


FLUVAX® Data Sheet

INACTIVATED INFLUENZA VACCINE (SPLIT VIRION)
For the prevention of influenza caused by Influenza Virus, Types A and B

Season 2010

NAME OF THE MEDICINE
Fluvax® vaccine
Inactivated influenza vaccine (split virion)

DESCRIPTION

This is a purified, inactivated, split virion (split virus) vaccine each 0.5
mL of which contains antigens representative of the following types:
A/California/7/2009 (NYMC X-181) (A/California/7/2009 (H1N1) — like)
15 pg haemagglutinin per dose

A/Wisconsin/15/2009 (NYMC X-183) (A/Perth/16/2009 (H3N2) — like)
15 pg haemagglutinin per dose

B/Brisbane/60/2008 (B/Brisbane/60/2008 — like)

15 pg haemagglutinin per dose

Each 0.5 mL dose also contains, nominally: sodium chloride 4.1 mg,
sodium phosphate - dibasic anhydrous 0.3 mg, sodium phosphate -
monobasic 0.08 mg, potassium chloride 0.02 mg, potassium phosphate
—monobasic 0.02 mg and calcium chloride 1.5 pg.

The following are presentin each 0.5 mL dose: sodium taurodeoxycholate
< 5 g, ovalbumin < 1 pg, sucrose < 10 pg, neomycin < 0.7 ng,
polymyxin B sulfate < 0.11 ng and -propiolactone < 1.4 ng

The type and amount of viral antigens in Fluvax® vaccine conform
to the requirements of the Australian Influenza Vaccine Committee
and the New Zealand Ministry of Health for the winter of 2010. The
strains chosen for vaccine manufacture are endorsed by the Australian
Influenza Vaccine Committee as being antigenically equivalent to the
reference virus.

The vaccine is prepared from virus grown in the allantoic cavity of
embryonated eggs, purified by zonal centrifugation, inactivated by
f3-propiolactone and disrupted by sodium taurodeoxycholate. Fluvax®
vaccine conforms in safety and sterility to the requirements of the
British Pharmacopoeia.

PHARMACOLOGY

Fluvax® vaccine has been shown to induce antibodies to the viral surface
glycoproteins, haemagglutinin and neuraminidase. These antibodies are
important in the prevention of natural infection.

Seroprotection is generally obtained within 2 to 3 weeks. The duration
of post vaccination immunity to homologous strains or to strains closely
related to the vaccine strains varies, but is usually 6 to 12 months.
INDICATIONS

For the prevention of influenza caused by Influenza Virus, Types A and B.
For full details regarding recommendations for influenza vaccination,
please refer to the relevant national immunisation guidelines.
CONTRAINDICATIONS

Hypersensitivity to eggs, chicken protein or any of the constituents or
trace residues of this vaccine.

Immunisation must be postponed in people who have febrile illness or
acute infection. However, minor iliness with or without fever should not
contraindicate the use of influenza vaccine.

PRECAUTIONS

As with other injectable vaccines, appropriate medical treatment and
supervision should always be available in case of anaphylactic reactions.
Adrenaline should always be ready for immediate use whenever any
injection is given.

In immunocompromised patients, the antibody response may be lower.
Use in Pregnancy: Category B2

Itis recommended that influenza immunisation be offered in advance to
women planning a pregnancy, and to pregnant women who will be in the
second or third trimester during the influenza season, including those in
the first trimester at the time of vaccination.

Interactions with other medicines:

The immunological response may be diminished if the patient is
undergoing corticosteroid or immunosuppressant treatment.

Fluvax® vaccine can be administered concurrently with other vaccines,
however separate syringes and separate injection sites should be used.

ADVERSE EFFECTS
Clinical trials:

Paediatric Study (CSLCT-FLU-04-05)

The safety, tolerability and immunogenicity of Fluvax® vaccine in a
paediatric population (= 6 months to < 3yearsand = 3yearsto< 9
years) were demonstrated in an open label, multi-centre study (CSLCT-
FLU-04-05). Participants who had not been previously vaccinated
against influenza were stratified and vaccinated according to age: Group
A: = 6 months to < 3 years received two 0.25 mL doses and Group B:
> 3years to < 9 years received two 0.5 mL doses. The total number of
participants was 298 (Group A n=151; Group B n=147). There were no
reports of serious adverse events related to Fluvax® vaccine during the
vaccination period. Table 1 presents the proportion of participants with
solicited adverse events within 7 days after administration of Fluvax®
vaccine. The table includes all adverse experiences reported with an
incidence of 2% or greater. A dash represents an incidence of less
than 2%. Unsolicited adverse events were collected for 30 days post-
vaccination. Very common unsolicited events (= 1/10) reported were
rhinitis, cough, teething and influenza-like iliness.

Table 1: Proportion of Paediatric Subjects with Solicited Local
and Systemic Adverse Events within 7 days of Administration of
Fluvax® vaccine

Solicited Group A (n=151) | Group B (n =147)
Adverse Event (=6 monthsto < 3 (= 3years to
years) % < 9years) %
Dose1 | Dose2 | Dosel1 | Dose2
Local
Pain 36.4 371 59.2 61.9
Erythema 35.8 37.7 36.7 45.6
Swelling 15.9 20.5 245 27.2
Systemic
Irritability 477 411 20.4 17.0
Rhinitis 371 477 211 28.6
Fever* 22.5 22.5 15.6 8.2
Cough 21.2 31.8 19.0 19.0
Loss of appetite 19.2 23.8 7.5 5.4
Vomiting/Diarrhoea 14.6 13.9 7.5 6.8
Headache 2.0 3.3 13.6 10.9
Myalgia - 2.7 13.6 8.2
Earache 3.3 3.4 41 -
Sore throat 2.0 5.3 8.2 10.9
Wheezing/ Shortness | 3.3 8.6 2.7 2.0
of breath

