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EXPLANATORY MEMORANDUM

In recent decades medicine and medical research have made remarkable progress in
saving lives, extending life expectancy and ridding the world of a number of diseases. The’
most spectacular successes of all have been in the use of vaccines to prevent childhood
illnesses, in the use of antibiotics to combat infectious diseases and in the development of
anti-viral medicinal products for the diagnosis, prevention or treatment of AIDS. - Great
strides have also been made in the daagnosm preventron or treatment of cancer and
cardiovascular diseases.

Nevertheless, there are still a great many diseases‘ which cannot be treated satisfactorily
and for which no medication or other diagnosis, prevention or treatment is available. In

addition to the widespread and well-known diseases of this kind, there is also a whole = -

series of diseases which affect relatively few people; approximately 5 000 such diseases
have been identified. The pharmaceutical industry is reluctant' to develop medicinal
products to treat these diseases: pharmaceutical research and development are so

. expensive nowadays that there is practically no chance of any company making the effort

to develop a medicinal product, to obtain authorisation for its use and to place it on the
market if it is to be supplied at normal prices to the few patients who require it. That is
why such medicinal products aré known as “orphan medicinal products”. '

Society cannot accept that certain individuals be denied the benefits of medical progress
simply because the affliction from which they suffer affects only a small number of people.
It is therefore up to the public authorities to provide the necessary incentives and to adapt
their administrative procedures so as to make it as easy as possible to provide these
patients with medicinal - products which are just as safe and- effective as any other
medicinal product and meet the same quality standards.

" In the United States, an incentive: system for the development of orphan medicinal :

products (the “Orphan Drug Act”) was introduced in 1983. All designated orphan
products are eligible for a federal tax credit equal to 50 % of the clinical research

,expenditure; orphan products are exempted from the application fee for FDA approval,

and the first product authorised for a specific indication gets a seven-year marketing
exclusivity period. Congress also appropriates around $ 20-million for FDA for-grants for
orphan products. Over the last 13 years 837 medicinal products have been awarded the
status of orphan drug, of which 323 have been aided by_'the grants program. At the end of
1997, 152 orphan products had gone on to obtain marketing approval and are now being
used by over 7 million patients. ' :

The success of the U.S.- orphan drug program has stimulated many forelgn countries to .

seek to emulate it. A similar regime was introduced in Japan in 1995, in Smg,apore in 1997

and in Australia in 1998.

In the European Union, in the course of the last decade, a number of Member States have
adopted. specific measures to increase our knowledge of rare diseases and to improve their
detection, diagnosis, prevention or treatment. In some cases, the relevant legislation or
administrative provisions include a reference to the concept of “orphan drug” or



“uneconomic drug”. These -initiatives, however, are few and far between and have -

~ certainly not led to any significant progress in research on rare diseases. ‘

- At Community level, the fourth Framework Programme for research and technologtcal
development (1994-98), and in particular the “Biomedicine and Health” programme
(Biomed 2), covers research on the development of orphan medicinal and supports
fundamental clinical and epldemrologrcal research on rare diseases. > :

Rare diseases have further been identified as a priority area for Community action within

~ the framework for action in the field of public health (COM(93) 559 final and COM(97)

225 final). The Commission has recently proposed a Decrsxon of the European Parliament

_ and Council adopting a programme of Community action” 1999-2003 on rare diseases,

including actions to provide information, to deal with clusters of rare drseases in a -

' f'populanon and to support relevant patrent organisations. -

- Experience in the United States and Japan clearly shows that the key element in an ~

effective policy of support for orphan medicinal products research and development is the

. creation of an official system for recognising orphan medicinal products and granting -

exclusive marketing rights for a sufficient penod of time from the date ‘when the medicinal-

. product is actually placed on the market.

T

JUSTIFICATION

Obj ectwe

 The aim of this proposal is to establish a Commumty procedure for desrgnatmg orphan

medicinal products and to introduce incentives for orphan.medicinal products research,
development and marketing, in particular by grantmg exclusive marketmg rlghts for a ten-
year perlod . : ,

" This proposal falls wrthm a context of the completlon of the mternal market and s’

featured in the Commrssnon 'S work programme for 1997.

‘_ _Legal basis and' prbcedure

“ The- proposal estabhshes harmonlsed criteria and a Community procedure for desrgnatmg

orphan medicinal products, it:-provides access. to the Community market, via the"
“centralised authorisation procedure, for the medicinal products thus. desxgnated -and
confers upon them exclusive marketing nghts throughout the Commumty for a ten year
period.. : :

Article. lOOa of the EC Treaty constitutes the approprlate legal basis for such a scheme
The importance of the “market exclusivity” provxslon as an incentive to the success of this

measure has been reinforced by the experience-in the United States and Japan, and
_conﬁrmed in consultations with Member States and industry. Clearly, Member States -

acting mdependently cannot introduce this measure without a Community. dimension as

' . such provision would be contradictory to Directive 65/65/EEC. Equally, if such’measures
. were adopted in an uncoordmated manner by the Member States, this would create =~



obstacles to mtra-Commumty trade, leadmg to dlstortlons of competmon and run contrary
-to a single market.. .

Since this proposal concerns health, a high level of health protection must be provided for, -
in accordance with Article 100a(3). This means, in particular, that the market exclusnwty
granted to an orphan medicinal product when it is authorised by the Community can be

. withdrawn if the criteria for designation are no longer met or if the price charged for the
medicinal product concerned is such that it allows the earning of an unreasonable profit .
Moreover, a second authorisation may be granted if the holder of the authorisation is
unable to supply a sufficient quantity of the medicinal product or if another medicinal
product proves safer, more effectrve or clinically superior to the one enjoying exclusive
- marketing rights.

erbsidiarity and proportionality

As pointed out in the Council Resolution of 20 December 1995 on orphan medicinal
products (OJ C 350, 30.12.1995, p. 3), “a common European approach to rare diseases
and orphan medicinal products holds out advantages in epidemiological, pubhc health and
economic terms”.

As stated above, the problem of orphan medicinal products has to do with the small
number of patients concerned and the low commercial interest of the medication
developed to treat them. A common and concerted Community approach is clearly more
likely to help solve this problem than isolated national initiatives.

