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1.  Product and administrative information
	Orphan medicinal product designation

	Active substance
	<Text> as designated

	Orphan indication
	<Text> as designated

	EC decision date
	<Text>

	EC registration number
	EU/<Text>

	Marketing authorisation or type II variation application

	Proposed invented name of the medicinal product (tradename):
	<Text>

	International Non-Proprietary Name
	<Text>

	Proposed therapeutic indication
	<Text>

	Pharmaco-therapeutic group (ATC Code)
	<Text>

	Pharmaceutical form
	<Text>

	Route of administration
	<Text>

	MA / type II variation application submission date
	<Text>

	Procedure start date
	<Text>

	Procedure number
	EMA/H/C/<Text>

	Sponsor’s name and address
	<Text>


2.  Grounds for the COMP opinion at the designation stage
<Text>
The sponsor should paste here the grounds from the COMP opinion on the orphan designation.
3.  Review of criteria for orphan designation at the time of marketing authorisation or type II variation 
Article 3 (1)(a) of Regulation (EC) No 141/2000

Intention to diagnose, prevent or treat a life-threatening or chronically debilitating condition affecting not more than five in 10 thousand people in the Community when the application is made.
Condition
<Text>
The sponsor should report if the therapeutic indication:
- falls entirely within the orphan condition,
- combines several orphan designations, 
- is broader than the designated orphan indication.
Intention to diagnose, prevent or treat 
<Text>
The sponsor should summarise the results from the main pivotal study.

Chronically debilitating and/or life-threatening nature

<Text>
The sponsor should report any changes in the chronically debilitating or life-threatening nature of the condition since the designation stage and indicate if there have been any therapies which have improved the morbidity or mortality of the condition since the original designation. 

Number of people affected or at risk

<Text>
A recalculation of the prevalence at the time of the review should be provided in all cases. 

Article 3(1)(b) of Regulation (EC) No 141/2000

Existence of no satisfactory methods of diagnosis prevention or treatment of the condition in question, or, if such methods exist, the medicinal product will be of significant benefit to those affected by the condition.

Existing methods

<Text>
The sponsor should list the authorised treatments for the condition at the time of filing a maintenance report. The sponsor should discuss EU guidelines/consensus algorithms for the diagnosis, prevention or treatment of the proposed condition. 
Significant benefit

<Text>
The sponsor should address whether protocol assistance (PA) for the justification of significant benefit has been sought and whether the sponsor has complied with the recommendations. The sponsor should attach the relevant PA letter(s) to this report.
The sponsor should position the product in the context of the currently authorised methods for prevention, diagnosis or treatment of the condition and justify, based on data, the clinically relevant advantage or major contribution to patient care of the product. 

4.  Bibliography
<Text>
This section should contain all published references referred to in this report and should be submitted together with the application but as a separate volumes. Where information is printed out from a web-site the date that the web-site has been accessed should be noted.

The preferred format for cross-referencing published literature is by the lead author and year e.g. (Smith et al, 2002). Please do not use hyperlinks.

5.  Annex 
<Text>
Additional information/documents which will support the sponsor’s position.
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Introduction

According to the European Parliament and Council Regulation (EC) 141/2000 (Art 5) and the
Commission Regulation (EC) 847/2000 “a sponsor applying for designation of a medicinal product shall
apply for designation at any stage of the development of the medicinal product before the application
for marketing authorization is made”. Furthermore, in the criteria for designation (Article 3 of
Regulation (EC) 141/2000) it is stated that a medicinal product shall be designated as an orphan
medicinal product if its sponsor can establish that “there exists no satisfactory method of diagnosis,
prevention or treatment of the condition in question that has been authorized in the European Union
or, if such method exists, that the medicinal product will be of significant benefit to those affected by
that condition”.

This Discussion Paper has two aims. Firstly, to outline the level of evidence normally required to
support the medical plausibility of using the product in the applied condition, and secondly, the level of
evidence required to support the assumption of significant benefit. The paper is based on the
experience accumulated over recent years with several hundred orphan drug designation applications,
approximately 70% of which included a discussion on significant benefit since satisfactory methods for
diagnosis, prevention or treatment existed in the European Union at the time of the submission of the
application.

General guidance is already available on what is considered necessary to support ‘medical plausibility’
at the time of the submission of an orphan designation application and on what is necessary for the
justification of the assumption of ‘significant benefit’ if this criterion applies. This is included in the
“Commission Guideline on the format and content of applications for designation as orphan medicinal
products and on the transfer of designations from one sponsor to another” (ENTR/6283/00) and in the
“"Communication from the Commission on Regulation (EC) 141/2000 of the European parliament and of
the Council on orphan medicinal products” (Commission Communication 2003/C 178/02 of 29 July
2003). This discussion paper should be read in conjunction with these documents.

According to the Commission Guideline (ENTR/6283/00), the medical plausibility section should be
completed for all applications. There are two aspects to “Medical Plausibility”:

(1) the rationale for use of the medicinal product in the proposed orphan indication; and

(2) where the orphan indication refers to a subset of a particular condition, a justification of the
medical plausibility for restricting the medicinal product in the sub-set.

The ‘rationale for development’ is closely and necessarily linked with both the nature of an orphan drug
as a ‘medicinal product’ and with the designation criterion set out in Article 3.1(a) of Regulation (EC)
No 141/2000.

A product which is the subject of such application must be a medicinal product as defined in Article 1,
Directive 2001/83/EC and consideration of the ‘medical plausibility’ at an early stage of product
development provides a means of verifying this. Article 3.1 which lays down the criteria for designation
states that "a medicinal product shall be designated as an orphan medicinal product if its sponsor can
establish: that it is intended for the diagnosis, prevention or treatment of a life-threatening or
chronically debilitating condition....”. Based on this wording, the Committee for Orphan Medicinal
Products (COMP) will consider the notion of ‘medical plausibility’ when assessing an application for
designation.

Recommendation on elements required to support the medical plausibility and the
assumption of significant benefit for an orphan designation
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The Commission Communication (2003/C 178/02) section B.1, furthermore, recognises that the COMP
may take into account available data to modify the condition under application (for example, because
the Committee considers that the designatable condition is broader than the one under application). To
define a suitable condition for designation, the COMP must look at the rationale for development of the
medicinal product in the proposed orphan indication. This is imperative to prevent the slicing of
common conditions into invalid sub-sets (e.g. different stages of a condition such as “metastatic
cancer”; subgroups of frequent diseases where the product would have interest in the rest of the
disease; conditions defined based on the therapeutic use of the product such as “treatment in patients
not responding to X”). It is important that sponsors, when preparing designation applications, are
aware that this is an important issue that will be reviewed by the Committee.

It should be noted that for the purpose of designation and to support the rationale for the development
of the product in the proposed condition some preliminary preclinical or clinical data are generally
required. A pharmacological concept, not supported by any form of evidence, would generally not be
considered by the COMP as sufficient justification for the designation of the medicinal product in the
proposed condition.

Article 3(1)b of Regulation EC 141/2000 states that in the case where a satisfactory method of
diagnosis, prevention or treatment of the condition exists, the sponsor has to establish ‘that the
medicinal product will be of significant benefit to those affected by that condition’. In the Commission
Communication it is stated, “a treatment for a particular disease or condition may be associated with
certain risks. These risks are balanced against the expected benefits when considering whether to
grant or refuse a marketing authorisation in accordance with the criteria of safety, quality and efficacy
as laid down in Directive 2001/83/EC. A marketing authorisation is granted if the benefit risk
assessment is positive”. As mentioned in the Commission Regulation (EC) 847/2000, authorised
medicinal products are therefore considered satisfactory methods of diagnosis, prevention or
treatment. Commonly used methods of diagnosis, prevention or treatment that are not subject to
marketing authorization (e.g. surgery, medical devices) may be also considered satisfactory methods,
if there is scientific evidence as to the value of those methods.

Significant benefit is defined in Commission Regulation (EC) 847/2000 as ‘a clinically relevant
advantage or a major contribution to patient care.’ The applicant is required to justify the assumption
that the medicinal product will be of significant benefit compared to the existing authorized medicinal
products or methods at the time of designation.

As there may be little or no clinical experience with the orphan medicinal product in question, the
justification for significant benefit is likely to be made on assumptions of benefit by the applicant. As
stated in the Guideline (ENTR/6283/00), at the time of designation “significant benefit should be based
on well justified assumptions. Assumptions of potential benefit(s) should be plausible and where
possible based on sound pharmacological principles.” In the same Guideline it is also stated that “In
general a demonstration of potentially greater efficacy, an improved safety profile, and/or more
favourable pharmacokinetic properties than existing methods may be considered to support the notion
of significant benefit.”

In addition, the Commission Communication on Regulation (EC) No 141/2000 gives some clarification
on the possibility to base the significant benefit on the availability of the medicinal product (e.g.
European Union availability versus availability in one Member State; supply insufficient to meet
patients’ needs with the exclusion of either transient or artificial problems in supply), documented
safety problems in relation to the origin of the medicinal product; serious and documented difficulties
with the formulation or route of administration; long term interruption in supply of an authorized
product; favorable and clinically relevant pharmacokinetic properties. In all cases the COMP is
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required to assess whether or not these assumptions are plausible and are supported in the application
by appropriate evidence.

