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1. Expansion Of Mandatory Scope Of The
Centralised Procedure By ATMPs

REGULATIONS (EC) NO 72672004 AND NO 139472007

lMemher States !
Candidate Counlries ",J{l’f
Al

Regulation (EC) No 726/2007
legal basis for the EMEA Centralise

e 1 evaluation and Marketing
Authorisation
valid EU

e 1 Invented name (Tradename)

([ 1 Common Labelllng (22 languages identical)

o Summary of Product Characteristics
(SPOC)
o User Package Leaflet & Package Labelling

e Maximum time limit: 210 days Evaluation "g@¢
---> Opinion ST



1. Expansion Of Mandatory Scope Of The
Centralised Procedure By ATMPs

REGULATIONS (EC) NO 72672004 AND NO 139472007

Regulation (EC) No 1394/2007gg v, . -
made the Centralised procedur . 4
mandatory for ATMP :

Pooling of Commmunity expertise

Harmonised requirements &
evaluation

Ensure uniform and direct access
to market

Principles of existing legislation on
medicines apply to advanced
therapies i.e.

- Quality, Safety & Efficacy

- Marketing authorisation

- Post-authorisation vigilance




1. Expansion of Mandatory Scope Of The
Centralised Procedure By ATMPs

ARTICLE 3(1) OF REGULATION 726/2004

ADVANCE THERAPY MEDICINAL PRODUCTS:

“iproducts

- Somatic

therapy @

| products™

- TiIssue =
engineered
products

R 9. 1394/2007
Since 1 Jan 95 From 20 Nov 05 From 1 May 08 From 30 Dec. 08
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2. RAPPORTEUR APPOINTMENT

This scientific evaluation of ATMPs is to be done
primarily by the CAT, which has been

established by Regulation (EC) No 1394/2007

o ATMP Regulation refers to Art 61 (2) of Regulation
(EC) No 726/2004.

‘Rapporteurs appointed at CHMP level



3. CAT-CHMP ASSESSMENT TEAMS

o Assessment teams for « standard » products

Assessment Team 1 Assessment Team 2

Experts Experts

“For any scientific evaluation in respect of a procedure a rapporteur

shall be appointed from amongst the members of the Committee or
alternates. The appointment of the rapporteur shall be made on the basis of
objective criteria, which will allow the use of the best available expertise
in the EU on the relevant scientific area.”

Reference document: CHMP RAPPORTEUR/CO-RAPPORTEUR APPOINTMENT: PRINCIPLES, OBJECTIVE CRITERIA and METHODOLOGY (EMEA/124066/2005 )




3. CAT-CHMP ASSESSMENT TEAMS

o Two extended assessment teams
responsible for review of ATMP MAA

Q/S/E/Phvg/ERA
ATMPs) expe




3. CAT-CHMP ASSESSMENT TEAMS

ASSESMENT ASSESMENT
TEAM 1 TEAM 2
CAT
CAT Rapporteur Co-Rapporteur
~H 2
D 0
S Q/S/E/Phvg/ERA
(ATMPS) experts (ATMPs) expertsSCAT (Co)Rapp coordinate

procedure & discussions
at CAT + prepare draft opin »n:
and assessment reports

Peer review by

CHMP Co-ordinator(s) responsible for flow
of information between CAT & CHMP +
discussion/adoption of opinion at CHMP



CAT
* Scientific
Assessment
(incl. Day 80/150 AR,
Adoption LoQ, LoOl)
* Adopt draft opinion
(Day 182)

4. ATMP EVALUATION

CHMP

* Appoint Rapporteur
[Art. 62(1) Reg.

