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BACKGROUND

The Regulation of Medicinesin Malta

The mission of the Medicines Authority (MA) is tordribute to the protection of public
health in Malta through the regulation of the safguality and efficacy of medicines for
human use on the Maltese market and to ensurédadthcare professionals and patients
have access to information about the safe andteféegse of medicines.

Pharmacovigilance

An important aspect of the regulation of medicimeMalta is Pharmacovigilance, which
comprises the science and activities relating eéodatection, assessment, understanding
and prevention of adverse effects of medicihes.

The main objectives of pharmacovigilance includeyedentification of potential safety
hazards, evaluation, monitoring and, where appatg@riimplementation of regulatory
action to maximise benefit and minimise risks agged with medicinal products.

An essential source of new information for the aechiment of these objectives, is the
notification and reporting of suspected adversegdreactions (ADRs) which arise
following the administration of medicinal products.

Legal basisfor National ADR Reporting
The Medicines Act of 2003 provides the regulatorgnfework for the Medicines

Authority (MA) and requires that the MA establistesational system for the reporting
of suspected ADRs occurring in Malta.

L WHO definition
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Further subsidiary legislation to the Medicines Aat pharmacovigilance activities is
published in Legal Notice 61 of 2006. These Phaowa@ilance Regulations state that:
‘It shall be the duty of doctors armther healthcare professionals to report to the
Authority any suspected serious or unexpected adveaction to a medicinal product’.

Establishment of the Reporting System

In May 2004 the MA introduced a national ADR repagt system. This system forms
part of an overall Pharmacovigilance system withim MA, which is the primary means
of collecting information useful in the safety seiflance of medicinal productsThe
MA is already receiving and processing ADR repoBg. reporting ADRs, healthcare
professionals can make a positive contributiorn&ggharmacovigilance system.

THE IMPORTANCE OF REPORTING ADRS
The Need for Drug Safety Monitoring

Not all hazards can be established before a medigroduct is marketed. Patients,
consumers and indeed some healthcare professiom@fshave expectations that the
medicinal products available are “safe” and maystbprised when regulatory action is
taken to restrict the use or withdraw medicinesaagsult of previously unrecognized
safety concerns. Information collected during tlme-marketing phase of a medicinal
product is inevitably incomplete with regard to thedicinal safety profile because:

* Animal testing is insufficiently predictive of humaafety

» Data from clinical trials is limited by their sizend duration

» Patients in clinical trials are selected and theddmons of medicinal use differ
from those in clinical practice

* Information about rare but serious adverse reagti@hronic toxicity, use in
special groups (such as children, the elderly argpant women) or drug
interactions is often incomplete or not availabtel avill only become manifest
after the drug is released, maybe after severabkyea

Ref No: GP 2.03 4
February 2010



4
7%
AWTORITA /

DWAR IL-MEDICINI
The Effects of ADRs

All medicines have the potential to cause ADRsve@ndon of ADRs helps to minimise
the consequential undesirable effects, primary awamch are:

* Increased admissions to hospitals. It is estimdbed 2%-6% of all hospital
admissions are due to ADRs;

* Increased needs for primary healthcare and an d@eseran the number of
complications during hospitalization in as manyL8% to 20% of patients;

» Fatalities. ADRs constitute up to the 4th commowasise of death;

* Increases in the length of hospital stays and asee in the cost of patient care;

» Adverse effects on patients’ quality of life anéithconfidence in healthcare;

 Mimicry of disease resulting in unnecessary ingsgions and/or delay in
appropriate treatment.

The Role of Healthcar e Professionals

The role of Healthcare Professionals is vital icording and reporting suspected ADRs
in order that regulatory agencies are alerted oérging safety concerns and thereby
facilitating timely and appropriate action.

Advantages of the ADR Reporting System
The advantages of an ADR reporting system arellasvis

* It is an inexpensive method for monitoring the safef a medicinal product
throughout its lifetime

» Reports are based on unbiased observations madgilayt HCPs

* Itis an essential method for detecting signalsacé ADRs

* It remains the primary method of data-collectiordigh most countries

Participation of Healthcare Professionals is theeef essential for the effective
functioning of a pharmacovigilance system.

