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Riferimenti	normativi	italiani

DM 30/04/2015 (costituisce il recepimento nazionale della 
direttiva 2010/84/UE del parlamento europeo e del consiglio, 
del 15 dicembre 2010)

Dlvo 219/2006
(codice comunitario concernente i medicinali per uso umano)

DM 12/12/2003
(scheda di segnalazione di ADR per farmaci e vaccini)

- Guideline on good pharmacovigilance practices (GVP)
- Questions and Answers (EMA, CE, CMDh)



Riferimenti	normativi	europei



Gli	obiettivi	di	una	nuova	legislazione	di	FV	Europea

Promuovere e proteggere la salute pubblica riducendo il numero e la gravità 
delle ADRs e migliorando l’uso dei medicinali, attraverso:

ØChiari Ruoli e Responsabilità di tutte le parti coinvolte

ØAssicurazione di un sistema europeo robusto e rapido nel prendere le 

decisioni in materia di FV

ØIncremento della partecipazione dei pazienti e degli operatori sanitari

ØAumento dell’efficacia dei sistemi di FV



Gli	obiettivi	di	una	nuova	legislazione	di	FV	Europea

Promuovere e proteggere la salute pubblica riducendo il numero e la gravità 
delle ADRs e migliorando l’uso dei medicinali, attraverso:

ØRafforzamento della Rete Europea di FV

ØRafforzamento dei Sistemi di FV aziendali

ØAumentata programmazione delle attività da condurre e riduzione di 

duplicazioni delle attività da condurre

Ø Miglioramento dei sistemi di comunicazione, aumentando la trasparenza 

e migliorando le informazioni sui medicinali



DIRETTIVA EUROPEA

2010/84/UE del 15 dicembre 2010

(in vigore da luglio 2012)

che modifica la direttiva 2001/83/CE relativo ai medicinali per  uso umano 

(recepita in Italia con DM 30/04/2015)

Principali novità:

Nuova definizione di Reazione Avversa, definita come  effetti 
collaterali negativi del medicinale: 

• per utilizzo conformemente alle indicazioni 

• utilizzo al di fuori delle indicazioni 

• esposizione per motivi professionali



EFFETTO COLLATERALE NEGATIVO
La definizione di ADR dovrebbe essere modificata al fine di garantire che comprenda  
effetti nocivi e non voluti conseguenti non solo all’uso autorizzato di un medicinale a dosi 
normali, ma anche:

• agli errori terapeutici

• agli usi non conformi alle indicazioni contenute AIC (off-label), incluso l’uso improprio e 
l’abuso del medicinale. 

• Associato all’esposizione per motivi professionali

Definizione RA precedente:
Reazione, nociva e non intenzionale, ad un medicinale impiegato alle dosi normalmente somministrate all’uomo a 
scopi profilaFci, diagnosGci o terapeuGco per riprisGnarne, correggerne o modificare le funzioni fisiologiche.



I MEDICINALI SOGGETTI A MONITORAGGIO ADDIZIONALE



ELENCO DEI MEDICINALI SOGGETTI A MONITORAGGIO ADDIZIONALE

Regolamento UE 1235/2010 art. 2

In collaborazione con gli stati membri  EMA redige, conserva e pubblica un elenco dei medicinali 
che sono soggetti a monitoraggio addizionale.

L’elenco contiene il nome delle sostanze attive di:

1. Medicinali autorizzati nell’UE che contengono una nuova sostanza attiva la quale non era 
contenuta in un medicinale autorizzato nell’UE in data 1 gennaio 2011;

2. Medicinali biologici autorizzati dopo il 1 gennaio 2011

EMA elimina i medicinali dall’elenco dopo 5 anni, tuttavia è possibile prorogarne la scadenza.

RCP e foglietto illustrativo contengono la dicitura “Medicinale sottoposto a monitoraggio 
addizionale”. Tale dicitura è preceduta da un simbolo NERO e se nel caso è seguito da una 
specifica nota esplicativa standard.
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EMA/364628/2015 

Summary of the risk management plan (RMP) for 
Keytruda (pembrolizumab) 
 

This is a summary of the risk management plan (RMP) for Keytruda, which details the measures to be 
taken in order to ensure that Keytruda is used as safely as possible. For more information on RMP 
summaries, see here. 

