Statement of quality:

.............................................................................................................................................

e.g. I certify that lot number............ccccceneinin. of this product satisfies the requirements of

the European monograph on influenza vaccines.

Signature:
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PRODUCTION FLOW SHEET

Primary seed Primary seed Primary seed
H3N2 HINI B
Lotno:.......... Lotno:............ Lotno:............
Working seed Working seed Working seed
H3N2 HINI B
Lotno:............ Lotno:............ Lotno:............
Monovalent bulk Monovalent bulk Monovalent bulk
H3N2 HINI B
Lotno:............ Lot no:............ Lotno:............
Trivalent bulk
Lotno:............

Final Product
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SEED VIRUS

1. Information on manufacture

Lol VITUS STEAIMI ettt ettt ettt eb et eae et et st e e e ebeenteeneens
1.2 Source and lot No of primary seed:.......c.cccuvriieiiiiiiiieeiiece e
1.3 DAt Of T@CERIPE: . eittiiiieeite ettt ettt e b e e eeas
1.4  Passage history on receipt (dates, temperatures):......c.occoveeeerveecieeneeneeneeneereennens
L5 COMIMEIES: ..ottt ettt ettt e ebae e e e
1.6 Storage CONAITIONS:......c.ciieuiiiiriiiitetet ettt ettt ettt eae e
1.7 Working $€ed 10t N .cc.oiiiiiiieiie et
1.8  Passage history of seed lot(s) (dates, teMPEratures):.......ccceeeeriereeneenieneenecieeneen
1.9 Added antibiotiCs: ....coiuiiiiiiieeiie e e

1.10  Storage conditions of working seed lot(s):
2. Tests on working seed virus

2.1 Sterility

2.2 Test for mycoplasma

2.3 Identity

(a) Haemagglutinin
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e.g.

HI titre
Antigen Antiserum
Shang/11/87 Sich/2/87 Taiw/l/86 B/Yam/16/88

A/Shang/11/87
(H3N2) Ref

A/Sich/2/87
(H3N2) Ref

A/Taiw/1/86
(HINI) Ref

A/Shang/11/87
Working seed
lot no: ............

(b)  Neuraminidase

e.g.

HI titre
Antigen Antiserum
anti-N2NA anti-NINA  anti-BNA

A/Shang/11/87
(H3N2) Ref

A/Sich/2/87
(H3N2) Ref

A/Taiw/l/86
(HINT) Ref

B/Yam/16/88
Ref
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A/Shang/11/87

Working seed
lot No ............

2.4, INFECHIVIEY TIEI@I. ettt ettt st sttt e e enes

Date Of LSS .ttt ettt et

TSt TESUIES ettt e

MONOVALENT VIRUS POOL

1. Information on manufacture

Name and address of manufacturer:........c..ooeviiiiiiiiiiic e
L1 VITUS STEAIN ettt ettt ettt ettt te et e et e b e et eeae e b e es e enaesseeassensaasaesssessenean
1.2 Lot UMDEI(S ) e eutieitieiie ettt ettt ettt e st e e e e nsaenes
1.3 Working seed 10tS USEd:.....cc.eeiiiiiiiiiiiii e
1.4 Date of IN0CUIAION: . ..iiiuiiiieie e
1.5  Date Of BArVESTINE .. .oiiicviiiiiiieeie ettt ettt ea e e eaae e e e be e e eateeeeaaeeerseeenneseabeessens
1.6 Method of INACHIVATION ......eiiiiiieie ettt st eeneesbeebe e eseesae e
1.7 Date of INACTIVALION: ...ccouiiiiiiiiirieiii ettt ettt et ee et be e ee
1.8  Method of disruption (1 @NY )i .c..cooiiiiiiiiiiiiee ettt
1.9 Date of disruption (1 @0y )i ..c.eeiiie it
1.10. Concentration/purification ProCeAUIE: .......ccovirviiriiriieiecreeie e eee et ere e sve e
L.IT  Added antibiotICs: . .cc.eeeiieiie ettt ettt e ebaesraessneenbeesean
1.12  Filtration details (if @ny )i .....cooovoiieienieieeee et
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2. Tests on monovalent virus pool

