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1. introduction

The applications for a marketing authorisation of veterinary medicinal products must be in accordance with the provisions of Directive 2001/82/ES (as amended), which was implemented to the Czech legislation, respectively in accordance with the terms provided for by the Act No. 378/2007 Coll., which also, applies to the multiple/duplicate applications for a marketing authorisations of veterinary medicinal products. 

2. Aim and scope

The aim of the Institute for State of Veterinary Biologicals and  Medicines ´guidance is to provide the applicants/holders of a marketing authorisation with a comprehensive information regarding the administrative requirements for so called multiple/duplicate applications submissions for veterinary medicinal products and  thereby contribute to  easier and faster course of marketing authorisation procedures, both in the applications validation phase and in course of their assessment..

3. References and related documents

· Act No 378/2007 Coll. on Pharmaceuticals

· Decree No. 228/2008 Coll., on Marketing Authorisation for Medicinal Products 

· Directive 2001/82/EC as amended

· The commission communication 98C 229/03

· Notice to Applicants“ - Volume 6A Chapter 7 - General Information -  http://ec.europa.eu/enterprise/sectors/pharmaceuticals/documents/eudralex/index_en.htm
· Notice to Applicants – Volume 6A Chapter 1- Marketing authorisations

· Notice ÚSKVBL/REG – 3/2009 
· CMDh – document „Recommendations on Multiple/Duplicate Applications in Mutual Recognition and Decentralised Procedures“
· CMDh – document „Informed Consent Applications in Mutual Recognition and Decentralised Procedures Recommendations
· „CMDv position on changing the Reference Member State“: http://www.hma.eu/uploads/media/CMDv_POS_002_Changing_RMS.pdf) / Viewpoint 
4. Definition of The term multiple/duplicate application

Definition of „Copy“ (duplicate) does not exist in the pharmaceutical legislation. However, multiple/duplicate application, is for the practical reasons understood as the case, where the applicants for a marketing authorisation have an intention to simultaneously or gradually obtain more than one marketing authorisation for a certain medicinal product under different trade names. Objective, verifiable reasons should exist for a multiple/duplicate application, in particular with respect to public health and/or animal health, resulting in the need for availability of the medicinal product concerned and/or with respect to co-marketing issues. 

The multiple/duplicate application is therefore not considered as a type of application associated with the relevant legal basis as provided for in Article 12 and 13 of Directive 2001/82/EC,as amended, and §26 and 27 of the Act No 378/2007 Coll.

The multiple/duplicate application is characterised by reference that is made to the primary marketing authorisation submission or to the already valid marketing authorisation of the identical product, whereas the product for which marketing authorisation is sought has 

· identical dossier (copy of the original (primary) marketing authorisation) with the primary marketing authorisation

· the same legal basis, in terms of Directive 2001/82/EC,as amended, and the Act No 378/2007 Coll. (e.g. full application, bibliographical etc.) as the primary marketing authorisation, 

· different trade name from the product authorised under the primary marketing authorisation,

· identical or different applicant/ MA holder 

In other words, the product trade name and in some cases the marketing authorisation holder are the only data / points, in which the copy may differ from the primary marketing authorisation.

In a case, that the newly proposed product would differ from the primary marketing authorisation in the batch release site or in the pack size(-s) for example, such an application could not be assessed as a multiple/duplicate authorisation.

The result of the assessment of the multiple/duplicate marketing authorisation applications is granting of independent marketing authorisation(-s), which can be varied  independently. However, it is highly recommended, that the MA holders keep the SPCs, package inserts and labels of the authorised copies in a harmonised status whenever possible.

All multiple/duplicate authorisations are included under so called „global marketing authorisation“( in accordance with § 25 (1b) Act No. 378/2007 Coll. and Article 5 of Directive 2001/82/EC,as amended), provided the applicant/holder of a marketing authorisation is identical.

5. update of the primary dossier before submission of the multiple/duplicate application 

As a general rule, the same requirements apply to the multiple applications as to the so-called primary applications to which the reference has been made and these requirements are governed by the provisions of the Act No. 378/2007 Coll., Directive 2001/82 EC and by Notice to Applicants issued by the European Commission.

