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CONTROL AUTHORITY APPROVAL OF POLIOMYELITIS VACCINE (ORAL) (OPV) - MONOVALENT BULK

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 78 of the amendment 2004/27/EC and following the current Guideline on EU Administrative Procedure for Official Control Authority Batch Release. 

Significant differences in neurovirulence between different batches of live oral polio vaccine have been identified and linked to aspects of production including the passage level of the seed.  As part of the licensing procedure the regulatory authorities need to approve each monovalent bulk of oral polio vaccine to be used in blending the final product before Official Control Authority Batch Release and use. The final product can be monovalent e.g. OPV type 1 (mOPV1), OPV type 2 (mOPV2) for stockpile only
, OPV type 3 (mOPV3) or bivalent, OPV type 1+3 (bOPV(1+3)). Assessment of the vaccines by the regulatory authorities includes examination of neurovirulence.

This process requires considerable expertise and as it may be a lengthy process. Bulks should be submitted for approval well in advance of the date by which they are required for blending.  Testing will take more than 60 days. 

All general and specific Ph. Eur. monographs pertaining to this product apply.  The Ph. Eur. monograph 0215 is relevant for this product.

2  Sampling and tests to be performed by the Official Medicines Control Laboratory

The samples required will depend on the testing option used and should be arranged with the testing OMCL.
Tests to be performed on each batch of monovalent bulk:

Neurovirulence test – An evaluation of neurovirulence MUST be performed by the OMCL either using option 1 (transgenic mouse neurovirulence test) or option 2 (monkey neurovirulence test).   These options are also used in assessing new seeds, in resolving conflicting results and for other purposes.
1. Mouse neurovirulence tests.  For the purpose of approval by the National Control Authority, this may be:

(a) performed by the National Control Authority.

or

(b) performed by manufacturer, observed by National Control Authority staff qualified to perform it, who shall score the animals as a spot check on scoring by the manufacturer according to the procedure outlined in the relevant SOP adopted by the OCABR network. Inoculation shall be observed by the NCA staff on at least 10% of batches and/or at least 1 batch per year.  Inoculation should also be observed if the manufacturer has not performed an assay in 6 months or longer.
Where MAPREC is part of the approved marketing authorisation, the OMCL should also repeat the MAPREC assay to monitor molecular consistency.

or

(c) Performed by another NCA on behalf of the NCA carrying out the release of the monovalent bulk

At least 10% of the batches (over the 2 types (Type 1 and Type 3)) tested by TgMVT for a given manufacturer should be analysed by an independent qualified laboratory.
2. Monkey neurovirulence.  For the purpose of approval by the National Control Authority it may be:

(a)
performed by the Control Authority 

or

(b)
performed by the manufacturer in which case the histological sections are provided to the Control Authority for a second reading.

or

(c)
performed conjointly by the manufacturer and the Control Authority, in which case the histological slides shall be read independently by the manufacturer and the Control Authority.

Whichever option is used the data in the submitted protocol must be from the manufacturer's assessment.

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

Poliovirus type:
................................................

Monovalent bulk n°:
................................................

Volume:
................................................

Storage temperature:
................................................
Expiry date:
................................................
Date of start of period of validity:
................................................

Marketing Authorisation number 

issued by (Member State/EU)

for the final product:

................................................
Marketing Authorisation number 
issued by (Member State/EU) 

for monovalent bulk (if applicable):
................................................
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

3.2.1.1 Virus seed lots
The information requested below is to be presented on each submission.  Full details on Master seed-lots and working seed-lots, including manufacturing protocols is to be presented upon first submission only.

Master seed lot N°:
................................................

Passage level from original Sabin virus:
................................................

Date of approval of protocol indicating 

compliance with relevant Ph. Eur. monographs and 

with the Marketing Authorization:
................................................

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

Passage level from original Sabin virus:
................................................

Date of approval of protocol indicating 

compliance with relevant Ph. Eur. monographs and 

with the Marketing Authorization:
................................................
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3.2.1.2 Cell Substrate for virus propagation
The information requested below is to be presented upon each submission.  Full details of the establishment and characterization of the Master cell-banks and manufacturer's working cell-bank shall be upon first submission only.
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Type of cells:
 ...............................................

Manufacturer's working cell bank (MWCB) N°:
................................................

Population doubling level (PDL) or passage 

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

Date of approval of protocol indicating 

compliance with relevant Ph. Eur. monographs

and with the Marketing Authorization:
................................................

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

PDL or passage of production cells:
................................................

Batch N° of production cells:
................................................

Nature and concentration of antibiotics used in

production cell culture maintenance medium:
................................................
3.2.1.3 Control cell cultures
Provide information on control cells corresponding to each single harvest, using extra pages if necessary.

Production Cell Lot N°:
................................................
Ratio or proportion of control 

to production cell cultures:
................................................
Identity test:
................................................
Start of observation of cultures:
................................................

Finish of observation of cultures:
................................................
% rejected for non-specific reasons:
................................................
Other Observations:
................................................
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).

3.2.2.Intermediate Stages

3.2.2.1 Single Harvests
Batch N°:
................................................
Virus infectivity/cell ratio:
................................................
Population doubling level or

passage level for virus growth:
................................................
Production cell lot N° of cells inoculated:
................................................
Date of inoculation:
................................................

Temperature of incubation:
................................................