2.1 Test for inactivation

2.2 Test for haemagglutinin antigen content

2.3 Identity of haemagglutinin

2.4  Purity (for surface antigen vaccines only)

(e.g. HA, M and NP bands must be identified. Comparison between whole virus and
surface antigen preparation must be made)
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BULK VACCINE

DAt OF e e e e
St T UL ettt ettt e et e e e e e e e e e e e e e e a et reeeeataa i raeeaereaaaaia
1 Information on manufacture

Name and address Of ManULACTUTCT . ....oeeeeeeeeeeeeee et ea e e e
1.1 Ot MU DT e e e et e e e e e e e
1.2 Lot number and volume of monovalent pools used to prepare bulk:......................
1.3 Other substances added and VOIUIMES:.....c.oooiiiiiiiiiie et
1.4 Date of DIenaIng:....cooiiiiiieie et
2. Tests on bulk vaccine

Analytical tests

(include test for mercury, if appropriate)

CPMP/BWP/214/96



FINISHED PRODUCT

1. Information on manufacture

Name and address of ManUfACUIET:.........ccovieruieierieriee e
LT DOt UMDET ittt ettt et s e e e saneeennes
1.2 Date Of fIIINE oottt
1.3 TyPe Of CONAINET ..c.eiiiiiiiiieiiiiestee ettt ettt ettt ettt et e e e b e s e e ens
1.4 VOlUME IN CONTAINET: ... .eoiiiitiiiiiiiiieiieeiie ettt e eteeste et eeee et eae e e e esseereeenseesneenns
1.5  Number of doses fIlled:........cooeriiiiiiieee e

2. Tests on finished product

2.1  Identity for haemagglutinin

2.2 Sterility

2.3 Haemagglutinin antigen content

24  Total protein (this test may be performed on bulk vaccine)
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2.5  Abnormal toxicity

2.6 Ovalbumin (this test may be performed on bulk vaccine)

2.7 Endotoxin
VL EtNOQ: . e an e

(e.g. type of limulus kit)

2.8 pH

2.9  Preservative content

M O . .t

DAL OF TS ettt et ea e e neaananan

TSt TS UIES ettt ettt e e e e et e e e e e e s e ettt et e e e e e ra e aaas
2,10 APPEATANCE: ... .eiiiiiiiieiiceie ettt ettt ettt e it e et e e bt e ste st e enbaenees
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E. CLINICAL TRIALS RELATED TO YEARLY LICENSING OF INFLUENZA
VACCINE

1. INTRODUCTION

When a new application for marketing authorisation for an influenza vaccine is made, full
clinical trial data should be submitted with the application. Such clinical trials are outside the
scope of this note for guidance. However, the strain composition of influenza vaccines is
modified periodically to take account of the changes in the prevalent viruses causing influenza
and manufacturers should apply for yearly licensing to accommodate strain changes.

Vaccine manufacturers are required to be involved in ongoing clinical trials of influenza
vaccines and to present the results to the competent authorities. Guidance for performing
these clinical trials is given in this section.

The purpose of such trials is to verify:
) the tolerance or incidence of adverse reactions;

° the immunogenicity of the hemagglutinin of the vaccine strains, i.e. the titre and
frequency of anti-HA antibody responses;

Whenever the characteristics of a new strain incorporated into the vaccine or the susceptibility
of the population to the new strain requires adjustment of the doses, manufacturers may be
advised to test various doses of antigens to confirm the adequacy of 15 pg HA per strain and
per dose.

The yearly clinical trials on influenza vaccine shall be carried out in accordance with Good
Clinical Practice for Trials on Medicinal Products in the European Community.

