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1y an EU Régulation ..
on Orphan Drug‘??{
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Medicigell Bicelteis;

JeBEntS suiffering| from rare conditions should be
EENe e same guality of treatment as other
BEENTS?
=S
S ,E_,fhe pharmaceutical industry would be unwilling to
— develop the medicinal product under normal market
: _' - conditions”
AS...
“some conditions occur so infrequently that the cost of
developing and bringing to the market a medicinal
product (...) would not be recovered by the expected
sales”
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ESIERIOUS CONDITIONS

> AR 5/10 000 individuals in the EU
Or e
| / K OF RETURN ON INVESTMENT
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“NO SATISFACTORY TREATMENT
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e "SIGNIFICANT BENEFIT"
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EAshcentives I EUNOr Orﬁha_gﬂ?uag?"""

2 Y Jr}mr =EXCIUSIVILY.

SilNearsfor all orphani medicines (from marketing authorisation)
SWRNEars I paediatric studies performed

BRNEEENRET lictions for product development

—". Application for Orphan Designation: free

- -Pr0t0€0/ assystance and rollow up: free

.'-=-_'|_

=2 ff— Application for Marketing Authorisation: reduced fees
_'.' — — Bxtenaed incentives for SMES in post authiorisation

° EU Marketing Authorisation (unigue centralised proceadure)
e Priority to EU Research - Framework programs

e. National incentives (EC inventory)




COMP Tasks: - —

EIVENePINIeNS GRrerpPhan de5|gnat|on appllcatlons
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Acvisa @ j'e = Corpsnissionan Oraneig Pitlcl Ho)lle
J

\Commission in iaising| internationally’ on orphani drugs and
t groups
Comm|55|on In drawing up guidelines

Wihat was expected?

= C: -15 orphan drug applications/year
'zl-fS one day COMP. meetings/year
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= What was the result?

—

® c:a 100 applications/year
e 11 two day COMP meetings/year




Status f*_Orphah' Applicatiofsh
-~ as of Nevember 2007
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B submitted

7| |E positive opinions

Bl negative opinions

B withdrawals

[1 Commission decisions
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SLIehen drtig applications submitted

2523 Positive opinions

@é applications withdrawn by sponsor
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* 12 negative opinions/refusals
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sculoskeletal and - other immunology

11%
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e —an mfectlous I
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= ——— oncology
— — . A7%
— . cardiovascular and
—_— respiratory
11%

O immunology B oncology B cardiovascular and respiratory

O antiinfectious 00 metabolism B musculoskeletal and nervous system
O other
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ractstor Orpham Marketing

Alithorisatien Applicatd
= as, of-Octeber 2007

442 \J rlsatlons granted to date
P 3 J“ P Oplnlons in decision-making

a@, uMarketlng Applications in EU review process
a'E“CHMP/EMEA

1 Varlatlon [ Line Extension in review process:

22 Applications Withdrawn and 3 Negative
Decisions/Refusals




Barforeeasmor possible.approved orphan.drugs

(From Eurordis) T

Designations/year: 60/120

Fina rate of M.A.: 12/18 %

Development T/2: 2.2/3.6y
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e one drtig fits all™ blockbuster model —
peyVEidsitargeted treatment solutions for patients
B Within particular diseases

" —

Hhovative medicines/advanced
= eraples/targeted/personal|sed medicines

=.. Orphan Diseases/Orphan Drugs as models

® Collaboration between different companies and
academic groups




Oronks De5|nated Gene iherapy Produel of'i

BUEHERRES mUScular dysl@jy,,.calpainopathy, gamma
IEEulycanopatiy; Ilpoproteln IRESE AEfICIEnCY, cengenital

lpna L agiitygsigdsiicianey,  dlycygan stggle disease type I

(Pormpe's |sease) LLeber’s congenltal amauresis
AdEno- ssouated viralivectors)

-
CA

L] rm'u Syndrome
(Adk HOVIral vector containing the human p53 gene)

':f'i"_ Severe Combined Immunodeficiency (SCID), SCID duet o
. _adenoesine deaminase (ADA) deficiency

(Retroviral vectors)

* Metachromatic leucodystrophy, Wiskott -Aldrich syndrome
(Lentiviral vectors)




S OrphaiEsgnated Gene Jilherapy Products.

