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1. Introduction 

 
The programme of the European Commission for the Control of Foot-and-Mouth Disease (EuFMD) 
aims to counter the threat of Foot-and-Mouth and Similar Transboundary animal Diseases (FAST). The 
EuFMD works with member nations on their preparedness, with European neighbours, to put in place 
sustainable control programmes, and to support and promote the progressive control of FMD in all 
regions under the Global FMD Control Strategy of FAO and OIE. An assured supply of high quality1 
vaccines forms an important part of this programme. 

 
To date, EuFMD has obtained vaccines through specific procurement procedures run by FAO, as and 
when the need arises. Having in place a system to assure the quality of vaccines in advance of need 
would improve vaccine security. This document proposes an approach to establishing a pre-
qualification (PQ) system for vaccines against FAST diseases. In the first instance, a PQ system would 
be established and run by the EuFMD to assure the quality of vaccines against FMD on behalf of 
Member Countries. In future, on the basis of a suitable mandate, the scope and scale of the PQ 
system could be expanded to include vaccines against other FAST diseases and for other animal 
disease control programmes operated by FAO. 

 
The procedure described in this document has been developed in close cooperation with the 
International Organisation for Animal Health (OIE) and the World Health Organisation as partner 
organisations. The procedure takes into account experience gained by WHO in developing their 
‘Procedure for assessing the acceptability, in principle, of vaccines for purchase by United Nations 
agencies’2 and aims to be consistent with, and complementary to, the OIE Vaccine Bank3. 

In developing this procedure, EuFMD recognised that there are substantial differences between the 
human and veterinary domains in terms of the resources and approach that are applied in licensing 
and making vaccines available at national and international level. Consequently, whilst the same 
fundamental approach is taken in terms of evaluating the evidence of vaccine quality, the procedures, 
standards and outcome have been designed with the specific needs of the veterinary sector in mind. 

Current EU legislation for veterinary medicines does not provide for evaluation of products by the 
European Medicines Agency (EMA) if they are to be used outside the EU. The new veterinary 
medicines regulation (Regulation (EC) 2019/6) comes into application from January 2022 and includes 
in Article 138 the possibility for EMA to cooperate with international organisations for animal health, 
such as the FAO and OIE, for the Committee for Veterinary Medicinal Products (CVMP) to issue 
opinions on products that will be used exclusively outside the EU. A similar provision has been 
operating successfully in the context of Article 58 of Regulation EC (No) 726/2004 for many years 

 
1 ‘quality’ is used in this document to denote a vaccine of suitable manufacturing quality, consistency, safety and 
efficacy. The term ‘pharmaceutical quality’ is used when referring only to the ‘Quality’ section of a registration 
dossier (also termed CMC – Chemistry, Manufacturing and Control – in some regions). 
2 

https://www.who.int/immunization_standards/vaccine_quality/TRS_978_61st_report_Annex_6_PQ_vaccine_ 
procedure.pdf. 
3 https://www.oie.int/fileadmin/Home/eng/Links/docs/pdf/Policy-Paper-VB-final-EN_Oct-2018_01.pdf. 

https://www.who.int/immunization_standards/vaccine_quality/TRS_978_61st_report_Annex_6_PQ_vaccine_procedure.pdf
https://www.who.int/immunization_standards/vaccine_quality/TRS_978_61st_report_Annex_6_PQ_vaccine_procedure.pdf
https://www.oie.int/fileadmin/Home/eng/Links/docs/pdf/Policy-Paper-VB-final-EN_Oct-2018_01.pdf
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whereby the Committee for Medicinal Products for Human Use (CHMP) cooperates with the WHO to 
issue opinions for human medicinal products to be used exclusively outside the EU4. The WHO PQ 
procedure takes into account positive ‘Article 58’ opinions issued by the CHMP for which accelerated 
PQ approval is possible. The possibility of FAO and EMA cooperating in future to link the PQ procedure 
for veterinary vaccines with the Article 138 procedure under the new veterinary regulation will be 
explored as the PQ system is developed. 

To develop this proposal, the EuFMD established and took advice from a multi-stakeholder Technical 
Advisory Group on Pre-Qualification of vaccines against Foot-and-Mouth and other transboundary 
(FAST) diseases (PQTAG). The group comprised experts from EuFMD, OIE, WHO, regulatory authorities 
with recent experience of licensing FMD vaccines (ANMV/ANSES in France and VMD in UK), and 
manufacturers of veterinary vaccines against FAST diseases. 

 

 
2. Objectives of a PQ system 

 
Establishing a PQ procedure aims to 

 
1. Ensure that vaccines supplied to EUFMD. 

 
1.1. meet minimal internationally accepted criteria for quality, safety and efficacy; 

 
1.2. can be produced and controlled consistently in manufacturing facilities that operate 

according to the principles of good manufacturing practice. 
 

2. Form one element of a future system for assured emergency supply (AESOP) of FMD vaccines, 
thereby contributing to vaccine security by promoting predictability for suppliers and assisting 
vaccine production planning. 

 
3. Reduce the timescale required for procurement and reduce the risks of procuring vaccines of 

inadequate quality. 
 

4. Provide a standardised, transparent, rapid & objective evaluation procedure to suppliers of FAST 
vaccines to EuFMD. 

 
5. To provide an independent and internationally recognised source of information for risk managers 

and other potential purchasers on vaccines against FAST diseases that comply with the 
requirements for PQ. 

 
 
 
 
 

 
4 https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/european-medicines-agency- 
procedural-advice-medicinal-products-intended-exclusively-markets-outside/2004-context-cooperation-world- 
health_en.pdf. 

https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/european-medicines-agency-procedural-advice-medicinal-products-intended-exclusively-markets-outside/2004-context-cooperation-world-health_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/european-medicines-agency-procedural-advice-medicinal-products-intended-exclusively-markets-outside/2004-context-cooperation-world-health_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/european-medicines-agency-procedural-advice-medicinal-products-intended-exclusively-markets-outside/2004-context-cooperation-world-health_en.pdf
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3.   Key principles 
 

The PQ procedure will be based on the following key principles. Details of the way in which these 
principles are applied in practice are given in the sections, which follows. 

1. The PQ procedure will be operated by EuFMD using the best available expertise on FAST vaccines 
to evaluate the suitability of vaccines for pre-qualification. 

 
2. Applications for PQ will be submitted by applicants who may be manufacturers themselves, or 

who may be other companies or individuals acting on behalf of manufacturers, that undertake to 
provide the information and data required at the time of submission of an application for PQ and 
thereafter. 

 
3. Evaluation of PQ applications will be carried out by a team of independent experts (the 

‘Evaluation Team’) commissioned by EuFMD to prepare a report based on evaluation of the 
application submitted. 

 
4. The operation of the procedure will be overseen by a Standing Committee of experts established 

by EuFMD for this purpose (the ‘Standing Committee on Pre-Qualification’; SCPQ). 
 

5. PQ is not a regulatory procedure. It is a scientific peer review process aiming to provide assurance 
that a vaccine complies with minimum international standards. 

 
6. The PQ procedure will rely on standards and norms that have been defined by international 

organisations for animal health. As a minimum, compliance will be assured with the relevant 
general and specific chapters of the International Organisation for Animal Health (OIE) Manual of 
Diagnostic Tests and Vaccines for Terrestrial Animals (‘OIE Terrestrial Manual’). 

 
7. The EuFMD will produce the guidance and documentation necessary for operation of the 

procedure on the basis of a transparent consultation process with all relevant stakeholders, 
including manufacturers, in line with standard EuFMD procedures. 

 

8. Vaccines for which evidence is supplied of compliance with minimum international standards will 
be included on a list of PQ vaccines published by EuFMD. 

 
9. Evaluation of fitness-for-purpose for use of a vaccine in particular epidemiological situations will 

not form part of the PQ procedure. The epidemiological relevance of the vaccine and the ability 
of the manufacturer to meet specific logistical and capacity requirements should be evaluated as 
part of a separate tender procedure. 

 
10. The process of prequalification will be simplified and shortened for products, which have already 

been approved by a competent authority recognised as functional by EuFMD for the purposes of 
assuring the quality, safety and efficacy of veterinary medicinal products. 

 

11. There is currently no internationally recognised system for evaluating veterinary medicines 
competent authorities for functionality and maturity. In the first instance therefore evaluation of 
functionality will rely on proxy measures such as membership of VICH, evaluations that have 
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taken place in the context of the voluntary OIE Performance of Veterinary Services (PVS) scheme, 
the PIC/S scheme for inspection activities, and other objective measures that can be identified 
(details in Annex 3). 

 
12. Where a National Regulatory Authority (NRA) is considered functional, the PQ procedure will rely 

on this authority to act as the Supervisory Authority in the country in which a product is 
manufactured (or batch released and/or authorised, as appropriate). 

 
13. In countries with less developed systems for regulation of veterinary vaccines, EuFMD will 

cooperate closely with NRAs performing the role of Supervisory Authority and will provide 
support where required. The extent of cooperation and support will depend of the functionality 
of the NRA concerned. This approach is consistent with the role of EuFMD in building capacity 
and capability for control of FAST diseases in Low to Middle Income Countries (LMIC). 

 
14. When fully operational a system of fees and charges may be introduced on the basis of cost 

recovery to ensure the sustainability of the PQ procedure. 
 

15. The EUFMD will ensure that the PQ procedure does not directly or indirectly discriminate 
between applicants on the basis of geography, affiliation with any industry representative 
organisation, size of enterprise or ability to pay fees. 

 
16. A phased approach will be adopted, focussing initially on establishing a list of PQ vaccines against 

FMD and progressively expanding to establish lists for other FAST diseases. 
 
 

4. Context, approach and status of the pre-qualification procedure 
 

The PQ is separate from, but related to, the regulatory assessments that are conducted by national 
regulatory authorities for the purpose of issuing a marketing authorisation (also termed registration 
or licensing). 

In principle: 
 

• Marketing authorisation is a regulatory procedure involving an in-depth evaluation of information 
on a vaccine by a NRA for the purpose of permitting placing on the market in the country or region 
concerned under the conditions specified in the authorisation granted. As a regulatory authority, 
the NRA can place conditions on the marketing of a vaccine and can require changes to be made 
by manufacturers to meet their requirements for registration. 

 
• PQ is a peer review process by independent experts of relevant information, including existing 

marketing authorisations, made available by applicants. The objective is to provide a 
recommendation to EuFMD if the vaccine meets minimum international standards of quality, 
safety and efficacy and is therefore suitable for inclusion on a published list of PQ vaccines. PQ 
involves an evaluation of a summary of relevant information on the quality, properties and 
manufacture of a vaccine. The procedure is intended to reduce the overall amount of resources 
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and time required in preparing, evaluating and responding to individual tenders by EuFMD and 
vaccine manufacturers. 

 

The PQ procedure will be operated by a secretariat established within EuFMD. Evaluation will be 
performed by a panel of experts convened for this purpose and overseen by a Standing Technical 
Committee, the SCPQ. 

This document proposes the technical requirements that should apply to the PQ procedure. The 
administrative procedures that EuFMD will follow to put in place and apply these procedures will be 
the subject of a separate workstream. 

