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1. INTRODUCTION

1.1 This Best Practice Guide is the consequence of the implementation of
Commission Regulation (EC) No 1234/2008 effective from 1 January 2010.

1.2 Article 20 of the Regulation sets out the possibility for a Marketing
Authorisation Holder (MAH) to submit the same type IB or type Il
variation, or the same group of variations affecting more than one
marketing authorisations (MA) from the same holder in one application. In
case a grouped application is applied for a worksharing this may also
contain consequential 1A changes.

1.3. A worksharing application cannot include extensions.

2. AIM AND SCOPE

2.1 This Best Practice Guide covers worksharing procedures for a group of
products from the same marketing authorisation holder® that are mutually
recognised, i.e. doesn’'t include centrally authorised products. In cases
where no centralised MAs are involved the competent authority of a
Concerned Member State (CMS) chosen by the CMDv shall be the
‘Reference Authority’.

2.2 Some information on the submission of a worksharing procedure for a
group of products from the same marketing authorisation holder where at
least one of the products is centrally authorised is also provided. In these
cases, the European Medicines Agency (EMA) shall be the Reference
Authority.

2.3 Harmonisation of the complete initial dossier or SPC and product literature
is not a prerequisite for a worksharing procedure. The variation application
form must reflect the ‘present’ and ‘proposed’ situation applicable to all
marketing authorisations included in the worksharing procedure.

2.4 In order to benefit from a worksharing procedure, the application should
include changes that are applicable to all the medicinal products concerned
with either no or limited need for assessment of a potential product-
specific impact. Therefore, applications that include changes to different
marketing authorisations that require the submission of individual
supportive data sets for each medicinal product concerned, which each
require a separate product-specific assessment, should not be submitted
as they will not benefit from worksharing.

! As per Commission Communication 98/C 229/03.
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2.5 For the purpose of handling the worksharing procedure, the following
definition of a marketing authorisation is used: all strengths and
pharmaceutical forms of a certain product.

3. REFERENCES AND RELATED DOCUMENTS

3.1 Regulation 1234/2008 concerning the examination of variations to the
terms of a marketing authorisation for medicinal products for human use
and veterinary medicinal products granted by a competent authority of a
Member State.

3.2 NTA - Volume 6A - Chapter 5.

3.3 Commission guideline on the details of the various categories of variations.

3.4 CMDv BPGOO06 Type Il Variations.

3.5 SOP for the allocation of mutual recognition /decentralised procedure
application numbers.

3.6 Standard Operating Procedure for Disagreement in Procedures - Referral to
CMDv (CMDvV/SOP/001).

4. PROCEDURE
4.1 Choice of Reference Authority
4.1.1 Where at least one of the marketing authorisations concerned has been

authorised via the centralised procedure, the European Medicines Agency
will be the Reference Authority. In all other cases, the applicant should

notification to the CMDv. However it should be noted that, after discussion
of the proposed application, the CMDv _may choose to appoint a different
Reference Authority if this is more appropriate to the MAs involved in the
worksharing procedure.

4.2 Pre-submission notification

4.2.1 In order to facilitate the planning of the procedure MAHs are advised to
announce an upcoming worksharing procedure to the CMDv at least three
months prior to the planned date of submission. The pre-submission
notification should contain the following information:

a. List of marketing authorisations concerned, with the respective
MR/DC procedure numbers

N
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4.2.2

4.2.3

4.2.4

4.3

4.3.1

4.3.2

b. Description of the change(s)_and proposed classification of those
changes according to the European Commission variation
classification guideline (2010/C 17/01)

c. Preferred Reference Authority

procedure is suitable
e. Planned submission date
Explanation that all MAs concerned belong to the same MAH
If applicable, details of submission/approval/rejection of the same
variation(s) in any Member State(s)

Q =

Pre-submission notifications should be submitted to the CMDv via the

The CMDv secretariat will include the draft notification on the agenda of
the next CMDv meeting.

Pre-submission notifications submitted two weeks in advance of the next
CMDv meeting will be discussed at that meeting. A list of CMDv meetings
is published on http://www.hma.eu/153.html. Pre-submission notifications
submitted less than two weeks in advance of the CMDv meeting will be
discussed in the second CMDv meeting following submission.

CMDv will inform the MAH whether the worksharing application has been
accepted and in case it is accepted which National Competent Authority
will act as Reference Authority within two weeks from the meeting taking
place. The CMDv may — on its own initiative or if requested by the MAH —
give advice on the suitability and/or practicability of the proposed
worksharing procedure.

Numbering
Each worksharing procedure will receive a new (non-product related)

incremental variation procedure number, e. g. CC/V/xxxx/WS/vvv, to be
requested from the Reference Authority.

