR): is a noxious and unintended response to a medicine, including lack of
efficacy, and which occurs at doses normally used in humans and which can also result from overdose,
misuse or abuse of a medicine. The reaction may be a known side effect of the medicine, or it may be new
and previously unrecognised.
An adverse drug reaction, contrary to an event, is characterised by the occurrence of a suspected causal
relationship between the drug and the reaction, as determined by the reporter or a reviewing healthcare
professional.
Adverse effect: is a negative or harmful patient outcome that seems to be associated with treatment,
including there being no effect at all.
Adverse event (AE): is any untoward medical occurrence, in a patient or clinical trial participant, that may
present during treatment with that medicine, but which does not necessarily have a causal relationship
with this treatment. An adverse event can be any unfavourable and unintended sign, symptom or disease
temporarily associated with the use of a medicine, whether considered related to the medicine, or not.
Adverse events following immunisation (AEFI): is defined as any untoward medical occurrence which
follows immunisation; does not necessarily have a causal relationship with the usage of the vaccine; may
be any unfavourable symptom about which a vaccine recipient complains; and may be an abnormal
laboratory finding, sign or disease found by medical staff.
CIOMS: is an international, non-governmental, non-profit organization established jointly by WHO and
United Nations Educational, Scientific and Cultural Organization (UNESCO) in 1949. CIOMS represents a
substantial proportion of the biomedical scientific community through its member organisations, which
include many of the biomedical disciplines, national academies of sciences and medical research councils.
In 1986, CIOMS set up its first working group on pharmacovigilance (Working Group on International
Reporting of Adverse Drug Reactions) to explore a means of coordinating and standardising international
adverse drug reporting by pharmaceutical manufacturers to regulatory authorities. The Working Group
devised a method for reporting by manufacturers, which included standardised definitions, procedures
and format. The CIOMS reporting form, for the first time, set the standard for reporting and was later the
basis for establishing many of the national reporting forms.
Consumer: in relation to healthcare, indicates a person who uses or is a potential user of health services, as
well as their family and caregivers.
E2B: is an international standard for transmitting medicine adverse events reports specified and developed
by the International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human
Use (ICH), current version is E2B (R3).
Healthcare professional or healthcare provider implies a person providing health services in terms of any
law, including in terms of the:
•

Allied Health Professions Act, 1982 (Act No. 63 of 1982)

•

Health Professions Act, 1982 (Act No. 56 of 1982)

•

Nursing Act, 1978 (Act No. 50 of 1978)

•

Pharmacy Act, 1974 (Act No. 53 of 1974)

•

Dental Technicians Act, 1979 (Act No. 19 of 1979)
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Holder of a certificate of registration (HCR):

Misuse of medicines: this is defined as the use

indicates a person/company in whose name a

of a drug outside label directions or in a way

registration certificate has been granted and who is

other than prescribed or directed by a healthcare

responsible for all aspects of the medicine, including

professional. This includes patients using a drug

quality, safety, effectiveness and compliance with

for a different condition other than that for which

conditions of registration.

the drug is prescribed, patients taking more drug
than prescribed or at different dosing intervals, and

Individual Case Safety Report (ICSR): is a detailed

individuals using a drug not prescribed for them

record of all relevant data associated with the

although for therapeutic purposes.

use of a medicine in a subject or patient. An
individual case safety report is the information

Overdose: is the accidental or intentional use of a

provided by a primary source to describe suspected

drug or medicine in an amount that is higher than

adverse reactions or adverse events following

is normally used.

