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European Medicines Agency’s

SME Office
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Objective of SME Incentives

e To promote innovation and the development of new
medicinal products by SMEs (medical devices not
Included as not within the remit of EMEA)
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Legal Background

 Article 70.2 of Regulation 726/2004 of 31 March
2004 introduced a provision for financial and
administrative assistance for SMEs

e Implementing Regulation (EC) No 2049/2005
adopted on 15 December 2005
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Incentives for SMEs

* Regulatory, administrative and procedural assistance

e Fee reductions

 Fee exemptions for certain administrative services

« Deferral of fee for application for marketing
authorisation or inspection

« Conditional fee exemption

e Translation of product information

e
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SME Office Established

* A single interface (‘One stop shop’)
* A dedicated structure within the Agency Secretariat

- Three full-time staff + representatives in all relevant
sectors:

- and a cross-Agency network
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Role of SME Office

Registration of SMEs

Advise applicants on regulatory, administrative and
procedural issues

Facilitate communication

Organise workshops/training sessions
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Assignment of SME Status

e Applicant must be established in the Community

» Meet SME criteria defined in Recommendation
2003/361/EC

o Submit information necessary to demonstrate
compliance with the criteria




mih

Definition of SME

Enterprise:

e any entity engaged in an
economic activity
Irrespective of its legal
form

New thresholds based on:
o Staff headcount
 Annual turnover
 Annual balance sheet

e

TO DEFIME SMEs

1

STAFF HEADCOUNT
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BALANCE SHEET AMMUAL TURNOVER



Definition of SME
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. SMEs to date....

« 348 companies assigned SME status
e from 19 countries across EEA
e 289 human, 14 vet, 11 human/vet & 34 consultants

=» Significant increase in number of registered SMEs
since beginning of SME Office



...micro, small or medium..

32%

O Micro O Small B Medium
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United Kingdom

Germany

France
Sweden

The Netherlands
Austria

Belgium
Denmark

Italy

Other

...geographical distribution...

| 28

| 18

20

3'0 00



Development pipeline of registered SMEs

35%

65%

M Innovative ® Non Innovative

Innovation:
» 46 % therapeutic innovation (e.g. new target disease, mechanism of action)

» 36 % technical innovation (e.g. new delivery methods/formulation)
» 18 % scientific innovation (e.g. new R&D methods/tools, biomarkers)
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B Chemicals

Chemicals:

57% new chemical entities
18% new formulations
11% oligopeptides

3% generics

SVELN

Type of products developed by SMEs

58%

0 Others 1 Biologics

Biologics:

50% recomb DNA derived products
20% cell-based products

11% classical biological products
10% nucleic acid-based compounds
7% tissue engineering




Most advanced Phase of Development of
assigned SMEs

4%

14%
2%
25%
21%
I Exploratory & Preclinical I Clinical Phase 1
@ Clinical Phase 2 = Clinical Phase 3 W Marketing
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Therapeutic Areas

27% anti-neoplastic &/or iImmunomodulating
12% alimentary tract & metabolism

10% central nervous system

10% general anti-infectives for systemic use
9% dermatologicals

8% musculo-skeletal system
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Regulatory assistance

SMESs receive direct regulatory assistance

Published SME User Guide on regulatory procedures
— EMEA to publish detailed guide on aspects of 726/2004
— Guide to reference existing national provisions for SMEs

« SME News bulletin to update companies (every Quarter)

* Annual training/workshops tailored for SMEs
— 18t SME Workshop - ‘Navigating the Regulatory Maze’ - 2 Feb 2007
— 24 SME Workshop - ‘Focus on Quality’ - 8 Feb 2008
=>» 34 SME Workshop - ‘Focus on Non-Clinical development’ — 2 Feb 2009

> 134 SMESs received direct regulatory assistance
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Fee Reductions

 90% reduction on :
» scientific advice
» Inspections
» scientific services
» maximum residue limits (veterinary medicines)

* 100% ‘waiver’ on administrative services
(except for parallel distribution)

 To date processed fee reductions totalling €6.2 million for scientific
advice

> 118 SMEs In scientific advice
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Fee deferrals

 For MAA & inspections - fees deferred until end of MA
procedure

e Conditional Fee Exemption - if scientific advice sought
& followed: payment only in case of success

(MA granted)

e To date, €6.1 million of deferred fees for MAA &
Inspections

=» 35 submitted MAAS

e
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Translations

o)

« EMEA provides for the translations of:
— SmPC
— Conditions on supply/use
— Labelling/package leaflet
— (MRL statement)
e Translation Centre in Luxembourg with check through
Member States \
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=>» EXxperience gained with 6 SMEs to date
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Advice

Farce:

=» Additional various entry
doors



Innovation Task Force



Innovation Task Force (ITF)

 Earliest entry door for products based on emerging
science

o Multidisciplinary EMEA group set up in 2001

* Focus on emerging therapies/technologies & borderline
products

» So-called “soft landing zone”
 Free of charge
e Main tasks:

— Briefing meetings with sponsors.