Furthermore, Community action allows the best possible use of the instruments set up in

the pharmaceutical sector to complete the internal market, and in particular the European
~ Agency for the Evaluation of Medicinal Products and the Community procedure for
authorising the marketing of medicinal products as establlshed by Regulatlon (EEC)
No 2309/93. ' : _

Ve

Member States should not, however, be p_revented from playing their part in promoting
research and development work on orphan medicinal products. & Accordingly, this
proposal prov1des for medicinal products designated as orphan medlcmal products to be .
covered by the Community procedure for the authorisation to place medicinal products on
the market, but it does not rule out the use of national procedures, particularly with regard.
to mutual recognition, ‘where these are considered more appropriate by the operators
-concerned. . Furthermore, the proposal invites the Member States to introduce incentives
for research and development work on orphan medicinal products and for placing such
. products on the market, within the framework of their own powers and responsibilities.”

Legislative and administrative simplification

The type of legxslatlon proposed is a Regulatlon This mstrument does not have to be
transposed into the Member States’ national legislation and is well suited to mtroducmg a
Community procedure for designating orphan medrcmal products and for creatmg_
exclusive marketing rights.

A simple and swift procedure is laid down for designating orphan medicinal products,
making use of the existing structures: the European Agency for the Evaluation of
Medicinal Products and the Standing Committee on Medicinal Products for Human Use"
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{whose oprmon is, however requrred only where the Commrssron ] proposal dlffers from '
the Agency’s oopinion).

‘ . ‘This. proposal for a Regulatron establishes the general legal framework Where more. -
B detailed administrative provisions are requnred it is proposed that they be adopted by the
- Commission as guldelmes in consultation with the Member States, the Agency and the

pames concemed Thrs is the normal way of proceeding in the pharmaceutrcal sector :

_ Consrstency wrth other Commumty pohcles ’

The accompanymg proposal was announced in the Commrssron S Commumcatron of
26 May 1997 concerning a Programme of Community action on'rare diseases within the
framework Jfor action in the field of public health (COM(97)225 final). The main criterion

_ for designating an orphan medicinal product within.the meaning of the accompanymg

proposal is similar to the definition given as-a guide i in the proposed Programme for the

‘concept of “rare diseases”, i.e. dlseases wnth a prevalence in the Commumty populatlon of
less than 5 per 10 000.

vahe proposal also extends the work bemg carried out under the Fourth Framework .

Programme Jor Research and Technological Development (1994-1998): the Biomedicine -

. and Health Programme (Biomed 2) includes an area entitled “Research on rare diseases™

which covers research and development work on orphan medlcmal products and supports

: fundamental and chinical research on rare diseases.

" Finally, this proposal follows up the Commumcatlon from the Commlsszon on the outlmes '

of an industrial policy for the pharmaceutlcal sector (COM(93)718 final). ~The

‘_mtroductlon of incentives for R&D' work on orphan medicinal products contributes

towards the objective of support for innovation and towards the creation of a stable and
foreseeable leglslatlve environment for pharmaceutical research in the European Union.

'[' OutSIde consultatlon

Interested partles have been wndely consulted on th|s proposal In February 1995 a group o

. of _experts consisting of civil servants, “academics and representatives of . the

pharmaceutlcals industry and patients’ associations met in Brussels to ‘consider the results -

- of a study which had been carned out for the Commission and to draw from it the

necessary COHC]USIOHS ’ : ' ’

- In December 1995, the Councrl adopted a Resolutlon calling on the Commlssron to study

the situation with regard 10 orphan medicinal products in Europe and to ‘make any -

appropriate proposals for improving access to medicinal products mtended in partrcular .
for persons suffering: from rare dlseases -

- In August 1996, Commission staff. dlstrlbuted to the mterested partres a prehmmary draft -
- proposal for a Regulation  on orphan- medicinal products. This was discussed at two
meetings of a working: group of the Pharmaceutical Committee. It- ‘was also- expounded

and discussed at a number of public meetings, notably within the context of the European'
Parliament’s Intergroup on Pharmaceutical Products. - .

Followmg these consultanons an amended - prehmmary draﬁ was prepared
. December 1996. This new preliminary draft received w1despread support, in partncular

: from assocratlons of persons suﬂ'ermg from rare diseases. - Moreover in March 1997,



“these associations set up a European umbrella orgamsatlon (FURORDIS) one of whose
- - main objectives’is to' promote - the swnﬁ adoptxon 'of European legxslation on orphan
_ medlcmal products.

' Evalua&mn
A number of evaluation miechanisms are mcluded in this proposal

Essentially, these mechamsms relate to the ten-year period of exclusive marketing nghts ‘
which provides the main incentive for R&D work on orphan medicinal. The exclusive
marketing rights constitute a particularly sensitive instrument which should be surrounded
with appropriate safeguards. That is why the proposal lays down that the exclusive rights
may be withdrawn at the end of the sixth year at the request of a Member State where the
latter can -establish that the conditions which originally led to the designation of a product
as an orphan medicinal product no longer apply. or that the price charged for the medicinal
_product concerned is such that it allows the earning of an unreasonable profit. Moreover,
‘a derogation may be granted at any time either because the holder of the exclusive
" authorisation cannot supply a sufficient quantity of the medicinal product or because
- another medicinal product has been shown to be safer, more effective or cllmcally superior
to the product which has been enjoymg exclusive rights. - :

The proposal also provndes that the Commission should assess the application of the
system six years .after it had been mtroduced and should within this perlod publlsh a
report on the expenence acqulred :

;:Im'pactomf'rms . L

This proposal will benefit-all firms engaged in pharmaceutical research and development
regardless of their s1ze location or sphere of activity. -

It should however be noted that in the United States - where a similar system to that
being proposed has been operating for more than 12 years --most applicaticns for the
designation of orphan medicinal products are. filed by small firms specialising in
biotechnology and - genetic engineering (since the vast. majorlty of rare’ dnseases are .
developmental disorders of a genetic or other kind). :

No. changes in the industrial sector will result from the adoptlon of this: proposal since 1t N
provides for an. mcentlve system which firms are clearly at liberty to ignore.

