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1. [bookmark: _Toc236129998]
Introduction 
The mission of the Malta Medicines Authority is to safeguard public health through the regulation of medical products and pharmaceutical activities for human use.

The Malta Medicines Authority hereby also referred to as the Authority, is continually monitoring the safety of medicinal products authorised in Malta.  The national system for adverse drug reaction (ADR) reporting is key for the Authority to be able to carry out this function.  

[bookmark: _Toc45802793]Healthcare professionals (HCPs) play a pivotal role in this system. Reports submitted by HCPs are one of the most important sources of safety data and are essential for identifying new or changing safety issues. The observations of HCPs in daily clinical practice, and the willingness to report can directly contribute to improving the safe use of medicines locally and across the European Union.

To support this role, it is essential that all HCPs are familiar with:

· How to report suspected adverse drug reactions in Malta.
· Why reporting suspected adverse drug reactions is important

2. [bookmark: _Toc236129999]Scope
This document provides practical guidance for healthcare professionals on:

· the principles of adverse drug reaction reporting,
· the local ADR reporting process in Malta, and
· the importance of reporting within the wider EU pharmacovigilance system.

[bookmark: _Toc454543982]The guidance applies to suspected adverse drug reactions involving all medicinal products authorised or used in Malta.
[bookmark: _Toc45802794]
3. [bookmark: _Toc236130000]Abbreviations and Definitions
3.1 [bookmark: _Toc454543983][bookmark: _Toc229133519][bookmark: _Toc229574375][bookmark: _Toc236130001]Abbreviations
AE		Adverse Event
ADR		Adverse Drug Reaction
DHPC		Direct Healthcare Professional Communication
EMA		European Medicines Agency
EV		EudraVigilance
HCP		Healthcare Professional
ICSR		Individual Case Safety Report
MA		Marketing Authorisation
MAH		Marketing Authorisation Holder
ME		Medication Error
PRAC		Pharmacovigilance Risk Assessment Committee
RMM		Risk Minimisation Measure
SmPC		Summary of Product Characteristics
3.2 [bookmark: _Toc454543984][bookmark: _Toc229133520][bookmark: _Toc229574376][bookmark: _Toc236130002]Definitions

Adverse Reaction 
Synonyms: Adverse drug reaction (ADR), Suspected adverse (drug) reaction, Adverse effect, Undesirable effect.

A response to a medicinal product which is noxious and unintended [DIR 2001/83/EC Art 1(11)]

Response in this context means that a causal relationship between a medicinal product and an adverse event is at least a reasonable possibility (see GVP Annex IV, ICH-E2A Guideline). 

An adverse reaction, in contrast to an adverse event, is characterised by the fact that a causal relationship between a medicinal product and an occurrence is suspected.

For regulatory purposes in the EU, all spontaneously reported events from healthcare professionals or consumers are regarded as suspected adverse reactions, unless the reporter explicitly states that a causal relationship can be excluded.

Suspected adverse reactions may arise from use within or outside the terms of the marketing authorisation, including:

· off‑label use, 
· overdose, 
· misuse or abuse, 
· medication errors, or 
· occupational exposure.


[bookmark: _Toc454543989][bookmark: _Toc44680281]Medication error
A medication error is any preventable event that may cause or lead to inappropriate medication use or patient harm while the medicinal product is under the control of the healthcare professional, patient, or consumer. (National Coordinating Council for Medication Error Reporting and Prevention[footnoteRef:1]).   [1:  National Coordinating Council for Medication Error Reporting and Prevention. About Medication Errors. Accessed 14/05/2020. Available at: http://www.nccmerp.org/about-medication-errors. ] 


Medication errors should be reported when they:

· cause harm (i.e., lead to as an unintended failure in the drug treatment process that leads to ADR), or

· have the potential to cause harm (like a near miss or an intercepted error).

(see EMA-PRAC Good Practice Guide on Recording, Coding, Reporting and Assessment of Medication Errors).


