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European Medicines Agency practical guidance on the 
application form for centralised type IA and IB variations 
for veterinary medicinal products 
 
This document is intended as guidance to facilitate the completion of the application form for type IA 
and IB variations to be submitted in the centralised procedure and should be read in conjunction with 
the EMA’s published Q&As on variations, as well as with the EC ‘Variations Guidelines’. This document 
is not exhaustive; therefore, in case certain aspects are not covered, applicants may wish to 
contact vet.applications@ema.europa.eu.  
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Glossary 

ASMF Active substance master file 

Grouping This refers to the number of classification scopes, not the number of products. 

IG variation So-called ‘internal/informal grouping’  where the same (group of) type IA/IAIN 
variation(s) to the terms of one or more MAs owned by the same MAH are notified at 
the same time to the same relevant authority, submitted according to Article 7.2(a) of 
Commission Regulation (EC) No 1234/2008. 

MA Marketing authorisation 

MAH Marketing authorisation holder 

SPOR OMS Organisation management system 

WS Worksharing procedure [a (group of) type II and/or type IB and/or type IA/IAIN 
variations affecting more than one product of the same MAH], submitted according to 
Article 20.1 of Commission Regulation (EC) No 1234/2008. 

 

 
 

 



 
 
European Medicines Agency practical guidance on the application form for centralised 
type IA and IB variations for veterinary medicinal products  

 

EMA/631179/2018  Page 4/21 
 
 

Guidance on completion of application form  
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When the ASMF is affected by the 
change(s), the EMEA or EU ASMF 
number should be included here. 

The applicant should list here any ongoing application(s). 
 
It is of particular importance to ensure that, in case the current application affects 
the PI, the applicant makes certain that changes from the latest approved 
procedure1 or parallel procedure(s) are included in the PI submitted. 
 
1 Procedures without immediate Commission Decision (CD) are considered 
approved at the time of opinion/notification. Procedures with immediate CD are 
considered approved at the time of CD. 
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 Product Information (PI) - 
related tick boxes should 
indicate which sections are 
modified by the change(s).  

Tick boxes 
should be 
marked as 
applicable. 

This box should always 
be ticked for IG and 
WS submissions. 

This section will only appear in 
case type IB or type II 
applications are ticked in Section 
1 of the application form, as this 
is where the implementation date 
for these procedures should be 
inserted. 
 
For type IA/IAIN changes, the 
implementation date should be 
included in the appropriate field in 
Section 3. 
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If the application form is signed on behalf 
of the authorised contact person, an 
authorisation letter should be provided to 
confirm the delegation of signature.  
 
Please ensure that the same details 
appear in this section and in section 1. 

This box should always 
be ticked for IG and WS 
submissions. 
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Appendix 

The following documents are to be appended to the Application form in order to facilitate 
the review of the application: 

 

 Variations Guidelines extract should be attached to every submission for scopes foreseen in the 
guideline (e.g. for 'z' scopes there is no need to attach the guideline extract); 

 Letter of Authorisation or Power of Attorney should be attached when the application form is 
not signed by the authorised contact person; 

 Any other document which does not fit within the vNeeS structure, but facilitates validation (e.g. 
justification for deleting a finished product specification parameter). 

 
 
General points to consider when completing the application form: 

 
 In order to help marketing authorisation holders ensure that their type IA/IAIN variation applications 

are complete and correct before submitting them to the Agency, it is strongly recommended to use 
the pre-notification checklist for type IA/IAIN variations. 

 The application form should be consistent with the cover letter. Providing confusing or 
contradictory information can delay the procedure. 

 All changes listed under the 'Precise scope' section and in the 'Present and proposed' table should 
be reflected under the Types of changes section, by their corresponding scope indent, as per 
Variations Guidelines. 

 Please also consult the EMA/CMDv guidance on variations. 

 Product information - please do not submit Annex IV as part of the product information Annexes. 
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Classification guideline extract 

B.II.a.3 Changes in the composition (excipients) of the finished 
product 

Cond. to 
be 

fulfilled 

Docum. 
to be 

supplied 

Proced. 
type 

 a) Changes in components of the flavouring or colouring system    

√  1 Addition, deletion or replacement  
1, 2, 3, 4, 
5, 6, 7, 9, 
11 

1, 2, 4, 5, 
6 IAIN 

  2 Increase or reduction  1, 2, 3, 4, 
11 1, 2, 4 IA 

 b) Other excipients    

  1
. 

