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Public summary of opinion on orphan designation
N-[2,6-bis(1-methylethyl)phenyl]-N’-[[1-[4-(dimethylamino)
phenyl]cyclopentyl]methyl]urea, hydrochloride salt for the treatment of
adrenocortical carcinoma

On 7 June 2013, orphan designation (EU/3/13/1128) was granted by the European Commission to
Atterocor Ltd, United Kingdom, for N-[2,6-bis(1-methylethyl)phenyl]-N’-[[1-[4-(dimethylamino)
phenyl]cyclopentyllmethyl]urea, hydrochloride salt for the treatment of adrenocortical carcinoma.

What is adrenocortical carcinoma?

Adrenocortical carcinoma is a cancer of the adrenal cortex, which is the outside layer of the adrenal
glands, small glands located above the kidneys. The adrenal cortex produces several steroid hormones,
including sex hormones (which cause the body to have masculine or feminine characteristics),
aldosterone (which helps to regulate the body’s blood pressure) and cortisol (also known as the stress
hormone because it is released in response to stress). In adrenocortical carcinoma too much of one or
more of these steroid hormones is produced. Symptoms associated with adrenocortical carcinoma may
include weakening of the muscles and bones, high blood pressure and the development of abnormal
masculine or feminine features if the sex hormones are affected.

Adrenocortical carcinoma is a life-threatening disease with overall survival ranging between 13 and 30
months.

What is the estimated number of patients affected by the condition?

At the time of designation, adrenocortical carcinoma affected approximately 0.09 in 10,000 people in
the European Union (EU). This was equivalent to a total of around 5,000 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).

“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 27), Norway, Iceland and Liechtenstein. This represents a population of
509,000,000 (Eurostat 2013).
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What treatments are available?

At the time of designation, the main treatment for adrenocortical carcinoma was surgery together with
chemotherapy (medicines to treat cancer), while radiotherapy was also sometimes used. Mitotane was
authorised in the EU for use with other anticancer medicines to treat adrenocortical carcinoma.

The sponsor has provided sufficient information to show that the medicine might be of significant
benefit for patients with adrenocortical carcinoma because it works in a different way to existing
treatments and early studies in experimental models show that it may shrink the tumour. This
assumption of significant benefit will need to be confirmed at the time of marketing authorisation, in
order to maintain the orphan status.

How is this medicine expected to work?

The exact way the medicine works against cancer cells is not known, but the medicine has been shown
to block an enzyme called ‘acyl-coA:cholesterol acyltransferase’, which is found in the cells of the
adrenal cortex and is needed for the normal function of these cells.

What is the stage of development of this medicine?

The effects of the medicine have been evaluated in experimental models.

At the time of submission of the application for orphan designation, no clinical trials with the medicine
in patients with adrenocortical carcinoma had been started.

At the time of submission, the medicine was not authorised anywhere in the EU for the treatment of
adrenocortical carcinoma. Orphan designation of the medicine had been granted for the condition in
the United States of America.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 17 April 2013 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.

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.
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For more information

Sponsor’s contact details:

Atterocor Ltd

20-22 Bedford Row

London

WC1R4JS

United Kingdom

Telephone: +44 207 4003 395
Telefax: +44 207 4003 384
E-mail: info@atterocor.com

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

Language Active ingredient Indication

English N-[2,6-bis(1-methylethyl)phenyl]-N’-[[1- Treatment of adrenocortical carcinoma
[4-(dimethylamino)
phenyl]cyclopentyllJmethyl]urea,
hydrochloride salt

Bulgarian N-[2,6-6uc(1-MmeTuneTun)dennn]-N'-[[1- JleyeHne Ha aApeHOKOPTUKANIEH KapLUHOM
[4-
(aMMeTMnaMmHo)PeHnn] ULMKNONEHTUI]M
eTun]ypesi, Xxmapoxnopua

Czech N-[2,6-bis(1-methylethyl)fenyl]-N’-[[1- Lécba non-dystrofické myotonie
[4-(dimethylamino)
fenyl]cyklopentyllmethyllmocovina,
hydrochloridova sdll

Danish N-[2,6-bis(1-methylethyl)phenyl]-N’-[[1- Behandling af adrenokortikalt karcinom
[4-(dimethylamino)
phenyl]cyclopentyljmethyl]urea,
hydrochloridsalt

Dutch N-[2,6-bis(1-methylethyl)fenyl]-N'-[[1- Behandeling van bijnierschorscarcinoom
[4-(dimethylamino)
fenyl]cyclopentyllmethylJureum,
hydrochloridezout

Estonian N-[2,6-bis(1-metutletudl)fentul]-N’-[[1- Neerupealise koore kartsinoomi ravi
[4-(dimethllamino)
fentul]tsuklopentuullmetuiljJuurea
hudrokloriidsool

