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REGULATION (EC) No 141/2000 OF THE EUROPEAN
PARLIAMENT AND OF THE COUNCIL

of 16 December 1999

on orphan medicinal products

Article 1

Purpose

The purpose of this Regulation is to lay down a Community procedure
for the designation of medicinal products as orphan medicinal products
and to provide incentives for the research, development and placing on
the market of designated orphan medicinal products.

Article 2

Definitions

For the purposes of this Regulation:

(a) ‘medicinal product’ means a medicinal product for human use, as
defined in Article 2 of Directive 65/65/EEC;

(b) ‘orphan medicinal product’ means a medicinal product designated
as such under the terms and conditions of this Regulation;

(c) ‘sponsor’ means any legal or natural person, established in the
Community, seeking to obtain or having obtained the designation
of a medicinal product as an orphan medicinal product;

(d) ‘Agency’ means the European Agency for the Evaluation of
Medicinal Products.

Article 3

Criteria for designation

1. A medicinal product shall be designated as an orphan medicinal
product if its sponsor can establish:

(a) that it is intended for the diagnosis, prevention or treatment of
a life-threatening or chronically debilitating condition affecting not
more than five in 10 thousand persons in the Community when the
application is made, or

that it is intended for the diagnosis, prevention or treatment of
a life-threatening, seriously debilitating or serious and chronic
condition in the Community and that without incentives it is
unlikely that the marketing of the medicinal product in the
Community would generate sufficient return to justify the
necessary investment;

and

(b) that there exists no satisfactory method of diagnosis, prevention or
treatment of the condition in question that has been authorised in
the Community or, if such method exists, that the medicinal product
will be of significant benefit to those affected by that condition.
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2. The Commission shall, in accordance with the regulatory
procedure referred to in Article 10a(2), adopt the necessary provisions
for implementing paragraph 1 of this Article in the form of an imple-
menting Regulation.

Article 4

Committee for Orphan Medicinal Products

1. A Committee for Orphan Medicinal Products, hereinafter referred
to as ‘the Committee’, is hereby set up within the Agency.

2. The task of the Committee shall be:

(a) to examine any application for the designation of a medicinal
product as an orphan medicinal product which is submitted to it
in accordance with this Regulation;

(b) to advise the Commission on the establishment and development of
a policy on orphan medicinal products for the European Union;

(c) to assist the Commission in liaising internationally on matters
relating to orphan medicinal products, and in liaising with patient
support groups;

(d) to assist the Commission in drawing up detailed guidelines.

3. The Committee shall consist of one member nominated by each
Member State, three members nominated by the Commission to
represent patients' organisations and three members nominated by the
Commission on the basis of a recommendation from the Agency. The
members of the Committee shall be appointed for a term of three years,
which shall be renewable. They may be accompanied by experts.

4. The Committee shall elect its Chairman for a term of three years,
renewable once.

5. The representatives of the Commission and the Executive Director
of the Agency or his representative may attend all meetings of the
Committee.

6. The Agency shall provide the secretariat of the Committee.

7.  Members of the Committee shall be required, even after their
duties have ceased, not to disclose any information of the kind
covered by the obligation of professional secrecy.

Article 5

Procedure for designation and removal from the register

1. In order to obtain the designation of a medicinal product as an
orphan medicinal product, the sponsor shall submit an application to the
Agency at any stage of the development of the medicinal product before
the application for marketing authorisation is made.

2. The application shall be accompanied by the following particulars
and documents:

(a) name or corporate name and permanent address of the sponsor;
(b) active ingredients of the medicinal product;
(c) proposed therapeutic indication;

(d) justification that the criteria laid down in Article 3(1) are met and a
description of the stage of development, including the indications
expected.
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3. The Commission shall, in consultation with the Member States,
the Agency and interested parties, draw up detailed guidelines on the
required format and content of applications for designation.

4.  The Agency shall verify the validity of the application and prepare
a summary report to the Committee. Where appropriate, it may request
the sponsor to supplement the particulars and documents accompanying
the application.

5. The Agency shall ensure that an opinion is given by the
Committee within 90 days of the receipt of a valid application.

6.  When preparing its opinion, the Committee shall use its best
endeavours to reach a consensus. If such a consensus cannot be
reached, the opinion shall be adopted by a majority of two-thirds of
the members of the Committee. The opinion may be obtained by written
procedure.

