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OFFICIAL CONTROL AUTHORITY BATCH RELEASE OF CHIKUNGUNYA VIRUS (LIVE ATTENUATED) vaccine

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.
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 30 single dose containers of each final 
The Control Laboratory should perform the following tests:

On the final lot:
· Appearance

· Identity
· Assay (potency)
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 final lot of finished product

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:
................................................
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 dates of different production stages, different production site(s) where relevant, identification numbers and blending scheme. Indicate if a reprocessing step has taken place.
3.2.1 Starting materials
Identification and source of starting materials (particularly any materials of human or animal origin) e.g. plasma; serum; strain of bacteria or virus; master working seeds and cell banks; excipients and preservatives etc. 
The information requested below is to be presented upon each submission. Full details on the tests on master attenuated seed lots and production scheme from the attenuated donor strain must be provided upon first submission but need not be submitted with the subsequent batches prepared using the same material.  For products where working seed lots are derived from master seed lots adequate information in line with the marketing authorisation requirements must also be provided for the working seed lot.
3.2.1.1   Virus seed lots
Master seed lot N°:
................................................

Origin of the Chikungunya Strain:
................................................

Date of approval of protocol indicating 

compliance with relevant Ph. Eur. monographs and 

with the Marketing Authorisation:
................................................

Working seed lot N°:
................................................

Source and full history of the Passage level 

from Chikungunya virus:
................................................

Passage level from Master seed lot:
................................................

Date of approval of protocol indicating 

compliance with relevant Ph. Eur. monographs and 

with the Marketing Authorisation: 
................................................

3.2.1.1.1 Tests on the crude harvest of the master and working virus seed lots
Pre-master viral seed bank

Virus concentration

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

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

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

Result:
.................................................
Confirmation of attenuating phenotype
Method:
................................................
Date test on:
................................................
Date test off:
................................................
Result:
................................................
Mycoplasma

Method:
................................................
Date:
................................................
Result:
................................................

Additional tests for master virus seed lots

Confirmation of attenuating phenotype  

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

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

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

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

Extraneous viral agents on cells and supernatant fluids

Information on extraneous viral agents testing as approved in marketing authorisation and in line with Ph. Eur. chapter 2.6.16 should be reported below including details on test system (method, volume tested, incubation time and temperature, dates, results and as appropriate cell line/animal, anti-sera, media used, etc.)

Evaluation of Adventitious Agents in vitro and in vivo

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

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

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

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

Detection of reverse transcriptase activity

Method:
................................................
Date:
................................................

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

Mycoplasma

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

Date
................................................

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

Mycobacterium

Media used:
................................................

Volume inoculated:
................................................

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

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

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

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

Media used:
.................................................

Volume inoculated:
.................................................

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

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

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

Test for presence of Porcine and Bovine Viruses

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

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

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

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

Test for presence of Porcine circovirus Viruses

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

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

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

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

Homogeneity of filling

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

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

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

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

Virus concentration:

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

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

Date: 

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

Result:
................................................
Additional tests for working virus seed lots

Confirmation of attenuating phenotype  

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

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

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

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

Extraneous viral agents on cells and supernatant fluids

Information on extraneous viral agents testing as approved in marketing authorisation and in line with Ph. Eur. chapter 2.6.16 should be reported below including details on test system (method, volume tested, incubation time and temperature, dates, results and as appropriate cell line/animal, anti-sera, media used, etc.)

Evaluation of Adventitious Agents in vitro and in vivo

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

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

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

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

Detection of reverse transcriptase activity

Method:
................................................
Date:
................................................

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

Mycoplasma

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

Date
................................................

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

Mycobacterium

Media used:
................................................

Volume inoculated:
................................................

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

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

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

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

Media used:
.................................................

Volume inoculated:
.................................................

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

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

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

Homogeneity of filling

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

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

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

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

Virus concentration:

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

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

Date: 

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

Result:
................................................
3.2.1.2  Cell substrate for virus propagation
Master cell bank (MCB) N° & preparation date:
................................................

Passage level of MCB:
................................................

Date of approval of protocols indicating compliance 

with the requirements of the relevant Ph. Eur. 

monographs and with the Marketing Authorisation:
................................................

Manufacturer's working cell bank (MWCB) N° 

& preparation date:
................................................

Passage level of MWCB:
................................................

Date of approval of protocols indicating compliance 

with the requirements of the relevant Ph. Eur.

monographs and with the Marketing Authorisation:
................................................

Production cell lot N°:
................................................

Date of thawing ampoule of MWCB:
................................................

Passage level of production cells when

inoculated with virus seed:
................................................

Identification of cell substrate

Methods used:
................................................

Nature and concentration of antibiotics

used in production of

cell culture maintenance medium:
................................................

Identification and source of starting materials 

used in preparing  production cells including 

excipients and preservatives (particularly any 

materials of human or animal origin e.g. albumin;

serum): 
................................................

