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OFFICIAL CONTROL AUTHORITY BATCH RELEASE OF 
 Influenza Vaccine (SURFACE ANTIGEN, INACTIVATED, VIROSOME)
1  Introduction
Control Authority Batch Release of immunological medicinal products is performed within the framework of Article 114, paragraph 1 of Directive 2001/83/EC and Article 1, paragraph 78 of the amending Directive 2004/27/EC and following the current Guideline on EU Administrative Procedure for Official Control Authority Batch Release.

All general and specific Ph Eur monographs pertaining to this product apply. The Ph. Eur. Monograph 2053 is relevant for this product.

2  Sampling and tests to be performed by the Control Laboratory

The following samples should be supplied to the Official Medicines Control Laboratory performing batch release:

At least twenty samples of single dose final containers

Two ml of the monovalent virosomal preparation shall be submitted for the first 5 lots produced from a new influenza strain.

The Control Laboratory should perform the following tests:

On the final lot:

· Appearance

· Haemagglutinin antigen concentration/identity test using reference materials currently supplied by NIBSC, UK.  Should these be unavailable, reference materials from another officially recognised WHO reference laboratory (eg. TGA-Australia, CBER-USA) may be used.  In all cases the OMCL should use the same source of reagents as the manufacturer as approved in the Marketing Authorisation. 
· Bacterial endotoxins content

· Average virosome size and polydispersity index (a reduced testing scheme for OMCLs on the first filling lot from every final bulk could be considered based on scientific experience and justification presented to and approved by the network)

On the first 5 lots of monovalent virosomal preparation following the introduction of a new influenza strain: 

· Purity

3  Protocol submission

The protocol submitted by the manufacturer should reflect all appropriate production steps and controls for a particular product as outlined in the Marketing Authorisation for that specific product.  A MODEL protocol is given below to help ensure complete and harmonised protocol submission.  An attempt has been made to list all appropriate production steps and controls as required by the various Marketing Authorisations and the relevant monograph(s) of the Ph Eur for products of this type. The manufacturer should omit listed items that are not required by his Marketing Authorisation and include any relevant additional items.  It is thus possible that a protocol for a specific product may differ in detail from the model provided.  The essential point is that all relevant details demonstrating compliance with the Marketing Authorisation and the Ph Eur monograph(s) (if available) for a particular product should be given in the protocol submitted. 

Results of the tests are required (passed or failed is not sufficient, initial results and, where applicable, results of retests should be given).  Sufficient detail should be supplied to allow recalculation of test values.  Specifications for each test and dates when the tests were performed should also be included.  Results of qualification tests on reference materials should be given for each new in-house reference material.

3.1  Summary information on the finished product (final lot)

Trade name: 
................................................

International non proprietary name (INN) /

 Ph Eur name /

 common name of product (whichever is appropriate):
................................................

Batch number(s): 
................................................


Finished product (final lot):
................................................


Final bulk: 
................................................

Type of container: 
................................................

Total number of containers in this batch:
................................................
Number of doses per container:
................................................

Composition/volume of single human 

dose: 
................................................
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Prescribed qualitative and quantitative strain composition: (Include information on all strains in the final vaccine) 

Date of expiry: 
................................................
Date of start of period of validity:
................................................

Storage temperature: 
................................................
Marketing authorisation number issued by

(Member state/EU):
................................................

Name and address of manufacturer: 
................................................
Name and address of Marketing 

Authorisation Holder if different: 
................................................
3.2  Production information

Site of manufacture:

................................................
Date of manufacture:

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

Summary information scheme on batch specific production data including a flowchart, dates of different production stages, different production site(s) where relevant, identification numbers and blending scheme.

3.2.1  Starting materials

Refer to starting materials in the current guideline for Control Authority Batch Release of Influenza Vaccine.

· Virus seed lot: refer to section 3.2.1

3.2.2.  Intermediate stages

3.2.2.1 Monovalent pooled harvest and/or monovalent virosomal preparation
Virus strain:
................................................
Batch number(s):
................................................

Date of inoculation:
................................................

Date of harvesting:
................................................

Concentration/purification procedure:
.................................................

Method of inactivation:
.................................................

Inactivation:
Start Date:
.................................................


End Date:
.................................................

Method of disruption:
.................................................

Date of disruption:
.................................................

Method of virosome preparation:
.................................................

Date of virosome preparation:
.................................................

Added antibiotics:
.................................................

Filtration details (if any): 
.................................................

Volume, storage temperature, storage time

and approved storage period: 
.................................................

