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HARMONISATION OF REQUIREMENTS FOR INFLUENZA VACCINES |

A. YEARLY CHOICE OF INFLUENZA VIRUS STRAINS FOR VACCINES

WHO has three international influenza centres (at the National Institute for Medical Research
in Mill Hill UK; and at the Centers for Disease Control in Atlanta, USA and at CSL Ltd,
Parkville, Australia), which are assisted by national laboratories, designated by WHO. The
national laboratories isolate viruses and then refer them to an international centre for detailed
antigenic analysis. Reports are regularly sent to WHO in Geneva.

Once a year, in mid-February, a meeting of WHO experts takes place in Geneva, leading to a
recommendation on the influenza A and B virus variants which should be used for the
production of vaccine for the coming season, but there remains very broad flexibility within
this recommendation. The WHO recommendations are aimed worldwide and therefore need to
be adapted to the epidemiological situation of the European Union (EU). The predominant
influenza viruses are believed to be similar from one Member State of the EU to another,
There is thus little scientific justification for different composition of vaccines throughout the
EU.

As from 1992, a meeting of EU experts will have to be convened each year after the WHO
meeting, as soon as practically possible, in order to take an EU wide decision regarding
influenza virus strains for vaccine production for the next season, taking into consideration the
epidemiology of influenza in the EU.

B. LABELLING

There should be clear information about influenza virus strains and season of use, since EU
vaccines often contain virus strains which are related to, but not identical to those
recommended by the WHO. This may cause confusion if some vaccine labels show the WHO
strains and others show the actual vaccine strains. ‘

Information on immediate package, outer packaging and package leaflet should comply with
Council Directive 92/27/EEC and in addition the labelling and package leaflets should contain:

- season of use
e.g. 1997/98 season

Outer packaging - WHO/EU recommended strains
e.g. A/Wuhan/359/95 (H3N2)-like strain
- season of use

Immediate package

Package leaflet - WHO/EU recommended strains followed by
actual strains e.g. A/Wuhan/359/95 (H3N2)-like
strain (A/Nanchang/933/95 RESVIR-9)

- Statement that the vaccine complies with WHO
recommendation (northern hemisphere) and EU
decision for "x" season
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The actual vaccine strains (ie those approved at the annual meeting of EU experts) will also be
named in the dossier submitted for annual licensing and in the production and test protocols.

C. POTENCY OF INFLUENZA VACCINE

For influenza vaccines to be acceptable throughout the EU, they should comply with the
European Pharmacopoeia (EP) requirements and contain 15 ug HA per strain and per dose.
The lower 95% confidence limits of the potency assay should indicate a content of at least 12
png HA per strain and per dose.

D. CONTROL AUTHORITY BATCH RELEASE OF INFLUENZA VACCINE

1. INTRODUCTION

1.1  Directive 89/342/EEC relating to immunological products (consisting of vaccines,
toxins or serums and allergens) provides in article 4.3. that, where a Member State considers it
necessary in the interests of public health, it may require that samples from each batch be
submitted for examination by a State laboratory or a designated laboratory for the following
medicinal products:

o live vaccines;

° immunological medicinal products used in the primary immunisation of infants or other
groups at risk;

e immunological medicinal products used in public health immunisation programmes;

° new immunological medicinal products or immunological medicinal products

manufactured using new or altered kinds of technology or new for a particular
manufacturer, during a transitional period normally specified in the marketing
authorisation.

Harmonisation of such examination by EU national authorities must be achieved to permit
effective batch release of vaccines within the EU.

The objective of this batch examination is the verification that the product is in conformity
with the approved specifications. The testing has to be completed within 60 days of receipt
of the samples.

1.2 Where a Member State has examined a batch of a product and declared it to be in
- conformity with the approved specifications, another Member State may not repeat this
examination for the purpose of release.

The objective of this document is the harmonisation of control tests carried out in the
framework of batch examination in order to achieve mutual recognition.

1.3 Batch release should be carried out by a control authority with recognised competence
in batch release of influenza vaccines. A vaccine batch released by one Member State must be
acceptable to other Member States. Batch release depends upon mutual confidence and
effective exchange of information between the Member States. The batch release procedures
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outlined below are phased to deal with vaccine submissions under normal circumstances
(phase 1) and abnormal circumstances (phase 2). Phase 1 of batch release is necessary for all
vaccine batches whereas phase 2 of batch release is introduced under the special circumstances
described below. Test methods and results for phases 1 and 2 must comply with the
European Pharmacopoeia monograph on influenza vaccines.