Off-label use 
Off‑label use refers to the intentional use of a medicinal product outside the terms of its marketing authorisation, such as:

· a different indication,
· a different group of patients (e.g. age group),
· a different dose, route, or method of administration.


Risk management system 
A risk management system is a set of pharmacovigilance activities and interventions designed to identify, characterise, prevent or minimise risks relating to a medicinal product, including the assessment of the effectiveness of those activities and interventions [DIR 2001/83/EC Art 1(28b)]. 

Risk minimisation measures (RMMs)
Synonym: Risk minimisation activity 

A risk minimisation measure consists of interventions intended to prevent or reduce the occurrence of adverse reactions associated with exposure to a medicinal product, or to reduce their severity or impact should they occur.

Risk minimisation measures may be:

· Routine RMM, such as changes in the Summary of Product Characteristics (SmPC), package leaflet, labelling, pack size, legal status, or formulation.

· Additional RMM, such as additional educational programmes, controlled access programmes, or other targeted interventions designed to support the safe use of medicinal products. [DIR 2001/83/EC Art 1(28)].
[bookmark: _Toc454543988][bookmark: _Toc44680282]

Serious adverse reaction 
A serious adverse reaction is one that:

· results in death,
· is life‑threatening,
· requires hospitalisation or prolongation of hospitalisation,
· results in persistent or significant disability or incapacity, or
· is a congenital anomaly or birth defect. [DIR 2001/83/EC Art 1(12)].  


Unexpected adverse reaction 
An unexpected adverse reaction is one where the nature, severity, or outcome is not consistent with the information in the Summary of Product Characteristics (SmPC). [DIR 2001/83/EC Art 1(13)].

4. [bookmark: _Toc236130003]Why ongoing safety monitoring is necessary
Before authorisation, medicines are evaluated in clinical trials to assess safety and efficacy. 
However, clinical trials have limitations, and not all risks may be fully elucidated before reaching the market, particularly:
· rare adverse reactions,
· long‑term effects,
· reactions in special populations (children, elderly, pregnant women) which were not included in clinical trials, or
· interactions with other products during real‑world use.

Once medicines are widely used outside the controlled context of clinical trials, new safety information may emerge. Continuous monitoring throughout a medicine’s lifecycle is therefore essential. This is known as pharmacovigilance. The reporting of adverse reactions is a cornerstone of pharmacovigilance. 

5. [bookmark: _Toc236130004]Pharmacovigilance in Malta and the EU
The Malta Medicines Authority does not monitor the safety of medicines in isolation, but as part of the wider European Union (EU) pharmacovigilance network coordinated by the European Medicines Agency (EMA). Through this regulatory framework, medicines regulatory authorities from all EU Member States collaborate and share scientific expertise, safety data, and regulatory resources to support the continuous monitoring of medicinal products across the European market.

[bookmark: _Toc45802796]Within this network, safety issues associated with medicinal products are assessed jointly within the Pharmacovigilance Risk Assessment Committee (PRAC) by scientific experts from across the EU. This collaborative approach allows for the pooling of real-world safety data, harmonised scientific evaluation of emerging safety signals, coordinated regulatory decision-making, and the dissemination of standardised safety communications to healthcare professionals and the public across Member States.

This system strengthens pharmacovigilance activities by improving the ability to detect rare or previously unrecognised adverse reactions and ensuring that appropriate regulatory action can be taken consistently throughout the EU. The spontaneous reporting of suspected adverse drug reactions by healthcare professionals and patients remains a cornerstone of this system and contributes directly to the ongoing evaluation of the benefit–risk profile of medicinal products at both national and EU level.
5.1 [bookmark: _Toc454543993][bookmark: _Toc229133523][bookmark: _Toc229574379][bookmark: _Toc236130005]Legal basis for National ADR Reporting
The Malta Medicines Authority was set up in 2003, in order to implement provision in Maltese (Medicines Act of 2003) and European Laws (EU Directive 2001/83/EC). This included the setting up of a national pharmacovigilance system and a system for local ADR reporting. 