Supporting data and references

Generally for the justification of the medical plausibility and the assumption of significant benefit it is a
requirement that the sponsor’s argument should be substantiated by appropriate scientific
documentation. When possible, cross-references to the literature, preferably peer-reviewed, should be
added and listed separately. Other forms of literature references or unpublished reports and expert
statements may also be used.

Medical Plausibility

Since in many cases, at the time of designation, little or no clinical experience is available, it is
important that the relevance of in vitro and in vivo preclinical models presented in the application is
discussed in the context of the condition and when appropriate reference should be made to other
products developed for the same condition. As a general rule at least relevant in vitro and in vivo data
in appropriate preclinical models should be submitted. If available, established in vivo models for the
global condition should preferably be used. If in vitro evidence only is available at the time of the
application, the relevance of the findings should be discussed in the context of the proposed condition.
When available, comparative data or a discussion comparing the results obtained with the product to
those obtained with comparators should be provided. The preclinical data should be discussed in full
even if preliminary results from first administration to humans are available. Furthermore, the
application should contain a brief outline on the future plans regarding the preclinical development;
future studies should be easily distinguishable from studies already performed or ongoing.

If the product is developed for additional conditions other than the orphan indication applied for, a very
brief description of the in vitro and in vivo preclinical data should be included but should be clearly
separated from the preclinical data which are relevant for the proposed orphan condition.

Clinical data from studies in the proposed condition, if available, should be presented separately from
clinical data in other conditions in order to clearly differentiate them from studies in other conditions.
Only data applicable to the proposed orphan indication should be presented in detail.

In addition to the efficacy data, a summary of any available important safety data obtained in the
preclinical and clinical setting (both in the orphan condition and in other conditions) should be included
in the application.

Justification of the assumption of significant benefit

When the application is based on an assumption of significant benefit, a comparison with authorized
treatments or otherwise established methods is required for designation, as opposed to applications for
conditions where there are no available means of diagnosis, prevention, or treatment or for a condition
for which the available methods are not considered satisfactory.

To follow the spirit of the Orphan legislation, which makes it clear that an orphan application may be
made at any stage of the development, ‘significant benefit’ will be based on the available evidence at
the stage of designation. Acknowledging the fact that many sponsors will apply for orphan designation
at an early stage in development, when comparative data are often not available, a critical review
comparing authorised treatments and the proposed Orphan Medicinal Product and justifying the
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assumption of significant benefit should be provided. This review should be based not only on the
limitations and risks of the authorised products but also on the benefit expected with the proposed
product.

All designations based on the significant benefit criterion will be reviewed prior to the grant of a
marketing authorization and after adoption of opinion by the CHMP. The assessment of significant
benefit before marketing authorization is made exclusively by the COMP and the procedure runs
without interferences with the marketing authorization application assessment. At this stage, the COMP
will require a higher level of evidence than at the time of designation for the orphan status to be
maintained.

For a claim of ‘significant benefit’, i.e. a clinically relevant advantage or major contribution to patient
care to be sustained, the COMP will evaluate whether there is a high probability for the patients to
experience a clinically relevant benefit. Thus, it has to be concrete and based on the data contained in
the application for marketing authorisation and the arguments presented by the sponsor. After
adoption of the opinion form the CHMP collaboration between the committees could be sought if
necessary in order to assure consistency and collaboration between scientific committees at the
European Medicines Agency as stated in the pharmaceutical regulation (articles 56(1) and 64(2) of
Regulation (EC) No 726/2004).

Significant benefit based on an assumption of improved efficacy

If the proposed product has not yet been administered in the clinical setting, the effects of the product
in the preclinical models should be discussed in comparison with the effects of authorized treatments
or established methods in the same models. In the absence of any data in the proposed condition, the
fact that the proposed product may have a different mechanism of action is not considered sufficient
by itself to justify the assumption of significant benefit. Based on the evidence available, the sponsor
should justify that the mechanism of action may translate into an improved efficacy in order to support
the assumption of significant benefit (e.g. targeting two receptors instead of one for the treatment of
the same condition would not be seen as significant benefit per se if the additional pharmacological
target does not result in improved efficacy or safety). If nonclinical models are used, it is preferable
that the comparison is derived from direct comparative experiments rather than from results published
in the literature.

If clinical data exist, it is acknowledged that results from comparative clinical trials may not be
available at the time of submission of the orphan designation application. Therefore presentation of the
effects observed in exploratory studies and comparison with the data available in the literature may be
appropriate to justify the assumption of significant benefit. In some situations quantitative methods for
indirect comparison may be used.

Very preliminary clinical results in a small number of patients will be taken into consideration with
caution by the COMP as important limitations apply to the interpretation of such initial results. When
positive preclinical data are not consistent with preliminary clinical results, particular attention will be
drawn to the predictive value of the preclinical models, and the number of species and models tested
compared to the extent and predictive value of the preliminary clinical results. If, after considering
these and other potentially important aspects of the experience accumulated at the time of
designation, there is a situation in which the pharmacological concept is sound and the evidence in
relevant preclinical models is compelling, the designation could be granted on the basis of an
assumption of significant benefit even if the preliminary clinical results are not convincing. The
significant benefit will be reassessed by the COMP before the granting of the Marketing Authorization,
when complete clinical data are submitted.

Recommendation on elements required to support the medical plausibility and the
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Significant benefit based on an assumption of improved safety

The safety profile of a medicinal product is usually fully characterized after a medicinal product is
placed on the market, since rare adverse events can only be observed after administration of the
product to many patients under normal conditions of use. Therefore, if significant benefit is based on
expectations of a clinically relevant improved safety profile, the reasons for these expectations must be
clearly justified, either by clinical experience or exceptionally by reference to the pharmacological
properties of the medicinal product.

One example where safety may be argued to justify an assumption of significant benefit would be
where a medicinal product which is already authorised for another indication is then developed for a
new orphan indication. In such a case if the current methods for the proposed orphan indication have
significant safety problems, which are documented, the sponsor of the proposed medicinal product
may argue significant benefit based on the knowledge of the safety profile of the product in the
authorised indications. The possibility of extrapolating the safety data obtained from the authorized
indication to the proposed orphan population should be fully discussed in the application.

Where safety is argued to justify significant benefit, it is important that safety issues with current
methods are documented and not just theoretical. For example, on several occasions attempts to
justify the assumption of significant benefit of recombinant or transgenic products have been based on
the risk of viral transmission with plasma-derived products. According to the Commission
Communication, generally if the risk is theoretical and there are no observed and documented cases of
viral transmission with the authorised and used plasma derived products, it is not possible to base the
assumption of significant benefit on an assumption of expected improved safety, since as mentioned
above the safety profile is only established relatively late in the development when broad human
exposure has taken place. A theoretical risk with an authorised product cannot be compared with a
theoretical lack of risk with the product under development. The potential for antigenicity associated
with a new transgenic product may, for example, pose a greater risk than the potential for viral
transmission associated with a blood derived product which has been safely on the market for two or
three decades. As mentioned in the Commission Communication, enhancement of the pharmaceutical
quality of a product in compliance with the relevant guidelines does not constitute a basis for the
assumption of significant benefit (e.g. implementing a new purification step or an additional step in the
production to avoid viral transmission).

In some cases the authorised treatments are associated with certain adverse events linked to the route
of administration. In such cases the assumption of significant benefit for a different product may be
based on another route of administration generally associated with less risk.

Significant benefit based on an assumption of a major contribution to
patient care

Significant benefit based on an assumption of a major contribution to patient care has also been used
for orphan designation. Based on the experience accumulated over recent years, assumptions have
mainly been based on more convenient modes of administration improving patient compliance or on
improved availability of the product for the patient population. Other arguments that may improve the
quality of life of the patients may also be considered for this purpose.

In the former case the discussion on the route of administration should focus on the condition and the
current treatment modalities, i.e. ease of self-administration may be important in ambulant patients
but less so in patients likely to be hospitalized during treatment. In some cases a new route of
administration may also be viewed as an improvement in safety. For example, if current treatments
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have to be administered via a central intravenous catheter and the proposed treatment is for
pulmonary or oral administration. However, clinical data should generally be available to support such
argumentation, because a theoretical advantage e.g. of administration by inhalation may be
counterbalanced by the induction of severe bronchoconstriction or, conversely, a product administered
orally may have severe gastrointestinal toxicity.

With regard to availability as an argument to support a major contribution to patient care, the
Commission Communication clarifies the possibility of basing the significant benefit on the improved
supply/availability of the medicinal product. In the evaluation of the issue of the availability the COMP
will discuss and conclude as to whether justifications provided by the sponsor on the potential increase
in supply/availability could be translated into a clinically relevant potential significant benefit for the
patient population in all Member States.

Significant benefit prior to the grant of the marketing authorization

Demonstration of significant benefit at the time of marketing authorisation will need to be supported
by data and a critical review of the clinically relevant advantage or major contribution to patient care
that the product may offer in the context of the methods authorized for the proposed orphan
indication. It is expected that most of the data to demonstrate significant benefit will be generated
during the clinical development of the product. The sponsor is expected to comply with established
guidelines on development of products in different indications and to take into account the current
medical knowledge to establish the best comparative alternative in each case, when applicable. Any
advantage of the designated orphan medicinal product will be considered in the context of experience
with authorized products in the orphan condition even if comparative clinical studies are not always
required or possible.

In this respect, sponsors are strongly advised to seek protocol assistance to discuss how to generate
the necessary data.

If the protocol assistance with regards to the significant benefit justification is not followed the sponsor
will be asked to justify the deviation from the advice given.