The PQ evaluation will result in a report from the Evaluation Team to EuFMD including one of two 
possible recommendations: 

1. The vaccine meets minimum international standards and should be included in the list of PQ 
vaccines. In this case, the report will include a short summary for publication describing the 
key features of the vaccine and the basis on which compliance was demonstrated. 

 
 

2. The data provided does not adequately demonstrate that the vaccine meets minimum 
international standards and the vaccine should not at this stage be included on the list of PQ 
vaccines. In this case, an internal report will be provided for EuFMD detailing where data is 
either insufficient or is not compliant with existing standards. 

 
EuFMD will present the recommendation for endorsement by the SCPQ and, in the case of a positive 
outcome, include the vaccine on a list of PQ vaccines published online, together with the summary of 
the key features of the vaccine. 

Publication of a list of PQ vaccines is intended to be useful both to risk managers seeking to procure 
vaccines of suitable quality and to manufacturers seeking international recognition of their vaccines. 
In seeking to procure vaccines, risk managers may choose to give preference to vaccines that are 
included on the PQ list. 

A procedure will be put in place for manufacturers to submit additional data to address any 
deficiencies identified in the first PQ evaluation and request a re-evaluation of PQ status. In this case, 
EuFMD will organise a re-evaluation of compliance considering the additional data with a view to 
inclusion of the vaccine on the PQ list. 

The role of the NRA in which the product is manufactured (or batch released and/or authorised, as 
appropriate) is an important consideration in terms of the assurance that can be provided both for 
initial evaluation of vaccine quality and ongoing assurance of compliance with regulatory standards. 
For countries with developed regulatory systems, the NRA plays the role of a functional supervisory 
authority and the PQ system can rely on the evaluation and monitoring activities carried out. The 
majority of NRAs in Low to Middle Income Countries (LMIC) do not yet operate fully functional 
regulatory systems for veterinary vaccines and their ability to play an active role in PQ is therefore 
currently limited. As their capability increases, it is anticipated that EuFMD will be able to increasingly 
rely on the national NRA in LMICs to perform the functions of a supervisory authority and observers 



POST CONSULTATION DOCUMENT FOR THE ESTABLISHMENT OF A PRE-QUALIFICATION PROCEDURE FOR VACCINES AGAINST FAST DISEASES 
 

6  

 

and experts from these NRAs will become increasingly involved in PQ evaluation. Through cooperation 
in the context of PQ, EuFMD can thereby play a role in capability development for regulation of 
veterinary vaccines when taken together with other activities such as voluntary evaluation as part of 
the OIE PVS scheme. 

Verification of compliance with the principles of GMP is an important part of pre-qualification. The 
human and organisational resources do not currently exist within EuFMD to conduct physical GMP 
inspections or to issue GMP certificates for the purposes of PQ. During the initial phases of operation 
of the PQ procedure, verification will therefore rely on evaluation of documentation produced by 
existing authorities that already have the expertise and experience of conducting and reporting on 
GMP inspections for veterinary vaccines. Greater reliance will be placed on the reports and certificates 
issued by regulatory authorities recognised as functional and that inspect compliance against 
standards established by the Pharmaceutical Inspection Co-operation Scheme (PIC/S) or equivalent 
(e.g. EU, WHO GMP guidelines, US 9CFR). It is anticipated that as the PQ system matures EuFMD may 
wish to supplement, or replace, documentary evaluation with physical GMP audits and inspections, 
provided that a suitable organisational framework can be put in place. Care will be taken in developing 
any proposals to include inspection activities as part of PQ that full consultation takes place with 
stakeholders to ensure that the outcome of audits and inspections that have already been carried out 
are fully taken into account. 

In a similar manner, independent quality control testing of vaccines by or on behalf of EuFMD will not 
initially form part of PQ. The procedure will rely on evaluation of the evidence provided by applicants 
in relevant sections of the PSF that verifies the pharmaceutical quality and consistency of production. 
This will include the results of in process and final product testing conducted by the manufacturers or 
by third parties such as Official Medicines Control Laboratories, accredited independent laboratories 
or recognised reference laboratories. The Evaluation Team will reflect the quality of the evidence 
provided in the report arising from PQ. In the initial phase of operation of the PQ procedure, 
experience will be gained with operating the procedure using only documentary evidence of product 
quality and consistency. Should the need arise, the possibility of conducting independent testing of 
vaccines as part of PQ could be explored at a later stage of implementation. 

The operation of the procedure will be overseen by a Standing Committee established by EuFMD for 
this purpose (the ‘Standing Committee on Pre-Qualification’; SCPQ). The SCPQ will comprise experts 
from EuFMD, OIE, regulatory authorities, reference laboratories and, if required, independent experts 
with experience on the approval, control and use of vaccines against FAST diseases. The SCPQ will 
formally adopt the guidance and documentation regulating the procedure, thereby endorsing the 
standards that are applied, the procedure by which vaccines are evaluated and the basis on which the 
Evaluation Team makes recommendations for inclusion on the list of PQ vaccines. At each meeting, 
SCPQ will review the list of recommendations resulting from PQ Evaluations carried out since the last 
meeting and will formally endorse the inclusion of vaccines onto the PQ list. Where needed, SCPQ may 
raise general or specific issues related to the inclusion or exclusion or vaccines on the list. In addition, 
EuFMD may refer applications under consideration to SCPQ for independent advice in situations 
where either the Evaluation Team is unable to make a recommendation or issues are identified by 
EuFMD in following the recommendation made. 
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The procedure will in the first instance be developed for vaccines involving well-established 
technologies that are already approved by one or more NRA, as these represent the majority of 
applications expected. As PQ is a peer review of existing information and previous evaluations, 
applications for vaccines that have not already been authorised by a national regulatory authority 
cannot be accepted. In addition, evaluation of innovative products with no history of safe use would 
require specific adaptation of the procedure and considerably greater input of expertise on behalf of 
EuFMD, including specialist expertise in the technology to which the application relates. Consideration 
of extending the scope of the PQ procedure to include vaccines that have not previously been 
authorised and/or that incorporate novel technologies will therefore take place at a second stage. 

The submission of applications to the routine pre-qualification procedure is not intended as a response 
to an emergency animal health situation. Rather the intention is that EuFMD will be better prepared 
for emergency situations as suitable vaccines will already have been pre-qualified in advance of need. 
PQ could be used by EuFMD as a key requirement for entry into restricted tender procedures for 
framework contracts to supply FMD vaccines in the context of long-term agreements (LTAs). The use 
of LTAs should help to increase predictability of demand and reduce risk to manufacturers, thereby 
promoting investment in manufacture and supply of vaccines against FAST diseases. 

 

 
5. Eligibility criteria for the PQ procedure 

 
Applicants may submit an application for PQ evaluation for a specific vaccine provided that the 
following criteria are met: 

– the applicant is able to provide the documentation and data on the quality, safety, and efficacy 
of the vaccine specified in the Content of the Product Summary File; 

 
– the vaccine is produced in compliance with appropriate standards of quality assurance and 

quality control and the production facilities comply with the appropriate standard of Good 
Manufacturing Practice (GMP); 

 

– the vaccine is either already authorised by an NRA or an application for authorisation has been 
submitted and the applicant is able to provide evidence that an authorisation is imminent; 

 

– the vaccine does not involve the use of novel technologies5; 
 

– the vaccine is included on a priority list published by EuFMD (if it is decided at a later stage 
that such a list is needed). 

 
 
 
 
 
 
 
 
 

5 See definition in Annex 1. 
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6. Initial Pre-qualification Procedure 
 

The PQ procedure will involve the following steps, which are represented schematically in Annex 2. 
 

6.1. Submission and validation of the application 
 

Applicants may submit an application to EuFMD provided that the product meets the eligibility criteria 
defined in Annex 3. 

To initiate the PQ procedure, the applicant will submit administrative information together with a 
Product Summary File (PSF). The content of the PSF is defined in Annex 4. Details of the information 
and documentation required as part of the application process will be defined as part of the 
administrative procedure. Supportive evidence will include a current GMP certificate for the site(s) of 
manufacture, a copy of existing marketing authorisation(s), and, when a request is made for the 
shortened evaluation procedure (see details in Section 6.2), evidence for the functionality of the 
national competent authority issuing the authorisation 

EuFMD will confirm receipt of the application and will then initiate a validation procedure that will 
have a fixed duration (e.g. 21 days). The validation procedure will confirm the completeness of the 
information provided in the application but will not evaluate the contents except to the extent 
necessary to confirm that the application contains, as far as can be assured without evaluation, 
complete and relevant information in the application form and PSF. To promote uptake of the PQ 
procedure and to gain experience, in the initial phases of operation EuFMD will adopt a flexible 
approach to validation and only applications for which insufficient information is provided to enable 
a meaningful evaluation will be rejected at validation. Applications deemed valid will proceed to 
evaluation. 

In situations of doubt EuFMD will consult with relevant experts from the proposed Evaluation Team, 
see below, during the validation procedure before reaching a final decision. 

Once validated, EuFMD will appoint the definitive Evaluation Team consisting of a Lead Expert 
supported by additional experts as required to cover the areas of vaccine pharmaceutical quality, 
safety and efficacy (one expert may cover more than one area of expertise). Membership of an 
Evaluation Team will take into account the expertise needed for the particular product concerned and 
the availability of appropriate, independent experts. Arrangements will be put in place by EuFMD with 
one or more functional and experienced NRAs to supply individual experts or a complete Evaluation 
Team. In this way, EuFMD will develop over time a pool of suitable experts with relevant expertise of 
the PQ procedure that can be assembled into specific Evaluation Teams, as required. 

Rules will be put in place by EuFMD to manage any perceived or actual conflict of interest (COI) and 
EuFMD will appoint to Evaluation Teams only experts that comply with these rules. 

Where needed, and in cooperation with EuFMD, the Evaluation Team may make contact with the NRA 
where a product is authorised to verify or supplement information provided in the PSF. In such cases, 
the agreement of the manufacturer will be obtained, as required. 
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As this procedure develops, it may be necessary for EuFMD to prioritise applications. In this situation, 
EuFMD will publish a prioritised list of diseases, and where relevant vaccine types or properties, for 
which evaluation of applications will be prioritised. 

The Evaluation Team may also wish to involve in the evaluation one or more additional experts from 
countries where the product is intended to be used to provide additional expertise, particularly in 
relation to the suitability of the product with respect to any indications for use included in the product 
literature that relate to functional properties or use cases that are only relevant for LMIC. 

6.2. Evaluation of the application 
 

The Lead Expert will work with other members of the team to evaluate the application within a defined 
timescale (e.g. 90 days). Vaccines will be evaluated with respect to standards for pharmaceutical 
quality, safety and efficacy based on the content of the PSF. Guidance will be prepared for use by 
Evaluation Teams to ensure a consistent and appropriate approach is applied to evaluating the 
content of the PSF. 