* Axillary Temperature = 37.5°C or Oral Temperature = 38.0°C

Adult studies (CSLCT-NHF-04-99, CSLCT-NHF-05-11 and CSLCT-
NHF-05-13)

The safety, tolerability and immunogenicity of Fluvax® vaccine in adult
(= 18 to < 60 years) and older adult (= 60 years) populations were
demonstrated in 3 clinical studies (CSLCT-NHF-04-99, CSLCT-
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NHF-05-11 and CSLCT-NHF-05-13). Total number of participants were
similar for each age group (adults n=222 and older adults n=224).
Table 2 presents the proportion of participants with solicited adverse
events within 4 days of administration of Fluvax® vaccine. The table
includes all adverse experiences reported with an incidence of 2% or
greater. A dash represents an incidence of less than 2%. Unsolicited
adverse events of more than 2 days duration were collected up to day
21 after vaccination. The most common unsolicited event reported was
upper respiratory tract infection which occurred in 1.3% of participants
(adult and older adults).

Table 2: Proportion of Adult and Older Adult Subjects with Solicited
Local and Systemic Adverse Events within 4 days of Administration
of Fluvax® vaccine

Solicited Adult(n=222) | Older Adult (n = 224)
Adverse Event (=181to <60 years) % (= 60 years) %
Local

Pain 36.0 12.9
Erythema 18.5 1.2
Ecchymosis 6.8 5.4
Systemic

Malaise 13.1 -

Chills / Shivering 2.3 -

Post-marketing surveillance:

The following adverse experiences have been spontaneously reported
during post-approval use of Fluvax®vaccine. The adverse events reported
are presented below according to System Organ Class and frequency.
Adverse event frequencies are defined as follows: Very common (=
1/10), common (= 1/100, < 1/10), uncommon (= 1/1,000, < 1/100),
rare (= 1/10,000, < 1/1,000) and very rare (< 1/10,000).

Blood and Lymphatic System Disorders

Rare: Transient thrombocytopenia.

Immune System Disorders

Rare: Allergic reactions including anaphylactic shock.

Nervous System Disorders

Rare: Neuralgia, paraesthesia and convulsions.

Very rare: Encephalitis, neuritis or neuropathy and Guillain-Barré
syndrome.

Vascular Disorders

Very rare: Vasculitis with transient renal involvement.

Skin and Subcutaneous Tissue Disorders

Uncommon: Pruritus, urticaria and rash.

General Disorders and Administration Site Conditions

Very Common: Injection site inflammation.

Common: Influenza-like iliness.

Injection site ecchymosis and induration.

Influenza-like iliness may include pyrexia, chills, headache, malaise and
myalgia.

These reactions usually resolve within 1-2 days without treatment.
DOSAGE AND ADMINISTRATION

Immunisation should be undertaken in anticipation of seasonal
outbreaks of influenza.

To provide continuing protection, annual vaccination with vaccine
containing the most recent strains is necessary.

Dosage:

Children 6 months to 35 months: 0.25 mL

Adults and children from 36 months: 0.5 mL

One dose is sufficient for persons previously exposed to viruses of
similar antigenic composition to the strain(s) present in the vaccine.
For children under 9 years who have not previously been vaccinated, a
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second dose should be given after an interval of at least four weeks.

Administration:

It is important that the contents of the container be shaken thoroughly
immediately before use.

Before administering the 0.25 mL paediatric dose, carefully discard
half the volume from the syringe, which is prefilled with 0.5 mL. To do
so, depress the plunger to the half dose marking on the glass syringe
barrel. Inject the remaining 0.25 mL of vaccine.

The vaccine should be administered by intramuscular or deep
subcutaneous injection.

Fluvax® vaccine is presented as a single-use syringe and any remaining
contents should be discarded.

OVERDOSAGE

There is no specific information on overdose of CSL Influenza Vaccine.
For general advice on overdose management, call the New Zealand
Poisons Centre on 0800 POISON or 0800 764 766.

PRESENTATION AND STORAGE CONDITIONS

Presentation:

Each disposable syringe contains a single 0.5 mL dose of vaccine.

The Fluvax® vaccine syringe is supplied encased within a clear film
wrapper. The presence of the film wrapper provides assurance that the
product has not been opened. Do not use if the film wrap is damaged
or missing.

Storage Conditions:

Fluvax® vaccine should be stored, protected from light, at 2°C to 8°C. IT
MUST NOT BE FROZEN.

MEDICINE CLASSIFICATION

Prescription Medicine.

NAME AND ADDRESS

Manufactured by:

CSL Limited ABN 99 051 588 348
45 Poplar Road Parkville
VICTORIA 3052 AUSTRALIA

Distributed by:

CSL Biotherapies (New Zealand) Limited
Level 9, Building 5

666 Great South Road

Central Park

Penrose

AUCKLAND

NEW ZEALAND

DATE OF PREPARATION

25 November 2009

© Registered Trademark of CSL Limited.



VAXIGRIP® Data Sheet

INACTIVATED INFLUENZA VACCINE (SPLIT VIRION)

DESCRIPTION

VAXIGRIP® is a sterile suspension of influenza virus for intramuscular
or deep subcutaneous injection. It is a purified, inactivated, split
virion vaccine.

VAXIGRIP® contains the following strains of influenza virus:

e A/ California/7/2009 NYMC X-179A (A/California/7/2009 [H1N1] - like),
o A/ Wisconsin/15/2009 NYMC X-183 (A/Perth/16/2009 [H3N2] - like), and
B/ Brishane/60/2008 (B/Brishane/60/2008 - like)

Each 0.5 mL pre-filled syringe contains 15 mcg haemagglutinin

of each of the 3 strains in a buffered saline solution. A buffered
saline solution contains the following excipients — sodium chloride,
potassium chloride, sodium phosphate — dibasic dihydrate, potassium
phosphate — monobasic and water for injection.