Recommendation on elements required to support the medical plausibility and the
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COMMISSION REGULATION (EC) No 847/2000
of 27 April 2000

laying down the provisions for implementation of the criteria for designation of a medicinal
product as an orphan medicinal product and definitions of the concepts ‘similar medicinal product’
and ‘clinical superiority’

THE COMMISSION OF THE EUROPEAN COMMUNITIES,

Having regard to the Treaty establishing the European
Community,

Having regard to Regulation (EC) No 141/2000 of the Euro-
pean Parliament and of the Council of 16 December 1999 on
orphan medicinal products (!), and in particular Articles 3 and
8 thereof,

Whereas:

(1) Regulation (EC) No 141/2000 calls on the Commission
to adopt provisions necessary for the implementation of
Atticle 3 and to adopt definitions of ‘similar medicinal
product’ and ‘clinical superiority’.

(20  In order to implement Article 3 of Regulation (EC) No
141/2000, additional details on the factors that should
be considered when establishing prevalence, likely return
on investment and the satisfactory nature of alternative
methods of diagnosis, prevention and treatment may be
helpful for sponsors and the Committee for Orphan
Medicinal Products.

(3)  This information should be presented in accordance
with the guidance drawn up by the Commission
pursuant to Article 5(3) of Regulation (EC) No 141/
2000.

(4 Given the nature of the medicinal products concerned,
and the probability that the conditions to be treated are
rare, it is not appropriate to lay down overly prescriptive
requirements to establish that the criteria are met.

(5  The assessment of the criteria referred to in Article 3
should be on the basis of information that is as objective
as possible.

(6)  Other Community measures in the field of rare diseases
should be taken into account.

(7)  In order to ensure appropriate respect of the market
exclusivity provisions laid down in Article 8 of Regula-
tion (EC) No 141/2000, it is necessary to lay down
definitions of the concepts of ‘similar medicinal product’
and ‘clinical superiority’; these definitions should take
into account the work and experience of the Committee
for Proprietary Medicinal Products in evaluating existing
medicinal products, and the relevant opinions of the
Scientific Committee on Medicinal Products and Medical
Devices.

(8)  The definitions should be further supported by the
guidelines foreseen by Article 8(5) of Regulation (EC) No
141/2000.

(9)  These provisions should be updated regularly in the light
of scientific and technical knowledge and experience

() O] L 18, 22.1.2000, p. 1.

with the designation and regulation of orphan medicinal
products.

(10) The measures provided for in this Regulation are in
conformity with the opinion of the Standing Committee
on Medicinal Products for Human Use,

HAS ADOPTED THIS REGULATION:

Article 1
Purpose

This Regulation lays down factors to be considered when
implementing Article 3 of Regulation (EC) No 141/2000 on
orphan medicinal products and establishes definitions of
‘similar medicinal product’ and ‘clinical superiority’ for the
purposes of implementing Article 8 of the abovementioned
Regulation. It is intended to assist potential sponsors, the
Committee for Orphan Medicinal Products, and competent
authorities in the interpretation of Regulation (EC) No 141/
2000.

Article 2
Criteria for designation
1.  Prevalence of a condition in the Community

For the purpose of establishing, pursuant to the first subpara-
graph of Article 3(1)(a) of Regulation (EC) No 141/2000, that a
medicinal product is intended for the diagnosis, prevention or
treatment of a life-threatening or chronically debilitating condi-
tion affecting not more than five in 10 000 persons in the
Community, the following specific rules shall apply and the
documentation listed below shall be provided in accordance
with the guidance drawn up pursuant to Article 5(3) of Regula-
tion (EC) No 141/2000:

(a) the documentation shall include appended authoritative
references which demonstrate that the disease or conditions
for which the medicinal product would be administered,
affects not more than five in 10 000 persons in the
Community at the time at which the application for desig-
nation is submitted, where these are available;

(b) the data shall include appropriate details on the condition
intended to be treated and a justification of the life-threat-
ening or chronically debilitating nature of the condition
supported by scientific or medical references;

(c) the documentation submitted by the sponsor shall include
or refer to a review of the relevant scientific literature, and
shall provide information from relevant databases in the
Community, where these are available. Where no database
in the Community is available, reference may be made to
databases available in third countries, provided the appro-
priate extrapolations are made;
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(d) where a disease or condition has been considered within
the framework of other Community activities on rare
diseases, this information shall be provided. In the case of
diseases or conditions included in projects financially
supported by the Community in order to improve informa-
tion on rare diseases, a relevant extract from this informa-
tion, including in particular, details of the prevalence of the
disease or condition in question, shall be provided.

2. Potential for return on investment

For the purpose of establishing, pursuant to the second
subparagraph of Article 3(1)(a) of Regulation (EC) No 141/
2000, that a medicinal product is intended for the diagnosis,
prevention or treatment of a life-threatening, seriously debili-
tating 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 necesary investment, the following specific
rules shall apply and the appropriate documentation shall be
provided in accordance with the guidance drawn up pursuant
to Article 5(3) of Regulation (EC) No 141/2000:

(a) the data shall include appropriate details on the condition
intended to be treated and a justification of the life-threat-
ening or seriously debilitating or serious and chronic nature
of the condition supported by scientific or medical
references;

(b) the documentation submitted by the sponsor shall include
data on all costs that the sponsor has incurred in the
course of developing the medicinal product;

(c) the documentation provided shall include details of any
grants, tax incentives or other cost recovery provisions
received either within the Community or in third countries;

(d) in cases where the medicinal product is already authorised
for any indication or where the medicinal product is under
investigation for one or more other indications, a clear
explanation of and justification for the method that is used
to apportion the development costs among the various
indications shall be provided;

(e) a statement of and justification for all development costs
that the sponsor expects to incur after the submission of
the application for designation shall be provided;

(f) a statement of and justification for all production and
marketing costs that the sponsor has incurred in the past
and expects to incur during the first 10 years that the
medicinal product is authorised shall be provided;

(¢) an estimate and justification for the expected revenues from
sales of the medicinal product in the Community during
the first 10 years after authorisation;

(h) all cost and revenue data shall be determined in accordance
with generally accepted accounting practices and shall be
certified by a registered accountant in the Community;

(i) the documentation provided shall include information on
the prevalence and incidence in the Community of the
condition for which the medicinal product would be

administered at the time at which the application for desig-
nation is submitted.

3. Existence of other methods of diagnosis, prevention or treatment

An application for designation of a medicinal product as an
orphan medicinal product may be submitted in accordance
with either paragraph 1 or paragraph 2 of this Article. Irrespec-
tive of whether an application for designation is submitted in
accordance with paragraph 1 or 2, the sponsor must addition-
ally establish that there exists no satisfactory method of diag-
nosis, prevention or treatment of the condition in question, or
if such method exists that the medicinal product will be of
significant benefit to those affected by that condition.

For the purpose of establishing, pursuant to Article 3(1)(b) of
Regulation (EC) No 141/2000 that there exists no satisfactory
method of diagnosis, prevention or treatment of the condition
in question, or if such method exists that the medicinal product
will be of significant benefit to those affected by that condition,
the following rules shall apply:

(a) details of any existing diagnosis, prevention or treatment
methods of the condition in question that have been
authorised in the Community shall be provided, making
reference to scientific and medical literature or other rele-
vant information. These may include authorised medicinal
products, medical devices or other methods of diagnosis,
prevention or treatment which are used in the Community;

(b) either a justification as to why the methods referred to in
paragraph (a) are not considered satisfactory;

or

(c) a justification for the assumption that the medicinal
product for which designation is sought will be of signifi-
cant benefit to those affected by the condition.

4. General provisions

(a) A sponsor applying for designation of a medicinal product
as an orphan medicinal product shall apply for designation
at any stage of the development of the medicinal product
before the application for marketing authorisation is made.
An application for designation may however be submitted
for a new therapeutic indication for an already authorised
medicinal product. In this case, the marketing authorisation
holder shall apply for a separate marketing authorisation
which will cover only the orphan indication(s).

(b) More than one sponsor may obtain designation as an
orphan medicinal product for the same medicinal product
intended to prevent, treat or diagnose the same disease or
condition, provided that a complete application for desig-
nation as laid down by the guidelines specified in Article
5(3) is submitted in each case.

(c) Where a medicinal product is designated by the Committee
for Orphan Medicinal Products reference to the criteria for
designation will be made either to Article 2(1) or to Article
2(2) of this Regulation.
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Article 3
Definitions

1. The definitions in Article 2 of Regulation (EC) No 141/
2000 apply to those terms when used in this Regulation:

— ‘substance’ means a substance used in the manufacture of a
medicinal product for human use as defined in Article 1 of
Directive 65/65/EEC.

2. For the purposes of the implementation of Article 3 of
Regulation (EC) No 141/2000 on orphan medicinal products,
the following definition shall apply:

— ‘significant benefit’ means a clinically relevant advantage or
a major contribution to patient care.

3. For the purposes of the implementation of Article 8 of
Regulation (EC) No 141/2000 on orphan medicinal products,
the following definitions shall apply:

(a) ‘active substance’ means a substance with physiological or
pharmacological activity;

(b) ‘similar medicinal product’ means a medicinal product
containing a similar active substance of substances as
contained in a currently authorised orphan medicinal
product, and which is intended for the same therapeutic
indication;

(c) ‘similar active substance’ means an identicial active
substance, or an active substance with the same principal
molecular structural features (but not necessarily all of the
same molecular structural features) and which acts via the
same mechanism.