This information will be submitted at the time of yearly licensing and should include
satisfactory evidence of immunogenicity and safety before a licence is granted.

2. GENERAL REQUIREMENTS

2.1 Vaccine used in the trial

The composition of the vaccine used in the trial shall be such as to fulfill the requirements of
the yearly EEC recommendation with regard to vaccine strains. The batches of vaccine used
shall be representative of the product placed on the market.

2.2 Trial population

The tolerance and efficacy of the vaccine shall be evaluated separately in two groups of
healthy volunteers, aged between 18 and 60 and over 60; for the latter group, it is important
that the previous vaccination status of each subject be known and recorded. Volunteers
receiving influenza vaccine within the previous 6 months should be excluded because they
may compromise assessment of vaccine immunogenicity.

Groups of at least 50 individuals shall be constituted.
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d)

24

b)

2.5

Trial procedure

Just prior to vaccination, a 10 ml venous blood sample shall be taken from each trial
subject, for base-line titration of circulating anti-HA antibodies;

Immediately thereafter, each subject shall receive 1 dose of vaccine (0.5 ml) by
intramuscular or subcutaneous injection into the upper arm. The injection shall be given
into the opposite arm from which blood was drawn;

approximately 3 weeks after vaccination, a 10 ml blood sample shall be taken from
each subject. Sera shall be separated and stored at -20°C; samples shall be kept at the
disposal of the control laboratories for epidemiological studies and possible further
antibody titration;

in the event of intercurrent infection, nasal and/or pharyngeal swabs shall be collected,
in order to allow diagnosis of either influenza or another viral respiratory infection.

Monitoring of adverse reactions

Trial subjects shall receive, at the time of vaccination, a standardised form to complete
and give to the investigator when they come for the post-vaccination blood sampling;

the form shall allow for collection of the following information:

° initials of the subject, with date or year of birth;
o previous anti-influenza vaccinations and previous adverse reactions, if any;
o previous influenza infections, with date, description of symptoms and

virological confirmation, if any;

o adverse reactions for the 3 days following vaccination, either local (induration,
erythema, ecchymosis, pain) or general (fever, shivering, malaise, other side-
effects);

° other adverse reactions lasting 2 days beyond vaccination should be noted.

Antibody titration

All sera shall be assayed for anti-hemagglutinin antibody against the prototype strains by HI
(Palmer et al., 1975) or SRH (Schild et al., 1975, Aymard et al., 1980) tests.

Positive and negative sera as well as reference preparations may be obtained from a reference
laboratory.

2.6

Interpretation of results and statistics

Antibody titrations shall be done in duplicate; pre- and post-vaccination sera shall be titrated
simultaneously.

The titre assigned to each sample shall be the geometric mean of two independent
determinations:
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d)

for the purposes of calculation, any HI result < 10 (= undetectable) shall be expressed
as 5 and any negative SRH result shall be expressed as 4 mm?>(*);

in HI tests, seroconversion corresponds to:

o negative prevaccination serum / postvaccination serum >, 40;

. a significant increase in antibody titre, i.e. at least a fourfold increase in titre;
in SRH tests, seroconversion corresponds to: (*)

o negative prevaccination serum / postvaccination serum: area >, 25 mny’;

o a significant increase in antibody titre, i.e. at least a 50% increase in area;

statistical parameters to be determined:

° geometric mean of prevaccination serum anti-HA antibody titres;

o increase in the geometric mean of antibody titre;

. number of seroconversions;

. proportion of subjects with a titre of antibodies before vaccination;
° proportion of subjects with a titre of antibodies after vaccination;

clinical tolerance: frequency, mean time of appearance and duration of all local and
general side-effects shall be calculated.

Interpretation of results should take into account the route of administration and any recent
history of influenza immunisation or infection.

