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New Variations Regulation - Key points to note 

The new ‘Variations Regulation’ (Commission Regulation 1234/2008) came into force on 1st January 2010 and applies immediately to human and veterinary medicinal products authorised through the centralised and MRP/DCP routes. The applicability of this regulation will be formally extended to ‘purely National’ marketing authorisations at a later date. However, in line with many other European regulatory agencies, the IMB has taken the decision to implement the general principles of the new Regulation to all marketing authorisations from 1st January 2010. It is felt that having a single set of rules and procedures will simplify operation of the new regulation for both MA holders and the IMB.
The objective of this document is to outline the main changes which have been made to the handling of variations under the new Regulation and to explain how the IMB will deal with these variations. 
1) Main Changes Introduced by Regulation 1234/2008

a) Introduction of a “do and tell” system for type IA notifications: Unlike the current system, which requires the MA holder to receive approval before implementing a change, the “do and tell” system allows the MA holder implement minor changes prior to informing the IMB of such changes. In some cases the MA holder will only be required to notify the IMB within 12 months of implementation. However some Type IA changes will require immediate notification to the IMB following implementation – These changes are listed as Type IAIN changes in the classification guideline published by the Commission. A link to the classification guideline is included at the end of this document.
b) Change of “default” category for variations from type II to type IB: Where the classification of a change is not defined in the annexes to Regulation 1234/2008, the classification guideline as published by the Commission, or via a recommendation on the classification of an unforeseen variation issued by EMEA or CMD, it will be considered as type IB.
c) Introduction of a “grouping” system for variations by the same MA holder: Where the same Type IA change is applicable to multiple MAs or where multiple changes are being made to the same MA, the variation can be notified using a single application form.

d) Introduction of a “worksharing” procedure: this will allow more efficient assessment of a single change (type IB or Type II) or multiple changes (type IB, type II or grouped variations) to a series of MAs held by the same MA holder. This may include changes to MAs issued through the centralised, mutual recognition or decentralised procedures; a single competent authority will as the reference authority.
2) IMB Implementation of Regulation 1234/2008

The following Q&As are intended to give a brief explanation of how the IMB intends to implement the provisions of the new Regulation.

1. Will there be a transitional period for implementation of the new Regulation?

No. Any submissions received prior to 1st January 2010 will be processed under existing rules. After 1st January, the IMB will apply the principles of the new Regulation to all variation applications received. However, there are some key exceptions to this position; please see below for further information.
2. How will these changes affect the fee structure for variations?

The IMB Guide to Fees 2010 was published at the beginning of January and this contains details of the new fee structure. One of the key changes will be the elimination of fees for minor notifications of type IA; these will now be covered by the annual maintenance fee for Product Authorisations. Another important change is the elimination of the concept of “consequential” variations; these will now be treated as separate applications and charged as such.
3. What are the timelines for validation and assessment of the new categories of variation?

Timelines are laid out in the Regulation. Essentially, the main change is the extension of the review period for type IA notifications from 14 days to 30 days. Timelines for type IB and type II variations remain essentially unchanged. In the case of grouping or worksharing applications, the ‘highest’ category of change will determine the timetable, e.g. if a worksharing procedure includes a single type II and multiple type IA changes, then the procedure will follow a type II timetable.

4. Will the IMB be applying the timetables set out in the Regulation to purely national changes?
It is the intention of the IMB to do so as soon as practicable. While we intend to apply the general principles of the regulation, workload and resource constraints mean that we may not be in a position to fully apply the timetables from 1st January 2010. 
Furthermore, the ‘automatic’ approval of type 1B notifications after 30 days will not initially apply to nationally authorised products; when further experience of the operation of the new regulation has been gained, this aspect of the regulation will be implemented. In the meantime, applicants must continue to wait for notification of approval from the IMB of their IB variation.

Our aim is to apply the timelines as soon as possible.
5. When should a notification of type IA (immediate notification) be submitted to the IMB?