This includes:

(1) isomers, mixture of isomers, complexes, esters, salts
and non-covalent derivatives of the original active
substance, or an active substance that differs from the
original active substance only with respect to minor
changes in the molecular structure, such as a structural
analogue;

or

(2) the same macromolecule or one that differs from the
original macromolecule only with respect to changes in
the molecular structure such as:

(2.1) proteinaceous substances where:

— the difference is due to infidelity of transcrip-
tion or translation,

— the difference in structure between them is
due to post-translational events (such as
different glycosylation patterns) or different
tertiary structures,

— the difference in the amino acid sequence is
not major. Therefore, two pharmacologically
related protein substances of the same group
(for example, two biological compounds
having the same International Non-propri-

etary name (INN) sub-stem) would normally
be considered similar,

— the monoclonal antibodies bind to the same
target epitope. These would normally be
considered similar;

(2.2) polysaccharide substances having identical
saccharide repeating units, even if the number of
units varies and even if there are post-polymerisa-
tion modifications (including conjugation);

(2.3) polynucleotide  substances (including gene
transfer and antisense substances), consisting of
two or more distinct nucleotides where:

— the difference in the nucleotide sequence of
the purine and pyrimidine bases or their
derivatives is not major. Therefore for anti-
sense substances, the addition or deletion of
nucleotide(s) not significantly affecting the
kinetics of hybridisation to the target would
normally be considered similar. For gene
transfer substances, unless the differences in
the sequence were significant the substances
would normally be considered similar,

— the difference in structure between them
relates to modifications to the ribose or deox-
yribose sugar backbone or to the replacement
of the backbone by synthetic analogues,

— the difference is in the vector or transfer
system;

(2.4) closely related complex partly definable
substances (such as two related viral vaccines, or
two related cell therapy products);

or

(3) the same radiopharmaceutical active substance, or one
differing from the original in radionuclide, ligand, site
of labelling or molecule-radionuclide coupling mecha-
nism linking the molecule and radionuclide provided
that it acts via the same mechanism;

‘clinically superior’ means that a medicinal product is
shown to provide a significant therapeutic or diagnostic
advantage over and above that provided by an authorised
orphan medicinal product in one or more of the following
ways:

(1) greater efficacy than an authorised orphan medicinal
product (as assessed by effect on a clinically meaningful
endpoint in adequate and well controlled clinical trials).
Generally, this would represent the same kind of
evidence needed to support a comparative efficacy
claim for two different medicinal products. Direct
comparative clinical trials are generally necessary,
however comparisons based on other endpoints,
including surrogate endpoints may be used. In any case,
the methodological approach should be justified;

or
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(2) greater safety in a substantial portion of the target population(s). In some cases direct comparative
clinical trials will be necessary;

or
(3) in exceptional cases, where neither greater safety nor greater efficacy has been shown, a demonstra-
tion that the medicinal product otherwise makes a major contribution to diagnosis or to patient
care.
Article 4

Entry into force

This Regulation shall enter into force on the day following its adoption by the Commission and shall apply
from the same day.

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

Done at Brussels, 27 April 2000.

For the Commission
Erkki LIIKANEN

Member of the Commission






_1497438731.pdf
To view the full contents of this document, you need a later version of the PDF viewer. You can upgrade
to the latest version of Adobe Reader from www.adobe.com/products/acrobat/readstep2.html

For further support, go to www.adobe.com/support/products/acrreader.html






_1465291607.pdf
EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

2 March 2010
EMA/COMP/15893/2009 Final
Committee for Orphan Medicinal Products (COMP)

Recommendation on elements required to support the
medical plausibility and the assumption of significant
benefit for an orphan designation

Discussion in the COMP September - November 2008
Release for consultation January 2009

Deadline for comments July 2009

Adoption by the COMP March 2010

7 Westferry Circus e Canary Wharf e London E14 4HB e United Kingdom
Telephone +44 (0)20 7418 8400 Facsimile +44 (0)20 7523 7040

E-mail info@ema.europa.eu Website www.ema.europa.eu An agency of the European Union

© European Medicines Agency, 2012. Reproduction is authorised provided the source is acknowledged.





Table of contents

3 oo T [T ot o o e 3
Supporting data and references ......civecriciiiiiris e s s 5
Medical plausibility .....ccccciiiciiiiiiiiii s s s s e 5
Justification of the assumption of significant benefit .........ccvccvviiiiiiicinnas 5
Significant benefit based on an assumption of improved efficacy.......c...u.u. 6
Significant benefit based on an assumption of improved safety.................. 7
Significant benefit based on an assumption of a major contribution to

(0= 1 L= o 1 o ot T = 7
Significant benefit prior to the grant of the marketing authorization .......... 8

Recommendation on elements required to support the medical plausibility and the
assumption of significant benefit for an orphan designation
EMA/COMP/15893/2009 Page 2/8





Introduction

According to the European Parliament and Council Regulation (EC) 141/2000 (Art 5) and the
Commission Regulation (EC) 847/2000 “a sponsor applying for designation of a medicinal product shall
apply for designation at any stage of the development of the medicinal product before the application
for marketing authorization is made”. Furthermore, in the criteria for designation (Article 3 of
Regulation (EC) 141/2000) it is stated that a medicinal product shall be designated as an orphan
medicinal product if its sponsor can establish that “there exists no satisfactory method of diagnosis,
prevention or treatment of the condition in question that has been authorized in the European Union
or, if such method exists, that the medicinal product will be of significant benefit to those affected by
that condition”.

This Discussion Paper has two aims. Firstly, to outline the level of evidence normally required to
support the medical plausibility of using the product in the applied condition, and secondly, the level of
evidence required to support the assumption of significant benefit. The paper is based on the
experience accumulated over recent years with several hundred orphan drug designation applications,
approximately 70% of which included a discussion on significant benefit since satisfactory methods for
diagnosis, prevention or treatment existed in the European Union at the time of the submission of the
application.

General guidance is already available on what is considered necessary to support ‘medical plausibility’
at the time of the submission of an orphan designation application and on what is necessary for the
justification of the assumption of ‘significant benefit’ if this criterion applies. This is included in the
“Commission Guideline on the format and content of applications for designation as orphan medicinal
products and on the transfer of designations from one sponsor to another” (ENTR/6283/00) and in the
“"Communication from the Commission on Regulation (EC) 141/2000 of the European parliament and of
the Council on orphan medicinal products” (Commission Communication 2003/C 178/02 of 29 July
2003). This discussion paper should be read in conjunction with these documents.

According to the Commission Guideline (ENTR/6283/00), the medical plausibility section should be
completed for all applications. There are two aspects to “Medical Plausibility”:

(1) the rationale for use of the medicinal product in the proposed orphan indication; and

(2) where the orphan indication refers to a subset of a particular condition, a justification of the
medical plausibility for restricting the medicinal product in the sub-set.

The ‘rationale for development’ is closely and necessarily linked with both the nature of an orphan drug
as a ‘medicinal product’ and with the designation criterion set out in Article 3.1(a) of Regulation (EC)
No 141/2000.

A product which is the subject of such application must be a medicinal product as defined in Article 1,
Directive 2001/83/EC and consideration of the ‘medical plausibility’ at an early stage of product
development provides a means of verifying this. Article 3.1 which lays down the criteria for designation
states that "a medicinal product shall be designated as an orphan medicinal product if its sponsor can
establish: that it is intended for the diagnosis, prevention or treatment of a life-threatening or
chronically debilitating condition....”. Based on this wording, the Committee for Orphan Medicinal
Products (COMP) will consider the notion of ‘medical plausibility’ when assessing an application for
designation.
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The Commission Communication (2003/C 178/02) section B.1, furthermore, recognises that the COMP
may take into account available data to modify the condition under application (for example, because
the Committee considers that the designatable condition is broader than the one under application). To
define a suitable condition for designation, the COMP must look at the rationale for development of the
medicinal product in the proposed orphan indication. This is imperative to prevent the slicing of
common conditions into invalid sub-sets (e.g. different stages of a condition such as “metastatic
cancer”; subgroups of frequent diseases where the product would have interest in the rest of the
disease; conditions defined based on the therapeutic use of the product such as “treatment in patients
not responding to X”). It is important that sponsors, when preparing designation applications, are
aware that this is an important issue that will be reviewed by the Committee.

It should be noted that for the purpose of designation and to support the rationale for the development
of the product in the proposed condition some preliminary preclinical or clinical data are generally
required. A pharmacological concept, not supported by any form of evidence, would generally not be
considered by the COMP as sufficient justification for the designation of the medicinal product in the
proposed condition.

Article 3(1)b of Regulation EC 141/2000 states that in the case where a satisfactory method of
diagnosis, prevention or treatment of the condition exists, the sponsor has to establish ‘that the
medicinal product will be of significant benefit to those affected by that condition’. In the Commission
Communication it is stated, “a treatment for a particular disease or condition may be associated with
certain risks. These risks are balanced against the expected benefits when considering whether to
grant or refuse a marketing authorisation in accordance with the criteria of safety, quality and efficacy
as laid down in Directive 2001/83/EC. A marketing authorisation is granted if the benefit risk
assessment is positive”. As mentioned in the Commission Regulation (EC) 847/2000, authorised
medicinal products are therefore considered satisfactory methods of diagnosis, prevention or
treatment. Commonly used methods of diagnosis, prevention or treatment that are not subject to
marketing authorization (e.g. surgery, medical devices) may be also considered satisfactory methods,
if there is scientific evidence as to the value of those methods.

