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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Please note that this product was withdrawn from the Community Register of designated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 May 2013 on request of the Sponsor.

On 28 January 2010, orphan designation (EU/3/09/704) was granted by the European Commission to
Italfarmaco S.p.A., Italy, for givinostat for the treatment of systemic-onset juvenile idiopathic arthritis.

What is systemic-onset juvenile idiopathic arthritis?

Arthritis is inflammation of the joints, which results in pain and limited functioning of the affected
joints. There are many forms of arthritis that differ in terms of number and type of the joints affected
and the age of onset. Systemic-onset juvenile idiopathic arthritis is a type of arthritis that starts before
the age of 16 years and is associated with other symptoms, such as daily bouts of high fever and rash,
and stomach ache. ‘Idiopathic’ means that the cause of the disease is unknown.

Systemic-onset juvenile arthritis is a long-term debilitating disease because of its recurrent episodes of
arthritis and fever, which have an impact on the child’s growth and development. The disease may also
be life threatening due to life-threatening complications, such as infection or ‘macrophage activation
syndrome’, a condition where some cells of the immune system become overactive and attack organs
such as the spleen.
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What is the estimated number of patients?

At the time of designation, systemic-onset juvenile idiopathic arthritis affected less than 0.5 in 10,000
people in the European Union (EU). This is equivalent to a total of fewer than 25,000 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 knowledge of the Committee for Orphan Medicinal Products
(COMP).

What treatments are available?

At the time of designation, several medicines with anti-inflammatory activity were authorised in the EU
for idiopathic juvenile arthritis. In addition, there were other treatments not specifically authorised but
used for systemic-onset juvenile idiopathic arthritis, including thalidomide, immunosuppressive
medicines (medicines that reduce the activity of the immune system) and autologous bone marrow
transplantation. This is a complex procedure where the bone marrow of the patient is destroyed and
replaced with healthy bone marrow previously obtained from the same patient.

The sponsor has provided sufficient information to show that givinostat might be of significant benefit
for patients with systemic-onset juvenile idiopathic arthritis because it works in a different way to
existing treatments, and because early studies in experimental models indicate that it might improve
the treatment of patients with this condition. These assumptions 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?

Givinostat is expected to work in systemic-onset juvenile idiopathic arthritis by blocking the production
of several chemical messengers called ‘pro-inflammatory cytokines’. These include interleukin-1 (IL-1),
IL-6 and tumour necrosis factor-alpha (TNF-alpha). These messengers are produced in high levels in
patients with systemic-onset juvenile idiopathic arthritis, causing inflammation of the joints and joint
damage. By blocking their production, givinostat is expected to relieve the symptoms of the disease.

What is the stage of development of this medicine?

The effects of givinostat have been evaluated in experimental models.

At the time of submission of the application for orphan designation, clinical trials in patients with
systemic-onset juvenile idiopathic arthritis were ongoing.

At the time of submission, givinostat was not authorised anywhere in the EU for systemic-onset
juvenile idiopathic arthritis or designated as orphan medicinal product elsewhere for this condition.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 5 November 2009 recommending the granting of this designation.

*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.
At the time of designation, this represented a population of 506,300,000 (Eurostat 2010).
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Opinions on orphan medicinal product designations are based on the following three criteria:
e the seriousness of the condition;
¢ 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 Community) 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.

For more information

Sponsor’s contact details:

Italfarmaco S.p.A.

Via dei Lavoratori 54

20092 Cinisello Balsamo (Ml)
Italy

Telephone: + 39 02 6443 25 84
Telefax: + 39 02 6443 3554
E-mail: info@italfarmaco.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
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1 At the time of designation

Treatment of systemic-onset juvenile idiopathic arthritis
JleyeHne Ha OBEHWIEH NAMONATUYEH apTPUT CbC CUCTEMHO
Ha4vano

Lécba systémové ziskané formy idiopatické juvenilni
artritidy

Behandling af idiopatisk artritis med systemisk debut hos
unge

Behandeling van juveniele idiopathische arthritis met
systemische aanvang

Susteemse algusega juveniilse idiopaatilise artriidi ravi
Systeemiseené puhjenneen lastenreuman hoito
Traitement de I'arthrite chronique juvénile de forme
systémique

Behandlung der juvenilen idiopathischen Arthritis mit
systemischem Beginn

Oepaneia TnG veavikng 1d1onaboug apBpiTidag nou
napouacialel ouoTNUATIKEG EKONAWOEIG

Szisztémas juvenilis idiopathias arthritis kezelése
Trattamento dell’artrite giovanile idiopatica ad insorgenza
sistemica

Sistémiska juvenila idiopatiska artrita arstésana
Sisteminio jaunatvinio idiopatinio artrito gydymas

Kura ta’ I-artrite idjopatika taz-zoghzija b’bidu sistemiku
Leczenie pacjentow z mtodzienczym idiopatycznym
zapaleniem stawdw o poczatku uogdlnionym
Tratamento da artrite idiopatica juvenil forma sistémica
Tratamentul artritei idiopatice juvenile,cu debut sistemic
Liecba juvenilnej idiopatickej artritidy so systémovym
zacCiatkom

Zdravljenje sistemske oblike juvenilnega idiopatskega
artritisa

Tratamiento de la artritis idiopatica juvenil de comienzo
sistémico

Behandling av idiopatisk artrit med systemisk-debut hos
unga

Behandling av juvenil idiopatisk artritt med systemisk
opprinnelse

Til medferdar a barnalidagigt med fjolkerfa upphafi
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