- The proposal should stimulate pharmaceutical research. and development w1thm the-
“*Community, and this can only have a positive effect in terms of job creatlon (in pamcular
hlghly-quahﬁed jobs), investment and the creation of new firms. '

_There is no partlcular, provision relating to “small and - medium-sized | enterprises..
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‘PRESENTATION

Scope -

The proposed system covers medicinal products for human use within the meanmg of
Directive 65/65/EEC. This includes any substance or combination of substances which

‘may be administered to human beings with a view to making a medical dmgnosxs or for.

. treating or preventmg a disease. It should be noted in particular, that vaccines are thus
"+ covered. -

This deﬁmtlon excludes medlcal dev1ces and nutrition supplements This does not mean
that these products can play no role in the diagnosis; prevention or treatment of rare
diseases. - However, the incentive-arrangement introduced by this proposal can be applied,

by means of its own mechamsm only to medicinal products which-are covered by the
marketing. authorisation system.’ : -

Medicines for veterinary use are also excluded as will readily be understood from the aim

‘of the proposal. Although a similar problem arises in' the field of animal health,

particularly with regard to minor species”, it cannot be dealt with in the context of this

) 'proposal

Designation criteria

Itis generally accepted that two types of criferia can be used for the desrgnation of orphan
medicinal products: epidemiological criteria (the prevalence or incidence of the disease
concerned within a given population) and economic criteria '(the presumption that the
‘medicinal product to be used for treating the disease concerned is not commercially .

viable). These two types of criteria are: not necessarlly mutually exclusive and may
therefore be combined. where appropnate SR

Epidemiological cntena present clear adv_antages as they are much better suited than

~economic criteria to an objective evaluation at the time of designation. Assessing whether

it will be possrble to obtain a reasonable return on the’ investment needed to -develop a
medicinal product many years before it is actually placed on the market obviously mvolves

a good deal of speculation. -

In the United States, an economic criterion, was used initially (Orphan Drug Act 1983)':, lt
had to be established that the costs of developing the medicinal product and supplying it
to the general public could not reasonably be expected to be ‘covered by -sales of the

~ medicinal product in the United States. This system, however, proved unsuccessful and

Congress -amended it in 1984 by adding 'a concurrent epidemiological criterion:

_ designation may now be obtained by showing either that the condition in question affects

fewer than 200 000 persons or that the development costs cannot reasonably be expected
to be covered. All designations obtained between-1984 and 1992 in the Umted States
-were awarded on the basis of the epidemiological critefion alone

The only objection sometimes raised to the use of epidemlologlcal criteria is based on the
observation that some of the medicinal products designated as orphan drugs in the United

4



States have subsequently proved to be (extremely) profitable. Such cases, however, are
very rare (approximately 1% of all designations!), which suggests that the epidemiological
criterion used in the United States does indeed enable appropnate candidates to be
'selected for designation.

It is therefore proposed that an epidemrologncal crltenon based on prevalence, be used
initially. In the above-mentioned Communication concerning a programme of Commumty
action on rare diseases, the Commission has proposed to define rare diseases as life-
threatening or chronically debilitating diseases which are of such low prevalence that
special combined efforts are needed to address them so as to prevent significant prenatal
and ‘early morbidity and mortality or a considerable reduction in an individual's quality of
life or socio-economic potential; it is further indicated that, as a guide, low prevalence can
be understood as meaning a prevalence in the total Community population of less than $
per 10 000.-For the sake of consistency, the same prevalence is proposed in. the
accompanying proposal. It should be noted that this ratio is lower than that used in the
United States (7.5 per 10 000) and slightly greater than that used in Japan (4 per 10 000).
Prevalence is established within the Community so that medicinal products intended for
preventing or treating diseases which are very widespread in the Third World (tropical
drseases for example) but uncommon in Europe will benefit from the new system.

It also appears desirable to encourage research and development work on medlcmal_
products for the diagnosis, prevention or treatment of certain conditions which, while not
-exactly fitting into the category of rare diseases, have hitherto not benefited sufficiently
from medical progress, namely life-threatening or chronically debilitating communicable
diseases. These medicinal products should be awarded the status of orphan medicinal
products even where prevalence of the condition exceeds 5 per 10 000, always provided it
can be shown that, without the incentives provided by this status, development of these
medicinal products would not be undertaken.

Finally, where it can be established that the marketing of an orphan medicinal product is
proving more profitable than had been foreseen, any Member State may request that the
exclusive marketing rights be withdrawn at the end of the sixth year following issue of the
authorisation to place the product on the market (see below “Market exclusivity"). A

Committee for Orphan Medicinal Products

With regard to the evaluation of applications for designation, it seems reasonable in the
first instance to use the existing structures, namely the European Agency for the
Evaluation of Medicinal Products, set up under Regulation (EEC) No 2309/93, which has
the necessary infrastructure and resources for carrying out this task.

The evaluation itself could, no doubt, be carried out by the Committee for Proprietary
Medicinal Products - which, within the Agency,.is responsible for all. scientific matters
relatmg to- the evaluation of medicinal products for human use. This, however, .would
‘present a number of disadvantages. For one thing, it would confer upon one single
Committee the power both to express a view on applications for designation as orphan
medicinal product and, subsequently, to give opinions on applications for the authorisation
to place those products on the market. Furthermore, the Committee for Propnetary
Medicinal Products already has a considerable workload.



It therefore appears preferable to establish a new committee, operating within the
Agency which would provide it with a Secretariat - and consisting of persons appointed
‘by the Member States and selected on account of their role and experience in the field of -
.rare diseases. The committee would also- have three representatives of patients’
associations, to be designated by the Commission, and.three persons, also appointed by
the Commission, on a recommendation from the Agency, specifically to liaisé with the
Committee for Proprietary Medicinal Products. The -setting up of such a Committee,.
'mcludmg representatives -of patients’ assocratrons has béen supported both by the
- Member States’ ‘representatives - and in the context of the European - Parlrament s'
Intergroup on Pharmaceutncal Products

Desngnatlon procedure

The desrgnatron procedure should be flexible and rapid. Appllcatlons would be processed:
by the Agency Secretariat, enabling the Committee for Orphan Medicinal Products to
deliver its opinion. within 60 days of the Secretariat’s validation of the application. -

The designation of an orphan medlcmal product entails rmportant leg,al consequences not
only for the sponsor but also for the third parties concerned and must therefore be thev
subject of a decision: by- a Community institution, in this case the Commission. The
Commission would have 30 days to take this decision. ~Where, in exceptional
circumstances, the Commission considers taking a decision which differs from the opinion
‘of the Committee for Orphan Medicinal Products, the procedure of the "Standing
Committee on -Medicinal Products for Human Use would be\ apphcable (type Illa
committee procedure) ' :

Protocol assistance

~ The development of an orphan medicinal product presents specific problems which must
be taken into account. To take but one example, it may be difficult to find enough
patients willing to take part in clinical trials for-a medicinal product which’ mxght be of .
benefit on]y to a very few people. - :

The proposal therefore allows the sponsor the possibility of requesting the Agency’s
assistance in developing a protocol, in carrying out or following up clinical trials and in
connection with any other matter relating to the application for an authorisation.

