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| - EXTRACTS FROM EUROPEAN LEGISLATION: COMMISSION REGULATION (EC) No
1084/20031234/2008

B

The changes to an existing marketing authorisation listed belewin Annex | of Regulation (EC) No
1234/2008 will be regarded as an extension application as referred to in Article 2 of Regulation (EC) No
1084/2003-Fhe-1234/2008.

According to Article 19 of the Regulation (EC) No 1234/2008, the extensions of marketing authorisations
which fulfil the conditions set out in Annex H to this Regulation shall be examinedevaluated in accordance

Wlth the same procedure refe#ed—t&m#rtrde—kleﬁéwe%;&%@%@%@—%eextm&m&eﬂheemﬁng

medwmamedeeHm#bethesameieHheextensreeas rtlefor the emsuhgmltlal marketmg authorlsatlon of
the-medicinal-product:

F . lation (EC !

Fhose-fundamental-changes-to an-existing-which it relates.
An extension shaII elther be qranted a marketmg authorlsatlon requiring-a-navw-apphcation-are-Hsted-in

: wdaccordance with the same
procedure as for the qrantlnq of the initial marketlnq authorlsatlon to Whlch it relates or be included in that
marketing authorisation.

Prerequisite: The marketing authorisation holder (MAH) is the same as the MAH of the existing marketing
authorisation.
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subeutaneous-and-otherroutes:

More information about extension applications can be found in the Netice—to-Apphcants—{\Volume
2A/ChapterH-andinfollowing communications from the European Commission-communication98/C-229

22 b 1098 feaction 20

Communication from the Commission — Guideline on the operation of the procedures laid down in
Chapters 11, 111 and IV of Commission Regulation (EC) No 1234/2008 concerning the examination of
variations to the terms of marketing authorisations for medicinal products for human use and veterinary
medicinal products (2009/C 323/04) of 31 December 2009 (see Section 2.4),

Commission communication on the Community marketing authorisation procedures for medicinal
products (98/C 229/03) of 22 July 1998 (see Section E9).

11 - GENERAL PRINCIPLES

An extension of the existing marketing authorisation will have to be granted by the national competent
authority. The name of the medicinal product will be the same for the extension as it is for the existing
marketing authorisation of the medicinal product.

The first authorised medicinal product in the particular line, so-called -“originator product” for the
purpose of this document, is defined as the first product for which a marketing authorisation was granted
to a given marketing authorisation holder (MAH) for a given active substance. The marketing
authorisation of an originator product could be based on any legal basis according to Directive
2001/83/EC, i.e. stand-alone applications according to article 8.3} and articles 10, 10a, 10b or 10c.

The changes mentioned in the Annex H of the Commissien-Requlation (EC) No 1884/20631234/2008
are considered as extensions of an existing marketing authorisation and defined by an originator product.
The MAH of the extension application is the same as the MAH of the originator product.

Without prejudice of the provisions of Annex 4 of Cemmission—Regulation (EC) No
1084/20031234/2008, a new application for an extension should be made in accordance with the
provisions of article 8.3() and articles 10, 10a, 10b or 10c of Directive 2001/83/EC. The extension
application has to have the same legal basis as the original product_(see also Paragraph IV).

The provisions of the mutual recognition or the decentralised procedure can be applied to extension
applications. This is the choice of the MAH either to submit an extension application through a national
procedure and afterwards to start a mutual recognition procedure or to submit directly an extension
application through a decentralised procedure for a medicinal product already authorised through
MRP/DCP.

For medicinal products approved through purely national marketing authorisation procedures, the MAH
will have to harmonise the whole dossier and the product information (SRESmPC, PL,
fabeHingLabelling) in all concerned Member States before submitting an extension application
treughthrough a mutual recognition or decentralised procedure.
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e When a medicinal product has been granted an initial marketing authorisation, any extension shall be
considered as belonging to the same global marketing authorisation, in particular for the purpose of the
rules on data and market protection.