SEIgCENEE R 2t alitiSENSe: products, excluded) f e
AGERBVIrUS-Interferon gamnma-ceding DNA seqguence for cutaneous
T-cell lyrronarge :
AUEReVIUS-mediated iHerpes Simplex Virus-taymidine kinase gene
for nilgrl =e rade glioma with subseguent use of ganciclovir sodium

Jeneurif-» rmedified allogeneic (human) tumour cells for the
Syression of IL-7, GM-CSF, CD80, and CD154 in fixed combination
WitigRe DNA ased double stem loop Immunomodulator (dSLIM) for
NENE 1 cell carcinoma

"""_.451 éTpes Simplex 1 virus-thymidine kinase and truncated low affinity
~= perve growth factor receptor transfected donor lymphocytes as
' _' adjunctive treatment in haematopoietic cell transplantation

* \ascular endothelial growth factor-D gene in an adenoviral vector for
use with a collagen collar for prevention of stenosis in synthetic
grafts used in haemodialysis

* Herpes simplex virus lacking infected cell protein 34.5 for glioma
(not gene therapy in the regulatory sense)
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. Cell andi tissue theraW#

With' orpiReR designation ™

Ui ltBI O OUSHTESERChYmaIRad Ul CStEmrCelISfextractes
EIPESE tiSSUE for treatment of anal fistula

¥
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r umar.L_ZT liver cells (for infusion) for treatment of acute
/] var;- allure

o= — =] ﬁman lneteroelogous liver cells (for infusion) for treatment of

.‘t.:-_a_

e ornlthme-transcarbamylase deficiency

. Bilayer engineered skin composed of keratinocytes from the patient
(autologus) and fibroblasts from a donor (allogenic) embedded in a
plasma matrix for treatment of epidermolysis bullosa




WIHats on?/\WHRat's next? f -

EONDMICS: Increasewobs/SMEs I R&ID '

SXPEN liture
Transziclzltle g lammn--———-———
SEVIEA/EDA - Parallel Protocoll Assistance/Scientific
Advice
B rQ\ IVON EMEA/FDA APPLICATION FORM for orphan
iedicinal product designation
—:;_-:.'zr - armonlsatlon of grounds ror daesignation?

— Potential for Global Collaboration - - Japan? Australia?

- ® Research grants: FP 5-6 support RDs/SMEs; FP7
(2007-13): RDs "FP7 priority"; Support for clinical trials
ph. I-IT in desighated orphan drugs (2009)

Future expansion? EU Commission to use COMP
[MEMDELS as EXPErts ?




o
\Viat's on/What S nexte" e

2 fnvr# iele of COMP Visavi stakeholders (patient
organisedlans, ncltisery, nee Hascare—
PIoIEssionals/academia) — "meeting| point”
S@IVIPAMEMDErS In Scientific Advice Working Party
SEIEntiic Advice/Protocol Assistance — "full™ members

SREOMP members as observers in Paediatrics Committee
o fPDCO)

,-r

..: -e. ‘COMP member in EU Commission Rare Disease Task
- _Force

® COMP as advisors to the EU Commission (DG
Enterprise/Sanco/Research

o COMP members as Member States "ambassadeurs” for
Rare Diseases/Orphan Drugs
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Opportunities - -
BRPBlential benefits for 15 milj. European patients

witrl relfeiedalelicfes
REGLERtial WENEFits for neglected diseases (tbc,

mrJJrJr 'etc.) — rare in the EU — prevalent in the
reJr o the world

ESRP0 ential benefits for common conditions! —
= =Jearn from the rare (William Harvey)

Challenges
Profitability — Costs - Availability




