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PART I. PRODUCT(S) OVERVIEW  
 
Table Part I. 1: Product Overview 

Active substance(s)   

(International non-proprietary name (INN) or 
common name) 

Influenza virus surface antigens of strain:  

A/turkey/Turkey/1/2005 (H5N1)-like strain (NIBRG-23)  
(Zoonotic influenza vaccine (H5N1)) 
 
A/Vietnam/1194/2004 (H5N1)  
(Pandemic influenza vaccine (H5N1)) 
 
A/Astrakhan/3212/2020 (H5N8)-like strain (CBER-RG8A) 
(clade 2.3.4.4b) 
(Zoonotic Influenza Vaccine H5N8) 

Pharmacotherapeutic group(s) (Anatomical 
Therapeutic Chemical (ATC) Code) 

Group: Influenza vaccine 
ATC Code: J07BB02 

Marketing Authorisation Holder  

 

Seqirus S.r.l., 
Via del Pozzo 3/A, S. Martino 
53035 Monteriggioni (SI) 
Italy 

Medicinal products to which this Risk Management 
Plan (RMP) refers 

Aflunov®  
[A/turkey/Turkey/1/2005 (H5N1)-like strain (NIBRG-23)] 
 
Foclivia®  
[A/Vietnam/1194/2004 (H5N1)]  

Zoonotic Influenza Vaccine SeqirusTM 
[A/Astrakhan/3212/2020 (H5N8)-like strain (CBER-RG8A) 
(clade 2.3.4.4b)]  

Invented name(s) in the European Economic Area 
(EEA) 

Aflunov® 
Foclivia® 
Zoonotic Influenza Vaccine Seqirus TM 

Marketing authorisation procedure Centralised procedure (Aflunov and Foclivia); 
Zoonotic Influenza Vaccine Seqirus is a duplicate of 
Aflunov, submitted through Informed Consent Application, 
therefore all data cross-refer to Aflunov. 

Brief description of the product Aflunov, and Foclivia are monovalent (H5N1), inactivated, 
egg-derived, purified surface antigen vaccines, adjuvanted 
with MF59. They contain: 
Influenza virus surface antigens*, inactivated: 
A/turkey/Turkey/1/2005 (H5N1)-like strain (NIBRG-23) or 
A/Vietnam/1194/2004 (H5N1) 7.5 mcg** per 0.5 mL dose 
 



aH5N1/aH5N8 Influenza Vaccines 
EU-RMP version 6.0 

 

  Page 8 of 106 
 

Zoonotic Influenza Vaccine Seqirus is a monovalent 
(H5N8), inactivated, egg-derived, purified surface antigen 
vaccine, adjuvanted with MF59. It contains influenza virus 
surface antigen*, inactivated: A/Astrakhan/3212/2020 
(H5N8) (CBER-RG8A) (clade 2.3.4.4b) 7.5 mcg** per 0.5 
mL dose 
 
* propagated in eggs 
** expressed in microgram haemagglutinin 
 
Adjuvant MF59C.1 contains: 
squalene 9.75 milligrams 
polysorbate 80 1.175 milligrams 
sorbitan trioleate 1.175 milligrams 
sodium citrate 0.66 milligrams 
citric acid 0.04 milligrams 
 
The MF59 adjuvant is an oil-in-water emulsion, composed 
of squalene as the oil phase, stabilised with the 
surfactants polysorbate 80 and sorbitan trioleate, in 
citrate buffer.  

 
 

 
 

 
 

 
Haemagglutinin (HA) and neuraminidase (NA) antigens 
present in the vaccine induce a protective antibody 
response in vaccinated individuals after immunisation. 

Hyperlink to the Product Information Aflunov 
https://www.ema.europa.eu/documents/product-
information/aflunov-epar-product-information en.pdf 
 
Zoonotic Influenza Vaccine Seqirus 
Zoonotic Influenza Vaccine Seqirus, INN-Zoonotic influenza 
vaccine (h5n8) (surface antigen, inactivated, adjuvanted) 
(europa.eu) 
 
Foclivia 
https://www.ema.europa.eu/documents/product-
information/foclivia-epar-product-information_en.pdf 
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Indication(s) in the EEA Current 
Aflunov 
Active immunisation against H5N1 subtype of Influenza A 
virus in individuals 6 months of age and above 
 
Zoonotic Influenza Vaccine Seqirus 
Active immunisation of adults against H5 subtype 
influenza A viruses  
 
Foclivia 
Prophylaxis of influenza in an officially declared pandemic 
situation 
Proposed 
Aflunov  
Not applicable  
 
Zoonotic Influenza Vaccine Seqirus 
Not applicable  
 
Foclivia 
Not applicable 

Dosage in the EEA Current 
Aflunov  
Individuals 6 months of age and older. 
Administer two doses (0.5 mL each), at least 3 weeks 
apart. 
 