— Regulatory advice on classification for borderline
products

— Prepare for future formal steps

e



ITF BRIEFING MEETINGS AND
REGULATORY ADVICE

Briefing Meetings with Companies Regulatory Advice for Companies
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Entry through ITF

* Person or company within or outside EEA

 Emerging therapies/technologies or Borderline
therapeutics

« Areas where there is no established EMEA
scientific, legal and regulatory experience

 Request form + briefing document
 Free entry (no fee for ITF consultation)

To request meeting contact ITF secretariat:

Further information:
http://www.emea.europa.eu/htms/human/mes/introduction.htm
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Orphan Medicinal Products
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 EU Orphan legislation since 2000
e Qrphan incentives:
— 10 years of Market Protection
— Protocol assistance (free scientific advice)
— Fee reductions
— Access to centralised procedure
* Pre-submission meetings with orphan section
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Orphan Designation Criteria

Rare Condition <5 per 10,000 or
Insufficient return on investment ?

ﬁ Yes

Serious Condition or Life threatening?

L ves

Existence of satisfactory methods?

o MY ves

@ +Significant Benefit?

ORPHAN DESIGNATION @ Yes




Status of Orphan Applications
2000 to May 2008
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E submitted B positive opinions [0 negative opinions
O withdrawals B Commission decisions
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Assistance for Orphan Medicinal Products

e Person or company established in EEA

e For all medicinal products meeting orphan
designation criteria

* Pre-submission through orphan section
* Protocol assistance once designated

* Free entry (no fee for orphan designation)

For queries relating to Orphan initiative

Further information
http://www.emea.europa.eu/htms/human/orphans/intro.htm
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SCIENTIFIC ADVICE & PROTOCOL
ASSISTANCE

e Scientific Advice initiated in 1996

« Advice on development & agreement of future strategy
 New extended scope introduced in 2006

 Procedure shortened to 70 days, possibly 40 days

* Pre-submission meetings involve working party’s
coordinators

* Face to face meetings for 50% of scientific advice

 Fee-related activity (fee waiver for orphan products,
reduction for SMES)

e
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When request Scientific Advice ?

During initial development
Post-authorisation phase

As Initial request (e.g.new product, new indication)

As a follow-up request (further clinical trials e.qg.
phase lll, new subset, change in information, state of
art)



SCIENTIFIC ADVICE & PROTOCOL ASSISTANCE
THE WEIGHT OF SUCCESS

Jun-08

2007

New 2006
2005
2004
2003
2002
2001
2000

358

Scientific
Advice

0 50 100 150 200 250 300 350

B Scientific Advice O Protocol Assistance HE Target



Access to Scientific Advice

 Person or company within or outside EEA

« For all medicinal products (irrespective of eligibility for
centralised procedure)

 Briefing document outlining questions on development/future
strategy (broad and specific topics on Pharmaceutical, Non-
clinical and Clinical development)

 Fee payable

To request SA pre-sub meeting contact SA secretariat
ScientificAdvice@emea.europa.eu

Further information:
http://www.emea.europa.eu/pdfs/human/sciadvice/426001en.pdf
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FI-E Impact of scientific advice on MAAs

* Adherence to scientific advice or protocol assistance:
— contributory factor to a successful outcome
— less major objections from CHMP in areas of SA

Conclusion:
— Fee reductions facilitate SME access to SA

— Emphasise importance of adhering to advice & seek
follow-up advice if necessary



Application for Marketing
Authorisation

Pre-submission Meeting




MAA Pre-submission Meeting

Take place 6-7 months prior to filing
Assist applicants with finalisation of upcoming MAA

Focus on product-specific legal, regulatory & scientific
Issues

Participation of EMEA product team

Possibility to meet with (Co-Rapporteur) assessment
teams at national level

‘Regulatory-strategy meeting’ 18-24 prior to fiing may
also be requested



Pre-submission Meeting for MAA

 Company established within EEA
* For medicinal products eligible for centralised procedure
« Completion of on-line request form

« Submission of briefing package, including draft product
iInformation + MAA table of contents

* Free entry (no fee for pre-sub meeting)