Where a change is listed as type IA(IN) in the Commission classification guideline, notification should be submitted immediately following implementation of the change; the 12-month period for notification does not apply.

6. If a variation is not listed in the classification guideline, under which category should it be submitted?
The first point of reference should be annex I and II to Regulation 1234/2008 which define those changes to be considered as extension applications, type IA and type II variations. Reference should also be made to any published recommendations on the classification of unforeseen variations issued by EMEA/CMD under Article 5 of the Regulation. If the classification of the change is still not clearly defined after review of the above and the applicant believes that the proposed change could not have a significant effect on the quality, safety or efficacy of the medicinal product, then it may be considered as an “unforeseen” type IB notification. However, the IMB reserves the right to review such applications within the validation period and to make its own judgement as to the appropriate classification.
Under the terms of article 5 of the Regulation, the applicant may also, prior to submission of the notification, request a decision from CMD(h)/CMD(v) on the correct classification. For more information on this procedure, please refer to the relevant CMD Best Practice Guides. 

7. What form do I use to submit my variation(s)?
From the 1st January 2010 the new variation application form should be used to submit variations to the IMB. This can be downloaded from the EU Commission website . The online system for submission of medicinal product applications (RIO) is currently being updated to take into account the New Variations Regulation and will be available shortly.   

8. Is there a specific application form for variations to purely national authorisations?

No. The European application form as published by the Commission should be used for all application types.

9. What documentation should be provided in support of the variations application?
General documentation requirements are set on in the European Commission Procedural Guidance on the Regulation while requirements for specific application types are listed in the Classification Guideline. There are no additional national requirements. It should be noted that where the Classification Guideline stipulates documentation requirements for type IB variations; these are not absolute requirements and absence of one or more documents can be justified by the applicant.
The IMB actively encourages the use of electronic applications and we therefore ask you to read our guidance on electronic submissions for further information.
10. Where a type IA/IAIN notification affects the product information (SPC, labels or leaflet), is it still a requirement that revised versions be submitted with the notification?

Yes. The documentation requirements for such notifications include the submission of “revised product information” so updated SPCs, labels or leaflets must be included. Applicants should note:
a) Only those changes directly arising from the IA/IAIN notification may be made; any other changes must be made separately (e.g. by Article 61(3) notification).
b) Where a change is made to the SPC, the applicant should supply clearly marked “present” and “proposed” versions of the relevant sections.
11. Can a grouping or worksharing application include products authorised through both MRP/DCP and purely national routes?

No. The Regulation (EC) 1234/2008 is only legally binding for purely national procedures once it is updated with an additional chapter for purely national licences and this update has come into force and is implemented in all member states. Until then, purely national procedures may not benefit from worksharing, grouping or other applications together with MRP/DCP products.
However, if a variation application for a national product has previously been assessed through a worksharing application at European level, the applicant may choose to include the outcome of the worksharing procedure in its supporting documentation. The IMB will review this outcome but is not bound to agree with it.
12a. For the purposes of grouping and worksharing, how should “the same MA holder” and “a single MA” be defined?
a) According to  European Commission Communication 98/C 229/03, “the same MA holder” is defined as “applicants belonging to the same mother company or group of companies and applicants having concluded agreements or exercising concerted practices concerning the placing on the market of the relevant medicinal product.” Where the link between two companies claiming to be part of the same group of companies may not be clear, a brief justification for eligibility to be considered as “the same MA holder” should be given.
b) For the purpose of handling a grouped or a work sharing application, a “single marketing authorisation” is to be defined as all strengths and pharmaceutical forms of a certain product. For example, all products in the marketing authorisation range PA 1234/1/xx would be regarded as being a single MA for the purposes of grouping.
12.b
If there are different Marketing Authorisation Holders for the same MRP product in various Concerned Member States , may these products participate in grouping and worksharing? Generally, all MAHs belonging to the same MRP or DCP are regarded as the same MAH and the procedure may participate in grouping and worksharing.
13. Can an MA holder request the IMB to act as the reference authority for a worksharing procedure?