Zoonotic Influenza Vaccine Seqirus 
Adults and elderly (18 years of age and above) 
Administered as a course of 2 doses of 0.5 mL each. The 
second dose should be administered at least 3 weeks after 
the first dose. 
 
Foclivia 
Individuals 6 months of age and older. 
Administer two doses (0.5 mL each), at least 3 weeks 
apart. 
Proposed 
Aflunov 
Not applicable 
 
 
Zoonotic Influenza Vaccine Seqirus 
Not applicable 
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Foclivia 
Not applicable 

Pharmaceutical form(s) and strengths Suspension for injection in pre-filled syringe and/or single 
or multidose vials 7.5 mcg per 0.5 mL dose 

Is/will the product be subject to additional 
monitoring in the EU?       

No 

 

PART II. SAFETY SPECIFICATION 
 
PART II. MODULE SI - EPIDEMIOLOGY OF THE INDICATION(S) AND TARGET POPULATION(S) 
 
Indication 
Aflunov and Foclivia, collectively referred to as aH5N1 influenza vaccine throughout this Risk 
Management Plan (RMP), are indicated to prevent infections caused by the H5N1 subtype of 
influenza A virus (Aflunov), or for prophylaxis of influenza in an officially declared pandemic 
situation (Foclivia).  
 
Due to recent dominance of clade 2.3.4.4b lineage of H5 viruses, strain change from H5N1 to 
H5N8 (A/Astrakhan/3212/2020 (clade 2.3.4.4b)) is requested, in order for Zoonotic Influenza 
Vaccine Seqirus to be able to match with the circulating H5 virus. Zoonotic Influenza Vaccine 
Seqirus (copy product of Aflunov), is referred to as aH5N8 in this RMP, indicated for active 
immunisation of adults against H5 subtype influenza A viruses. 
 
Influenza type A viruses 
Influenza type A viruses are of most significance to public health due to their potential to cause 
an influenza pandemic. Influenza type A viruses are classified into subtypes according to the 
combinations of different virus surface proteins HA and NA. Currently, there are 18 known 
different HA subtypes and 11 known different NA subtypes (CDC, 2024). Depending on the origin 
host, influenza A viruses can be classified as avian influenza, swine influenza, or other types of 
zoonotic influenza viruses. Examples include avian influenza "bird flu" virus subtypes A(H5N1) and 
A(H9N2) or swine influenza "swine flu" virus subtypes A(H1N1) and A(H3N2) (WHO, 2017a). All of 
these zoonotic influenza type A viruses are distinct from human influenza viruses and do not easily 
transmit among humans (WHO, 2023d). 
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Aquatic birds are the primary natural reservoir for most subtypes of influenza A viruses. Most 
cause asymptomatic or mild infection in birds, where the range of symptoms depends on the virus 
properties (Echaubard et al, 2018).  
 
Influenza pandemics 
An influenza pandemic occurs when a novel influenza virus emerges against which the majority 
of the world’s population has no immunity. Outbreaks of influenza in animals, especially when 
they occur during annual outbreaks in humans, result in the merging of zoonotic and human 
influenza viruses and increase the chances of a pandemic. In the last few years, the world has 
faced several threats with influenza pandemic potential, making the occurrence of the next 
pandemic likely (VRBPAC, 2007). 
 
This phenomenon has been observed only with Influenza A viruses and results from the 
emergence of a new antigenic variant (antigenic shift) caused by substitution of the HA antigen 
on the surface of the virus, with or without a concomitant change in NA, the other major surface 
antigen (Rubino and Choi, 2017; Webster and Govorkova, 2014; WHO, 2024a). If such a virus 
demonstrates the ability to transmit efficiently from person to person, the result is a global 
outbreak of disease that affects a high percentage of individuals in a short period of time and is 
likely to cause substantially increased morbidity and mortality in all countries of the world 
(VRBPAC, 2007).  
 