726/2004]

* Adopt FINAL
CHMP opinion (by 210

Days)
APPTOE'/':',\TA SASS' ' CAT SCIENTIFIC ASSESSMEN CAT SCIENTIFIC ASSESSMENT
Appointment | Evaluation || Day 80 Day 120 | Day 121 Day Day Day || Day 171
Assessment Start AR LoQ | response || 150 AR 170 ||171 || Groundsfor || PaY 200 | 53—+
teams Day 0 LoOl || caT || @approvall CAT
OF || ranemsion || 2227 || Day 210
1l cHMP
to CHMP* lraft opiniom
adopts
final
opinion
a___
‘ ‘III-...IIII....IIII...-III-...-III-...IIII....III-...-IIIl...llll....llll....ll»‘ ‘

CHMP INTERACTION with CAT

* Day 180
CHMP discussion on grounds for approval/refusal

** Day 210 CHMP discussion and decision on need |10
for adoption of a LoOI and/or an oral explanation




4. ATMP EVALUATION

ROLE OF THE CAT

o CAT:

Adopts the LoQ, LoOl, draft opinion
Oral explanation at the CAT

Agrees on the need to consult
WP/SAG/NB/Inspections

o CAT (Co)-Rapporteurs:

Lead the scientific evaluation and discussion
at CAT

Prepare AR, LoQ, joint AR, LoOl

|dentify need to consult
WP/SAG/NB/Inspections

11



4. ATMP EVALUATION

ROLE OF THE CHMP
o CHMP

Appoint the 2 evaluation teams
Peer reviewer through the procedure
CHMP comments through the procedure

Is informed during its plenary meetings of the key ATMPs
scientific issues and divergences

Can adopt LoOI and have OE at CHMP at D210
Adopt CHMP opinion

o CHMP Co-ordinators

Ensure flow of information to CHMP, guide final CHMP
discussion when adoption of CHMP opinion

Make comments on the milestone documents

|dentify need to consult WP/SAG/NB/Inspections before D120
(CHMP comments phase D80-D100) 12



4. ATMP EVALUATION

ROLE OF THE EMEA

o The role of the EMEA is to ensure:
draft opinion of the CAT is given within 200 days;
opinion of the CHMP is given within 210 days;

full transparency of the evaluation towards the CAT
and the CHMP.

o The EMEA Secretariat prepares:

AR on the basis of CAT’s (Co)-Rapporteur(s) AR
ensuring scientific and regulatory consistency;

draft opinions for transmission and final approval by
CHMP;

and communicates relevant public information
related to the outcome of the assessment of
ATMPs and withdrawal.

13



4. ATMP EVALUATION

ATMP CENTRAL EVALUATION — 1st PHASE

CAT

* Scientific Assessment (incl. Day 80/150
AR, Adoption LoQ, LoOl)

Appoini Assess. teams CAT SCIENTIFIC ASSESSMENT CLOCK STOP

Day 0 Day 80 Day 120
*ilgggif\t Evaluation AR LoQ
Rapporteur Start
[Art. 62(1) Reg. R A

726/2004] - B
CHMP -

Comments .

v

Day 120 LoQ to CHMP
- highlights

M.O./divergence

CHMP INTERACTION with CAT

14



4. ATMP EVALUATION

ATMP CENTRAL EVALUATION - 2d PHASE

CAT
Restart of * Scientific Assessment (incl. Day 80/150 AR,
the clock Adoption LoQ, LoOl)
CAT SCIENTIFIC ASSESSMENT
Day 121 Day 150 Day 170 Day 171 Day 171 Day 300 Day 210**
responses AR LoOl CAT OE. Identification of | CAT adopts CHMP
. . = approval/refusal | gpinjon  final opinion
. ; - transmission to
- highlight M.O/

/divergences.

* Day 180
CHMP discussion on grounds for approval/refusal

CHMP INTERACTION with CAT

** Day 210 CHMP discussion and decision on need
for adoption of a LoOI and/or an oral explanation 15




4. ATMP EVALUATION

SPECIFIC RULES FOR THE EVALUATION OF
COMBINED PRODUCTS
oduct as a whole is subject to evaluation by the CAT

the Agency must recognise the results of any
assessment by a notified body in accordance with
Directives 93/42/EEC or 90/385/EEC of the medical device
part or active implantable medical device part ( but may
request the relevant notified body to transmit any
information related to its assessment)

iIf the application does not include the results of the
assessment by a notified body, it shall seek an opinion
from a notified body, unless the CAT advised by its
experts for medical devices decides that involvement
of a notified body is not required

16



4. ATMP EVALUATION

OTHER/NEW INTERACTIONS NEEDED FOR ATMPs EVALUATION (1)

PDCO

L 4

.

