2

EU Official Control Authority Batch Release

Human Vaccine and Blood Derived Medicinal Products



Administrative Procedure for

European Official Medicines Control Laboratory Certification of Compliance of Batches under Article 58

This version in force from 01/02/2017
Replacing version in force from 01/08/2009
	Document title
	Administrative Procedure for European Official Medicines Control Laboratory Certification of Compliance of Batches under Article 58

	Legislative basis
	Council Regulation 726/2004 Article 58

	Date of entry into force of present version
	1 February 2017

	Adoption of present version
	November 2016

	Original entry into force
	November 2005

	Revision status
	Editorial correction to the EMA references and update to annex II in line with revisions adopted in PA/PH/OMCL (16) 69 DEF 

	Previous titles and other references
	Formerly finalised under PA/PH/OMCL (04) 140 3R, revised under PA/PH/OMCL (04) 140 DEF

	Custodian organisation
	The present document was elaborated by the EDQM in close collaboration with the WHO and the EMEA and finalised under PA/PH/OMCL (04) 140 DEF CORR


ADMINISTRATIVE PROCEDURE FOR

EUROPEAN OFFICIAL MEDICINES CONTROL LABORATORY CERTIFICATION OF COMPLIANCE OF BATCHES UNDER ARTICLE 58
Guideline to be followed by the competent OMCL authorities for the implementation of Council Regulation 726/2004 Article 58 for human immunological medicinal products and medicinal products derived from human blood and plasma.

Legal Framework

For the purposes of this guideline all reference to the European Community shall be taken as the 27 European Community Member States.  The term third countries shall refer to any country not included in the above-mentioned group and not signatory to a mutual recognition agreement involving Official Control Authority Batch Release.
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Article 58 of the Regulation 726/2004 of the European Parliament and of the Council of 31 March 2004 laying down the Community procedures for the authorisation and supervision of medicinal products for human and veterinary use and establishing a European Medicines Agency (EMA)
, allows the EMA to give a scientific opinion, in the context of cooperation with the World Health Organisation (WHO), for the evaluation of certain medicinal products for human use intended exclusively for markets outside the Community.  The Committee for Medicinal Products for Human use (CHMP) may, after consultation with the World Health Organisation, draw up a scientific opinion in accordance with Articles 6 to 9 of Reg. 726/2004.  In the case of biological medicinal products for human use (immunological medicinal product or a medicinal product derived from human blood or plasma) the CHMP may decide as part of their advice to recommend that individual batches of a given product be subject to batch release by Authorities and in that case should be independently controlled through review of batch documentation and testing of samples by an Official Medicines Control Laboratory before being released on to the market.

It is in line with the legal provisions and it is, moreover, in the interest of public health that a mechanism be in place for the exchange of information concerning non-compliance of a batch of an immunological medicinal product or a medicinal product derived from human blood or plasma, which has been examined as provided for in Article 58 of the Regulation 726/2004 and in accordance with procedure.

Purpose
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Article 58 of Regulation 726/2004 allows for testing of immunological medicinal product or a medicinal product derived from human blood or plasma by an OMCL in the European Community for the purpose of batch release by a third country at the recommendation of the EMA and in cooperation with the WHO. This guideline outlines the administrative procedure for this testing within the European Community and is in compliance with the WHO Guideline recommendations for Independent Lot Release of Vaccines by Regulatory Authorities.

Article 58 procedure for a scientific opinion is not an official marketing authorisation
As additional safeguards for the protection of public health, this guideline outlines a system for the exchange of information, amongst the interested parties on batches that do not comply with batch release requirements. 

This guideline is for use firstly by the OMCLs within the European Community who will participate in the review of documentation and testing of batches of human biological medicinal products for third countries. Formats for European Community Certificates of Batch Compliance are included.

The list of Official Medicines Control Laboratories (OMCLs), in the European Community, currently carrying out "Testing for Official Control Authority Batch Release for the EU" is available from the EDQM, DBO, Batch Release Section, Council of Europe and it is regularly updated.