The estimated number of deaths caused by the “Asian flu” of 1957 was 1.1 million worldwide and 
116,000 in the United States (US) alone (Viboud et al, 2016). Experience with previous influenza 
pandemics (1918, 1957 and 1968), has shown that a pandemic spread in recurrent waves of 
infections occurring over several years (Miller et al, 2009). As the volume and speed of 
international travel has increased during the 20th and early 21st centuries, successive pandemics 
have disseminated worldwide in ever decreasing amounts of time. The evidence from the Severe 
Acute Respiratory Syndrome (SARS) outbreak in 2003 suggested that the next influenza pandemic 
may disseminate from its point source with extreme rapidity, although it is impossible to be 
certain of the exact timeframe (Fedson 2003a; Institute of Medicine, 2005; Gellin and Qadri, 
2016). There have been four influenza pandemics since the beginning of 20th century: 1918 H1N1 
more than 50 million deaths; 1957 H2N2 approximately 1.1 million deaths; 1968 H3N2 
approximately 1 million deaths and in 2009 H1N1 more than 18,000 deaths (WHO, 2022; CDC, 
2018). 
 
The H2, H5, H7 and H9 subtypes of Influenza A have been identified as those most likely to be 
transmitted to humans and therefore present a potential pandemic threat. Outbreaks of avian 
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influenza, occurred in 1999 in China (H9N2 outbreak); in 2003 in the Netherlands (H7N7 outbreak) 
and from 1997 to 2006 in Asia (H5N1 outbreak), posed serious risks for the emergence of a human 
pandemic influenza virus, since sometimes fatal bird-to-human transmission occurred, at a time 
when human Influenza A virus was also circulating (Peiris et al, 1999; De Jong et al, 2005; Fouchier 
et al, 2004; Greco et al, 2012). As of today, the H5 strains continue to circulate in domestic poultry 
in a number of countries and result in human infections and deaths (WHO, 2023a). As of 06 Oct 
2023, the cumulative number of confirmed human cases of avian Influenza A / (H5N1) reported 
to WHO were 878 cases and 458 (52%) deaths (WHO, 2023b). The occurrence of an influenza 
pandemic before adequate preparations are in place could result in a public health emergency of 
unprecedented scale, an economic crisis due to excess morbidity and mortality in adults of 
working age, social disruption and panic. As an example, it has been estimated that the total 
expenditure cost of SARS in Asia was close to US dollar 60 billion, representing about US dollar 2 
million per person infected (Institute of Medicine, 2004). In order to assist medical and public 
health leaders to optimise the response to the potential threat of pandemic influenza, the United 
States (US) Government (CDC, 2017; Scorza, 2017), individual states in the US and countries in 
the European Union (EU) have developed Influenza Pandemic Preparedness plans (WHO, 2017b; 
Cox et al, 2003). 
 
The WHO has provided detailed guidance on the content of such plans (WHO, 2017b; Palkonyay 
and Fatima, 2016; Stöhr, 2003). The 56th World Health Assembly adopted a specific resolution on 
28 May 2003 to ensure that all WHO Member States give priority to influenza pandemic 
preparedness planning (WHO, 2003). In particular, the need to ensure adequate supplies of 
pandemic vaccine must be addressed (Fedson, 2003b; WHO, 2006) and on 22 May 2009 following 
the H1N1 pandemic in the context of pandemic influenza preparedness, the need of sharing of 
influenza viruses and access to vaccines and other benefits increased. Vaccines form the main 
prophylactic measure against pandemic influenza and play an important role in national 
pandemic preparedness plans. 
 
Once a pandemic begins, it will be too late to accomplish the many key activities required to 
minimise the impact (Manini et al, 2017). Therefore, planning and implementation of preparatory 
activities must start well in advance (WHO, 2017b). Indeed, in the event of a pandemic, a specific 
monovalent vaccine against the emerging strain will have to be developed rapidly, then registered 
and produced in very large quantities (EMA, 2021). The emergence of H5N1 virus as a human 
pathogen in 2003 and its subsequent genetic diversity have led to worldwide concerns over the 
possibility of an H5N1 pandemic. Widespread circulation and pathogenicity of the H5N1 influenza 
virus in birds, direct transmission of H5N1 influenza viruses to mammals, and the high case fatality 
rate in humans suggest that H5N1 influenza virus has important pandemic potential. As the H5N1 
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influenza virus cannot be eradicated or prevented in bird flocks, it remains a persistent public 
health threat and one for which protective measures are desired (Webster et al, 2006). 
 