This RMP summary should be read in conjunction with the EPAR summary and the product information 
for Keytruda, which can be found on Keytruda’s EPAR page. 

Overview of disease epidemiology 

Keytruda is used to treat melanoma (a type of skin cancer) that has metastasised (spread to other 
parts of the body) or cannot be surgically removed. The number of people diagnosed with this cancer 
is increasing worldwide. Melanoma accounts for less than 5% of skin cancer cases; however, it causes 
most skin cancer deaths. Ultraviolet light, white ethnicity, and advanced age are the main risk factors 
for melanoma. 

In 2012, around 82,750 new melanomas occurred in 28 European countries. In about 6 out of 100 
newly-diagnosed cases, the melanoma is inoperable or has metastasised. This suggests that newly-
diagnosed inoperable or metastatic melanomas in these 28 European countries number close to 5,000 
per year. 

Summary of treatment benefits 

Keytruda contains the active substance pembrolizumab. The medicine has been shown to be effective 
in treating patients with advanced malignant melanoma (melanoma that could not be treated by 
surgery or had spread throughout the body) in two main studies. The first study included 540 patients 
who were previously treated with another monoclonal antibody medicine for melanoma, ipilimumab. 
Patients received either Keytruda 2 mg/kg every three weeks or Keytruda 10 mg/kg every three weeks 
or chemotherapy (medicines used to treat cancer). Early results showed that 6 months after start of 
treatment, the disease had not worsened in 34% of patients treated with Keytruda compared with 
16% of patients treated with chemotherapy. 

The second study looked at 834 patients who were not previously treated with ipilimumab. Patients 
received either Keytruda or ipilimumab. Early results showed that the patients treated with Keytruda 
lived for up to 5.5 months without their disease getting worse compared with 2.8 months with 
ipilimumab. The study also found that the overall survival of patients treated with Keytruda was longer 
than for patients who received ipilimumab. Up 71% of patients lived for at least 12 months after start 
of their treatment compared with 58% of patients on ipilimumab.  

Unknowns relating to treatment benefits 

Keytruda has not been studied in the following groups of patients: 

• patients with moderate or severe liver problems; 
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Important potential risks 

Potential Risk What is known 

Hole in the gut due to 
an inflammation of 
the intestines 
(gastrointestinal 
perforation secondary 
to colitis) 

Because Keytruda acts on the body’s immune system activation of 
defence cells near normal tissues may result in inflammation and injury 
to the normal tissue of the digestive tract which can lead to an intestinal 
tear. 

Patients should inform their doctor if they are taking other medicines 
that may weaken their immune system. Examples of these medicines 
may include steroids, such as prednisone. 

While on therapy with Keytruda, patients should inform their doctor of 
any of the following symptoms that may indicate inflammation of the 
intestines: diarrhoea or more bowel movements than usual, intense 
abdominal pain, nausea, vomiting particularly if colitis (diarrhoea) with 
Keytruda had recently been treated, severe stomach pain or tenderness. 
If a patient develops intestinal tear due to inflammation of the 
intestines, the doctor may decide to temporarily or permanently 
discontinue Keytruda; medical treatment, including surgery, may result 
in recovery and stop further worsening of the condition. 

Development of 
antibodies (immune 
response) against the 
medicine 
(immunogenicity) 

Therapeutic antibodies such as pembrolizumab have a risk of inducing 
the formation of antibodies targeted against the medicine. These 
antibodies could reduce the medicine’s activity. To date, Keytruda has 
shown low potential for eliciting the formation of antibodies. 

 

Missing information 

Missing information is information about the safety of this drug that is not available at this time. 

 

Risk What is known 

Safety in patients 
with moderate or 
severe liver problems  

The removal of Keytruda from the body was not different in patients with 
mild liver problems in comparison to patients with normal liver function. 
Keytruda was not studied in patients with moderate to severe liver 
problems.  

Safety in patients 
with severe kidney 
problems  

Dose adjustment of Keytruda is not needed for patients with mild or 
moderate kidney problems. Keytruda was not studied in patients with 
severe kidney problems. 