immunisations related to the administration of one
or more medicines to an individual patient at a
particular point of time.
Interaction of medicines: this occurs when two or
more medicines react with each other. This drugdrug interaction may cause a patient to experience
an unexpected side effect.
Lack of drug effect: this is defined as failure to
produce the expected outcome for which the
medicine was indicated. Lack of drug effect applies
to registered medicines, including when used for an
unapproved indication.
Medication errors: is any preventable event that
may cause or lead to inappropriate medication use
or patient harm while the medication is in the control
of the healthcare professional, patient, or consumer.
Such events may be related to professional practice,
healthcare products, procedures, and systems
including, prescribing errors; dispensing errors;
medicine preparation errors; administration errors
and monitoring errors.
Medication errors and medicines-related adverse
events

have

important

implications

–

from

increased length of hospitalisation and costs
to undue discomfort and disability or increased
mortality. Thus, minimising of medication errors,
through early detection and clinical audit, is of
paramount importance in healthcare by promoting
compliance, adherence, recovery and the general
well-being of patients.
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Periodic Benefit Risk Evaluation Report (PBRER): A PBRER is a format of safety report used as a basis for
the Periodic Safety Update Report (PSUR). The report is produced by the Holder of Certificate of Registration
HCRs at defined time points after a medicine has been given marketing authorisation. The motive of the
report is to provide comprehensive and up-to-date information about the safety of a medicine. The report
summarises any new evidence on safety, efficacy and effectiveness that might affect the balance of risks and
benefits. It provides details about the risks to regulatory authorities and identifies where risk management
initiatives may be required.
Periodic Safety Update Report (PSUR): A report prepared by the HCRs (pharmaceutical industry) describing
the worldwide safety experience with a medicine at a defined time after its registration.
Risk Management Plan (RMP): A dynamic stand-alone document reflecting both emerging known and
unknown safety data (i.e., clinical and non-clinical) that is updated throughout the medicine’s life cycle. It
describes a set of pharmacovigilance activities and interventions designed to identify, characterise, prevent
or minimise risks related to medicines, and the assessment of the effectiveness of those interventions.
These activities may be classified as routine (which apply to all products) or additional.
Side effect: is any unintended outcome (negative or positive effects) that seems to be associated with
treatment and can be predicted from the pharmacological profile of the medicine. This term is often used
in patient information and other contexts.
Signals: refers to ‘reported information on a possible causal relationship between an adverse event and a
medicine, the relationship being unknown or incompletely documented previously. Usually more than a
single report is required to generate a signal, depending upon the seriousness of the event and the quality
of the information.
Substandard or Falsified medicines: Falsified medicines, also known as counterfeit or fake medicines,
are medical products that are deliberately and fraudulently labelled with respect to identity, composition,
or source. Substandard medicines are legal pharmaceutical products that fail to meet either their quality
standards or specifications or both.

SAHPRA PHARMACOVIGILANCE UNIT AND ITS
RESPONSIBILITIES
SAHPRA Pharmacovigilance unit
SAHPRA conducts its pharmacovigilance related
activities through the SAHPRA Pharmacovigilance
unit.

This

unit

pharmaceutical
professionals,

works

in

collaboration

companies,

health

with
care

patients/public/consumers,

programmatic units (the Extended Programme
for Immunisation (EPI) unit and Department of
Health Pharmacovigilance Centre for Public Health
Programmes (DoH-PvPHP) based at NDoH head
office in Pretoria), academia, medicine information
centres,

media,

WHO/Uppsala

Monitoring

Centre (UMC) and any other pharmacovigilance
stakeholders.
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The Pharmacovigilance unit works in consultation with the Pharmacovigilance Technical Advisory
Committee (previously known as the Pharmacovigilance Committee) which was established in 2003. The
main responsibility of the Pharmacovigilance Technical Advisory Committee is to provide expert advice to
the Authority in the form of recommendations, on matters relating to:
•

the risk of the adverse effects of medicines,

•

the safety and efficacy of medicines during post-marketing, and the

•

safety signals identified by other national regulatory authorities or from local data.

The Pharmacovigilance Technical Advisory Committee is comprised of 10
members with medical and pharmaceutical expertise in:
•

internal/clinical medicine,

•

clinical pharmacy/pharmacology,

•

epidemiology,

•

vaccinology,

•

paediatrics,

•

complementary medicines, and

•

policy.