The vaccine is prepared from virus grown in the allantoic cavity of
embryonated eggs, concentrated, purified by zonal centrifugation in

a sucrose gradient, split by octoxinol 9 (Triton X-100), inactivated by
formaldehyde and then diluted in phosphate buffered saline solution to
the required concentration. No adjuvant or preservative is added. The
vaccine may contain traces of formaldehyde (< 30 mcg), octoxinol 9 (<
150 mcg) and neomycin (< 20 picogram). VAXIGRIP® does not contain
more than 0.05 mcg ovalbumin per dose.

The type and amount of viral antigens contained in VAXIGRIP®
conform to the annual requirements of the Australian Influenza
Vaccine Committee (AIVC) and the World Health Organization (WHO)
recommendations for the season. VAXIGRIP® conforms in safety and
sterility to the requirements of the British Pharmacopoeia.
PHARMACOLOGY

Influenza vaccines have been shown to give antibody responses and to
provide protection against clinical iliness in a proportion of vaccinees.
Because the influenza virus is capricious antigenically and because
significant changes in its antigenic behaviour may occur from time to
time, protection afforded by VAXIGRIP® is limited to the strains from
which the vaccine has been prepared or to closely related strains.

Seroprotection is generally obtained within 2 to 3 weeks. The duration
of post vaccinal immunity varies and is usually 6 to 12 months
INDICATIONS

VAXIGRIP® is indicated for the prevention of influenza caused by
Influenza Virus

types A and B in adults and children aged 6 months and over.

The current New Zealand Immunisation Handbook recommends
annual vaccination

for the following persons:
1. All people over the age of 65 years.
2. People under 65 years of age with:

e Cardiovascular disease - ischaemic heart disease, congestive
heart failure, rheumatic heart disease, congenital heart disease,
cerebrovascular disease.

e Chronic respiratory disease - Asthma if on regular preventative
therapy; other chronic respiratory disease with impaired lung function.

e Diabetes.
e Chronic renal disease.

e Any cancer, excluding basal or squamous skin cancers if not
invasive.

e Qther conditions - autoimmune disease, immune suppression,
HIV, transplant recipients, neuromuscular and CNS diseases,
haemoglobinopathies, children on long-term aspirin.

Pregnant women
Influenza vaccine should be offered, and is funded, for pregnant

women with a medical condition (as above). The vaccine should be
given before the influenza season. Although the inactivated influenza
vaccine is considered by many experts to be safe at any stage of
pregnancy, others prefer to administer the influenza vaccine in the
second trimester to avoid a coincidental association with spontaneous
abortion. Practitioners should assess the risks for individual women.
Although the publicly funded vaccine is not yet available for pregnant
women (without a risk condition) the Immunisation Technical Working
Group to the Ministry of Health makes the following recommendations
for pregnant women:

e [nfluenza vaccination is recommended for women who are beyond
the first trimester of pregnancy (ie, greater than 14 weeks gestation)
during the influenza season.

Other adults

Healthy individuals should also consider the use of the vaccine,
especially if they are in close contact with individuals at high risk of
complications. Employers should consider providing influenza vaccine
to avoid iliness in their employees, especially those engaged in health
care and other essential community services. Immunizing healthy
individuals has been shown to be cost effective.

For full details regarding these recommendations for influenza
vaccination, refer to the current New Zealand Immunisation Handbook.

CONTRAINDICATIONS

VAXIGRIP® should not be given to persons with known anaphylactic
hypersensitivity reactions to egg proteins (eggs or egg products),
chicken proteins, or any other component of the vaccine including
traces (formaldehyde, octoxinol 9 (Triton X-100) and neomycin)..
Immunisation should not be performed during an acute febrile illness.

PRECAUTIONS

Since this vaccine contains traces of formaldehyde, octoxinol 9
(Triton X-100) and neomycin due to the use of these substances
during production, it should be used with caution in subjects with a
hypersensitivity to any of these substances.

Patients with a history of Guillain-Barré Syndrome (GBS) with an onset
related in time to influenza vaccination may be at increased risk of
again developing GBS if given influenza vaccine. While this risk should
be weighed against the benefits to the individual patient of influenza
vaccination, it would seem prudent to avoid subsequent influenza
vaccination in this group. Because patients with a history of GBS have
an increased likelihood of again developing the syndrome, the chance
of them coincidentally developing the syndrome following influenza
vaccination may be higher than in individuals with no history of GBS.

The immune response to this vaccine may be insufficient in persons
deficient in producing antibodies, whether due to genetic defect,
immunodeficiency disease, or immunosuppressive therapy.

Do not administer by intravascular route. Ensure that the needle does
not penetrate a blood vessel.

As with all injectable vaccines, the vaccine must be administered

with caution to subjects with thrombocytopenia or a bleeding disorder
since bleeding may occur following an intramuscular administration to
these subjects.

As with other injectable vaccines, appropriate medical treatment
and supervision should always be available in case of anaphylactic
reactions. Adrenaline should always be ready for inmediate use
whenever any injection is given.

Use in Pregnancy (Category B2)

There is no convincing evidence of risk to the foetus from
immunisation of pregnant women using inactivated virus vaccines,
bacterial vaccines, or toxoids.

Safety of use during pregnancy has not been established; benefits of
vaccination should be weighed against potential risks. However, as
VAXIGRIP® is an inactivated vaccine, it does not share the theoretical
risks associated with live vaccines.
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Use in Lactation

It is not known if VAXIGRIP® is excreted in human milk; hence, caution
should used when administering vaccine to breastfeeding women.
However, as VAXIGRIP® is an inactivated vaccine, it does not share the
theoretical risks associated with live vaccines.