3.2.1.3  Control cell cultures
Provide information on control cells corresponding to each single harvest.

Ratio or proportion of control

to production cell cultures:
................................................

Volume of control cells:

Period of observation of cultures:
................................................

Percentage rejected for non-specific reasons:
................................................

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

Extraneous viral agents

Information on extraneous viral agents testing as approved in Marketing Authorisation and in line with Ph. Eur chapter 2.6.16 should be reported below including details on test system (method, volume tested, incubation time and temperature, dates, results and as appropriate cell line/animal, anti-sera, media used, etc).
3.2.2 Intermediate stages

Details should be provided for each single harvest or pooled single harvests.
3.2.2.1  Single unfiltered harvests
Batch No(s):
................................................

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

Date (s) of harvest:
................................................

Volume(s), storage temperature, storage time and 

approved storage period:
................................................
Adventitious Agents

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

Reference preparation:
................................................

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

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

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

Result:
Bioburden

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

Reference preparation:
................................................

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

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

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

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

Mycoplasma
Method:
................................................
Date:
................................................
Result:
................................................
3.2.2.2  Pooled filtered harvest

Batch No(s):
................................................

Date of pooling:
................................................

Date (s) of clarification:
................................................

Volume(s), storage temperature, storage time and 

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

Virus concentration

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

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

Date: 

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

Result:
................................................
3.2.2.3  Virus clarification and purification
Batch (s) No
................................................

Date(s) of purification:
................................................
Volume(s), storage temperature, storage time 

and approved storage period:
................................................
Details on purification process

Method:
.................................................
Volumes of all preparatory and purification steps
.................................................
Specification:
.................................................
Result:
.................................................
3.2.3  Purified Bulk

Batch (s) No
.................................................
Date(s) of preparation:
.................................................
Volume(s), storage temperature, storage time 

and approved storage period:
.................................................
Details on preparation process

Method:
.................................................
Volumes of all preparatory steps:
.................................................
Appearance
Method:
.................................................

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

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

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

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

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

Result:
Identity
Method:
.................................................

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

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

Result:
.................................................
Virus Titer

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Residual Host Cell protein

Method:
.................................................
Specification:
.................................................
Date: 
.................................................
Result:
.................................................
Residual Host Cell DNA

Method:
.................................................
Media used:
.................................................
Volume inoculated:
.................................................
Date test on:
.................................................
Date test off:
.................................................
Result:

Residual Bovine Serum Albumin

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

Residual Protamine Sulphate

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Recombinant Human Albumin Content

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Sucrose

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
D-Sorbitol

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
L-Methionine

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Bacterial Endotoxin

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Bioburden

Method:
.................................................
Specification:
.................................................
Date:
.................................................
Result:
.................................................
Mycobacteria

Media used:
.................................................
Volume inoculated:
.................................................
Date test on:
.................................................
Dates test off: 
.................................................
Result:
.................................................
Homogeneity

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

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

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

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

3.2.4  Final bulk vaccine
Batch No:
.................................................
Volumes and batch numbers of all components 

used during formulation:
.................................................
Pooling date:
.................................................
Date of manufacture:
.................................................
Volumes, storage temperature, storage time 

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

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

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

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

Result:
.................................................
Bioburden

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

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

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

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

Filter Integrity

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

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

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

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

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

Batch No:
...................................................
Total volume for final filling:
...................................................
Date of filling:
...................................................
Filling Volume:
...................................................
Date of freeze-drying:
...................................................

Freezing t°:
...................................................

Drying period:
...................................................

N° of containers produced/filled:
.................................................
N° of containers after inspection:
.................................................
Appearance 

Method:
.................................................
Specification:
.................................................
Date: 
.................................................
Result:
.................................................
Solubility

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

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

Method:
.................................................
Specification:
.................................................
Date: 
.................................................
Result:
.................................................
Osmolality

Method:
.................................................
Specification:
.................................................
Date: 
.................................................
Result:
.................................................
Identity

Method:
.................................................
Specification:
.................................................
Date: 
.................................................
Result:
     .................................................
Virus concentration
Method:
.................................................
Specification:
.................................................
Date: 
.................................................
Result:
.................................................
Recombinant Human Albumin content

Method:
.................................................
Specification:
.................................................
Date: 
.................................................
Result:
.................................................
Sucrose content and D-Sorbitol

Method:
.................................................
Specification:
.................................................
Date: 
.................................................
Result:
.................................................
L-Methionine content

Method:
.................................................
Specification:
.................................................
Date: 
.................................................
Result:
.................................................
Residual Moisture

Method:
.................................................
Specification:
.................................................
Date: 
.................................................
Result:
.................................................
Bacterial endotoxins

Method:
.................................................
Specification:
.................................................
Date: 
.................................................
Result:
.................................................
Sterility

Method:
.................................................
Media used:
.................................................
Volume inoculated:
.................................................
Date test on:
...................................................
Date test off:
...................................................

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

Date of start of 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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