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Introduction 

 

Arab ministers of health came to a common decree (number 7) in their 

37th regular meeting in March 2012. “The Higher Technical Committee 

for Medicines” was established with representatives from all Arab 

countries and common Arab guidelines in pharmacovigilance, and in 

bioequivalence were created. 

The new guidelines are mainly adapted from the newly-established 

international Good Pharmacovigilance Practice and from the European 

Good Pharmacovigilance Practices (EU GVP) which is considered the 

most compatible ICH pharmacovigilance guideline thus the most widely 

applied pharmacovigilance practices in the developed European 

Countries. 

They are composed of 16 different modules among which 12 were 

released, 1 cancelled (XIII) and 3 are under-development (XI, XII, XIV), 

together with some product/population specific considerations, as well as 

annexes and templates of submission. 

The Guidelines were published in March 2014 (decree number 9).  

Each GVP Module presents one major pharmacovigilance process. 

In addition, GVP provides guidance on the conduct of pharmacovigilance 

for specific product types or specific populations in which medicines are 

used (GVP P-parts). 

 

Within each chapter: 

– Section A: provides introduction to the legal, technical and 

scientific context of the respective process. 



 

– Section B: gives guidance which reflects scientific and regulatory 

approaches, formats and standards agreed internationally and 

describes approaches which are considered in line with general 

current thinking in the field. 

 

 

– Section C: focuses on the specifics of applying the approaches, 

formats and standards in the Arab Countries and other aspects of 

operating the respective process in the Arab Countries. 



Module I– Pharmacovigilance systems and their quality systems 

 

For performing their pharmacovigilance activities, marketing 

authorization holders, medicines authorities shall establish and use 

quality systems that are adequate and effective for this performance. 

A pharmacovigilance system, like any system, is characterized by its 

structures, processes and outcomes. 

Each Pharmacovigilance system can have only one QPPV. A QPPV may 

be employed by more than one marketing authorisation holder (i.e. only 

in case of subcontracting to a third party organization). 

Overall Pharmacovigilance responsibilities of the MAH 

1/ The MAH in Tunisia is responsible for the respective PV tasks and 

responsibilities. So that MAH shall operate a PV system and a quality 

system that is adequate and effective for performing its 

Pharmacovigilance activities. 

2/ A description of the PV system shall be developed by the applicant for 

a marketing authorization in the format of a (PSMF) and be maintained 

by the MAH for all authorized medicinal products. 

3/ MAH is also responsible for developing and maintaining product-

specific risk management systems. 

Responsibilities of the MAH in relation to the QPPV 

1. MAH shall have permanently and continuously an appropriately 

(QPPV) in Tunisia.  

2. For multinational MAHs; in addition to the headquarter QPPV, the 

national medicines authorities request the nomination of PV 

contact person (local safety responsible LSR) in Tunisia reporting 

to the QPPV. 



3. MAH shall submit the name and contact details of the QPPV/LSR to 

the national medicines authorities. Changes to this information 

should be submitted in a timely manner.  

4. The QPPV/LSR position is a full time job. The duties of the 

QPPV/LSR shall be defined in a job description.  

5. The appointed person shall be fully dedicated to his job as a 

QPPV/LSR.  

6. The hierarchical relationship of the QPPV/LSR shall be defined in 

an organizational chart together with those of other managerial 

and supervisory staff. 

7. Information relating to the QPPV shall be included in the (PSMF). 

8. MAH shall ensure that the QPPV has sufficient authority to 

influence the performance of the quality system and the PV 

activities. 

9. The MAH should ensure that the QPPV has access to the (PSMF) as 

well as authority over it and is notified of any changes to it. 

10. The authority over the PSMF should allow the QPPV to 

implement changes to the system and to provide input into risk 

management plans as well as into the preparation of regulatory 

action in response to emerging safety concerns. 

11. MAH should ensure that mechanisms are in place so that the 

QPPV receives all relevant information and that the QPPV can 

access all information the QPPV considers relevant. 

12. The QPPV should be able to trigger an audit where 

appropriate.  

13. The managerial staff should provide the QPPV with a copy of 

the “corrective and preventive actions” CAPA following each audit 

relevant to the PV system.  