Orncology

By : . WPs
21\ K 4 -
I y

GMO Competent
Authorities
17



4. ATMP EVALUATION

OTHER/NEW INTERACTIONS NEEDED FOR ATMPs EVALUATION (2)

PDCO

ardiovasculg

Diagnostics

= “wﬁ" «m .
2 o R
%1 \e B

GMO Competent
Authorities

18



D
Draft Opinion

adopted

C.

EME S same o ENT
EMEAH/C/0000/00/00/00%
.
DRAFT-OPINION-OF THE-COMMITTEE FOR-ADVANCED THERAPIES ON-THE-
GRANTING-OF-AMARKETING-AUTHORISATION-FORT

-
Medicinal-product]

“hvented name>-<IName: — L |

<ntemational non-propristary -name s < onmnon name =T
Phanmaceutical form{=s): - -See-Armex-AT
Strengthis): —

Poowte(s)-of-administration: — See Armex :\"
Packaging-and-package-size(s): - See-Armex-AT
-

Basis-foropinion”
by

{pame -ofapplicant }-submmitted-to the EMEA-on- {date }-an-application-for-a-Madk eting- Authorisation-
forthe abovemantions dunedicinal product-<which-was-designate dasan ophanmmedicinal pro duct:
EW/._/.. 4 v iz-an Advanced Medicinal Therapy - Product EUL.
hasheen-classified-as<Gene-therapy mEd.\mnalgrUdur:tﬁ s omatic-cell-therapy mEd.m]nalgrnduct.‘:

Ztissue emginesred product=on {date ¥ . "
-

Theprocedure-statted-on- {date T

-

=Zupplansmtary-information-was provided by the-applicant-on- {date{s) =7
=Cral-explanations-at-the - CA Twere-given by the-applicant-on- {date(s)3>7
<Written-explanations-were provided by the-applicant on- {date(s)} =7

-

The procedure-was finalised-with adeption of the-opinion'a ccording to jant 8 of Regulation (EC)yNa-___
13642007 p .13 Noverrher 20071

- -
Ld

Oplmu n?

-

“of1
‘DD as-set-out mthe appe-ndedCATa sesgment report, recm’nrnmd>< by ama]nnh of

{number} out-of {rmamber} votes-<with- {nmunber} abstation(s>>the granting-ofa MMadetng:
Authorsation: for-the-abovementioned me dicinalproduct for-which-the-draft- Surenary -of-
Product-Characteristicsiz-set-out-in-Armex1.0

.

<The-divergan-position(s)ofthe CA Tmeanberfsvis-(are yappeandedto thisopinion. =T

abovementioned-recontnendation-of the CHMP < The-<Icslandie> Zand > <N orw- egnan>
divergert-position{s)is-(arerappendsdto this opinion. =T

oA

— <Themarmfactwrer(s)-of thebiclogicala ctive-substance(sand>the Manufacnring:
Authorisation-Holder{s)responsible-for-batch-releasze, -andthe conditions-ofthe MMadketing:
Authorisation, including conditionsorrestrictions Tegarding supply -anduse,-orregarding the-
safe-and-effectiveuse.and-any other-condition. -are-set-out-in-Armex"ILT

4. ATMP EVALUATION
Draft opinion prepared by CAT for final adoption by CHMP

CHMP
Opinion

¢

EMEAme s ENT
EMEAH C 0000 00 00007
.
OPINION-OF-THE -COMMITTEE -FOR-ME DICINAL - PRODUCTS-FOR-HUMAN-USE-ON-
THE -GRANTING-OF-A-MARKETING-AUTHORISATION-FORT

-
Medicinal-product®

“hvented name=-<Name>: — T

<ntemational non-propristarny nare™ <0 orrnon narne =T
Phammaceutical form(s)- — ‘Bee-Armex-
Strength(s): — See-Armex-AfT
Foute(s)-of-administration: —- -See-Armex-AY
Packagingand-packagesize(s): —»  -See-Armex-AT
.

Basis-foropinion?
hi

{nams of applicant }-sukmitted to the EMEA on- {date}-an application fora Miatceting Authorisation
for the abeve mentionsd medicinal product <which was designated as an-erphan medicinal pro duct
EU. ~Cxhrvented MNamne > is-an-SAdvanced-Medicinal Therapn -Product-andhasbeen-
clas: slﬁed aza-<gene therapvmedicinal product><somatic-cell therapy medicinal product=>-=tissue
engineered product=="

=

The procedure-started cn-{date} 7
.