Interactions

Influenza vaccine can impair the metabolism of warfarin, theophylline,
phenytoin, phenobarbitone and carbamazepine by the hepatic

P450 system. Results from studies have been variable in degree

of interaction and time after vaccination for the interaction to take
effect. The interaction may be idiosyncratic. Patients taking warfarin,
theophylline, phenytoin, phenobarbitone or carbamazepine should be
advised of the possibility of an interaction and told to look out for signs
of elevated levels of medication.

The immunological response may be diminished if the patient is
undergoing immunosuppressant treatment.

Following influenza vaccination, false positive results in serology tests
using the ELISA method to detect antibodies against HIV1, Hepatitis C
and especially HTLV1 have been observed. The Western Blot technique
can be used to disprove these results. The transient false positive
reactions could be due to IlgM response by the vaccine.

ADVERSE REACTIONS

In children under 5 years of age, systemic reactions (e.g. fever,
malaise, myalgia) may be more pronounced.

Clinical Trial Experience

The strain composition of the influenza virus vaccines is subject to
annual changes, and clinical studies, including at least 50 adults
18-60 years of age and at least 50 elderly aged 60 years or older, are
conducted annually in Europe to assess the safety and immunogenicity
of VAXIGRIP®.

For the purpose of the cumulative safety analysis, clinical data
collected over five years were considered. A total number of 779
vaccinees received an intramuscular injection of VAXIGRIP®.

The most common reactions occurring after vaccine administration
were local reactions at injection site; mainly pain and erythema,
asthenia and headache. Most of the adverse events were of mild to
moderate intensity, usually occurring within one day of vaccination and
resolving within 3 days.

The table below summarizes the frequencies (range across individual
trials) of the solicited adverse events that were recorded within 3 days
following the vaccination.

Post-Marketing Experience

Based on spontaneous reporting, the following additional adverse
events have been reported during the commercial use of VAXIGRIP®
and VAXIGRIP® Junior. These events have been very rarely reported,
however exact incidence rates cannot be precisely calculated.

Blood and lymphatic system disorders
Transient thrombocytopenia, lymphadenopathy
Immune system disorders

Allergic reactions: pruritus, rash erythematous, urticaria, dyspnoea,
angioneurotic oedema, or shock

Nervous system disorders

Paraesthesia, Guillain-Barre Syndrome (GBS)*, neuritis, neuralgia,
convulsions, encephalomyelitis.

* Post vaccination neurological disorders have been reported following
the use of almost all biological products. Guillain-Barré Syndrome
(GBS) has been very rarely reported in temporal association with
administration of influenza vaccines. In the 1976 swine influenza
vaccination program the U.S. Public Health Advisory Committee

Table 1: Adverse events within 3 days after vaccination of 779 patients with VAXIGRIP®

Adverse events
General Disorders and Administration Site Conditions

Adult 18-59 Years (N=393) Elderly > 60 Years (N=386)

Local reactions: Injection site pain

2710 57% 11,510 23.7%

Injection site erythema

711029.1% 711029.9%

Injection site induration 451017.3% 3.81010.5%
Injection site oedema 2.21021.5% 5.8 t0 14.5%*
Injection site bruising 1.1 to 7.4%* 1.9 t0 4.5%"
Injection site pruritus 1110 4.9%* 1.9 10 3%*
Systemic complaints:

Asthenia 4.31014.8% 1.41t07.9%
Pyrexia (oral temperature > 38C) 1.210 1.4%* 110 1.5%*
Rigors 1.4106.7% 110 3%*
Malaise 11101.3%" 1.3%*
Nervous system disorders:

Headache 1.41010% 2.910 6%"*

Musculoskeletal and connective tissue disorders:

Arthralgia 1.4 10 3.8%"* 1.510 2.6%"*
Myalgia 11108.9% 1.4 to 3%*
Skin and subcutaneous tissue disorders

Sweating increased 1.4104.9%" 6%*

*Adverse event not reported in all studies.
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on Immunisation Procedures (ACIP) found that GBS occurred at an
incidence of approximately 1 in 100,000 after immunisation and that
the death rate in this ‘series’ was approximately 1 in 2,000,000. Such
an excess incidence of GBS has not been demonstrated in subsequent
years when recipients of the 1978 and 1979 vaccines were studied.
An association between Guillain-Barré Syndrome and the Influenza
vaccines used in the Northern Hemisphere USA in the 1992-93 and
1993- 94 seasons has been reported. The excess cases of Guillain-
Barré Syndrome attributed to Influenza vaccination was 1 to 2 cases
for each million persons vaccinated.

Vascular disorders

Vasculitis, such as Henoch-Schonlein purpura, with transient renal
involvement in certain cases.

DOSAGE AND ADMINISTRATION

Immunisation is normally undertaken in the autumn, in anticipation of
winter outbreaks of influenza.

The vaccine should be administered by intramuscular or deep
subcutaneous injection.

Table 2: Dosage recommendations

Age Dose No. of doses No. of doses™
(first vaccination)  (subsequent years)

6 monthsto | 0.25mL | 2* 1

35 months

3to9years | 0.5mL 2% 1

> 9 years 0.5mL 1 1

(1) Where children 6 months to < 9 years of age receiving influenza
vaccine for the first time have not received the second dose within the
same year, they should be given 2 doses the following year.

* For children aged < 9 years who are receiving influenza vaccine for
the first time, it is recommended that they receive 2 doses at least 1
month apart.