 



Qualifications of the QPPV/LSR 

 

The QPPV should have a minimum of Bachelor degree of pharmacy or 

medicine, and basic training in epidemiology and biostatics.  

The LSR can be a doctor, pharmacist or any person that has a minimum 

of 2 years of experience in pharmacovigilance. 

They should have the skill for the management of PV systems as well as 

expertise or access to expertise in relevant areas such as medicine, 

pharmaceutical sciences as well as epidemiology and biostatistics. 

The QPPV or the LSR shall acting as a single Pharmacovigilance contact 

point for the national medicines authorities on a 24-hour basis and also 

as a contact point for Pharmacovigilance inspections. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

Module II- Pharmacovigilance system master file (PSMF) 

 

The PSMF is a detailed description of the pharmacovigilance system used 

by the MAH with respect to one or more authorized medicinal products. 

• PSMF Location 

PSMF shall be located either at the site where the main 

pharmacovigilance activities of the marketing authorisation holder are 

performed or at the site where the qualified person responsible for 

pharmacovigilance operates. 

Details about the location of the PSMF are required to be notified to the 

national medicines authority, and any change to the location shall be 

notified immediately to the national medicines authority. 

The PSMF shall be maintained in a current state and be permanently 

available to the QPPV. 

• PSMF Registration 

The Tunisian National centre for pharmacovigilance manages a national 

list/database which provides a practical mechanism for maintaining up-

to-date information about: 

– the MAH's (or contractual partner) PSMF, 

– its status, 

– its location, 

– the QPPV&/or LSR contact information and 

– the products relevant to the pharmacovigilance system described 

in the PSMF 

 

• Change control, logbook, versions and archiving 

Changes to the PSMF should be recorded, such that a history of changes 

is available (specifying the date and the nature of the change), 

descriptive changes to the PSMF must be recorded in a logbook. 



 

• Information to be contained in the PSMF 
 
1. PSMF section on qualified person responsible for 
pharmacovigilance (QPPV)  

2. PSMF section on the organisational structure of the marketing 
authorisation holder  

3. PSMF section on the sources of safety data  

4. PSMF section on computerised systems and databases  

5. PSMF section on pharmacovigilance processes  

6. PSMF section on pharmacovigilance system performance  

7. PSMF section on quality system  

8. Annex to the PSMF  
 

• Special considerations for the multinational 
MAHs/applicants: 

Two documents are required:  
 
- The PSMF (according to European Good Pharmacovigilance 

Practice which is the base for this guideline) and,  
 
- National pharmacovigilance sub-system file (national 

PSSF) which describes the key elements of pharmacovigilance 
activities in Tunisia. 

 

• Accessibility/ submission of the pharmacovigilance system 

master file 

 

- Accessibility 

The pharmacovigilance system master file shall be maintained in a 
current state and be permanently available to the QPPV. It shall also be 
permanently available for inspection, at the site where it is kept (the 
stated location), irrespective of whether the inspection has been notified 
in advance or is unannounced. 
The marketing authorisation holder shall maintain and make available on 
request a copy of the pharmacovigilance system master file. The 
marketing authorisation holder must submit the copy within 14 days 
after receipt of the request from the national medicines (unless 
otherwise stated in the request). 



 
- Submission 

 
The full PSMF/PSSF (along together with its summary) is requested to be 
submitted in the marketing authorisation applications) in the following 
situations: 

- the applicant has not previously held a marketing authorisation 
in Tunisia; 

- the applicant has not previously submit the PSMF inTunisia or is 
in the 

process of establishing a new pharmacovigilance system; 
- the applicant had major changes in its organisation, such as 

mergers and acquisitions or in its pharmacovigilance system; 
-  the applicant has major or critical findings in the previous 

pharmacovigilance system assessment by the national 
medicines authority; 

-  the applicant has a history or culture of pharmacovigilance non-
compliance; previous information (e.g. inspection history and 
non-compliance notifications or information from other 
authorities).  