¢ When the applicant chooses the mutual recognition or the decentralised procedure for an extension
application, there is no longer the possibility to resubmit a national procedure after withdrawal of this
application.

exceptehangesChanges to the active substance-isted-belew:

o 4eeuen—1—9hanqe(s) which will Iead to conS|der the active substance{s)—Ferchangescovered-by
B-CH as a new active substance will not be considered

asan extensmn Mh&aenwéub%mﬁeeﬁmd%m%m@ubm%%m@ee also
definition of a new active substance in Notice to apphicantsApplicants, Volume 2A, Chapter 1-

Appendix I11). In these cases, a new dossier should be provided.-Otherwise-these-changes-could-be
considered as extensions.

The consequences are the following:

. For those changes considered as extensions of marketing authorisations granted through a national
procedure, national procedure and mutual recognition/decentralised procedure are acceptable;

. For those changes of marketing authorisations which are not considered as extensions_but as new
marketing authorisation applications (i.e. new active substances), the mutual recognition/decentralised
procedure only is acceptable.

e Applications for new pharmaceutical forms and new routes of administration for products protected
either by a supplementary protection certificate (SPC) or by a patent which qualified for the granting of
the SPC, shall only be considered valid if they include the results of a Paediatric Investigation Plan or a
decision of the EMA granting a product-specific or class waiver or deferral.

o Applicants are advised to consult their Reference Member State for general recommendations.

111 - GROUPING OF VARIATIONS AND WORKSHARING

e MAHSs can submit one or several extensions together with other variations for the same medicinal
product into one application provided that the variations concerned fall within one of the cases listed in
Annex |11 of Regulation (EC) No 1234/2008 or when this grouping has been agreed with the Reference
Member State.

e Due to the fact that the type of variation as well the timetable of the grouped variation is dependent on
the “highest” type of the single changes, a grouped variation including at least one extension will be
assessed as an extension application.

e Extension applications are excluded from the scope of worksharing procedures.

1V - EXTENSION APPLICATIONS ACCORDING TO THE LEGAL BASIS
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A complete application according to Art. 8.3@) of Dir. 2001/83/EC:
1) When the extension is a change to a product which was granted a marketing authorisation,
referring to a complete dossier (e.g. new strength, pharmaceutical form...).

Example 1:

A 5mg
MAH X

Extension

A’ 10mg

MAH X

A is a complete dossier
A’ is an extension of A (change to the originator

Product A = different strength). The application for A’
is considered as to be based on a complete dossier, even
if the application contains references to parts of the
dossier for A instead of a re-submission of those data.

An application according to Art. 10c of Dir. 2001/83/EC (informed consent application)
Usualy—whenWhen the extension is a change to a product which was granted a marketing
authorisation according to Art. 10c.

Example 32:

A 5mg
MAH X

Informed
consent

A

B 5mg
MAH Y

Extension

Extension

A’ 10mg | A isacomplete dossier
MAH X | A’ is an extension of A (and also considered as a
Informed  complete dossier with the data of product A)
consent
0\
B’ 10mg | B is an informed consent product of A
MAHY | B’ is an extension of B and an informed consent
product

of A’

An application according to Art. 10a of Dir. 2001/83/EC (bibliographical application)
When the extension is a change to a product which was granted a marketing authorisation according

to Art. 10a.

Example 43:

A 5mg
MAH X

10a

Extension
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A’ 10mg
MAH X

10a

A is a stand alone bibliographical application
A’ is an extension of A (change to the originator

product A = different strength) and A’ is considered as
a bibliographical application
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- An application in accordance to Art. 10.1 of Dir. 2001/83/EC (generic application)
When the extension is a change to a generic product as defined in article 10(2)(b).

Example 54:

A 5mg A’ 10mg | Ais a complete dossier

MAH X Extension MAH X | A’ isan extension of A (and also considered as a
Reference Reference complete dossier with the data of product A)

A A

G 5mg G’ 10mg | G isa “‘generic’ referring to A as reference product
MAH Y Extension MAH Y | G’ is an extension of G and a generic product
Generic Generic  referring to A’ as a reference product

- Anapplication in accordance to Art. 10.3 of Dir. 2001/83/EC (hybrid application)
When the extension is a change to a product referring to a reference medicinal product (e.g. new
strength, pharmaceutical form...)

