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Overview 

1. The National Pharmacovigilance System  
 
 
   

2. Regional pharmacovigilance funds  

3. Italian ADR reporting figures 



Directive 2010/84/EU Article 101  

1. Member States shall operate a pharmacovigilance system 
for the fulfilment of their pharmacovigilance tasks and their 
participation in Union pharmacovigilance activities.  
(…) 
 
3. Each Member State shall designate a competent authority 
for the performance of pharmacovigilance tasks.  



Decree 30 April 2015 
(Art. 14) 

The national pharmacovigilance 
system  

 
 
   

• is headed by AIFA   



AIFA – The Italian Medicines Agency 
Instituted by Law n. 326/2003 

It is a public body operating autonomously, transparently 
and according to cost-effectiveness criteria; 
 
operates under the direction of the Ministry of Health and 
under the vigilance of the Ministry of Health and the 
Ministry of Economy. 



AIFA – The mission 

• Promote good health through medicines; 
 

• Set fair pharmaceutical policies and assure their 
consistent application nationwide; 
 

• Manage the value and cost of medicines; 
 

• Promote pharmaceutical research and development; 
 

• Demonstrate independence and leadership both at 
home and internationally. 



The Mission – AIFA 

Shows indipendence 
and leadership both at 

national and 
international level 

Sets fair pharmaceutical 
policies and assure their 
consistent application 

nationwide 

Promotes good health 
policies through 

medicines 

Manages the value 
and the cost of 

medicines  

Promotes 
pharmaceutical 
research and 
development 
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AREA 5 
Inspections and 
 Certification 
-Manufacturing  
Authorisation 
-GMP Inps. 
- API Insp. Unit 
 

AIFA – Organizational chart 1/2 
Management Board 

AREA 2 
Registration 
- Eval. and Regist. 
-European Assessment 
- RMS and variation Unit 
- Biological MP Unit 
-Scientif Support Unit 
- MD/MP combined unit 
 

AREA 3 
Post-Marketing  
Surveillance 
- PhV 
- Product Quality &  
Counterfeiting  
-Medical and  
Scientific Inf. 

AREA 4 
Economic Strategy and  
Pharmaceutical Policy 
 -OSMED coordination 
-Medicines Utilisation   
and HTA 
-Monitoring registries & 
Experts data Mng. Unit 

Chairman 

Board of auditors 

Press and Communication  
Office 

(AIFA Portal Unit) 

 
-Office of the Chairman 
- Legal Consulting to the  
Chairman Office 

 

Administration Dpt.  
-Adm. 
Accounting and 
Budgeting 
-HR 
-QA., 
Performance and  
Mngm. Control 
 

Staff of the Director General 
- Director General Secretariat 
- Information Technology Unit 
- International Relations Unit 
- Legal Affairs  
- Consultative Bodies  
- Secretariat Unit 

Director General 

AREA 1 
Pre-Authorization 
- Research and CTs 
-GCP and PhV 
Inspectorate 
-GMP for IMP Unit  
 

Indipendent Evaluation Body 

The Bureau 
Secretariat of the Bureau 



AIFA – Organizational chart 2/2 

AREA 5 
Inspections and 
 Certification 
 

AREA 2 
Registration 

AREA 3 
Post-Marketing Surveillance 
-Pharmacovigilance 
-Product Quality and Counterfeiting  
-Medical and Scientific Information  

AREA 4 
Economic Strategy and  
Pharmaceutical Policy 

AREA 1 
Pre-Authorization 
-Research and CTs 
-GCP and PhV  
 Inspection 
-GMP for IMP Unit 



The organizational chart of the PhV Area 



The organizational chart of the PhV Office 



Directive 84/2010 Article 101  

1. Member States shall operate a pharmacovigilance system […] 

2. Member States shall, […], evaluate all information scientifically, 
consider options for risk minimisation and prevention […] 

3. Each Member State shall designate a competent authority for the 
performance of pharmacovigilance tasks.  



Decree 30 April 2015 
(Art. 14) 

The national pharmacovigilance 
system  

 
 
   

• is headed by AIFA;  

• is used to collect information on the risks          
of medicinal products (ADRs). 
• through the NPhV System, AIFA evaluates 
all information scientifically  
and considers options to minimize and 
prevent risks. 