=Supplamemtary-infornation-was provided by the applicant-on- {date(=)}>7
<Oral explanationsatthe CAT-were given by the-applicant-on {date(>)}>"

=0ral-explanations-atthe CHMP-were-giventby-the-applicart-on- {datef
=Written e.\-p]anaum> were-provided by the applicant-on- {date(z)}=7
= The-draft-

date(si="

=

The procedure-was finalised-with-adoption-of the-opinion according to-Art-&-of Begulation (EC ) No-

T26/20040f 31 March-2004 7

-

-

OpinionT

1. - TheCHMP <inaccordance with the draft opinion prepared b the CA T <notinaccordance
with-the-dra fi-opinion®, having considered-the-application-in-accordance ~with-Article7 o f"
Fegulation-(EC)yMNo- 726/ 2004031 -MMarch-2004 -a s set-out-in-the-appended-assesament report. -
reconmmends-<,-byv-a majority-of {monber Fout-of member }vote s-owith- {rmonber}
abstention(s)=>the-granting-of'a Marketing-Anthorisation-for the-above mentioned medicinal-
product-for-which-the-draft-Summmnary -of Product-Characteristics-is-set-out-in-Annex~LT
F

“Thedivergent position(s)is-(are)appends dto this-opinion="

-
<The leelandic = <and> <the Norwegian® CEMPrmermb er(s) <do-(does) not>a gres (=) with the-
abowveamentioned-reconemendation- of-the-CHMMP. < The <Icelandic™><and><Norweglan™-
divergent-positicn(sis-{areappends dto this-opinicn=T

-

L

— <Themamifactarer(s)-of the biclogical-active substance(s)-and>-the Manufachuring
Authorization-Holder(s) responsible-for-batchrelea se -andthe-conditions-ofthe Dladeting

19



4. ATMP EVALUATION

New QRD templates (draft)

ANNEX T

STAMMARY OF PRODUCT CHARACTERISTICS

refer.

FIUS

fend

versio

-

=
L E

B I

vreeniia

-

20



5. RE-EXAMINATION PROCEDURE (1)

Legal timeframes of 15 days and 60 days (calendar
days) re-examination evaluation WITHOUT Clock
stops

Same concept of CAT/CHMP Assessment Teams BUT
new Assessment Team to be re-appointed

o CAT must be consulted by CHMP in re-examination [ar
8 of Regulation (EC) No 1394/2007]

o CAT must provide CHMP with a “Draft opinion of re-

examination” [ar. 8 of Regulation (EC) No 1394/2007]

o Oral explanations may have to be scheduled in limited
timeframe in front of (SAG), CAT and/or CHMP

21



5. RE-EXAMINATION PROCEDURE (2

O Same evaluation process as initial evaluation

o Systematic SAG consultation if requested by
the applicant/MAH,

o If not requested, as per normal procedure
CAT/CHMP may request it

o Transparency: Draft opinion adopted by CAT
to be reflected in SMOPs/CHMP Press
Releases/CHMP Monthly report publications.

22



6. WITHDRAWAL

he withdrawal process will not change for ATMPs
ut can happen before or after draft opinion
dopted by CAT ! (same principles of confidentiality apply)

The applicant shall communicate the reasons to
withdraw the application

O The EMEA shall make this information publicly
accessible and shall publish the assessment report,
iIf available, after deletion of all information of a
commercially confidential nature (as justified by the
applicant). Withdrawal of the application after adoption
of the opinion does not prevent that this information
Is made publicly available.

23



/. POST-AUTHORISATION

o Post-authorisation procedures will
follow the same principles as for the
Initial evaluation

o Variation Regulation 1234/2008 will be
implemented (end 2009)

o Procedural advice on evaluation of
ATMPs will be updated to add the
post-authorisation procedures

24



8. TRANSPARENCY

CAT MONTHLY REPORT

M Eurcpean Medicines Agency
Post-authorisation Evaluation of Medicines for Human Use

London_ 27" March 2009
EMEA/CAT/169206/2009

COMMITTEE FOR ADVANCED THERAFIES (CAT)
MARCH 2009 MEETING
MONTHLY REFPORT

The CAT Monthly Report includes statistical data for the current year on CAT scientific
recommendation on ATMP classification, Certifications, Indtial Evaluations, CAT contributions to
Scientific Advice as well as Vanations, Line Extensions, Renewals.

