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ICSRs and case studies – overview of this module  
 

 Introduction to signal management office  

 The Italian pharmacovigilance system  

 Training of local and regional pharmacovigilance centers 

 Reporting form and how to report ADRs  

 National Pharmacovigilance Network (RNF) and National PV 

database 

 Overview of data collected 

 Case studies 
  



The Italian Pharmacovigilance System – milestones 

Over 60 milions of inhabitans  

  
1987  First pharmacovigilance law 

 
2001  Creation of the National Pharmacovigilance Network 
(RNF)  

 
2003  Identification of pharmacovigilance responsible 
by health structures, assignment of main activities and 
functions 

 
2004  Institution of Italian Medicines Agency (AIFA) 

 
2010  Devolopment of Regional Centers  

 



The Italian Pharmacovigilance System – some legal background (1) 

European legislation 

• Regulation 1235/2010/EU (02 July 2012) 
• Directive 2010/84/EU (21 July 2012) 
• Implementing regulation (EU) 520/2012 (10 July 2012) 
• Guideline on good pharmacovigilance practises (GVP) 

 

National legislation 

• D.Lvo 219/2006 (and its updates) – community code on medicinal products for 
human use  

• D.M. 30/04/2015 – rules, duties and responsabilities of different stakeholders 
• Law 24 November 2004, n 326 – AIFA institution  
• D.M. 12/12/2003 – information on to report, case definition, standardized form to 

report 
• Standardized Operative Procedure (SOP) available in AIFA – guarantee coherence 

and quality within processes carried out 

 

 

 

 
 



Other laws and dispositions to be taken into consideration 

 

• Constitutional Law 18 October 2001 n.3 - decentralization of selected issues 

from national to regional level. In particular, article 117 defines that Regions 

have legislative power on health issues 

• National financial laws - provisions on funding regional projects of active PV 

• Agreements between State and Regions  on  Regional Centres of 

Pharmacovigilance and Projects of active Pharmacovigilance 

 

 

 
 

The Italian Pharmacovigilance System – some legal background (2) 
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The Italian Pharmacovigilance System - Stakeholders (1) 



• Reporter: anyone who experiences or becomes aware and 

reports a suspected adverse drug reaction (patient, healthcare 

professional, lawyer etc.) 

 

• Local Pharmacovigilance Responsible: pharmacist or 

physician working in a public health structure - local health units 

(ASL), hospitals, Institute for Research, Hospitalization and Health 

Care- (IRCCS) - who is responsible for the management of the 

received ICSRs 
 

The Italian Pharmacovigilance System - Stakeholders (2) 



Italian Pharmacovigilance System - Stakeholders (3) 

Regional Pharmacovigilance Center - CRFV 

• Structure recognized by the belonging Region, which participates as an 
integral part in the national pharmacovigilance system activities headed by 
AIFA. They follow the same AIFA procedures and are subject to audit by the 
AIFA itself  

• The choice of the location and the composition of a CRFV is carried out by the 
Region 

• CRFV requires working staff in a stable and continuous manner and 
multidisciplinary skills 

• Closely interconnection with prevention structures (signals related to 
vaccines); 

• Scientific manager in the CRFV who will be the referent in the National 
Pharmacovigilance Network 



Local PV Responsible and CRFV – AIFA web portal 

The Italian Pharmacovigilance System - Stakeholders (4) 



• Reporter: sending of ICSRs to the local PV responsible (paper forms or 

on-line reports through Vigifarmaco) 

 

• Local PV Responsible: ICSRs management in the database (entry, 

updating, deletion), feedback to the report, answers to MAHs’ requests, 

dissemination of information to healthcare professionals, analysis of  local 

data 

 

• Regional PV Centers: regional coordination of PV activities, support to 

LRPV in the ICSRs management, quality control and data coding, causality 

assessment, data analysis, partecipation to signal dection, educational 

activities 

The Italian Pharmacovigilance System – main roles and duties (1) 



• Regions: to realise active PV projects, to provide usage 

data, information and training to healthcare professionals 

 

• Pharmaceutical companies: transmitting ICSRs directly 

to EV, limited access to the ICSRs in the National 

Pharmacovigilance Network 

The Italian Pharmacovigilance System –  main roles and duties (2) 



AIFA 

1. Manage the national pharmacovigilance system for the implementation of 

pharmacovigilance functions at national level and for participation in 

pharmacovigilance activities of the European Union  

 

2. Regular audits to pharmacovigilance system 

 

3. Collect information on the risks of medicines in relation to patient health or public 

health, in particular adverse reactions 

 