 
   How? 

 
   



National Pharmacovigilance System 



Decree 30 April 2015 
(Art. 14) 

AIFA’s Pharmacovigilance tasks 
 

• Evaluate all the in information in a scientific manner; 
• Minimise and prevent the risks; 
• Adopt regulatory actions towards MAH; 
• Audit the PhV system and regularly report to the EC. 

 



Decree 30 April 2015 
(Art. 14) 

Regions PhV task’s 
 

• Cooperation with AIFA; 
• Evaluation and integration of data; 
• Dissemination of information to HCPs; 
• Regional PhV Centers. 

 



Decree 30 April 2015 
(Art. 22) 

Obligations of structure and HCPs and subsequent steps 
due by AIFA 

 
The local health authorities, the hospitals, universities 
and other similar health care facilities should appoint a 
person responsible for pharmacovigilance structure […] 



Decree 30 April 2015 
(Art. 22) 

Tasks of the PhV Responsibles 
 

• Log in in the National PhV Network; 
• Register paper reports; 
• Validation of elecronic reports; 
• Request follow up; 
• Information; 
• Training. 

 



Decree 30 April 2015 
(Art. 22) 

Tasks of physicians and other HCPs 
 

• Report asap (max 2 days) the ADRs; 
• Follow up as requested. 





 



The Italian PhV database – login 



The Italian PhV database – home page 



Overview 

1. The National Pharmacovigilance System  
 
 
   

2. Regional pharmacovigilance funds  

3. Italian ADR reporting figures 



MSs take all appropriate measures:  
• to encourage patients, doctors, pharmacists and other 

healthcare professionals;  
• to report suspected adverse reactions to the national 

competent authority;  
• for these tasks, organisations representing consumers, 

patients and healthcare professionals may be involved 
as appropriate. 

Directive 2010/84/EU Article 102  



Regional funds PhV: legal basis 

Law n.449 del 27 Dec. 1997 (art.36, c.14) 
• Annual allocation of funds to the regions and autonomous 
provinces for pharmacovigilance initiatives. 
Law n.296 del 27 Dec. 2006 – Financial Law 2007- (art.1, c.819) 
• Definition of Guidelines for the implementation of a program of 
active PhV, proposed by the Ministry of Health and ratified by a 
specific agreement between the Government, Regions and the 
Autonomous Provinces. 
• Use of funds available after signing of appropriate agreements 
between AIFA and individual regions. 



With financial Law 2007  

• Activities or projects have been agreed with the 
regions to use funds for PhV; 

 
• regional funds of PhV are bound to the execution of 

those activities or projects (signing agreements AIFA-
regions). 

 



Objectives of Active PhV programs  

• improve knowledge on the benefit/risk profile of 
drugs after marketing; 

• promote the safe and effective use of medicines; 

• promote information (independent) and the 
awareness of HCPs (and patients) 

• development and strengthening of regional 
centers of PhV  



Background  

• State-Regions Agreement of 18 October 2007: 
regional funds in 2007; 
 

• State-Regions Agreement of 28 October 2010: 
regional funds 2008-2009; 
 

• Funds transferred to the Regions 2007-2009: 70 
MLN euro. 
 



The agreements define 

• Thematic areas 

• Types of projects funded 

• Procedures for submitting projects 

• Mode of distribution and allotment of funds 

• Monitoring of financed projects 



Evaluation and approval of projects by 
AIFA 

Based on: 
• Compliance to the guidelines; 
• Scientific relevance; 
• Strengh of the methodology; 
• feasibility in the regional context; 

At the conclusion of the evaluation procedure AIFA 
announced the final outcome to the Regions and 
start the administrative procedure for the signing of 
the Conventions and the supply of funds. 



Monitoring of the projects 
(Art. 5) 

"The regions that receive funding commit to provide AIFA 
with: 

• A biannual report on the progress of each individual 
project; 

• A final report on completion of the projects; 
• Availability to attend meetings or conferences organized 

by AIFA specific.  
• In specific cases, AIFA carries out site visits at the 

regional centers, departments, etc. ” 



Monitoring of the projects funded in 2007 
(Art. 5 Agreement)  

1st phase Feb. 2010: audit on progress 
2nd phase Oct. 2013: survey results (scientific articles, 

abstracts, ...). 
 
