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1. INTRODUCTION 

Authorisation of vaccines is regularly performed on the basis of defined master seeds (MS). All data 
provided in the application dossiers rely on the exactly defined and prescribed MS-antigens. A change 
of strain requires a new application and consequently complete new/additional data on quality, safety 
and efficacy. This normal procedure does not pose a problem as long as no emergency disease 
situation in the field occurs, which requires immediately new MSs in order to allow effective 
vaccination against the actual field strains. 
This situation may occur especially with three diseases: Foot and Mouth Disease (FMD), Bluetongue 
(BT) and Avian Influenza (AI). Therefore, the draft revision text of Annex I of Directive 2001/82 EC 
would foresee the possibility for vaccines to apply for a multi-strain dossier, where a number of MSs 
are described and tested. In emergency cases only the MS necessary for protection against the actual 
field situation will be used for batch production. The multi-strain approach is currently intended to be 
restricted to vaccines against FMD, BT and AI. 
 

2. PROBLEM STATEMENT 

The compilation and analysis of multi-strain dossiers is more complex than evaluation of a “normal” 
documentation for licensing. A multi-strain dossier is expected to contain a number of MSs, which 
will not necessarily be part of the final vaccine formulation. Nevertheless, all possible MSs have to be 
evaluated for their quality, safety and efficacy. Decisions have to be made as to which strains could be 
combined and how many vaccine strains could be accepted in the final batch formulation. All stages of 
production have to be analysed with respect to this item. In addition, provisions should be made as to 
how to proceed whenever a new strain/subtype to an already accepted/ authorised MS needs to be 
introduced into the final vaccine formulation if the actual emergency situation should require such an 
introduction. Moreover, the guideline should not only contain general requirements for all the three 
vaccines being candidates for multi-strain applications, but also specific requirements for vaccines 
against FMD, BT and AI. The extent to which data derived from one strain of a virus can be 
extrapolated to other strains of the same virus and what type of data is required to support such 
extrapolation, needs to be considered in detail as this is important for some cases for the successful 
application of the multi-strain dossier approach. 
 

3. DISCUSSION (ON THE PROBLEM STATEMENT) 

Multi-strain applications for vaccines against FMD, BT and AI could be of great benefit, whenever 
immediate availability of such vaccines occur, e.g. in case of  emergency situations such as sudden or 
expected outbreaks. 
For these kinds of applications it is necessary to define the requirements for the dossier in general as 
well as for each disease in particular. In addition, those data should be identified, which will be 
necessary whenever a new subtype of an already licensed strain must be introduced in order to adapt 
the vaccine to the current field situation. 
 
The following structure of a Note for Guidance for multi-strain dossiers is proposed: 
 
1. Authorisation 

1.1. General requirements for an application on quality, safety and efficacy 
1.2. Specific requirements for FMD, BT and AI as far as specifications appear to be necessary 

2. Strain variation 
2.1. General requirements for the exchange of a strain or introduction of a new subtype of a  
      certain strain 
2.1.1. Routine situation 
2.1.2. Emergency situation 
2.2. Specific requirements for FMD, BT and AI as far as specifications appear to be necessary 
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3. Follow-up for blending of the final product 
 3.1. General requirements for blending the specific final product 
 3.2. Specific requirements for FMD, BT and AI as far as specifications appear to be necessary 
Remark: the points 1.2, 2.2 and 3.2 are optional and depend on the discussion on the future guideline. 
The Guideline should also consider the drafted Title III of Annex 1 of Directive 2004/28/EC which 
allows the reduction of requirements in certain defined circumstances. This approach is expected to be 
relevant mainly for the exchange of strains and/ or subtypes. 
 

4. RECOMMENDATION 

The Immunological Working Party recommends drafting a guideline on the requirements to be 
fulfilled whenever the application for a multi-strain dossier will be made. The scientific requirements 
on quality, safety and efficacy data for such an application should be defined. As far as possible, and 
with respect to the revised Annex I of Directive 2004/28/EC, the Note for Guidance should contain 
advise for special items for applications concerning vaccines against FMD, BT and AI. 
 

5. PROPOSED TIMETABLE 

Work on first draft:    October 2007 
Draft Guideline:    March 2008 
Adopted by CVMP for consultation  April 2008 
 

6. RESOURCE REQUIREMENTS FOR PREPARATION 

Appointment of Rapporteur and experts dealing with special items on FMD, BT and AI 
Adequate time for discussion at IWP 
EMEA secretariat to manage the consultation process 
Discussion at CVMP 
 

7. IMPACT ASSESSMENT (ANTICIPATED) 

The proposed guideline will facilitate of licensing of multi-strain dossiers against FMD, BT and AI. If 
no procedure will be established how to handle multi-strain dossiers, quick reaction to the need for 
emergency vaccination and vaccination with authorised vaccines in the face of sudden outbreak will 
be hampered. 
 
 