At the time of submission of a multiple/duplicate application the dossier, which was submitted in the context of an initial primary application, must also be in compliance with the legislation in force. Especially in cases where the older primary authorisations are concerned, it is recommended that, where needed in order to meet the above mentioned requirements applicable to the primary authorisation and to make it possible to refer to such primary authorisation for the purpose of a multiple/duplicate application, a Type II variation is submitted to update the authorisation, including the revision of the SPC, package insert and the labels according to the valid templates.

Any update to the primary authorisation dossier should be made by adding of the following information (data):

· pharmacovigilance system

· environmental risk assessment

· declaration of the qualified person on compliance of the active ingredient manufacture with principles of the Good Manufacturing Practice (GMP)

6. ADMINISTRATIVE REQUIREMENTS ON THE DOSSIER SUBMITTED AS A MULTIPLE/DUPLICATE APPLICATION.
The requirements for a number of copies, language of the dossier individual parts and the requirements on the electronic submissions are generally governed for the national marketing authorisations and for the mutual recognition and decentralized procedures by the Notice to Applicants - Volume 6A Chapter 7 - General Information - http://ec.europa.eu/enterprise/sectors/pharmaceuticals/documents/eudralex/vol-6/index_en.htm as well as by the USKVBL guidelines.

Along with an application for a multiple/duplicate marketing authorisation (part IA of the dossier), which is submitted either together with the primary application or consequently after the primary authorisation was granted, the applicant shall indicate in a cover letter and specify in the application:

· that the submission concerns a multiple/duplicate marketing authorisation (section 4.3. of the application form)

· that the submitted dossier is identical to the dossier, which has been used for the primary application/marketing authorisation (by form of a statement - see annex to this guideline)

· information, whether or not any other applications for multiple/duplicate marketing authorisations are pending and/or whether or not such applications were submitted subsequently; in case of the MRP/DCP procedures, the procedure numbers, the reference Member State and the concerned Member States shall be indicated and in case where there are several applicants, information, whether they belong to the same group of companies or not, shall be given as well.

· the reasons for making a multiple/duplicate application submission and the intention for the use of such a marketing authorisation.

Submission of one copy of the dossier identical with one, which was the basis for the primary marketing authorisation and to which reference is made is required in cases of multiple/duplicate applications.

In cases, where multiple/duplicate application is submitted at the same time as the primary application for a marketing authorisation, submission of one copy for each product is required. The application and dossier for a multiple/duplicate marketing authorisation can be submitted both in printed or electronic form (see also Guideline ÚSKVBL/REG – 3/2009 –Detailed requirements on applications and the dossier submissions in electronic form.)

The payment of the fees for the application for the marketing authorisation shall be made in accordance with the Guideline ÚSKVBL/UST – 4/2008 R1. The fee list, which is appended to this Guideline, includes the items for a multiple/duplicate marketing authorisation under the code RN-05 (national marketing authorisation), RRMS/CC-24 (Mutual recognition with the Czech Republic as a Reference Member State) and RCMS-34 (Mutual recognition with the Czech Republic as a Concerned Member State).

7. TERMINATION OF A MARKETING AUTHORISATION („sunset clause“)

According to Article 28 of Directive 2001/82/EC, as amended, and § 34 of the Act No. 378/2007 Coll., the marketing authorisation shall cease to be valid when the authorisation is not followed within three years of its granting by the actual placing on the market of the authorised veterinary medicinal product (in the Czech Republic) and/or when an authorised veterinary medicinal product previously placed on the market (in the Czech Republic) is no longer actually present on the market (in the Czech Republic) for a period of three consecutive years. Cessation of the validity of the marketing authorisation concerns individually each authorised duplicate product and it is independent of the primary authorisation.

