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Public summary of
positive opinion for orphan designation
of
human monoclonal antibody against inhibitory killer cell Ig-like receptors
for the treatment of acute myeloid leukaemia

On 28 August 2006, orphan designation (EU/3/06/392) was granted by the European Commission to
Novo Nordisk A/S, Denmark, for human monoclonal antibody against inhibitory killer cell Ig-like
receptors for the treatment of acute myeloid leukaemia.

The sponsorship was transferred to Innate Pharma S.A., France, in February 2009.

What is acute myeloid leukaemia?

Acute myeloid leukaemia (AML) is a cancer of the white blood cells. In this disease, the bone marrow
produces large numbers of abnormal, immature white blood cells called ‘blasts’. These abnormal cells
quickly build up in large numbers in the bone marrow and are found in the blood.

AML is life-threatening because these immature cells take the place of the normal white blood cells.
As a result, the patient’s ability to fight diseases is reduced.

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

At the time of designation acute myeloid leukaemia affected approximately 1 in 10,000 people in the
European Union (EU)". This is below the threshold for orphan designation, which is 5 people in
10,000, and is equivalent to a total of around 46,000 people. This is based on the information provided
by the sponsor and knowledge of the Committee for Orphan Medicinal Products (COMP).

What treatments are available?

Treatment for AML is complex and depends on a number of factors including the extent of the
disease, whether it has been treated before, and the patient’s age, symptoms and general state of
health. The primary treatment for AML is chemotherapy (using medicines to kill cancer cells).
Satisfactory argumentation has been submitted by the sponsor to justify the assumption that human
monoclonal antibody against inhibitory killer cell lg-like receptors might be of potential significant
benefit for the treatment of acute myeloid leukaemia, mainly because it has a new mechanism of
action and may be used in combination with other treatments. This assumption will have to be
confirmed at the time of marketing authorisation. This will be necessary to maintain the orphan status.

How is this medicine expected to work?

A monoclonal antibody is a protein that recognises and binds to a specific structure, either on a
molecule or on a cell. In this case, human monoclonal antibody against inhibitory killer cell 1g-like
receptors binds to a structure found on the surface of a type of cells that are part of the body’s natural

“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 459,700,000 (Eurostat 2004).
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defence system (the immune system), called NK cells. According to the sponsor, by binding to these
cells, the antibody will inhibit signals that prevent the NK cells from attacking cancer cells, thus
subsequently contributing to the destruction of the cancer cells.

What is the stage of development of this medicine?

The effects of human monoclonal antibody against inhibitory killer cell Ig-like receptors were
evaluated in experimental models. At the time of submission of the application for orphan designation,
no clinical trials in patients with acute myeloid leukaemia were initiated.

Human monoclonal antibody against inhibitory killer cell Ig-like receptors was not authorised
anywhere worldwide for the treatment of acute myeloid leukaemia nor designated as orphan medicinal
product elsewhere for this condition, at the time of submission.

According to Regulation (EC) No 141/2000 of 16 December 1999, the Committee for Orphan
Medicinal Products (COMP) adopted on 12 July 2006 a positive opinion recommending the grant of
the above-mentioned 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 and either the rarity of the condition (affecting not more than five in 10,000 people in the
Community) or the 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 the quality, safety and efficacy is
necessary before a product can be granted a marketing authorisation.

For more information:
Sponsor’s contact details:
Innate Pharma S.A.

117 Avenue de Luminy

BP 30191

13276 Marseille Cedex 09
France

Telephone: +33 4 30 30 30 30
Telefax: +33 4 30 30 30 00
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Patients’ associations contact points:

Leukaemia CARE

One Birch Court,

Blackpole East,

Worcester,

Worcestershire WR3 8SG

United Kingdom

Telephone: +44 1905 7559 77 / +44 845 521 3456
24 hour CARE line 0800 169 6680 (UK residents only)
Telefax: +44 1905 75 51 66