3.1.

b)

CRITERIA FOR ASSESSMENT OF VACCINES

Serological data

the following serological assessments should be considered for each strain in adult
subjects, aged between 18 and 60, and at least one of the assessments should meet the
indicated requirements :

o number of seroconversions or significant increase in antihaemagglutinin
antibody titre > 40%;

o mean geometric increase > 2.5;

. the proportion of subjects achieving an HI titre >40 or SRH titre >25 mm? (*)
should be > 70%.

the following serological assessments should be considered for each strain in adult
subjects aged over 60, and at least one of the assessments should meet the indicated

In most SRH test systems, a zone area of 25 mm? is approximately equivalent to an HI
titre of 1:40 (Wood et al, 1994). However, this relationship can be affected by
experimental conditions and should be reexamined in each laboratory so as to calibrate
the test system adequately.
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requirements:

° number of seroconversions or significant increase in antihaemagglutinin
antibody titre > 30%,;

° mean geometric increase > 2.0;

o the proportion of subjects achieving an HI titre >40 or SRH titre >25 mm? (")
should be > 60%.

3.2. Clinical data

The frequency of the following symptoms should be assessed:

a) local reactions:
° indurations larger than 50 mm diameter and persisting for more than 3 days;
o ecchymosis;
b) general symptoms:
. temperature above 38°C for 24 hours or more;
° malaise;
. shivering.
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EXECUTIVE SUMMARY

This guideline addresses the quality, non-clinical and clinical dossier requirements for influenza
vaccines prepared from viruses with a pandemic potential that are intended for use outside of the
context of a core dossier. It also gives guidance on post approval commitments, risk management
plans and other post-authorisation activities related to these vaccines.

The recommendations in this Guideline are valid for inactivated influenza vaccines prepared from
viruses with the potential to cause a pandemic that have been isolated from:

e animals (e.g. avian or porcine strains) or

e humans (i.e. strains of haemagglutin (HA) subtypes other than H1 or H3).

1. INTRODUCTION

The Note for Guidance on dossier structure and content for pandemic influenza vaccine marketing
authorisation (CPMP/VEG/4717/03) addresses quality, non-clinical and clinical data for core dossiers
for the authorisation of mock-up pandemic influenza vaccines. The dossier requirements for such
vaccines are based on a mechanism by which it is envisaged that mock-up influenza vaccines would
be developed in the pre-pandemic period and then, in an officially declared pandemic situation (WHO
Phase 6), the pandemic vaccine would be approved following a variation, which will contain only the
quality data specific to strain replacement. The core SPC that was developed for mock-up vaccines
and for pandemic influenza vaccines specifically refers to use during a pandemic situation and on the
basis of official guidance.

Since the development of the initial guidance and core SPC it has become apparent that some EU
governments are considering using influenza vaccines prepared from influenza viruses with a
pandemic potential (such as H5SN1 avian influenza strains) outside of the context of a core dossier.

2. SCOPE

This guideline is intended for applicants preparing marketing authorisation applications for influenza
vaccines prepared from influenza viruses with a pandemic potential that are intended for use outside of
the context of a core dossier. Applications are submitted and evaluated during the inter-pandemic or
pandemic alert period and will follow the usual procedures for the authorisation of new vaccines. The
indication that results from these applications will allow for use before a pandemic is declared, which
will distinguish these Marketing Authorisations from those for mock-up vaccines (i.e. indicated only
for use in a declared pandemic; WHO phase 6). In addition, such vaccines could be used in a declared
pandemic situation if there are data to indicate that they might be protective (see sections 4.2 and 4.3).

The guideline addresses the content of marketing authorisation applications for inactivated influenza
vaccines produced from viruses grown in eggs or in cell cultures.

This guideline does not address the requirements for development and authorisation of live attenuated
influenza vaccines prepared from viruses with the potential to cause a pandemic.