4. Evaluate all information in a scientific way, examine possibilities to minimize and 

prevent risks and, if necessary, carry out regulatory activity concerning marketing 

authorization 
 

 
 

Italian Pharmacovigilance System –  main roles and duties (3) 



 
 

AIFA 
5. Transmit the reports of suspected ADR, electronically, to the EV database 

 

6. Encourage patients, doctors, pharmacists and other health professionals to 

report suspected ADRs 

 

7. Facilitating patient in reports ADRs by offering them paper and electronic 

reporting forms 

 

8. Provide the public with timely important PV information 

 

9. Update the web portal and link it to the EMA web portal 
 

The Italian Pharmacovigilance System –  main roles and duties (4) 



 
 

AIFA 

10. Participation in EU PV activities, collaboration and information exchange with 

other MS, EMA and EC 

 

11. Evaluation of PSUR to determine the presence of new risks or the change of 

the risk / benefit balance of medicinal products 

 

12. Participation in the decision-making process, regulatory procedures (PSUSA, 

RMP, Referrals) and signal analysis 

 

13. Participation in PRAC activities 

 

14. Monitoring of the company compliance with PV obligations and PV inspections  

 

The Italian Pharmacovigilance System –  main roles and duties (5) 



Summary of AIFA main activities 

 

• Compliance with the harmonization measures 

• RNF coordination 

• Adoption of measures to ensure the quality and completeness of the 

data, scientifically evaluated to reduce and prevent risks 

• Electronic transmission of ICSRs to EV 

• Periodic audits 

• Encouragement and facilitation of reporting 

• Availability of case reports data on the portal 

• Signal detection, management and validation 
 

The Italian Pharmacovigilance System – main roles and duties (6)   



How to report ADRs – AIFA web portal  



How to report ADRs – reporting flow 

Reporter  
(within 36 h or 2 

days) 

RLFV 

www.vigifarmaco.it 

MAH 

7 days National 
Pharmacovigilance 

Network (RNF) 

CRFV, Region 

EudraVigilance 

WHO - UMC 

re-routing 



How to report ADRs – reporting form for healthcare professionals 



How to report ADRs – reporting form for patients and consumers 



How to report ADRs – Vigifarmaco  
(https://www.vigifarmaco.it/) 



National Pharmacovigilance Network (RNF) 

• Activated in 2001 as a system for reporting, management, analysis, 

sharing and communication of information within the community of 

pharmacovigilance operators 

• Created in a web environment, it connects the AIFA and the regional PV 

responsibles, health structure (ASL, AO, IRCCS), CRFV and 

Pharmaceutical Companies representatives 

• Much more than a database and an analysis system 

 

 

 



• Regulation 1235/2010/EU  

• Directive 2010/84/EU  

• Implementing regulation (EU) 520/2012  

• D.L. 24.04.2006 (and updates) 

• D.M. 30.04.2015 

• Good Pharmacovigilance Practices (GVP) Module VI 

• EU Individual Case Safety Report (ICSR) Implementation Guide 

• ICH guideline E2B (R3) on electronic transmission of individual case safety 

reports (ICSRs) - data elements and message specification - implementation 

guide  

 

National Pharmacovigilance Network – legal background  



At national level: 

• Several standard operative procedures within AIFA  

• Specific operative procedures for local PV responsible 

and for Regional PV Centers  

• Other published documents eg FAQ 

 

National Pharmacovigilance Network – SOP & FAQ  



National Pharmacovigilance Network – AIFA web portal  



 RNF remains the basis of the national PV system headed by AIFA with 

the collaboration of different actors with their roles and specific tasks 

National Pharmacovigilance Network – log in  



ICSRs management (1) 

• DATA ENTRY 
 
 

• UPDATE AND FOLLOW UP 
 
 

• NULLIFICATION 
 
 

• DATA ENTRY THROUGH XML FILE 
 
 
 
 
 



• Management of all received ADR  

• For each report received, the completeness and adequacy of the information 

should be verified 

• The missing and necessary elements for the assessment of the case should be 

requested to the reporter 

• The information should be properly codified 

• The case should be inserted in the network within 7 days of receipt 

• Verification of the message of delivery and feedback 
 

ICSRs management (2) 



ICSRs management (3) 

 Valid case reports: at least one identifiable reporter, one patient, 

one adverse reaction and one suspect drug 

 

 Invalid case reports: adverse reaction not specified or no adverse 

reaction occurred, hospitalization or death (except for sudden 

death) only serioussness or outcome reported without reaction 

 



 Type of report 

• Spontaneous case reports 

• Case reports from observational studies, registries, active PV 

projects 

• Case reports related to drug under compassionate use and 

‘named patient program’ 