Note: VAXIGRIP® should be administered to children under 5 years of
age with care (see INDICATIONS; ADVERSE REACTIONS).

When using the single dose 0.5 mL syringe for administering a

0.25 mL dose, push the plunger to the edge of the black mark on

the glass syringe so that half of the volume is eliminated. Inject the
remaining volume.

The contents of the syringe must be shaken thoroughly immediately
before use.

After shaking, the vaccine is a slightly whitish and opalescent liquid.

Syringes are for single use only and must not be used in more than
one individual.

The current New Zealand Immunisation Handbook recommends

that influenza vaccine can be administered concurrently with other
vaccines, including pneumococcal polysaccharide vaccine and all the
scheduled childhood vaccines.

When administering VAXIGRIP® concurrently with other vaccines,
separate syringes and different injection sites should be used.

OVERDOSAGE
No specific information exists on overdosage with VAXIGRIP®.

For general advice on overdose management, contact the
New Zealand National Poisons Centre on 0800 764 766.

PRESENTATION

Prefilled syringe containing 0.5 mL of vaccine.
Packs of 1 or 10 syringes

STORAGE
Store at 2°C to 8°C. Do not freeze. Protect from light.

MANUFACTURER

Sanofi Pasteur S.A.

Lyon, France

Distributor

New Zealand:

sanofi-aventis new zealand limited
Level 8, James and Wells Tower
56 Cawley St

Ellerslie

Auckland

New Zealand

Tel: 0800 727 838

MEDICINES CLASSIFICATION
PRESCRIPTION ONLY MEDICINE
DATE OF PREPARATION

01 December 2009

®VAXIGRIP is a registered trademark of Sanofi Pasteur SA
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INFLUVAC® Data Sheet

NAME OF THE MEDICINE
Influvac inactivated influenza vaccine (surface antigen)

DESCRIPTION

Influvac is a clear colourless suspension for injection. It is an
egg-grown, inactivated influenza virus vaccine based on isolated
surface antigens of A and B strains of myxovirus influenza. The type
and amount of viral antigens in Influvac conform to the requirements
of the Australian Influenza Vaccine Committee (AIVC) and the

New Zealand Ministry of Health for the winter of 2010. The strains
chosen for vaccine manufacture are endorsed by the AIVC as being
antigenically equivalent to the reference virus.

This is a purified, inactivated influenza vaccine (surface antigen), each

0.5 mL of which contains antigens representative of the following type:

e A/California/7/2009 NYMC X-179A (A/California/7/2009
(H1N1)-like) 15 pg haemagglutinin/dose

e A/Wisconsin/15/2009 NYMC X-183 (A/Perth/16/2009 (H3N2)-like)
15 pg haemagglutinin/dose

* B/Brisbane/60/2008 (B/Brisbane/60/2008-like) 15 pg
haemagglutinin/dose

INACTIVE:

Potassium chloride, potassium phosphate monobasic, sodium
phosphate-dibasic dihydrate, sodium chloride, calcium chloride,
magnesium chloride and water for injections.

PHARMACOLOGY

The vaccine stimulates production of antibodies with a specific
capacity against influenza. Protection is only against those strains of

the virus from which the vaccine is prepared or closely related strains.

Seroprotection is obtained within 2-3 weeks. The duration of post-
vaccination immunity varies, between 6-12 months.

INDICATIONS

For the prevention of influenza caused by influenza virus, types A and
B, in adults aged 18 years and older.

New Zealand Immunisation Handbook 2006 recommends annual
vaccination for all people over the age of 65 years and people under
65 years with cardiovascular disease, chronic respiratory disease,
diabetes, chronic renal disease, cancer, and other conditions.

Special considerations apply to children and pregnant women.

Healthy individuals should also consider the use of the vaccine,
especially if they are in close contact with individuals at high risk of
complications. Employers should consider providing influenza vaccine
to avoid iliness in their employees, especially those engaged in health
care and other essential community services. Immunising healthy
individuals has been shown to be cost effective.

For full details of these recommendations for influenza vaccination
please refer to the current national immunisation guideline.

CONTRAINDICATIONS

Hypersensitivity to the active substances, to any of the excipients
and to residues of eggs, chicken protein, formaldehyde, cetrimonium
bromide, polysorbate 80, or gentamicin.

Immunisation should be postponed in patients with an acute febrile illness.

The presence of a minor illness with or without fever should not
contraindicate the use of Influvac.

PRECAUTIONS

As with all injectable vaccines, appropriate medical treatment and
supervision should always be readily available in case of a rare
anaphylactic event following the administration of the vaccine.

Influvac should not be administered intravascularly.

Influvac should be administered subcutaneously to subjects with
thrombocytopenia or a bleeding disorder, since bleeding may occur
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following an intramuscular injection.

Patients with impaired immune responsiveness, whether due to

the use of immunosuppressive therapy, a genetic defect, human
immunodeficiency virus (HIV) infection, or other causes, may have a
reduced antibody response in active immunisation procedures.

Patients with a history of Guillain-Barre syndrome (GBS) with an onset
related in time to influenza vaccination may be at increased risk of
again developing GBS if given influenza vaccine. While this risk should
be weighed against the benefits to the individual patient of influenza
vaccination, it would seem prudent to avoid subsequent influenza
vaccination in this group. Because patients with a history of GBS have
an increased likelihood of again developing the syndrome, the chance
of them coincidentally developing the syndrome following influenza
vaccination may be higher than in individuals with no history of GBS.

Interactions

Influenza vaccine can impair the metabolism of warfarin, theophylline,
phenytoin, phenobarbitone and carbamazepine by the hepatic

P450 system. Results from studies have been variable in degree

of interaction and time after vaccination for the interaction to take
effect. The interaction may be idiosyncratic. Patients taking warfarin,
theophylline, phenytoin, phenobarbitone, or carbamazepine should be
advised of the possibility of an interaction and told to look out for signs
of elevated levels of medication.