1.4  Manufacturers are responsible for presenting release certificates delivered by the
competent authorities when required.

Records of batch release tests (phases 1 and 2) and the full documentation submitted by the
manufacturer should be kept for at least 10 years by the control authority. They should be
available to other EU control authorities upon request.

2. PHASE 1 OF BATCH RELEASE: PROTOCOL SUBMISSION AND BATCH
RELEASE TESTS (BASIC EP TESTS)
2.1 Protocol submission

The manufacturer's detailed protocol of production and tests carried out according to the
European Pharmacopoeia monograph on influenza vaccines shall be approved by the control
authority for each vaccine batch. The protocol should be based upon the WHO summary
protocol for influenza vaccine (inactivated) (WHO Technical Report Series 638, 1979) an
example of which is illustrated in paragraph 5. Manufacturers should submit full details of test
results; it is insufficient to indicate only "pass" or "fail".

2.2. Basic EP tests

Tests to be performed by the control authority in accordance with the EP monograph as a
basis for batch release:

2.2.1 At least twenty doses of each vaccine batch (product supplied in final package) and 20
ml of bulk vaccine shall be submitted to the control authority. For purified subunit vaccines,
an additional 10 ml of monovalent vaccine shall be submitted for the first 5 lots of vaccine
produced from a new influenza strain; -

2.2.2 Tests to be performed on each batch of vaccine prior to release:

a) haemagglutinin antigen concentration/identity test using reference materials supplied‘
currently by the National Institute for Biological Standards and Control, UK;

b) endotoxin content;
2.2.3 Tests to be performed on each lot of blended bulk vaccine:
a) none;

2.2.4 Tests to be performed on the first 5 lots of monovalent purified subunit vaccine
following the introduction of a new influenza strain:

a) test for purity;
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3. PHASE 2 OF BATCH RELEASE: PROTOCOL SUBMISSION AND
ADDITIONAL EP TESTS

Additional tests from the EP monograph on influenza vaccines may be necessary for batch
release in special circumstances:

° a change in the vaccine production process has been approved,;
° a change in the site of manufacture has been approved,
° evidence of unexpected adverse clinical reactions or quality defects from previous

batches of a given vaccine;

® evidence of marked inconsistencies in the vaccine production process; -

e a critical report from the inspector from the competent authority;

® changes in the manufacturer's testing procedures;

° identification of unexpected variability of the manufacturer's test results.

Phase 2 batch release procedures:

3.1  The number of additional doses of each vaccine batch (product supplied in final
package) or the volume of trivalent or monovalent bulk vaccine to be submitted for testing to
the control authority will depend on the nature of the additional tests.

3.2 The nature of the additional batch release tests to be performed will depend on the
circumstances for introduction of phase 2 tests.

3.3  Information concerning failed batches may be required as part of phase 2 batch release
procedures.

4. RELEASE CERTIFICATE

A release certificate for each vaccine batch shall be presented to the manufacturer after
approval when the results of testing are satisfactory. The release certificate must give details
of: '

4.1. Name and address of manufacturer

4.2. Trade name and proper name of product
4.3. Marketing Authorisation Number (Country)
4.4. Batch number

4.5.  Number of containers

4.6. Number of doses per container

4.7. Type of container
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4.8. Date of release and reference number
4.9. Date of expiry
4,10 Statement of compliance

4.11 Name and function of signatory

5. SUMMARY PROTOCOL FOR INACTIVATED INFLUENZA VACCINES

The following summary protocol is an example of the type of information required for batch
release. The data submitted should be in accordance with the current EP monograph on
influenza vaccines.

BatCh MUMIDET: c..oiiiiiiiiiee et e e re s s e e s e s e e s sseasnmaesessaeeaenaenesnnnannnsasenaneneree
Flling 10t IUMDBET: ©...coeiiiiieiiiiieert ettt sttt et esae st e e s besse e s e asaeesaesaeesaesanesnnns

DAt OF TN AU A CIUT . ©aeeeeeeeeeeeeeeee e eeee et eeee e ettt eeeeeeeeeeeeeseeesessessssessseesseaeeseesessranseseessssnnannes

e.g. strain 1 15 pg HA/0.5 ml
strain 2 15 pg HA/0.5 ml
strain 3 15 pg HA/0.5 ml
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Statement of quality:

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

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

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

the European monograph on influenza vaccines.