E-mail: info@leukaemiacare.org.uk

Ligue Nationale Contre le Cancer
14 Rue Corvisart

75013 Paris

France

Telephone: +33 1 53 5524 00
Telefax: +33 143 36 91 10

E-mail: ligue@ligue-cancer.net

Deutsche Krebshilfe e. V.
Buschstr. 32

53113 Bonn

Germany

Telephone: +49 2 287 29 900
Telefax: +49 22872990 11
E-mail: deutsche@krebshilfe.de
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Translations of the active ingredient and indication in all EU languages

and Norwegian and Icelandic

Language Active Ingredient Indication

English Human monoclonal antibody against | Treatment of acute myeloid leukaemia
inhibitory killer cell Ig-like receptors

Czech Humanni monoklonalni protilatky proti | Lécba akutni myeloidni leukémie
imunoglobulinim podobnym receptorim
inhibujicicim zabijecské bunky

Danish Humant, monoklonalt antistof mod | Behandling af akut myeloid leukeemi
inhibitorisk "killer-cell Ig-like receptor”

Dutch Humaan monoclonaal antilichaam gericht | Behandeling van acute myeloide
tegen “inhibitory killer cell Ig-like | leukemie
receptor”

Estonian Inhibeeriva tappurraku Ig-tiilipi retseptori | Akuutse miieloidse leukeemia ravi
vastane inimese monoklonaalne antikeha

Finnish Ihmisen monoklonaalinen vasta-aine | Akuutin myelooisen leukemian hoito
inhibitorista Ig-tyyppistd
tappajasolureseptoria vastaan

French Anticorps monoclonal humain dirigé | Traitement de la leucémie aigué
contre le récepteur inhibiteur de type Ig | myéloide
des cellules tueuses

German Humaner  monoklonaler  Antikorper | Behandlung der akuten myeloischen
gegen inhibitorische Ig-dhnliche | Leukdmie
Killerzellrezeptoren

Greek avBpomvo  povokAwvikd  avticopoto | Ospomeio g ofelog  pveAogldovg
KOTO TOV OVOGTOATIKOV VTOdoYER TOTOL | Agvyaipiog
I1g TV QUGIKOV POVIKOV KLTTAP®OV

Hungarian Human monoklonalis antitest gatlo killer | Akut myeloid leukaemia kezelése
sejt Ig-szerii receptorok ellen

Italian Anticorpo monoclonale umano per il | Trattamento della leucemia mieloide
recettore  inibitore immunoglobulino- | acuta
simile (Ig-like) della cellula killer

Latvian Cilveka monoklonala antiviela pret | Akiitas mieloleikozes arsteSana
inhibitoro slepkavsiinu Ig-veidigo
receptoru

Lithuanian Monokloniniai zmogaus antikiinai prie$ | Umios mieloleukozés gydymas
kileriy lasteles, inhibuojantys Ig-panaSius
receptorius

Polish Ludzkie przeciwcialo monoklonalne | Leczenie ostrej biataczki szpikowej
przeciw Ig-podobnym  receptorom
hamujacym komorki typu killer

Portuguese Anticorpo monoclonal humano contra os | Tratamento da leucemia mieldide
receptores Ig inibidores das células | aguda
killer”

Slovak Ludskd monoklonalna protilatka proti | Liecba akutnej myeloickej leukémie
inhibujicim Ig podobnym receptorom
buniek-zabijakov

Slovenian Humano monoklonsko protitelo proti | Zdravljenje akutne mieloicne
inhibicijskemu Ig-podobnemu receptorju | levkemije

celic ubijalk
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Spanish

Anticuerpo monoclonal humano contra
los receptores Ig-like de las células
asesinas

Tratamiento de la leucemia mieloide
aguda

Swedish Minsklig monoklonal antikropp mot | Behandling av akut myeloisk leukemi
inhibitorisk Ig-liknande
mordarcellreceptor

Norwegian Humant monoklonalt antistoff som | Behandling av akutt myelogen leukemi
blokkerer inhibitoriske NK cellers
immunglobulin-lignende reseptorer

Icelandic Manna einstofna motefni gegn hamlandi | Medferd vid bradu kyrningahvitbledi

Ig-likum drapsfrumuvidtaka
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