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Outline

Overview orphan designation

Procedure and criteria

e Definition of a medical entity
e Significant benefit

Outcomes
Other activities
e Transparency
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Why an orphan regulation?

Rare diseases - developing and marketing cost would not be
recovered by the expected sales

Persons suffering from rare conditions deserve same quality of
treatment as other patients

Pharmaceutical industry does not develop medicines for rare
diseases under normal market conditions
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Objective of the Regulation

- provide incentives that stimulate research and development
(push)

- modify market conditions (pull)

- Set up system of recognition orphan drugs entitled for
Incentives

5 SME workshop 2011
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Legal references in the EU

Regulation (EC) No 141/2000 of the European Parliament and of
the Council on Orphan Medicinal Products of 16 December 1999

e Criteria for designation

e Committee (COMP)

e Procedure

e Incentives

Commission Regulation (EC) No 847/2000 of 27 April 2000

Commission communication July 2003 (2003/C 178/02)
Commission communication on Art 8(1) and (3) (C(2008) 4077)

6 SME workshop 2011



( )
",‘l ."I
b A

EUROPEAN MEDICINES AGENCY

Main characteristics orphan designation

For medicinal products for human use
Procedure free of charge

Can be requested at any stage of development
Sponsor can be either company or individual

e Established in the Community (EU, Ice, Liech, Nor)
European Commission Decision gives access to incentives
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Incentives (1)

Fee reduction / exemptions

— Extended incentives for SMEs !
=>free protocol assistance
=>free marketing authorisation application

=>free post authorisation application and
annual fee during first year from
authorisation

8 SME workshop 2011
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Incentives (1)

10-year market exclusivity (+ 2 if paediatric)

e Protection from

— similar products
— Molecular structure
— mech of action
— for same indication
— Three derogations (=»access to market even if similar)

— Sponsor’s consent
— Lack of supply
— Clinical superiority

9 SME workshop 2011
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Incentives (I11)

e Protocol assistance
e Community marketing authorisation
e National incentives (EC inventory)
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Outline

Procedure and criteria

e Definition of a medical entity
e Significant benefit
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Designation criteria

RARITY (prevalence) / RETURN OF INVESTMENT

Medical condition affecting not more than 5 in 10,000 persons in the Community
(around 250,000)

Without incentives it is unlikely that the marketing of the product would generate
sufficient return to justify the necessary investment

SERIOUSNESS
Life —threatening or chronically debilitating

ALTERNATIVE METHODS AUTHORISED

If satisfactory method exist the sponsor should establish that the product will be
of significant benefit
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Committee for Orphan Medicines (COMP)

1 elected Chair (Prof Kerstin Westermark)
1 Representative per Member State

3 Patients’ Representatives appointed by Eur
Commission

3 Members appointed by Eur Commission on
proposal from Agency

1 Member for Norway, and 1 for Iceland

13 SME workshop 2011
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Outline

e Definition of a medical entity
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Medical condition

EC Guideline (ENTR/6283/00)

e Any deviation(s) from the normal structure or function of the
body, as manifested by a characteristic set of signs and
symptoms (typically a recognised distinct disease or a
syndrome)

Examples:

Duchenne muscular dystrophy
Gaucher disease
Mesothelioma
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Additional considerations on the condition

e Development plausible based on pathogenesis and
pharmacodynamics

e Distinct entity if: pathophysiology, histology, clinic
presentation

E.g.

e Different severities- stages not acceptable
Second line treatment of ...

Patients refractory to ...
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Acceptable subset .. exceptionally

Medically plausible subset:

Usually defined by characteristics of the drug that
limit the use of the investigational medicinal
product in only the subset of the patients with the
disease:

e Subset is medically recognizable

e Drug will not be effective/safe for the rest of
patients population not included in the subset

17 SME workshop 2011
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Subset example

Treatment of rhodopsin-linked retinitis
pigmentosa

e Subset is medically recognizable
— Retinitis pigmentosa is a group of hereditary diseases of the
eye that lead to progressive loss of sight

— Patients with rhodopsin-linked retinitis pigmentosa have a
mutation in the gene for this protein

e Drug will not be effective/safe for the rest of
patients population not included in the subset

— Product aims at providing a normal copy of the rhodopsin

gene
18 SME workshop 2011
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Outline

e Significant benefit
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Significant benefit

Definition:

“A clinically relevant advantage or a major contribution to patient
care”

— Based on assumptions at the time of orphan designation
— Over authorised products (=satisfactory methods)

— Sign benefit to be confirmed prior to marketing authorisation to
maintain orphan status

— Recommendation document on data for SB and plausibility

20 SME workshop 2011



)
B A

EUROPEAN MEDICINES AGENCY

Examples assumption for significant benefit

Drug has a new mechanism of action leading to

e Better effect and potentially efficacy (to be demonstrated)

e Opens possibilities for drug combination and broadens
therapeutic alternatives

More convenient administration route (major contribution to
patient care)

e when documented problems exist with existing route
Complementary safety profile

e Weak assumption for justification of sign benefit (data to
support?)
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More on significant benefit