7. Where the opinion of the Committee is that the application does
not satisfy the criteria set out in Article 3(1), the Agency shall forthwith
inform the sponsor. Within 90 days of receipt of the opinion, the
sponsor may submit detailed grounds for appeal, which the Agency
shall refer to the Committee. The Committee shall consider whether
its opinion should be revised at the following meeting.

8.  The Agency shall forthwith forward the final opinion of the
Committee to the Commission, which shall adopt a decision within
30 days of receipt of the opinion. Where, in exceptional circumstances,
the draft decision is not in accordance with the opinion of the
Committee, the decision shall be adopted in accordance with the regu-
latory procedure referred to in Article 10a(2). The decision shall be
notified to the sponsor and communicated to the Agency and to the
competent authorities of the Member States.

9. The designated medicinal product shall be entered in the
Community Register of Orphan Medicinal Products.

10.  Each year the sponsor shall submit to the Agency a report on the
state of development of the designated medicinal product.

11.  To have the designation of an orphan medicinal product trans-
ferred to another sponsor, the holder of the designation shall make
specific application to the Agency. In consultation with the Member
States, the Agency and interested parties, the Commission shall draw
up detailed guidelines on the form in which applications for transfer
shall be made and the content of such applications and all the particulars
of the new sponsor.
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12. A designated orphan medicinal product shall be removed from
the Community Register of Orphan Medicinal Products:

(a) at the request of the sponsor;

(b) if it is established before the market authorisation is granted that the
criteria laid down in Article 3 are no longer met in respect of the
medicinal product concerned;

(c) at the end of the period of market exclusivity as laid down in
Article 8.

Article 6

Protocol assistance

1.  The sponsor of an orphan medicinal product may, prior to the
submission of an application for marketing authorisation. request
advice from the Agency on the conduct of the various tests and trials
necessary to demonstrate the quality, safety and efficacy of the
medicinal product, in accordance with Article 51(j) of Regulation (EEC)
No 2309/93.

2. The Agency shall draw up a procedure on the development of
orphan medicinal products, covering regulatory assistance for the defi-
nition of the content of the application for authorisation within the
meaning of Article 6 of Regulation (EEC) No 2309/93.

Article 7

Community marketing authorisation

1. The person responsible for placing on the market an orphan
medicinal product may request that authorisation to place the
medicinal product on the market be granted by the Community in
accordance with the provisions of Regulation (EEC) No 2309/93
without having to justify that the medicinal product qualifies under
Part B of the Annex to that Regulation.

2. A special contribution from the Community, distinct from that
provided for in Article 57 of Regulation (EEC) No 2309/93, shall be
allocated every year to the Agency. The contribution shall be used
exclusively by the Agency to waive, in part or in total, all the fees
payable under Community rules adopted pursuant to Regulation (EEC)
No 2309/93. A detailed report of the use made of this special
contribution shall be presented by the Executive Director of the
Agency at the end of each year. Any surplus occurring in a given
year shall be carried forward and deducted from the special contribution
for the following year.

3. The marketing authorisation granted for an orphan medicinal
product shall cover only those therapeutic indications which fulfil the
criteria set out in Article 3. This is without prejudice to the possibility
of applying for a separate marketing authorisation for other indications
outside the scope of this Regulation.
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Article 8

Market exclusivity

1. Where a marketing authorisation in respect of an orphan medicinal
product is granted pursuant to Regulation (EEC) No 2309/93 or where
all the Member States have granted marketing authorisations in
accordance with the procedures for mutual recognition laid down in
Articles 7 and 7a of Directive 65/65/EEC or Article 9(4) of Council
Directive 75/319/EEC of 20 May 1975 on the approximation of
provisions laid down by law, regulation or administrative action
relating to medicinal products ('), and without prejudice to intellectual
property law or any other provision of Community law, the Community
and the Member States shall not, for a period of 10 years, accept
another application for a marketing authorisation, or grant a marketing
authorisation or accept an application to extend an existing marketing
authorisation, for the same therapeutic indication, in respect of a similar
medicinal product.

2. This period may however be reduced to six years if, at the end of
the fifth year, it is established, in respect of the medicinal product
concerned, that the criteria laid down in Article 3 are no longer met,
inter alia, where it is shown on the basis of available evidence that the
product is sufficiently profitable not to justify maintenance of market
exclusivity. To that end, a Member State shall inform the Agency that
the criterion on the basis of which market exclusivity was granted may
not be met and the Agency shall then initiate the procedure laid down in
Article 5. The sponsor shall provide the Agency with the information
necessary for that purpose.

