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1.0 PURPOSE

Influenza infection is a significant cause of mortality and morbidity. Current strategies for mitigating
the risk of infection includes vaccination with a seasonal influenza vaccine at the beginning of each
influenza season. Vaccination is free for people meeting the PHARMAC funding criteria

Pregnant women (any stage of pregnancy)
- Anyone aged 65 years or over

- Children aged 6 months to under 5 years who have been hospitalised for respiratory illness
or have a history of significant respiratory illness

- Anyone aged 6 months to under 65 years with any of the following medical conditions:

0 Chronic heart problems, excluding high cholesterol or high blood pressure if they
have not caused problems with other organs

o Cerebrovascular disease

0 Chronic breathing or lung problems, excluding asthma if regular preventative
therapy is not required

o Diabetes
0 Chronic kidney disease
0 Cancer that is not in remission, excluding skin cancers if not invasive

0 Other conditions (such as autoimmune disease, immune suppression, immune
deficiency, human immunodeficiency virus (HIV), transplant recipients,
neuromuscular and central nervous system diseases, cochlear implant, error of
metabolism at risk of major metabolic decompensation, pre- or post-splenectomy,
Down syndrome, haemoglobinopathies and children on long term aspirin)

There was a previous safety concern with seasonal influenza vaccine in 2010 when the CSL/Seqirus
vaccine was found to cause an increase in the number of febrile convulsions in children.

Up to this point the funded influenza vaccine has been trivalent however, next season a quadrivalent
vaccine will be funded. Due to the previous concerns with influenza vaccine Medsafe considered it
appropriate to request a Risk Management Plan (RMP) from the company. The purpose of this paper
is to present the RMP and consider whether additional study of the safety of this vaccine is needed in
New Zealand.

2.0 RISK MANAGEMENT PLAN
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presented with febrile seizures, 12% with unprovoked seizures and 12% with other nonfebrile
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2.5 Elements for a public summary
251 Overview of Disease Epidemiology

Seasonal influenza is an acute viral infection that causes annual epidemics that peak during winter in
temperate regions. It affects most countries for one to two months. Influenza spreads easily from
person to person. Influenza can affect anybody in any age group, but people most at risk of
complications (e.g., pneumonia, inflammation of the heart (myocarditis) and neurologic
complications (encephalitis)) include the elderly, those with pre-existing medical conditions (such as
chronic heart or lung disease), and pregnant women. The number of affected people and most
affected age groups varies considerably from year to year depending on circulating virus strains and
immunity in the population. Each year, there are many avoidable deaths from influenza, between 8
and 44 per 100,000 population in milder and more severe influenza seasons.

2.5.2 Summary of treatment benefits

Influenza vaccination is the primary method for preventing seasonal influenza and its severe
complications. However, influenza vaccination is used as a prophylactic and it does not have any
immediate obvious health benefit for the vaccinated (healthy) individual.

Influenza vaccination may reduce the risk of infection, need for medical visits and hospitalization and
may avoid medical complications and deaths due to influenza. Onset of protection after influenza
vaccination is generally obtained within two to three weeks with an expected duration of protective
immunity for six to twelve months.

The vaccine works by helping the body to produce its own antibodies in order to protect against the
diseases that influenza virus causes.

People who run an increased risk of associated complications of influenza, such as elderly people,
pregnant women and patients with chronic diseases, may particularly benefit from vaccination.
Clinical studies have been performed to evaluate the safety of influenza vaccine (surface antigen,
inactivated) and the ability of this vaccine to cause the production of antibodies (protection against
disease).

253 Unknowns relating to treatment benefits

During its clinical development, Abbott’s trivalent influenza vaccine has been studied in adults and
also in healthy children from six months of age, which adequately reflects the currently approved
indication for this vaccine. It has not been studied in children younger than six months and therefore
treatment benefits are unknown for this population.

Persons with a disease or under medical treatment, which affects the immune system
(immunodeficiency), and pregnant and breast-feeding women were excluded from the clinical
studies. Information on the use of Abbott’s influenza vaccine in these groups is thus limited, but
there is also no evidence of a safety concern with the use of this type of vaccine. As these groups are
at particular risk to acquire influenza or to develop complications, they are particularly
recommended to have influenza vaccination.

Medicines Adverse Reactions Committee: 7 December 2017
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254 Summary of safety concerns

Table 16: Important identified risks

Risk What Is Known

Preventability

Allergic reactions | Allergic (hypersensitivity) reactions are
(Hypersensttivity | extremely rare. but may evolve to a serious

to the active allergic reaction that affects the entire body.
substances or to which can be life-threatening (anaphylactic

any of the reaction). Such reactions are usually caused by
excipients) extreme sensitivity to certain components of the

Yes, by avoiding use in
individuals with known
allergy or previous
intolerance to a dose of
influenza vaccine.