_ Communlty marketmg authonsatnon

The Commumty marketing authonsatlon (issued by the Commumty under what is known -
-as the “centralised procedure”) is the simplest and quickest way of placmg medicinal
product on the market throughout the Community. Orphan medicinal products must
‘therefore be given (easrer) access to this procedure Two measures are provxded for this
purpose. :

First, the applicant for an authorrsatlon relating to an orphan medicinal product should be
_ exempted from the requirement to show that the medicinal product meets the conditions
‘set out in the Annex to Regulation (EEC) No 2309/93. In most cases, an orphan -
medicinal product will indeed meet the criteria set out in that. Annex, either because it has
been produced by biotechnology (most rare. diseases. are developmental disorders of a



genetic or other kind and the diagnosis, prevention or treatment of such diseases normally
calls for genetic engineering), or because the medicinal product is regarded as being of
significant therapeutic importance. The simplest solution, however, is to lay down that an
orphan medicinal product has full right of access to the centralised procedure.

‘Secondly, it must be borne in mind that access to the centralised procedure is subject to
the payment of a fee to the Agency, in accordance with Regulation (EEC) No 297/95. In
the case of a medicinal product whose commercial viability is doubtful, the payment of
this fee may constitute a serious obstacle. Moreover, people suffering from rare diseases .
have the right to expect the same guarantees of quality, safety and efficiency as for any
other medicinal product, and there should be no question of lowering these standards. A
mechanism must therefore be set up whereby the applicant for an authorisation for an
orphan medicinal product could be exempt from paying all or part of the fee while the
Agency (and thus the rapporteur and experts responsible for the evaluation) would be paid
for the services provided. Accordingly, it is proposed to introduce an annual contribution, -
‘from the Community budget, to be allocated specifically to exemptions from fees in the -
-case of orphan medicinal products (see the Financial Statement). '

It should be noted that, while the centralised procedure can certainly be used for orphan

-medicinal products such use is not obligatory. Any such obligation would be incompatible
with the aim of this proposal and with the principle of proportionality. If, for whatever
reason, the sponsor of an orphan medicinal product prefers to use the decentralised
procedure (mutual recognition), he must be able to do so.

Market exclusivity

Market exclusivity is unammously regarded as crucial to any system of mcentrves for
research and development work on orphan medicinal products.

In the accompanying proposal, market exclusivity is granted only where the medicinal

product has been designated as an orphan medicinal product by the Community and where -
the Community has issued a marketing authorisation in respect of the medlcmal product
concemed : '

The protectlon thus ‘granted prevents the Commumty or a Member State from
subsequently issuing a marketing authonsatlon for the same product (, i.e. the same active
substance) and for the same indication. It does not prevent the marketing of another
product for the same indication, which would constitute an unjustified restriction on
therapeutic innovation, on the rights of third parties and on patient expectations. It is
certainly not easy to establish the degree of similarity between medicinal products
particularly in the case of macro-molecules (proteins) which differ only very slightly in
their sequence of amino-acids: Experience acquired in the United States in this field will
be particularly useful in helping the Commission to draw up the necessary 5,u1delmes in
consultation with the Member States and-the Agency. '

It is important to note that designation alone confers neither exclusive rights nor rights of
precedence. It follows that a number of sponsors may, in principle, obtain the designation
of the same product/indication combination, subject to the application of other intellectual
property rights which, of course, are in no way affected. In this event, the first sponsor to
obtam a Community marketing authonsatron for this product/mdxcatron combmatlon will

-10 -



) prevent the other: sponsor(s) from subsequently obtammg a Commumty or natlonal
authorisation for the same product/mdlcatron combination.. .

It is proposed to hmrt the duration of the exclusive nght w:thm the Commumty toa perrod
‘of ten years (seven years in the United States). This is the same period as is granted for,
~ the protection of data relating to the test results provrded by the holder of the marketmg
authorisation in support of his. application.” This period may, however, be reduced to six -
_years at the request of a. Member State if the latter can show either that the criterion or
criteria used at the time of desrgnatlon no longer apply (prevalence of less than 5 per
10 000. or presumed commercial non-viability of a medicinal: product to be used for
treating a life-threatening. or chronically debilitating communicable disease) or that the

holder of the marketmg authorlsatlon demands a pnce for the product which cannot be
JUStlﬁed

Although market exclusrvrty is very important in’ encouragmg industrial firms to spend _

money on research which is of low commercial interest, it must not be allowed to run

" counter to the interests of patients or the requirements of public health. Accordmgly, this
‘proposal provides for a possrble derogation from the exclusive marketing rights if the -

~ holder of those rights is unable to provide the medicinal product in sufficient quantmes or
if another applicant can show that his own-version of the medicinal product is safer-or
more efféctive. These matters will also be. dealt with in the above-mentioned gurdelmes to
be pubhshed by the Commission. It should be noted that where such a derogatron is
granted, the market exclusivity is not actually wrthdrawn and still prevents further ,

B authonsatrons for the same medrcmal product in the same: mdlcatlon :

Other mcentlves

Market exclusnvrty is undoubtedly the primary 1ncent1ve for a firm to develop orphan
‘medicinal products, but it is certainly not the only one. It would be up to the Community -
and the:Member States, within their respective. spheres of competence, to provide other
“incentives for - developing. medicinal * products . - notably, but not exclusxvely, those

- desrgnated as orphan medicinal products by the Commumty At Community level, the ..

