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Public summary of opinion on orphan designation
2-(2-chlorophenyl)-4-[3-(dimethylamino)phenyl]-5-methyl-1H-pyrazolo[4,3-
C]pyridine-3,6(2H,5H)-dione for the treatment of idiopathic pulmonary
fibrosis

On 26 November 2010, orphan designation (EU/3/10/802) was granted by the European Commission
to Fulcrum Pharma (Europe) Ltd, United Kingdom, for 2-(2-chlorophenyl)-4-[3-
(dimethylamino)phenyl]-5-methyl-1H-pyrazolo[4,3-C]pyridine-3,6(2H,5H)-dione for the treatment of
idiopathic pulmonary fibrosis.

The sponsorship was transferred to GenKyoTex Innovation S.A.S, France, in August 2011.
What is idiopathic pulmonary fibrosis?

Idiopathic pulmonary fibrosis is a long-term disease of the lungs characterised by the progressive
formation of hard tissue in the lining of the lungs. ‘Idiopathic’ means that the cause of the disease is
unknown. As the tissue becomes thicker and forms scars, the lungs become unable to work normally,
reducing the transfer of oxygen from the air into the blood. Patients with idiopathic pulmonary fibrosis
have a persistent cough, frequent lung infections and severe shortness of breath that worsens over
time.

Idiopathic pulmonary fibrosis is a long-term debilitating disease that may be life-threatening because
the lungs gradually lose their ability to work properly.

What is the estimated number of patients?

At the time of designation, idiopathic pulmonary fibrosis affected approximately 3 in 10,000 people in
the European Union (EU)". This is equivalent to a total of around 152,000 people, and is below the
threshold 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
506,500,000 (Eurostat 2010).
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What treatments are available?

At the time of designation, corticosteroids (anti-inflammatory medicines) were authorised in the EU for
the treatment of idiopathic pulmonary fibrosis. Medicines that reduce the activity of the immune
system (the body’s natural defences) were also used. In some patients, the disease needed to be
treated with a lung transplant.

The sponsor has provided sufficient information to show that this medicine might be of significant
benefit for patients with idiopathic pulmonary fibrosis because early studies in experimental models
show that it works in a different way to existing treatments and might improve the outcome of patients
with this condition. This assumption 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 medicine is expected to work by blocking the action of an enzyme called ‘NADPH oxidase 4'. This
enzyme is thought to be responsible for the production of toxic molecules containing oxygen, which are
involved in causing the lung damage seen in idiopathic pulmonary fibrosis. By blocking the actions of
NADPH oxidase 4, the medicine is expected to reduce lung damage, thereby slowing down or reversing
the symptoms of the disease.

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 idiopathic pulmonary fibrosis had been started.

At the time of submission, the medicine was not authorised anywhere in the EU for idiopathic
pulmonary fibrosis. Orphan designation of the medicine had been granted in the United States of
America for this condition.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 9 September 2010 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 European
Union) 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:

GenKyoTex Innovation S.A.S
Domaine de Chosal

74160 Archamps

France

Telephone: +33 450439611
Telefax: +33 450439611
E-mail: info@genkyotex.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