In case of MRP/DCP procedures, if the authorised copy is not marketed within 3 years in the Reference Member State and if there is intention to maintain the validity of the marketing authorisation in the other Concerned Member States, a possibility of changing the Reference Member State must be considered (see also the opinion of the coordination group „CMDv position on changing the Reference Member State“: http://www.hma.eu/uploads/media/CMDv_POS_002_Changing_RMS.pdf
However, under exceptional circumstances and with a view of public health and/or animal health protection the Reference Member State can decide on exemption for a marketing authorisation termination. 
8. Multiple/duplicate application in frame of mutual recognition/ decentralisd procedure 

General principles

· In line with the opinion of the European Commission, which is shared in all EU Member States, it is not legally possible that a Concerned Member State could recognise more than once particular marketing authorisation of the medicinal product granted by the Reference Member State (RMS)

· The multiple/duplicate application of the same applicant/MAH must be submitted in the Member State, where the primary marketing authorisation was submitted or authorised. In the system of MRP/DCP procedures, it is the Reference Member State. When the multiple/duplicate application for a marketing authorisation is submitted simultaneously or consequently in other EU (EEA) Member States the MRP or DCP procedure must be used.

· If the applicant is independent on the applicant/holder of the primary application/marketing authorisation, the multiple/duplicate application can be submitted in any EU/EEA Member State.

· All applications for a marketing authorisation must meet the provisions of Directive 2001/82/EC, as amended, and of the Act No 378/2007 Coll. Such requirement likewise relates for a multiple/duplicate application. Therefore, the dossier, based on which the primary marketing authorisation was granted and to which a reference is made in the multiple/duplicate application, must be in compliance with the current legislation at the time of the multiple/duplicate application submission.

· The evaluation outcome of the multiple/duplicate applications is granting of independent marketing authorisations, which can be changed independently on each other. However it is advised, that the holders of marketing authorisations maintain the SPC, package insert and labels of the authorised copies in harmonized state, whenever possible.

MODEL SITUATIONS

If the same or different applicants/holders of a marketing authorisation wish to obtain several marketing authorisations for one identical product in the EEA Member State (Member States),,usually because of co-marketing reasons, they shall submit a multiple/duplicate application The rules described in this documents apply regardless the legal basis of the relevant application (e.g. self standing application, bibliographic application, line-extension etc.). However, it applies, that a multiple/duplicate application shall always have identical legal basis as the primary application/Marketing Authorisation.

Different situations can occur, which depend on the fact, whether the applicants/holders of a marketing authorisation are the same or different (or linked), or independent of each other and also on the fact, where the relevant application is submitted (Reference Member State-RMS or Concerned Member State CMS)

8.1. Duplicate application is submitted in Reference Member State (RMS)

Irrespective of the fact, whether the applicants/holders of a duplicate authorisation are the same or independent to each other, the RMS shall launch separate MRP/DCP procedures with the different procedure numbers. Other concerned member states (CMSs) participating in procedures may be different in frame of primary marketing authorisation and multiple/duplicate authorisation.
Whenever possible, the RMS shall keep the product information (SPC, package insert and labels) harmonised both with respect to the copies and to the primary authorisation. Concerning the authorised copies, the RMS shall give all details on any differences with respect to such information in the final assessment reports.

8.2. Application for a multiple/duplicate marketing authorisation submitted in the Concerned Member State (CMS)

The situations where the applicants / marketing authorisation holders are independent or where they are the same (or linked) need to be considered separately. 

8.2.1.  Applicants / Marketing authorisation holders are independent

Mutual recognition procedure and/or decentralised procedure is finalised for the first applicant in several Concerned Member States (CMSs) Another applicant will afterwards submit an application for a multiple/duplicate marketing authorisation via the national (case 1) or decentralised (case 2) procedure in one of these Concerned Member States. By virtue of the fact that these two applicants for marketing authorisation are different (mutually independent) such submissions made via the national / decentralised procedure shall be deemed acceptable in any Member State concerned.

Nevertheless, as far as the Case 1 is concerned, if the other applicants intends to make further submission(-s) in another Member State(-s), mutual recognition procedure (MRP) has to be launched.