95 projects funded: 
• 44 projects (45.4% annual) 
• 53 multi-year projects (37.1% biannual; 17.5% three-year) 
 
Planned publication on AIFA website. 



Agreement State-Regions Oct. 2010 
features 

• Study of adverse drug reactions (ADR) 

• Evaluation of the use of drugs 

• Information and training Strengthening of 
pharmacovigilance Ethics Committees (EC) in 
clinical trials 

• Establishment and maintenance of regional centers 
of pharmacovigilance (CRFV) 



Agreement State-Region Oct. 2010 
Provisions 

Specific areas of interest:  
• Study of ADRs either on the base of analyses of spontaneous 

reports or conduction of epidemiological studies;  
• Evaluation of drug use and promotion of drug 

appropriateness;  
• Drug information and training directed to HCPs  to foster 

spontaneous reporting;  
• Strengthening the PhV activities of ethical committees in the 

context of clinical trials;  
• Set up and/or maintenance of Regional Centres.  



Type of projects 

• “Regional” projects 
• “Multiregional” projects with Region leader (Regions 

with more than 3 million residents have participated 
in at least two multi-regional projects) 

 
At least one project/activity per Region should referr to 
specific categories of patients: 
• pediatric population 
• Elderly population with multiple diseases 
• Hospitalised (long-term) patients 
 



Agreement State-Region (28th Oct. 2010) 
Regional funds 2008-2009 

Report on the program of active PhV 
funded through Regional funds 
available for the years 2008 and 2009.  
 

Authors: Trotta F, Alessandro A, Tartaglia L.  

Rome, Italian Medicines Agency; 2013. 



Regional distributon of the 139 projects 
financied through the funds 2008 e 2009* 



Distribution of Regional projects  
for specific area (n=139) 



Distribution (%) of the institutions where 
the scientific leader operates  

based on 139 projects 



Distribution (%) of 139 projects per 
number of centres on territory diffusion 



Distribution (%) of HCPs in the Regional 
projects (n=36) 



Regional projects for specialistic area 



Regional projects for type of “fragile” 
population 



Project distribution of the “fragile” 
population per Region (n=53) 



Scheduled term of the Regional projects 
(n=139) 

Day 0 is the attivation of the project, i.e. the transfer 
of funds from Regions to Regional centres. 



Eight multi-regional projects financed with 10% 
of 2008-2009 budget 



Multi-regional projects funds 2008/09 – 1/8 
(total budget: 7,4 milioni di euro) 

FARVICAV_ET: Drug and e toxic vigilance of AEs 
(“Therapeutic Errors”, TE) and ARs which occurs on the 
national territory as reported by the poison control 
centers (CAV) (active surveillance).esse Centro Antiveleni 
(CAV). 
• Activation of a data stream on ET, maintanance of the 
database; data analysis and annual reports; 

• Follow up cases by CAV; 

• Structures: CAV and National Health Institute. 
 

 



Multi-regional projects funds 2008/09 – 2/8 

MEAP-Monitoraggio degli eventi avversi in pediatria 
(pediatric AE monitoring) (active surveillance): 

• Role of monitors to promote sensibilization in pediatric 
specialist;  

• Setting: pediatry. 
 

 
 



Multi-regional projects funds 2008/09 – 3/8 

Surveillance of biologic and biosimilar ADRs (prospectic 
cohort study): 

• Objectives: estimated prevalence of serious ADR: 
comparison biosimilars/originator safety profiles; 

• Setting: oncologic patients, emodialitic patients 
(erythropoietin).  

 
 



Multi-regional projects funds 2008/09 – 4/8 

MEREAFaPS- Monitoraggio Epidemiologico di Reazioni ed 
Eventi Avversi da Farmaci in Pronto Soccorso – 
Epidemoliogic Monitoring of AEs and ADRs in Emergency 
Depts.  (active surveillance):  

• Objectives: sensibilization of the HCPs through the 
presence of monitors; Analysis of  emergency Dept. 
Admissions to detect the iatrogenic patology; 

• Setting: Emergency Depts. 
 