Higher level of evidence required at time of marketing
authorisation compared to time of designation (in line with

stage of development)
Comparative data may be necessary

22 SME workshop 2011
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Outline

Outcomes
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Use of incentives (EU contribution)

Use of EU special contribution for orphan medicines (as
percentage)
(2010)

6.0% 3.0%

~

54.0%

B Marketing authorisations Protocol assistance
I Inspections 1" Post-authorisation procedures

Approximately use of 6 million Euro per year

24  SME workshop 2011
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2000

2002

2004

2006

2008

2010

0O submitted
B positive opinions

B negative opinions

O withdrawals

sSuccess
rate —70%
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Designations per prevalence

12%

Oless than 1 in 10,000

B between 1 and 3 in
10,000

COmore than 3 in 10,000
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OD by therapeutic field

COMP opinions by therapeutic area

(2010)
Musculoskeletal
and nervous Other Haematology
system 14% 18%
13%

Metabolism

Oncolo
13% ke

30%

Anti-infectious 8%
4%
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MA In ten years

<63 orphan designated products authorised

More than half (51%) for orphan diseases
affecting less than 1 in 10,000 patients

eAverage time OD to MA is 3 years

e Authorisations

e 38% under exceptional circumstances
e 6% conditional approval
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Orphan products authorised per
therapeutic area

11% 3%

10% 39%

16%
1%
B antineoplastic and immunomodaulating agents Tl metabolism
O blood O musculoskeletal and nervous system
B cardiovascular B others
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Outline

Other activities
e Transparency
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What information is public today?

Orphan designation

COMP monthly report (after opinion)

EU Commission Register of orphan designated medicinal
products (after decision)

Public summary of positive/negative opinion for orphan
designation (after decision)

Position on the removal of a designhated orphan medicinal
product from the community register (COMP monthly report)

Position on review of criteria for orphan designation at time of
MA (from 2010)
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Public summaries of opinion

Publication of public summaries of opinions

— summary main aspects designation
— accessible language

— Contact point sponsor

— Contacts patient organisations
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Information for “competitors”

Proactive publication of products that start
marketing authorisation procedure (COMP and
CHMP monthly reports)
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Information about review orphan status at
time of authorisation

Summary of COMP position on the review on web
Includes information on

e prevalence
e sSeriousness
e and significant benefit if applicable

Link to EPAR and viceversa
Publication for 2010 completed
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Many thanks

any questions?

Jordi.llinares@ema.europa.eu

EMA website: http://www.ema.europa.eu
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Back up slides
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DAY 90

List of questions /

A .
oral explanation

COMP

@ Publication of public summary of
opinion
(lay language) on EMEA website
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Authorisation of an orphan drug

Based on same standards as for non orphan
products (quality / safety / efficacy)

Authorisation only centralised procedure
CHMP responsible for assessment

Authorisation within designated condition

More than one designation possible per product
(independent incentives)

40 SME workshop 2011



)
N v

EUROPEAN MEBICINES AGENCY

Specific requirements MAA (1)

Assessment of similarity (WHEN ORPHAN IS ON MARKET)

e Applies if other orphan medicines authorised for same
designated condition

e Need to submit report in module 1.7
— Molecular structure
— Mechanism of action
— Similarity of indication (“significant overlap of populations”?)
e Assessment by CHMP working party competent
e Final opinion by CHMP
e Similarity can be triggered any time before EC decision
e Proactive publication ongoing procedures
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Specific requirements MAA (I1)

Maintenance designation criteria

e Report to orphan medicines section

— At time of submission MA
— Possible to update

e Need to address all designation criteria
e Standard set at time of authorisation

e Assessment by COMP; opinion after MA opinion by
CHMP

42 SME workshop 2011
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Procedure

Sponsor submits report at the same time submission marketing
authorisation application

Procedure allows two discussions at COMP

COMP adopts opinion only after CHMP has adopted opinion on
marketing authorisation

Possibility to invite sponsor for oral explanation
COMP opinion can be subject to appeal
Final COMP opinion is sent to Commission

----- Opinion
43 SME workshop 2011
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MAA application +
report on OD criteria

A

CHMP assessment MA Opinion MA

maintenance
orphan status

Additional

information(?

1st discussion . .
2nd discussion
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Evidence of
Judgement of positive
Medical Benefit-Risk

ASSiSt ............0.........

Significan
Benefit

COMP: Scientific CHMP: Marketing Authorisation
Orphan Advice WP
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COMP: Orphan Designation
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©
European Medicines Agency 2010. Reproduction and/or
distribution of this document is possible for non-
commercial purposes provided that EMEA is always
acknowledged as the source in each copy. Citations may
be made, provided the source is always acknowledged.
See:

http://www.emea.europa.eu/htms/technical/dmp/copyritel.
htm
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