It is important to note that the granting of marketing authorisations for influenza vaccines prepared
from influenza viruses with a pandemic potential should not be interpreted as any sort of endorsement
of, or recommendation for, the use of such vaccines in the pandemic alert period (WHO phase 3
onwards). Any decisions to recommend the use of these vaccines from WHO Phase 3 onwards are
solely the responsibility of individual Governments and their Public Health Authorities.

3. LEGAL BASIS

This guideline has to be read in conjunction with the introduction and general principles (4) and part I
of the Annex I to Directive 2001/83 as amended.
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4. MAIN GUIDELINE TEXT

It should be noted that, in contrast to the core pandemic dossier that can, in principle, be based on any
influenza virus strain to which the study population is immunologically naive (see Guideline
CPMP/VEG/4717/03), the data required in a dossier for marketing authorisation of an influenza
vaccine prepared from an influenza virus with a pandemic potential shall all be derived from a vaccine
prepared with the strain against which protection is claimed. Any data with other strains that are
antigenically similar should be considered to be supportive.

If an adjuvant is used to elicit a satisfactory immune response in naive individuals, applicants should
follow the Guideline on adjuvants in vaccines for human use (CHMP/VEG/134716/2004).

4.1. Quality requirements
Vaccine reference virus

The reference virus for vaccine production shall be produced using one of the techniques described in
section 3.1.1 of the Note for Guidance on dossier structure and content for pandemic influenza
vaccine marketing authorisation (CHMP/VEG/4717/03).

The choice of strain should be justified by the applicant. For example, reference is made to the WHO
document: ‘Antigenic and genetic characteristics of HSN1 viruses and candidate HSNI vaccine
viruses developed for potential use as pre-pandemic vaccines’'. It is also the responsibility of the
manufacturer to establish the suitability of the reference virus for vaccine production and to establish a
vaccine seed lot.

Where the preparation of the vaccine reference virus involves reverse genetics, there are additional
quality considerations beyond those involved in seasonal vaccine production. If reverse genetics
requires the use of mammalian cells for development of a vaccine reference virus, this would impose
additional requirements to assure the safety and quality of the product. The requirements described in
section 3.1.1 of the Guideline CHMP/VEG/4717/03 should be met.

Vaccine seed lots
- Production

A vaccine seed lot system should be employed. The vaccine seed lots may be grown in embryonated
hens’ eggs or on a cell line.

- Testing for extraneous agents

The seed virus shall be tested for extraneous agents (extraneous viruses, bacteria and fungi and
mycoplasma) according to the European Pharmacopoeia (Ph.Eur.) monographs for inactivated
influenza vaccines” or the CPMP Note for Guidance on Cell Culture Inactivated Influenza Vaccines
(CPMP/BWP/2490/00), as appropriate.

Vaccine Production

- Production

Growth of vaccine virus shall be either in embryonated hens’ eggs or on a cell line. Manufacturers
using mammalian cell cultures for vaccine production should refer to the Ph.Eur. monographs for

inactivated influenza vaccines produced in cell cultures and the CPMP Note for Guidance on Cell
Culture Inactivated Influenza Vaccines (CPMP/BWP/2490/00).

! http://www.who.int/csr/disease/avian_influenza/guidelines/recommendationvaccine.pdf

% See following Ph. Eur. monographs on inactivated influenza vaccines: 0158 ; 0159 ; 0869 ; 2053; 2149 ; 2308.
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The European Pharmacopoeia test for abnormal toxicity of the finished product is only required for the
validation of the manufacturing process.

- Formulation

For multidose preparations, the need for an effective antimicrobial preservative should be evaluated’,
taking into account possible contamination during use and the maximum recommended period after
first use (in-use shelf life). Tests for the antimicrobial preservative should be included for the bulk
vaccine testing, if appropriate. The applicant should investigate the possible interference of the
antimicrobial preservative with other tests.

If the candidate influenza vaccine contains Thiomersal as a preservative, the applicant should address
the final Thiomersal content of the vaccine, in line with the established CHMP guidance.