The procedure serves also to provide transparent information for the third countries and Scientific Opinion Certificate Holders and any other interested parties. 

Principles

This procedure was developed to avoid unnecessary repetition of testing and batch documentation assessment and is based on the system developed in the EU.  

This procedure relies on the expertise available in the relevant European Community OMCL network to test centrally and uniquely any given batch of a product in a testing system with the same principles as those of Official Control Authority Batch Release (OCABR) in the European Community.

As such, for batches of a medicinal product to be marketed in a third country and for which the EMA(CHMP) recommends testing by an Official Medicines Control Laboratory before release on the market, there shall be a European Community Certificate of Batch Compliance common to all participating OMCLs. 

The compliance certificate shall show that the batch of medicinal product has been examined and tested by an OMCL within the European Community OMCL network in accordance with European Community OMCL Guidelines for Official Control of Compliance pertaining to the medicinal product and that it is in compliance with the specifications recommended by the CHMP in the relevant scientific opinion certificate.  This is not an official release certificate however it is intended for use by the purchaser
 to aid in evaluating official release decisions.
Once a European Community Certificate of Batch Compliance (see Annexes I and II) has been issued it will be provided to the Scientific Opinion Certificate Holder by the responsible OMCL. The SOCH can then present it accompanied with the marketing information form (see Annex IV), the manufacturer’s production and control protocol plus the leaflet, packaging and label to the purchaser.

Procedure

1. Where the CHMP recommends that batch compliance control of individual batches should be performed before release on to the market for a given biological medicinal product licensed in a third country, they shall provide as part of the scientific opinion certificate a proposal for a list of key tests to be repeated by an independent laboratory for the purpose of batch compliance control, which is understood to include document assessment.

2. After consultation with the EDQM and OMCLs, the SOCH should propose OMCL(s) that would carry out the document assessment and testing in this context based on technical experience and availability.  Normally at least one OMCL and an alternative OMCL should be proposed to be responsible for testing and granting a certificate for batches of a product. However depending on the product composition/complexity and OMCL capacity more than one OMCL may be involved in testing a given batch of the product.  In such cases a given OMCL (or if appropriate OMCLs) should be deemed responsible for collection of all of the OMCL results and granting of the final certificate.

3.  Once the proposal has been accepted the WHO is informed by the OMCL(s) responsible for providing the certificate.

4. In close collaboration, the Rapporteur and Co-rapporteur from the CHMP, the involved OMCL(s) and EDQM should develop a guideline for official control of compliance under Article 58 for the specific biological medicinal product in question.  This will include the relevant quality indicative parameters and safety aspects to be tested independently by the OMCL(s) as proposed by the CHMP in the scientific opinion certificate.  The format of the guideline should be similar to that for the guidelines for EU Official Control Authority Batch Release with the exception that they will contain in addition an annex indicating the specifications recommended by the CHMP for the relevant tests performed by the involved OMCL(s).

5.
The Scientific Opinion Certificate Holder shall submit samples relevant to the batch to be released as stipulated in the relevant guideline
, together with production and control protocols to the involved OMCL(s) within the European Community as defined.  The OMCL deemed responsible for the final certificate will act as the final control authority for that particular batch.  Samples of any given batch will be sent to the OMCLs involved for control as defined.

6.
The procedure for European Community OMCL control of batch compliance under Article 58 consists of:

a)
a critical evaluation of the manufacturer’s production and control protocol, and

b)
testing of samples submitted by the manufacturer as specified in the relevant guidelines. Testing may consist of two phases. Normally only Phase 1 testing is performed.  Phase 1 refers to those tests specified in the relevant product specific guideline and accordingly to the Article 58 Testing Schedules. However, Phase 2 testing may be appropriate in cases as described in 9, as a transitory measure;

c)
testing for viral markers of all plasma pools used in the production of medicinal products derived from human blood and plasma, as prescribed in product specific guidelines.