Ref No: GP 2.03 5
February 2010



4
7%
AWTORITA /

DWAR IL-MEDICINI
HOW TO REPORT ADRS

Definitions

Adverse Drug Reaction (ADR)
A response to a medicinal product which is noxiand unintended and which occurs at
doses normally used in man for the prophylaxisgulisis or therapy of disease or for the
restoration, correction or modification of physigical function.
Serious ADR
A serious ADR is one that:

* May be fatal

* May be life threatening

» Causes or prolongs hospitalization

» Causes a congenital abnormality

» Causes disability or incapacity

I dentification of ADRs

Patients may tell healthcare professionals abouoipsyms they have experienced since
taking a new medicine. However some ADRs may noajfyearent to the patient and
therefore healthcare professionals need to be taldte possibility of suspected ADRs
and link signs or symptoms to either current dhegrapy or previous therapy. Healthcare
professionals should be alert for abnormal clinfoalings and laboratory results.

Reporting of suspected ADRs

Doctors, dentists and pharmacists and other hea#hprofessioals are encouraged to
report all suspected adverse reactions to the NM&eport cards can be either requested
from the MA (Tel. 23439000, Fax. 23439161) or etkmvnloaded from the MA'’s
website at_http://www.medicinesauthority.gov.mt/igltance.htm ADR reports may
then be sent either to the product's Marketing Ausation Holder (or its local
representative) or to the Medicines Authority, 2032 3, Rue D’Argens, Gzira GZR
1368.
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The minimum required details for a valid report.are

* Anidentifiable reporter (e.g. doctor, pharmaaigntist)
* Anidentifiable patient (i.e. initials, age and yex

» A suspected medicinal product

* A suspected adverse drug reaction

Healthcare professionals should not be discourage@port if some ADR details are

unknown or if in doubt as to whether the reactidseeoved was due to the drug.
Reporters need only suspect that a medicinal ptothay have caused the adverse
reaction. If in doubt, the ADR should always bpared.

Information contained in ADR reports will be eni@driato a database in an anonymised
and secure manner. All personal data will be tceate confidential in conformity with
data protection.

OUTCOMESFROM REPORTING

Processing of ADR reports

ADR reports will be reviewed, evaluated, acknowksdignd entered into a database. The
cumulative data will facilitate identification ofew or emerging safety concerns or new
information on recognized adverse effects. The M#o avaluates information from
additional sources such as world-wide medicalditee and international databases.

MA staff will regularly review safety issues intatty and with national experts/
professional associations. In addition, MA staffl warticipate in scientific meetings
that consider safety issues (e.g. the Pharmacaniggl Working Party Meetings of the
European Medicines Agency and other internatioregtimgs such as those of WHO).

When a new possible adverse effect is identifiedr{ore information is obtained about a
recognized effect) the safety profile of the maaitiproduct concerned is compared to
those of other alternative medicinal products usedreat the same condition and a
benefit/risk evaluation is conducted.

Ref No: GP 2.03 7
February 2010



4
7%
AWTORITA /

DWAR IL-MEDICINI

I mplementation of Regulatory Action

As a result of the evaluation of pharmacovigiladeéa and consistent with national and
European legislation, the MA may take regulatortoacto vary, suspend or withdraw a
marketing authorisation for a medicinal produatafisidered appropriate.

Regulatory measures are taken in order to prewgntd ADRs and to ensure safer use of
medicinal products. Changes made to product infoomato enhance safety are
communicated to healthcare professionals in ol&eep them informed. Feedback will
be provided to healthcare professionals by meamrsMéwsletter, which will contain the
latest and most important safety information. Thewssletter will be published and
distributed at regular intervals throughout theryea

In urgent cases “Dear Healthcare Professionalgdrieimay be issued to alert healthcare
professionals to an emerging safety concern.

The MA will also act as an information service tedithcare Professionals by providing
the latest up-to-date drug safety information.

Further information

Should you require further information you are kyndsked to contact the Medicines
Authority, the contact details of which are supgpli=low.

Medicines Authority
Post-Licensing Directorate
203/level 3, Rue D’Argens

Gzira, Malta

GZR 1368

Tel. (00356) 23439000

Fax. (00356) 23439161

Email: postlicensing.mru@gov.mt
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Additional Further Information

Andrews, E. & Mann, R., (2002PharmacovigilanceWest Sussex: John Wiley & Sons.

EU Pharmaceutical Legislation. Available lattp://ec.europa.eu/enterprise/pharmaceuticalsébexir

Medicines Authority. Available atttp://www.medicinesauthority.gov.mt

Uppsala Monitoring Centre, World Health Organisatidvailable athttp://www.who-umc.org
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