ICSRs management – type of report 
 



 Quality control  

• Completeness and adequacy of the information to be checked 

before the data entry process, in order to prevent errors 

• Evaluation of every single case and causality assessment 

• Reliability of processing and analysis 

• Reliability of the PV system 

 

 Quality management 

• System check 

• Procedures and audits 
 

 

ICSRs management - quality control (1) 



GVP Module VI 
 

VI.B.5. Quality management 
…Competent authorities and marketing authorisation holders should 
have a quality management system in place to ensure compliance 
with the necessary quality standards at every stage of case 
documentation, such as data collection, data transfer, data 
management, data coding, case validation, case evaluation, case 
follow-up, ICSR submission and case archiving… 
 
...Staff directly performing pharmacovigilance activities should be 
appropriately trained in applicable pharmacovigilance legislation and 
guidelines, in addition to specific training in report processing 
activities for which they are responsible and/or undertake… 
 

ICSRs management – quality control (2) 



GVP Module VI 

 

….A review of the ICSRs quality, integrity and 

compliance with the submission time frames is 

performed by the Agency at regular intervals for all 

organisations submitting ICSRs to the EudraVigilance 

database in line with the Agency’s SOPs… 

ICSRs management – quality control (2) 



PATIENT 
  

• Initials (Name and Surname) 

• Age or date of birth 

• Sex 

• Onset date of the ADR 

• State of pregnancy and gestational period at the time of the 

ADR 

• Weight and height 

• Relevant Medical History and Concurrent Conditions 

• Past drug history 

• Parent (parent-child reports) 
 

ICSRs management – data entry (1) 



ADVERSE REACTION 
 

“A response to a medicinal product which is noxious and unintended. Adverse 

reactions may arise from use of the product within or outside the terms of 

the marketing authorisation or from occupational exposure. Use outside the 

marketing authorisation includes off-label use, overdose, misuse, abuse and 

medication errors.”  

 

• Information on adverse reactions together with information on suspected 

drugs must be particularly accurate as they affect the identification of the 

signal 

 

• The seriousness criteria affects the timing of transmission of signals 

ICSRs management – data entry (2) 



ADVERSE REACTION 

• Coding with MedDRA: Medical Dictionary for Regulatory Activities 

consisting of international medical terminology, developed in the 

context of the International Conference of Harmonization (ICH) 

 

• Knowledge of MedDRA Term Selection 

 

• Codification of signs, symptoms or diagnosis, unless signs and 

symptoms are part of the diagnosis. In this case codify only the 

diagnosis 

 

• Description of the reaction in the text field 

ICSRs management – data entry (3) 



SERIOUSNESS 

 

An adverse reaction is serious when results in  

• Results in death 

• Is life-threatening 

• Requires in-patient hospitalisation or prolongation of existing 

hospitalization 

• Results in persistent or significant disability or incapacity 

• Is a congenital anomaly/birth defect 
 

ICSRs management – data entry (4) 



SERIOUSNESS 
An adverse reaction is also considered serious when: 
• Reports an event included in the IME LIST (important medically event) 
• Reports lack of efficacy of medicinal products used for the treatment of life-

threatening diseases, vaccines and contraceptives  
• Is a suspected transmission of an infectious agent through the medicine 
• Is related to congenital, familial and genetic disorders 
• Is related to benign, malignant and unspecified neoplasms (including cysts 

and polyps) 
• Is related to infections and infestations 

 
With reference to the access at first AID the reaction is not consider serious if: 
1. the access  is not followed by hospitalization 
2. no pharmacological therapy is given by im  or ev 
3. patient stay for less than four hours at first AID  

ICSRs management – data entry (5) 



SUSPECT DRUG 

 

• Drug role (suspect/interacting)  

• Batch number for biologics and vaccines  

• Abuse/misuse 

• Off-label 

• Occupational exposure 

• Overdose 

• Medication error 
 

ICSRs management – data entry (6) 



SUSPECT DRUG 

 

• Reports of overdose, abuse, misuse, medication error or occupational 

exposure with no associated adverse reaction should not be reported 

 

• For compassionate and named patient uses where adverse events are 

actively sought, only reports of adverse reactions where a possible 

causal relationship with the suspected medicinal product is considered 

by the primary source or the marketing authorisation holder should be 

reported 

  

ICSRs management – data entry (7) 



REPORTER 

 

• Primary source: who reports the ICSR 

• Receiver: who receives the ICSR from the primary source 

• Sender: who transmits the ICSR through the network 

• Causality assessment performed by CRFV 

ICSRs management – data entry (9) 