Example &
5:

A5mg A 5mg is a complete dossier (A 10mg is not authorised)

MAH X
Reference Sl
A A G is a “‘generic’ product referring to A as reference product

G 5mg G’ 10mg | G’ is an extension of G and a product referring to A
MAH Y Extension | MAH Y | as a reference product (different strength).
Generic hybrid  An appropriate dossier has to be provided.

- An application according to Art. 10b of Dir. 2001/83/EC (new fixed combination)
When the extension is a change to a product which was granted a marketing authorisation according

to Art. 10b.
Example 76:
A A A -is a new fixed combination according to art. 10b
5/10mg 10/20mg
MAH X Extension MAH X | A’ isan extension of A (change to the originator
10b 10b Product A = different strengths) and A’ should be

submitted under the same legal basis as A (art. 10b)
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| V.- SPECIFIC SITUATIONS

In practice, three different situations could be envisaged depending on the procedure that was used for
granting a marketing authorisation to the originator product.

1. Situations where the originator product was granted marketing authorisations through &

Community-proceduremutual recognition/decentralised procedures

| Commission-Regulation (EC) No 1084/20031234/2008 is applicable to changes to existing marketing
authorisations of medicinal products which have been granted a marketing authorisation to a marketing
| holder through a-Cemmunityan European procedure, i.e.:
- Medicinal products authorised within the scope of Directive 87/22/EEC, so called “ex-concertation
products”.
- Medicinal products authorised through a mutual recognition or a decentralised procedure as foreseen in
Articles 27 to 39 of Directive 2001/83/EC.
- Medicinal products which have been subject to a referral through Articles 30 of Directive 2001/83/EC.
| The scope of this Regulation will be extended soon to purely national procedures.

| When fundamental changes require a new application, pursuant to Annex + of this Regulation, the mutual
recognition or decentralised procedure must be used, as foreseen in Article 27 to 39 of Directive

‘ 2001/83/EC. In other terms, after one Member State has granted a marketing authorisation for an -extension
of a marketing authorisation granted through a-eemmunitymutual recognition/decentralised procedure, any
submission of a national application for the same extension should be considered as invalid.

‘ Note: the Member State chosen to act as referenceReference Member State for the—Community
precedureMRP/DCP should remain the same unless there is a good rationale for the applicant to change.

2. Situations where the originator product was granted marketing authorisations through
national procedures

: M /1998).Extensions of a natlonal
marketlnq authorlsatlon qranted in a Member State can be submltted through mutual recognition or

decentralised procedures in order to obtain new authorisations in other Member States. Therefore, for
situations where the originator product was granted marketing authorisations through independent national
procedures only, national and mutual recognition/decentralised procedures are acceptable on a voluntary
basis of the applicant.

To allow more flexibility, the Member States reached an agreement that parallel national and mutual
recognition/decentralised procedures are acceptable for the same product and that parallel mutual
recognition/decentralised procedures are also acceptable—{nete:this—position-is-different-from-the-ene
published—in-theNeovember MRFG-1998 press—release). This is also applicable if the application is

submitted as a stand-alone application instead of as an extension, e.g. if the originator product is not
harmonised across the Member States.

Two options are possible for the applicant, national procedures (option 1) or a mutual
recognition/decentralised procedure (option 2).

Option 1: national procedures
The originator product was granted marketing authorisations through independent national procedures only.
The applicant wishes to apply for an extension application through national procedures.

| In that particular case, national regulations will apply until the scope of Regulation (EC) No 1234/2008 will
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be extended to purely national procedures.

Option 2: mutual recognition or decentralised procedure

The originator product was granted marketing authorisations through independent national procedures only.
| The applicant was granted/applied for a marketing authorisation for an extension in the referenceReference

Member State and wishes to use a mutual recognition/decentralised procedure of the first authorisation in
| another eencernedConcerned Member States. In accordance with the Commission communication 98/C229:

“prior to any mutual recognition/decentralised procedure for extensions, the applicant will have to

harmonise the already approved national SPESmMPC, PL and labelling (product information) in order to

support his applications in all the conrcernedConcerned Member States with the same dossier”.