main incentives will no doubt take the form of support for research. At national level, tax
- mcentlves (m partlcular tax credits) will provide the most: et’f'ectlve stimulus to research

»The Commlssmn will draw up a detailed:list of all the mcentlves avallable on the basis of . -
mfonnatron provrded by the Member States )



© TEXT OF THE PROPOSAL -

Proposal for a European’Par]iament and Council
Regulation (EC) on orphan medicinal products

- THE EURDPEAN PARLIAMENT AND THE COUNCIL OF THE EUROPEAN UNION;

Having regard to the Treaty estabhshmg the European Commumty, and in pamcu]ar
- Article 100a thereof '

Havmg regard to the proposal from the Commrssnon

Havmg regard to the opinion of the Economic and Socral Commrttee

Actmg in accordance ‘with the procedure laid down in Amcle 189b of the EC Treaty, ’

(1

Whereas some condmons occur so’ mfrequently that the cost of developmg and -

- bringing to the market a medicinal product to diagnose, prevent or treat the condition

(2

3).

) natronal or at Community level, to stimulate the development of orphan medicinal =

@

-‘unequivocally identified ; whereas it seems most appropriate to achieve this result

(5)

would not be recovered by the expected sales of the medicinal product ; whereas the

-pharmaceutical industry would be unwilling to-develop the medicinal product under:
‘normal market condmons whereas these medlcmal products are therefore called

“ orphan” ;- S .

Whereas patrents suﬁ‘ermg from rare dlseases should be entrtled to the same quality of

treatment as other patients ; whereas it is therefore necessary to stimulate the -
research, dévelopment and brmgmg to the market of appropriate medications by the

pharmaceutrcal industry ; whereas incentives for the development of orphan medicinal
products ‘have been available in the Umted States since 1983 and in Japan.since

v1993

Whereas in'the European Umon on]y limited action has been taken so far, whether at

products ; whereas such action is best taken at Community level in order to take

advantage of the widest possxble market and to avoid the dispersion of limited

resources ; wheréas action at Commumty level is preferable to uncoordinated

‘measures by the Member States whrch may result in distortions of competltlon and '

barriers to -intra- Commumty trade ;

Whereas orphan medicinal products ehglble for mcentlves should be easily and ’

through the estabhshment of an open and transparent Community procedure for the
designation of potentlal medicinal products as orphan medicinal products ;

Whereas objective criteria for desrgnatlon should be established ; whereas these -
criteria should be based on the prevalence of the condition’ for whlch diagnosis,
prevention or treatment is sought; whereas a prevalence of no more than - five

affected personper ten thousand'is generally regarded as the appropriate threshold ;

" whereas medicinal product interided for a life-threatening or seriously debilitating

communicable disease should be ehglb]e even when the prevalence is higher than ﬂve
per ten thousand ;
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6) Whereas a Committee composed of experts appomted by the Member- States by
reason of their experience in the research or treatment of such conditions should be
established to eéxamine applications for designation ; whereas this Committee should
in addition include three representatives of patients’ associations, to be designated by
the Commission, and three other persons, also designated by the Commission, on a -

. recommendation from the Agency ; whereas the Agency should be responsible for the
“adequate co-ordination between the Committee on orphan medicinal products and the -
Committee on proprietary medicinal products

(7) Whereas patlents with such condmons deserve the same quahty, safety and efﬁcacy in
: medicinal products as other . patients ; whereas orphan medicinal products’ should -
therefore be submitted to the normal evaluation process ; whereas sponsors of orphan
medicinal products should have ‘the possibility -of obtamlng a Community
authorisation, whereas, in order to facilitate the granting of a Communlty’
authorisation, the fee to be paid to the Agency should be waived at least in part ;
whereas the Commumty budget - should compensate the Agency for the loss m,‘
'revenue thus occurred ;

(8) Whereas experience in the United States and Japan shows that the strongest incentive
for industry to invest in the development and marketing of orphan medicinal products
is the prospect of obtaining market exclusivity for a certain number of years during

which part of the investment 'might be recovered ; whereas data protection under o

article 4(8)(a)(iii) of Council Directive 65/65 is not sufficient incentive for that
purpose; whereas market exclusivity should however be limited to the therapeutlc
indication for which' orphan medicinal product” designation has been obtamed
‘whereas,.in the interest of patients, the market exclusivity granted to an orphan
medicinal product should not prevent the marketing of a similar medrcmal whrch 1s
safer more effective or otherwise clinically supenor ’

-(9) Whereas sponsors of orphan medicinal products desrgnated under this Regulatlon
should be entitled to the full benefit of any incentives granted by the Community or by
the Member States to support the research and development of medicinal products .
for the diagnosis, prev’ention or treatment of such condition's including rare diseases ;

(IO)Whereas the specific programme Biomed 2, of the Fourth Framework Programme
for research and technological development. (1994- 1998) is supporting résearch on
the treatment “of rare diseases, including methodologies for rapid schemes for the
development of orphan medicinal products and inventories of available orphan. -
-medicinal in. Europe; whereas thesé grants are to. promote the establishment of -cross

- national ' co-operation in -order-to implement basic. and clinical research on rare
diseases, whereas research on rare diseases will continue to be a-priority for the
Commission, as it has been introduced in the Commission’s proposal for-the Fifth
Framework-Programme :(1998- 2002) for- research.and technological development ;
whereas this Regulation. establishes a.legal framework which will allow the swift and

- effective rmplementatlon of the outcome of this research-; : '
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{11)Whereas rare diseases have been identified as a priority area for Community action
within the framework for action in the field of public health (COM(93) 559-final) ;
whereas the Commission; in its communication concerning a programme of
Community action on rare diseases within the framework for action in the field of
public health (COM(97) 225 final) has decided to give rare diseases priority within
the public health framework ; whereas the Commission has proposed a European

* Parliament and Council Decision adopting a programme of Community action 1999-
' 2003 on rare diseases in the context of the framework for action in the field of public,
including actions to provide information, to deal with clusters of rare diseases in a
population and.to support relevant patient organisations; whereas this Regulation

- carries out one of the priorities laid down in this programme of action,

HAVE ADOPTED THIS REGULATION
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P o . ' o _Ar‘ticlel o i
; o R ' . Purpose . _ ' o

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 brmgmg to the market of desngnated orphan medicinal
, ‘products s : : :

, Article 2 s
Scope and definitions =~

P -~ For :the purpose of this Regulation :

.- medzcmal product means a medlcmal product for human use, as deﬁned in Artlcle 2 of
: _ . - Directive 65/65/EEC,; : ‘

/7

.~ ‘orphan medlcmal product means a medlcmal product desrgnated under the terms and
conditions of this Regulation, o : .