- where specific concerns about the pharmacovigilance system 
and/or the product safety profile exist; 

- any other situation as seen appropriate by the national 
medicines authority; 
 

Except in the above situations, the PSMF and/or the national PSSF (as 
appropriate) should not routinely be requested during the assessment of 
new marketing authorisation applications (i.e. pre-authorisation), instead 
the "summary of PSMF" and/or "summary of national PSSF" should be 
submitted which shall include the following elements: 
 

- proof that the applicant has at his disposal a QPPV/ LSR and 
that he resides in Tunisia 

- the contact details of the QPPV/LSR; 
-  a statement signed by the applicant to the effect that the 

applicant has the necessary means to fulfil on the national level 
the pharmacovigilance tasks and responsibilities listed in this 
GVP modules; 

- a reference to the location where the PSMF and/or national 
PSSF for the medicinal product is kept. 

 



 
Module III – Pharmacovigilance inspections 

 

 

The objectives of pharmacovigilance inspections are to: 

 

- determine that the marketing authorization holder has 

personnel, systems and facilities in place to meet their 

pharmacovigilance obligations; 

 

- identify, record and address non-compliance which may pose a 

risk to public health; 

 

 

- use the inspection results as a basis for enforcement action, 

where considered necessary. 

 

When non-compliance with pharmacovigilance obligations is detected, 

the medicines authority shall take the necessary regulatory action.  

 

 

 

 

 

 

 

 

 

 



Module IV – Pharmacovigilance audits 

 

The MAH in Tunisia is required to perform regular risk-based audit(s) of 

their pharmacovigilance system, including audit(s) of its quality system 

to ensure that the quality system complies with the quality system 

requirements. 

 

The MAH shall place a note concerning critical and major audit findings 

of any audit relating to the pharmacovigilance system in the PSMF. 

 

Based on the audit findings, the MAH shall ensure that an appropriate 

plan detailing corrective and preventative action is prepared and 

implemented. 

 

 

 

  



Module V – Risk Management Systems 

 

The Risk management system is a set of pharmacovigilance activities 

and interventions designed to identify, characterise, prevent or minimise 

risks relating to medicinal products including the assessment of the 

effectiveness of those activities and interventions.  

The Risk management plan is a detailed description of the risk 

management system and it’s applicable to medicinal products at any 

point in their lifecycle. 

• Risk management has three stages which are inter-related and re-
iterative: 

  
-  Characterization of the safety profile of the medicinal product 

including what is known and not known.  

-  Planning of pharmacovigilance activities to characterise risks and 
identify new risks and increase the knowledge in general about the 
safety profile of the medicinal product.  

-  Planning and implementation of risk minimisation and mitigation 
and assessment of the effectiveness of these activities.  

 
• Structure of the Risk Management Plan 
The RMP consists of seven parts: 

 
� Part I: Product(s) overview 
� Part II: Safety Specification 
- Module SI Epidemiology of the indication(s) and target 

population(s) 
- Module SII Non-clinical part of the safety specification 
- Module SIII Clinical trial exposure 
- Module SIV Populations not studied in clinical trials 
- Module SV Post-authorisation experience 
- Module SVI Additional requirements for safety specification in 

Arab country concerned 
- Module SVII Identified and potential risks 
- Module SVIII Summary of the safety concerns 
� Part III: Pharmacovigilance plan 
� Part IV: Plans for post-authorisation efficacy studies 



� Part V: Risk minimisation measures (including evaluation of the 
effectiveness of risk minimisation measures) 

� Part VI: Summary of the risk management plan 
� Part VII: Annexes 

 
The submitted RMP should follow the RMP template (see Annex II of 
Arab guidelines on GVP). 
 

• Situations when a risk management plan should be 
submitted 

For new applications for marketing authorization of medicinal products 
with an ongoing RMP at home or on the request of the authorities, a risk 
management plan describing the risk management system which the 
applicant will introduce for the medicinal product concerned shall be 
submitted, together with a summary thereof. 
Situations, in addition, where a RMP or RMP update will normally be 
expected include: 

-  with an application involving a significant change to an existing 
marketing authorization (new dosage form; new route of 
administration; new manufacturing process of a biotechnologically-
derived product; pediatric indication; other significant change in 
indication…) 

- at the request of the national medicines authority when there is a 
concern about a risk affecting the risk-benefit balance; 

- with a submission of final study results impacting the RMP; 
- with a PSUR for medicinal product, when the changes to the RMP 

are a direct result of data presented in the PSUR. 
- at the time of the renewal of the marketing authorisation if the 

product has an existing risk management plan. 
An updated RMP should always be submitted if there is a significant 
change to the benefit-risk balance of one or more medicinal products 
included in the RMP. 
 