Period of incubation:
................................................

Volume harvested:
................................................

Storage Temperature:
................................................
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).

Bacterial and Fungal Sterility

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

Method:
................................................
Media:
................................................
Volume inoculated: 
................................................
Date test on:
................................................
Date test off:
................................................
Result:
................................................
Test for mycobacterium spp

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

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

3.3 Monovalent bulk suspension

Batch number:
................................................
Composition of bulk suspension:
................................................

Include information on single harvests used and volumes of each used in the bulk suspension:
Nature and quantity of any

stabilizer or preservative added:
................................................

Final volume of suspension:
................................................

Date of addition:
................................................
Date of filling:
................................................

Date of filtration of bulk:
................................................

Porosity of filters used:
................................................

Number and volume of storage containers:
................................................

Date of sampling bulk suspension:
................................................

Identity test

Date tested:
................................................
Method used:
................................................
Reference virus used:
................................................
Result for reference virus
................................................
Result:
................................................
Virus concentration

Date:
................................................
Method used
................................................
Reference virus used:
................................................
Titre (validity limits) of reference virus:
................................................
Result
................................................

Genetic markers

rct 40 marker test

Date of test:
................................................

Reduction of titre of bulk sample:
................................................

Negative reference used:
................................................
Reduction of titre of negative reference:
................................................

Positive reference used:
................................................
Reduction of titre of positive reference:
................................................
Result
................................................
or

MAPREC Test 

Test commencement:
................................................
Test completion:
................................................
Individual determinations (% mutation)
for the bulk sample:
................................................
Individual determinations (% mutation) 

for the reference
................................................
Reference values for:

High mutant virus control
................................................
Low mutant virus control
................................................
Result
................................................
The individual determination results should be provided respectively for the following mutations: 480-A & 525-C for type 1, and 472-C for type 3.
Details of the following should also be provided from the last four (minimum) to ten (maximum) tests conducted on the reference preparation:

Test Dates

Individual determinations for the bulk sample

Individual determinations for the reference

Neurovirulence test (report tests as defined in the MA)

Neurovirulence test in monkeys

Date of Test:
................................................
Species of monkey inoculated
................................................
Test of serological status of monkey toward poliovirus antibodies.

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

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

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

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

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

Dose of vaccine virus injected
................................................
Titre of residual inoculum:
................................................
N° of monkeys inoculated with test sample:
................................................
N° of histologically valid monkeys observed:
................................................
Reference preparation:
................................................
Dose of reference virus injected:
................................................
Titre of residual inoculum:
................................................
N° of monkeys inoculated with reference:
................................................
N° of histologically valid monkeys observed:
................................................
Results

Mean lesion score of test sample
................................................
Mean lesion score of reference
................................................
Difference between MLS's
................................................
C1 value of testing laboratory
................................................
Details of the clinical survey of monkeys during the test should be given

Data forms that show the recording details of the histological observations and assessment should be attached.

Details of the following should also be provided from the last four (minimum) to ten (maximum) tests conducted on the relevant reference preparation for the appropriate poliovirus type:

Date of Test:
................................................
Reference preparation: 
................................................
Number of inoculated animals: 
................................................
Number of positive animals: 
................................................
Mean Lesion score: 
................................................
Within test Variance (s2):
................................................
Neurovirulence test in mice

Source of inoculated mice:
................................................
Delivery date of mice:
................................................
Date(s) of inoculation:
................................................
A copy of the randomisation sheet and a copy of the inoculation sheet should be attached.

Pre-inoculation titre for upper dose of vaccine virus inoculated:



................................................
Titre of residual inoculum:
................................................
Pre-inoculation titre for lower dose of vaccine virus inoculated:



................................................
Titre of residual inoculum:
................................................
Pre-inoculation titre for upper dose of reference virus inoculated: 
................................................
Titre of residual inoculum: 
................................................
Pre-inoculation titre for lower dose of reference virus inoculated: 
................................................
Titre of residual inoculum: 
................................................
Results

Copies of all of the clinical scoring sheets should be attached to the protocol.
Summary of final clinical scores (by class)

for males in each virus/dose group:
................................................
Summary of final clinical scores (by class)

for females in each virus/dose group:
................................................
For both the vaccine and the reference indicate all non-vaccine related deaths for each sex (specify day and probable cause where possible).
Log Odd Ratio value:
................................................
Details of the following should also be provided from the last four (minimum) to ten (maximum) tests conducted on the relevant reference preparation for the appropriate poliovirus type:

Date of Test
................................................
Reference preparation
................................................
Number of inoculated males at each dose
................................................
Number of inoculated females at each dose
................................................
Number of males at each dose for each class of clinical score  ................................................
Number of females at each dose for each class of clinical score  
................................................
Paralysis rate of males at each dose
................................................
Paralysis rate of females at each dose
................................................
Total number of animals inoculated at each dose
................................................
Total number of animals at each dose for each class of clinical score   
................................................
Updated L1 value (acceptance limit) 
................................................
Updated L2 value (rejection limit) 
................................................

4  Certification

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

I herewith certify that monovalent poliomyelitis vaccine bulk suspension 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 and 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 this protocol as described in the EU administrative procedure for OCABR.
Name: ________________________________________________

Function: ______________________________________________

Date: _________________________________________________

Signature:______________________________________________
� No further type 2 bulks will be produced
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