Significant benefit is defined in Commission Regulation (EC) 847/2000 as ‘a clinically relevant
advantage or a major contribution to patient care.’ The applicant is required to justify the assumption
that the medicinal product will be of significant benefit compared to the existing authorized medicinal
products or methods at the time of designation.

As there may be little or no clinical experience with the orphan medicinal product in question, the
justification for significant benefit is likely to be made on assumptions of benefit by the applicant. As
stated in the Guideline (ENTR/6283/00), at the time of designation “significant benefit should be based
on well justified assumptions. Assumptions of potential benefit(s) should be plausible and where
possible based on sound pharmacological principles.” In the same Guideline it is also stated that “In
general a demonstration of potentially greater efficacy, an improved safety profile, and/or more
favourable pharmacokinetic properties than existing methods may be considered to support the notion
of significant benefit.”

In addition, the Commission Communication on Regulation (EC) No 141/2000 gives some clarification
on the possibility to base the significant benefit on the availability of the medicinal product (e.g.
European Union availability versus availability in one Member State; supply insufficient to meet
patients’ needs with the exclusion of either transient or artificial problems in supply), documented
safety problems in relation to the origin of the medicinal product; serious and documented difficulties
with the formulation or route of administration; long term interruption in supply of an authorized
product; favorable and clinically relevant pharmacokinetic properties. In all cases the COMP is
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required to assess whether or not these assumptions are plausible and are supported in the application
by appropriate evidence.

Supporting data and references

Generally for the justification of the medical plausibility and the assumption of significant benefit it is a
requirement that the sponsor’s argument should be substantiated by appropriate scientific
documentation. When possible, cross-references to the literature, preferably peer-reviewed, should be
added and listed separately. Other forms of literature references or unpublished reports and expert
statements may also be used.

Medical Plausibility

Since in many cases, at the time of designation, little or no clinical experience is available, it is
important that the relevance of in vitro and in vivo preclinical models presented in the application is
discussed in the context of the condition and when appropriate reference should be made to other
products developed for the same condition. As a general rule at least relevant in vitro and in vivo data
in appropriate preclinical models should be submitted. If available, established in vivo models for the
global condition should preferably be used. If in vitro evidence only is available at the time of the
application, the relevance of the findings should be discussed in the context of the proposed condition.
When available, comparative data or a discussion comparing the results obtained with the product to
those obtained with comparators should be provided. The preclinical data should be discussed in full
even if preliminary results from first administration to humans are available. Furthermore, the
application should contain a brief outline on the future plans regarding the preclinical development;
future studies should be easily distinguishable from studies already performed or ongoing.

If the product is developed for additional conditions other than the orphan indication applied for, a very
brief description of the in vitro and in vivo preclinical data should be included but should be clearly
separated from the preclinical data which are relevant for the proposed orphan condition.

Clinical data from studies in the proposed condition, if available, should be presented separately from
clinical data in other conditions in order to clearly differentiate them from studies in other conditions.
Only data applicable to the proposed orphan indication should be presented in detail.

In addition to the efficacy data, a summary of any available important safety data obtained in the
preclinical and clinical setting (both in the orphan condition and in other conditions) should be included
in the application.

Justification of the assumption of significant benefit

When the application is based on an assumption of significant benefit, a comparison with authorized
treatments or otherwise established methods is required for designation, as opposed to applications for
conditions where there are no available means of diagnosis, prevention, or treatment or for a condition
for which the available methods are not considered satisfactory.

To follow the spirit of the Orphan legislation, which makes it clear that an orphan application may be
made at any stage of the development, ‘significant benefit’ will be based on the available evidence at
the stage of designation. Acknowledging the fact that many sponsors will apply for orphan designation
at an early stage in development, when comparative data are often not available, a critical review
comparing authorised treatments and the proposed Orphan Medicinal Product and justifying the
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assumption of significant benefit should be provided. This review should be based not only on the
limitations and risks of the authorised products but also on the benefit expected with the proposed
product.

All designations based on the significant benefit criterion will be reviewed prior to the grant of a
marketing authorization and after adoption of opinion by the CHMP. The assessment of significant
benefit before marketing authorization is made exclusively by the COMP and the procedure runs
without interferences with the marketing authorization application assessment. At this stage, the COMP
will require a higher level of evidence than at the time of designation for the orphan status to be
maintained.

For a claim of ‘significant benefit’, i.e. a clinically relevant advantage or major contribution to patient
care to be sustained, the COMP will evaluate whether there is a high probability for the patients to
experience a clinically relevant benefit. Thus, it has to be concrete and based on the data contained in
the application for marketing authorisation and the arguments presented by the sponsor. After
adoption of the opinion form the CHMP collaboration between the committees could be sought if
necessary in order to assure consistency and collaboration between scientific committees at the
European Medicines Agency as stated in the pharmaceutical regulation (articles 56(1) and 64(2) of
Regulation (EC) No 726/2004).

Significant benefit based on an assumption of improved efficacy

If the proposed product has not yet been administered in the clinical setting, the effects of the product
in the preclinical models should be discussed in comparison with the effects of authorized treatments
or established methods in the same models. In the absence of any data in the proposed condition, the
fact that the proposed product may have a different mechanism of action is not considered sufficient
by itself to justify the assumption of significant benefit. Based on the evidence available, the sponsor
should justify that the mechanism of action may translate into an improved efficacy in order to support
the assumption of significant benefit (e.g. targeting two receptors instead of one for the treatment of
the same condition would not be seen as significant benefit per se if the additional pharmacological
target does not result in improved efficacy or safety). If nonclinical models are used, it is preferable
that the comparison is derived from direct comparative experiments rather than from results published
in the literature.

If clinical data exist, it is acknowledged that results from comparative clinical trials may not be
available at the time of submission of the orphan designation application. Therefore presentation of the
effects observed in exploratory studies and comparison with the data available in the literature may be
appropriate to justify the assumption of significant benefit. In some situations quantitative methods for
indirect comparison may be used.

Very preliminary clinical results in a small number of patients will be taken into consideration with
caution by the COMP as important limitations apply to the interpretation of such initial results. When
positive preclinical data are not consistent with preliminary clinical results, particular attention will be
drawn to the predictive value of the preclinical models, and the number of species and models tested
compared to the extent and predictive value of the preliminary clinical results. If, after considering
these and other potentially important aspects of the experience accumulated at the time of
designation, there is a situation in which the pharmacological concept is sound and the evidence in
relevant preclinical models is compelling, the designation could be granted on the basis of an
assumption of significant benefit even if the preliminary clinical results are not convincing. The
significant benefit will be reassessed by the COMP before the granting of the Marketing Authorization,
when complete clinical data are submitted.
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Significant benefit based on an assumption of improved safety

The safety profile of a medicinal product is usually fully characterized after a medicinal product is
placed on the market, since rare adverse events can only be observed after administration of the
product to many patients under normal conditions of use. Therefore, if significant benefit is based on
expectations of a clinically relevant improved safety profile, the reasons for these expectations must be
clearly justified, either by clinical experience or exceptionally by reference to the pharmacological
properties of the medicinal product.

One example where safety may be argued to justify an assumption of significant benefit would be
where a medicinal product which is already authorised for another indication is then developed for a
new orphan indication. In such a case if the current methods for the proposed orphan indication have
significant safety problems, which are documented, the sponsor of the proposed medicinal product
may argue significant benefit based on the knowledge of the safety profile of the product in the
authorised indications. The possibility of extrapolating the safety data obtained from the authorized
indication to the proposed orphan population should be fully discussed in the application.

Where safety is argued to justify significant benefit, it is important that safety issues with current
methods are documented and not just theoretical. For example, on several occasions attempts to
justify the assumption of significant benefit of recombinant or transgenic products have been based on
the risk of viral transmission with plasma-derived products. According to the Commission
Communication, generally if the risk is theoretical and there are no observed and documented cases of
viral transmission with the authorised and used plasma derived products, it is not possible to base the
assumption of significant benefit on an assumption of expected improved safety, since as mentioned
above the safety profile is only established relatively late in the development when broad human
exposure has taken place. A theoretical risk with an authorised product cannot be compared with a
theoretical lack of risk with the product under development. The potential for antigenicity associated
with a new transgenic product may, for example, pose a greater risk than the potential for viral
transmission associated with a blood derived product which has been safely on the market for two or
three decades. As mentioned in the Commission Communication, enhancement of the pharmaceutical
quality of a product in compliance with the relevant guidelines does not constitute a basis for the
assumption of significant benefit (e.g. implementing a new purification step or an additional step in the
production to avoid viral transmission).

In some cases the authorised treatments are associated with certain adverse events linked to the route
of administration. In such cases the assumption of significant benefit for a different product may be
based on another route of administration generally associated with less risk.

Significant benefit based on an assumption of a major contribution to
patient care

Significant benefit based on an assumption of a major contribution to patient care has also been used
for orphan designation. Based on the experience accumulated over recent years, assumptions have
mainly been based on more convenient modes of administration improving patient compliance or on
improved availability of the product for the patient population. Other arguments that may improve the
quality of life of the patients may also be considered for this purpose.