Safety in patients 
with an autoimmune 
disorder (a disorder 
in which a person's 
defence system 
attacks parts of his or 
her own body)  

Keytruda was not studied in patients with active autoimmune disease. 
Therefore, there is no information available about the safe use of this 
medicine in patients with active autoimmune disease.  
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Risk What is known 

Safety in patients 
with HIV and 
hepatitis B or C 
viruses  

Keytruda has not been studied in patients with HIV or hepatitis B or 
hepatitis C. Therefore, there is no information available about the safe 
use of this medicine in patients with HIV or hepatitis B or hepatitis C.  

Use in patients under 
18 years of age 
(children and 
adolescents) with 
melanoma 

Keytruda is being studied in children and adolescents. However, at 
present, the safety and effectiveness of Keytruda in children and 
adolescents is not known. 

Use in pregnant and 
breastfeeding women 

There are no data on the use of Keytruda in pregnant women. Results of 
studies carried out in experimental models show that there is a risk of 
harm which could lead to increased rates of stillbirth and abortion. 

Keytruda should not be used in pregnancy unless the clinical condition 
specifically requires treatment with Keytruda. If the patient is a woman 
who could become pregnant, effective contraception must be used while 
on Keytruda therapy and for at least 4 months after the last dose. 

Women using Keytruda should inform their doctor if they are pregnant, 
think they may be pregnant or are planning to be pregnant, or are 
breastfeeding. 

Breastfeeding should not occur while taking Keytruda. It is unknown 
whether Keytruda is secreted in human milk and the effect of Keytruda 
on newborns/infants is unknown. Therefore a decision should be made 
whether to discontinue breastfeeding or to discontinue Keytruda, taking 
into account the benefit of breastfeeding for the child and the benefit of 
treatment for the mother. 

Long-term safety There is no information available about the long-term safety of this 
medicine. It is therefore possible that currently unknown side effects may 
occur when using Keytruda for a long time. 

Safety in various 
ethnic groups 

As there are limited data available on the use of Keytruda in different 
ethnic groups, the effect of race on Keytruda use could not be evaluated. 

Potential interactions 
with agents that 
suppress the body’s 
defence system 
(immune system)   

It is not known if Keytruda interacts with agents that suppress the 
immune system.  

Patients should notify their doctor if they are on medications that weaken 
their immune system.  Examples of these medicines may include steroids 
such as prednisone. 

Safety in patients 
with allergic reactions 
to other monoclonal 
antibody treatments 

It is not known if patients with a prior allergic reaction to a monoclonal 
antibody will have a similar reaction to Keytruda.   

However, there are some similarities between these medicines and care 
should be taken when giving Keytruda to this patient population. 

Safety in patients 
who have had severe 
reactions on prior 

It is not known if patients who have had a reaction to ipilimumab will 
have a similar or worsened reaction to Keytruda. 
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EMA/364628/2015 

Summary of the risk management plan (RMP) for 
Keytruda (pembrolizumab) 
 

This is a summary of the risk management plan (RMP) for Keytruda, which details the measures to be 
taken in order to ensure that Keytruda is used as safely as possible. For more information on RMP 
summaries, see here. 

This RMP summary should be read in conjunction with the EPAR summary and the product information 
for Keytruda, which can be found on Keytruda’s EPAR page. 

Overview of disease epidemiology 

Keytruda is used to treat melanoma (a type of skin cancer) that has metastasised (spread to other 
parts of the body) or cannot be surgically removed. The number of people diagnosed with this cancer 
is increasing worldwide. Melanoma accounts for less than 5% of skin cancer cases; however, it causes 
most skin cancer deaths. Ultraviolet light, white ethnicity, and advanced age are the main risk factors 
for melanoma. 

In 2012, around 82,750 new melanomas occurred in 28 European countries. In about 6 out of 100 
newly-diagnosed cases, the melanoma is inoperable or has metastasised. This suggests that newly-
diagnosed inoperable or metastatic melanomas in these 28 European countries number close to 5,000 
per year. 

Summary of treatment benefits 

Keytruda contains the active substance pembrolizumab. The medicine has been shown to be effective 
in treating patients with advanced malignant melanoma (melanoma that could not be treated by 
surgery or had spread throughout the body) in two main studies. The first study included 540 patients 
who were previously treated with another monoclonal antibody medicine for melanoma, ipilimumab. 
Patients received either Keytruda 2 mg/kg every three weeks or Keytruda 10 mg/kg every three weeks 
or chemotherapy (medicines used to treat cancer). Early results showed that 6 months after start of 
treatment, the disease had not worsened in 34% of patients treated with Keytruda compared with 
16% of patients treated with chemotherapy. 