Within the European Community, OMCL testing for batch compliance shall be completed by the OMCL within 60 days
 of receipt of the complete set, which consists of the protocol and samples submitted to the OMCL. Fees are submitted to the OMCL(s) responsible for the certificate of compliance.  When multiple OMCLs are involved in evaluating the product, the fees may be submitted to EDQM and reallocated according to the agreed implication in testing of each participant if requested by the OMCLs.

Furthermore it should be ensured that EU OMCL control for batch compliance is performed under a quality assurance system, which complies with the international standard ISO 17025. 

7.
Once the OMCL(s) has(ve) reviewed the protocol and completed the testing schedule as outlined in the appropriate guideline, the OMCL responsible for the certificate prepares a European Community Certificate of Batch Compliance, giving the details shown in the model certificate presented in Annexes Ia and Ib.  A certificate of approval for plasma pools is provided in Annex II. 

The certificate shall be written in English and may be in addition in the national language of the responsible OMCL.

Should a batch be found not to comply with the given specifications, this information shall be provided by the OMCL responsible for the certificate to the Scientific Opinion Certificate Holder and, by an important information exchange mechanism, to specified contact persons at the EDQM, EMA, WHO and OMCLs in the European network for OCABR
.  A model notice of non-compliance is presented in Annex III. Technical details of the non-compliance shall be made available to the EDQM, EMA, WHO and OMCLs in the European network for OCABR on request. The same applies for manufacturer withdrawal or method deficiencies.

In the case where an arrangement has been made between the OMCL performing the control and the manufacturer to perform batch testing in parallel, any batches failing tests and subsequently withdrawn by the manufacturer before completion of the testing procedure may not be formally considered as non-compliance. Information of the withdrawal shall, nevertheless, be signalled to the EDQM by the OMCL and circulated to the above indicated contacts whenever this occurs in order to avoid the possibility of these batches being submitted for batch release elsewhere. The model template in Annex V is provided for this purpose. These exchanges of information take place in accordance with Article 122 of Directive 2001/83/EC and Article 1, paragraph 82 of amending Directive 2004/27/EC.


For the sake of public health, detailed documentation on all batches of the medicinal product should be kept by the OMCL/EDQM for 10 years after their expiry date, to be made available for examination by the competent authorities upon request. 

8.
The responsible OMCL will issue the EC certificate of batch compliance to the Scientific Opinion Certificate Holder. The Scientific Opinion Certificate Holder of the batch of the medicinal product concerned must ensure that a copy of this certificate is provided with the MIF to the purchaser
.

Further exchange of information and documentation may take place between the testing OMCLs and the relevant third country via the mediation of EDQM if requested.  

Each OMCL involved in the testing for the Article 58 procedure shall produce an annual report summarising the batch release testing it has undertaken in this context. Exchange of annual reports shall be dealt with on the basis of strict confidence and be accessible only to the OMCLs of the OCABR network concerned, the EDQM, WHO and the EMA. The EMA and the European Commission shall be informed by EDQM and/or the relevant OMCL(s) of any relevant major issues 

9.
European Community OMCL control of batch compliance under Article 58: Phase 2 testing.


More extensive testing may need to be performed by an OMCL. Examples of events that might trigger Phase 2 testing include:

-
a significant change in the manufacturing process;

-
a change in the manufacturing site;

-
adverse events;

-
marked inconsistencies in the manufacturing process;

-
changes in the manufacturer's test procedures;

-
unexpected variability in the results of quality control tests performed by the manufacturer or the OMCL;

-
a critical inspection report from the medicines inspectorate.

Through the important information system (Annex VI), the OMCL proposing Phase 2 testing must advise the EMA, the WHO, EDQM and other involved European network OMCL(s) that Phase 2 testing should be initiated for the product concerned, and indicating the specific reasons. Phase 2 testing represents a set of additional testing measures that are only valid for a transitory period, unless otherwise specified and agreed; the latter case will then imply an appropriate revision of the product specific guideline concerned.
.