• Formats for risk-management plans 
This guidance provides three formats for risk-management plans: 

- Integrated RMP: with all of the modules in one document (e.g. for 
innovators not having EU RMP, biosimilars….etc.); 

- Abridged format: suitable for use for generic medicines; 
- National Display of RMP format: suitable for any MAH/Applicants 

having EU RMP in place (whether innovators, generics or 



importers), submitted altogether with most updated version EU 
RMP. 

Module VI –Management and reporting of adverse reactions 

 to medicinal products 

This Module addresses the requirements which are applicable to national 
medicines authorities and marketing authorisation holders as regards the 
collection, data management and reporting of suspected adverse 
reactions (serious and non-serious) associated with medicinal products 
for human use authorised in Tunisia. 
 

• Marketing authorisation holders responsibilities 

 

- Each MAH shall have in place a system for the collection and 

recording of all reports of suspected adverse reactions which are 

brought to its attention, whether reported spontaneously or 

occurring in the context of a post-authorisation study. 

 

- MAH shall establish mechanisms enabling the traceability and 

follow-up of adverse reaction reports.  

 

- Pharmacovigilance data and documents shall be retained as long 

as the product is authorised and for at least 10 years after the 

marketing authorisation has ceased to exist. 

 

- MAH responsibilities apply to reports related to medicinal products 

for which ownership cannot be excluded on the basis of one the 

following criteria: medicinal product name, active substance name, 

pharmaceutical form, batch number or route of administration. 

 

- MAH shall ensure that any information on adverse reactions, 

suspected to be related to at least one of the active substances of 

its medicinal products authorised in Tunisia, is brought to its 

attention by any company outside Tunisia belonging to the same 

mother company (or group of companies). 

 

 



 

 

� Spontaneous Reports 
 

Marketing authorisation holders shall record all reports of suspected 
adverse reactions originating from Tunisia, which are brought to their 
attention spontaneously by healthcare professionals, or consumers. 
 

� Solicited Reports 
 

Marketing authorisation holders shall record all reports of suspected 
adverse reactions originating from Tunisia, which occur in post-
authorisation studies, initiated, managed, or financed by them. 
 

� Case reports published in the scientific and medical 

literature 

Marketing authorisation holders should monitor all the active substances 
for which they hold a marketing authorisation by accessing a widely used 
systematic literature review and reference database. 
 

� Suspected adverse reactions related to quality defect 

or falsified medicinal products 

When a report of suspected adverse reactions is associated with a 
suspected or confirmed falsified medicinal product or quality defect of a 
medicinal product, a valid ICSR should be reported. 
 

� Suspected transmission via a medicinal product of an 

infectious agent 

For the purposes of reporting, any suspected transmission of an 
infectious agent via a medicinal product should be considered as a 
serious adverse reaction and such cases should be reported 
within 15 days. This also applies to vaccines.  
 

� Special Situations 

- Use of a medicinal product during pregnancy or 

breastfeeding 



Reports, where the embryo or foetus may have been exposed to 
medicinal products (either through maternal exposure or transmission of 
a medicinal product via semen following paternal exposure), should be 
followed-up in order to collect information on the outcome of the 
pregnancy and development of the child after birth. 
 
Not infrequently, pregnant women or healthcare professionals will 
contact either medicines authorities or marketing authorisation holders 
to request information on the teratogenicity of a medicinal product 
and/or experience of use during pregnancy. Reasonable attempts should 
be made to obtain information on any possible medicinal product 
exposure to an embryo or foetus and to follow-up on the outcome of the 
pregnancy. 
 
Individual cases with an abnormal outcome associated with a medicinal 
product following exposure during pregnancy are classified as serious 
reports and should be reported,  
This especially refers to: 

- reports of congenital anomalies or developmental delay, in the 
foetus or the child; 

- reports of foetal death and spontaneous abortion; and 
- reports of suspected adverse reactions in the neonate that are 

classified as serious. 
 