Influvac should not be mixed with other vaccines in the same syringe.
Effects on laboratory tests

Following influenza vaccination, false positive results in serology tests
using the ELISA method to detect antibodies against HIV1, Hepatitis C
and especially HTLV1 have been observed. The Western Blot technique
disproves the results. The transient false positive reactions could be
due to the IgM response by the vaccine.

Carcinogenesis, mutagenesis, impairment of fertility

Animal studies have not been conducted and therefore the effects of
vaccination are unknown.

Use in pregnancy
Category B2.

No relevant animal data is available. There is no convincing evidence
of risk to the foetus from immunisation of pregnant women using
inactivated virus vaccines, bacterial vaccines, or toxoids. In pregnant
high risk patients the possible risks of clinical influenza infection
should be weighed against the possible risks of vaccination.

There is evidence from a number of studies that pregnant women,
particularly during the second and third trimester, are at increased risk
of influenza associated complications. It is therefore recommended
that all women who will be in the second or third trimester of
pregnancy during the influenza season be vaccinated in advance, so
they are protected during that season.

Use in lactation

No relevant animal data is available. There are no known
contraindications to the use of Influvac by lactating women.
ADVERSE EFFECTS

In clinical studies Influvac was administered to 1101 subjects. No
serious adverse reactions attributable to vaccine administration were
reported. Local and general symptoms were recorded for a period of
3 days following vaccination and reactions usually disappeared within
1-2 days without treatment.

During clinical studies, local and general signs and symptoms reported
by the vaccinee were recorded.

The events are categorised by frequency according to the
following definitions:

Very common: (frequency = 10 %)
Common: (frequency = 1 and < 10 %)



Uncommon: (frequency = 0.1% and < 1 %)
Rare: (frequency = 0.01% and < 0.1 %)
Very rare: (frequency < 0.01 %)

Local reactions.  Very common: redness, swelling, pain.

Common: ecchymosis, induration.

Very common: headache.

Common: fever, malaise.

Uncommon: shivering, fatigue, sweating,
myalgia, arthralgia.

Very rare: neuralgia, paraesthesia, convulsions,
transient thrombocytopenia, allergic reactions
(such as angioedema) leading to shock.

As with most biological products very rare post-vaccination
neurological disorders such as encephalomyelitis, neuritis and
Guillain-Barre syndrome (GBS) have been reported. Guillain-Barre
syndrome (GBS) has been very rarely reported in temporal association
with administration of influenza vaccines. In the 1976 swine influenza
vaccination program, the US Public Health Advisory Committee on
Immunization Procedures (ACIP) found that GBS occurred at an
incidence of approximately 1 in 100,000 after immunisation and that
the death rate in this ‘series’ was approximately 1 in 2,000,000. Such
an excess incidence of GBS was not demonstrated in subsequent
years when recipients of the 1978 or 1979 vaccines were studied.
However, in 1998, ACIP reported that a study of the 1992-93 and
1993-94 seasons found an elevation in the overall relative risk for GBS
which represents an excess of an estimated one to two cases of GBS
per million persons vaccinated.

POST-MARKETING EXPERIENCE

Adverse reactions reported from post marketing surveillance are,
next to the reactions which have also been observed during the clinical
trials, the following:

Blood and lymphatic system disorders:

Transient thrombocytopenia, transient lymphadenopathy
Immune system disorders:

Allergic reactions, in rare cases leading to shock, angioedema
Nervous system disorders:

Neuralgia, paraesthesia, febrile convulsions, neurological disorders,
such as encephalomyelitis, neuritis and Guillain Barre syndrome.

Body as a whole.

Vascular disorders:

Vasculitis associated in very rare cases with transient renal
involvement.

Skin and subcutaneous tissue disorders:
Generalised skin reactions including pruritus, urticaria or non-specific rash.

DOSAGE AND ADMINISTRATION
Adults: 0.5 mL

One dose is sufficient for persons previously exposed to viruses of
similar antigenic composition to the strain(s) present in the vaccine.
In those with some impairment of immune mechanisms, two doses
separated by an interval of at least four weeks are recommended.

Administration

Influvac should be administered by intramuscular or deep
subcutaneous injection. Influvac should not be administered
intravenously.

Influvac should not be mixed with other injection fluids.
Data on the administration of Influvac with other vaccines is not available.

The syringe is for use in a single patient on one occasion only.
Remaining contents should be discarded.

Instructions for use/handling

Influvac should be allowed to reach room temperature and shaken well
before use.

Vaccination schedule

Influvac should be administered before the beginning of the influenza
season or as required by the epidemiological situation. Vaccination
should be repeated every year with an age appropriate dose of vaccine
of updated antigen composition.

OVERDOSAGE

Given the nature of the product and mode of administration the
probability of overdosage is negligible.

PRESENTATION AND STORAGE CONDITIONS
Single-dose 0.5 mL pre-filled glass syringe, 1’s and 10’s (AUST R: 81465)

Store between 2 and 8 degrees Celsius. Refrigerate, Do not freeze.
Protect from light.

