EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

10 June 2014
EMA/COMP/138419/2005 Rev.1
Committee for Orphan Medicinal Products

Public summary of opinion on orphan designation
Melatonin for the treatment of non-24-hour sleep-wake disorders in blind
people with no light perception

First publication 27 October 2005
Rev.1: withdrawal from the Community Register 10 June 2014
Disclaimer

Please note that revisions to the Public Summary of Opinion are purely administrative updates.
Therefore, the scientific content of the document reflects the outcome of the Committee for Orphan Medicinal
Products (COMP) at the time of designation and is not updated after first publication.

Please note that this product was withdrawn from the Community Register of designated
Orphan Medicinal Products in April 2014 on request of the Sponsor.

On 11 April 2005, orphan designation (EU/3/05/274) was granted by the European Commission to
ICON Consulting, United Kingdom, for melatonin for the treatment of non-24-hour sleep-wake
disorders in blind people with no light perception.

What is non-24-hour sleep-wake disorders in blind people with no light
perception?

The 24-hour rhythm in sleep and wakefulness is regulated by a “body clock”. This clock is essential for
the timing of various physiological rhythms. The individual cycle of this body clock is usually slightly
longer than 24 hours and therefore it is reset on a daily basis to fit 24 hours. This occurs due to
changes in the blood concentration of a certain substance called melatonin. Melatonin is a naturally
occurring substance produced by a small flat gland localised within the brain. The production of
melatonin is normally regulated by the perception of light and darkness and helps to regulate the body
clock. In blind people, who cannot perceive light, this clock cannot be reset and will therefore not be
synchronised with real time. These people experience alternating periods of difficulties to initiate sleep
at night with difficulties to wake-up in the morning, or have early sleep onset with early awakenings.

Non-24-hour sleep-wake disorders in blind people with no light perception is a chronically debilitating
condition.
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What is the estimated number of patients affected by the condition?

At the time of designation, non-24-hour sleep-wake disorders in blind people with no light perception
affected approximately 2 in 10,000 people in the European Union (EU). This was equivalent to a total
of around 93,000 people™, and is below the ceiling for orphan designation, which is 5 people in 10,000.
This is based on the information provided by the sponsor and the knowledge of the Committee for
Orphan Medicinal Products (COMP).

What treatments are available?
No satisfactory methods exist that were authorised at the time of application.
How is this medicine expected to work?

The concentration of melatonin in the blood needed to follow the daily sleep-wake rhythm will be
mimicked by external administration and therefore, when given to blind individuals who cannot
perceive light may adjust the daily sleep-wake rhythm and reduce the number and duration of daytime
naps.

What is the stage of development of this medicine?

The effects of melatonin were evaluated in experimental models.

At the time of submission of the application for orphan designation, clinical trials in patients with non-
24-hour sleep-wake disorders in blind people were ongoing.

The medicinal product was not marketed anywhere worldwide for non-24-hour sleep-wake disorders in
blind people with no light perception, at the time of submission.

Orphan designation of melatonin was granted in the United States for treatment of circadian rhythm
sleep disorders in blind people with no perception of light.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 3 March 2005 recommending the granting of this designation.

Opinions on orphan medicinal product designations are based on the following three criteria:
e the seriousness of the condition;
e the existence of alternative methods of diagnosis, prevention or treatment;

e either the rarity of the condition (affecting not more than 5 in 10,000 people in the EU) or
insufficient returns on investment.

“Disclaimer: For the purpose of the designation, the number of patients affected by the condition is estimated and assessed
on the basis of data from the European Union (EU 25), Norway, Iceland and Liechtenstein.
At the time of designation, this represented a population of 466,600,000 (Eurostat 2005).
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Designated orphan medicinal products are products that are still under investigation and are

considered for orphan designation on the basis of potential activity. An orphan designation is not a
marketing authorisation. As a consequence, demonstration of quality, safety and efficacy is necessary

before a product can be granted a marketing authorisation.

