TAGES

Osterreichische Agentur fir Gesundheit
und Ernahrungssicherheit GmbH

Yealth. Nedrition. Sdfefy L

Owr Concern.



\_ (
FAGES
|I Osterreichische Agentur flir Gesundheit
und Ernahrungssicherheit GmbH
1

Information bezlglich der EU-Verordnung
EG 1234/2008 (Variation Regulation)

AGES Gesprach
31. Marz 2009

Dr. Christa Wirthumer-Hoche
AGES PharmMed, Wien

Erstellt: Christa Wirthumer-Hoche

AGES — Yealth. Nedrition. Safety. Our Concern.



Better regulation )fAGES

und Ernahrungssicherheit GmbH

1

Review project launched in 2006 ,Better Regulation®

Simplification of the requlatory environment for the benefit of
European Businesses and CitizensProgress

Objectives:

- Clearer, Simpler, more flexible
- Reduce administrative burden
- Adapt to ICH concepts

- Further harmonise

To guarantee the same level of public and
animal health protection

Erstellt: Christa Wirthumer-Hoche
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\\\ Better Regulation

Requlations

Better Regulation

Simplification of the regulatory environment for the benefit of European

The regulatory frameworl; in which businesses operate is a key factor of e e Ce

their competitiveness, growth and employrment performance. Therefore, a )
key objective of the European Union's Enterprise policy is to ensure that the  Progress achieved to date :

regulatory environment is simple and of high quality, This is why “better
requlation” is a centrepiece of the European Cormmission’s “Partnership far
Growth and Jobs” - the renewed 'Lisbon Strategy’ launched in spring 2005,

To make sure that regulation is used only when necessary and that the
burdens they impose are proportionate to their aim, the Commission has a
nurber of processes and tools in place:

e SWithdrawal or modification of pending legislative proposals

Measures to simplify existing legislation

# Better quality of new Cornmission proposals: systematic use
of impact assessment and public consultation in the development of
new policy proposals

» Monitoring and reducing administrative burdens thanks to CUT 25%
on-line guestionnaire

For more detailed information see the Secretariat General's website on
Better Reaulation,

Better regulation and the pharmaceutical sectar

In the context of the renewed Lisbon Strategy, refocused on growth and
jobs, the Commission has taken a clear and strong position in favour of
hettrr rranlatinn and committed tn Frinforce /fforts tn deliver concrete
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® 7005 - Review of the Variations Regulations
Revision of Regulation (EC) Mo 108572003 concerning the
examination of variations to the terms of a marketing
authorisation for medicinal products for human use and
veterinary medicinal products falling within the scope of Council
Regulation (EC) Mo 2302/93, The objective is to reduce the
administrative burden for industry by streamlining the
circumstances obliging industry tao file applications for wariations
of hurmman and veterinary medicinal products,
Read more ==

® Z007 - Regulation on Maximum Residue Limits
Review of Requlation 2377/90 laying down a Community
procedure for the establishment of maximum residue limits
{MRLs) of veterinary medicinal products in foodstuffs of animal
arigin in order to:
- reduce the number of lists of substances;- enhance
transparency in the assessment procedure;- ensure compliance
with international trade standards;- provide instruments to
improve the availability of veterinary medicinal products for food-
producing anirmals.
Read more >>>

® Z005 - Review of the pharmaceutical legislation
Simplified regulatory framework and incentives for SMEs, which
-
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Update — Variation Reg. \ AGES
- steps carried out (1) b=

20 October 2006 — Commission released a Consultation
paper — outlining key items for possible improvements

— Deadline for comments — end 2006

Consultation on the extension of the legal basis of the
Var. Reg. - summer 2007:

— Deadline for comments — Sept. 07

24 October 07 — publication of a proposal for the Var.
Reg. + public consultation paper

— For comments to all stakeholders (Industry + Authorities) until
4 January 2008

Erstellt: Christa Wirthumer-Hoche
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Update — Variation Reg.