In addition, the report will include a summary table of the draft opinions issued by the CAT in the
current year and a list of adopted guidelines and other public docwments.

The Committee for Advanced Therapies (CAT) held its third meeting on 12=-13% March 2009.

The Committes welcomed a delegation from Japan. Prof. Takac Hayakawa — Director of the
Pharmaceutical Research Technology Institute at the Kinld University and Senior Advisor at the
Pharmaceuticals and Medical Devices Agency and Dr Yoji Sato - Section Chief at the Division of
Gene and Cellular Therapy Products at the national Institute of Health Sciences (NIHS) who attended
the CAT meeting with a view to learning more about the European approach to advanced therapy
medicinal products (ATMPs) and to exploring potential opportunities for co-operation between
EC/EMEA and Japan in this area_

Organisational matters
The Committee adopted the following documents:

¢ CAT Rules of Procedure (EMEA/CAT/454446/2008) to be published in due course.

*  Procedural Advice on the evaluation of Advanced Therapy Medicinal Products (ATMPs) (pre-
authorisation, post-authorisation. re-examination) (EMEA/630043/2008) .
¢ Procedwral Advice on Scientific Recommendation on Advanced Therapy Classification
(EMEA/584308/2008)" including:
=  Request Form for Applicants
= Report Template (EMEA/13650/2009)
These procedural advice documents will be available 1n due course on the EMEA web site at:
http://www_emea.europa.ewhtms human/advanced therapies/regulation.hitm




8. TRANSPARENCY

CAT MONTHLY REPORT

NITIAL EVALUATION
ATMP MAAs

CONTRIBUTION TO >

SCIENTIFIC ADVICE

- Products legally on the Community market in accordance with national or Comsmnity
legislation that need to comply with Regulation 139472007 by end of 2011/2012 (Article 29 of
Regulation (EC) No 1394/20077). CAT stressed the importance of early contacts with the
Agency (see procedural anncuncement below).

- CAT members provided feedback on the implementation of the Asticle 28 (2) of Regulation

(EC) No 1304/2007 (“hospital exemption’ clanse) at Member State level.

General scientific issues
The Committee discussed:
- Requitements for chondrocyte-containing products
- A proposal to strengthen collaboration with academia, including the publication of an
overview article in a scientific journal on the role of the CAT and on challenges with ATMPs.
- Risk management plans and post-autherisation follow-up of ATMPs and the impact on
evaluation procedures (pre /post activities).

SCIENTIFIC
ECOMMENDATION

Product-related activities
The Committee discussed ongoing evaluation procedures for ATMPs and other related procedures as
summarised in the following tables.

Initial Evaluation of MAA for ATMP
Scientific recommendation on
2009 | Total advanced therapy classification
Subnuitted 3 3 [ 2009 [ Total
Ongoing 3 3 Submutted [0 [ 0
Positive draft Opinion 0 0
Megative draft Opinion 0 0
Withdrawals 0 0
Contribution to scientific advice Certification of quality and non- /
procedures clinical data for small and medium-
[ 2009 | Total sized enterprises developing ATMPs
Submiitted I 2009 | Total
Submitted | o 0

CERTIFICATION

Draft opinion prepared by the CAT will be reflected in the CHMP press release



Thank you for your attention

European Medicines Agency

Dr Marie-Héléne Pinheiro
Scientific Administrator
Regulatory Affairs and Organisational Support
Sector
Evaluation of Medicines for Human Use

7 Westferry Circus, Canary Wharf, London, E14 4HB, UK
Tel. (44-20) 74 18 8620 Fax (44-20) 75 23 7051

E-mail: marie-helene.pinheiro@emea.europa.eu
EMEA website: http://www.emea.europa.eu

For general queries on ATMPs / CAT:
AdvancedTherapies@emea.europa.eu

Q-O-HNEAMLKke L ”‘ Fle EE Vew Favrles Took Hep W
= | = R

About Us | What's New | Human Medicines | Yeterinary Medicines m General Reporting