National Pharmacovigilance was strengthened and rationalised with the national implementation of new EU Pharmacovigilance legislation published in 2010 (Directive 2010/84/EU) and 2012 (Directive 2012/26/EU) and Commission Implementing Regulation (EU) 520/2012. These new laws brought new tasks (e.g. mandatory reporting of medication errors) into force and other existing task were further streamlined for both regulators and the pharmaceutical industry across the EU. 

According to the Pharmacovigilance Regulations set out in S.L.458.35, doctors and healthcare professionals are duty bound to “immediately report to the Authority any suspected adverse reaction to a medicinal product in Malta”[footnoteRef:2]  [2:  Malta Government. Subsidiary Legislation 458.35 Pharmacovigilance (Amendment) Regulations. Laws of Malta. Legal Notice 352 of 2013; Government Gazette of Malta (No. 19,157): B 4266-B 4268.
] 


This system remains the primary means of data collection for post-authorisation safety surveillance of medicinal products in Malta. 

5.2 [bookmark: _Toc229133524][bookmark: _Toc229574380][bookmark: _Toc236130006]Additional Monitoring
Following the implementation of the pharmacovigilance legislation in 2012, the concept of additional monitoring was introduced.  Drugs requiring additional monitoring are marked with an inverted black triangle to denote this requirement.  [image: ]

After authorisation, all medicinal products are subject to continuous monitoring.  In the case of drugs which are newly approved or where limited data is available on their long-term use, it might be required to have additional monitoring in place.  This does not mean that the medicine is unsafe but rather to boost reporting of adverse drug reactions and collect information early in the lifecycle of this product.  Subsequently this will lead to safer and more effective use of these medicines when used in everyday medical practice.

[bookmark: _Toc45802797]
6. [bookmark: _Toc454543997][bookmark: _Toc236130007]How to report ADRs in Malta
6.1 [bookmark: _Toc229133526][bookmark: _Toc229574382][bookmark: _Toc236130008]Who should report
All healthcare professionals are encouraged to report suspected Adverse Drug Reactions and Medication Errors.  

You do not need to be certain that the medicine caused the reaction. Reporting is encouraged on reasonable suspicion.

6.2 [bookmark: _Toc229133527][bookmark: _Toc229574383][bookmark: _Toc236130009]How to report
Healthcare professionals (HCPs) may download the ADR reporting form from the Malta Medicines Authority (MMA) website, [https://medicinesauthority.gov.mt/adrportal?l=1] and can either:

Option 1: Submission to the Malta Medicines Authority
The ADR reporting form may be:
· completed in ink and scanned, or
· completed electronically using Microsoft Word,
and sent by email to postlicensing.medicinesauthority@gov.mt 

Alternatively, the completed form may be sent by free postage to:
Malta Medicines Authority
Sir Temi Żammit Buildings
Malta LifeSciences Park
San Ġwann SĠN 3000



Option 2: Submission to the Marketing Authorisation Holder
Reports may alternatively be submitted to the marketing authorisation holder (MAH) or its local representative.  The relevant contact details can be found in the package leaflet of the medicinal product.Important: To avoid duplication of reports, the ADR reporting form should NOT be submitted simultaneously to both the Malta Medicines Authority and the MAH.


6.3 [bookmark: _Toc229133528][bookmark: _Toc229574384][bookmark: _Toc236130010]What should be reported
Healthcare professionals are encouraged to report the following:

· All suspected ADRs, regardless of whether the product is an over-the counter (OTC) or prescription only medicine (POM).
· All serious ADRs, including reactions that are known or already listed in the SmPC.
· All ADRs related to vaccines, biologicals, biosimilars, and blood products (include batch number) 
· ADRs involving new medicinal products or medicines under additional monitoring.
· ADRs occurring in special populations including children, pregnant women and the elderly.
· Medication errors which resulted in harm or had the potential to cause harm (near misses)

In summary all ADRs for all products may be reported. 