Where:

CcC = two letter Country Code of the Reference Authority
\% = Veterinary domain

XXXX = placeholder : xxxx (is literally meant as ‘xxxx’ )
WS = procedure qualifier for worksharing

VW = sequential worksharing counter™.

*new counter starting from 1 for each Reference Authority

The MAH will insert the variation procedure number on the first page of the
application form in the field ‘Variation procedure number(s)’ and in the
cover letter.
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4.3.3

A worksharing application needs to be visible in the lifecycle of individual
products. It is required to identify each product included in the
worksharing. This means that in addition to the variation procedure
number an MRP variation number for each product has to be allocated.
These MRP variation numbers should only be listed in the table ‘Products
concerned by this application’ in the application form but not in the cover
letter.

4.4 Application package and timelines

4.4.1

4.4.2

4.4.3

4.4.4

4.4.5

A variation or group of variations presented for worksharing should be
submitted according to the normal rules applicable for variations, and
should be provided as one integrated submission package covering all
variations for all medicinal products. This will include a copy of the
approval letter from CMDv, a common cover letter and application form
together with separate supportive documentation and revised product
information (if applicable) for each medicinal product concerned. This will
allow the National Competent Authority to update the dossier of each
marketing authorisation included in the worksharing procedure with the
relevant amended/new information. The data should clearly indicate which
of the variation(s) it is intended to support.

The Marketing Authorisation Holder shall submit the integrated submission
package and any subsequent identical documentation for the worksharing
procedure to all relevant authorities, i.e. the Reference Authority and all
Member States where the products concerned are authorised.

Where the chosen Reference Authority is the Competent Authority of a
Member State which has not granted a marketing authorisation for all the
medicinal products affected by the application, the CMDv may on request
of the Reference Authority ask another relevant authority to assist the
Reference Authority in the evaluation of that application.

The Reference Authority will validate the application in line with the
validation procedure followed for Type Il variations.

In general, worksharing procedures will follow a 60-day evaluation
timetable. However, this period may be reduced by the Reference
Authority having regard to the urgency of the matter, particularly for
safety issues, or may be extended by the Reference Authority to 90 days
for Type Il variations if one of the variations is listed in Part 2 of Annex V
of the Commission Regulation EC No 1234/2008 of November 20082,

) {Deleted: of

2 variations relating to non-food target species, replacement or addition of serotypes, strains or antigens in

vaccines against Avian Influenza, Foot and Mouth disease and Bluetongue, or replacement of strain for vaccines

against equine influenza.
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4.4.6 The 30, 60 and 90 days procedures will follow the same timelines and
principles as applicable for Type Il variations; this includes the production
of an assessment report. See Best Practice Guide for Type Il Variations
(CMDvV/BPG/006). Please note this still applies even if the worksharing
application only includes Type IB changes.

4.4.7 The Reference Authority can ask for advice from CMDv or any relevant
Working Party during the procedure.

4.4.8 Worksharing procedures will be included in CTS to maintain the life-cycle
management of each product.

4.4.9 The EMA will provide CMDv with a monthly overview of all on-going
worksharing procedures at EMA level in which at least one of the
marketing authorisations affected is not a centralised marketing
authorisation. Member States provide their comments on these procedures
through their respective CVMP members.

4.5 Discussion at CMDv meeting

4.5.1 A systematic discussion of worksharing applications at CMDv meetings is
not foreseen. The worksharing applications will be dealt with as normal
variations; however, whenever the Reference Authority feels that
discussion at CMDv could be useful the Reference Authority will propose its
inclusion on the agenda.

4.6 Outcome of procedures

4.6.1 In order to avoid an unnecessary reassessment of already evaluated and
agreed changes, an ‘all or nothing’ approach will not be adopted for
worksharing procedures, i.e. a different outcome may be reached for
different parts of the application; some changes may be accepted whilst
other changes may be rejected. The outcome of a change will be
applicable to all marketing authorisations concerned, i.e. a change will not
be approved in relation to some MAs, but rejected for others.

4.6.2 The MAH may withdraw changes from a worksharing procedure when it
becomes obvious that the change(s) is likely to be rejected.

4.6.3 At the end of the procedure the Reference Authority will inform the MAH
and CMS of the outcome(s) of the application. In cases where some or all
changes are rejected, the Reference Authority should provide a description
of the reasoning for the outcome. The notification to the MAH and CMS
should also include details of any changes that were withdrawn during the
procedure.


http://www.hma.eu/uploads/media/EMEA_CMDV_115377_2006.pdf�
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4.6.4 The MAH and CMS are informed of the outcome by e-mail. The Reference
Authority will also update the CTS record, which should state the reasons
for rejection, if applicable.

4.6.5 For the purpose of CTS, it should be noted that a worksharing variation
will be considered accepted if some or all changes are accepted; however,
it will be considered rejected if all changes are rejected, or if some are
rejected and some are withdrawn. If all changes are withdrawn, the
application will be considered withdrawn.