All data not loadable in a structured way have to reported as narrative in 

the «description of the case» eg: palce of vaccination (school, medical 

clinic etc) or the reported use of the large variety of natural health 

products with different regulatory status, often taken concomitantly to 

drug therapy, often without medical advice with possible risk of 

interactions and adverse reactions 

 

 food supplements  

 herbal preparations and galenic formulation 

 other herbal preparations not included in the former paragraphs and 

other preparations of natural origin but non-plant (eg. royal jelly or 

propolis) 

 



CASE NARRATIVE 

 

• Description of the case 

• Reporter’s comment 

• Sender’s comment  

• Date of last update date and attachments 

ICSRs management – data entry (10) 



FOLLOW-UP 

• serious and unexpected 

• serious expected 

• non serious and unexpected 

• cases of “special interest” 

 

• Outcome not available at time of reporting 

• Patient not yet recovered 

• Reactions to be re-evaluated after some time 



FOLLOW-UP 

AIFA clarifications on follow-up of cases loaded in the national through the 
national network of pharmacovigilance and accessible to MAH through EV: 
 
 the request of follow-up by MAH must: 
• to contain a valid reason,  
• to be addressed to a specific situation 
• to be clear, precise , understandable and able to be forwarded by the local 

responsible of PV 
• to be written in Italian language 
• to avoid  to request information and data already reported in the original 

ICSR 
 
It is suggested that the follow-up data received directly by the MAH should be 
sent to the local responsible for PV in order to load them in the database 
avoiding to create duplicate, but if the MAH prefer to manage such data through 
EV  the procedure reported in the GVPVI should be follow 



RELEVANCE OF DATA QUALITY 

Poor report = unassesability 
Poor reports = useless and unreliable anlysis 

 
1)quality control: eg completeness (ADR, Chronology, suspected drug, 
patient  characteristics);  accuracy; consistency; precision 
 
2) code control: check about the correct choise of MedDRA code on 
the basis of verbatim description and the narrative 
 
3)causality assessment performed by using  Naranjo for drugs and 
WHO  algorithm for vaccines, CA also an indirect check of control 

e  



RE-ROUTING 

ICSRs loaded in the national database are transferred in EV every night 
 
 
ICSRs loaded in EV by MAH are transferred in the national database 
 
 
Acknowledgment messages are released in both situations 



Access to the data 
 
 

Data analysis 



National Pharmacovigilance Database – RAM (1) 

 Online data on suspected ADRs 



National Pharmacovigilance Database – RAM (2) 

 ICSRs reported for ACTIVE SUBSTANCE – year distribution 



National Pharmacovigilance Database – RAM (3) 

 ICSRs reported for ACTIVE SUBSTANCE – sex and age distribution 



National Pharmacovigilance Database – RAM (4) 

 ICSRs reported for ACTIVE SUBSTANCE – SOC distribution 



Source: Osservatorio Nazionale sull’impiego dei Medicinali. L’uso dei farmaci in Italia. 
Rapporto Nazionale 2016. Roma: Agenzia Italiana del Farmaco, 2017. 
www.agenziafarmaco.gov.it  

Overview of data collected – annual distribution of number 
and reporting rate per million inhabitants 



Source: Osservatorio Nazionale sull’impiego dei Medicinali. L’uso dei farmaci in Italia. 
Rapporto Nazionale 2016. Roma: Agenzia Italiana del Farmaco, 2017. 
www.agenziafarmaco.gov.it  

Overview of data collected – regional distribution of reporting 
rate per million inhabitants 



Source: Osservatorio Nazionale sull’impiego dei Medicinali. L’uso dei farmaci in Italia. 
Rapporto Nazionale 2016. Roma: Agenzia Italiana del Farmaco, 2017. 
www.agenziafarmaco.gov.it  

Overview of data collected – source distribution 



Source: Osservatorio Nazionale sull’impiego dei Medicinali. L’uso dei farmaci in Italia. 
Rapporto Nazionale 2016. Roma: Agenzia Italiana del Farmaco, 2017. 
www.agenziafarmaco.gov.it  

Overview of data collected – SOC distribution 



Source: Osservatorio Nazionale sull’impiego dei Medicinali. L’uso dei farmaci in Italia. 
Rapporto Nazionale 2016. Roma: Agenzia Italiana del Farmaco, 2017. 
www.agenziafarmaco.gov.it  

Overview of data collected – first 30 active substances per number of case 
reported 



Case studies:   
• quality control,  
• code control,  
• causality assessment 
 
 
Case studies:  
• mother & child report 



 

 

 

 

e-mail: c.santuccio@aifa.gov.it 
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