Responsibilities and activities of the Pharmacovigilance unit
Activities conducted by the Pharmacovigilance unit include:
1.

Individual Case Safety Report (ICSR) management - AE reports are
collected, collated at a single point, analysed and signals detected, and
causality assessments performed. Thereafter, reports are committed
(means forwarding) to the global database, VigiBase®.

2.

Pharmacovigilance evaluations and management – The unit reviews
Risk Management Plans (RMPs) including risk minimisation materials and
other reports such as Periodic Safety Update Reports (PSURs)/Periodic
Benefit-Risk Evaluation Reports (PBRERs). Furthermore, the unit reviews
and research safety signals identified by other regulatory authorities for
applicability on the local market.

3.

Risk communication – The unit communicates any safety-related
information deemed to be relevant to be shared with HCPs, the public,
or any other stakeholder. These communications include sharing of
information on the AEFIs on the microsite, DHCPLs, press release,
newsletter, articles, etc.

4.

Stakeholder engagements – The unit performs outreach programmes
in order to promote pharmacovigilance awareness and reporting of AEs.
This is done as webinars, trainings, meetings, presentations at workshops/
conferences, etc. Furthermore, the unit holds industry engagements and
participate in regional and international regulatory forums, present and
exhibit at medical and pharmaceutical conferences.

5.

Quality Management System (QMS) – The unit ensures efficient
pharmacovigilance system through quality management system. This
ensures good pharmacovigilance (GVP) system through establishment
and implementation of guidelines, systems, policies and standard
operating systems (SOPs). One of the guidelines developed by the
unit is the “Guideline for Adverse Drug Reactions (ADRs) Reporting for
Healthcare Professionals”, available on the SAHPRA website https://www.
sahpra.org.za/vigilance-guidelines/. pharmacovigilance guidelines are
also available from the SAHPRA website www.sahpra.org.za.
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Diagram 2: Regulatory pharmacovigilance activities

Pharmacovigilance
Evaluations &
Management
Individual Case
Safety Report
(ICSR)
Management

Quality
Management
System

Risk
Communication

Stakeholder
Engagements
(Awareness &
Outreach)

Pharmacovigilance is a collaborative effort and conducted at any healthcare level as shown below.
Diagram 3: Professional groups/associations and their functions
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Pharmacovigilance Reporting Tools and Systems in South Africa
The Pharmacovigilance unit, as an active member of the WHO Programme for International Drug Monitoring
(PIDM) (since 1992), submits reports to the case report global database, called VigiBase®. The WHO PIDM is
a worldwide collaboration of more than 150 countries whose aims are the safer use of medicines for patients
everywhere and building a global culture of patient safety. This programme has five collaborating centres,
one of which is the Uppsala Monitoring Centre (UMC), responsible for managing the technical and scientific
aspects of the WHO’s worldwide pharmacovigilance network. Members of the WHO PIDM submit reports of
suspected ADRs/AEFIs to VigiBase®, developed and maintained by UMC. UMC is therefore responsible for:

•

Analysing

VigiBase®

data

and

identifying

signals of potential safety problems,
•

Collaborating with member countries in the
development and practice of pharmacovigilance
through consulting and training,

•

Pursuing research in all aspects of the science
and practice of pharmacovigilance,

•

Developing and providing tailored data-entry,
management, retrieval and analysis tools such
as VigiFlow® and VigiLyze®,

•

Providing and maintaining the WHO Drug
Dictionary portfolio and WHO Adverse Drug
Reaction Terminology (WHO-ART) used for
coding and analysis of VigiBase® and medicinal
product data throughout the world
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Paper
REPORTING TOOLS FOR HEALTHCARE
PROFESSIONALS AND CONSUMERS/PUBLIC

1.