Finnish N-[2,6-bis(1-metyylietyyli)fenyyli]-N’- Lisdmunuaisen kuorikerroksen karsinooman
[[1-[4-(dimetyyliamino) hoitoon
fenyyli]syklopentyylilmetyyliJurean
hydrokloridisuola

French Sel chlorhydrate de N-[2,6-bis(1- Traitement du carcinome corticosurrénalien
méthyléthyl)phényl]-N’-[[1-[4-
(diméthylamino)
phényl]cyclopentyllméthyljurée

German N-[2,6-bis(1-methylethyl)phenyl]-N’-[[1- Behandlung des Nebennierenrindenkarzinoms
[4-(dimethylamino)
phenyl]cyclopentyl]lmethyl]Harnstoff,
Hydrochloridsalz

Greek N-[2,6-01G(1-peBuralBulr)paivuro]-N’- Oepaneia @AoIoeNIVEPPIDIAKOU KAPKIVMOUATOG
[[1-[4-(8ipeBuUAapivo)
@aivulo]kukAonevTuA]uebuA]oupia,
udpoxAwpIkd dAag

1 At the time of designation
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Language

Active ingredient

Indication

Hungarian

Italian

Latvian

Lithuanian

Maltese

Polish

Portuguese

Romanian

Slovak

Slovenian

Spanish

Swedish

Norwegian

N-[2,6-bisz(1-metiletil)fenil]-N’-[[1-[4-
(dimetilamino)
fenil]ciklopentilmetil]Jurea hidroklorid
N-[2,6-bis(1-metil-etil)fenil]-N’-[[1-[4-
(dimetilamino)
fenil]ciclopentiljmetiljurea, sale
cloridrato
N-[2,6-bis(1-metiletil)fenil]-N"-[[1-[4-
(dimetilamino)
fenil]ciklopentillmetilJurinviela,
hidrohlorida sals
N-[2,6-bis(1-metiletil)fenil]-N"-[[1-[4-
(dimetilamino)
fenil]ciklopentil]metil]Slapalas,
hidrochlorido druska
N-[2,6-bis(1-methylethyl)pheny!]-N’-[[1-
[4-(dimethylamino)
phenyl]cyclopentyllmethyl]urea,
hydrochloride salt

Chlorowodorek N-[2,6-bis(1-
metyloetylo)fenylo]-N'-[[1-[4-
(dimetyloamino)
fenylo]cyklopentylolmetylo]mocznika
N-[2,6-bis(1-metiletil)fenil]-N"-[[1-[4-
(dimetilamino) fenil] ciclopentil] metil]
ureia, sal de cloridrato

Sare clorhidrat de N-[2,6-bis(1-
metiletil)fenil]-N'-[[1-[4-(dimetilamino)
fenil]ciclopentiljmetil] uree

Chlorid N-[2,6-bis(1-metyletyl)fenyl]-N’-
[[1-[4-(dimetylamino)
fenyl]cyklopentyl]metyljurey
N-[2,6-bis(1-metiletil)fenil]-N"-[[1-[4-
(dimetilamino)
fenil]ciklopentil]metil]Jurea, hidrokloridna
sol
N-[2,6-bis(1-metiletil)fenil]-N"-[[1-[4-
(dimetilamino)
fenil]ciclopentiljmetiljurea, sal
clorhidrato
N-[2,6-bis(1-metyletyl)fenyl]-N'-[[1-[4-
(dimetylamind)
fenyl]cyclopentyllmetyl]urea,
hydroklorio salt
N-[2,6-bis(1-metyletyl)fenyl]-N’-[[1-[4-
(dimetylamino)
fenyl]syklopentyl]metyl]urea,

Mellékvesekéreg carcinoma kezelése

Trattamento del carcinoma adrenocorticale

Adrenokortikalas karcinomas arstésana

Antinksciy zievés karcinomos gydymas

Kura ta' karcinoma adrenokortikali

Leczenie raka kory nadnercza

Tratamento do carcinoma adrenocortical

Tratamentul carcinomului
corticosuprarenalian

Liecba karcindmu kory nadoblicky

Zdravljenje karcinoma skorje nadledvicne

Zleze

Tratamiento del carcinoma adrenocortical

Behandling av adrenokortikalt karcinom

Behandling av adrenokortikalt karsinom
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Language Active ingredient Indication

Icelandic N-[2,6-bis(1-metyletyl)fenyl]-N’-[[1-[4- Meoferd vid krabbameini i nyrnahettuberki
(dimetylamind)
fenyl]cyclépentyllmetyl]urea,
hydroklério salt
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