6.4 [bookmark: _Toc229133529][bookmark: _Toc229574385][bookmark: _Toc236130011]Completing the ADR Report Form
Healthcare professionals are requested to complete the ADR report form as accurately and comprehensively as possible. Information should be recorded using clear, legible handwriting or clearly formatted electronic text.

Providing clear and complete information helps minimise the risk of transcription errors and supports accurate entry, assessment, and analysis of reports within pharmacovigilance safety databases.


When completing the form:
· avoid ambiguous or non‑specific terms, and
· avoid the use of unexplained abbreviations or acronyms.
Where abbreviations are necessary, they should be clearly defined. This ensures the clinical information provided is correctly interpreted and appropriately assessed.

6.5 [bookmark: _Toc229133530][bookmark: _Toc229574386][bookmark: _Toc236130012]Minimum information required
For a report to be considered valid, the following minimum information is required:
· An identifiable and contactable reporter (e.g. doctor, pharmacist, dentist)
· An identifiable patient (i.e. initials, age and gender)
· A suspected medicinal product
· A suspected adverse drug reaction

Reports should be submitted as soon as possible and should not be delayed due to uncertainty regarding a causal relationship or because some details are missing. Any additional or missing information may be provided later by follow‑up, as it becomes available.

6.6 [bookmark: _Toc229133531][bookmark: _Toc229574387][bookmark: _Toc236130013]Importance of Good‑Quality Reports
Providing accurate and complete information supports effective safety assessment and enables timely regulatory decision‑making. 

When available, healthcare professionals are encouraged to include the following details in ADR reports:

· start and stop date of the adverse drug reaction (ADR).
· start and stop date of the suspected medicinal product.
· indication for which the medicine was prescribed.
· patient outcome and seriousness of the reaction.
· information on dechallenge and rechallenge (if applicable).
· relevant patient details, including medical history and concomitant medicines.
	
Reports should still be submitted even if some of this information is not yet available. However, if the above information is known it should be reported to minimise the need for follow-up. Additional or clarifying details may be provided subsequently through follow‑up reporting if needed. 
6.7 [bookmark: _Toc229133532][bookmark: _Toc229574388][bookmark: _Toc236130014]Common questions and misconceptions about ADR reporting – overcoming barriers toward reporting
A local study by Curtolo et al [footnoteRef:3] showed that although healthcare professionals in Malta generally demonstrate good knowledge of pharmacovigilance under‑reporting of adverse drug reactions (ADRs) remains a common.  [3:  Curtolo E, Micallef B, Szijj JV, Serracino-Inglott A, Borg JJ. An exploratory study of knowledge, attitudes, practice and barriers towards adverse drug reaction reporting among healthcare professionals in Malta. Int J Risk Saf Med. 2024;35(3):271-286. doi: 10.3233/JRS-230055. PMID: 38820023.] 


Underreporting is recognised limitation of spontaneous reporting systems and several barriers in the local context have been identified and reported by Curtolo et al, 2024. 

Local findings and international experience indicate that this is often driven not by lack of awareness, but by practical uncertainties and common misconceptions encountered in routine clinical practice.

The following clarifications address frequently raised questions and aim to reinforce key principles underpinning ADR reporting.

Do I need to be certain that a medicine caused the reaction?

ADR reporting is based on reasonable suspicion and does not require confirmation of a causal relationship. Healthcare professionals are encouraged to submit a report if a medicinal product is at least suspected of contributing to an adverse event, even if other possible explanations exist. This approach is consistent with EU pharmacovigilance principles and supports early identification of potential safety signals.

Should I report an ADR that is already known or listed in the SmPC?