Suspected adverse reactions which occur in infants following exposure to 
a medicinal product from breast milk should be reported. 
 

- Use of a medicinal product in a pediatric or elderly 

population 

Reasonable attempts should therefore be made to obtain and submit the 
age or age group of the patient when a case is reported by a healthcare 
professional, or consumer in order to be able to identify potential safety 
signals specific to a particular population. 
 

- Reports of overdose, abuse, misuse, off-label use, 

medication error 

Reports of overdose, abuse, off-label use, misuse, medication error or 
occupational exposure with no associated adverse reaction should not be 
reported as ICSRs. They should be considered in periodic safety update 



reports as applicable. When those reports constitute safety issues 
impacting on the risk-benefit balance of the medicinal product, they 
should be notified to the medicines authorities.  
Reports associated with suspected adverse reactions should be subject 

to reporting. 

- Lack of therapeutic efficacy 

Reports of lack of therapeutic efficacy should be recorded and followed-
up if incomplete. They should not normally be reported, but should be 
discussed in periodic safety update reports as applicable. 
 

� Safety reporting rules for clinical trials and post 

authorisation studies  

The pharmacovigilance rules laid down in this guideline do not apply to 
investigational medicinal products and non-investigational medicinal 
products used in clinical trials conducted in accordance with the 
"National rules governing interventional clinical trials of medicinal 
products". 
 
Post-authorisation safety or efficacy studies requested by medicines 
authorities, or conducted voluntarily by marketing authorisation holders, 
can either be clinical trials or non-interventional studies. 
 

• Only valid ICSRs qualify for reporting. All reports of suspected 

adverse reactions should therefore be validated before reporting 

them to the medicines authorities to make sure that the minimum 

criteria for reporting are included in the reports (ICH-E2D 

guideline). This is: 

- One or more identifiable reporter (primary source), 

characterised by qualification (e.g. physician, pharmacist, other 

healthcare professional, lawyer, consumer or other non-

healthcare professional) name, initials or address. Whenever 

possible, contact details for the reporter should be recorded so 

that follow-up activities can be performed.  

- One single identifiable patient characterised by initials, 

patient identification number, date of birth, age, age group or 

gender. The information should be as complete as possible. 



- One or more suspected substance/medicinal product.  

- One or more suspected adverse reaction.  

 

• Reporting models of ICSRs 

 

Web-based reporting tool: the Tunisian national centre for 

pharmacovigilance provides such tool which has online functions 

enable the MAH to generate and submit a fully ICH E2B and M2 

compliant Safety Messages (ICSRs).  

    E-mail address: effets.indesirables@rns.tn 

 Site web address: www.pharmacovigilance.rns.tn   

 

• Reporting time frames 

- Serious domestic valid ICSRs shall be reported to Tunisian 

national centre for pharmacovigilance by MAH within 15 days 

from the date of receipt of the reports; 

- Non-serious domestic valid ICSRs shall be reported to Tunisian 

national centre for pharmacovigilance by MAH within 90 days 

from the date of receipt of the reports. 

- Serious international valid ICSRs by MAHs shall be included in 

the PSUR and reported to Tunisian national centre for 

pharmacovigilance. 

 

 

 

 

 

 

 

 



 

Module VII - Periodic safety update report (PSUR/PBRER) 

 

Periodic safety update reports (PSURs) are pharmacovigilance 

documents intended to provide an evaluation of the risk-benefit balance 

of a medicinal product for submission by marketing authorisation holders 

at defined time points during the post-authorisation phase. 

The required format and content of PSURs in EU and in Tunisia are 

based on those for the Periodic Benefit Risk Evaluation Report (PBRER) 

described in the ICH-E2C(R2) guideline. 

• Dates and frequency of PSUR/PBRER submission 

PSUR/PBRERs should be submitted according to the “list of EU reference 

dates” which is adopted in the guideline. 

• PSUR submission timelines 

 

- within 70 calendar days of the data lock point (day 0) for PSURs 

covering intervals up to 12 months (including intervals of exactly 

12 months); and 

- within 90 calendar days of the data lock point (day 0) for PSURs 

covering intervals in excess of 12 months; 

- the timeline for the submission of ad hoc PSURs requested by 

national medicines authorities will normally be specified in the 

request, otherwise the ad hoc PSURs should be submitted within 

90 calendar days of the data lock point. 