 
The PQ procedure will rely on standards and norms for veterinary vaccines that are internationally 
recognised. As a minimum, evidence will be provided in the PSF that vaccines comply with relevant 
general and specific chapters of the OIE Terrestrial Manual. Evidence that vaccines also comply with 
other more stringent or detailed regulatory standards will be accepted as demonstrating compliance 
with relevant OIE standards when such standards have been defined and published by recognised 
national or international regulatory bodies (e.g. standards published by the International Cooperation 
on Harmonisation of Technical Requirements for Registration of Veterinary Medicinal Products (VICH), 
the European Medicines Agency or Title 9 of the United States Code of Federal Regulations).To reduce 
the administrative burden on applicants, the content of the PSF will rely to the greatest extent possible 
on documentation already prepared by the manufacturer for other regulatory purposes and on the 
reports of evaluations of the vaccine previously carried out by NRA. 

 
 

Two possibilities exist for demonstrating compliance of the vaccine: 
 

a) Vaccines already authorised by an NRA recognised as functional. 
 

The supplier must submit evidence and details of the authorisation issued by the NRA (including 
a copy of the Marketing Authorisation) and a copy of the approved labelling and Summary of 
Product Characteristics (SPC). 

 
In these cases, the requirement for in-depth evaluation to assure compliance with the 
requirements of the OIE Terrestrial Manual can be substantially reduced and the timescale for 
evaluation will likewise be reduced (e.g. 30 days). Applicants will be required to supply evidence 
of the functionality of the NRA when requesting access to the shortened evaluation procedure 
(see Annex 3). 
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b) Vaccines without an authorisation issued by a regulator recognised as functional. 
 

If the applicant does not hold an authorisation issued by a NRA recognised as functional, then they 
will need to supply evidence that the quality, safety and efficacy of the vaccine at least meet the 
relevant OIE standards. This will require a more in-depth evaluation of the evidence provided in 
the PSF and will require a longer timescale (e.g. 90 days). 

 
Following either the shortened or full initial evaluation procedure, the Evaluation Team will prepare a 
report based on the information included in the PSF including the evidence of compliance with the 
requirements for GMP and of the results of product testing provided by the applicant (see Sections 
5.3 and 5.4). 

 
Where the Evaluation Team is satisfied that the vaccine complies with the requirements for PQ, the 
Lead Evaluator will finalise the report recommending inclusion onto the PQ list and summarising the 
key properties of the vaccine and the information on which this summary is based. This report will be 
submitted to EuFMD who will copy it to the applicant. The assessment ‘clock’ will stop at this point. 

 
Where the Evaluation Team considers that there are information gaps and/or that the information 
provided suggests that the vaccine does not comply with minimum OIE standards, the Lead Evaluator 
will prepare a report summarising the rationale for reaching this conclusion. The report will indicate 
those sections of the PSF for which the potential exists for the manufacturer to submit additional 
information that would demonstrate compliance. This report will be submitted to EuFMD who will 
copy it to the applicant. 

 
The assessment ‘clock’ will be suspended until a response is received from the applicant either 
supplying the additional information or indicating that no further information will be submitted. In 
order that applications for PQ are completely in a timely manner, and taking into account that the 
intention is for manufacturers to supply data already in their possession and not to generate new data, 
applicants will be provided with a maximum time period in which to supply the additional information 
to address the data gaps identified (e.g. 90 days). 

 
Where necessary, and following receipt of the additional data, the final evaluation procedure will 
commence. Within a second specified timescale (e.g. another period of 90 days), the Evaluation Team 
will produce an updated, final report including, where appropriate, a recommendation for inclusion 
on the PQ list. Once complete, the report will be forwarded to EuFMD who will copy it to the applicant. 

 
6.3. Demonstration of compliance with GMP 

 
Evidence shall be provided that vaccines are manufactured in accordance with standards of Good 
Manufacturing Practice (GMP) that are aligned, as a minimum, with the relevant general and specific 
chapters of the OIE Terrestrial Manual relating GMP for the type of vaccine concerned (principally 
Chapters 1.1.8, 2.3.3, 2.3.4, 2.3.5). 
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For products that are authorised by a regulator recognised as functional by EuFMD, the manufacturer 
shall submit a current GMP certificate issued by the supervisory authority indicated on the 
authorisation as part of the PQ application. The validity of the certificate will be verified as part of the 
evaluation procedure. 

For products that are not authorised by a regulatory authority recognised as functional, or are 
manufactured in a country without a functional supervisory authority, the applicant shall provide 
evidence that the vaccine is manufactured in compliance with the OIE standards. Reference shall be 
made to each of the requirements specified in relevant chapters of the OIE Terrestrial Manual and 
evidence provided as to how these standards have been met. 

Further elaboration is required on how manufacturers can demonstrate compliance with the 
requirements for GMP. It is expected that evidence of compliance with the guidelines relevant to the 
manufacture of veterinary vaccines published by the Pharmaceutical Inspection Convention 
Pharmaceutical Inspection Co-operation Scheme (PIC/S) or equivalent (e.g. EU, WHO GMP guidelines) 
will be accepted as evidence of compliance with OIE standards. 

Vaccines for which insufficient evidence is provided of compliance with OIE standards of GMP are not 
eligible for inclusion on the PQ list. For such products, the evaluation report will indicate those aspects 
of GMP for which evidence was lacking. 

6.4. Decision on Pre-Qualification 
 

The final report from the Evaluation Team will be submitted by EuFMD to the SCPQ for formal 
endorsement at their next scheduled meeting. Applicants will be given a defined period of time (e.g. 
30 days) after receipt of the report during which they can provide comments on the final 
recommendation made. EuFMD will include any comments received together with the final report 
when requesting endorsement from the SCPQ. Applicants will not be able to submit additional data 
at this stage and a decision will be taken based on the data already received and evaluated. Should an 
applicant wish to submit additional data, this would need to be in the context of a new application to 
have the product included onto the PQ list based on a new evaluation that takes into account the new 
data (see below). 

The Evaluation Team, or the EuFMD, may seek the views of the SCPQ in cases where it has not been 
possible for the Evaluation Team to make a final recommendation on PQ or where the EuFMD 
identifies problems with the recommendation made. 

The outcome will be published by EuFMD on a website containing a list of vaccines that have been 
evaluated and are considered pre-qualified. 
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EuFMD will organise regular, periodic meetings of the SCPQ (e.g. every 6 months). During these 
meetings, the SCPQ will be asked to endorse recommendations for inclusion of vaccines onto the PQ 
list and to provide advice on any issues referred by the Evaluation Team or the EuFMD. SCPQ may 
request additional information to be provided by the applicant, the Evaluation Team or EuFMD in 
reaching a final decision on endorsement. In addition, the SCPQ will review a report on the status of 
applications under consideration and will adopt any documents related to the operation of the PQ 
procedure. 

 
 

7. Maintenance of Pre-Qualification status 
 

In the initial phase of operation, products will remain on the PQ list for a defined period of time 
(e.g. 3 years). During this period certain obligations will apply to manufacturers that are intended to 
ensure that the evaluation carried out and the decision on PQ remain valid. At the end of this time 
and on request from the manufacturer, EuFMD will review the decision and seek endorsement from 
the SCPQ on continued inclusion of the vaccine on the PQ list. As part of the request for review, 
manufacturers will provide information on any changes relevant to the content of the PSF or will 
confirm that no material changes have taken place. 

A simple procedure will be put in place for review of requests from manufacturers for continued 
inclusion on the PQ list. Where necessary, EuFMD will organise a scientific review of new or additional 
data, using experts from the original Evaluation Team where possible. This review will result in an 
updated summary report including a recommendation on continued inclusion of the vaccine on the 
list, where appropriate. 

In order for products to remain on the PQ list, the following obligations will apply to manufacturers: 
 

● Ensure that the product remains authorised in the countries indicated in the PSF or inform 
EuFMD of any changes. 

● Ensure that approved sites remain in compliance with GMP and cooperate with periodic 
reinspection, as required by the relevant supervisory authority. 

● Report immediately any information that might be expected to have a significant negative 
impact on the benefit risk assessment for the product such as quality defects, recalls, 
important pharmacovigilance issues, or suspension or revocation of product licences. 

● Cooperate with EuFMD and the supervisory authority (if relevant) in the conduct of Post 
Vaccination Monitoring (PVM) studies in situations where vaccines are procured by 
FAO/EuFMD and PVM is agreed as a requirement of supply. 

● Inform EuFMD of major changes made to the authorisation. A list will be prepared of the 
changes for which immediate notification is required and will contain only changes to the 
nature or properties of the product such that the data submitted in the original PSF is no 
longer relevant to the product marketed. 

● Payment of any fees or charges that may be introduced by EuFMD to reflect the cost of 
maintaining the list of approved products. 
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In addition, and to the extent possible, EuFMD will continuously monitor vaccines that have been 
included on the list of PQ products on the basis of: 

1. information provided by manufacturers (as above); 
2. the results of any independent testing performed of which Eu FMD is made aware; 
3. the results of post vaccination monitoring (PVM) studies performed using vaccines on the PQ 

List that have been supplied through an EuFMD/FAO tender procedure; 
4. pharmacovigilance reports or quality alerts issued by NRAs, particularly the supervisory 

authority, and 
5. any other information relevant to the quality, safety or efficacy of vaccines on the PQ list that 

is brought to the attention of EuFMD. 
 

At any stage, manufacturers may submit additional information to address the data gaps identified in 
the first evaluation with a view to inclusion of their vaccine on the PQ list. EuFMD will put in place a 
scientific review procedure with a defined time period (e.g. 90 days) to evaluate the additional 
information received, where possible involving the same scientific experts as were involved in the 
original Evaluation Team. This will result in an updated evaluation report and recommendation on 
inclusion of the product on the PQ list. 

8. Sustainability of the PQ system 
 

As a separate workstream, EuFMD will examine options to ensure that the PQ procedure is attractive 
to applicants and sustainable for both EuFMD and manufacturers, whilst providing an appropriate 
assurance of quality for users of the List. 

Any system of fees and charges that may be introduced will be proportionate to the costs of running 
the procedure and will ensure that there is no direct or indirect discrimination between 
manufacturers. 
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Annex 1: Definitions and acronyms used in this document 
 

Abbreviation/ 
 

Acronym 

Term Definition (where relevant) 

EMA European 
Medicines 
Agency 

European Medicines Agency. 

Evaluation 
Team 

Evaluation Team Team (virtual or physical) of experts assembled by EuFMD to evaluate an 
application for PQ. 

NRA National 
Regulatory 
Authority 

The public authority responsible for a particular regulatory function. In 
general, in this text this refers to the NRA responsible for the authorisation 
and monitoring of veterinary medicinal products. In most, but not all, cases 
this is the same authority as the NRA responsible for ensuring compliance 
of site of manufacture with GMP (the NRA for GMP). 

 Novel 
technology 

A technology that has not previously been used in a vaccine that has been 
approved by an NRA recognised as functional or has been used for 
insufficient time to establish a history of safe use. Technologies could 
involve recombination of nucleic acids or other innovative aspects such as 
adjuvants, delivery systems or excipients. 

 Well established 
technology 

A technology that has been employed in vaccines that have received full 
authorisation from one or more NRA recognised as functional and have 
been marketed for sufficient time to have accumulated a history of safe use. 
This therefore includes both ‘conventional’ live and inactivated vaccines and 
vaccines based on recombinant technology that meet these criteria (e.g. 
well-established vector vaccines and sub-unit vaccines). 