Med

Safety
for

Application
patients

and

relevant pharmaceutical company (contact
details found on the outer package of the
medicine). An electronic version of the form
can be found on the SAHPRA website at the

source into the Vigilance Hub/VigiFlow®

following link: https://www.sahpra.org.za/

system. It reduces the workload of manual

wp-content/uploads/2021/04/6.04_ ARF1_

data entry from paper-based forms into

v5. 3 _ April2021-addition_of_Med_ Safety_

Vigilance Hub/VigiFlow® system. The app

https://medsafety.sahpra.org.za. For more
information about the Med Safety App,
please visit the SAHPRA website at https://
www.sahpra.org.za/

submit

via email: adr@sahpra.org.za or to the

of ADR/AEFI reports directly from the

phone directly from the SAHPRA website,

to

the form should be sent to SAHPRA

submissions

can be downloaded onto a smart mobile

consumers)

related to medicines. Upon completion,

healthcare

suspected ADRs/AEFIs. The App allows
electronic

and

suspected ADRs and/or quality problems

AEFIs. It is the preferred tool for reporting
seamless

ADR & Quality Problem Reporting Form

providers

(App)

professionals to report suspected ADRs/

for

tools

completed by the reporter (healthcare

The Med Safety App is a mobile application
designed

reporting

This tool refers to a form that is manually

Electronic reporting tools
1.

based

App.pdf.
2.

AEFI

Reporting

Forms

This tool refers to a form that is manually
completed by healthcare professionals in
order to submit AEFIs to EPI unit (objective
of the unit is to minimise preventable harm
and maintain public trust in the programmes
and the vaccines it employs). These reports
are shared with the Pharmacovigilance unit
for capturing in the database and submission
to VigiBase®. The AEFI reporting form is
accessible via the SAHPRA website link:
https://w w w.sahpra.org.za/wp-content/
uploads/2021/03/Case-Report-Form_ AEFI_
All-vaccines-incl-COVID-19_ 20210128.pdf
Upon

completion,

form

(listed

submitted
Coordinator
Diagram 4: Benefits of Med Safety App
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1.

Events

2.

eReporting

link

to

VigiFlow®

eReporting is a module of the VigiFlow®
system that allows for seamless electronic
submissions of ADR/AEFI reports directly
from the source into the VigiFlow® system.
It reduces the workload of manual data entry
from paper-based forms into VigiFlow®
system.

Healthcare

professionals

and

consumers can access eReporting module
from SAHPRA website: https://www.sahpra.
org.za/.

o

Case
of

the

below)

to

the
at

AEFI

reporting

should
National

be
EPI

AEFI@health.org.za.

Report

Form:

Adverse

Special

Interest

COVID-19.

Case Report Form: All Vaccines.
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REPORTING TOOLS FOR APPLICANTS/ HOLDER OF CERTIFICATE OF REGISTRATION
Electronic reporting tool
•

E2b

Reports can be submitted to the Authority (via e2b@
sahpra.org.za) in the e2b format using an xml file.
Paper-based reporting tool
•

Council for International Organisation of
Medical Science (CIOMS) reporting form
Reporting can be done using the adverse
reaction

report

form

available

from

the

SAHPRA website (https://www.sahpra.org.za)
or applicants may use CIOMS reporting form (or
their in-house reporting forms) provided that all
the minimum data elements (i.e., identifiable
patient, suspected medicine, the reaction and
identifiable reporter) are included on the form
in a readable format.

PHARMACOVIGILANCE REPORTING SYSTEMS IN SOUTH AFRICA

Vigilance Hub
The Vigilance Hub has been created to manage the back-end system (part of the website/app that is not
accessible to the user e.g., member of public) of the Med Safety App. The Vigilance Hub is available to the
Pharmacovigilance unit who has provided access to EPI, Provincial AEFI coordinators and Pharmacovigilance
Provincial Coordinators. Access to the Vigilance Hub allows the following:
•

Capturing of paper-based reports.