Whatever youd

EMEA STRUCTURE

1 Overvien
11 Mission Statement

:: European Experts

EMEA COMMITTEES

11 Management Board
IMP

CVMP
OMP
MPC
DCO

CAT

CONTALT & LOCATION

. General Enquiries
ress Office
harmacovigilance
1t Product Defects

i EMEA Certificates
i1 Documentation

1+ European Experts
QM7 Audits
usiness Hours

11 EMEA holidays 2009
+ How to Find Us

MEETINGS & EVENTS

11 Meetings

11 Events

11 Recruitment Policy

i1 Job Opportunities
DUBLISHING SERVICES
i Onling Mailing service
mportant legal notics
opyright Policy

SEE ALSD

Calls for Tender
1 Fees Payable to EMEA

O ain EMEA contact details
and Product Emergency Hatline

EMEA publishes report on supply shortage of radiopharmaceuticals
Published 10/03/2009

The EMEA has published a report addressing short-, medium- and long-term aspects of the supply shortage of radiepharmaceuticals
that occurred during autumn 2008, Prepared at the request of the European Commission, the report provides an analysis of the

situation and the actions taken at the time, as well as r dations regarding ing and use of radiophar s in
the medium and longer term,
For further details see Report to the European C i on the supply shortage of radiaphar ls and Public staternent on

the current shortaas of radiophar in the European Union.

EMEA work programme 2009 published
Published 27/02/2009

The European Medicines Agency has published its work programme for 2008 — & year in which the Agency’s wark will facus on:

+ Further improving core activities, including international cooperation

+ Strengthening activities within the European medicines network

+ Further improving the safety-monitoring of medicines

+ Implementing new |egislation, including the Advanced Therapies Regulation
+ Fostering transparency, communication and provision of information

+ Contributing to improved availability of medicines

+ Contributing to the stimulation of innowvation,

For full details in each of these priority areas, see EMEA work programme 2009,

Latest Press
Releases

13/03/09  FDCO

Ses Press Office for archived press ralsases

Press Release from the 4-6 March meeting

13/03/09  CwMP Press Release from the March meeting

10/03/09  MB Press Releass Board re-elects Vice-chair and starts budget di for 2010

10/03/09  EMEA Report to the European C on the Supply Shortage of Radiophar I

10/03/09  EMEA Press Release Orion Corporation withdraws its |

levodopa/carbidopa/entacapons

06/03/09  COMP Monthly report from the March Meeting

for an extension of indication for Stalevo

26/02/03  CHMP Morthly repart from the February meeting

20/02/09  EMEA Press Release Review of field safety data by the European Medicines agency finds a good safety record for

inactivated bl MMErQEncy Yaccines

See Press Office for archived press releases

fdvanced Search | Search Tips

Fasttrack to atopic -

PRODUCT INFORMATIDN
PLIPNY ebe

Human Medicines
Weterinary Medicines
Safety Announcements
wiithdrawals and Refusals
summary of Opinions
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Designation

+1 Opinions for medicines
used outside the EU

MEDICINES o
FOR CHILDREN
PATIENT

GROUPS

MEDICINES FOR
THE ELDERLY

ROADMAP 2010

:1 EudraPharm Website
EudraCT Website
EudraCT Helpdesk
PIM website
eSubmission Website
EudraVigilance Website
:: EudraVigilance
Veterinary Website

@ 1995-2009 EMEA | 7 Westfarry Circus | Canary Wharf | London E14 4HB | Tel. +4¢ 2074188400 | Fax +44 2074188416

Queries on Web content to: info@emea. europa.eu | Queries on Web functionality to: EMEAwebservices@lemea. europa.eu | Page last updated: 13 March, 2009
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ANY QUESTION ?




INTRODUCTION

ATMP DRUG DEVELOPMENT

' . . Clinical Development \\ Regulatory \\ Post
Discovery )) Chemistry Preclinical Evaluation marketlng
Development //Phase| Phasell Phasell

\ 1 NEW Regulatory
Tools Specific to
ATMPs
/ | CURRENT

4 A Regulatory Tools

SME available for
Status Orphan Designation A
@) Mandatory links

iIfic Advice/Protocol AsSiIs

PIP —p  MAA
Submission Submission
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