OIE World 
Organisation for 
Animal Health 

The OIE is the intergovernmental organisation responsible for improving 
animal health worldwide (https://www.oie.int/about-us/). 

Pharmaceutica 
l quality 

Pharmaceutical 
quality 

The term ‘pharmaceutical quality’ is used when referring only to the 
‘Quality’ section of a registration dossier (also termed CMC – Chemistry, 
Manufacturing and Control in some regions). 

PQ list List of pre- 
qualified vaccine 

List of vaccines published on the EuFMD website that have been evaluated 
and pre-qualified by EuFMD. 

PSF Product 
Summary File 

File of summarised information and data that will accompany an application 
for the PQ procedure as detailed in Annex 4. 

https://www.oie.int/about-us/
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Quality Quality ‘quality’ is used in this document to denote a vaccine of suitable 

manufacturing quality, consistency, safety and efficacy that performs as 
described on the product label/SPC. 

SPC Summary of 
product 
characteristic 

A document describing the properties and the officially approved conditions 
of use of a medicine. Summaries of product characteristics form the basis of 
information on how to use the medicine safely and effectively, and form the 
basis for product labelling and package leaflets. 

 Supervisory 
authority 

The supervisory authority conventionally refers to the NRA responsible for 
ensuring compliance with GMP of the sites of manufacture and 
manufacturers’ batch release. In this document, the context is extended to 
also refer to the NRA responsible for supervision of a vaccine following 
initial authorisation, where this is different from the NRA responsible for 
GMP. 

VICH  The International Cooperation on Harmonisation of Technical Requirements 
for Registration of Veterinary Medicinal Products. VICH establishes 
internationally harmonised technical standards for the authorisation of 
veterinary medicines. 
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Annex 2: Schematic representation of the process 
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Annex 3: Recognition of a National Regulatory Authority as ‘functional’ 
 

Taking into account that: 
 

• The EuFMD and FAO are not current set up to conduct independent audits of the functionality 
of NRAs for veterinary medicines. 

• Internationally recognised systems for evaluation, recognition and accreditation of NRAs with 
respect to regulation of veterinary medicines do not currently exist. Quality assurance 
schemes operate in some regions, such as BEMA (Benchmarking of European Medicines 
Agency) in the EU, but their outcomes with respect to individual agencies are not currently 
made public. 

• Several national and regional initiatives exist for regulatory cooperation involving shared 
evaluations and mutual recognition of approvals.as part of which there is implicit or explicit 
recognition of the competence and equivalence of other regulatory authorities. There are 
ongoing initiatives to increase the global scope of these cooperations and to develop tools for 
evaluating the proficiency and maturity of regulatory systems for veterinary medicinal 
products but these are not yet sufficiently developed to be used as part of the EuFMD PQ 
procedure. 

• OIE considers whether or not Member Countries have in place effective systems for the 
control of veterinary medicinal products and biologicals on their markets as part of the PVS 
Scheme (Proficiency of Veterinary Services). Section II-8, p 28 details 5 levels of competence 
from 1 (no effective controls) to 5 (proficient control) 
https://www.oie.int/fileadmin/Home/eng/Support_to_OIE_Members/docs/pdf/2019_PVS_ 
Tool_FINAL.pdf. 

• The International Cooperation on Harmonisation of Technical Requirements for Registration 
of Veterinary Medicinal Products (VICH) publishes international standards for the technical 
requirements for registration of veterinary medicines, including vaccines, but does not 
attempt to define the regulatory system through which these standards are applied and does 
not involve an evaluation of the competence of Member Countries’ NRAs. Members of VICH 
agree to adopt and apply the harmonised standards once agreed by VICH. Nevertheless, there 
is international recognition that membership of VICH is an indirect indicator of a mature and 
functional regulatory system. The functionality of NRA in Observer countries to VICH is more 
variable with the agencies in some countries having a high maturity rating whilst those in 
others have been fully operational for shorter periods of time. 

• WHO operates a procedure for evaluation of NRA as functional for the purpose of PQ of 
human vaccines for UN supply using a harmonised NRA assessment tool which can be found 
at https://www.who.int/immunization_standards/national_regulatory_authorities/tools_rev 
ision_2014/en/ 
In some cases, NRAs are responsible for regulating both human and veterinary medicines. 
Where this is the case, there is the possibility to explore the extent to which WHO evaluation 
for competence in regulation of human medicines can be extrapolated to competence for 
veterinary medicines. 

https://www.oie.int/fileadmin/Home/eng/Support_to_OIE_Members/docs/pdf/2019_PVS_Tool_FINAL.pdf
https://www.oie.int/fileadmin/Home/eng/Support_to_OIE_Members/docs/pdf/2019_PVS_Tool_FINAL.pdf
https://www.who.int/immunization_standards/national_regulatory_authorities/tools_revision_2014/en/
https://www.who.int/immunization_standards/national_regulatory_authorities/tools_revision_2014/en/
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In the first phase of operation, for the purpose of PQ, NRA will be recognised as functional where 
assurance is provided by a combination of the proxy measures listed above, specifically: 

• NRAs in countries that are members of VICH will be considered as functional without further 
evaluation (as at June 2020, Member Countries/regions comprise the EU, USA and Japan). 

• EuFMD will consider evidence from other sources as evidence of the functionality of NRAs in 
countries that are not members of VICH in the context of the particular application submitted 
(e.g. Observer status at VICH; high rating for veterinary medicines regulation in PVS 
proficiency scheme; high rating in a WHO evaluation of joint agency where the same quality 
standards apply to regulation of human and veterinary medicines). It is recognised that 
gathering and submitting this type of evidence will require cooperation between the NRA 
concerned, the applicant and EuFMD. This is consistent with the cooperation foreseen in the 
context of PQ between EuFMD and NRA, particularly in LMIC. 

• Evidence of functionality should be submitted as part of the application procedure when 
requesting an accelerated procedure. 
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Annex 4: Content of the Product Summary File (PSF) 
 

Refer to the separate guidance document ‘The Product summary file (PSF) for a Foot-and-Mouth 
disease vaccine’ for the format and content of the data file that will be required to accompany an 
application to EuFMD for evaluation for pre-qualification. 
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Introduction 

 
 

To date, Foot-and mouth disease (FMD) inactivated virus vaccines of varying composition are available 
commercially. Typically, virus is used to infect a suspension or monolayer cell culture and the resulting 
preparation is clarified, inactivated with ethyleneimine and concentrated. The antigen is usually blended with 
oil or aqueous adjuvant for vaccine formulation. Many FMD vaccines are multivalent to provide protection 
against the specified serotypes, or to accommodate antigenic diversity likely to be encountered in a given 
field situation. 

The finished product must be shown to be free from residual live virus. This is most effectively done using 
in-vitro tests on concentrated inactivated virus preparations prior to formulation of the vaccine and freedom 
from live virus is subsequently confirmed during in-vivo and/or in-vitro tests on the finished product. A 
measurement of vaccine potency is also required and this can be a challenge tests conducted in vaccinated 
cattle to establish a PD50 (50% protective dose) value or protection against generalised foot infection (PGP), 
although a serological test is considered to be satisfactory where a valid correlation between specific 
antibody response and protection has been established. 

Although there may be common practices in terms of vaccine components or test types, the quality standards 
and processes vary from one vaccine to another. 

 
 
 

Scope 
 

The objective of this document is to provide guidance to vaccine manufacturers on the requirements for data 
and information on the production, quality control and evaluation of the safety and efficacy of inactivated 
FMD vaccines that should be included in the Product Summary File (PSF) submitted as part of an application 
to EuFMD for inclusions of an FMD vaccine onto the list of vaccines considered as pre-qualified (PQ) The 
guidance provides advice on the type and amount of data that is considered as the minimum that is necessary 
for a review by independent experts to assure that the vaccine complies with at least the minimum 
international standards for inactivated FMD vaccines as set out in the relevant chapters of the current version 
of the OIE Manual of Diagnostic Tests and Vaccines for Terrestrial Animals (termed “the OIE Manual” in this 
document). 

 
 

This PSF guidance document outlines the information required on the product composition, manufacturing 
procedure, testing, stability, clinical experience and all available post-marketing information and should 
be read in conjunction with all relevant chapters of the OIE Manual. Reference is also made to other 
international guidelines and standards (e.g. PIC/S GMP) where this is considered appropriate. 

 
 

The information submitted should cover a vaccine preparation containing one or more inactivated strains of 
FMD virus, which is/are capable of maintaining adequate immunogenic properties. The submission of only 
one dossier which can cover a wide range of vaccine strains is possible if the multistrain dossier approach 
presented in the European guideline “Revised guideline on data requirements for multi-strain dossiers for 
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inactivated vaccines against avian influenza (AI), Bluetongue (BT) and Foot-and-Mouth disease (FMD) 
“ EMA/CVMP/IWP/105506/2007 Rev.1 is followed. 

The information submitted based on this PSF guidance may include part or all of the same package of data 
provided to national regulatory authorities in support of the product marketing authorisation. Where data is 
provided in documents that are not themselves part of the PSF, cross references must be provided from the 
PSF to the specific sections of the linked document in which the information requested in the PSF can be 
found. In total, the information provided in the PSF and linked documents is expected to include all of the 
following elements. Where sufficient and appropriate information is provided, products will be included on 
the list of PQ vaccines maintained by EuFMD. 
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Chapter 1: General information 
 
 

1. A. Site Master File 
 

The Site Master File/Plant Master file is prepared by the vaccine manufacturer and should contain specific 
information about the quality management policies and activities of the site, the production and/or quality 
control of pharmaceutical manufacturing operations carried out at the named site and any closely integrated 
operations at adjacent and nearby buildings. 

 
The content of the Site Master file may follow the format established by the Pharmaceutical Inspection Co-
operation Scheme (PIC/S) as described in the “Explanatory notes for pharmaceutical manufacturers on the 
preparation of a Site master file (Reference PE 008-4)” available on the website http://www.picscheme.org. 

 
Applicants should submit certificates of GMP compliance from the national competent authority responsible 
for GMP inspection for all sites where relevant activities take place (i.e. manufacture, quality control, bottling, 
packaging, labelling, and storage). 

 
 

1.B. Summary of product characteristics 
 

The vaccine manufacturer should provide a summary of the product characteristics (SPC) which should 
contain all essential information relating to the vaccine including correct use. 

 
The following template may be followed: 
(a) name of the veterinary medicinal product followed by its pharmaceutical form and, where applicable, 
a list of the names of the veterinary medicinal product, as authorised in different countries; 

 
(b) qualitative and quantitative composition of the active substance or substances and qualitative 
composition of excipients and other constituents stating their common name or their chemical description 
and their quantitative composition, if that information is essential for proper administration of the veterinary 
medicinal product; 
(c) clinical information: 

(i) target species; 
(ii) indications for use for each target species; 
(iii) contra-indications; 
(iv) special warnings; 
(v) special precautions for use, including in particular special precautions for safe use in the target 
species, special precautions to be taken by the person administering the veterinary medicinal product 
to the animals and special precautions for the protection of the environment; 
(vi) frequency and seriousness of adverse events; 
(vii) use during pregnancy or lactation; 
(viii) interaction with other medicinal products and other forms of interaction; 
(ix) administration route and dosage; 

http://www.picscheme.org/
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(x) symptoms of overdose and, where applicable, emergency procedures and antidotes in the event 
of overdose; 
(xi) withdrawal periods (also known as withholding times), even if such periods are zero; 

 
(d) immunological information; 

 
(e) pharmaceutical particulars: 

(i) major incompatibilities; 
(ii) shelf life, where applicable after reconstitution of the medicinal product or after the immediate 
packaging has been opened for the first time; 
(iii) special precautions for storage; 
(iv) nature and composition of immediate packaging; 

 
(f) name of the marketing authorisation holder; 

 
(g) marketing authorisation number or numbers; 

 
(h) date of the first marketing authorisation; 

 
(i) date of the last revision of the summary of the product characteristics. 