. \("( AGES
- Ste PS carried out (2) | S

19 March 2008 — new proposal for Var Reg — including
the comments received during the consultation phase

— 3 April 08 — Standing Committee

New version to be elaborated — including the

comments received during the Standing Committee
meeting

— 2 June 2008 — Standing Committee
— 10 June 2008 — Stand. Com. — adoption

Parlamentary scrutiny process — comments until end of
Sept 2008

= Nov 2008 — publication (not including nat. procedures)
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EC/1234/2008 (AGES
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| EudralLex - Volume 1 - Pharmaceutical Legislation
Medicinal Products for Human Use

Wolume 1 of the publications "The rules governing medicinal products in the European Union" compiles the body of European Union leqislation in the
pharmaceutical sector for medicinal products for human use,

Directives
Regulations
Miscellaneous

EC/1234/2008 Comrmission Regulation (EC) Mo 12342008 of 24 Movember 2008 concerning the B CS DA DE EL EN ES ET Fl FR HU
examination of variations to the terms of marketing authorisations for medicinal products
for human use and veterinary medicinal products (Official Journal & 334, 12/12/5008 p. 7 - ITRLTR LY MIRNLY FLY FTRRCY S 5L SV
24,

Erstellt: Christa Wirthumer-Hoche
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12.12.2008 Amtsblatt der Europiischen Union L 334/7

VERORDNUNG (EG - ER KOMMISSION
om 24. November 200

itber die Priiffung von Anderungen der Zulassungen von Human- und Tierarzneimitteln

(Text von Bedeutng fiir den EWR)

DIE KOMMISSION DER EUROPAISCHEN GEMEINSCHAFTEN — (2) Die in den Verordnungen (EG) Nr. 1084/2003 und (EG)
Nr. 1085/2003 festgelegten Verfahren sollten daher an-
gepasst werden, ohne dabei von den allgemeinen Grund-
sitzen abzuweichen, auf denen diese Verfahren beruhen.

gestﬁtzt Eillf den Vertrag ZUr GI-i_'lndung L'Iel' Elln')Pil.iiSChen Aus Griinden der Verhiiltrlismii@igkeit sollten hDTl'lEjOPEl-

Gemeinschaft, thische und traditionelle pflanzliche Arzneimittel, fir die
zwar keine Zulassung erteilt wurde, die jedoch einem

varainfachtean Ramictriammocuverfalren amterlonen niche

Artikel 28
gestiitzt auf die Ricl
Parlaments und des Ra Inkrafttreten
fung eines Gemeinschal
sondere auf Artikel 39

dem in Absatz 1 genannten Datum des Inkrafttretens angefordert, abgegeben und veroffentlicht werden.

Diese Verordnung ist in allen ihren Teilen verbindlich und gilt unmittelbar in jedem Mitglied-
staat.

Erstellt: Christa Wi

Briissel, den 24. November 2008




Osterreichische Agentur fir Gesundhelt

Next Steps & Timing T(AGES

3_Ste pS approach -l und Erndhrungssicherhelit GmbH
Acknowledgement Nicolas Rossignol (EC)
Dir New legal basis
| . applies BUT no
- 1 Adoption Co-decision | change until EC
EC proposal " | has exercised
| | | its new power |
| | . g
2008 2009 ZOlp 2011
5 EC adoption | [Tgnsitional Application of ‘ '
[ (MOF:]'ID/)CP X period the new rules )
Y (MRP/CP only)
R | Fully
€J. : harmonised
Comitology .| e
: system
123472008 Postponed from 12 to 18 months applies
Inclusion of
\ — > ¢ >
3 purely national ™ Tyansitional
Erstellt: Christa Wirthumer-Hoche B (3r;/g(![il)?:.gln?l{cl)lsogy periOd
proposal)
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Development of the new Var Reg WAGES

Reg I
1084/200 New Reg

A

(MPR) | Reg 1234/2008 New Reg
(1(?;3);3/2003 [ >| (MRP.CP) > ?&gglg; .
N national)

Dir Update

2001/83 [
N
r-Hochedpezial provisions possible for old productl procedural

Erstellt: ¥
Guideline
AGES — Yealth. Nectrition. Safety. Owur Concern. 10
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Amendments to Dir.2001/83/EC \(AGES
& Dir. 2001/82/EC b=

Article 2 - The following Article 23b is inserted:

4. A MS may continue to apply national provisions on variations
applicable at the time of entry into force of this implementing
regulation to MAs granted before 1 January 1998 to MPs
authorised only in that MS. Where a MP subject to national provisions
In accordance with this Article is subsequently granted a MA in
another MS, the implementing regulation shall apply to that MP from
that date (MRP).