]

spomor means any leg,al or natural person estabhshed in the Commumty, seekmg to
. obtam the designation of a medicinal product as orphan medlcmal product '

- Agency means the European Ag,ency for the Evaluatton of Medlcmal Products

P,

, ) Article 3 | L
- S Crlterla for desngnatlon ’ '

i,

B S Ty

1A medtcmal product shall be’ desxgnated as orphan medicinal product 1f its sponsor can

‘establish that the medicinal product is intended for the diagnosis, prevention or
) . treatment of a condition aﬁ'ectlng Jless than. five per ten thousand persons in the
'y - _ . Community - at the time that.the application is made ‘and that there exists’ no
o satisfactory method of diagnosis, prevention or treatment of the considered condition
b ' that has been authorised in the Community or, if such method exists, that it can
* = .~ reasonably be expected that the medicinal product will be safer, more effective or

' otherwise clinically superior.

- 2. Notwithstanding: paragraph 1, a medicinal product may also be designated as orphan
medicinal product ifits sponsor can establish that the medicinal product is intended for
a life-threatening or seriously debilitating communicable disease in the Commumty and’

- .that it is unlikely.that, without incentives, the marketing of the medicinal.product in the -
Commumty would g ;,enerate sufﬁcnent return to justify the necessary- mvestment

3. The Commission shall, in consultation with the’ Member States, the Agency and
' mterested parties, draw up detaxled guxdance for the apphcatlon of this-Article:

18-
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Art_icle 4 .
Committee for Orphan Medicinal Products

~

(]

A Committee for Orphan Medlcmal Products, hereinafter . referred to as ‘the -
: Comrmttee is hereby set up. ‘

. The task ‘of the Commlttee shall be :

a) to examine any apphcatlon for designation of a medlcmal product as orphan
medicinal product which is submitted to it in accordance with this Regulation,

| b) upon request, to advise the Commission on the.establishment and development of

an orphan medicinal product policy | for the European Union,

c) to assist the Commission in international liaison on matters relating to orphan -

medicinal products, particularly the Umted States and Japan, and in lralsons with
patients support groups. ' :

The Committee shall consist of one nmiember nominated by each Member State, three
members nominated by the Commission to represent patient organisations and three
-tnembers 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 shall be chosen by reason of their role and experience
in treatment of or research into rare dlseases ' \

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

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

. The Agency shall provide the Secretariat of the Committee.

Article 5
Procedure for designation

In order to obtain the designation of a medicinal product as orphan medlcmal product

. the sponsor shall submit an application to the Agency.

The apphcatron shall be accompanied by the following pamcu!ars and documents
a) name or corporate name and permanent address of the sponsor,

b) qualitative and quantitative particulars of the medicinal product

bc) proposed therapeutic indication, :

d). the justification that Article 3 paragraph 1or 2 is applicable.

. The Commission shall, in consultation with the Member States, the Agency and
interested parties, draw up detailed. guidance on the format and content in which

apphcatlons for demgnatron are to be presented.

. The Agency shall venfy the validity of the apphcatron and prepare a summary report to

the Committee. Where appropriate, it may request the sponsor to supplement the
particulars and documents accompanying the apphcatlon

. The Agency shall ensure that an opinion is: gnven by the Commxttee within 60 days of

the recerpt of a valid application.

-16- "
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. 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 consist of the
position of the majonty of members.. The oprmon may be obtamed by written .

- procedure.

. Where the oprmon of the Committee is that the application does not satisfy the criteria

~ set out in Article 3 paragraph 1, the Agency shall forthwith inform the sponsor. Within

30 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 consrder whether

its opinion should be revised at the following meetmg :

. The Agency shall forthwith forward the final opinion of the Commrttee to the : .
Commission, which shall adopt a decision within 30 days of receipt of the opinion.
Where, exceptionally, the draft decision is not in accordance with the opinion of the
‘Committee, the decision shall be adopted-in accordance with the procedure laid down
in Article 72 ‘of Regulation (EEC) N° 2309/93. The decision shall be notified to the

sponsor and communicated to the Agency and to the competent authormes of the
Member States. '

. The desrgnated medrcmal product shall be entered in the Commumty Register of .‘
Orphan Medlcmal Productc : ,

. - Arlicle 6
. Protocol asswtance

. The sponsor “of an orphan medicinal product may, prior to the submlssron of an
application for marketing authorisation, request advice from the Agency on the-

* conduct of the various tests and trials necessary to demonstrate the qualrty, safety and

efﬁcacy of the medicinal product

. The Agency shall draw up ‘a procedure on -the development of orphan medrcmal |
products, which shall cover in particular’:

a) assistance in the development of a protocol and for the follow up of clinical
- investigations, - :

b) regulatory assistance for the deﬁnmon of the content of the application for

authonsatron within the meamng of Article 6 of Councrl Regulatron (EEC) Ne
2309/93 .

'; - ' Article 7 _
o Community marketmg authorlsatlon -
1. The person responsrble for placing on the market an orphan medrcmal 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) N° 2309/93

‘without having to justify that the medicinal product qualifies under any part of the
‘Annex to that Regulation. :

. A special contribution from the Commumty, distinct from that provided for i in Article
57 of Regulation (EEC) N° 2309/93, will be allocated every year.to the Agency Thxs
contribution will be used exclusrvely by the Agency to waive, in part or in total, the -
fees payable under Community rules adopted ‘pursuart to Regulation (EEC) N°
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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.

. 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 to apply for a separate marketing authonsatlon for other
indications outsnde the scope of this Regulatlon

Article 8 o
- Market exclusivity )

. Where a marketing authorisation is granted pursuant to Regulation (EEC) 2309/93 in
respect of an orphan medicinal product, the Community and the Mémber States shall
not, for a period of ten years, accept another application for a marketing authorisation,
nor grant a marketing authorisation or extend an existing marketing authorisation, for
the same therapeutic indication, in respect of a similar medicinal product.