Demographics of the Population and Risk Factors for Influenza 
The target population is represented by the general adult population from the age of 18 years 
and above. The majority of human infections with H5N1 have occurred among children and adults 
younger than 40 years old (CDC, 2018). Although most human populations are thought to have 
little or no immunity to influenza A(H5N1) viruses, based on the available data, mortality has been 
highest in people aged 10-19 years old and in young adults, which might be related to the 
immunological reaction of virus in different age groups (CDC, 2018; Lai et al, 2016). The 
epidemiology of H5N1 influenza varies globally and populations of certain race or ethnic origin 
may be affected depending on where outbreaks of H5N1 occur (Lai et al, 2016). 
The following population groups are at high risk for influenza (WHO, 2023c): 

• Adults 65 years or older and children under 5 years of age. 
• Individuals with underlying chronic medical conditions such as chronic cardiac, pulmonary, 

renal, metabolic, neurodevelopmental, liver, or haematologic diseases.  
• Individuals with secondary immunodeficiency conditions such as Human Immuno-

deficiency Virus (HIV) / Acquired Immunodeficiency Syndrome (AIDS), malignancy, or 
receiving immunosuppressive therapies, such as chemotherapy or steroids.  

• Individuals with any condition compromising respiratory functions, e.g., morbid obesity 
(Body Mass Index > 40), and physical handicap in children and adults.  

• Health care workers are at high risk acquiring influenza virus infection due to increased 
exposure to the patients and risk further spread particularly to vulnerable individuals. 

Though studies show that immunosuppressive conditions may contribute to a decline in immune 
responses and consequently compromise influenza vaccine effectiveness (compared to healthy 
population), the risks for influenza-like illness are reduced by vaccination (Rubin et al, 2014; 
Danziger-Isakov et al, 2019). The immunogenicity of the influenza vaccine is overall reduced in 
immunocompromised individuals, although a significant clinical protection from influenza is 
expected to be obtained with vaccination. Epidemiological data obtained from the 2009 influenza 
pandemic confirmed that immunocompromised patients remain at high risk of influenza-
associated complications, namely viral and bacterial pneumonia, hospitalisation and even death 
(Zbinden and Manuel, 2014). Since immunosuppression includes a heterogeneous range of 
conditions, risk levels for severe influenza infection vary across different populations (Osterholm 
et al, 2012). Similarly, the systemic review and meta-analysis of 219 studies including 
immunocompromised subjects confirmed evidence of effectiveness for these group of patients, 
although of lower rate that in healthy individuals (Beck et al, 2012).  
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Inactivated vaccines can be generally used without risks for immunocompromised patients; live 
vaccines, if indicated, should be administered with care because of the risk of vaccine-associated 
disease (Righi et al, 2021).   
 
Main existing treatment options 
Influenza vaccination is the main preventive measure against flu. Recent studies show that flu 
vaccination reduces the risk of flu illness by between 40% and 60% among the overall population 
during seasons when most circulating flu viruses are well-matched to the flu vaccine (CDC, 2020). 
A 2018 study showed that from 2012 to 2015, flu vaccination among adults reduced the risk of 
being admitted to an intensive care unit with flu by 82 percent (CDC, 2020).  
 
In addition to Foclivia, three pandemic preparedness vaccines were authorised in the EU at the 
Data Lock Point (DLP) for this RMP, which can be modified into pandemic influenza vaccines in a 
future pandemic (EMA, 2021): 

• Adjupanrix (previously pandemic influenza vaccine (H5N1) (split virion, inactivated, 
adjuvanted) GlaxoSmithKline Biologicals) 

• Pandemic Influenza Vaccine H5N1 Baxter AG 
• Pandemic Influenza Vaccine H5N1 AstraZeneca (previously pandemic influenza vaccine 

H5N1 Medimmune) 

Besides Aflunov and Zoonotic Influenza Vaccine Seqirus, no other zoonotic influenza vaccines 
were licensed in the EU at the DLP for this RMP. 
 
Evidence suggests that some antiviral drugs, notably NA inhibitors (oseltamivir, zanamivir) and 
cap-endonuclease inhibitor (baloxavir marboxil) can reduce the duration of viral replication and 
improve prospects of survival. Emergence of oseltamivir resistance has been reported (WHO, 
2004). In practice, antiviral drugs are not an alternative to influenza vaccination, but may be a 
useful adjunct in some situations. It is best to limit their use to short-term prophylaxis of 
vulnerable persons in situations where the risk of contracting influenza virus infection is high 
(Prescrire Int, 2006).  
 