SPONSOR

In New Zealand:

Pharmacy Retailing (NZ) Limited,
Trading as Healthcare Logistics
58 Richard Pearse Drive

Airport Oaks

Auckland

NEW ZEALAND

In Australia:

Solvay Pharmaceuticals

A Division of Solvay Biosciences Pty. Ltd.
Level 1, Bldg 2, 20 Bridge St.
Pymble NSW 2073

Telephone No: 1300 300 532
DATE OF PREPARATION

14 December 2009
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ANTIVIRALS

Antivirals can be used either to treat influenza or prevent influenza."?3

The preferred class of antivirals are the neuraminidase inhibitors: Oseltamivir (Tamiflu®) and Zanamivir
(Relenza®), which are active against both influenza A and B viruses.*

A second class of antivirals are the M2 inhibitors — the adamantanes (Amantadine) which are effective against
influenza A viruses only and no longer recommended for use because of the high level of resistance among
circulating influenza A (pandemic and seasonal) viruses worldwide.®*

The pandemic A (H1N1) 2009 virus has become the dominant virus and although rare Oseltamivir-resistant
strains have been detected, Oseltamivir or Zanamivir continue to be the recommended antivirals for treatment.*

Studies show that early treatment of influenza, especially within 48 hours of symptom onset and sooner if
possible, is associated with better clinical outcomes. Thus current guidelines on the use of antivirals focus
on the reduction of severe illness and death, reducing the need for hospitalisation and reducing the length of
hospital stays, rather than their prophylactic use.>6”

For the most up to date antiviral use guidance please visit the Ministry of Health website at:
http://www.moh.govt.nz/influenza-a-h1n1

TREATMENT:
Oseltamivir (Tamiflu®) is approved for treatment of persons aged 6 months and older

Zanamivir (Relenza®) is approved for treatment of persons aged 5 years and older

Antiviral treatment should be based on clinical judgement.
[t should be considered:

e Early for patients with influenza who are at higher risk of severe outcomes, including pregnant women and
people with underlying medical conditions; or

e For patients with more severe influenza or whose condition begins to deteriorate.

Standard adult treatments courses are:
e Tamiflu® 1 x 75mg capsule twice daily for 5 days; or

e Relenza® 2 x 5mg, two inhalations twice a day for 5 days.

Where clinically indicated, antiviral treatment should start immediately, rather than waiting for the results of
testing if this has been done.

In adult cases in the community, antiviral treatment should begin within 48 hours of the onset of symptoms, or
after discussion with an infectious disease physician. For severe or deteriorating influenza or hospitalised cases
this policy may be varied on a case-by-case basis.

For children aged 5 years or less, treatment can be initiated up to 5 days from the onset of symptoms.
Tamiflu® is the first-line antiviral treatment. Indications for the use of Relenza® include:
- Aninability to take or tolerate Tamiflu® e.g. due to vomiting or diarrhoea; and

- Renal impairment.

For paediatric doses and other information please see medicine data sheets:

http://www.medsafe.govt.nz/profs/Datasheet/t/ Tamiflucapsusp.htm
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http://www.medsafe.govt.nz/profs/Datasheet/r/relenzarotadisk.htm

Some people are eligible for national reserve antivirals; see the Ministry of Health website for guidance.

In New Zealand, Tamiflu® is generally a Prescription Medicine and must be prescribed by a doctor. However,
during the influenza season of May to September, Tamiflu® may be counter-prescribed and sold by a pharmacist
for the treatment of influenza, provided the patient is =12 years old and has been assessed by a pharmacist.

Although diagnostic testing is needed to confirm influenza virus infection, the time for results to be received and
the low sensitivity of some rapid tests often means that knowledge of regional and local influenza virus activity is
the most helpful for deciding when to use antivirals. Regional influenza surveillance reports are updated weekly

and available at http://www.surv.esr.cri.nz/virology/influenza_weekly_update.php. Alternately contact your local

Public Health Unit.

PROPHYLAXIS:
Oseltamivir is approved for use as chemoprophylaxis in persons aged =3 months.

Zanamivir is approved for use as chemoprophylaxis in persons aged =5 years.

The Ministry of Health does not recommmend the routine use of antivirals for pre-exposure prophylaxis.

The Ministry of Health does also not recommmend the routine use of antivirals for post-exposure prophylaxis.
However, there may be situations where post-exposure prophylaxis for close contacts is indicated on a case-by-case
basis, in consultation with the local Medical Officer of Health or an infectious disease physician.

For example:
e For pregnant women who have had close contact with a case of influenza;
e For cluster control especially in high risk settings, including health care settings and essential services;

e Where a health or essential worker has had close exposure to a case and there has been a significant failure
of personal protective equipment;

e \Where a close contact is at risk of more severe illness should they become infected; or

e For people who live or work in high-risk institutions — primarily closed institutions with younger age groups,
eg. prisons, boarding schools, residential care facilities.

A post-exposure prophylaxis course can be commenced any time up to 7 days from last potential exposure.

Standard adult prophylaxis courses are:
e Tamiflu® 1 x 756mg capsule daily for 10 days; or

e Relenza® 2 x 5mg, two inhalations daily for 10 days

SIDE EFFECTS AND DOSING:
Anti-influenza drugs require dose adjustment for children and for those with impaired renal function.

The main side effects for Oseltamivir are nausea or vomiting (10%). Rare cases of transient neuropsychiatric
events (self-injury or delirium) have been reported among persons taking Oseltamivir, primarily in Japan.

Zanamivir is not generally recommended for persons with underlying airways disease (e.g. asthma or chronic
obstructive pulmonary diseases).

For more information on safety, effectiveness and dosing for Oseltamivir and Zanamivir, consult the package inserts.

For full prescribing information on Oseltamivir and Zanamivir, please refer to the Medsafe website at
www.medsafe.govt.nz for the data sheets for each of these medicines.
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SECTION FOUR -
PANDEMIC MONOVALENT H1N1
(SWINE FLU) VACCINE INFORMATION

Please store latest Pandemic Monovalent HIN1 (Swine flu) Vaccine information or any
updates, in this section.

NOLLYINHOANI ANIDIVA (N1 INIMS)
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Patient recall letter

Use this copy to recall patients to your surgery. Available from the resource section
of www.influenza.org.nz website. Letterhead also available via website.