 



Multi-regional projects funds 2008/09 – 5/8 

Vigilance on ADRs caused by the use of phytotherapics 
and food supplements (FS) during pregnancy (cohort 
study):  
• Objectives: prevalence of ADR due to FS, 

phytotherapics and MPs in pregnancy; use in 
pregnancy and brestfeeding; analysis of the outcome 
of the deliveries; 

• Setting: pregnants; 

• Structures: ginecological regional centers, National 
Health Institute. 



Multi-regional projects funds 2008/09 – 6/8 

Monitoring of the safety of MPs and vaccines and 
evaluation of the efficacy of influenza vaccination in 
children (active surveillance ADRs in Emergency Depts. 
with case-control analysis): 
• Objectives: risk of hospitalization associated with 

taking drugs and vaccines; efficacy of vaccines in 
preventing hospitalization from influenza; 

• Setting: pediatric patients admitted to Emergency 
Depts. 



Multi-regional projects funds 2008/09 – 7/8 

Surveillance of adverse reactions on the vaccines 
(intervention training; active surveillance): 
• Objectives: promote integration between PhV and 

prevention services; test the model “Green Channel” in 
other situations 

• Setting: Pediatrics 
 
 



Multi-regional projects funds 2008/09 – 8/8 

The role of pharmacist in the reporting of adverse drug 
reactions by citizens (active surveillance): 
• Objective: raise awareness in pharmacists in the 

collection of ADR reports from citizens 

• Setting: pharmacies open to the public, the citizens. 



Main results of the first years of the 
implementation of the Law -  1/2 

Not only increases in spontaneous reports 
 
• Greater completeness and reliability of the data 
• Strengthening of Regional centers and signal mngm  
(10 new RPhVC) 
• Training to physicians and pharmacists 
• More attention to safety issues and appropriate use of 

medications 



Main results of the first years of the 
implementation of the Law – 2/2 

• Increased interaction between Regions; 

• Better skills and launch ad hoc studies; 

• Use of regional funds tied to the execution of activities  

or projects; 

• Public use of the allocation of funds. 



Weakness of the program 
• Regional heterogeneity in the management of funds 

(both during the procedure and during activity on the 
territory); 

• delays in the transfer of funds from Regions to the 
territory; 

• To implement guidelines to establish the necessary 
State-Regions Agreement; 

• insufficient connection AIFA - Regions; 
• inadequate coordination between the regions 
• sometimes many ADR reports are “solicited” by the 

projects of PhV active.  
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Carla Carnovale, PharmD; Mauro Venegoni, MD; Emilio Clementi, MD, PhD JAMA Intern Med. 2014;  

Project  
Viger 



Quantification 
efficacy/risks  
fragile population study 

• Objective: To estimate efficacy of influenza vaccines in children admitted 
to Emergency Dept. 

• Methods: 11 centers, children in the emergency room with a diagnosis of 
ILI, following confirmation of the virus in lab, then questionnaire to verify 
exposure to the vaccine. Analysis with case-control model (case: ILI +; 
control ili-) 

• Results: OR of developing influenza = 0.70 (95% CI 0.2-1.7) 
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Project MEREAFAPPS  
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Anti HPV registry 
agreement 18 Oct. 2007 

• Multi-regional coordinated by NHI 
• Active surveillance (9-26 ys) who have received the anti-HPV 

vaccine (Gardasil quadrivalent HPV 16&18‐6&11 and Cervarix 
bivalent HPV 16&18) in 35 LHU o Vaccine District iin 9 
Regions. 

 
– Methods: AEs occurred in the 15 days after vaccination are 

collected in a special diary. Web platform launched in Apr 
2010. Data collected retrospectively and prospectively. 
ADR reporting in the National PhV Web.  

– Results: from Aug. 2008 to Sept 2011enrolled 12.066 
female (9084 used Cervarix, 2982 Gardasil), for a total of 
29.494 administered doses. Thel 53% of the girls has 
concluded the cicly (74% Gardasil and 4% Cervarix).  