3. By way of derogation from paragraph 1, and without prejudice to
intellectual property law or any other provision of Community law, a
marketing authorisation may be granted, for the same therapeutic indi-
cation, to a similar medicinal product if:

(a) the holder of the marketing authorisation for the original orphan
medicinal product has given his consent to the second applicant, or

(b) the holder of the marketing authorisation for the original orphan
medicinal product is unable to supply sufficient quantities of the
medicinal product, or

(c) the second applicant can establish in the application that the second
medicinal product, although similar to the orphan medicinal product
already authorised, is safer, more effective or otherwise clinically
superior.

4. The Commission is empowered to adopt delegated acts in
accordance with Article 10b in order to supplement this Regulation
by adopting the definitions of ‘similar medicinal product’ and ‘clinical
superiority’.

5. The Commission shall draw up detailed guidelines for the appli-
cation of this Article in consultation with the Member States, the
Agency and interested parties.

(") OJ L 147, 9.6.1975, p. 13. Directive as last amended by Council Directive

93/39/EEC (OJ L 214, 24.8.1993, p. 22).
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Article 9

Other incentives

1. Medicinal products designated as orphan medicinal products under
the provisions of this Regulation shall be eligible for incentives made
available by the Community and by the Member States to support
research into, and the development and availability of, orphan
medicinal products and in particular aid for research for small- and
medium-sized undertakings provided for in framework programmes
for research and technological development.

2. Before 22 July 2000, the Member States shall communicate to the
Commission detailed information concerning any measure they have
enacted to support research into, and the development and availability
of, orphan medicinal products or medicinal products that may be
designated as such. That information shall be updated regularly.

3. Before 22 January 2001, the Commission shall publish a detailed
inventory of all incentives made available by the Community and the
Member States to support research into, and the development and avail-
ability of, orphan medicinal products. That inventory shall be updated
regularly.

Article 10

General report

Before 22 January 2006, the Commission shall publish a general report
on the experience acquired as a result of the application of this Regu-
lation, together with an account of the public health benefits which have
been obtained.

Article 10a

1. The Commission shall be assisted by the Standing Committee on
Medicinal Products for Human Use, referred to in Article 121(1) of
Directive 2001/83/EC of the European Parliament and of the Council
of 6 November 2001 on the Community Code relating to medicinal
products for human use (1).

2. Where reference is made to this paragraph, Articles 5 and 7 of
Council Decision 1999/468/EC (?) shall apply, having regard to the
provisions of Article 8 thereof.

The period laid down in Article 5(6) of Decision 1999/468/EC shall be
set at three months.

Article 10b

Exercise of the delegation

1.  The power to adopt delegated acts is conferred on the Commission
subject to the conditions laid down in this Article.

2. The power to adopt delegated acts referred to in Article 8(4) shall
be conferred on the Commission for a period of five years from 26 July
2019. The Commission shall draw up a report in respect of the

[ L 311, 28.11.2001, p. 67.

() 0J
() OJ L 184, 17.7.1999, p. 23.
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delegation of power not later than nine months before the end of the
five-year period. The delegation of power shall be tacitly extended for
periods of an identical duration, unless the European Parliament or the
Council opposes such extension not later than three months before the
end of each period.

3. The delegation of power referred to in Article 8(4) may be
revoked at any time by the European Parliament or by the Council. A
decision to revoke shall put an end to the delegation of the power
specified in that decision. It shall take effect the day following the
publication of the decision in the Official Journal of the European
Union or at a later date specified therein. It shall not affect the
validity of any delegated acts already in force.

4.  Before adopting a delegated act, the Commission shall consult
experts designated by each Member State in accordance with the prin-
ciples laid down in the Interinstitutional Agreement of 13 April 2016 on
Better Law-Making (1).

5. As soon as it adopts a delegated act, the Commission shall notify
it simultaneously to the European Parliament and to the Council.

6. A delegated act adopted pursuant to Article 8(4) shall enter into
force only if no objection has been expressed either by the European
Parliament or by the Council within a period of two months of notifi-
cation of that act to the European Parliament and the Council or if,
before the expiry of that period, the European Parliament and the
Council have both informed the Commission that they will not object.
That period shall be extended by two months at the initiative of the
European Parliament or of the Council.

Article 11
Entry into force
This Regulation shall enter into force on the day of its publication in the
Official Journal of the European Communities.

It shall apply as from the date of adoption of the implementing Regu-
lations provided for in Article 3(2) and Article 8(4).

This Regulation shall be binding in its entirety and directly applicable in
all Member States.

(') OJ L 123, 12.5.2016, p. 1.
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