For more information

Sponsor’s contact details:

ICON Consulting

2 Globeside

Globeside Business Park
Marlow

Buckinghamshire SL7 1TB
United Kingdom

Tel. +44 1628 49 63 15
Fax +44 1628 49 63 01

For contact details of patients’ organisations whose activities are targeted at rare diseases see:

e Orphanet, a database containing information on rare diseases, which includes a directory of

patients’ organisations registered in Europe;

e European Organisation for Rare Diseases (EURORDIS), a non-governmental alliance of patient

organisations and individuals active in the field of rare diseases.
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http://www.orpha.net/consor/cgi-bin/index.php
http://www.eurordis.org/content/rare-disease-patient-organisations

Translations of the active ingredient and indication in all official EU
languages®, Norwegian and Icelandic

Language

Active Ingredient

Indication

English

Czech

Danish

Dutch

Estonian

Finnish

French

German

Greek

Hungarian

Italian

Latvian

Lithuanian

Polish

Portuguese

Slovak

Slovenian

Spanish

Swedish

Melatonin

Melatonin

Melatonin

Melatonine

Melatoniin

Melatoniini

Mélatonine

Melatonin

MeAaTovivn

Melatonin

Melatonina

Melatonins

Melatoninas

Melatonina

Melatonina

Melatonin

Melatonin

Melatonina

Melatonin

1 At the time of designation

Non-24-Hour Sleep-Wake Disorder in blind people with no
light perception

Ne 24-hodinova porucha spanku a bdéni u slepych
subjektl bez percepce svétla

Ikke-24 timers sgvn-/vagenhedsforstyrrelse hos blinde
uden lyssans

Niet-24 uur slaap-waakstoornis in blinden zonder
lichtperceptie

Mitte-24-tunnise une- ja arkveloleku haire valgust
mittetajuvatel patsientidel

Ei 24 tunnin uni-valvehairioé sokeilla ihmisilla, joilla ei ole
ollenkaan valon havaintokykya.

Trouble des non-24 heures de sommeil-réveil chez le sujet
aveugle n’ayant aucune perception de la lumiére.
Nicht-24-Stunden-Schlaf-Wachstérungen in

Blinden mit fehlender Lichtwahrnehmung

Mn-24-wpou didpKeliag diatapaxr Tou KUKAou Unvou-
gypriyopong os atopa Pe TUPAWGN Nou dev €XoUV
avtiAnwn Tou eWTOG

Nem 24 6ras alvas-ébrenlét rendellenesség befolyasolasa
fény percepcid nélkiili vaksag esetén

Disturbo del ritmo sonno-veglia diverso dalle 24 ore in
soggetti totalmente ciechi.

Ne 24 stundu miega/nomoda traucéjumi akliem cilvékiem
bez gaismas uztveres

Akly asmeny be Sviesos suvokimo ne 24 valandy miego ir
blddravimo rezimo sutrikimas

Niezwigzane z rytmem 24-godzinnym zaburzenia snu i
czuwania u 0sob catkowicie niewidomych bez poczucia
Swiatfa

Distlrbios de nao 24 horas do ritmo sono-vigilia em
pessoas cegas sem percepc¢ao da luz.

Porucha 24 h cyklu spanok a bdenie u slepych ludi bez
percepcie svetla

Zamik 24-urnega cikla budnosti in spanca pri slepih
osebah, ki ne zaznavajo svetlobe

Trastorno del ritmo suefio-vigilia no 24 horas en sujetos
ciegos que no perciben la luz

Icke-24 timmars somn-/vakenhetsstérning hos blinda
patienter som saknar ljusperception
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Language Active Ingredient Indication

Ikke-24-timers sgvn-/vakenhetsforstyrrelse hos blinde
personer som ikke har lyspersepsjon
Melaténin Roéskun a 24 tima mynstri svefns og voku hja blindum
einstaklingum meo enga ljésskynjun

Norwegian Melatonin

Icelandic
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