. This period may however be reduced to six years if, at the end of the fifth year, a
- Member State can establish that the criteria laid down in Article 3 are no longer met in
respect of the medicinal product concerned or that the price charged for the medicinal
product concerned is such that it allows the earning of an unreasonable profit. To this
end, the Member State shall initiate the procedure laid down in Article 5. .

. By derogation to parégraph 1, and without prejudice to intellectual property law or any
other provision of Commumty law, a marketing authorisation may be granted, for the
"same therapeutic indication, to a similar medicinal product if ;-

-a) the holder of the marketing authorisation of the original orphan medicinal product
‘has giver his consent to the second applicant, or

b) the holder of the marketing authorisation of the original orphan medlcmal product is-
unable to supply sufficient quantities of the medicinal product, or .

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

. At the end of the period of market exclusivity, the orphan medicinal product shall be
removed from the Community Register of Orphan Medlcmal

. For the purpose of this Artlcle a "similar medlcmal product” means one whlch consists
of : : '

- the same - chemiical active substance or active moiety of the substance, inéluding
isomers and mixture of isomers, complexes, ésters, other non-covalent derivatives,
provided that the pharmacological and toxicological activities of the latter are
qualitatively and quantitatively identical to those of the original product,

— a substance with the same biological activity (including those that differ from the

- - original 'substance in molecular structure, source material .and/or manufacturing

process) provided that the pharmacological activity of said substance is qualitatively
andquantitatively identical to that of the original product, :
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— a substance wrth the same radlopharmaceutxcal actxvnty (mcludmg those w1th a
- different radionuclide, ligand, site of labelling or molecule-radionuclide coupling’

_mechanism) provided that its diagnostic or therapeutlc mdlcatlons are identical to
-‘those of the ongmal product. :

6. The Commission shall, in consultation with the vMemb‘er‘ States, vthe_ Agency and.
interested parties, draw up detailed guidance for the application of this Article.
Arlicle 9
Other incentives

s A

1. Medicinal products designated as orphan medrcm‘al‘ products under the provisions of ‘
 this Regulation shall be eligible for incentives made available by the Community and by

‘the Member States to support the research development and avan]ablhty of orphan
medlcmal products :

2. Within six months_of the adoption of this Regulatlon the Member States shall
-communicate to the Commission detailed information: about the measures they have
enacted to support the research, development and availability of orphan medlcmal'
products. This information shall be updated on a regular basis.

_3. Member States shall also consider- warvmg, in part or in total, the fees to be pald in
" respect of applications to place orphan medrcmal products on the market.

4. Within one year from the adoptron of this Regulation, the Commlssron shall pubhsh a
~ detailed inventory of all incentives made available by the Community and the Member
States to support the research, development and availability. of orphan medicinal
products This mventory will be updated ona regular basis.
v v L
Article 10
General report

- Within six years of the entry into force of this Regulation, the Commission shall publish a
. general report on the experience acquired as a result of the application of this Regulation.

Article 11 - -
Entry into‘ force '

‘This Regulatron shall enter into force on the thirtieth day following its pubhcatron inthe "+ -

Off icial Journal of the European Commumtzes

- States.

This Regulatxon shall be bmdlng in its entlrety and dlrectly appllcable m all Member -
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FINANCIAL STATEMENT

-

TITLE OF OPERATION

Proposal for a European Parliament and Councrl Rcgulation on orphan medicinal
products 4

| BUDGET HEADING INVOLVED

BS-3120 , Commumty Contribution to EMEA budget - EMEA staff and operatronal
JETEIE expendrture related to the functionning of the Committee for- Orphan .
" Medicinal Products and the provrsron of protocol assistance.

B5-3121 . Special contnbutron for orphan medicinal products for the ﬁnancmg of
' fec cxcmptlons (to bec crcated)

LEGAL BASIS ) ,
Art 100a of the Treaty est_ablrshirig the European Community

DESCRIPTION OF OPERATION.
4.1 General objective

-

The prescnt proposal aims at :
e establishing a Community procc,dure for the designation of orphan medicinal products

e sectting out incentives for rescarch, development and marketing of orphan medicinal
products; in particular by the granting of a 10 ycar markcet exclusivity period.

4.2 "Period covered and arratngements‘for renewal

The proposed Regulation has no fixed duration.

The Commission will publish, witﬁin one year from entry into force of the Regulation, a
detailed inventory of all incentives made available by Community and Member States to
support the research, development and availability of orphan medicinal products

" The Commission will publlsh within 6 years of entry mto force of the Regulatron a general ,

report on expenence acquired.

 O8

-20- ;-



. \0'."7. I

<l " Number I I o 8 o I12 I ‘12'\f

CLASSIFICATION OF EXPENDITURE OR REVENUE"

NCE;NDA

. TYPE OF EXPENDITURE OR REVENUE o
Contnbutlons from the Communlty will cover the followmg types of expenditurc:

'6.1. " EMEA operatlona] expenditure related to the desngnatlon of orphan medicinal

products (Title 3 of EMEA budget), compensated by the basic Commumty
- contribution to the EMEA budget

1762 :"’EMEA staﬁ‘ cxpendlture related to dcsxgnatlon and protocol assistance for orphan

- medicinal products (Title 1 of EMEA budget), compensated by the basic Commumty
o contnbutnon to the EMEA budgct.

63 . Fee cxemptlons for apphcatlons for protocol assistance and marketing authonsatnons
" (Title 3 of EMEA budget), compensated by. the special Commumty contnbutlon to
the EMEA budget for medicinal products ‘ i

FINANCIAL IMPACT

“The management of appllcatlons for decsignation, protocol asmstancc and marketing

authonsatxons will result in the following cxpenditure on the EMEA budgct

Meetings costs at the EMEA and staff costs to be financed by the basic subsndy Fee
exemptions will be ﬁnanced by a a special contnbutlon from the Community budget. -

- Pro_lectlons are based on the followmg estimated number of applications for deS|gnat|on and

‘fee waivers for protocol assistance and marketmg authonsatlons under the centralised
procedure : - ,

Projected number of apphcatlons -for desngnatnon protocol assistance and marketmg_
‘authorisations for orphan medicinal products :-

Year o000 2000 | 2002 . 2003
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7.1 Meetings costs and staff costs to be financed by an increase of EMEA basic

subsidy

A - Meeting costs

Quarterly tWo-days meetings of thé Committee for Orphan Medicinal Products at -
the EMEA with interpretation.