5.  Where a MS decides to continue to apply national provisions
pursuant to the previous paragraph, it shall notify the Commission
thereof. If a notification has not been made by [date of transposition
of amending directive], the implementing regulation shall apply."

Erstellt: Christa Wirthumer-Hoche
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Harmonisation — what

- - \(AGES __
does it mean in AT? | s

» In AT — we loose our independent national
Variation-System for MA(8 24 AMG)

» It will stay for registration procedures
» Update?

» EU classification of variations & time lines
» One common template
» New national Fee Regulation

Erstellt: Christa Wirthumer-Hoche
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Amendments to the Reg \(,(AGES
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1

Review and rewording of the definitions of all categories of
variation

e Classification guideline

Type IB by default

e Procedure for unclassified variations — Art 5

,D0 & Tell* procedure IA
e Annual reporting system
e |A requiring immediate notification

Grouping of variations
e Defined in Annex 111

Worksharing procedure

Disagreement among MSs
e Discussion at the CMD

Erstellt: Christa Wirthumer-Hoche
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Definition \(AGES

ahrungssicherheit Gm I.'|H

'|

Variation — any amendment to the content of the MA
dossier

Type IA  Minor variation
e minimal or no impact on Q/S/E

Type Il Major variation
e may have significant impact on Q/S/E — has to be assessed

Extension variation listed in Annex | of the Reg
e New strength, new pharm. form

Type IB  Minor variation
e neither Type 1A, Type Il or extension

Erstellt: Christa Wirthumer-Hoche
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Classification (,(AGES
und Ernahrungssicherheit GmbH
1

Type IA and Type Il pre-defined in Annex Ili
+ Commission classification guideline
Extension pre-defined in Annex |

Unlisted variation

— Type IB by default, with the option
e MAH to submit as Type Il
e NCA to require Type Il

Erstellt: Christa Wirthumer-Hoche
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Unlisted Variations \(ﬂ(f‘?%(..}h]?ts,c
Art. 5 procedure | e s

Art 5 procedure provides recommendation for the
classification of ,unforeseen variations*

45 days procedure, specific application form, specific
submission dates

Coordination:
— CAPs by the EMEA
— National MA by the CMD

Basis for the periodic review of the guideline and Annex Il

Erstellt: Christa Wirthumer-Hoche
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Implementation of the T{AGES
ICH-concept | ST

Design space

— Annex Il — Classification of variations

— The following variations shall be classified as major
variations of type II:

e Variation related to the introduction of a new
design space or the extension of an approved
one

e Where the design space has been developed In
accordance with the relevant European and
International scientific guidelines.

Erstellt: Christa Wirthumer-Hoche
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Continuous improvement of manufacture:

_ICH Q8, Q9, Q10:

e Modern tools (risk management, guality systems)
— facilitate continuous improvement

— ICH work Is still ongoing

e Implementation at this stage not fully clear, but

e Further flexibility to manufacturers, who have
undertaken efforts to put this tools in place.

Erstellt: Christa Wirthumer-Hoche
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COM Guidelines (AGES
EC 1234/2008, Art. 4 || ez e e

1

Article 4
Guidelines

1. The Commission shall, after consulting the Member States, the
Agency and interested parties, draw up:

(a) guidelines on the details of the various categories of

variations;

(b) guidelines on the operation of the procedures laid down in Chapters
[, 11l and IV of this Regulation as well as on the
documentation

Erstellt: Christa Wirthumer-Hoche
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Fraoiica orpanisaiion af oo-ordiaiion of Jomr Impul fo Com PSS Eruidelne Annerar

P
NI+ : EMEA prepase Frsr Db hased
nﬁmuﬁl EMEA VRIT, : im BL proposal, BROMI and
o) : previvas sunlribabons fomm SWEs
‘I'fi. : [ cmmittess, £ ML and budesry.
RS AL S CP -
Far * Fart : +
Warkshering :
e
ural Annax E Classification Annex i + consultatce of ethes WP.‘E‘nm.::
Pioposal \\* | r,a'" Proposal | (HMPC, PHVWE, EWF, Inspec)
VARIATIONS TASK FORCE