4.6.6 The procedure for the submission of a revised SPC and product literature
as well as national translations, in cases where these documents were
affected by the variation(s), is the same as the one outlined in the Best
Practice Guides on Type Il variations.

4.6.7 Examples of suitable text for inclusion in the acceptance,
acceptance/rejection or rejection notifications issued to the MAH on

completion of the procedure are included in Annex 2. - [ Deleted: 1

4.6.8 In worksharing procedures in which the EMA acted as Reference Authority,
the CMS shall approve the Final Opinion, inform the EMA and amend
accordingly the marketing authorisations concerned within 30 days, unless
an Article 35 referral is initiated within 30 days following receipt of the
opinion.

4.6.9 In worksharing procedures in which the Competent Authority of one of the
Member States acted as Reference Authority, the CMS shall, without
prejudice to article 13, approve the Final Opinion, inform the Reference
Authority and amend accordingly the marketing authorisations concerned
within 30 days.

4.7 Referrals

4.7.1 If, in case of one or more variations, there is no agreement between the
member states about whether they should be accepted or rejected, the
procedure will, in cases of potential serious risk to human or animal health
or to the environment, be referred to the CMDv. This still applies if the
objection relates to a Type IB change.

4.7.2 The party in disagreement shall give a detailed statement of the reasons
for its position to all member states concerned and to the MAH.

4.7.3 The Reference Authority collects the reasoning and notifies the matter to
CMDyv if the variation in question has not been withdrawn by the MAH
before the finalisation of the worksharing procedure.

4.7.4 In situations where single changes in the worksharing are referred to the
CMDv the whole procedure will not be closed until the referral is finalised.
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However, the CMDv discussion will only deal with the single change in

question, not with the whole group.

4.7.5 Procedures may only be notified for referral to the CMDv by the Reference

Authority and not by the MAH.
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ANNEX 1

A _

Template for letter of intent for the submission of a worksharing N {Formaned; Centered

procedure to the CMDv (Can be downloaded as a separate Word file from
the CMDv website, insert link)

<Date>

< Company Reference>

To:

CMDv Secretariat
European Medicines Agency

CMDv@ema.europa.eu

Subject: Letter of intent for the submission of a worksharing procedure to the CMDv

[] according to Article 20 of Commission Regulation (EC) No 1234/2008

] ‘informal’__worksharing procedure (tick this box if any purely-national MAs are
included)

Worksharing Applicant details:

Name

Address

Contact person details
(i.e. name, address, e-mail
address, phone number, fax

number)

Application details:

This letter of intent for the submission of a <Type IB> <Type II> <group of variations> following an
(informal) worksharing procedure concerns the following medicinal products:

a) List of marketing authorisations concerned:

. Memb MA number /
Product Active substance | — el MA holder name S

(Trade name) State ~ | MRP/DCP no.
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b) Description of the changes

The following variation(s) are intended to be part of the worksharing procedure:
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Number as in the
classification guideline

Title of variation as in the classification guideline

Type of
variation

<Include here a description of the changes>

<if grouping is proposed, a justification should be provided>

c) Preferred Reference Authority

d) Justification as to why the MAH believes that a worksharing procedure is suitable

e) Intended submission date

f) Explanation that all MAs concerned belong to the same holder

g) If applicable, details of submission/approval/rejection of the same variation(s) in any Member

State(s)

<Signature>
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ANNEX 2
Sample text for inclusion in the acceptance, acceptance/rejection or -

rejection notifications issued to the MAH on completion of the procedure.

Example 1
ACCEPTANCE OF THE WORKSHARING APPLICATION

The Reference Authority accepts all the changes detailed in your application. The
following changes have been notified:

<< enter changes applied for>>

The variations are considered acceptable on the basis that the application has
been submitted simultaneously to all Concerned Member States and the relevant
fees have been paid as required by national competent authorities. Failure to
comply with this provision may subsequently deem the variations invalid.

[Please note the following changes were withdrawn from this application during
the procedure]

Example 2
ACCEPTANCE/REJECTION OF THE WORKSHARING APPLICATION

The Reference Authority accepts some of the changes detailed in your application
including the following:

<< enter changes applied for>>

The above variations are considered acceptable on the basis that the application
has been submitted simultaneously to all Concerned Member States and the
relevant fees have been paid as required by national competent authorities.
Failure to comply with this provision may subsequently deem the variations
invalid.

However, the Reference Authority rejects the following changes for the reasons
given below:

[Please note the following changes were withdrawn from this application during
the procedure]

Example 3
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The Reference Authority rejects all the changes detailed in your application for

the following reasons:

<<enter reason for non-acceptance>>

) ‘[Deleted: of

[Please note the following changes were withdrawn from this application during

the procedure]
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