To request MAA pre-sub meeting contact Central Information
Group:

Further information
http://www.emea.europa.eu/htms/human/presub/index.htm
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crE Future challenges

* Implementation of Advanced Therapies Regulation e.g.
certification of Quality and/or Non-clinical data

o Address period between SA and MAA

 Develop network of SME Innovation Offices (e.qg.
sharing/exchange/dissemination of information, referral

of queries)



il x]
[ o]

feBas - = O F] Q)| Qe affete Ggmeta B 4 b B - o

Betwn | ] T e s T

b= Cooge- [ =

Kbt O | EhETs  NEw

Phpme gt
R ———
5 Plie= acreinidl

=LA COMealTT
=gt B g
I p—

11

-

Cormr W Crasrme

wToET G Evant
| mEEmuLEHEEE ]
& wooroerrens #oboy
: Mol Ooppeartiten
[oerrT e

CIEEs

[ mor gotyer i S3ecdit pee s Saescw

\ I Fome | Eamman § Lrsks | hein 1|2

[\ Tp=r—n s ey |
Tu

J | enernl Begomsg |

TR wr pitis mrees detedn ers Femmas B arges st

Improved occes s to v o EMIE A

wer—i, Trw rwsned ansverd o eMarts e ewrers
2 w sardar process Tor godebnes mdeong

w1 ta resbhs mecdelee idetineg
TR ey e

ol wa], ol ¢
2 Faeiplnes. 7 aE

rrdly v aled gomieabren
=i e ORIt DEDATY

=ra 8
TR L.

EAE S prepare s Fer amtmy it fnrcs of The Pasdisric Bngulatise

Pobelnbepd ELMLAES T

Eepulmton (£ e 850U « Hhe Suechaiyic Reguiston = sosers win Foroe n e Borooesn Umon il This iv en Eporbe
Potem g GF Wpzaiphine smgl geng 12 mEene b pEs pemoegin cedines e ELrngs Buczh me pens depireed bo st letn The seecpipenerd =
wdeanes For urs o the pardein pesslemen. 13 erawy ths ther e seemereials Sered acd methoraed, and be s 3 e mbebdiy
o e mBEef Thm Lme Of Fieme Seceren

e s

atele, Won Earonded dat Ptadet & gt
wddrnan gonwbon g

e R P

gl 6 et b

Wil B MR [Pra

Pre awe ey,
Fre Lo B R
Freus B riease Froms $ep Taraisry mesihng
[— e r - CMEL srwD wes B petry mdn dace B 0 ree wpalives oo Dees e SRS Ey

Mnagerrerk Board  Freep Foemese SHES Maragreest o o

(4 =1 Prrne Primasr; £
" mICaeE

tn s TOOT mere progt e med Skt

wew g Pl s Sgeme oy adests fd pestan coeees

ok um persberee s flaets e

B FUEF B FIArTRer LSO ImDrEE it BT TS Fhrng SUTarthatas. spns-oatoen for Synaerells

2l ] s EMEA Spunches BudrafSenm - the Foopess medone Setabesm

Erta pr: EHEA moricihos o bomeeasether masdosal sroducs condiode s o sTreragthes SarTTesne s
W wvmil &gt il " 'l

ErEs " o Dt bt cdertfeed Ta paspdp or Seterre o S serued

Counn Dk ENE & T

Erea LR o o s R

L
W | -

EEEO AT U Aysoos | Siowan. | [Siree [Soa [Fue ([Elewe i caliT@ER0R



E!

i o Ve Fosostes  Tods el

Gk - -

L s . B T L~ i BT B o [ . SR |
e | g s

2 e e e TP I ot v

e L

=

et

=2

T T
TR e

Nrtovimmey i ——

L S ]

SJAETSTEEEDS AT Us.

T W

Irforrrancn on the aremancs & ofers o S 5 cubismed n s arwa of our =abota

SR OF COETETEE Ao eesieremas SRE R ns AIre S E DR B e By ek e
toa raghe

e e Coedr Ser S LT PrArasrd Do CERA AT S e Erlare S et s re et s L e F

[FEpET———"

A e d st S Yoo

sy e T e sk o e Fae s Dt oa s o B e
p Eurnrean Comyrteretaos on 15 Decssibeer 2

) OpSEEted DO SOUNE R The D@ DoSar Meeedf DF Srraleer Doong-grs §

Sidvcs | Bces [ ESrbe | Mo | Erow [[Eiwe- 0 GEIE B s




mih

Thank you for your attention

E-mail queries: smeoffice@emea.europa.eu
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