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OCABR OF A PANDEMIC Influenza Vaccine

To be used in the context of the current version of PA/PH/OMCL (15) 28, OCABR: Procedure for Emergency Situations

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 paragraph 78 of Article 1 of the amendment 2004/27/EC and following the current Guideline on EU Administrative Procedure for Official Control Authority Batch Release (OCABR).

In the case of a pandemic which requires rapid release of influenza vaccines, OMCLs should follow the procedure for OCABR in emergency situations (current version of PA/PH/OMCL (15) 28).  As such situations will probably involve rapid preparation of material in a high-pressure environment a second independent check on the product would be of added value. 

Testing by an OMCL should be done in parallel with testing and release process by the manufacturer and license assessment.  Consequently, a specific abridged testing procedure has been put in place. In addition the release process of a pandemic influenza vaccine by OMCLs should be considered as part of a global preparedness plan including in advance:

· collaboration between the WHO collaborating centre (NIBSC) and OMCLs for the standardization of in vitro assays (e.g SRD test) or a surrogate test. It is of particular importance during the assessment phase of both the core pandemic dossiers and the pandemic influenza variation dossiers to examine the suitability of classical in vitro assays. The possibility of interference of adjuvant in the test should be looked for in advance.

· collaboration between the WHO collaborating centre (NIBSC) and OMCLs for rapid distribution of the calibrated antigen (likely monovalent vaccine) with support from OMCLs on the calibration procedure of the antigen if required. 

· collaboration between the OMCLs and manufacturers wherever possible to characterise the working seed lot (i.e. identity, titre, molecular characterisation by NAT).  These tests could be carried out by a WHO collaborative centre e.g. NIBSC.

2  Sampling and tests to be performed by the Control Laboratory 
The following samples should be supplied to the Official Medicines Control Laboratory performing testing:

· It is highly recommended, when feasibility allows, that the working seed prepared by the manufacturer be sent to NIBSC or a qualified national reference centre for influenza as agreed by the releasing OMCL, for independent testing to confirm the identity.  This should be done in parallel with the beginning of production and using rapid analytical techniques (NAT).

· At least 4 samples of working seed lot (number of samples to be taken under consideration)

· At least twenty samples of single or multiple dose final containers and at least 20 ml of bulk vaccine and monovalent. Nevertheless due to the exceptional circumstances it should be up to the OMCL to define the schedule for testing final lots before batch release (e.g random testing or absence of testing at this level could be acceptable based on case by case rationale).  Definition of the schedule applied by the OMCL will take into consideration whether the working seed has undergone independent testing for identification as described above.  This is of particular relevance if it is considered to forgo independent testing in view of particular exceptional circumstances.

· The Control Laboratory should perform the following tests: 

On the Monovalent Virus pool

· Purity (for surface antigen vaccines only)

· In order to save time the OMCL may consider to test for haemagglutinin antigen concentration/identity on the monovalent virus pool in parallel with the manufacturer.

On the final bulk and/or final lot.

· Appearance on the final container

· Haemagglutinin antigen concentration/identity (if testing has already been done by the OMCL on the monovalent virus pool, the OMCL may decide whether random testing or no testing is performed on the final bulk/final container).

· Bacterial endotoxin content

3  Protocol submission

In emergency situations procedures should be put in place to shorten as far as possible the delay for protocol submission and review (e.g electronic submission). 

In extreme situations the licensing dossier may not be completed at the time of initiation of the OCABR procedure.  In such cases the final manufacturer’s protocol submitted for OCABR, including any differences from the templates provided, as determined by the details of the MA, may be provided to the OMCL concomitantly with the approved marketing authorisation.  OCABR cannot be completed until the marketing authorisation has been approved and all elements of the final protocol with the pertinent information regarding the required tests and the specifications outlined in the MA, has been submitted to and evaluated by the releasing OMCL.

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.

In all cases 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.  

For protocol submission refer to section 3 of the seasonal vaccine guidelines which most resembles the pandemic vaccine, adapting for the number of strains and marketing authorisation specificities as required.

The following seasonal vaccine guidelines are available.
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Cell cultured influenza vaccine (surface antigen inactivated)

· Influenza vaccine

· Live attenuated influenza vaccine

Note that for pandemic influenza vaccines:

With respect to the tests on the working seed:

· For the identity tests, if reagents are not available, the NAT test may serve as the identity test)

If noted in the marketing authorisation tests on the working seed should include:

· Molecular characterisation by NAT methods (indicating; method, specification date and result)

And 

· For reverse genetics derived virus strains: sequencing to monitor any engineered mutations induced into the pathogenic strain.

With respect to the monovalent virus pool:

· For the identity of haemagglutinin if reagents are not available, the test is not performed

With respect to the final bulk/final lot vaccine:

· If no reagents are available for SRD tests, validated alternative tests could be performed such as HPLC or mouse potency test (indicating; method, specification date, result) following the respective marketing authorisation.  Unless otherwise approved, when SRD reagents become available the SRD test should be used for batch release.

The manufacturer should omit items listed in the models 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.

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/EEC and amendment 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 the protocol as described in the EU administrative procedure for OCABR.

Name: ________________________________________________

Function: ______________________________________________

Date: _________________________________________________

Signature:______________________________________________
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