Residual infectious viruses  

Method:
.................................................

Specification:
.................................................

Date:
.................................................

Result:
.................................................

Neuraminidase (only the first three batches of each working seed lot)

Method:
.................................................

Specification:
.................................................

Date:
.................................................

Result:
.................................................
Haemagglutinin antigen content   (may also serve as the identity test if applicable)
Method:
.................................................
Specification:
.................................................

Date:
.................................................

Result with 95% confidence interval:
.................................................
Identity of haemagglutinin

Method:
.................................................

Specification:
.................................................

Date: 
.................................................

Result:
.................................................
Sterility

Method:
.................................................
Media:
.................................................
Volume inoculated: 
.................................................

Date test on:
.................................................
Date test off:
.................................................

Result:
.................................................
Bacterial endotoxins

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Purity 

Method: (e.g.type of PAGE system,

reducing/non reducing conditions)
.................................................

Specification:
.................................................
Date:
.................................................
Result:
.................................................
(e.g. HA,M and NP bands must be identified.  Comparison between whole virus and surface antigen preparation must be made)

Chemicals used for disruption and purification

Method:
.................................................
Specification:
.................................................

Date:
.................................................

Result:
.................................................

Content of Phospholipid   (may also serve as the identity test if applicable)
Method:
.................................................
Specification:
.................................................

Date:
.................................................

Result:
.................................................

Identity of Phospholipid 

Method:
.................................................
Specification:
.................................................

Date:
.................................................

Result:
.................................................

Ratio of haemagglutinin to phospholipid

Method:
.................................................
Specification:
.................................................

Date:
.................................................

Result:
.................................................

Average virosome size

Method:
.................................................
Specification:
.................................................

Date:
.................................................

Result:
.................................................

Polydispersity index

Method:
.................................................
Specification:
.................................................

Date:
.................................................

Result:
.................................................

HA incorporation (if applicable)
Method:
.................................................
Specification:
.................................................

Date:
.................................................

Result:
.................................................

3.2.2.2   Final bulk vaccine
Batch number:
.................................................
Date of manufacture: 
.................................................
Volume, storage temperature, storage time

and approved storage period:
.................................................
Batch number and volume of monovalent

pools used to prepare bulk:
.................................................
Other substances added and volumes:
.................................................
Antimicrobial preservative (where applicable)
Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Sterility

Method:
.................................................
Media:
.................................................
Volume inoculated: 
.................................................
Date test on:
.................................................
Date test off:
.................................................
Result:
.................................................
3.3 Batch of finished product (final lot)

Batch N°:
.................................................
Date of filling:
.................................................
Type of container: 
.................................................
Number of containers after inspection: 
.................................................
Filling volume: 
.................................................
Appearance

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
pH

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Extractable volume

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Antimicrobial preservative (where applicable)
Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Haemagglutinin antigen content   (may also serve as the identity test if applicable)

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Identity for haemagglutinin 

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result with 95% confidence interval:
.................................................
Content of Phospholipid   (may also serve as the identity test if applicable) (this test may be performed on final bulk vaccine)
Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Identity of Phospholipid (this test may be performed on final bulk vaccine)
Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Ratio of haemagglutinin to phospholipid (this test may be performed on final bulk vaccine)
Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Average virosome size

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Polydispersity index

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Total protein (this test may be performed on final bulk vaccine)
Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Ovalbumin (this test may be performed on final bulk vaccine)

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Free formaldehyde (this test may be performed on final bulk vaccine)  (if applicable)
Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Sterility

Method:
.................................................
Media:
.................................................
Volume inoculated:
.................................................
Date test on:
.................................................
Date test off:
.................................................
Result:
.................................................
Bacterial endotoxins

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Date of start period of validity:
.................................................
4  Certification

Certification by qualified person taking the overall responsibility for production and control of the product:

I herewith certify that _________________(name of the product) batch N°__________ was manufactured and tested according to the procedures approved by the competent authorities and complies with the quality requirements.  This includes that, for any materials derived from ruminants (bovine, ovine, caprine) used in the manufacture and/or formulation of the batch of product specified above, all measures have been taken to demonstrate compliance with Directive 2001/83/EC and amending Directives 2003/63/EC and 2004/27/EC.

In addition the OMCL performing OCABR has been notified of all relevant approved variations that have an impact on product specifications or on data supplied in section 3 of this protocol as described in the EU administrative procedure for OCABR.
Name: ________________________________________________

Function: ______________________________________________

Date: _________________________________________________

Signature:______________________________________________
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