Apart from antiviral treatments, public health management includes personal protective 
measures such as (WHO, 2023c): 

• Regular hand washing with proper drying of the hands 
• Good respiratory hygiene – covering mouth and nose when coughing or sneezing, using 

tissues and disposing of them correctly 
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• Early self-isolation of those feeling unwell, feverish and having other symptoms of 
influenza 

• Avoiding close contact with sick people 
• Avoiding touching one’s eyes, nose or mouth 

 
PART II. MODULE SII - NON-CLINICAL PART OF THE SAFETY SPECIFICATION  
 
Non-clinical studies were performed to support the development of the aH5N1/aH5N8 influenza 
vaccines. Aflunov and Zoonotic Influenza Vaccine Seqirus are zoonotic vaccines, intended for use 
before a pandemic to protect against the strain of influenza that experts believe could cause a 
future pandemic. Foclivia is a pandemic influenza vaccine, which can only be used once a 
pandemic has been declared and the strain of influenza virus responsible is identified. Although 
these vaccines were developed for use in different situations, the same non-clinical program 
supports them, as the components are the same. The H5N1/H5N8 influenza strain used to 
manufacture the vaccines may differ, however the H5N1 and H5N8 antigens are manufactured 
using the same manufacturing process and all vaccines contain MF59 adjuvant.  
 
Non-clinical studies demonstrated that aH5N1 influenza vaccine formulations are immunogenic 
in mice, rabbits, and ferrets. Efficacy was evaluated in mice and ferrets vaccinated with aH5N1 
influenza vaccine formulations followed by lethal challenge with virus homologous or 
heterologous to the vaccine. In vaccinated animals, serological cross reactivity was demonstrated 
by haemagglutination inhibition and microneutralisation assays, mortality was reduced or 
eliminated, and clinical observations consistent with viral infection were less severe or absent. 
These studies strongly support the protective and cross-protective efficacy of aH5N1 influenza 
vaccines against a lethal dose of highly pathogenic avian influenza virus. 
 
A reproductive toxicology study in rabbits was performed where aH5N1 influenza vaccine was 
well-tolerated, did not cause maternal or embryofoetal toxicity, was not teratogenic, and had no 
effects on post-natal development. Additionally, the vaccine was immunogenic in maternal 
rabbits, developing foetuses had comparable titres, and antibodies persisted through the first 4 
weeks of life in offspring. 
 
Studies using Fluad®-like formulations (the ‘parent’ seasonal MF59-adjuvanted trivalent influenza 
vaccine (aTIV)) support the aH5N1/aH5N8 influenza vaccine program, as the manufacturing 
process used to produce antigen is the same. Studies with Fluad® include immunogenicity in mice, 
rabbit toxicology studies, and sensitisation in Guinea pigs. Fluad® was immunogenic, well 
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Foclivia was first registered in the EU, including Norway, Iceland and Liechtenstein on 19 Oct 2009. 
This marketing authorisation covers 30 countries. Outside of the EU, Foclivia is registered in GB, 
Switzerland and Canada. 
 
Zoonotic Influenza Vaccine Seqirus (aH5N1) was not marketed in any country at the DLP for this 
RMP. Due to recent dominance of clade 2.3.4.4b lineage of H5 viruses, a strain change from H5N1 
to the H5N8 A/Astrakhan/3212/2020 (clade 2.3.4.4b) was requested in November 2023, in order 
for Zoonotic Influenza Vaccine Seqirus to be able to match with the circulating H5 virus.  
 
SV.1 Post-authorisation exposure 
SV.1.1 Method used to calculate exposure 
Not applicable. 
 
SV.1.2 Exposure 
Aflunov is largely sold to government parties for stockpile purposes and no doses were sold to 
the open market. In 2021, 299,660 doses of Aflunov were distributed. Since the International Birth 
Date (IBD) of Foclivia (first aH5N1 vaccine authorised) to the DLP (19 Oct 2023), the cumulative 
number of doses of aH5N1 supplied worldwide in postmarketing experience is estimated to be 
approximately 3,925,215 doses. No doses of Aflunov or Foclivia were administered to patients. 
Zoonotic Influenza Vaccine Seqirus was not actively marketed at the DLP for this RMP.  
 
PART II: MODULE SVI - ADDITIONAL EU REQUIREMENTS FOR THE SAFETY SPECIFICATION 
 
Potential for misuse for illegal purposes 
Not applicable. There is no potential for misuse for illegal purposes with aH5N1/aH5N8 influenza 
vaccine. 
 
PART II: MODULE SVII - IDENTIFIED AND POTENTIAL RISKS 
 
SVII.1 Identification of safety concerns in the initial RMP submission 
 
SVII.1.1 Risks not considered important for inclusion in the list of safety concerns in the RMP 
 
Reason for not including an identified or potential risk in the list of safety concerns in the RMP: 
Risks with minimal clinical impact on patients (in relation to the severity of the indication treated): 

• Local reactions e.g., pain, erythema, swelling, induration, ecchymosis 
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• Outside of the pandemic period, the normal PSUR periodicity and format will be 
maintained. In the situation of a pandemic, resources will be concentrated on a timely and 
effective monitoring of the safety profile of Foclivia (pandemic vaccine) and zoonotic 
aH5N1/aH5N8 influenza vaccines (if used during pandemic). The normal PSUR will be 
replaced with simplified PSURs (S-PSURs), accompanied by a summary of vaccine 
distribution. S-PSURs will be prepared monthly, with clock start the first Monday after 
shipment of the first batch of vaccine once a pandemic is declared. First DLP is 30 days 
later, with submission on Day 45. The periodicity will be reviewed in collaboration with 
competent authorities at 6 monthly intervals. 