Vaccimation should be

vaccine, probably to trace amounts of egg
protein left over from the manufacturing
process. Influenza vaccine (surface antigen,
mnactivated) 1s made 1n eggs; therefore this
vaccine should not be given to anyone who has | should be available in
a known allergy to chicken eggs or egg
products, especially if the allergic reaction was
severe (anaphylactic reaction).

This vaccine should also not be given to people | of the vaccine.
who have known allergies to any component
resulting from the manufacturing process that
may be present as traces in the product
(formaldehvde, cetyltnmethylammonium
bromide. polysorbate 80, or gentamicin).

preceded by a review of
the medical lustory.
Appropriate medical
treatment and supervision

case of a rare
anaphylactic event
following adnunistration

Table 17: Important potential risks

Risk

What is Known (Including Reason Why It Is Considered a
Potential risk)

Seizures without fever
(Non-febrle
convulsions)

Seizures without fever mav occur 1n children and other age groups
following miluenza vaccination. Although 1t 1s rare, bramn mjury may
occur if a seizure 1s very prolonged.

Diseases where the
immune system attacks

normal structures in the
body

(Adverse events
following immunization
of possible autoimmune
nature (e.g.. Guillam-
Barré syndrome,
neuritis, encephalitis/
encephalomyelitis,
demvelinating disease,
vasculifis,
thrombocytopenia))

Some diseases that are thought to be caused by the immune system
attacking normal structures in the body, such as nerves, the brain,
bloed vessels or blood platelets (autoimmune disorders) have been
observed followmg influenza infections and have also been
associated with vaccination including influenza vaccines. This might
result in serious complications.

Vaccination failure

Influenza vaccination does not always result i full protection from
mfluenza infection, mainly because influenza viruses are constantly
changing. It 1s not possible to tell in advance who will be protected
and who will not. People aged G5 years and above and people of any
age whose immune system is not working properly (for example
because of HIV infection, certain other underlying diseases, or
because of certain medicines such as many anti-cancer drugs) are less
likely to obtain full protection. However, as influenza infection might
be particularly dangerous in such patient groups, the relevant
authorities of many countries, including all European countries,
recommend to influenza vaccmation 1n particular for older people and
people with immune system problems.
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Table 18: Missing information

Risk What Is Known

Safety i patients whose | Influenza vacciation helps to protect people whose immune system
immune system does not | is not working properly (for example because of HIV infection.

work properly certain other underlying diseases. or because of certain medicines
(Safetv in such as many anti-cancer drugs) from influenza infection, although
i\.tm.l.lu;mcompmmised protection might be less than mn people with a healthy immune
patients) system. Influenza vaccination also protects many people with

mmmune system problems from serious complications that influenza
mfection might cause. There 1s no mdication that this medicine might
be less safe 1 people with immune system problems. The relevant
authorities of many countries. imncluding all European countries,
recommend influenza vaccination i particular for patients with
immune system problems.

2.5.5 Summary of risk minimisation measures by safety concern

Medicines have a data sheet which provides physicians, pharmacists and other health care
professionals with details on how to use the medicine, and also describe the risks and
recommendations for minimizing them. Information for patients is available in lay language in the
Consumer Medicine Information. The measures in these documents are known as 'routine risk
minimization measures'.

This medicine has no 'additional risk minimization measures' in place (i.e., there are no special
conditions and restrictions for its safe and effective use).

2.5.6 Planned post-authorisation development plan

This section is not applicable. Safety and effectiveness of influenza vaccine (surface antigen,
inactivated) is well established by long-standing use in clinical practice and there are no pertinent
gaps which must be addressed in the post-authorization development. Thus, no studies are currently
planned or ongoing with influenza vaccine (surface antigen, inactivated).

2.5.7 Studies which are a condition of the marketing authorisation

This section is not applicable. There are no studies imposed as a condition of the Marketing
Authorization of influenza vaccine (surface antigen, inactivated). Also other small annual clinical trials
so far requested will no longer be requested in the EU and not conducted starting from the northern
hemisphere 2015-2016 influenza season.

3.0 DISCUSSION AND CONCLUSIONS

Influvac is the funded brand of influenza vaccine. The company have submitted an application for a
quadrivalent formulation called Influvac Tetra which has been approved and will be the funded
influenza vaccine in New Zealand next season.

—
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4.0 ADVICE SOUGHT

The Committee is asked to advise whether:

— Any changes are required to the RMP (other than to include paediatric data)
— Any additional monitoring is required

5.0 ANNEXES

1. Risk Management Plan for INFLUENZA VACCINE (SURFACE ANTIGEN, INACTIVATED) version
3.0

2. Medsafe clinical evaluation report
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