In the former case the discussion on the route of administration should focus on the condition and the
current treatment modalities, i.e. ease of self-administration may be important in ambulant patients
but less so in patients likely to be hospitalized during treatment. In some cases a new route of
administration may also be viewed as an improvement in safety. For example, if current treatments
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have to be administered via a central intravenous catheter and the proposed treatment is for
pulmonary or oral administration. However, clinical data should generally be available to support such
argumentation, because a theoretical advantage e.g. of administration by inhalation may be
counterbalanced by the induction of severe bronchoconstriction or, conversely, a product administered
orally may have severe gastrointestinal toxicity.

With regard to availability as an argument to support a major contribution to patient care, the
Commission Communication clarifies the possibility of basing the significant benefit on the improved
supply/availability of the medicinal product. In the evaluation of the issue of the availability the COMP
will discuss and conclude as to whether justifications provided by the sponsor on the potential increase
in supply/availability could be translated into a clinically relevant potential significant benefit for the
patient population in all Member States.

Significant benefit prior to the grant of the marketing authorization

Demonstration of significant benefit at the time of marketing authorisation will need to be supported
by data and a critical review of the clinically relevant advantage or major contribution to patient care
that the product may offer in the context of the methods authorized for the proposed orphan
indication. It is expected that most of the data to demonstrate significant benefit will be generated
during the clinical development of the product. The sponsor is expected to comply with established
guidelines on development of products in different indications and to take into account the current
medical knowledge to establish the best comparative alternative in each case, when applicable. Any
advantage of the designated orphan medicinal product will be considered in the context of experience
with authorized products in the orphan condition even if comparative clinical studies are not always
required or possible.

In this respect, sponsors are strongly advised to seek protocol assistance to discuss how to generate
the necessary data.

If the protocol assistance with regards to the significant benefit justification is not followed the sponsor
will be asked to justify the deviation from the advice given.

Recommendation on elements required to support the medical plausibility and the
assumption of significant benefit for an orphan designation
EMA/COMP/15893/2009 Page 8/8






_1465291548.pdf
22.1.2000

Official Journal of the European Communities

L 181

(Acts whose publication is obligatory)

REGULATION (EC) No 141/2000 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL
of 16 December 1999
on orphan medicinal products

THE EUROPEAN PARLIAMENT AND THE COUNCIL OF THE
EUROPEAN UNION,

Having regard to the Treaty establishing the European
Community, and in particular Article 95 thereof,

Having regard to the proposal from the Commission ('),

Having regard to the opinion of the Economic and Social
Committee (2),

Acting in accordance with the procedure laid down in Article
251 of the Treaty (%),

Whereas:

1)

some conditions occur so infrequently that the cost of
developing and bringing to the market a medicinal
product to diagnose, prevent or treat the condition
would not be recovered by the expected sales of the
medicinal product; the pharmaceutical industry would
be unwilling to develop the medicinal product under
normal market conditions; these medicinal products are
called ‘orphan’;

patients suffering from rare conditions should be enti-
tled to the same quality of treatment as other patients; it
is therefore necessary to stimulate the research, develop-
ment and bringing to the market of appropriate medica-
tions by the pharmaceutical industry; incentives for the
development of orphan medicinal products have been
available in the United States of America since 1983 and
in Japan since 1993;

in the European Union, only limited action has been
taken so far, whether at national or at Community level,
to stimulate the development of orphan medicinal prod-
ucts; such action is best taken at Community level in
order to take advantage of the widest possible market
and to avoid the dispersion of limited resources; action
at Community level is preferable to uncoordinated meas-
ures by the Member States which may result in distor-

() O] C 276, 4.9.1998, p. 7.
() O] C 101, 12.4.1999, p. 37.
(}) Opinion of the European Parliament of 9 March 1999 (O] C 175,

21.6.1999,
1999 (O] C 317, 4.11.1999, p. 34) and Decision of the European
Parliament of 15 December 1999 (not yet published in the Official
Journal).

p. 61), Council Common Position of 27 September

tions of competition and barriers to intra-Community
trade;

orphan medicinal products eligible for incentives should
be easily and unequivocally identified; it seems most
appropriate to achieve this result through the establish-
ment of an open and transparent Community procedure
for the designation of potential medicinal products as
orphan medicinal products;

objective criteria for designation should be established;
those criteria should be based on the prevalence of the
condition for which diagnosis, prevention or treatment
is sought; a prevalence of not more than five affected
persons per 10 thousand is generally regarded as the
appropriate threshold; medicinal products intended for a
life-threatening, seriously debilitating or serious and
chronic condition should be eligible even when the
prevalence is higher than five per 10 thousand;

a Committee composed of experts appointed by the
Member States should be established to examine applica-
tions for designation; this Committee should also
include three representatives of patients' associations,
designated by the Commission, and three other persons,
also designated by the Commission, on a recommenda-
tion from the European Agency for the Evaluation of
Medicinal Products (hereinafter referred to as ‘the
Agency’); the Agency should be responsible for the
adequate coordination between the Committee on
orphan medicinal products and the Committee on
proprietary medicinal products;

patients with such conditions deserve the same quality,
safety and efficacy in medicinal products as other
patients; orphan medicinal products should therefore be
submitted to the normal evaluation process; sponsors of
orphan medicinal products should have the possibility
of obtaining a Community authorisation; in order to
facilitate the granting or the maintenance of a
Community authorisation, fees to be paid to the Agency
should be waived at least in part; the Community budget
should compensate the Agency for the loss in revenue
thus occasioned;
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(10)

()

O] 22, 9.2.1965,

experience in the United States of America and Japan
shows that the strongest incentive for industry to invest
in the development and marketing of orphan medicinal
products is where there is a prospect of obtaining
market exclusivity for a certain number of years during
which part of the investment might be recovered; data
protection under Article 4(8)(a)(iii) of Council Directive
65/65/EEC of 26 January 1965 on the approximation of
provisions laid down by law, regulation or adminis-
trative action relating to medicinal products (!) is not a
sufficient incentive for that purpose; Member States
acting independently cannot introduce such a measure
without a Community dimension as such a provision
would be contradictory to Directive 65/65/EEC; if such
measures were adopted in an uncoordinated manner by
the Member States, this would create obstacles to intra-
Community trade, leading to distortions of competition
and running counter to the single market; market exclu-
sivity should however be limited to the therapeutic indi-
cation for which orphan medicinal product designation
has been obtained, without prejudice to existing intellec-
tual property rights; in the interest of patients, the
market exclusivity granted to an orphan medicinal
product should not prevent the marketing of a similar
medicinal product which could be of significant benefit
to those affected by the condition;

sponsors of orphan medicinal products designated under
this Regulation 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, prevention or
treatment of such conditions, including rare diseases;

the specific programme Biomed 2, of the fourth frame-
work programme for research and technological devel-
opment (1994 to 1998), supported research on the
treatment of rare diseases, including methodologies for
rapid schemes for the development of orphan medicinal
products and inventories of available orphan medicinal
products in Europe; those grants were intended to
promote the establishment of cross national cooperation
in order to implement basic and clinical research on rare
diseases; research on rare diseases continues to be a
priority for the Community, as it has been included in
the fifth framework programme for research and techno-
logical development (1998 to 2002); this Regulation
establishes a legal framework which will allow the swift
and effective implementation of the outcome of this
research;

rare diseases have been identified as a priority area for
Community action within the framework for action in
the field of public health; the Commission, in its
communication ~ concerning a  programme  of
Community action on rare diseases within the frame-
work for action in the field of public health has decided
to give rare diseases priority within the public health

p. 369. Directive as last amended by Directive
93/39[EEC (O] L 214, 24.8.1993, p. 22).

framework; the European Parliament and the Council
have adopted Decision No 1295/1999/EC of 29 April
1999 adopting a programme of Community action on
rare diseases within the framework for action in the field
of public health (1999 to 2003) (3, including actions to
provide information, to deal with clusters of rare
diseases in a population and to support relevant patient
organisations; this Regulation implements one of the
priorities laid down in this programme of action,

HAVE ADOPTED THIS REGULATION:

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:

(@)

(b)

1.

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

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

‘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;

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

Article 3
Criteria for designation

A medicinal product shall be designated as an orphan

medicinal product if its sponsor can establish:

(@)

that it is intended for the diagnosis, prevention or treat-
ment of a life-threatening or chronically debilitating condi-
tion 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 treat-
ment 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;

() O] L 155, 22.6.1999, p. 1.
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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.

2. The Commission shall adopt the necessary provisions for
implementing this Article in the form of an implementing
Regulation in accordance with the procedure laid down in
Article 72 of Council Regulation (EEC) No 2309/93 ().

Atticle 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 medi-
cinal 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 devel-
opment 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

(') O] L 214, 24.8.1993, p. 1. Regulation as amended by Commission
Regulation (EC) No 649/98 (O] L 88, 24.3.1998, p. 7).

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.

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 appro-
priate, 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 applica-
tion 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 accord-
ance with the opinion of the Committee, the decision shall be
adopted in accordance with the procedure laid down in Article
73 of Regulation (EEC) No 2309/93. 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
transferred 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 author-
isation. 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 develop-
ment of orphan medicinal products, covering regulatory assis-
tance for the definition of the content of the application for
authorisation within the meaning of Article 6 of Regulation
(EEC) No 2309/93.

Atticle 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 medi-
cinal 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.

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 indi-
cation, 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 medi-
cinal 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 indication, 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
g g
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 shall adopt definitions of ‘similar medi-
cinal product’ and ‘clinical superiority’ in the form of an imple-
menting Regulation in accordance with the procedure laid
down in Article 72 of Regulation (EEC) No 2309/93.