8.2.2 MAHs are the same and/or linked  

Mutual recognition procedure and/or decentralised procedure is launched by the first Applicant / Marketing Authorisation Holder in several Concerned Member States (CMSs). In relation to the primary authorisation, submission for a multiple/duplicate application via the national (case 1) or decentralised (case 2) procedure is made in parallel or afterwards in one of these Concerned Member States.
As it not acceptable to recognise a marketing authorisation granted by the Reference Member State more than once and inasmuch as the Marketing Authorisation Holders are the same or they are linked, a parallel / afterward application for a multiple/duplicate marketing authorisation shall be deemed invalid in all Member States. The Marketing Authorisation Holder shall either be first granted marketing authorisation for the copy in the Reference Member State and apply afterwards for mutual recognition of authorisation of the copy authorised in the RMS or he/she shall launch a procedure for the authorisation of the copy via the decentralised procedure, where the Reference Member State for the primary authorisation would also act as the Reference Member State for the multiple/duplicate authorisation.

8.3. A submission for a multiple/duplicate application is made in the Member States, in which the primary authorisation was granted via the national procedure.

Before the implementation of principles of the procedure for mutual recognition of authorisation by the EU Member States – before the 1st January 1998, in case of the Czech Republic before the 30th April 2004, a marketing authorisation holder received several national authorisation for the same product in several Member States. If it the same applicant´s (or linked applicants´) intention to obtain a multiple/duplicate authorisation in one of these Member States, the following situations may occur:

The marketing authorisation holder may either choose to submit an application for a marketing authorisation via national procedure (Case 1) or he/she may select a Reference Member State in order to obtain a multiple/duplicate authorisation using the mutual recognition or decentralised procedure (Case 2). Nevertheless, it applies for the Case 1, that, if the applicant´s intention is to obtain the authorisation for the same copy in another Member State, he has to use the mutual recognition procedure for such authorisation of the copy.

Under the situation, where both national authorisations and authorisations via the mutual recognition procedure were granted in several Member States for a specific product, submission of the first application for a multiple/duplicate authorisation via the national procedure shall be deemed acceptable in any Member State in which the authorisation was granted via the national procedure and in the Member State which acted as the Reference Member State for the previous mutual recognition authorisation procedure. Nevertheless, if the applicant´s intention is to obtain marketing authorisation of the said copy in the other Member States the procedure for mutual recognition of the first authorisation of that copy has to be used.

9. issue of submisson of multiple/duplicate applications via The national procedure in more than one EU member state

Legal context

Article 32(1) of Directive 2001/82/EC, as amended (§ 41(1) of the Act No. 378/2007 Coll.) provides, that, in order to obtain marketing authorisation for a veterinary medicinal product in more than one Member State, the Applicant shall submit an application accompanied with the identical dossier in those Member States. This rule determines, that different variants of a given product cannot be included in one marketing authorisation procedure as they are not based on the same dossier.

European pharmaceutical legislation includes restriction for granting of more than one marketing authorisation for a given product in case of centralised authorisation (Art. 82(1) of Regulation EC No. 726/2004), while corresponding provisions applicable to the mutual recognition and decentralised procedure do not exist in the Directive 2001/82/EC.

The possibility to make multiple/duplicate application submissions with respect to products authorised via the national procedure and their accepting is laid down in Notice to Applicants – Chapter 2, Par. 6.6.

Opinion of the European Commission
According to the opinion of the European Commission, the multiple/duplicate applications are acceptable provided this type of applications does not lead to marketing authorisation procedures administered outside the mutual recognition principles which would result in evading the law and breaching the principles of harmonisation at the EU level. Preventing such situations is the responsibility of Member States´ competent authorities 

Assessment of the applications based on non-harmonised dossier

In case of applications for granting of more than one authorisation to the same applicant with the authorisations supported by the dossiers, which are (more or less) different, marketing authorisation for the same product might be granted in different Member States, which would be evaluated separately under the national procedure, i.e. outside the mutual recognition principles as provided in Chapter IV of Directive 2001/82/EC, as amended.

In order to prevent the said situation, the following rules shall be obeyed:

1) Commission Communication 98/C 229/03 concerns with the issue of authorisation granted to an applicant for so called „relevant medicinal product“ and this definition covers any medicinal product is the same with respect to the qualitative and quantitative composition of the active ingredients (i.e. the same strength) and the dosage form as the product for which a submission is made. The applicant shall therefore specify any existing „variants of the product concerned in the application form (point 4). Such information will enable to the competent authorities to verify that the provisions of Directive 2001/82/EC, as amended, are complied with.