- Vaccine standardisation

Normally, influenza vaccine HA content is measured by the immunochemical single radial
immunodiffusion (SRD) assay. It is possible that adjuvants interfere with these methods: the applicant
might develop and validate alternative tests to standardise the vaccine (e.g. protein content,
immunogenicity studies in small animals).

- Stability

Stability data for the candidate influenza vaccine should be developed as described in Ph. Eur
monograph of Vaccines for Human Use (0153). A minimum of 6 months real time stability data need
to be included in the application.

Vaccine components (e.g. bulk antigen and adjuvant) might be stored separately.

If the marketing authorisation holder wants to extend the shelf life, non-clinical and/or clinical
investigation might be considered necessary and the testing program should be discussed with the
competent authorities.

4.2. Non-clinical testing requirements
4.2.1 Primary Pharmacodynamics (Protection and Immunogenicity)
4.2.1.1 Proof-of-Concept of Protection

The protective efficacy of the vaccines that are the subject of this guideline cannot be established in
clinical trials. Therefore, contributing to a weight-of-evidence approach, challenge studies in a
relevant animal model (ferrets are the preferred animals) can provide evidence regarding the potential
protective efficacy of such a vaccine. These studies should also address the need and role of the
adjuvant, if included. Disease markers such as viral shedding, body temperature, body weight loss,
behaviour, clinical symptoms as sneezing or nasal rattling, and leukocyte counts are important
endpoints. The applicant should consider the need for intranasal priming of the test animals by
infection with a heterologous virus before challenge.

Such studies should be conducted using the candidate vaccine and the challenge virus should ideally
be the wild type virus from which the vaccine strain is derived. It is recognised that use of some wild

? See Ph. Eur. General chapter 5.1.3. Efficacy of antimicrobial preservation and Monograph 0153 on Vaccines
for human use.
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type strains poses problems of biosecurity in performing these studies; however, use of an attenuated
strain of the homologous virus as the challenge virus will provide useful information.

The candidate vaccine is likely to be a specific strain within a heterogeneous group of viruses of
pandemic potential. It is therefore of interest to examine cross-protection of the vaccine against other
strains and such studies should be considered. Data on cross-protection could derive from challenge
or serological studies using heterologous viruses. Such studies are a useful adjunct to the data
demonstrating the efficacy of the vaccine. Data deriving from studies with heterologous viruses will
be required if cross-protection (against different strains of the same subtype) in humans is claimed (see
also section 4.3 — Induction of immunity to other influenza strains).

The concern that influenza vaccines could induce disease enhancement (as reported with inactivated
adjuvanted measles and respiratory syncytial virus vaccines in the 1960’s) may be investigated using
suitable endpoints in the immunisation and challenge studies.

If the applicant submits data from challenge studies performed with mock-up pandemic vaccines or
other influenza vaccines prepared from viruses with a pandemic potential, the relevance of the
findings to the candidate vaccine should be justified.

4.2.1.2 Non-clinical immunogenicity

Immunogenicity data derived from a small animal species that respond well to human influenza
vaccine (e.g. ferrets and mice) are expected before starting clinical trials. The investigations should
include an evaluation of immune responses according to dose and dose interval using vaccine that
contains the strain intended for the final product. If an adjuvant is included, immunogenicity studies
should address the need, the specific identity and role of the adjuvant, as indicated in the Guideline on
Adjuvants (CHMP/VEG/134716/2004)

Immunogenicity studies in animals are also useful to document consistency of production, in
particular during the validation phase of a candidate influenza vaccine manufacturing process.
Immunogenicity data for the first three batches should be included in the application to document
consistency of production.

4.2.2. Non-clinical safety (Toxicity testing)

- For split or subunit candidate influenza vaccines that are to be manufactured and formulated
similar to the licensed seasonal vaccine (apart from the strain) or similar to a licensed mock-up
vaccine, routine non-clinical toxicity studies need not be repeated, provided that they have been
performed in accordance with the requirements of the Note for Guidance on preclinical
pharmacological and toxicological testing of vaccine (CPMP/SWP/465/95) and have been
included previously in the relevant applications.