Yes. Reporting should not be limited to reactions that are novel or unexpected. Continued reporting of known adverse drug reactions (ADRs) remains important, as it may help identify changes in frequency, severity, clinical presentation, or affected patient populations, including special populations. Such reports contribute to the ongoing evaluation of the benefit–risk profile of medicinal products throughout their lifecycle.

At the same time, the Authority recognises that healthcare professionals may face practical time constraints in routine clinical practice. While the reporting of all suspected ADRs is encouraged, particular emphasis should be placed on reporting cases with the greatest potential value for pharmacovigilance and public health protection.

Healthcare professionals are therefore especially encouraged to report:
• serious ADRs;
• unexpected, unusual, or clinically significant ADRs;
• suspected ADRs associated with newly authorised medicines or medicines under additional monitoring;
• ADRs occurring in vulnerable or underrepresented populations in clinical trials (e.g. paediatric, elderly, or pregnant patients);
• reactions associated with unusual patterns, increased severity, or lack of efficacy where clinically relevant; and
• suspected medication errors associated with harm, or near misses with the potential to cause harm.

Even where an ADR is already recognised, well-documented reports may provide important additional information and contribute to the detection of emerging safety concerns at both national and EU level.

Who is responsible for reporting when several healthcare professionals are involved?

In multidisciplinary or shared-care settings, pharmacovigilance is a shared professional responsibility. Any healthcare professional who becomes aware of a suspected adverse drug reaction (ADR) may submit a report, regardless of whether they prescribed the medicinal product or first identified the reaction.

Uncertainty regarding who should report should not prevent or delay the submission of an ADR report. Where multiple healthcare professionals are involved in a patient’s care, the risk of duplicate reporting is preferable to non-reporting. Potential duplicate reports are routinely identified and managed as part of pharmacovigilance data processing by the Authority.

Communication and discussion between healthcare professionals may help improve the completeness and accuracy of ADR reports. However, efforts to coordinate reporting responsibilities should not delay or impede the submission of a suspected ADR report. 

Where additional information becomes available following further clinical discussion or investigation, this may subsequently be submitted as follow-up information to the original report.

Is reporting difficult or time‑consuming?

ADR reporting should not be considered difficult or overly time consuming. Healthcare professionals who are unfamiliar with ADR reporting may initially perceive reporting forms as complex or intimidating. However, the reporting forms are designed to allow the collection of a wide range of clinical information which may be relevant for pharmacovigilance assessment, depending on the nature of the case.

Reports may still be submitted even when some information is unavailable, provided the minimum criteria for a valid report are met (see Section 6.5). Healthcare professionals should therefore not delay reporting solely because certain details are still pending or unknown.

At the same time, experience has shown that reports containing only minimal information may limit meaningful causality assessment and often require follow-up requests for additional clarification. Where reasonably available, the inclusion of key clinical details — such as relevant medical history, timing of the reaction, concomitant medicines, treatment provided, and patient outcome — supports more efficient assessment and reduces the need for subsequent follow-up.

Healthcare professionals are therefore encouraged, where practical, to provide all relevant information available at the time of reporting. Supporting clinical documentation or free-text summaries may also be attached where this is easier than manually entering all information into structured fields.

Where specific information is unknown or cannot reasonably be obtained, this should preferably be indicated as “unknown” rather than left blank, as blank fields may create uncertainty as to whether the information was unavailable or inadvertently omitted.

Does an individual report really make a difference?

Each individual report contributes to the overall body of safety data available for a medicinal product. When reports are aggregated within systems such as EudraVigilance, they support the detection and evaluation of potential safety signals, including rare or previously unrecognised adverse reactions. These signals may subsequently lead to further investigation and, where necessary, regulatory action to protect public health. Even a single, well-documented report may be important in supporting the identification of a safety signal and informing regulatory decision-making at both national and EU level.