Any minor adjustment of the quantitative composition of the 
finished product with respect to excipients 

1, 2, 4, 8, 
9, 10 1, 2, 7 IA 

  2
. 

Qualitative or quantitative changes in one or more excipients 
that may have a significant impact on the safety, quality or 
efficacy of the medicinal product  

  II 

  3
. Change that relates to a biological/immunological product   II 

  4
. 

Any new excipient that includes the use of materials of human 
or animal origin for which assessment is required of viral 
safety data or TSE risk  

  II 

  5
. Change that is supported by a bioequivalence study   II 

  6
. 

Replacement of a single excipient with a comparable excipient 
with the same functional characteristics and at a similar level  

1, 3, 4, 5, 
6, 7, 8, 9, 
10 

IB 

 Conditions 

√ 1. No change in functional characteristics of the pharmaceutical form e.g. disintegration time, 
dissolution profile. 

√ 2. Any minor adjustment to the formulation to maintain the total weight should be made by an 
excipient which currently makes up a major part of the finished product formulation. 

√ 3. The finished product specification has only been updated in respect of appearance/odour/taste 
and if relevant, deletion of an identification test. 

√ 4. 

Stability studies have been started under ICH/VICH conditions (with indication of batch numbers) 
and relevant stability parameters have been assessed in at least two pilot scale* or industrial 
scale batches and at least three months satisfactory stability data are at the disposal of the 
applicant (at time of implementation for Type IAs and at time of notification for Type IBs) and 
that the stability profile is similar to the currently registered situation. Assurance is given that 
these studies will be finalised and that data will be provided immediately to the competent 
authorities if outside specifications or potentially outside specification at the end of the approved 
shelf life (with proposed action). In addition, where relevant, photo-stability testing should be 
performed. 

√ 5. 
Any new proposed components must comply with the relevant Directives (e.g. Directive 
94/36/EC and 2008/128/EC for colours for use in foodstuffs and Directive 88/388/EEC for 
flavours). 

√ 

6. 

Any new component does not include the use of materials of human or animal origin for which 
assessment is required of viral safety data or compliance with the current Note For Guidance on 
Minimising the Risk of Transmitting Animal Spongiform Encephalopathy Agents via Human and 
Veterinary Medicinal Products. 

√ 7. Where applicable, the change does not affect the differentiation between strengths and does not 
have a negative impact on taste acceptability for paediatric formulations. 
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 8. 

The dissolution profile of the new product determined on a minimum of two pilot scale* batches 
is comparable to the old one (no significant differences regarding comparability, see the relevant 
(Human or Veterinary) guidance on Bioavailability). For herbal medicinal products where 
dissolution testing may not be feasible, the disintegration time of the new product is comparable 
to the old one. 

√ 9. The change is not the result of stability issues and/or should not result in potential safety 
concerns i.e. differentiation between strengths.  

 10. The product concerned is not a biological/immunological medicinal product. 
 Documentation 

√ 1. 

Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA 
volume 6B format for veterinary products, as appropriate), including identification method for 
any new colorant, where relevant, and including revised product information as appropriate.  
2c1-act-sub (or module 3.2.S.1) 

√ 2. 

A declaration that the required stability studies have been started under ICH/VICH conditions (with 
indication of the batch numbers concerned) and that, as relevant, the required minimum 
satisfactory stability data were at the disposal of the applicant at time of implementation and that 
the available data did not indicate a problem. Assurance should also be given that the studies will 
be finalised and that data will be provided immediately to the competent authorities if outside 
specifications or potentially outside specifications at the end of the approved shelf life (with 
proposed action). 

 3. 

The results of stability studies that have been carried out under ICH/VICH conditions, on the relevant 
stability parameters, on at least two pilot* or industrial scale batches, covering a minimum period of 
3 months, and an assurance is given that these studies will be finalised, and that data will be 
provided immediately to the competent authorities if outside specifications or potentially outside 
specifications at the end of the approved shelf life (with proposed action).  

X 4. Sample of the new product, where applicable (see Notice to Applicants Requirements for samples in 
the Member States).- N/A 

√ 5. 

Either a Ph. Eur. Certificate of Suitability for any new component of animal susceptible to TSE 
risk or where applicable, documentary evidence that the specific source of the TSE risk material 
has been previously assessed by the competent authority and shown to comply with the scope of 
the current Note for Guidance on Minimising the Risk of Transmitting Animal Spongiform 
Encephalopathies via Human and Veterinary Medicinal Products. The following information should 
be included for each such material: Name of manufacturer, species and tissues from which the 
material is a derivative, country of origin of the source animals and its use. 
For the Centralised Procedure, this information should be included in an updated TSE table A 
(and B, if relevant). 