ANNEX Ia

ARTICLE 58- EUROPEAN COMMUNITY CERTIFICATE OF BATCH COMPLIANCE

FOR IMMUNOLOGICAL MEDICINAL PRODUCTS FOR HUMAN USE

Name and address of the control laboratory

_______________________________________________________________________________________

EC/EEA  CONTROL - Finished Product
Examined under Article 58 of Regulation 726/2004 and in accordance with the Administrative Procedure for European Official Medicines Control Laboratory Certification of Compliance of Batches Under Article 58.

	Trade name:
	

	International non-proprietary Name / Ph. Eur. name / common name:
	

	Batch numbers appearing on package and other identification numbers associated with this batch
:
	

	Type of container:
	

	Total number of containers in this batch:
	

	Number of doses per container:
	

	Date of start of period of validity:
	

	Date of expiry:
	

	Scientific Opinion Certificate issued on (date):

Identification (dossier number, reference code):
	

	Name and address of manufacturer:
	

	Name and address of Scientific Opinion Certificate Holder if different:
	


This batch has been examined using documented procedures which form part of a quality system which is in accordance with the ISO/IEC 17025 standard. This examination is based on the review of the manufacturer’s protocol and the appropriate control laboratory tests as indicated in the relevant EU guideline for this product.

This batch is in compliance with the specifications recommended by the EMA (CHMP) Scientific Opinion Certificate referenced above for this product and noted in the relevant European Community guideline.

	Signed:
	

	Name and function of signatory:
	

	Date of issue:
	


Batch Compliance Certificate Number:

ANNEX Ib

ARTICLE 58 -EUROPEAN COMMUNITY CERTIFICATE OF BATCH COMPLIANCE

FOR MEDICINAL PRODUCTS DERIVED FROM HUMAN BLOOD OR PLASMA

Name and address of the control laboratory

____________________________________________________________________________________

EC/EEA CONTROL - Finished Product
Examined under Article 58 of Regulation 726/2004 and in accordance with the Administrative Procedure for European Official Medicines Control Laboratory Certification of Compliance of Batches Under Article 58.

	Trade name:
	

	International non-proprietary name / Ph. Eur. name / common name:
	

	Batch numbers appearing on package and other identification numbers associated with this batch 
:
	

	Type of container:
	

	Total number of containers in this batch:
	

	Nominal dose per container:
	

	Date of start of period of validity:
	

	Expiry date:
	

	Scientific Opinion Certificate issued on (date):

Identification (dossier number, reference code):
	

	Name and address of manufacturer:
	

	Name and address of Scientific Opinion Certificate Holder if different:
	


This batch has been examined using documented procedures which form part of a quality system which is in accordance with the ISO/IEC 17025 standard. This examination is based on the review of the manufacturer’s protocol and the appropriate control laboratory tests as indicated in the relevant EU guideline for this product.

All the constituent plasma pools have been tested by the OMCL for virological markers.

This batch is in compliance with the specifications recommended by the EMA (CHMP) Scientific Opinion Certificate referenced above for this product and noted in the relevant European Community guideline.

	Signed:
	

	Name and function of signatory:
	

	Date of issue:
	


Batch Compliance Certificate Number:

ANNEX II

ARTICLE 58- EUROPEAN COMMUNITY CERTIFICATE OF APPROVAL 

FOR PLASMA POOL

Name and address of the control laboratory

__________________________________________________________________________________________

EC/EEA CONTROL - Plasma pool for use in the manufacture of medicinal products
Examined under Article 58 of Regulation 726/2004 and in accordance with the Administrative Procedure for European Official Medicines Control Laboratory Certification of Compliance of Batches Under Article 58.