2) The said facts should not lead to submissions for a marketing authorisation for the same product in different Member States, which would be evaluated outside the mutual recognition procedures as provided in Chapter IV of Directive 2001/82/EC, as amended. Recommendation of the co-ordination group CMDh, to use the same Reference Member State for the multiple/duplicate applications even in situations where the dossier differs, seems to be adequate with this respect.

3) Article 22 of Directive 2001/82/EC, as amended provides that an application for a marketing authorisation shall be refused, if the concerned product has already been authorised in another Member State. Even if the said provision does not restrict the possibilities for submission of multiple/duplicate applications for products authorised in accordance with Chapter IV of Directive, Article 22 can be used as a basis for exclusion of cases that the multiple/duplicate applications are the way for obtaining authorisations for the same product in different Member States outside the mutual recognition procedural principles, as provided for in Chapter IV.

4) In accordance with the Commission Communication 98/C 229/03, the multiple/duplicate applications for a marketing authorisation of the same relevant medicinal product supported by a dossier which is not completely identical can be acceptable under certain conditions. In such a case, it is up-to the applicant to make a decision, if the Mutual Recognition Procedure or Decentralised Procedure will be used to get a marketing authorisation for a copy or additional copies.

11. informed consent

By virtue of the fact that the multiple/duplicate application is sometimes understood to be identical with the co called informed consent, brief definition and characteristics of the informed consent shall be given to clarify the differences.

Legal basis

Informed consent, as a legal basis for a marketing authorisation, is defined according to the Article 13c of Directive 2001/82/EC as amended and § 29(9) of the Act No. 378/2007 Coll., defined as follows: 

Marketing authorisation holder for a medicinal product grants a consent to an applicant for a marketing authorisation to refer to the pharmaceutical, pre-clinical and clinical parts of the authorised medicinal product dossier (parts II, III and IV) for the purpose of evaluation of a subsequently submitted application for a marketing authorisation with respect to another product with the same qualitative and quantitative composition of the active ingredients and with the same dosage form.

Application for a marketing authorisation based on informed consent 

Application for a marketing authorisation based on informed consent is characterised by the following rules:

· Marketing authorisation holder agrees that the applicant refers to the parts II, III and IV containing pharmaceutical, pre-clinical and clinical data on the reference product. 

· Product which is subject to the marketing authorisation application must have the same qualitative and quantitative composition with respect to the active ingredients and the same dosage form as the reference product

· It is not possible to apply the informed consent principle according to the Article 13c (§27 (9), for an application for which self the standing data are submitted in Part II of the dossier and where the consent would only be granted for Parts III and IV.

· Submission of an informed consent application can only be made in those Member States in which the reference product is authorised, i.e. the application cannot be submitted in parallel with an application for a marketing authorisation of the reference product

· Applicant for a marketing authorisation for an informed consent product must have a permanent access to the references to the dossier of the reference product and/or he /she must be owner of such information.

· Where an Active Substance Master File (ASMF) was used for a reference product, letter of access must be included in the application for a marketing authorisation of an informed consent product.

· The applicant can differ from the reference product holder.

· The reference product and the product authorised based on an informed consent must have different names.

Model situations for MRP/DCP procedures in case of application for marketing authorisation based on informed consent are described in the CMDh coordination group document „Informed Consent Applications in Mutual Recognition and Decentralised Procedures Recommendations“
 Annex

Declaration on the identity of the dossier submitted to support the multiple application with the dossier supporting the primary authorisation.

----------------------------------------------------------------------------------------------

I hereby declare, that the dossier supporting the submission of the multiple application for a marketing authorisation of a veterinary medicinal product ……..full product name….. is identical with the dossier supporting the primary application / marketing authorisation of veterinary medicinal product ……….full product name……  

Done at ……. On ………






Stamp and signature of the Applicant´s statutory body 






(or the person authorised to sign on Applicant´s behalf)