• In the situation of a pandemic, a business continuity planning and crisis management 
procedure is also in place which specifically details plans to ensure resource is prioritised 
and necessary technical requirements are met. 

 
III.2 ADDITIONAL PHARMACOVIGILANCE ACTIVITIES   
 
It is considered that for the majority of safety concerns, routine pharmacovigilance activities 
alone will be sufficient. However, in the situation of a pandemic, required Category 3 Study 
V87_27OB is planned for Foclivia to address the missing information Use in pregnancy and 
lactation: 

• V87_27OB is a postmarketing, observational cohort study to evaluate the safety of 
adjuvanted pandemic influenza vaccine A/H5N1* (Foclivia) in pregnant women 
(pregnancy registry). This study is planned in case of pandemic and will follow from 
enrolment to pregnancy outcome and in live-born infants until 3 months of age. 
* The strain is subject to change to be matched with the next pandemic strain 

 

As a specific post-authorisation pharmacovigilance requirement, in accordance with 
EMA/CHMP/VWP/457259/2014 Guidance on Influenza Vaccines, the enhanced safety 
surveillance (ESS) for A/H5N1 (Foclivia) will be performed during the pandemic period aiming to 
rapidly collect the data within a month from the start of vaccination. This is a Category 2 study, 
imposed by the competent authority as a Specific Obligation in the context of marketing 
authorisation under exceptional circumstances. 
 
An updated RMP with further details on additional pharmacovigilance activities will be submitted 
to competent authorities once a pandemic is declared.  
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No additional measures Additional pharmacovigilance activities: 
Category 2 study - Enhanced 
surveillance of vaccine safety (Foclivia) 
 

Vasculitis Routine risk minimisation measures: 
Vasculitis is described in:  
Aflunov, Zoonotic Influenza Vaccine 
Seqirus and Foclivia SmPC: Section 4.8  
Aflunov, Zoonotic Influenza Vaccine 
Seqirus and Foclivia PL: Section 4 
 
Additional risk minimisation measures: 
No additional measures 

Routine pharmacovigilance activities 
beyond adverse reaction reporting and 
signal detection: 
S-PSUR (in situation of pandemic) 
Vasculitis targeted follow-up 
questionnaire 
EPSS (Aflunov and Zoonotic Influenza 
Vaccine Seqirus) 
 
Additional pharmacovigilance activities: 
Category 2 study - Enhanced 
surveillance of vaccine safety (Foclivia) 
 

Guillain-Barré syndrome Routine risk minimisation measures: 
Guillain-Barré syndrome is described in:  
Aflunov, Zoonotic Influenza Vaccine 
Seqirus and Foclivia SmPC: Section 4.8  
Aflunov, Zoonotic Influenza Vaccine 
Seqirus and Foclivia PL: Section 4 
 
Additional risk minimisation measures: 
No additional measures 

Routine pharmacovigilance activities 
beyond adverse reaction reporting and 
signal detection: 
S-PSUR (in situation of pandemic) 
Guillain-Barré syndrome targeted 
follow-up questionnaire 
EPSS (Aflunov and Zoonotic Influenza 
Vaccine Seqirus) 
 
Additional pharmacovigilance activities: 
Category 2 study - Enhanced 
surveillance of vaccine safety (Foclivia) 
 

Demyelination Routine risk minimisation measures: 
 
None; included as a potential safety 
concern based on pharmacological class 
effects 
 
Additional risk minimisation measures: 
No additional measures 

Routine pharmacovigilance activities 
beyond adverse reaction reporting and 
signal detection: 
S-PSUR (in situation of pandemic) 
Demyelination targeted follow-up 
questionnaire 
EPSS (Aflunov and Zoonotic Influenza 
Vaccine Seqirus) 
 
Additional pharmacovigilance activities: 
Category 2 study - Enhanced 
surveillance of vaccine safety (Foclivia) 
 

Bell’s palsy Routine risk minimisation measures: 
None; included as a potential safety 
concern based on pharmacological class 
effects 
 
Additional risk minimisation measures: 
No additional measures 

Routine pharmacovigilance activities 
beyond adverse reaction reporting and 
signal detection: 
S-PSUR (in situation of pandemic) 
Bell’s Palsy targeted follow-up 
questionnaire 
EPSS (Aflunov and Zoonotic Influenza 
Vaccine Seqirus) 
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This summary of the RMP for Aflunov should be read in the context of all this information 
including the assessment report of the evaluation and its plain-language summary, all which is 
part of the European Public Assessment Report (EPAR).   
 