- In the 1960’s, enhanced disease was reported in predisposed infants vaccinated with inactivated
aluminium-adjuvanted Respiratory Syncytial Virus Vaccine and Measles Virus Vaccine,
following subsequent natural infection with the respective viruses. From the literature there is
evidence that the disease enhancement, first seen in humans, has been repeated in animal
models using a variety of antigens and adjuvants. Therefore, a similar - albeit theoretical -
concern was raised for whole virus and split inactivated aluminium-adjuvanted influenza
vaccines prepared from strains with a pandemic potential as they would be administered to a
naive population (e.g. young children). Such vaccines could direct the cellular immune system
of vaccinees towards a predominantly Th2 response, making them more prone to serious
influenza disease during subsequent infection. Specific studies in animals should be considered
to address this concern (see 4.2.1.1).

- Investigation of local and systemic tolerance of repeated doses administration is also required
when the intended vaccination schedule consists of multiple doses of vaccine containing in total
considerably more than 45 pg of HA antigen.
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- Use of any of the influenza vaccine types mentioned above in combination with a well-
established adjuvanting system will also only require local tolerance studies following
administration of single and repeated doses.

- Influenza vaccines derived from an entirely new production process will require a complete
non-clinical study program as stipulated in the relevant guidelines.

- New adjuvanting systems — in particular when combined with influenza virus antigens from a
new or modified manufacturing process - where no experience exists in relation to human use
need to be specifically investigated for their safety profile, separately and in combination with
the influenza virus antigen. Applicants should consult the Guideline on adjuvants in vaccines
for human use (CHMP/VEG/134716/2004).

In view of the possible use of these vaccines in pregnant women, animal reproductive toxicity studies
should be performed and should be available before authorisation. The study design should reflect the
clinical dosing schedule, i.e. once before (as a priming) and once during the pregnancy phase (groups
with different time points might be considered).

It is expected that non-clinical safety testing should normally be performed with vaccine that contains
the strain intended for the candidate vaccine. If some or all of the data have been obtained with
seasonal vaccine strains or other strains with the potential to cause a pandemic, the applicant should
justify the relevance of these data. If reference is made to the literature as supportive bibliographic
data, this literature should be provided and its relevance to the candidate influenza vaccine should be
discussed.

For reduction of, or exemption from, any part of a non-clinical safety investigation program, European
competent authorities should be consulted for Scientific Advice.

4.3. Clinical requirements

In principle, the clinical development of influenza vaccines prepared from a virus with a pandemic
potential should be in accordance with the general recommendations regarding the clinical
development of vaccines. Therefore, the Guideline on Clinical evaluation of New Vaccines
(EMEA/CHMP/VEG/164653/05) applies where appropriate.

In the pre-submission phase the applicants are encouraged to present and discuss with European
competent authorities the clinical development plan and any interim results.

Target population

The SPC for each candidate vaccine will reflect the characteristics (e.g. age range, immune status) of
the population(s) in which it is considered that sufficient data are available to support a dose regimen
that will be potentially protective.

It is possible that the manufacturer will not be able to generate data for all age and risk categories.
Under these circumstances, some degree of extrapolation might be allowed (e.g. from healthy adults to
older and younger age categories). The appropriateness and extent of any extrapolation that is allowed
will have to be considered on a case-by-case basis and will depend on the data available. Applicants
proposing such extrapolations should seek Advice from European competent authorities.

As with all vaccines, variations to the SPC that extend the population in which dose recommendations
have been established may be approved if suitable data are provided.

In principle, studies in children and adolescents to evaluate immunogenicity and safety should be
initiated only after acceptable data have been obtained from studies conducted in healthy adults.
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