	Code number of plasma pool:
	

	Date of manufacture:
	

	Country of origin of donations:
	

	Volume of pool:
	

	Name and address of manufacturer of plasma pool:
	

	Name and address of Scientific Opinion Certificate Holder (if applicable):
	


This plasma pool has been examined using documented procedures which form part of a quality system which is in accordance with the ISO/IEC 17025 standard.

This pool  has been submitted for testing in relation to the official medicines control testing of ..................... (list of finished products if known)

The samples of this plasma pool have been tested and found within specification for the following virological markers
: 

· anti-HIV (1 and 2), HBsAg and

· HCV RNA, HEV RNA, HAV RNA and B19 DNA as determined by NAT.

	Signed:
	

	Name and function of signatory:
	

	Date of issue:
	


Batch Compliance Certificate Number:

ANNEX III

European Community Administrative Procedure for Official Medicines Control Laboratory Certification of Compliance of Batches Under Article 58

ARTICLE 58 GENERAL MODEL FOR NON-COMPLIANCE/FAILURE

Name and address of the control laboratory issuing this document

__________________________________________________________________________________________

EC/EEA CONTROL 
NOTICE OF NON-COMPLIANCE  -  Finished Product
Examined under Article 58 of Regulation 726/2004 and in accordance with the Administrative Procedure for European Official Medicines Control Laboratory Certification of Compliance of Batches Under Article 58.

	Trade name:
	

	International non-proprietary name / Ph. Eur. name / common name:
	

	Batch numbers appearing on package and other identification numbers associated with this batch
:
	

	Type of container:
	

	Total number of containers in this batch:
	

	Number of doses per container:
	

	Date of expiry: 
	

	Scientific Opinion Certificate issued on (date):

Identification (dossier number, reference code ):
	

	Name and address of manufacturer:
	

	Name and address of Scientific Opinion Certificate Holder if different:
	


This batch has been examined using documented procedures which form part of a quality system which is in accordance with the ISO/IEC 17025 standard. This examination is based on the review of the manufacturer’s protocol and the appropriate control laboratory tests as indicated in the relevant European Community guideline for this product.
This batch is NOT in compliance with the specifications recommended by the EMA (CHMP) Scientific Opinion Certificate referenced above for this product and noted in the relevant European Community guideline and should not be released.  Technical details of this non-compliance are available on request.

Comments (briefly if relevant): 

	Signed:
	

	Name and function of signatory:
	

	Date of issue:
	


Batch non-compliance Notice Number:



ANNEX IV

Model for manufacturers of a

ARTICLE 58- MARKETING INFORMATION FORM 

Notification of the intention to market a batch of an immunological medicinal product, or medicinal product derived from human blood or plasma, which has a CHMP scientific opinion in EU, 

	Addressee:
	‘Name and address of specified contact person(s) in the receiving country where the batch of product is to be marketed’


	Trade name:
	‘Trade name of the product in the receiving country where the batch of product is to be marketed’

	Batch number(s) appearing on the market package:
	‘Batch number of the product as in the receiving country where the batch of product is to be marketed ‘

	Other batch identification numbers associated with this batch
:
	‘ Filling bulk number, final lot number and packaging lot number’

	Number of containers to be marketed in the member state:
	

	Market authorisation number (if applicable)
	‘MA number in the receiving country where the batch of product is to be marketed’

	Name and address of marketing authorisation holder  (if applicable):
	‘MA holder in the receiving country where the batch of product is to be marketed’

	Date of start of period of validity:
	

	Name and address of the scientific opinion holder
	If different from that noted for the MAH above

	Expiry date in the member state where the batch is to be marketed:
	

	Intended date of marketing:
	


	OMCL performing batch release:
	

	Official batch compliance certificate number:
	


I hereby declare that:

 -
this batch is the batch referred to in the accompanying batch compliance certificate.

- this batch complies with the following marketing authorisations (give number(s) and country(ies) as appropriate)

A copy of the batch compliance certificate is attached.