•

Update of case reports following case investigation or follow-up of cases. The Vigilance Hub can be used
to view submitted reports, edit case reports submitted (e.g., with follow-up information) and download
report details.

•

Configuration of news items for users of the Med Safety App and create watch lists for products of
interest.

VigiFlow®
VigiFlow® is a web-based case report management system that is available for use by national
pharmacovigilance centres who are members of the WHO PIDM. VigiFlow® requires internet access as no
offline functionality is available. Internet access is encrypted, and all data stored in VigiFlow® is accessible to
authorised users only. All reports submitted manually, are entered into the VigiFlow® system.
VigiBase®
VigiBase® is the WHO global database of case reports which consists of reports from member countries.
It is updated with incoming case reports on a continuous basis to ensure that early signs of previously
unknown medicines-related safety problems are identified as rapidly as possible. As of 23 March 2022, there
were 30 596 220 global cases of which 64 411 cases were submitted by SAHPRA. Only the Authority has
access to this database.
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VigiLyze®
VigiLyze® is the search and analysis tool used to retrieve global data from VigiBase® database. Only the
Authority has access to this tool.
VigiAccess®
VigiAccess® is a web application that allows the public to access VigiBase® database and retrieve statistical
data on the suspected ADRs/AEFIs to the WHO PIDM. VigiAccess® can be accessed via the following link:
http://www.vigiaccess.org.
WHAT HAPPENS TO THE REPORTED INFORMATION?
All information for ADRs/AEFIs submitted using Med Safety App and eReporting module are automatically
available on the Vigilance Hub/VigiFlow® system, while paper-based reports are manually captured into the
system.
•

VigiFlow® system assigns a unique identification number for each report.

•

An acknowledgement letter (which quotes the unique identification number assigned to the report
and the local/reference number) is sent to the reporter (provided they submitted their email address).

•

The captured information for each report is verified for quality and completeness, before being
submitted to VigiBase®, where it is confidentially stored.

•

At any point during this process, the reporter may be contacted by the SAHPRA Pharmacovigilance unit
to provide clarification or further information about the report. The Pharmacovigilance unit personnel,
using referenced data from other sources (for e.g. case reports in the literature; pre- and post-marketing
clinical trials; epidemiological studies; data from other national regulatory authorities), conduct
preliminary causality assessment and prepare reports on reported cases with emerging medicine
safety concerns. The report reviews are then presented to the Pharmacovigilance Technical Advisory
Committee for advice and/or further input.

Diagram 5: Reporting tools

VigiGuardian Newsletter, APRIL 2022

13

When safety concerns are identified, the overall benefit-risk profile of that medicine is considered, to ensure
that the benefits out-weight the risks. Based on the assessment, regulatory decisions are made and communicated to relevant stakeholders. Examples of regulatory decisions include:
•

product label change (e.g., addition of new side effect, contra-indication or warning),

•

product withdrawal or suspension,

•

“Dear healthcare professional” letters (DHCPLs),

•

press statements,

•

medicines safety alerts,

•

product restrictions (up-scheduling, limited packaging, limited prescribers) and

•

an educational programme.

Microsite
An auxiliary website has been designed to provide information on reports of AEFIs associated with the
COVID-19 vaccine administration. This website was launched by SAHPRA, in collaboration with the NDoH,
and is accessible to the public via this link: https://aefi-reporting.sahpra.org.za.
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VIGILANCE CONTACT DETAILS
The Authority should be contacted on the below contact details for vigilance related matters:
All other Adverse Drug Reaction (ADR) or Adverse Event Following
Immunisation (AEFI) reports: 						adr@sahpra.org.za
Pharmacovigilance related queries:					pvqueries@sahpra.org.za
Support for Med Safety App and Vigilance Hub: 				

medsafetysupport@sahpra.org.za

Telephone contact:							0125010311

April 2022
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402 KIRKNESS STREET, ARCADIA
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www.sahpra.org.za