EMEA, CHME, CYMP, CMD[h), CMD({v}, EC

Procedural Annex

Classification Anngx

|

I EUROPEAN COMMIESION

S

External
I consultation

PP el Wiorkieg Party, BWP=Bielagies Working Parry, TOWP=lsiriu kg Warking Fary, PRVWP=Fleemaco sl pilnos Wiaking Pamy, EwP=Effimxy Working Pamy,
VRIT=Variseon Peguilirias bmplamnwian Tess .
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| i Bk
|

Documents to be revised

Commission documents — NTA

— Vol 2A, Chapter 5 ,Variations*
e procedural guideline

— Vol 2B
e electronic application form for variations

— Vol 2C

e application form for variations

e Guideline on dossier requirements for Type IA & IB
- Classification guideline

Erstellt: Christa Wirthumer-Hoche

AGES — Yealth. Nedrition. Safety. Our Concern.

21



February 200?'
A

APPLICATION FOR VARIATION TO A MARKETING AUTHORISATION

HUMAN ] VETERINARY []

[0 NATIONAL AUTHORISATION IN MRP MRP variation number(s)": _ [ { I i__I

[0 COMMUNITY AUTHORISATION EMEA variation number'®: EMEA/_IC] I_1__
] NATIONAL AUTHORISATION

Worksharing number: [/ [ T

Reference Member State | Reference MCA for worksharing

OaT OB OBG Ocy Ocz Obe Ook Oee OeL Oes OfF OFrR OHY OE OIS
T Ou O Ow Ow OWt Ode OWo OPL OPT ORC OSE OsI Osk QUK

Concerned Member State(s)

OaT OB OeG Ocy Ocz Obe Ook O OeEL Oes Of OFrR OHY OE OIS
T Ou O Ow Owy OWt Ode ONo OPL OPT ORC OSE Osl Osk QUK
CMOME

Type of Application

[ Grouped't
[] Annual Report'®

PERIOD COVERED BY REPORT

From To

Month | Year Month | Year

Worksharing

O Type 1A 1IN

[ Type IB

[ Type ll
(lIndication
[(1Paediatric Indication
[]Safety
(I fellowing Urgent Safety Restriction
O Quality
(] Annual variation for human influenza vaccines
(1 Qther

T4 Hyman Medicinal Products: Mumber to be completed by the Marketing Authorisation Holder, reflecting the correct sequential Mutual
Fecognition Procedure Mumber according to Chapter 1 of the 'Best Practice Guides for the submission and processing of varistions in the
hutual Recognition Procedure’ (hitp: Sy hima.ew), In case of & grouped varistion concerning more then one marketing authorizstion,

5 list of authoriations in tabular format should be spepended to this form.
‘eteringry Medicinal Products: ariation number to be issued by the Reference Member State before submission of the application according
to the comesponding YMRFG Best Practice Guide (Hitp: /A hima ey

18 Wumber to be completed by the MAH, reflecting the corect sequential EMEA procedure number (not the MAH's numbering system) which

_ takes into account amy previousiongoing waristion, notification, extension, reneval and annual re-azsesament procedures for the product,

18 Individual varistions included should be listed in tabular format and appended to this form.

|

{

Geloscht: May

Gelidscht: 8

A

Geldscht: OHLY

]

Formatiert: Einzug: Links: 0
cm

|




Guideline for handling Y AGES
variations (J ikt

Var Reg 1234/2008 effective 1 January 2010
Commission Guideline:
— high-level EU procedural guideline Annex
Additional:
— EMEA: ,Post-Authorisation Procedural Guidance*
— CMD: Best Practise Guide

MAH — to inform RMS/EMEA of upcoming post-
authorisation submissions for the following 6-12 months
(pre-submission meeting can be organised)

Erstellt: Christa Wirthumer-Hoche
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Consequences for eCTD T@gﬁggmwﬁ

1

Electronic application form will be revised
e eVAF

Solution for eCTD has to be sought
» Update of the BPG ,,eCTD in MRP/DCP*

i'r

Erstellt: Christa Wirthumer-Hoche
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