	Signature of qualified person:
	

	Name of qualified person:
	

	Date of issue:
	


ANNEX V

MODEL LETTER

PROCEDURAL INFORMATION – Article 58

For Distribution to the Relevant Contacts responsible for Human Vaccines*/Human Blood and Plasma Derivatives* at WHO, EDQM and concerned European network OMCLs

(Designated contacts at WHO and EDQM should ensure that all concerned parties within their remit receive the relevant information)
CONFIDENTIAL; FOR INFORMATION ONLY

Network of Official Medicines Control Authorities responsible for Human Vaccines*/ Human Blood and Plasma Derivatives*
ARTICLE 58 - INFORMATION ON PROCEDURE INTERRUPTION DURING PARALLEL TESTING 

Involved OMCL/EDQM /WHO: 

Contact (include phone number and e-mail):

The following batch(es) were withdrawn from the Article 58 procedure by the manufacturer during parallel testing:

Name of Company:
 

Trade Name of Product:


Batch Numbers:
(include filling bulk number, final lot number and packaging lot number)

Nature of Reason for interruption:


Comments:


THIS BULLETIN IS FOR INFORMATION ONLY

ALL APPROPRIATE FOLLOW UP HAS BEEN TAKEN

NO FURTHER ACTION IS REQUIRED

Please contact the notifying OMCL for any further information

Date:  
Signed:.

ANNEX VI

Model Letter

 For Rapid Information Distribution to the Relevant Contacts responsible for Human Vaccines*/Human Blood and Plasma Derivatives* at WHO, EMA, EDQM and concerned European network OMCLs

(Designated contacts at WHO, EMA and EDQM should ensure that all concerned parties within their remit receive the relevant information)
CONFIDENTIAL
From Official Medicines Control Authorities responsible for Human Vaccines*/ Human Blood and Plasma Derivatives*
ARTICLE 58 IMPORTANT INFORMATION

(To be used for information on, need for phase 2 testing, specific product or method related problems of interest to the network etc..: For notification of non-compliance of batches use annex III, for manufacturer’s withdrawal during parallel testing use annex V)

Name of Company:
 

Trade Name of Product:


Nature of Problem:


Decision:


Batch Numbers:
(include filling bulk number, final lot number and packaging lot number in addition to the batch number appearing on the product as in the member state /EU where the batch of product is to be marketed)

Comments:


Action Required (if any):

Notifying OMCL: 

Contact (include phone number and e-mail):

Date:  
Signed:
*delete as appropriate
� Abbreviations: CHMP: Committee for Medicinal Products for Human use, EDQM: European Directorate for the Quality of Medicines/Council of Europe, EMA: European Medicines Agency, EU: European Union, OCABR: Official Control Authority Batch Release, OMCL: Official Medicines Control Laboratory, SOCH: Scientific Opinion Certificate Holder, WHO: World Health Organisation


� In the context of this document ‘purchaser’ refers to a non EU/EEA procuring country’s control authority or UN agencies involved in procurement


� The finalised individual product specific guidelines, elaborated as noted in 4, will be published by EDQM as soon as they are available. 


� If for a given product, a period longer than 60 days is required, logistic and scientific arguments may be presented by the OMCL(s) supporting the application of a longer period. A clearly defined extension may be granted after consultation with WHO, EMA, EDQM and the involved manufacturer.


� EMA, WHO and EDQM should ensure that all concerned parties within their remit receive the relevant information.


� In the context of this document ‘purchaser’ refers to a non EU/EEA procuring country’s control authority or UN agencies involved in procurement


�Such as batch number of final bulk.


�Such as batch number of final bulk


�  Delete as appropriate


� To be sent to the relevant Scientific Opinion holder and WHO, EMA and European network OMCL contacts


�Such as batch number of final bulk.


� Sufficient detail should be given to allow clear traceability back to the level of the final bulk


� Delete if not relevant
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