To avoid duplication of efforts, a single assessment of PSURs for 

different authorised medicinal products containing the same active 

substance is performed. 

 

• Contents of the PSUR/PBRER 

 

� Part I: Title page including signature 



� Part II: Executive Summary 

� Part III: Table of Contents  

� Sections of PSUR/PBRER:  

1. Introduction 

2. Worldwide marketing authorisation status 

3. Actions taken in the reporting interval for safety reasons 

     a- Actions related to investigational uses (not applicable for generics) 

     b- Actions related to marketing experience 

4. Changes to reference safety information 

5. Estimated exposure and use patterns 

     5.1. Cumulative subject exposure in clinical trials (not applicable for 

generics) 

    5.2. Cumulative & interval patient exposure from marketing 

experience 

6. Data in summary tabulations 

6.1 Reference information 

      6.2 Cumulative summary tabulations of serious adverse events from 

clinical trials (not applicable for generics) 

      6.3 Cumulative and interval summary tabulations from post-

marketing data sources 

7. Summaries of significant findings from clinical trials during the 

reporting interval (not applicable for generics) 

8. Findings from non-interventional studies 

9. Information from other clinical trials and sources 

10. Non-clinical Data (not applicable for generics) 

11. Literature 



12. Other periodic reports 

13. Lack of efficacy in controlled clinical trials (not applicable for 

generics) 

14. Late-breaking information 

15. Overview of signals: new, ongoing or closed 

16. Signal and risk evaluation 

17. Benefit evaluation 

18. Integrated benefit-risk analysis for authorized indications 

19. Conclusions and actions 

20. Appendices to the PSUR 

NB: In addition, the multinational marketing authorization holders should  

prepare & submit a national appendix relevant to Tunisia. This national 

appendix should include the following: 

- PSUR national appendix, sub-section "Current national product 

information” 

- PSUR national appendix, sub-section “Proposed product 

information” 

- PSUR national appendix, sub-section “Proposed additional 

pharmacovigilance and risk minimisation activities” 

- PSUR national appendix, sub-section “Summary of ongoing safety 

concerns” 

- PSUR national appendix, sub-section “Worldwide marketing 

authorisation status table. 

 

An abridged PSUR, which is suitable for generic medicinal products in 

Tunisia, can be used; the cover letter should state ''abridged PSUR''. 

Sections which are not required from generics in the abridged PSUR 

should NOT be omitted instead state that it is not applicable for generics 

with referral to this guideline.  



Module VIII – Post authorization safety studies 

 

A post-authorisation safety study (PASS) is defined as any study relating 

to an authorised medicinal product conducted with the aim of identifying, 

characterising or quantifying a safety hazard, confirming the safety 

profile of the medicinal product, or of measuring the effectiveness of risk 

management measures. 

This guidance applies to non-interventional PASS which are initiated, 

managed or financed by a marketing authorisation holder and conducted 

in Tunisia. 

 

• Roles and responsibilities of the MAH, for imposed non-

interventional PASS as a condition to the marketing 

authorization 

 

- Develop a study protocol and submit it to the national medicines 

authority. 

 

- Ensure the fulfilment of its pharmacovigilance obligations in 

relation to the study and that this can be audited, inspected and 

verified. (Adverse reactions/adverse events should be reported to 

medicines authorities in accordance with the provisions of Module 

VI. Procedures for the collection, management (including a review 

by the marketing authorisation holder if appropriate) and reporting 

of suspected adverse reactions/adverse events should be put in 

place and summarised in the study protocol. 

 

 

- Submit any substantial amendments to the protocol, before their 

implementation, to the national medicines authority/national 

scientific research ethics committee. 

 



- MAH may be requested to submit the study progress reports to the 

medicines authorities. 

 

 

- Submit a final study report, including a public abstract, to the 

national medicines authority/ national scientific research ethics 

committee as soon as possible and not later than 12 months after 

the end of data collection. 

 

- Evaluate whether the study results have an impact on the 

marketing authorisation and if necessary, submit to the national 

medicines authorities an application to vary the MA. 