 

 
1.C. Labelling and package leaflet 

 
For the final product, provide samples (or reproductions) of labels, boxes and package inserts to be used in 
English. 

 
1.D. Lot summary protocol 

 
It is expected that a summary of all manufacturing steps, including in-process and finished product test 
results from each batch of vaccine, is captured and documented in a standard way and this is referred to as 
a lot/batch summary protocol, which is certified and signed by the responsible person of the manufacturing 
company. The vaccine manufacturer should provide a template of the lot/batch summary protocol outlining 
the information they capture routinely on vaccine batches. 
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Chapter 2: Analytical Section /Manufacture and Control 
 
 

Chapter 2.3.4. ‘Minimum requirements for the production and quality control of vaccines’ and Section C ‘The 
requirements for vaccines’ of Chapter 3.1.8 ‘Foot and Mouth Disease (infection with Foot-and-Mouth disease 
virus) of the current version of the OIE Manual ’t are applicable. The information concerning production and 
control of vaccines is given as an example; it is not always necessary to follow these when there are 
scientifically justifiable reasons for using alternative approaches. 

 
 

2.A Composition 
 

State the qualitative and quantitative composition of the product (including diluents if applicable): 
- the active substance(s): the serotype, strain and potency (in PD50/dose or other validated measures 
of the active substance); 
- the constituents of the adjuvants; 
- the constituent(s) of the excipients, whatever their nature or the quantity used, including 
preservatives, stabilisers, emulsifiers, colouring matter, flavouring, aromatic substances, markers, 
etc. 

 
Describe the presentations made available, including diluents (if applicable), dose sizes, type of containers, 
sterilisation of containers/stoppers and descriptions of application devices to be delivered with the vaccine, 
if applicable. If the device is not delivered together with the immunological veterinary medicinal product, 
relevant information about the device shall be provided, where necessary for the assessment of the product. 

 
 

2.B Method of Manufacture 
 

1. Provide a detailed description of the manufacturing process that shall include, but is not restricted to, the 
following: 

 
- the various stages of manufacture, including production of the antigen from virus master seed lot 
and master cell bank, purification procedures, formulation, filling, packaging and any storage periods 
to support the reproducibility of the manufacturing procedure; 
- the validation of key stages in the production process shall be demonstrated including: 

a) validation of the inactivation method including information on the inactivation kinetics 
with sufficient details to confirm the use of two inactivation vessels and whether, based on 
the inactivation kinetics study, a safety margin is or is not built into the routine time of 
inactivation during normal commercial production; 
b) validation of the sterility method (bacterial and fungal) including information on whether 
direct inoculation or membrane filtration is used and which pathogens are included in the 
test; 
c) validation of the mycoplasma test; 

- listing of all the substances at the appropriate steps where they are used, including those which 
cannot be recovered in the finished product; 
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- details of blending, outlining the quantitative particulars of all the substances used in both a 
minimum and a maximum bulk batch. 

 
Validation of the production process as a whole shall be demonstrated with provision of results of three 
consecutive batches produced using the method described as requested in Section 2.F. Information provided 
should include details of the batch size. 

 
2. Detailed flowcharts should be provided to indicate: 

 
- each manufacturing step; 
- the location (building/room) of each step, and transfers to other buildings/sites, if applicable; 
- in-process and quality control tests performed on all intermediates and finished products; 
- identification of any processes or tests performed by contract manufacturers or testers; 
- storage times and temperatures of intermediates. 

 
2.C Production and Control of Starting Materials 

 
The ‘Minimum requirements for the production and quality control of vaccines’ Chapter 2.3.4 of the current 
version of the OIE Manual are applicable as is the general Chapter 1.1.8 ‘Principles of veterinary vaccine 
production’. Whenever possible, vaccine production should be based on a seed lot system and on established 
cell seeds. 
The testing approaches in Chapter 1.1.9. ‘Tests for sterility and freedom from contamination of biological 
materials intended for veterinary use’ are applicable. 

 
A table of all starting materials that comply with compendial specifications should be provided, indicating 
the relevant pharmacopoeia and an example certificate of analysis with specifications and results for a 
representative batch of each starting material should be included. 

 
2.C.1 Starting materials of biological origin 

 
1. Virus seed 

 
The virus strain(s) should be identified by historical records and include information on country of origin, 
species, date of isolation, type of material from which virus was isolated, in vitro passage history, including 
ingredients used and any adaptation to growth on a cell line. 
Different virus seed strains may be used for production of inactivated FMD vaccines. A seed lot system should 
be followed in preparation of the master seed virus (MSV) and the working seed virus (WSV). Details of 
propagation of MSV and WSV should be described. Passage number of the WSV and finished product should 
be similar to the batch, which has been found effective in efficacy studies. 

 
The following tests should be performed on the MSV and WSV: 

- identity; 
- bacteria, fungi and mycoplasmas; 
- extraneous agents; 
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- titration of the virus. 
Information should be provided on the storage of the MSV and WSV (conditions and duration). 

 
2. Cell seed 

 
The cell seed should be identified by historical records and include information on origin, species of origin, in 
vitro passage history, including ingredients used and adaptation, if required. 
The use of a continuous cell line for the propagation of FMD virus should be based on a cell bank system. 
Details of propagation conditions for the MCB and WCB should be described. 
The maximum number of passages allowable between the master cell bank (MCB), the working cell bank 
(WCB) and the production cells should be defined. 

 
The following tests should be performed on the MCB and the WCB: 

- identification of species; 
- microscopy; 
- bacteria, fungi and mycoplasmas; 
- extraneous agents. 

 
The following tests should be performed on the MCB and the cells at maximum production level: 

- karyotype; 
- retroviruses; 
- tumorigenicity. 

 
Information should be provided on the storage of the MCB and WCB (conditions and duration). 

 

 
3. Other materials of biological origin 

 
For all other starting materials of biological origin used at any stage in the manufacturing procedure the 
following information should be provided: 

 
- details of the source of the material (origin including geographical region and tissue); 

 
- if applicable supplier information and material specification including an example certificate of 
analysis; 

 
- details of any processing, purification and inactivation applied, with data on the validation of these 
process and controls during production; 

 
- details of any tests for contamination carried out on each batch of the substance; 

 
- a table summarising the extraneous agents tested for and the tests used (cells or substrates of 
amplification, methods of detection). 
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All ingredients of biological origin (including substrates for production, ingredients in culture media and 
substances used in the vaccine production process) that are not subject to a validated sterilisation procedure 
should be tested to ensure freedom from extraneous bacteria, fungi, mycoplasma, and viruses as specified 
in Chapter 1.1.9 of the OIE Manual ‘Tests for sterility and freedom from contamination of biological materials 
intended for veterinary use’. 

The measures implemented by the manufacturer to avoid the risk of contamination with transmissible 
spongiform encephalopathy (TSE) agents from ingredients of animal origin should be described and should 
demonstrate compliance with Section 3.2.2 of Chapter 1.1.18 of the OIE Manual. 

 
2.C.2. Starting materials of non-biological origin 

 
Describe in the form of a monograph under the following headings: 

- the name and description of the starting material; 
- supplier information; 
- the function of the starting material; 
- methods of identification; 
- tests performed and specifications; 
- any special precautions which may be necessary during storage of the starting material including 
conditions of storage and its storage life shall be given. 

 
2.3. In house media 

 
Culture media consisting of several components used for production of the active substance shall be regarded 
as one starting material. Nevertheless, the qualitative and quantitative composition of the any culture media 
shall be presented, as this information is relevant to the quality of the finished product and any risks that 
might be posed. If materials of animal origin are used for preparation of these culture media, the animal 
species and the tissue used have to be included and potential TSE risks need to be considered. 

 
Manufacturers should provide a list of media with ingredients, method of production, tests performed and 
specifications, conditions of storage and shelf life. 

 
 

2.D In-Process Controls 
 

Section 3. ’In process control’ of chapter 3.1.8. of the OIE Manual should be taken into account. 
 

Copies of standard operating procedures for critical quality control tests (uncontrolled copies or concise 
descriptions of the method and re-test criteria are acceptable) shall be included. 
The control tests should be shown to be fit for purpose. 
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At least, the following parameters should be controlled: 
 

- Inactivation kinetics: 
During inactivation, the virus titre is monitored by a sensitive and reproducible technique. The 
inactivation procedure is not satisfactory unless the decrease in virus titre, plotted logarithmically, is 
linear and extrapolation indicates that there is less than 1 infectious virus unit per 104 L of liquid 
preparation at the end of inactivation. 

 
- Inactivation test: no residual live FMD virus should be detected. 

 
- Residues of inactivating agents. Appropriate tests are carried out to demonstrate that the 

inactivating agent has been removed or reduced to an acceptable residual level. 
 

- FMDV antigen mass (146S) content: 
The 146S antigen content of each batch of bulk inactivated antigen is determined by an in vitro 
method (for example, by sucrose density gradient centrifugation and ultraviolet spectrophotometry 
at 259 nm or other validated method). 

- Sterility test: 
o bacterial and fungal test; 
o viral testing where testing of the virus seed has not been performed and shown to be 

free of extraneous agents. 
 

2.E Controls on Finished Product 
 

Section 4. ‘Final product batch tests’ of Chapter 3.1.8. of the OIE Manual has to be taken into account. 
 

List the routine tests performed and specifications for the final product. Concise descriptions of the method 
and retest criteria are acceptable but full standard operating procedures in English should be made available 
on request. 
In addition, appropriate validation of the tests performed should be provided. 

The following tests should be performed: 

2.E.1. General characteristics of the finished product 
 

The tests of general characteristics shall, wherever applicable, relate to the control of volume and maximum 
deviations, appearance, to mechanical, physical or chemical tests, physical characteristics such as density, 
pH, viscosity, etc. For each of these characteristics, specifications, with appropriate confidence limits, shall 
be established by the applicant in each particular case. 
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2.E.2. Identification of active substance(s) 
 
 
 

The test shall demonstrate that the relevant strains are present. 
 

 
2.E.3. Batch potency 

 
A quantification of the active substance shall be carried out on each batch to show that each batch will 
contain the appropriate potency to ensure its safety and efficacy. 

 
The potency-testing standard is the vaccination challenge test. However, indirect tests can also be used for 
practicability and animal welfare considerations, as long as it can be sufficiently demonstrated that there is 
a direct correlation to protection in the target animal. Frequently indirect potency tests include antibody 
titration after vaccination of target species. Alternative methods could be used if suitably validated and the 
criteria for acceptance being set with reference to a batch of vaccine that has been shown to be satisfactory 
with respect to efficacy in the target species. 