If healthcare professionals assume that their individual report does not matter and therefore choose not to report, this contributes to systemic under-reporting and undermines the effectiveness of the pharmacovigilance system. Although spontaneous reporting has recognised limitations, it remains a cornerstone of pharmacovigilance and post-authorisation safety monitoring.

Healthcare professionals are therefore encouraged to report suspected adverse drug reactions as part of their professional responsibility and contribution to patient safety.

7. [bookmark: _Toc236130015]What happens after you report
Once your report is received, it is assigned a unique report identification number. This reference number is used for any future follow-up or correspondence relating to the case. The reports are validated and assessed by the Authority. Where important information is missing, the Authority may contact the reporter to request follow-up details relevant to the assessment of the case. 

Following assessment, the report is electronically submitted to EudraVigilance (the EU‑wide database for suspected adverse reactions). 

EudraVigilance collects reports from across the European Economic Area (EEA) relating to medicinal products used in routine clinical practice or in clinical trials. The aggregation of data at EU level allows regulators to detect and analyse safety signals that may not be evident from individual cases.

When a potential safety issue is identified, a regulatory review is initiated. These issues are assessed at EU level by expert bodies, such as the Pharmacovigilance Risk Assessment Committee (PRAC) of the European Medicines Agency (EMA), which is responsible for the safety monitoring of human medicines.


Where necessary, regulatory action may follow, including:
· updates to the Summary of Product Characteristics (SmPC) and package leaflet.
· additional warnings or educational materials for healthcare professionals or patients.
· changes to the recommended dose, indications, or prescribing status.
· additional risk minimisation measures.
· in rare cases, restriction, suspension, or withdrawal of a medicine where the risks outweigh the benefits.

Each report contributes to patient safety, both locally and across the EU, and helps ensure that medicines continue to have a positive benefit–risk balance.

8. [bookmark: _Toc236130016]Safety communication and Risk Minimisation Measures 
The Malta Medicines Authority publishes safety circulars to keep stakeholders of emerging safety issues with marketed medicinal products. Most updates relate to EMA reviews and procedures. 

Archived safety circulars are available on the Malta Medicines Authority website here.

The Malta Medicines Authority also facilitates safety communication to stakeholders by collaborating with MAHs when they need to issue safety instructions on the use of a medicinal product via direct healthcare professional communications (DHPCs).  If multiple MAHs need to send out a DHPC with the same product, the Malta Medicines issues a joint DHPC.  This MMA initiative avoids information overload and alert fatigue since MAHs are grouped and one letter may be issued on their behalf. 

Archived DHPCs are also available on the Malta Medicines Authority website here.

Safety circulars and direct healthcare professional communications (DHPCs) are ways of communicating regulatory actions with medicinal products to HCPs.  Such regulatory actions may be the result of safety signals which arise from the collective reporting of adverse drug reactions.  

Regulatory actions include changes to the additional risk minimisation measures (aRMMs) (see Section 3 for definition) for a given drug product.  PRAC communicates these aRMMs to MAHs which are then bound to implement them accordingly. The MMA has a supervisor role to ensure that aRMMs are disseminated to the target population.  Changes include highlighting risks associated with a medicinal product and which require further information to characterise them or the issuing of educational materials for patients or HCPs in order to counter the occurrence of ADRs. 

Archived RMMs are also available on the Malta Medicines Authority website here.

The reporting of adverse events has a positive impact on patient safety and the overall public health system.  The timely identification of signals from ADR reports contribute to making medicines safer and preventing future harm to patients as well as allowing patient and HCPs to make better informed choices on the use of medicines 

The role of HCPs in this complex system should not be underestimated - the reporting of ADRs is crucial to ensuring the proper function of this system.  

9. [bookmark: _Toc45802799][bookmark: _Toc236130017] Further guidance
Should you require any further guidance or detail on any of the above do not hesitate to contact the Malta Medicines Authority:
[bookmark: _Toc45802800]📞 +356 2343 9000
📧 postlicensing.medicinesauthority@gov.mt 
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