The second study looked at 834 patients who were not previously treated with ipilimumab. Patients 
received either Keytruda or ipilimumab. Early results showed that the patients treated with Keytruda 
lived for up to 5.5 months without their disease getting worse compared with 2.8 months with 
ipilimumab. The study also found that the overall survival of patients treated with Keytruda was longer 
than for patients who received ipilimumab. Up 71% of patients lived for at least 12 months after start 
of their treatment compared with 58% of patients on ipilimumab.  

Unknowns relating to treatment benefits 

Keytruda has not been studied in the following groups of patients: 

• patients with moderate or severe liver problems; 
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• patients with severe kidney problems; 

• patients with an autoimmune disorder (disorder in which a person's immune system (the body’s 
own defence system) attacks parts of his or her own body);  

• patients with human immunodeficiency virus (HIV) or hepatitis B or hepatitis C; 

• patients under 18 years of age (children and adolescents); 

• pregnant women; 

• breastfeeding women; 

• patients who receive the medicine long-term (longer than 2 years); 

• patients from various non-Caucasian ethnic groups; 

• patients taking other medicines that work against the body’s immune response; 

• patients who have experienced a hypersensitivity (allergic) reaction to a medicinal product similar 
to Keytruda; 

• patients who have experienced a severe immunological adverse reaction (Grade 3) requiring 
treatment with corticosteroids for more than 12 weeks or a life threatening immunological adverse 
reaction during a previous or current treatment with the medicine ipilimumab. 

Summary of safety concerns 

Important identified risks 

Risk What is known Preventability 

Inflammation of 
the pituitary 
gland, a gland 
producing 
hormones 
situated at the 
base of the brain 
(hypophysitis); 
 
Reduced activity 
of this gland, 
leading to a lack 
or reduced 
production of one 
or more of its 
hormones 
(hypopituitarism 
or secondary 
adrenal 
insufficiency)  
 

Hypophysitis has been commonly reported in 
patients taking Keytruda (may affect 
between 1 and 10 patients in 100). 

If not treated, hypophysitis (including 
hypopituitarism and secondary adrenal 
insufficiency) may be life threatening due to 
lack of important hormones that control the 
thyroid and adrenal glands. 

Keytruda acts on the body’s defence system 
(immune system). Activation of immune 
cells near normal tissues may cause 
inflammation and injury of the normal 
tissue. 

 

Patients should inform their doctor if 
they are taking other medicines that 
may weaken their immune system. 
Examples of these medicines may 
include steroids, such as prednisone. 

While on therapy with Keytruda, 
patients should inform the doctor of 
any of the following symptoms that 
may indicate inflammation of the 
pituitary gland: deeper voice, muscle 
aches, dizziness or fainting, 
persistent or unusual headaches. The 
doctor should check patients for 
signs and symptoms of pituitary 
disease and treat them accordingly. 
Development of a pituitary disease 
with Keytruda cannot be prevented; 
however it can be appropriately 
treated with replacement hormones 
if an inflammation of the pituitary 
gland is detected. 

If the patient has developed 



PRINCIPALI NOVITA’

(del DM 30/04/2015): 

MAGGIORE COINVOLGIMENTO DEL PAZIENTE

AIFA  adotta, coadiuvata dalle regioni,  tutte le misure per:

• facilitare le segnalazioni dei pazienti, fornendo formati alternativi di segnalazione oltre a 

quello elettronico; 

• per raggiungere questo obiettivo possono essere coinvolte le organizzazioni che 

rappresentano i consumatori, i pazienti e gli operatori sanitari;

• Maggiore coinvolgimento  nella farmacovigilanza delle figure interessate attraverso 

segnalazioni dirette delle ADR sospette, e inclusione di pazienti e operatori sanitari nel 

processo decisionale.



PRINCIPALI NOVITA’
(del DM 30/04/2015): 

INCORAGGIAMENTO ALLA TRASPARENZA

AIFA, coadiuvata dalle regioni:

• garantisce che al pubblico vengano fornite tempestivamente le informazioni importanti sui 
problemi di farmacovigilanza, mediante pubblicazione sul portale web e se necessario 
attraverso altri mezzi di informazione al pubblico (periodici di segnalazione).