√ 6. 
Data to demonstrate that the new excipient does not interfere with the finished product 
specification test methods, if appropriate. 
2e1-fin-prod-spec (or module 3.2.P.5.3) 

 7 Justification for the change/choice of excipients etc. must be given by appropriate development 
pharmaceutics (including stability aspects and antimicrobial preservation where appropriate). 

 8. 
For solid dosage forms, comparative dissolution profiledata16  of at least two pilot scale* batches 
of the finished product in the new and old composition. For herbal medicinal products, 
comparative disintegration data may be acceptable. 

 

The applicant is advised to 
add clarifications as these 
can speed up the validation 
of the procedure. 
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B.I.a.3 Change in batch size (including batch size ranges) of 
active substance or intermediate used in the 
manufacturing process of the active substance 

Cond. to 
be 

fulfilled 

Docum. 
to be 

supplied 

Proced. 
type 

√ a) Up to 10-fold increase compared to the originally approved batch 
size  

1, 2, 3, 4, 
6, 7, 8  1, 2, 5 IA 

 b) Downscaling down to 10-fold 1, 2, 3, 4, 
5 1, 2, 5 IA 

 c) The change requires assessment of the comparability of a 
biological/immunological active substance    II 

 d) More than 10-fold increase compared to the originally approved 
batch size   1, 2, 3, 4 IB 

 e) 
The scale for a biological/immunological active substance is 
increased / decreased without process change (e.g. duplication of 
line) 

 1, 2, 3, 4 IB 

 Conditions 

√ 1. Any changes to the manufacturing methods are only those necessitated by scale-up or 
downscaling, e.g. use of different-sized equipment. 

√ 2. Test results of at least two batches according to the specifications should be available for the 
proposed batch size. 

√ 3. The product concerned is not a biological/immunological medicinal product. 
√ 4. The change does not adversely affect the reproducibility of the process. 

 5. The change should not be the result of unexpected events arising during manufacture or because of 
stability concerns. 

√ 6. The specifications of the active substance/intermediates remain the same.  
√ 7. The active substance is not sterile.  

√ 8. The batch size is within the 10-fold range of the batch size foreseen when the marketing 
authorisation was granted or following a subsequent change not agreed as a Type IA variation. 

 Documentation 

√ 1. 
Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA 
volume 6B format for veterinary products, as appropriate). 
2b-manuf-batch-formula (or module 3.2.S.4.4) 

√ 2. 
The batch numbers of the tested batches having the proposed batch size. 
2b-manuf-batch-formula (or module 3.2.S.4.4) 

 3. 

Batch analysis data (in a comparative tabulated format) on a minimum of one production batch 
of the active substance or intermediate as appropriate, manufactured to both the currently 
approved and the proposed sizes. Batch data on the next two full production batches should be 
made available upon request and reported by the marketing authorisation holder if outside 
specification (with proposed action).  

 4. Copy of approved specifications of the active substance (and of the intermediate, if applicable). 

√ 5 

A declaration from the marketing authorisation holder or the ASMF holder as appropriate that the 
changes to the manufacturing methods are only those necessitated by scale-up or downscaling, 
e.g. use of different-sized equipment, that the change does not adversely affect the 
reproducibility of the process, that it is not the result of unexpected events arising during 
manufacture or because of stability concerns and that the specifications of the active 
substance/intermediates remain the same. 
Justification attached to the Application form 
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In the “Present and proposed” table, the applicant should: 
 
• indicate the dossier section numbers at the lowest possible level;  
 
• followed by the actual current and proposed wording as per footnote 9 (of this form) (i.e. a general 

statement that the section has been updated is not acceptable); 
 
• list all the changes declared in the “Precise scope” section. If the description of changes is extensive 

it is possible to include an Annex to the application form; 
 
• highlight all changes (underline additions and strikethrough deletions). 
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List of references 

EC Variations Guidelines 

EMA guidance on type IA variations 
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CMDv guidance on variations 

Guidance for applicants for the preparation of the precise scope section of the variation application 
form (written for human medicines, but a useful reference for veterinary medicines as same principles 
apply) 
 
Pre-notification checklist for type IA/IAIN variations 
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