 
The vaccination challenge test may be used to establish a satisfactory pass level for a given strain. Once a 
pass level has been established for a given strain, the same level of antigen may be used when this strain is 
formulated in combination with any other antigen provided that the formulation of the vaccine differs only 
in the strains included. 

 
 

Vaccines for use in cattle 

Use cattle of the minimum age recommended for vaccination obtained from areas free from foot-and-mouth 
disease, that have never been vaccinated against foot-and-mouth disease and do not have antibodies 
neutralizing the different strains of foot-and-mouth disease virus. Vaccinate not fewer than 5 cattle by a 
recommended route. Use a suitable dose of the vaccine for each animal. After a defined period, not greater 
than 28 days following vaccination, draw a blood sample and determine individually in each serum the level 
of antibodies against each strain used in the preparation of the vaccine by a validated technique 
(e.g. sero-neutralisation test, ELISA). The vaccine complies with the test if the geometric mean of the 
antibody titre in cattle is not significantly lower than the pass level. 

 
 

Vaccines for use in other ruminants. 

The potency of each batch shall be demonstrated in a suitable, validated test. According to O.I.E it is accepted 
that a successful test in cattle is considered to be sufficient evidence of the quality of a vaccine to endorse 
its use in other species. However, when a vaccine is produced for use primarily in a species other than cattle, 
it could be considered more appropriate to test the potency of the vaccine in that species. 
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2.E.4. Identification and assay of adjuvants 
 

The quantity and nature of the adjuvant and its components shall be verified on the finished product. 
 
 
 

2.E.5. Identification and assay of excipients components 
 

Insofar as is necessary, the excipient(s) shall be subject at least to identification tests. If a preservative has 
been added to the vaccine, the content of preservative should be determined. An upper and lower limit test 
shall be obligatory in respect of preserving agents. An upper limit test for any other excipient components 
liable to give rise to an adverse reaction shall be obligatory. 

 
 

2.E.6. Safety tests 
 
 

The safety of the final product should be proven batch to batch in order to detect any abnormal local or 
systemic adverse reactions. It would be acceptable to assess safety of the final product in animals used for 
the potency test. Animals should be inoculated by the recommended route of administration with the 
recommended dose of vaccine. When potency is assessed by PGP or EPP, all animals are observed for local 
and systemic reactions to vaccination for the 30 days duration of the potency test. When PD50 test is used, 
at least two healthy sero-negative target animals inoculated as above are observed for local and systemic 
reactions to vaccination for no fewer than 14 days. Any undue reaction attributable to the vaccine should be 
assessed and may prevent acceptance of the batch. 

 
In line with VICH GL 50 ‘Harmonisation of criteria to waive target animal batch safety testing for inactivated 
vaccines for veterinary use’, in cases where consistent safety of the product is demonstrated and approved 
in the registration dossier and the production process is approved for consistency in accordance with the 
standard requirements referred to in chapter 1.1.8, a national regulatory authority may agree to omit the 
test in the final product. A statement to this effect should be included if such an agreement has been made. 

 
2.E.7. Sterility test 

 
 

Bacterial and fungal sterility plus viral testing and mycoplasma testing where performed. 
 
 

2.E.8. Purity test 
 
 

Purity relates to the level of FMD NSPs (non-structural proteins) in the final product, which should not induce 
antibodies that would interfere with serological tests used for sero-surveillance of virus circulation in 
vaccinated populations. Products claiming to be purified from NSPs have to demonstrate their level of 
purification. In cases where the production process is approved for consistency in accordance with the 
standard requirements referred to in Chapter 1.1.8 of the OIE Manual, the purity test in the final product on 
each batch of vaccine may be omitted. 
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Lack of reactivity has to be demonstrated in the final product (see Section C.5. of Chapter 3.1.8. of the OIE 
Manual ‘Requirements for registration of vaccine’). In cases where consistency of purification is 
demonstrated and approved in the registration dossier, and the production process is approved for 
consistency, the National regulatory Authority may agree to omit the test in the final product. A statement 
to this effect should be included if such an agreement has been made. 

Confirmation of vaccine purity may be shown by testing sera from animals vaccinated at least twice with the 
batch for absence of antibodies to NSPs. 

 
 

2.E.9. Inactivation test 
 

The finished product should undergo a test to verify absence of infectious FMD virus. It shall be carried out 
on the product in the final container unless it has been conducted at a late stage in-process. 

 
In the finished product, antigen must be extracted from adjuvant following an appropriate validated method. 
A sample representing at least 200 doses of vaccine (including all product presentations) must be used for 
testing for freedom of infectious virus by inoculation of sensitive cell culture monolayers. After elution, 
antigen may be concentrated for inoculation in cell monolayers. 

 
The test for residual live FMD virus may be omitted for batch release provided that: 

1. a titration is performed on each harvest prior to inactivation and the titre is not greater than the 
maximum titre established based on studies of the inactivation kinetics; 
2. suitable test sensitivity for residual live virus has been demonstrated; 
3. the test for residual live virus is performed with satisfactory results on each harvest. 

 

 
2.F Batch consistency – Process validation 

 
Section 5.1. ‘Manufacturing process’ of Chapter 3.1.8. of the OIE Manual has to be taken into account. 
In order to ensure that quality of the product is consistent from batch to batch and to demonstrate 
conformity with specifications, a batch protocol for three consecutive batches outlining all the production 
steps, specifications and results for all tests performed during the production process and on the finished 
product shall be provided. Results of quantitative assays must be expressed as a numerical value with the 
appropriate limits and not as “pass” or “fail”. 
Final product tests should include testing for purity, safety and potency. 

 
In order to support the consistency of the production and if available, the manufacturer may supply the 
results of any independent testing e.g. from Official Control Laboratory batch release or recognised reference 
laboratory testing. 
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2.G Stability 
 

Stability testing should be performed at different stages of production, namely on single harvests, purified 
bulk, final bulk, and final lot, if applicable. Stability-indicating parameters should be defined or selected 
appropriately according to the stage of production. It is advisable to assign a shelf-life to all in-process 
materials during vaccine production, in particular intermediates such as single harvests, purified and final 
bulk. 

 
The stability of the vaccine in its final container and at the recommended storage temperatures should be 
demonstrated on at least three lots of final product tested at regular intervals until the end of the shelf life. 

 
A description shall be given of the tests undertaken to support the shelf life proposed. These tests shall always 
be real-time studies; they shall be carried out on a sufficient number of batches produced according to the 
described production process and on products stored in the final container(s); these tests include biological 
and physico-chemical stability tests. 

 
The potency of the finished product should be controlled at regular intervals until the end of the shelf life 
using the batch potency test mentioned under 2.E.3. (direct or indirect tests). 

 
The conclusions shall contain the results of analyses, justifying the proposed shelf life under all proposed 
storage conditions. 

 
Stability data obtained from combined products may be used as preliminary data for derivative products 
containing one or more of the same components. 

 
The efficacy of any preservative system shall be demonstrated. 

 
In addition, a list of final lots internally rejected in the previous 2 years should be provided including the 
reasons for rejection. 
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Chapter 3: Clinical section – Use in target species 
 
 

3.A General principles 
 

Note 1: Clinical studies in laboratory and field conditions are expected to have been designed and conducted 
to meet, respectively, international GLP and GCP principles. 

 
Note 2: For vaccines whose licence was originally obtained many years before the application for 
prequalification, it is possible that many, or all, of the clinical studies may not have been conducted or 
monitored to current international standards. For these vaccines, all sections should be completed using the 
data available and indicating the quality standards applied at the time in order to establish sufficiently a 
history of safe and effective use. 

 
Note 3: In some cases, where the information received regarding the sections detailed below is not sufficient, 
is not sufficiently clear or requires further scrutiny, the applicant may be requested to submit the raw data. 

 
The information submitted based on the PSF guidance may be the same package of data provided to national 
regulatory authorities in support of the product marketing authorisation. The information provided is 
expected to include the following elements: 

 
3.B Safety requirements 

 
The safety studies shall be carried out in each species for which an indication is sought using animals of the 
most sensitive category. This is usually taken to mean seronegative animals of the youngest age indicated 
and pregnant animals. 

 
The results of the safety test will be used to define the maximum number of antigens that may be 
incorporated into an FMD vaccine, the maximum permitted amount of each antigen, and the maximum 
permitted volume to be injected. The manufacturer should prepare a vaccine that contains the maximum 
number and the maximum permitted amount of each antigen (in terms of µg of 146S). The safety of this 
vaccine should be examined according to the tests described below. Satisfactory results should be 
considered as sufficient evidence of the safety of the FMD vaccine concerned when produced according to 
the details outlined under quality and formulated to contain any of the antigens permitted on the 
authorisation up to the maximum number, amount and volume examined in the safety test. 

 
 

3.B.1. Laboratory studies 
 

The vaccine should be tested for local and systemic reactions by each recommended route of administration 
in an in-vivo test in at least eight animals of each target species of the minimum age to be recommended and 
with no antibodies against foot-and-mouth disease virus. In principle, according to OIE requirements, double 
dose and repeat single dose (after 14 days) tests shall be performed. 
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An alternative approach is acceptable for inactivated vaccines in line with VICH GL44 ‘Target Animal Safety 
for Veterinary Live and Inactivated Vaccines: for vaccines that require a single lifetime dose or primary 
vaccination series only, the primary vaccination regimen should be used. For vaccines that require a single 
dose or primary vaccination series followed by booster vaccination, the primary vaccination regimen plus an 
additional dose should be used. The vaccine used shall be formulated to contain the maximum permitted 
payload and number of antigens are recommended to be conducted. The animals are observed at least daily 
for local and systemic reactions to vaccination for no fewer than 14 days after each injection. Any undue 
reaction attributable to the vaccine should be assessed and may prevent acceptance of the vaccine by the 
National Regulatory Authority. 

 
3.B.2. Field studies/Field use 

 
Generally, the results of laboratory safety trials should be supplement by data from field studies to confirm 
the safety of the vaccine under normal conditions of use. However, due to the particular challenges of 
conducting field trials with FMD vaccines, the absence of field safety studies from the PSF may be acceptable 
provided that comprehensive laboratory data on safety is supplied. Nevertheless, all additional data 
generated from the use of the vaccine in the field (publications, reports, pharmacovigilance data, …) shall be 
provided to supplement results of laboratory studies in line with Section 3.E.1. 

 

3.B.3. Impact of the vaccine on reproductive performances and lactation 
 

The impact of the vaccine on lactation and reproductive performances (sterility, abortion, teratogenic effect 
on the progeny, …) shall be investigated with the recommended dose and by the most sensitive route of 
administration. 
If such studies are not performed, relevant warnings should be given in the product information. 

 
 

3.B.4. User safety 
 

Risks resulting from the nature of the product, its preparation, its use and its risks resulting from particular 
characteristics of the user e.g. pregnant women, immunocompromised individuals should be investigated. 
Where necessary, recommendations to minimise exposure of the product user during administration and, 
where relevant, during preparation of the product for administration should be given in the product 
information. 