O Two different scenarios are acceptable to harmonise the product information of the nationally approved
originator product:

- either by national variation procedures: the applicant should indicate that the purpose of the variation
is harmonisation of the SPESmPC, PL and labelling prior to a mutual recognition/decentralised
procedure for an extension and should provide relevant information on the licensed status in other
Member States. The applicant should also testify that the same relevant information was (i) included in
the previous dossier submitted, (ii) updated subsequently, in all CMSs involved in the procedure. The
applicant is responsible for any necessary co-ordination with the national authorities during the national
variation phase. When the relevant parts of the dossiers of the originator product (including product
information) are the same in all concerned Member States, then the mutual recognition/decentralised
procedure of the first authorisation granted in the RMS can start for the extension.

| Example 1: Originator product A, Marketing Holder (MAH) X, 3 independent national MAMASs in 3
different Member States with 3 different dossiers D and 3 different product information (PI). National
variations are submitted in the Member States in order to harmonise the dossiers and the SPGsproduct

information.
A MAH X A MAH X A MAH X
D1/P1 1 D2/P1 2 D3/PI1 3
IT BE SE
() () A
National National National
| variations _variations variations

Where the relevant parts of the dossiers D of product A including product information are the same, then
the mutual recognition or the decentralised procedure of the first authorisation granted in the RMS can
| start for the extension (A’) of product A{AS.

A A A
D/PI D/PI D/PI
IT BE SE

I A’ IRMS MRP
IT
A’ I I A’ I

BE SE
I A I RMS I A’ I I A’ | DCP
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IT BE SE

Note: in that scenario, the originator product A remains national and subsequent variations of product A
are assessed through national variation procedures. Extension A’ was granted authorisations through a
mutual recognition/decentralised procedure and any subsequent variations of A’ are assessed through
mutual recognition variation procedures according to Regulation (EC) No 1234/2008. However, it is
strongly recommended that harmonisation is maintained between marketing authorisations of originator
product and extension.

- _or by referral to-under Article 30 of Directive 2001/83/EC:-a+eferral-procedure-is-the-only-way-te

Example 2: Originator product A, Marketing Holder (MAH) X, 3 independent national MA in 3
different Member States with 3 different dossiers D and 3 different product information. A referral
teunder Article 30 of Directive 2001/83/EC is made on a voluntary basis by the applicant in order to

harmonise the originator product-threugh-a-referral-procedure.

A MAH X A MAH X A MAH X
D1/Pl1 1 D2/P1 2 D3/PI 3
IT BE SE

| Article 30-of Directive 2001/83/EC-is triggered by the-applicant-At the end of the referral procedure,
dossiers D of product A are the same including the same product information, then the mutual
recognition or decentralised procedure of the first authorisation granted in the RMS can start for the
extension of product A (A’).

A A A
| D/PI D/PI D/PI MRP following Article 30
IT BE SE
I A’ IRMS MRP
IT
A’ | | A’ |
BE SE
I A’ |RMS I A’ I | A’ | DCP
IT BE SE

Note: in that scenario, for the originator product A as well as the extension A’, any subsequent
variations of A’ are assessed through mutual recognition variation procedures according to Regulation
(EC) No 1234/2008.

® Another scenario: submission of a complete application

| When the Marketing-HolderMAH of the originator product is in possession of all the information required
(complete dossier), an alternative could be to complete the dossier of the extension application with data
| previously submitted in order to apply for a complete application in accordance with Article 8.3 {)-of
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Directive 2001/83/EC, then the procedure described in Articles 27 to 39 of Directive 2001/83/EC could be
used for the extension product without prior harmonisation of the dossiers/Product information of the
originator product. Subsequent harmonisation of the line is recommended.

3. Situations where the originator product was granted marketing authorisations through a
mixture of national and mutual recognition/decentralised procedures

For extensions of originator products authorised through a mixture of national and mutual
recognition/decentralised procedures depending on the Member States:

- The mutual recognition or the decentralised procedure has to be followed for extensions of originator
products authorised through the mutual recognition or the decentralised procedure;

- National, mutual recognition or decentralised procedures are acceptable for extensions of products
authorised nationally, meaning that parallel procedures (national and mutual recognition/decentralised
procedure) are acceptable in that particular case. This is also applicable if the application is submitted as
a stand-alone application instead of as an extension, e.g. if the originator product is not harmonised
across the Member States.
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