Event distribution at first dose per vaccine 
61% of girls reported at 
least one event after the 
first dose. The> of the 
events was of mild or 
moderate clinical 
relevance.  
The typology is similar 
for the two vaccines. 
Higher prevalence of 
local symptoms: 
headaches, muscle pain, 
gastrointestinal 
symptoms and joint 
pain. 96 girls have 
reported serious events. 



 
 

Active PhV program to use funds 2010-11 



State-Regions agreement 26 Sept 2013 
Art. 4  

(Modality to distribure regional funds in PhV) 
50.000 euro/year: continuity regional activity; 

 
• 40%: establishing/maintenance dei Regional PhV centers, 

i.e. the strenghtening of the PhV activity on the territory 
through defined structures; 

• 30%: multi-regional projects; 
• 30%: regional projects; 
 
• 5% of the funds remains in AIFA for coordination and safety 

emergencies. 



Aims of the program for Active PhV for the 
use od funds 2010-11 

• ADR study (ADR caused by vaccins, phytoterapics, food 
supplement) 

• Evaluation of the use of drugs (promote the appropriate 
use) 

• Information and training (promote the appropriate use 
and evaluation of efficacy of the training) 

• Foster the activities of the Regional PhV Center and 
other Regional structures 

• Foster Multi-Regional projects 
• Increase the quality of the Regional projects 
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.  

17 Multi-Regional projects will be 
financied…  
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…with the PhV funds 
2010/11  



Future goals 
1) Promoting the merit: 
-Relevant and innovative of the basic idea 
-Appropriateness of the study design 
-Adequacy of the organization 
2) To promote a transparent, efficient and rigorous mechanism 
3) To promote the lifelong quality of the projects: 
Guidelines, feedback and support activities, infrastructure, critical 

mass 
4) Stability, Continuity, Periodicity of funding 
5) Avoid repetitive tasks, share projects ('networking') 
6) Analysis of the data collected (go beyond the descriptive 

analysis) 
7) Documenting activity (publication of all the results) 
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Overview 

1. The National Pharmacovigilance System  
 
 
   

2. Regional pharmacovigilance funds  

3. Italian ADR reporting figures 



Spontaneous Reporting 



Number and rate of ADRs per year 2001-2014 
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Andamento del numero e tasso di segnalazione di ADR per milione di abitanti 

N° segnalazioni 

Tasso segnalazione per milione di abitanti 



Reports vaccines vs other medicinals 
2001-2013  



Ruolo segnalatore  2014            2015*          2014           2015*          
medico ospedaliero 23.802 17.257 43% 43% 
specialista 7.126 7.768 13% 20% 
farmacista 9.225 4.681 17% 12% 
non specificato 605 3.572 1% 9% 
letteratura 4.085 2.826 7% 7% 
medico di medicina 
generale 

3.412 1.787 6% 5% 

infermiere 1.650 986 3% 2% 
azienda farmaceutica 2.184 449 4% 1% 
centro anti-veleno 302 188 1% 0% 
altro 2.139 146 4% 0% 
paziente 351 27 1% 0% 
pediatra 357 18 1% 0% 
forze armate 10 2 0% 0% 
dentista 11 1 0% 0% 

Totale 55.259 39.708 100% 100% 

Distribution per source 



Regional distribution reporting rate per 
million inhabitants    



2015 (9 months) vs 2014 

0 

1.000 

2.000 

3.000 

4.000 

5.000 

6.000 

2014 

2015 

  Jan Feb Mar Apr May Jun Jul Aug Sep Total 
2014 3.645 3.846 4.373 3.863 3.846 4.392 4.576 5.291 3.884 37.716 
2015 3.369 4.923 4.297 4.438 4.627 4.761 4.080 2.677 3.710 36.882 

Variaz  % -8% 28% -2% 15% 20% 8% -11% -49% -4% -2% 



Seriousness 2015* (no literature) 

64% 

4% 

32% 
Non Grave 
Non definito 
Grave 



CONTACTS 

 

t  +39 06 5978 4309 

e p.erba@aifa.gov.it 

www.agenziafarmaco.gov.it 

mailto:p.erba@aifa.gov.it
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