Important new concerns or changes to the current ones will be included in updates of Aflunov 
RMP. 
 
I. The medicine and what it is used for 

Aflunov is a zoonotic influenza vaccine authorised for an active immunisation against H5N1 
subtype of Influenza A virus in individuals 6 months of age and older. It contains an inactivated, 
surface antigen monovalent, influenza vaccine adjuvanted with MF59C.1. It is to be administered 
as two doses of 0.5 mL by intramuscular injection, preferably in the anterolateral aspect of the 
thigh in infants or in the deltoid muscle region of the upper arm in older individuals. One dose of 
0.5 mL should be given at an elected date and a second dose of 0.5 mL after an interval of at least 
3 weeks.  

Further information about the evaluation of Aflunov’s benefits can be found in Aflunov’s EPAR, 
including in its plain-language summary, available on the EMA website, under the medicine’s 
webpage: https://www.ema.europa.eu/en/medicines/huma:n/EPAR/aflunov-0 

 
II. Risks associated with the medicine and activities to minimise or further 

characterise the risks 

Important risks of Aflunov, together with measures to minimise such risks and the proposed 
studies for learning more about Aflunov risks, are outlined below.  
 
Measures to minimise the risks identified for medicinal products can be:  

• Specific information, such as warnings, precautions, and advice on correct use, in the PL and 
SmPC addressed to patients and healthcare professionals;  

• Important advice on the medicine’s packaging;  
• The authorised pack size — the amount of medicine in a pack is chosen so to ensure that the 

medicine is used correctly;  
• The medicine’s legal status — the way a medicine is supplied to the patient (e.g., with or 

without prescription) can help to minimise its risks.  
 
Together, these measures constitute routine risk minimisation measures. 











aH5N1/aH5N8 Influenza Vaccines 
EU-RMP version 6.0 

 

  Page 46 of 106 
 

II.C.2 Other studies in post-authorisation development plan 
 
Not applicable.  
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Summary of risk management plan for Zoonotic Influenza Vaccine Seqirus 
(aH5N8) 

This is a summary of the risk management plan (RMP) for Zoonotic Influenza Vaccine Seqirus. The 
RMP details important risks of Zoonotic Influenza Vaccine Seqirus, how these risks can be 
minimised, and how more information will be obtained about Zoonotic Influenza Vaccine Seqirus 
risks and uncertainties (missing information). 
  
Zoonotic Influenza Vaccine Seqirus summary of product characteristics (SmPC) and its package 
leaflet (PL) give essential information to healthcare professionals and patients on how Zoonotic 
Influenza Vaccine Seqirus should be used. 
 
This summary of the RMP for Zoonotic Influenza Vaccine Seqirus should be read in the context of 
all this information including the assessment report of the evaluation and its plain-language 
summary, all which is part of the European Public Assessment Report (EPAR).   
 
Important new concerns or changes to the current ones will be included in updates of Zoonotic 
Influenza Vaccine Seqirus RMP. 
 
III. The medicine and what it is used for 

Zoonotic Influenza Vaccine Seqirus is a zoonotic influenza vaccine authorised for an active 
immunisation of adults against H5 subtype influenza A viruses. It contains an inactivated, surface 
antigen monovalent, influenza vaccine adjuvanted with MF59C.1. It is to be administered 
intramuscular as a course of 2 doses of 0.5 mL each. It is recommended to administer the second 
dose at least 3 weeks after the first dose.  

Further information about the evaluation of Zoonotic Influenza Vaccine Seqirus benefits will be 
available in Zoonotic Influenza Vaccine Seqirus EPAR, including in its plain-language summary, 
available on the EMA website, under the medicine’s webpage: Zoonotic Influenza Vaccine Seqirus 
| European Medicines Agency (europa.eu).  
 