 

Following the review of the final study report, the national medicines 

authority may decide variation, suspension or revocation of the 

marketing authorization. 

  



Module IX – Signal management 

 

• Signal  

 

Information that arises from one or multiple sources (including 

observations and experiments), which suggests a new potentially causal 

association, or a new aspect of a known association, between an 

intervention and an event or set of related events, either adverse or 

beneficial, that is judged to be of sufficient likelihood to justify 

verificatory action. For the purpose of GVP, only new information related 

to adverse effects will be considered. 

 

• Signal management process 

  

The set of activities performed to determine whether, based on an 

examination of individual case safety reports (ICSRs), aggregated data 

from active surveillance systems or studies, literature information or 

other data sources, there are new risks associated with an active 

substance or a medicinal product or whether known risks have changed. 

 

• Signal management process steps 

 

- signal detection 

- signal validation 

- signal analysis & prioritization 

- signal assessment 

- recommendation of action 

- exchange of information 

 

 

• Roles and responsibilities of MAH 

 



- Shall monitor the data in its ADRs database. 

- Shall validate any signal detected and shall forthwith inform the 

responsible medicines authority for signal detection . 

- Should notify in writing as an Emerging Safety Issue to the 

medicines authorities in Tunisia where the medicinal product is 

authorised, any safety issue arising from its signal detection 

activity which could have a significant impact on the benefit-risk 

balance for a medicinal product and/or have implications for public 

health. 

- Should collaborate with national medicines authority for the 

assessment of the signals by providing additional information upon 

request.  

- Should keep an audit trail of its signal detection activities.  
 

  



Module X– Additional monitoring 

 

 

National Medicines Authorities, shall set up, maintain and make public a 

list of medicinal products that are subject to additional monitoring. 

European list is adopted. 

 

These medicinal products will be readily identifiable by an inverted 

equilateral black triangle.  

 

That triangle will be followed by an explanatory statement in the 

summary of product characteristics (SmPC). 

 

A similar statement will also be included in the package leaflet. 

 

This explanatory statement should encourage healthcare professionals 

and patients to report all suspected adverse reactions. 

 

 

 

 

 

 

 

 

 



- Module XI - Public participation in pharmacovigilance 
 

Underdevelopment 

 

- Module XII - Continuous pharmacovigilance, ongoing 
benefit-risk evaluation, regulatory action and planning of 
public communication 
 

Under development 

 

- Module XIII - is no longer under development. All topics 
originally intended to be covered in this module are now to be 
included in module XII 

 

- Module XIV - International cooperation 
 

 

Underdevelopment 

 

 

 

 

 

 

 

 

 

 

 



Module XV – Safety communication 

 

• Objectives of safety communication 

 

- Providing timely, evidence-based information on the safe and 

effective use of medicines. 

- Facilitating changes to healthcare practices (including self-

medication practices) where necessary. 

- Changing attitudes, decisions and behaviors in relation to the use 

of medicines. 

- Supporting risk minimization behavior. 

- Facilitating informed decisions on the rational use of medicines. 

 

• Means of safety communication 

 

- Direct healthcare professional communication (DHPC) 

- Documents in lay language 

- Press communication 

- Website 

- Other web-based communications 

-  Bulletins and newsletters 

-  Responding to enquiries from the public 

 

• Processing of DHPCs, MAH should submit the following to the 

Tunisian medicines authority: 

 

- Draft DHPC 

- The dissemination list 

- Timetable for disseminating the DHPC 

- Dissemination mechanism 

 

 

 

 



Module XVI – Risk minimization measures 

 

Risk minimisation measures are interventions intended to prevent or 

reduce the occurrence of adverse reactions associated with the exposure 

to a medicine, or to reduce their severity or impact on the patient should 

adverse reactions occur. 

 

Planning and implementing risk minimization measures and assessing 

their effectiveness are key elements of risk management. 

 

Risk minimisation measures may consist of routine risk minimisation or 

additional risk minimisation measures. Routine risk minimisation is 

applicable to all medicinal products. 

 

In exceptional cases however, routine risk minimization measures will 

not be sufficient for some risks and additional risk minimisation 

measures will be necessary to manage the risk and/or improve the risk-

benefit balance of a medicinal product. 
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