 
 

3.B.5. Consumer safety 
 

Consideration shall be given to the possibility of any residue remaining in the foodstuffs. The components of 
the vaccine must be in accordance with Maximum Residue Limits (MRL) (also termed Tolerance Levels) 
regulations in operation in which the vaccine is authorised. A proposal for a withdrawal period shall be made, 
even where this period if proposed as 0 days, and its adequacy shall be discussed in relation to any residue 
studies, which have been undertaken. 
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3.C Efficacy requirements 
 

Section 5.3. ‘Efficacy in Chapter 3.1.8. of the OIE Manual has to be taken into account. 
 

Vaccine efficacy is estimated in vaccinated animals directly, by evaluating their resistance to live virus 
challenge or indirectly through in-vitro testing using well-established correlations. The uncertainty of 
measurement in tests should be taken into account when interpreting its significance. Vaccine efficacy should 
be established for every strain to be authorised for use in the vaccine. 

 
The efficacy of each vaccine strain shall be demonstrated for each category of target animal species, by each 
recommended route of administration and using the proposed schedule of administration, unless scientific 
data can be provided demonstrating that extrapolation from one species to another species or from one 
category of species to another category of the same species is possible. 
The requirement for establishing onset of immunity, duration of immunity and the interference of maternally 
derived antibodies would depend on the claims and indications. 

 
If claimed, manufacturers should supply data to substantiate that the vaccine does not induce antibody to 
one or more non-structural proteins (NSPs) in line with section 3.C.1. (3), below. Claims included on the SPC 
should accurately reflect the testing performed to demonstrate lack of reactivity of sera from vaccinated 
animals against NSP. If DIVA properties are claimed, details should be provided on the serological test (or 
type of test) that may be applied to differentiate vaccinated from infected animals. Evidence in support of 
this claim should be included in the PSF. 

Where a range or minimum amount of antigen is specified, the tests should be carried out using a vaccine 
batch containing the minimum amount of antigen. 

 
The information submitted based on the PSF guidance may be the same package of data provided to national 
regulatory authorities in support of the product marketing authorisation. The information provided is 
expected to include the following elements 

 
3.C.1. Laboratory studies 

 
1. Challenge tests 

 
The in vivo efficacy studies should be controlled trials including vaccinated animals and unvaccinated control 
animals and using a challenge strain relevant to the epidemiological situation in the field. Exceptionally, in 
the case of FMD virus, the challenge strain may be the same as the vaccine strain provided that the strain is 
sufficiently virulent to induce disease in control animals and regulatory authorities are satisfied in terms of 
the epidemiological relevance of the immunity induced. 

Each test is carried out for each route and method of administration to be recommended for vaccination, 
using in each case cattle not less than 6 months old. If younger animals are used in the clinical studies, 
consideration should be made as to any potential impact on efficacy from the presence of maternally derived 
antibodies. 

The vaccine administered to each cattle is of minimum antigen content. 
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Either of the following two tests is suitable to demonstrate efficacy of the vaccine for cattle. 
 
 

PD50 challenge test: 
 

The number of protective doses in a vaccine is estimated from the resistance to infectious virus challenge of 
animal groups receiving different amounts of vaccine. Cattle of at least 6 months of age, obtained from areas 
free from FMD that have not previously been vaccinated against FMD and are free from antibodies to FMDV 
should be used. Three groups of no fewer than five cattle per group should be vaccinated by the route 
recommended by the manufacturer. The vaccine should be administered at different doses per group by 
injecting different volumes of the vaccine. For example, if the label states that the injection of 2 ml 
corresponds to the administration of 1 dose of vaccine, a 1/4 dose of vaccine would be obtained by injecting 
0.5 ml, and a 1/10 dose would be obtained by injecting 0.2 ml. These animals and a control group of two 
unvaccinated animals are challenged either 3 weeks (aqueous) or up to 4 weeks (oil) after vaccination with a 
suspension of bovine virus that is fully virulent and appropriate to the virus types in the vaccine. The challenge 
test is done by inoculating the equivalent of a total of 10,000 BID50 (Bovine infectious dose) intradermally 
into two sites on the upper surface of the tongue (0.1 ml per site). Animals are observed for at least 8 days. 
Unprotected animals will show lesions at sites other than the tongue. Control animals must develop lesions 
on at least three feet. From the number of animals protected in each group, the PD50 content of the vaccine 
is calculated. There is a variety of methods for calculating PD50 but procedures based on the Kärber method 
are generally preferred when interpreting PD50 estimates calculated in this way. 
The vaccine should contain at least 3 PD50 per dose for cattle. 

 
PGP test (protection against generalised foot infection) 

For this method, a group of 16 FMD-seronegative cattle of 18–24 months of age, with the same 
characteristics described for the PD50 test, are vaccinated with a full bovine dose by the route and in the 
volume recommended by the manufacturer. These animals and a control group of two unvaccinated animals 
are challenged 4 weeks or more after vaccination with a suspension of bovine virus that is fully virulent and 
appropriate to the virus types in the vaccine. The challenge test is performed by inoculating the equivalent 
of a total of 10,000 BID50 intradermally into two sites on the upper surface of the tongue (0.1 ml per site). 
Animals are observed for 7– 8 days. Unprotected animals will show lesions on the feet within 7 days after 
inoculation. Control animals must develop lesions on at least three feet. The vaccine should protect at least 
12 animals out of 16 vaccinated. 

The minimum potency to be stated on the label is not less than 75 per cent protection. 
 

Comparison between tests suggested that 12 protected out of 16 vaccinated and challenged animals 
correlates with 3 PD50. 

 
2. Indirect tests 

 
When direct challenge test are not available to estimate efficacy, the National Regulatory Authority may 
accept the use of indirect tests (such as VN or LPB-ELISA), provided it can be sufficiently demonstrated that 
there is a direct correlation between antibody levels as determined by the chosen indirect test and protection 
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from infection when challenged with at least 10,000 BID50. The validated indirect test should establish what 
level of antibodies is sufficient for protection. 

 
3. Purity test: testing for antibody against NSP 

 
Manufacturers should demonstrate lack of immunogenicity against NSPs as part of the manufacturing 
procedure in order to make such a claim on their product literature. When purity tests include the use of full 
vaccine doses, at least 8 cattle should be booster vaccinated at 28–30 days after first vaccination and tested 
for purity 28–30 days later. Up to one reactive animal at 28–30 days, post-booster vaccination could be 
accepted. If more than two animals are reactive at 28–30 days post-booster vaccination, the batch should be 
rejected. If two animals are reactive, the manufacturers have the option to ask for a batch retest. A 
recommended test method that can be used is to vaccinate not less than 8 naïve cattle with a full dose of the 
vaccine containing the maximum number of strains and amounts of antigen permitted on the authorisation. 
Cattle should be vaccinated at least twice at 21- to 30-day intervals and then tested before each revaccination 
and 30–60 days after the last vaccination for the presence of antibody to NSPs using the tests described in 
Section B.2.4 Non-structural protein (NSP) antibody tests of chapter 3.1.8. of OIE Manual. Negative results in 
NSP assays may support claims that the vaccine does not induce antibody to NSPs for the number of 
injections tested. The animals used to demonstrate the lack of immunogenicity against NSPs may be the same 
as those used for the safety test. 
Applicants should ensure that the claims made for the product reflect the results of the NSP testing 
performed in terms of the serological test applied (e.g. polyproteins 3A, polyproteins 3ABC, immunoblotting). 
Use of tests other than those described in the OIE Manual should be supported by validation data 
demonstrating equivalence in terms of sensitivity, specificity and performance. 

 
3.C.2. Field studies 

 
Generally, the results of laboratory efficacy trials should be supplement by data from field studies to confirm 
the efficacy of the vaccine under normal conditions of use. However, due to the particular challenges of 
conducting field trials with FMD vaccines, the absence of field efficacy studies from the PSF may be 
acceptable provided that comprehensive laboratory data on efficacy is supplied. Nevertheless, all additional 
data generated from the use of the vaccine in the field (publications, reports, pharmacovigilance data, …) 
shall be provided to supplement results of laboratory studies in line with Section 3.E.1. 

 

3.D Assessment reports 
 

Whenever possible, the applicant should provide the clinical sections of the NRA assessment reports from 
the country of origin and/or country where the vaccine is initially authorised. Assessment reports 
for both initial authorisation and any subsequent variations to the authorised product for changes relevant 
to clinical data are requested. 
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3.E.1 Clinical studies information (additional laboratory and/or field studies to those provided in sections 
3B and 3C) 

 
1. Clinical trials sponsored by the applicant 
A list should be provided of all clinical trials performed in all countries that are relevant to the application for 
prequalification. These should include all studies sponsored by the applicant both before and at any time 
after initial product authorisation, whether or not submitted previously to the NRA(s) where the product is 
licensed. For each study on the list, there should be an indication of whether the study complied or not with 
GLP, GCP or any other relevant quality standard. 

 
Copies of all publications and abstracts relating to these trials should accompany the submission. 

 
In addition, the applicant should list any trials that are known to be currently ongoing, with a summary of 
details of the study plan and expected date of results. 

 
1.1 Laboratory study 

 
For each study, the following information should be provided: 

 
a. a summary; 

 
b. the name of the organization/facility who conducted the studies; 

 
c. a detailed experimental protocol giving a description of the methods, apparatus and materials 
used, details such as species or breed of animals, categories of animals, where they were obtained, 
their identification and number, the conditions under which they were housed and fed (stating, inter 
alia, whether they were free from any specified pathogens and/or specified antibodies, the nature 
and quantity of any additives contained in the feed), dose, route, schedule and dates of 
administration, a description and a justification of the statistical methods used; 

 
d. in the case of control animals, whether they received a placebo or no treatment; 

 
e. in the case of treated animals and where appropriate, whether they received the test product or 
another product; 

 
f. all general and individual observations and results obtained (with averages and standard 
deviations), whether favorable or unfavorable. The data shall be described in sufficient detail to allow 
the results to be critically evaluated independently of their interpretation by the author. The raw 
data shall be presented in tabular form. By way of explanation and illustration, the results may be 
accompanied by reproductions of recordings, photomicrographs or other relevant information; 

 
g. the nature, frequency and duration of any observed adverse reactions; 

 
h. the number of animals withdrawn prematurely from the studies and reasons for such withdrawal; 
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i. a statistical analysis of the results, where such is called for by the test programme, and variance 
within the data; 

 
j. occurrence and course of any intercurrent disease; 

 
k. all details concerning veterinary medicinal products (other than the product under study), the 
administration of which was necessary during the course of the study; 

 
l. an objective discussion of the results obtained, leading to conclusions on the safety and efficacy of 
the product. 