Bulgarian

Czech

Danish

Dutch

Estonian

Finnish

French

German

Greek

Hungarian

Italian

Latvian

Lithuanian

Maltese

Polish

Portuguese

2-(2-chlorophenyl)-4-[3-(dimethylamino)phenyl]-
5-methyl-1H-pyrazolo[4,3-C]pyridine-3,6(2H,5H)-
dione
2-(2-xnopdeHnn)-4-[3-(ammMeTnnammHo)beHmnn]-5-
meTtmn-1H-nupasono[4,3-clnupnanH-3,6(2H, 5H)-
OVOH
2-(2-chlorfenyl)-4-[3-(dimetylamino)fenyl]-5-
methyl-1H-pyrazolo[4,3-c]pyridin-3,6(2H, 5H)-dion
2-(2-klorofenyl)-4-[3-(dimetylamino)fenyl]-5-
methyl-1H-pyrazolo[4,3-c]pyridin-3,6(2H, 5H)-dion
2-(2-chloorfenyl)-4-[3-(dimethylamino)fenyl]-5-
methyl-1H-pyrazolo[4,3-c]pyridine-3,6(2H, 5H)-
dion
2-(2-klorofentitl)-4-[3-(dimettidlamino)fendiil]-5-
metlil-1H-pirasolo[4,3-c]piridiin-3,6(2H, 5H)-
dioon
2-(2-kloorifenyyli)-4-[3-(dimetyyliamino)fenyyli]-5-
metyyli-1H-pyratsolo[4,3-c]pyridiini-3,6(2H, 5H)-
dioni
2-(2-chlorophényl)-4-[3-(diméthylamino)phényl]-
5-méthyl-1H-pyrazolo[4,3-c]pyridine-3,6(2H, 5H)-
dione
2-(2-chlorphenyl)-4-[3-(dimethylamino)phenyl]-5-
methyl-1H-pyrazolo[4,3-c]pyridin-3,6(2H, 5H)-dion
2-(2-xAwpo®aivulo)-4-[3-(dIHEBUAAUIVO)PAIVUA]-
5-peduro-1H-nupaloAo[4,3-c]nupidivo-3,6(2H,
5H)- didvn
2-(2-klorofenil)-4-[3-(dimetilamino)fenil]-5-metil-
1H-pirazolo[4,3-c]piridin-3,6(2H, 5H)-dion
2-(2-clorofenil)-4-[3-(dimetilamino)fenil]-5-metil-
1H-pirazolo[4,3-c]piridin-3,6(2H, 5H)- dione
2-(2-hlorofenil)-4-[3-(dimetilamin)fenil]-5-metil-
1H-pirazolo[4,3-c]piridin-3,6(2H, 5H)-dions
2-(2-chlorofenil)-4-[3-(dimetilamino)fenil]-5-metil-
1H-pirazolo[4,3-c]piridino-3,6(2H, 5H)-dionas
2-(2-chlorophenyl)-4-[3-(dimethylamino)phenyl]-
5-methyl-1H-pyrazolo[4,3-c]pyridine-3,6(2H, 5H)-
dione
2-(2-chlorofenylo)-4-[3-(dimetyloamino)fenylo]-5-
metylo-1H-pirazolo[4,3-c]pirydyno-3,6(2H,5H)-dion
2-(2-clorofenil)-4-[3-(dimetilamino)fenil]-5-metil -
1H-pirazol[4,3-c]piridina-3,6(2H, 5H)-diona

! At the time of designation

Treatment of idiopathic pulmonary
fibrosis

JleyeHne Ha nanonaTuyHa
6enogpobHa mbposa

Lécba idiopatické plicni fibrozy

Behandling af idiopatisk
lungefibrose

Behandeling van idiopathische
longfibrose

Idiopaatilise kopsufibroosi ravi

Idiopaattisen keuhkofibroosin hoito

Traitement de la fibrose
pulmonaire idiopathique

Behandlung von Idiopathischer
Pulmonaler Fibrose

Oepaneia Tng 1310naboug
NMVEUHOVIKNG ivwaong

Idiopathias ttidoéfibrézis kezelése

Trattamento della fibrosi
polmonare idiopatica
Idiopatiskas plausu fibrozes
arstésana

Idiopatinés plauciy fibrozés
gydymas

Kura tal-fibrozi pulmonari
idjopatika

Leczenie idiopatycznego
zwtdknienia ptuc

Tratamento da fibrose pulmonar
idiopatica
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Romanian

Slovak

Slovenian

Spanish

Swedish

Norwegian

Icelandic

2-(2-clorofenil)-4-[3-(dimetilamino)fenil]-5-metil-
1H-pirazolo[4,3-c]piridin-3,6(2H, 5H)-diona
2-(2-chlérfenyl)-4-[3-(dimetylamino)fenyl]-5-
metyl-1H-pyrazolo[4,3-c]pyridin-3,6(2H, 5H)-didon
2-(2-klorofenil)-4-[3-(dimetilamino)fenil]-5-metil -
1H-pyrazolo[4,3-c]piridin-3,6(2H, 5H)-dion
2-(2-clorofenil)-4-[3-(dimetilamino)fenil]-5-metil-
1H-pirazol [4,3-c]piridina-3,6(2H, 5H)-diona
2-(2-klorfenyl)-4-[3-(dimetylamino)fenyl]-5-metyl-
1H-pyrazolo[4,3-c]pyridin-3,6(2H, 5H)-dion
2-(2-klorfenyl)-4-[3-(dimetylamino)fenyl]-5-metyl-
1H-pyrazolo[4,3-c]pyridin-3,6(2H, 5H)-dion
2-(2-klérofenyl)-4-[3-(tvimetylamino)fenyl]-5-
metyl-1H-pyrazolé[4,3-c]pyridin-3,6(2H, 5H)-didon

Tratamentul fibrozei pulmonare
idiopatice
LieCba idiopatickej pltcnej fibrozy

Zdravljenje idiopatske pljucne
fibroze

Tratamiento de la fibrosis
pulmonar idiopatica

Behandling av idiopatisk lungfibros

Behandling av idiopatisk
lungefibrose

Medferd sjalfvakinnar
bandvefsmyndunar i lungum
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	How is this medicine expected to work?