• può elaborare specifiche linee guida sulla farmacovigilanza, nonché stabilire specifichi 
obblighi, rivolti agli operatori del settore, e comunque conformi alle linee guida comunitarie.



Il nuovo sistema di segnalazione italiano 

Reporter: 
Within 36h 
or 2 days 
 

Resp PhV 

National PhV Network 

CRFV 
Region 

MAH 

www.vigifarmaco.it 

Option C 

Option A 

Option B 

7 days 

15/90 days 

RE-ROUTING 

DOWNLOAD 

Every day  

A partire dal 22 novembre 2017



non saranno più tenu- a inviare le segnalazioni di sospe3e ADRs alle autorità 
nazionali competen- (nel caso specifico all’AIFA/Responsabili di FV locali), ma 
dovranno trasme3erle dire3amente ad EudraVigilance che, a3raverso la funzione di 
“re-rou-ng”, le inoltrerà alle autorità nazionali competen- 

Questo comporterà che per ogni autorità nazionale ci sarà un flusso di da- da e verso 
Eudravigilance, in modo da assicurare la completezza sia dei database nazionali che di 
quello europeo che diventerà il central repository per le segnalazioni di sospe3e 
reazioni avverse a medicinali autorizza- o in fase di studio nell'EEA

Le novità riguardano essenzialmente i -tolari di AIC



......When one party (NCA or a MAH) is made aware that the primary source may also
have reported the suspected adverse reaction to another concerned party, the valid
report should still be submitted as ICSR. All the relevant information necessary for the 
detection of the duplicate case should be included in the ICSR......  (GVP Module VI –
Rev 2– Section VI. B. 2.)

Le novità riguardano essenzialmente i titolari di AIC

Questo significa che i titolari AIC sono tenuti a inserire in EudraVigilance qualsiasi 
segnalazione in loro possesso ad eccezione di quelle di cui vengono a conoscenza per 

il tramite della RNF



• Responsabili FV dell’Azienda Sanitaria di 
appartenenza 

• VigiFarmaco

• Titolari di AIC

Rimangono invariate le modalità di invio delle ADR per 
cittadini e operatori sanitari



VigiFarmaco
È una web-app per l’invio online delle segnalazioni di ADR proposta e creata dal Centro 
Regionale di Farmacovigilanza del Veneto in collaborazione con AIFA

facilita la segnalazione di operatori sanitari e ci@adini •

elimina la necessità di trasmissione della scheda cartacea al Responsabile locale di •

Farmacovigilanza

h@ps://www.vigifarmaco.it



VigiFarmaco





VigiFarmaco

La scheda è costituita da cinque sezioni:
• Paziente (dati anagrafici e antropometrici)

• Reazione avversa (descrizione in campo libero)

• Farmaci (sospetto ed eventuale concomitanti)

• Dettagli aggiuntivi

• Anteprima

Solo se tutti i campi con 
* di una sezione sono 
stati compilati è 
possibile passare alla 
sezione successiva



VigiFarmaco

Al termine dell’inserimento, il sistema invia automaticamente una notifica di 
inserimento al Responsabile di Farmacovigilanza competente 

Il Responsabile di Farmacovigilanza revisiona la scheda, una volta terminata questa 
operazione il sistema la trasmette in automatico alla Rete Nazionale di 
Farmacovigilanza

La RNF elabora la scheda e assegna un codice univoco (»codice RNF»)



Le principali banche da. e sistemi di repor.s.ca

AIFA • – Sistema RAM

EMA • – ADR Reports

FDA • - FAERS

sono tutti sistemi che generano report su piattaforme we-based
e permettono la ricerca per medicinale o per principio attivo



AIFA



AIFA – Sistema RAM

Sistema di 
reportistica di  
su piattaforma 

web-based, 
permette 

l’accesso ai 
dati dall’anno 

2002



Es.: Amoxicillina triidrata/potassio clavulanato





EMA – ADR Reports





FDA – FAERS

Sistema di repor3s3ca 
web-based, analogo ad 
RAM e ADR Reports



Schermata iniziale, dati complessivi di tutte le segnalazioni dal 1976 
ad oggi



Es.: Amoxicillina/potassio clavulanato