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

........................................................................................................
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PRODUCTION FLOW SHEET

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

Final Product
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'SEED VIRUS

1. Information on manufacture

L1 VHIUS SEEAII . ceeeereeieeieeeieese e e eeeeste e et eeeeebe s eabe s earesebaeesbeeenneesatesasssasssansesnsesasssnseeans
1.2 Source and lot No of primary seed:.......c.ccoeeeererrineneniiiiiniiiniine e
1.3 Date OF TECEIPT e eteeiieie ettt ettt e sn s b e e sa s srs e r e r e bnaens
1.4  Passage history on receipt (dates, temperatures):.......cccevivieiiiiiveininenenineveeneenens
1.5 Comments:....cccocevvviienniiiniinrininnnnnnne. reeeeeeee A
1.6 Storage CONItIONS:.....ccuevuerreruirieiieriiiiicice i et
1.7 Working $66d 10t NOZ...ccoucummmmmmsmnniirsierrnsinersrsrssssssssssssssssssssssssssssssssssses I
1.8  Passage history of seed lot(s) (dates, temperatures):.........ccccoveeveviineeieneenenieneennn,
1.9 Added antibiotiCs:....ceeuiireieeieniee ettt sttt ns

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/l/36
(HINT) Ref

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

(b)  Neuraminidase

eg.

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

A/Shang/11/87
(H3N2) Ref

A/Sich/2/87
(H3N2) Ref

A/Taiw/1/86
(HIN) Ref

B/Yam/16/88
Ref

CPMP/BWP/214/96



A/Shang/11/87

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

2.4, INFECHVILY HITO.ueetiiiereriieieeiee ettt et et s s et

DatE OF 1SS . i eiviiiiireierirecreereeeeeste e e e ebe e et eesabee s sre e srneesrr e e e s san e e be s rb b e e b e e eraente s

Ot TESULLS . cuvrrieeeireecreeeeeeeeetee et e et e e st e e e bt e e s st e s erre e e e eate s e bs e sbb s s e s bra s e sanessass

MONOVALENT VIRUS POOL

1. Information on manufacture

Name and address of ManUfACtUIeT:.......cccueriirerrriciiii e
T.1  VITUS SEEAIIL . ueeeerreceeieeeteeteectesntee e e reeseessie e s e e e s sab s s san s e etb e e sas e eaneesbeeabeesraa s sneannaanes
1.2 Lot IUMDEI(S) . titreeierenieteteteretee ettt st b e bbbt s e et seens
1.3 Working SEed 10tS TUSE:.....uurvvrrvenrusnresrereeseeisesenseneessenssensnmaesssosecssensssssessssssssssnnes
1.4 Date of INOCUIATION . ..ueeviiieetieeerteee ettt sttt st r st s b e as e san e
1.5 Date Of BAIVESIZ: c.eoveeertieeeerieiertirrctesrentiee ettt ettt e e et et nas
1.6 Method of INACHIVALION:......cviviieiiiieii s
1.7 Date of INACHIVALION: .. .cuiiereerieseerertrere ettt eeree et ste st asesas st e sae s ae s e e seeresnens
1.8  Method of disruption (if ANy )...ccccevviriiiiiiiniiiiiiici s
1.9  Date of distuption (if A10Y): ..c.cereereemrericiiiiiiinit s
1.10. Concentration/purification procedure:............cceceeririiininiineiniiiienee e
1.11  Added antibiotiCS: . .ouuieiuiieieeirerreeieereeenteei e e eeee s et e esnc et sresrasssbn e sr e e s enssesseeraes
1.12  Filtration details (if @ny)i...ccceeerrereeniineneneniieiiiiiniiencrieee e
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2. Tests on monovalent virus pool
2.1  Test for inactivation

.
Date Of teStiuuuureiiiieeiiree et ere e e eesereseresesrsiecarsttacarenatisnnstrieesease

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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