Dear

Don’t let the flu get you - Immunisation is Free for you.

The incidence of Pandemic Influenza (H1N1) Swine Flu may increase during a
second wave as early as autumn 2010. It is a new type of influenza that you may
not have been exposed to before.

For most people pandemic influenza is a mild to moderate illness but for some it
is serious and can lead to complications, even death.

The good news is that in New Zealand, the 2010 seasonal influenza
vaccine also contains protection against Swine Flu.

And even better news — you are eligible for FREE influenza immunisation either
because you are 65 years or over, or you have an ongoing medical condition that
puts you at risk for complications.

Call us to make an appointment TODAY as influenza immunisation
is FREE only until June 30th.

Yours sincerely

P.S. Remember, tell your friends and family/whanau that influenza immunisation
(including protection from Swine Flu) is now available. Some may qualify for free
vaccination. The more people who are protected against influenza, the less it can spread.

DON'TLET

THE FLU visit www.fightflu.co.nz

GET YOU!

The influenza vaccine is a Prescription Medicine. Talk to your doctor or nurse about the benefits and possible risks.
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Patient recall letter

Use this copy to recall patients to your surgery who have declined influenza
immunisation in previous years. Available from the resource section of
www.influenza.org.nz website. Letterhead also available via website.

Dear

Don’t let the flu get you - Immunisation is Free for you.

We are aware that you have previously declined the annual influenza immunisation
and respect your decision. This year we invite you to reconsider receiving
protection from influenza for the following reasons:

e Risk of Pandemic Influenza (H1N1) Swine Flu may increase in a second wave
as early as this autumn. It is a new type of influenza that you may not have
been exposed to before and may therefore have no immunity against.

e For most people pandemic influenza is a mild to moderate illness; however, for
some it is serious and can lead to complications, even death.

¢ |In New Zealand, the 2010 seasonal influenza vaccine also contains protection
against Swine Flu.

® You are eligible for FREE influenza immunisation either because you are 65
years or over, or because you have an ongoing medical condition that puts you
at greater risk for complications.

¢ Influenza vaccine cannot cause influenza because it contains no live viruses.

e |t doesn’t matter how fit and healthy you are — you can still get influenza.

e Any type of influenza can be a serious illness with severe effects — it’s not just a
‘bad cold'.

Call us to make an appointment TODAY as influenza immunisation is
FREE only until June 30th.

Yours sincerely

P.S. Remember, tell your friends and family/whanau that influenza immunisation
(including protection from Swine Flu) is now available. Some may qualify for free
vaccination. The more people who are protected against influenza, the less it can spread.

DON'TLET

THE FLU visit www.fightflu.co.nz

GET YOU!

The influenza vaccine is a Prescription Medicine. Talk to your doctor or nurse about the benefits and possible risks.
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Patient recall letter

Use this copy to recall patients to your surgery who are pregnant. Available from the
resource section of www.influenza.org.nz website. Letternead also available via website

Dear

Don’t let the flu get you - Immunisation is Free for you.

For 2010, immunisation will be FREE to pregnant women who wish to have the
seasonal influenza vaccine.

Pandemic Influenza (HIN1) Swine Flu may increase in a second wave as early as
this autumn.

Pregnant women are more at risk of severe illness from influenza.

In New Zealand, the 2010 seasonal influenza vaccine also contains
protection against Swine Flu so we strongly recommend influenza
immunisation to protect you and your baby.

Influenza immunisation for pregnant women has clear benefits for both mother
and baby. Mothers who receive influenza vaccine while pregnant are able to pass
protection on to their baby. The vaccine offers protection to infants who would
normally be too young (under 6 months) to receive immunisation individually.

International evidence on the safety of the vaccine shows no evidence of harm
to the fetus from immunisation using inactivated virus vaccines.

Call us to make an appointment TODAY as influenza immunisation is
FREE only until June 30th.

Yours sincerely

P.S. Remember, tell your friends and family/whanau that influenza immunisation
(including protection from Swine Flu) is now available. Some may qualify for free
vaccination. The more people who are protected against influenza, the less it can spread.

DON'TLET

THE FLU visit www.fightflu.co.nz

GET YOU!

The influenza vaccine is a Prescription Medicine. Talk to your doctor or nurse about the benefits and possible risks.
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Patient recall letter

(parents/caregivers - high needs practices only)

Use this copy to recall patients to your surgery who are healthy children
aged 6 months to their fifth birthday. Available from the resource section
of www.influenza.org.nz website. Letterhead also available via website.

Dear

Don’t let the flu get you — Immunisation is Free for your child/children.

We're pleased to tell you that for 2010, seasonal influenza immunisation will be
FREE for your child/children.

Risk of Pandemic Influenza (H1N1) Swine Flu may increase in a second wave as
early as this autumn.

Young children are more at risk of severe illness from Swine Flu.

In New Zealand, the 2010 seasonal influenza vaccine also contains
protection against Swine Flu so we strongly recommend influenza
immunisation to protect your child/children.

International evidence shows that influenza vaccination of healthy children aged
2-4 years substantially reduces influenza-like iliness in the children and their
families/whanau. Immunisation means they are protected against the disease
and they don’t give it to others.

Call us to make an appointment TODAY as your child/children’s influenza
immunisation is FREE only until June 30th.

Yours sincerely

P.S. Remember, tell your friends and family/whanau that influenza immunisation (including protection
from Swine Flu) is now available. Some may qualify for free vaccine. The more people who are
protected against influenza, the less it can spread.

DONTLET

THE FLU visit www.fightflu.co.nz

GETYOU!

The influenza vaccine is a Prescription Medicine. Talk to your doctor or nurse about the benefits and possible risks.
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