 
 

1.2 Field study 
 

For each study, the following information should be provided: 
 

a. a summary; 
 

b. function and qualifications of the investigator in charge; 
 

c. place and date of administration, and procedure for identifying animals enrolled into the trial; 
 

d. details of the trial protocol, giving a description of the methods, apparatus and materials used, 
details such as the route of administration, the schedule of administration, the dose, the categories 
of animals, the duration of observation, the serological response and other investigations carried out 
on the animals after administration; 

 
e. in the case of control animals, whether they received a placebo or no treatment; 

 
f. identification of the treated and control animals (collective or individual, as appropriate), such as 
species, breeds or strains, age, weight, sex, physiological status; 

 
g. a brief description of the method of rearing and feeding, stating the nature and quantity of any 
additives contained in the feed; 

 
h. all the particulars on observations, performances and results (with averages and standard 
deviation); individual data shall be indicated when tests and measurements on individuals have been 
carried out; 

 
i. all observations and results of the studies, whether favorable or unfavorable, with a full statement 
of the observations and the results of the objective tests of activity required to evaluate the product; 
the techniques used must be specified and the significance of any variations in the results explained; 

 
j. effects on the animals’ performance; 

 
k. the number of animals withdrawn prematurely from the studies and reasons for such withdrawal; 
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l. the nature, frequency and duration of observed adverse reactions; 
 

m. occurrence and course of any intercurrent disease; 
 

n. all details concerning veterinary medicinal products (other than the product under study) which 
have been administered either prior to or concurrently with the test product or during the 
observation period; details of any interactions observed; 

 
o. an objective discussion of the results obtained, leading to conclusions on the safety and efficacy 
of the product. 

 
2. Other studies with the applicant’s product where possible, the applicant should make every effort to 
provide a list of all trials and/or observational studies relevant to the application that were not sponsored by 
the applicant but in which the product was evaluated and submitted in a peer reviewed journal. This list 
should be compiled from publications identified using an extensive literature search (details of which should 
be provided) and, in the case of co-licensure agreements, from any other company that holds a licence for 
or a right to market the same product. 

 
3. Clinical summary 
Provide a detailed summary and interpretation of the safety and efficacy data obtained from the pre-
authorisation clinical studies and all studies performed in the post-authorisation period that support the 
current prescribing information. The summary should pay particular attention to any data that are 
relevant to the use of the product worldwide and shall contain an objective discussion of all the results 
obtained and lead to a conclusion on the safety and efficacy of the vaccine. 

 
 

3.E.2 Post-marketing pharmacovigilance 
 

Provide an outline of the post-marketing pharmacovigilance plan for the product. 
 

Provide an outline of the applicant’s procedures for the collection, onward notification and assessment of 
adverse events. 

 
Provide a listing of all reported adverse events for the vaccine in question in the last 5 years or since the last 
reassessment. A judgement of seriousness and whether or not the event was expected (in the light of the 
prescribing information) should be provided where this is possible from the information. An assessment of 
the reported adverse event in relation to the use of the vaccine should be made by the applicant to inform 
on causality and should be included. 

 
Whenever periodic safety updated reports (PSURs) or equivalent documents such as annual reviews are 
available, these shall be submitted and will replace the listing of all reported adverse events for the vaccine 
in the last 5 years. The PSURs should include information, from all geographical areas where the vaccine is 
used, or the absence of such information should be defended. 
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For serious adverse events reported in the last 5 years, or as long as the vaccine has been marketed (when 
shorter than 5 years), provide the fullest possible description of each case, including any information there 
may be on investigations, actions, treatment and outcome. This information should be provided as part of 
the PSUR. 
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Chapter 4: Production and distribution data 
 

4.1 Provide information on the quantity of finished product distributed domestically and exported in the 
previous 3 years. List the different presentations separately and indicate whether the list gives the numbers 
of vials or the numbers of doses distributed. 

 
4.2 Provide a list of countries where the product is licensed (marketing authorization) and supplied. 

 
4.3 Summarize the arrangements and recording system for distribution, including the release process 
performed by the manufacturer and the NRA. 

 
4.4 Describe the arrangements for handling complaints and product recalls. 
Include description of the recall investigation system, procedures for corrective actions, and description of 
the regulatory requirements in case of recalls. Include provisions for informing the NRA in countries where 
the vaccine is commercialised and the EuFMD. 



24 

THE PRODUCT SUMMARY FILE (PSF) FOR A FOOT-AND-MOUTH DISEASE VACCINE  

 

 

Chapter 5: Update on regulatory actions 
 
 

5.1 Provide a copy of regulatory documentation, namely: 
- marketing authorizations for all formulations; 
- information on refusals, withdrawals or suspensions, including those initiated by the manufacturer; 
- the GMP certificate or equivalent. 

 
5.2 Provide a list of lots rejected by the NRA, if applicable. 

 
5.3 Describe restrictions on distribution or recalls, including manufacturer initiated recalls. 

 
5.4 Name clinical trial suspensions, including manufacturer-initiated suspensions. 

 
5.5 Describe dosage or schedule modifications since the initial licensure was granted. 

 
5.6 Provide information on changes in target populations or indications since the initial licensure was granted. 

 
5.7 List inspections conducted by NRAs within the previous 3 years, including the scope of each inspection. 

 
5.8 List inspections conducted by foreign authorities within the previous 3 years, including the scope of each 
inspection. 



25 

THE PRODUCT SUMMARY FILE (PSF) FOR A FOOT-AND-MOUTH DISEASE VACCINE  

 

 

References 
 

1. Principles of veterinary vaccine production, Chapter 1.1.8. OIE Terrestrial Manual 2018. 
 

2. Minimum requirements for the production and quality control of vaccines, Chapter 2.3.4. OIE Terrestrial 
Manual 2018. 

 
3. Foot and mouth disease (infection with Foot and mouth disease virus), Chapter 3.1.8. OIE Terrestrial 
Manual 2018. 

 
4. Tests for sterility and freedom from contamination of biological materials intended for veterinary use, 
Chapter 1.1.9. OIE Terrestrial Manual 2018. 

 
5. European guideline “Revised guideline on data requirements for multi-strain dossiers for inactivated 
vaccines against avian influenza (AI), Bluetongue (BT) and Foot-and-Mouth disease (FMD) “ 
EMA/CVMP/IWP/105506/2007 Rev. 1 (https://www.ema.europa.eu/en/documents/scientific- 
guideline/guideline-data-requirements-multi-strain-dossiers-inactivated-vaccines-against-avian-influenza- 
ai_en.pdf). 

 

6. Questions and Answers on data requirements for multistrain dossiers for inactivated vaccines against avian 
influenza (AI), Bluetongue (BT) and Foot-and-Mouth disease (FMD), EMA/CVMP/IWP/466888/2017 Rev. 1 
(https://www.ema.europa.eu/en/documents/other/questions-answers-data-requirements-multi-strain- 
dossiers-inactivated-vaccines-against-avian_en-0.pdf). 

 

7. Position paper on requirements for vaccines against foot and mouth disease, EMEA/CVMP/775/02-FINAL 
(https://www.ema.europa.eu/en/documents/scientific-guideline/position-paper-requirements-vaccines- 
against-foot-mouth-disease_en.pdf). 

8. PIC/S6 Guide to good manufacturing practice for medicinal products and related documents PE 009-14 
(https://picscheme.org/en/publications?tri=gmp). 

 

9. PIC/S: Explanatory notes for pharmaceutical manufacturers on the preparation of a site master file, PE 
008-4 (https://picscheme.org/docview/3463). 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

6 Pharmaceutical Inspections Convention Pharmaceutical Inspection Co-operation Scheme (PIC/S). 

https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-data-requirements-multi-strain-dossiers-inactivated-vaccines-against-avian-influenza-ai_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-data-requirements-multi-strain-dossiers-inactivated-vaccines-against-avian-influenza-ai_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-data-requirements-multi-strain-dossiers-inactivated-vaccines-against-avian-influenza-ai_en.pdf
https://www.ema.europa.eu/en/documents/other/questions-answers-data-requirements-multi-strain-dossiers-inactivated-vaccines-against-avian_en-0.pdf
https://www.ema.europa.eu/en/documents/other/questions-answers-data-requirements-multi-strain-dossiers-inactivated-vaccines-against-avian_en-0.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/position-paper-requirements-vaccines-against-foot-mouth-disease_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/position-paper-requirements-vaccines-against-foot-mouth-disease_en.pdf
https://picscheme.org/en/publications?tri=gmp


26 

THE PRODUCT SUMMARY FILE (PSF) FOR A FOOT-AND-MOUTH DISEASE VACCINE  

 

 

Glossary 
 
 

The definitions given below apply to the terms as used in this document. They may have different meanings 
in other contexts. 

 
Multi-strain dossier: a multi-strain dossier covers a number of different strains of the same virus produced 
according to the seed lot system. According to the epidemiological situation where the vaccine is intended 
to be used, a number of strains could be selected from those included in the dossier to formulate a final 
product. The formulation of the final product should be specified in the application in line with the 
recommendation of the European guideline “Revised guideline on data requirements for multi-strain dossiers 
for inactivated vaccines against avian influenza (AI), Bluetongue (BT) and Foot-and-Mouth disease (FMD) “ 
EMA/CVMP/IWP/105506/2007 Rev. 1 and should include a specification for the maximum antigen content 
per strain and the maximum number of strains in accordance with the safety data submitted with the 
application. 

 
Vaccine: all products designed to stimulate active immunisation of animals against disease, without regard 
to the type of microorganism or microbial toxin from which they may be derived or that they contain. 

 
Starting materials: all components used in the production of the vaccine. 

 
Extraneous agents (EA): contaminating microorganisms, including bacteria, fungi, mycoplasmas and 
endogenous and exogenous viruses that have been unintentionally introduced. 

 
Virus master seed lot: a quantity of virus suspension that has been processed at the same time to assure a 
uniform composition and that has been characterized to the extent necessary to support development of the 
virus working seed lot. The characterized virus master seed lot is used for the preparation of virus working 
seed lots. 

 
Virus working seed lot: a quantity of virus of uniform composition, fully characterized and only one passage 
from a virus master seed lot. The virus working seed lot is used for inoculating cells in the preparation of 
vaccine. 

 
Cell bank: a collection of ampoules containing aliquots of a suspension of cells from a single pool of cells of 
uniform composition, stored frozen under defined conditions (ideally in liquid nitrogen for mammalian cell 
lines). 

Master cell bank (MCB): a quantity of fully characterized cells of human or animal origin stored frozen under 
defined conditions in aliquots of uniform composition derived from the cell seed, one or more of which may 
be used for the production of a manufacturer's working cell bank. 

Working cell bank (WCB): a quantity of cells of uniform composition derived from one or more ampoules of 
the master cell bank, which may be used for the production cell culture. In normal practice, a cell bank is 
expanded by serial subculture up to passage number (or population doubling, as appropriate) selected by 
the manufacturer, at which point the cells are combined to give a single pool and preserved cryogenically to 
form the WCB. One or more of the cryotubes from such a pool may be used for the production of cell culture. 
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Production cell culture: a cell culture derived from one or more containers of the WCB used for the 
production of vaccines. 

Final bulk: the material prepared from one or more single harvests in the container from which the final 
containers are filled. 

 
Final lot: a collection of sealed final containers of finished vaccine that are homogeneous with respect to the 
risk of contamination during filling and freeze-drying. All final containers must, therefore, have been filled 
from a single container of final bulk in one working session under standardized conditions in a common 
chamber. 

 
Single harvest: a quantity of virus suspension, derived from tissues of the same origin that were inoculated 
with the same working seed lot, that has been collected and processed in a single production run. 
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