IV. Risks associated with the medicine and activities to minimise or further 

characterise the risks 

Important risks of Zoonotic Influenza Vaccine Seqirus, together with measures to minimise such 
risks and the proposed studies for learning more about Zoonotic Influenza Vaccine Seqirus risks, 
are outlined below.  
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Additional risk minimisation measures: 
None 

Routine pharmacovigilance 
activities beyond adverse reaction 
reporting and signal detection and 
Additional Pharmacovigilance 
activities 

Routine pharmacovigilance activities beyond adverse reaction reporting 
and signal detection: 
S-PSUR (in situation of pandemic) 
Pregnancy Reporting/Outcome form 
 
Additional Pharmacovigilance activities: 
None 

 
II.C Post-authorisation development plan 
 
II.C.1 Studies which are conditions of the marketing authorisation 
Not applicable. There are no safety studies imposed as condition of the marketing authorisation 
(category 1), or as a specific obligation in the context of a conditional marketing authorisation or 
a marketing authorisation under exceptional circumstances (category 2) or required by the 
competent authority (category 3). 
 
II.C.2 Other studies in post-authorisation development plan 
 
Not applicable.  
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Summary of risk management plan for Foclivia (aH5N1) 

This is a summary of the risk management plan (RMP) for Foclivia. The RMP details important 
risks of Foclivia, how these risks can be minimised, and how more information will be obtained 
about Foclivia risks and uncertainties (missing information). 

Foclivia summary of product characteristics (SmPC) and its package leaflet (PL) give essential 
information to healthcare professionals and patients on how Foclivia should be used. 

This summary of the RMP for Foclivia should be read in the context of all this information including 
the assessment report of the evaluation and its plain-language summary, all which is part of the 
European Public Assessment Report (EPAR).   

Important new concerns or changes to the current ones will be included in updates of Foclivia 
RMP. 
 
I. The medicine and what it is used for 

Foclivia is a pandemic influenza vaccine authorised for the prophylaxis of influenza in an officially 
declared pandemic situation. It contains an inactivated, surface antigen monovalent, influenza 
vaccine adjuvanted with MF59C.1. It is to be administered as two doses of 0.5 mL by 
intramuscular injection, preferably in the anterolateral aspect of the thigh in infants or in the 
deltoid muscle region of the upper arm in older individuals. One dose of 0.5 mL should be given 
at an elected date and a second dose of 0.5 mL after an interval of at least 3 weeks.  

Further information about the evaluation of Foclivia benefits can be found in Foclivia EPAR, 
including in its plain-language summary, available on the EMA website, under the medicine’s 
webpage: https://www.ema.europa.eu/en/medicines/human/EPAR/foclivia   
 
II. Risks associated with the medicine and activities to minimise or further 

characterise the risks 

Important risks of Foclivia, together with measures to minimise such risks and the proposed 
studies for learning more about Foclivia risks, are outlined below.  

Measures to minimise the risks identified for medicinal products can be:  
• Specific information, such as warnings, precautions, and advice on correct use, in the PL 

and SmPC addressed to patients and healthcare professionals;  
• Important advice on the medicine’s packaging;  
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II.C.2 Other studies in post-authorisation development plan 

It is considered that for the majority of safety concerns, routine pharmacovigilance activities 
alone will be sufficient. However, in the situation of a pandemic, required Category 3 Study 
V87_27OB study is planned to address the missing information Use in pregnancy and lactation: 
V87_27OB is a postmarketing, observational cohort study to evaluate the safety of pandemic 
A/H5N1* vaccine (Foclivia®) in pregnant women (pregnancy registry). This study is planned in case 
of pandemic and will follow from enrolment to pregnancy outcome and in live-born infants until 
3 months of age. 
* The strain is subject to change to be matched with the next pandemic strain 
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ANNEX 4: SPECIFIC ADVERSE DRUG REACTION FOLLOW-UP FORMS 
 

 Seqirus Pregnancy Reporting / Outcome Form 
 CSL Seqirus Foclivia RMP Follow-up 

Questionnaires 
• Peripheral Neuropathy Including Neuritis Targeted Follow-up Questionnaire  
• Febrile Convulsion / Seizure Targeted Follow-up Questionnaire 
• Encephalitis, Myelitis, Acute Disseminated Encephalomyelitis Targeted Follow-up 

Questionnaire 
• Vasculitis Targeted Follow-up Questionnaire 
• Guillain-Barré Syndrome (and subtypes) and Demyelination Targeted Follow-up 

Questionnaire 

• Bell’s palsy Targeted Follow-up Questionnaire 
• Immune thrombocytopenia Targeted Follow-up Questionnaire 

Note:  Seqirus Pregnancy Reporting / Outcome Form and 
 CSL Seqirus Foclivia RMP Follow-up Questionnaires will 

be used for Foclivia, Aflunov and Zoonotic Influenza Vaccine Seqirus. 
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ANNEX 6: DETAILS OF PROPOSED ADDITIONAL RISK MINIMISATION MEASURES (IF 
APPLICABLE) 
 
Not applicable. 
  