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

() O] L 147, 9.6.1975, p. 13. Directive as last amended by Council
Directive 93/39/EEC (O] L 214, 24.8.1993, p. 22).
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Article 9
Other incentives

1. Medicinal products designated as orphan medicinal prod-
ucts 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 tech-
nological development.

2. Before 22 July 2000, the Member States shall communi-
cate 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 infor-
mation 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 availability 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 Regulation, together with an account of the
public health benefits which have been obtained.

Article 11

Entry into force

This Regulation shall enter into force on the day of its publica-
tion in the Official Journal of the European Communities.

It shall apply as from the date of adoption of the implementing
Regulations 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.

Done at Brussels, 16 December 1999.

For the European Parliament
The President
N. FONTAINE

For the Council
The President
K. HEMILA
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POINTS TO CONSIDER ON THE CALCULATION AND REPORTING OF
THE PREVALENCE OF A CONDITION FOR ORPHAN DESIGNATION

1. INTRODUCTION

One important aim of the European Regulation on orphan medicinal products is to promote
the development of products for serious rare diseases or for serious diseases where without
incentives it is unlikely that the marketing would generate sufficient return to justify
investment.

Where an orphan designation application is based on the claim that a condition for which the
medicinal product is intended is rare, i.e., that the condition affects not more than 5 in 10,000
persons in the Community, then this should be demonstrated by the sponsor using appended
authoritative references.

No matter how rare a condition actually is, it is not sufficient to state that it is ‘obviously’ rare
and the prevalence is far below the 5 in 10,000 limit. Generally, demonstrating that the
prevalence of a condition meets the criterion will consist of a review of the literature and of
any reference databases together with a critical presentation of methods, results and
conclusions. Where all available data show conclusively that the population prevalence lies
well-below the threshold, the fulfilment of the prevalence criterion will be a relatively simple
task. In less clear situations, careful weighing of the evidence from available sources and
formal numerical combinations of available data may be necessary to establish that the
population prevalence lies below the threshold. It is recognised that in some very rare diseases
or conditions obtaining relevant morbidity data to demonstrate that the prevalence meets the
orphan criterion may be the most difficult task.

Another important point that requires clarification is the interpretation of the prevalence
criterion for conditions of very short duration. For such conditions, yearly incidence rather
than point prevalence will often be a more relevant measure in view of the objectives of the
orphan drug legislation.

The aim of this points-to-consider document is primarily to assist the sponsor in establishing
the prevalence of a condition. It suggests possible sources of data, review methods and
presentation of results so that the claim can be established in a transparent and convincing
way. In particular, this document addresses:

. Problem Statement and Key Definitions
. General Points to Consider
. Identification of Epidemiological Data

. Validity and Comparability of Data
. Combining Data from Different Studies
. Reporting

The document does not discuss statistical models and methods for carrying out the
epidemiological studies and estimations. It is assumed that valid epidemiological designs and
statistical methods are used throughout the different steps involved in the estimation and
reporting of the prevalence. This document should be read in conjunction with the following
regulations and guideline, which address a number of fundamental issues, such as valid
definitions of a condition:
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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

. Commission Regulation (EC) No 847/2000 of 27 April 2000 laying down the
provisions for implementation of the criteria for designation of a medicinal product as
an orphan medicinal product and definition of the concepts ‘similar medicinal product’
and ‘clinical superiority’

. European Commission Guideline on the format and contents of applications for
designation as orphan medicinal product (ENTR/6283/00)

2. PROBLEM STATEMENT AND KEY DEFINITIONS

Prevalence is traditionally defined as the number of persons with a disease or condition at a
specified instant in time in a given population. It is sometimes referred to as ‘point
prevalence’ and expressed as a proportion.

The ‘prevalence criterion’, which is described in article 3 (1) (a) of Regulation (EC) No
141/2000, requires the demonstration through authoritative references that the disease or
condition for which the medicinal product is intended, affects not more than 5 in 10,000
persons in the Community, when the application is made. Therefore, in the context of the
orphan legislation the prevalence refers to the number of persons with the condition at the
time the application is made, divided by the population of the Community at that time. In the
application for designation, prevalence should be expressed as the proportion of persons
affected by the condition, per 10,000. For instance, with an estimated population in the
Community of 377.6 million (as of 1 January 2001) a total of 188,800 persons correspond to a
prevalence of 5 in 10,000.

For the purpose of establishing the ‘prevalence criterion’, prevalence is expressed as a
proportion, and the population at risk (the denominator) should always refer to the entire
population of the Community even if the population at risk of the condition is just a subset of
the entire general population (e.g., ovarian cancer in women, idiopathic respiratory distress
syndrome in premature newborns).

For conditions of average duration of less than one year, prevalence data should be
complemented with yearly incidence data (relevant to the year of submission of the
application) and the sponsor should establish that the condition affected less than 5 per 10,000
persons during the year when the application was submitted.

In many situations, the frue prevalence at the time of application will not be known and the
demonstration of the ‘prevalence criterion” will be based on the estimated prevalence of the
condition at a certain point in time. Where this is the case, there should be reasonable
evidence that the estimate provided is a good approximation of the true prevalence of the
claimed orphan condition in the European Union, at the time of application.

3.  GENERAL POINTS TO CONSIDER

. The starting point for any prevalence estimation is the definition of a medically
plausible condition that is generally recognised. Guidance on how to define medically
plausible conditions can be found in the European Commission Guideline on the format
and contents of applications for designation as orphan medicinal product
(ENTR/6283/00).

. The best and most reliable sources of epidemiological data will vary depending on the
condition of interest and there is no unique best source.
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. If the product is intended for prevention or diagnosis of a condition, then the limit of 5
in 10,000 persons in the Community refers to persons receiving the preventive
treatment or subjected to the diagnostic test and not those affected by the condition
itself. More generally, if the number of persons requiring administration of a product for
prevention or diagnosis of a condition exceeds the number of persons affected by the
condition, then the estimation of prevalence should be based on the number of persons
that are candidates for being administered the product.

. For medicinal products intended for the treatment of a condition, the prevalence should
generally be calculated based on the number of persons affected by the condition,
regardless of the number of persons who are or are not expected to receive the claimed
orphan medicinal product (e.g., because of the existence of treatment methods with a
better benefit/risk profile in certain sub-populations).

. Epidemiological data are more likely to be found for generally accepted conditions,
defined by commonly used classification rules. For less well-defined conditions, such as
subgroups of recognised conditions, data is often difficult to find or non-existant.
Guidance on the medical plausibility of subsets is available in the Guideline on the
format and content of applications for designation as orphan medicinal products
(ENTR/6283/00). Where the sponsor claims that a subset of a condition is medically
plausible, then the application should report the prevalence of the subset as well as that
of the condition.

. Where comprehensive prevalence data for the Community is not available, data from
individual EU Member States or national regions may still be available. Assumptions
about the validity of extrapolating these data to the whole Community will have to be
made and justifications on the validity of such assumptions will have to be provided.
The possibility of temporal or spatial variations should be considered and appropriate
adjustments should be made whenever necessary (e.g. north-south difference in the
prevalence of thalassaemia or differences in patterns of hospital admission for different
health-care systems). More generally, significant sources of bias for any extrapolation
should be taken into account.

. When all available epidemiological sources indicate that the prevalence of a condition
lies well below the limit, then the extent of precision that is required in the estimation of
the prevalence is generally small. For example, a summary of main epidemiological
literature or a simple merging of data from available studies may often be sufficient.
Conversely, when the estimated prevalence is close to the threshold defined by the
prevalence criterion, more precise evidence is generally required and this may rely on
the use of complex statistical methodology, if the data allows such an approach.

. The level of detail will vary on a case by case basis, according to the availability of data
and the required precision. In any case, the epidemiological section of the application
should contain sufficient detail toassess the quality of the epidemiological source data,
of any methods of calculations used by the sponsor and to assess the validity of the
conclusions claimed by the sponsor.

. Data clearly not reflecting the number of persons affected by the condition or otherwise
independent of the number of persons receiving the claimed orphan medicinal product,
are not acceptable without appropriate adjustments (for example when the medicinal
product is intended for treatment of clinically manifest poisoning in hospitalised
patients, then telephone enquiry statistics from poison information centres representing
primarily suspected or minor poisonings requiring no or minor treatment may not be
relevant).
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. The interdependence between prevalence, incidence and duration of the disease is well
known and it follows that the definition of the duration of a condition is of particular
relevance for the estimation of prevalence'. A prerequisite for any valid definition of a
condition lies in its ability to capture the entire course of the condition. This should
include, for instance, any long-term or permanent significant impairment, even if
treatment-derived and even if it extends beyond the period in which pharmaceutical
interventions are deemed possible or beneficial. Where the estimation of prevalence is
based on particular assumptions or estimates of the average duration of the condition,
then these will be subject to scrutiny as to their validity. Also, there are situations in
which establishing the average duration of a condition may prove difficult. In such
situations, adequate justifications should be provided in order to justify the expected
duration of the condition.

4. IDENTIFICATION OF EPIDEMIOLOGICAL DATA

For each condition, available information will often vary in terms of scientific value and
quality of the source. Search methods should always aim to identify the most rigorous and
quality sources of information.