Where one of the products involved has been authorised through the centralised procedure, the EMEA will be the reference authority. In other cases, the reference authority will be decided by the co-ordination groups, CMD(h) and CMD(v), however the applicant may indicate in its submission a preference for a named competent authority to act as the reference authority.
14. What are the types of applications which will be accepted for “grouping”?
Annex III of Regulation 1234/2008 lists a number of circumstances in which grouping is acceptable; however the competent authority may accept other grouped applications by prior agreement with the applicant.
In general, applications within a proposed group should refer to the same section of the dossier and would usually involve some overlap of supporting data/documentation. For example, it would generally not be acceptable to group quality and clinical variations. nor to group variations concerning the drug substance with others concerning the drug product. 
If an applicant is unsure as to whether a proposed grouped application is appropriate, the IMB should be contacted for advice prior to submission. Applicants should note that the variations applications form includes a section in which justification for grouping should be provided.

15. What is the “annual report”?
The “annual report” is a term used to describe the grouped submission of type IA changes which have been implemented in the preceding 12 months. 

Applicants should be aware that there is no specific application form or procedure for the “annual report”; it should be treated as a grouped type IA submission. Therefore, the standard application form should be used and all supporting documentation, as listed in the classification guideline, must be provided for each change included.

There is no requirement for applicants to submit an annual report if all type IA changes made in the preceding 12 months have previously been notified to the IMB.
16. How should the results of user-testing of the patient leaflet be notified to IMB?
The  category for the submission of user-testing data, together with any necessary revisions to the patient leaflet, is type IB. Following the outcome of an Article 5 ( Regulation 1234/2008) procedure, the CMDh recommended that this type of variation be classified as C.I.z. 
17. Is a notification required to update the dossier in line with a revision of the European Pharmacopoiea?
The IMB follows the general rule that where the dossier refers to “current Ph. Eur.” for a specification, test method, etc., updates made within 6 months of coming into force of the revised pharmacopoeial text do not require a notification to the competent authority.
18. How should an update to an ASMF (DMF) be submitted?
There is no category for submission of an “update” to an ASMF; the individual changes, as per their categories in the Classification Guideline, should be submitted as a grouped application. 

3) Where can I find further information?
The IMB held an information day for industry on 22nd January 2010 at which speakers outlined the main changes resulting from the new Regulation; the slides from these presentations are available on the IMB website

. 
Further information on the new system may be found in the following documents; links to the relevant webpages are available on the IMB website:
a) Commission Regulation (EC) No 1234/2008 of 24 November 2008, concerning the examination of variations to the terms of marketing authorisations for medicinal products for human use and veterinary medicinal products

b) EC Guideline on the operation of the procedures laid down in Chapters II, III and IV of Commission Regulation (EC) No 1234/2008 of 24 November 2008 concerning the examination of variations to the terms of marketing authorisations for medicinal products for human use and veterinary medicinal products.
c) Guideline on the details of the various categories of variations to the terms of marketing authorisations for medicinal products for human use and veterinary medicinal products (“The Classification Guideline”).
d) Application form for variation to a marketing authorisation for medicinal products (human and veterinary) to be used in the mutual recognition and the centralised procedure in accordance with Commission Regulation (EC) No 1234/2008 of 24 November.

e) CMD(h) Draft Best Practice Guides for the Submission and Processing of Variations in the Mutual Recognition Procedure 
f) CMDh Q/A List for the Submission of Variations according to the Commission Regulation (EC) 1234/2008
g) CMD(v) New best practice guides effective from 1 January 2010 - Commission Regulation (EC) No 1234/2008
h) Directive 2009/53/EC amending Directives 2001/82/EC and 2001/83/EC as regards variations to the terms of marketing authorisations for medicinal products
i) IMB Guide to electronic submissions – human medicines
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