Reimbursement of travel and accommodation expenses for 21 delegates in
accordance with the rules set out by the Management Board of the Agency.

Cost per meeting (ECU) in 1998 24 000
Total annual mecting costs (4 mectings per year) 96 000
2000 - 2001 2002 2003
100 000 102 000 . 104 000 106 000

‘B - EMIEA Staff costs

The management of designation and protocol assistance for orphan medicinal
products will require the creation of a specific team within the EMEA Secretariat.

Team human resources and corresponding staff costs (in ECU at current costs)

- Annual salary | Total team Total team
Position and grade per staff direct staff staff costs
- member costs (including’
overheads)
1 principal administrators (AS) | 94 000 94 000 124 080
3 scientific administrators (A7) 70 000 210 000 277 200
S - -
1 administrative assistants (B3) | . 56 000 56 000 73 920
2 clerical assistants (C3) 45 000 190000 118 800
Total staff costs per budget year 450 000 594 000 .
C - Total of meetipg and staff costs
2000 2001 ~2002 2003
Meetings - 100 000 102 000 104 000 106 000
Staff 400 000 606 000 618 000 630 000‘ .
TOTAL 500 600 708 000 722 000 736 600
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7.2 Fee exemption(s‘ to be financed by a special Conrmunity contribution to EMEA.

i e Under article 7(5) of Council Regulation (EC) 297/95 on fees payable to the
© " EMEA, the Executive Director may grant fee waivers or reductions to applications
. ..~ submitted under the centralised procedure, in exceptional circumstances and for-
o imperative reasons of public and animal health. Fec cxemptions are granted after
consultation ‘of the competent screntlﬁc committce on the basns of cntena
determined by the Management Board. : :

b e e e

" The same procedure would be used for fee cxemptlons or reductions for -
applications for marketmg authonsatlons for orphan medicinal products under the
new Regulation. . -~ . , ‘ r-

B

‘On the basis of the current proposal for a Council Regulatlon on fees payable to -
the EMEA, the basic fee for a full application for a marketing authorisation would
amount to ECU 200 000. The contribution for fec exemptions is based on the "
b - S expected number of applications.and on the’ assumptxon that on average fees
R o would be reduced by half. -~ - S

73 Overall budgetary |mpact

~ The overall impact of the proposed mcasures on the EMEA budget can be
N estrmated as follows and would dctennme the basrs for Commumty contnbutlons

' Contnbutlons would be constltuted by the followmg

2000 | 2001 - | 2002 | 2003

Community contribution |~ 500 000. | 708000 | 722000 | 736 000
|| (meeting and staff costs) B . , -

Special Community ‘| 500000 | 800000 | 1200000 | 1200000 |
contribution for fee ‘
‘| exemptions

Total | 1000000 | 1508000 | 1922000 | 1936000

-

8. FRAUD PREVENTION MEASURE

- Councrl Regulation (EEC)- No 2309/93 provndes for spec1ﬁc adoption and
- o budgetary control - procedures. The Management Board,- composed . of
' representatlves of Member States, Parliament and Commission, is responsible for -
.adopting the annual draft budget (Amcle 55). Budgetary control mechanisms are.
. "described in Article 57, mcludmg the appomtment ofa ﬁnancral controller by the
Management Board. . « o

pun e A
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ELEMENTS OF COST- EFFECTlVENESS ANALYSIS

' ;9.1 Specific and quantltatnve objectives

in its Resolutlon of 20 December 1995 on orphan drugs (OJ no C 350 30.12.1995),
- Council called for “a.common European approach to rare diseases and orphan drugs” with a

view to hold “advantages in epidemiological, public health and economic terms™ and called

on the Commission to “make appropriate proposals with a view to improving access to
- medicinal products intended partxcularly for people suffering from rare dlseases

i

This proposal is designed . to harmonise the legislative provisions relating to orphan : a:
“medicinal products and creatés incentives for the research and development at Community '
level, without prejudice to other incentives which could made available at national level

The proposed Regulation will in pamcular aliow for access to EMEA resources to sponsors
and in partleular .

- Screntlﬁc resources madc availablc-by Mcmber States to the EMEA for evaluation work,
notably the network of 2 000 cxperts covering the full range of expertise needed to
- ensure the highest possible quality of the Agency’s scientific opinions.

- Dlrcct access to the centralised procedurc which allows for a speedy. and high quality

- review leading to the granting of a singlc authorisation to markct valid throughout the

 Community, thereby ensuring quick availability of medicinal products to patients whilst
allowing sponsors a speedy.return on investments. - :

In addmon the Regulation provrdes for financial and techmcal assistance as follows

- Followmg desrgnatron possrb:lrty -of fee exemptlons for applications for marketing
authorisations and scientific and regulatory advice, which will facilitate access to
centrahsed procedure in partlcular to small and medxum srze entcrpnses

. - Scientific/régulatory advice and protocol assrstance whlch w1]] provide sponsors with

the scientific and regulatory expertisc available at EMEA, in particular in the follow up

. of clinical trials and preparation of the dossicr. The closc involvement of CPMP and its

o workmg partics in the process will cstablish a- link which would éventually facilitate

evaluation of the dossier should the sponsor choose to submlt the appllcatlon under the
centralised procedure. o

9.2 Grounds for the operation

The Regulation provides for efficicnt mechanisms and substantlal incentives for research
and development likely to facilitate access to European patients of medicinal products
intended for rare diseases, in line with Community policy in this respect.

9.3 Monitoring and evaluation of the operation

A detailed report of the. use made of the Community’s special contributioni will be -
,, presented by the Agency’s Executive Director at the end of each year. -

‘In addition, time "for designation of orphan medicinal products, time to marketmg
authorisation and availability of orphan medicinal products on the European market will
‘be assessed, particularly in comparison with the USA and Japan, as part of the EMEA’s
performance goals and targets monitored by the EMEA Management Board

B
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