Standard sources of information typically consist of primary epidemiological and medical
literature from peer-reviewed journals and, where available, databases and registries
(provided that the source of the data and methodology are documented and meet equivalent
scientific standards). The strategy for identification of relevant information will generally
include a search of bibliographic databases. A systematic review of all available
epidemiological literature is often sufficient for producing a reliable overall estimate of
prevalence. Where this is not the case then further relevant information could be identified for
example through Internet searches and contact with experts.

Textbooks may be useful in pointing to relevant sources or may themselves provide useful
referenced epidemiological data. However, unsubstantiated statements about the prevalence
of a condition will generally be insufficient, even if derived from a textbook, monograph or a
thesis on the condition.

Where standard sources may have shown to be uninformative or unreliable, the sponsor
should also consider admission or discharge records of hospitals and specialised centres,
surveys of General Practitioners, rare disease or patient organisations, statistics on drug use
(for example the number of prescribed medications during a certain time period,
reimbursement statistics) and statements from experts.

The strategy for the identification of prevalence data should be presented together with a
thorough discussion of potential bias (e.g., publication bias and selection bias).

The sponsor should generally take into account information about all published studies and
other accessible sources relevant to the claimed orphan condition. All source material should
be adequately documented in the application, according to scientific standards. In general,
where after a search of the literature the sponsor has been able to establish that the estimated
prevalence is well below the threshold (for example, 1 or more orders of magnitude) and
where this corresponds to general knowledge about the prevalence of a condition, then the
level of detail of the information to be provided may be substantially reduced.

However, in less obvious situations, including situations were the confidence in the reliability
of the data is insufficient, the validity of the overall prevalence calculation provided by the

' Under the assumptions of stable incidence and duration of the condition, the functional relationship between
point prevalence (P), incidence (/) and mean duration (D) is commonly expressedas P = [ x D.
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sponsor may be seriously questioned in case additional relevant epidemiological studies are
identified during the evaluation of the application. The sponsor should promptly inform the
EMEA if relevant new prevalence information becomes available during the designation
procedure.

5. VALIDITY AND COMPARABILITY OF DATA

After all potentially relevant sources are identified exploration of sources of bias is of great
importance because studies often vary considerably in terms of design, definition of the
condition or methodology. Such differences may induce artificial heterogeneity that needs to
be distinguished from real variation of the occurrence of the condition within the Community.
These issues need to be addressed in the application, with the aim of distinguishing real
heterogeneity in the occurrence of the disease from that due to differences in study
characteristics.

The exclusion of individual sources or studies from the overall evaluation of prevalence can at
times be justified. Exclusion criteria should be described and substantiated. Exclusions can
only be justified in case of documented bias that cannot be corrected by appropriate weighting
in the calculation. If studies are excluded, the validity of the obtained result should be
investigated in alternative analyses based on the complete set or on different subsets of the
studies.

5.1 Summarising the Data from Available Sources

In many situations available data will be sufficient to demonstrate that the prevalence lies
below the threshold, without the need of combining the data from different sources with the
aim of producing a very precise estimate of the prevalence.

In other situations, the sponsor may choose to combine the results of relevant available
sources. When there is evidence of no significant variations across studies and in the
Community, this will often consist of a simple merging of data from different studies.
However, when the occurrence of the condition does vary within the Community, or studies
available are not representative of a defined population as a whole (because of differences in
population characteristics that are determinants of the condition), the sponsor may suggest a
weighted average. In this case, a transparent justification should be provided on how weights
are chosen and assigned to the studies and the means by which variability among study results
has been dealt with. The impact of observed or suspected major demographic differences
among the individual studies should be evaluated in alternative analyses with the aim of
demonstrating the validity of the combined result. Similarly, sensitivity analyses may be
necessary to demonstrate the degree to which the final prevalence estimate is sensitive to the
underlying assumptions or weights chosen, particularly where prevalence is suspected to be
close to the designation threshold.
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Appendix 1
Checklist for Reporting

The following key items will normally be addressed in the epidemiological section of the
application:

. The strategy used for identifying prevalence data

. The strategy used for evaluating and combining available evidence
. The most important data derived from relevant sources

. Main results after combining individual studies

. A conclusion on the population prevalence made by the sponsor.

The level of detail to be reported in the epidemiological section of the application should be
evaluated on a case by case basis. For instance, when all available epidemiological sources
indicate that the prevalence of a condition lies well below the limit, then the extent of
precision that is required in the estimation of the population prevalence is generally small.
Similarly, more detail will generally be required when the prevalence of the disease or
condition is close to the 5 in 10,000 limit than when it is an order of magnitude below it.

The following checklist suggests items that might be reported in the application, depending
on the desired level of detail. The checklist is not to be interpreted as a requirement and it is
acknowledged that for the majority of applications just the key items may be sufficient to
establish the population prevalence.

1. CHECKLIST FOR THE REPORTING OF METHODS

1.1 Definitions for the Epidemiological Assessment

Some key definitions relevant to the remainder of the epidemiology section of the application
should be clearly stated. These include, for example:

. the condition of interest (addressing, if applicable, handling of associated conditions;
definition of duration including recovery and handling of recurrent events);

. the population to which the product is actually expected to be administered in order to
target the condition of interest;

. the chosen (calendar) time point or period for which conclusions on population
prevalence are to be made.

1.2 Methods for the Identification of Epidemiological Data

To facilitate a critical evaluation of the selection process, the epidemiological section of the
application should include sufficient details on the search methods used and, in more general
terms, on the efforts made to include all available information, such as:

. overview of the strategy for identifying relevant sources, including

- use of bibliographic databases such as MEDLINE, search algorithm (time period
included, keywords, languages included, etc.)

- use of databases and registries
- use of hand searching (e.g., cited references) and contacts with experts
- methods for handling abstracts and use of unpublished material

. methods to assess the relevance or quality of information

COMP/436/01 6/9 ©EMEA 2002





. methods to assess bias which may affect point estimates
1.3 Methods for Combining the Data Identified

In situations were the claim on the prevalence is based on a numerical combination of
available studies, details about the methods for combining the data from different studies
should be provided.

To facilitate, in particular, a critical evaluation of the appropriateness of the methods used for
producing any quantitative summary of the data, the application should include sufficient data
for the assessment of numerical methods used for combining data from different studies, if
any, with a description of statistical methods (including methods for investigation of
heterogeneity).

2. CHECKLIST FOR THE REPORTING OF RESULTS

2.1 Search Results

Search results should be reported in great detail within the body of the epidemiological
section of the application and discussed in the relevant sections, if necessary, individually. In
order to facilitate review, a simple overview of the results of the search should be produced
in the form of tabular listings or other data summaries, (see Appendix 2 for an example of a
possible format for a summary table). All identified sources should be accounted for,
including the information excluded, with a justification.

Where all available studies point in the same direction of a prevalence well-below the
threshold, then an exhaustive tabulation of individual details may at times be unnecessary and
a justification for omitting this could be provided. In general, however, in order to facilitate
the assessment of search results, the following information should be provided for relevant
sources, wherever available:

. type of source

. study reference

. geographic region

. calendar years of data collection

. case definition and diagnosis procedures

. computational methods (modelling, computation of prevalence)

. most important assumptions

. study design, method of case ascertainment (and response rate, if appropriate),

. definition of the study population (including methods to establish the size of the
reference population, if necessary)

. sample size
. periodic re-assessments, evidence of time trends, changes in diagnostic procedures
. reported estimated prevalence, confidence intervals and other available routine statistics

(incidence, mortality, etc.)
2.2 Summary of Available Data and Main Results about the Population Prevalence

The main results of the epidemiological section should be stated clearly and it is on these
results that the sponsor should base the conclusive claim about the claimed population
prevalence of the condition.
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Typically, the main results will include the point estimate of the population prevalence and
some indication of the precision of the estimation (typically a confidence interval). It is
acknowledged that at times, a rigorous estimation of the prevalence will not be possible and a
plausible range of hypothesised values or a worst-case scenario estimation will be the only
possible summary of the available data.

If main results are derived from numerical combinations of several available sources,
reporting of the following could also be considered:

. graphical/tabular summaries of individual study estimates and weight in overall
estimation;

. results of analyses of heterogeneity;

. results of analyses aiming to evaluate robustness of the calculation.

3. REPORTING OF DISCUSSION AND CONCLUSION

A discussion of main results and most relevant aspects related to the demonstration of the
prevalence criterion should be provided, whenever appropriate. The discussion may for
instance include a critical assessment of search methodology, relevance and quality of
information assembled, bias, exclusion of certain sources or studies, statistical methods,
justification on whether it is appropriate to combine results from different studies, main
results and measures of uncertainty, validity of assumptions and the ability to generalise
conclusions.

A conclusive statement should be provided on the number of persons affected by the
condition in the Community at the time the designation application is made.
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Appendix 2

Example of a Tabulated Summary of Studies

(No.) Reference 11. BMJ 1988; 297: 1599-1602
Type of Source Literature (peer-reviewed journal)
Region UK

Collection Year(s) 1983-1985

Case definition

Cystic fibrosis

Data collection method

Questionaire to all consultants members of the British|...

Paediatric Association, the British Thoracic Society
and the British Association of Paediatric Surgeons
(1983)

Design

Survey

Reference population
size

Not provided in the publication

Risk factors
Other
Incidence (I) one case in 2,500 live births
Mortality (M) 80% survival at 8 year-old; 50% survival at 19 year-

old,

Calculated prevalence

5000 cases estimated mid-1985

Comments
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