EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

1 October 2014
EMA/COMP/546580/2008 Rev.1
Committee for Orphan Medicinal Products

Public summary of opinion on orphan designation
2-[[3-({4-[(5-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-1H-pyrazol-3-
ylamino]-quinazolin-7-yl}oxy)propyl](ethyl)amino]ethyl dihydrogen
phosphate trihydrate for the treatment of acute myeloid leukaemia

First publication 23 April 2009
Rev.1: sponsor’s change of address 1 October 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.

On 5 December 2008, orphan designation (EU/3/08/590) was granted by the European Commission to
AstraZeneca AB, Sweden, for 2-[[3-({4-[(5-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-1H-pyrazol-3-
yl)amino]-quinazolin-7-yl}oxy)propyl](ethyl)amino]ethyl dihydrogen phosphate trihydrate for the
treatment of acute myeloid leukaemia.

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, AML affected less than 2 in 10,000 people in the European Union (EU). This
was equivalent to a total of fewer than 101,000 people™, and is below the ceiling for orphan

“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 502,800,000 (Eurostat 2008).
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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?

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).

The sponsor has provided sufficient information to show that 2-[[3-({4-[(G-{2-[(3-
fluorophenyl)amino]-2-oxoethyl}-1H-pyrazol-3-yl)amino]-quinazolin-7-yl}oxy)propyl] (ethyl)
amino]ethyl dihydrogen phosphate trihydrate might be of significant benefit for the treatment of AML
because it may be more effective than other medicines for this disease. 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?

2-[[3-({4-[(5-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-1H-pyrazol-3-yl)amino]-quinazolin-7-yl }oxy)
propyl](ethyl)amino]ethyl dihydrogen phosphate trihydrate is expected to work by blocking enzymes
called ‘aurora kinases’. These enzymes play an essential role in controlling the movement of the
chromosome separation when the cells divide. By disrupting cell division, this medicine is expected to
reduce the division of cancerous cells in AML.

What is the stage of development of this medicine?

The effects of 2-[[3-({4-[(5-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-1H-pyrazol-3-yl)amino]-
quinazolin-7-yl}oxy)propyl](ethyl)amino]ethyl dihydrogen phosphate trihydrate have been evaluated
in experimental models.

At the time of submission of the application for orphan designation, clinical trials in patients with acute
myeloid leukaemia were ongoing.

At the time of submission, 2-[[3-({4-[(5-{2-[(3-fluorophenyl)amino]-2-oxoethyl}-1H-pyrazol-3-
yl)amino]-quinazolin-7-yl}oxy)propyl](ethyl)amino]ethyl dihydrogen phosphate trihydrate was not
authorised anywhere in the world for AML or designated as orphan medicinal product for this condition.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 8 October 2008 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.
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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:

AstraZeneca AB

S-151 85 Sdédertalje

Sweden

Tel. +44 1625 514 776 (AstraZeneca UK Limited)
E-mail: Olaparib@astrazeneca.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

2-[[3-({4-[(5-{2-[(3-Fluorophenyl)amino]-2-oxoethy!}-1H-
pyrazol-3-yl)amino]-quinazolin-7-
yl}oxy)propyl](ethyl)amino]ethyl dihydrogen phosphate
trihydrate
2-[[3-({4-[(65-{2-[(3-DPnyopodeHnN)aMNHO]-2-0KCOETU } -
1H-nupaszon-3-nn)aMmMHO]-KBUHA30NH-7 -
un}okcm)nponun](etnn) aMMHoO]eTun amxumaporeH docdat
Tpuxuapat
2-[[3-({4-[(5-{2-[(3-Fluorofenyl)amino]-2-oxoethyl }-1H-
pyrazol-3-yl)amino]-chinazolin-7-
yl}oxy)propyl](ethyl)amino]ethyl dihydrogenfosfat
trihydrat
2-[[3-({4-[(5-{2-[(3-Fluorophenyl)amino]-2-oxoethyl}-1H-
pyrazol-3-yl)amino]-quinazolin-7-
yl}oxy)propyl](ethyl)amino]ethyl dihydrogen fosfat
trihydrat
2-[[3-({4-[(5-{2-[(3-Fluorfenyl)amino]-2-oxoethy! }-1H-
pyrazool-3-yl)amino]-quinazoline-7-
yl}oxy)propyl](ethyl)amino]ethyl diwaterstoffosfaat
trihydraat
2-[[3-({4-[(5-{2-[(3-fluorofenlitil)amino]-2-oksoetull }-
1H-pilrasool-3-uul)amino]-kinasoliin-7-
udl}oksu)propuul](etuul)amino]
etuuldivesinikfosfaattrihidraat
2-[[3-({4-[(5-{2-[(3-Fluorofenyyli) amino]-2-oksoetyyli}-
1H-pyratsol-3-yyli)amino]-kinatsolin-7-
yyli}oksi)propyyli](etyyli)amino]
etyylidivetyfosfaattitrihydraatti

Dihydrogénophosphate de 2-[[3-({4-[(5-{2-[(3-
Fluorophényl)amino]-2-oxoéthyl}-1H-pyrazol-3-yl)amino]-
quinazolin-7-yl}oxy)propyl](éthyl) amino]éthyle trihydraté
2-[[3-({4-[(5-{2-[(3-Fluorophenyl)amino]-2-oxoethyl}-1H-
pyrazol-3-yl)amino]-quinazolin-7-
yl}oxy)propyl](ethyl)amino]ethyl-dihydrogenphosphat-
trihydrat
2-[[3-({4-[(5-{2-[(3-DAouopopeVvUA)apivo]-2-0EoalBuA}-
1H-nupaloA-3-ul)apivo]-kivaloAiv-7-
uA}o&u)nponuA](aiBulA)apivo]aiBuA diudpoyovo pwaPopIKo
TPIEVUDPO
2-[[3-({4-[(5-{2-[(3-fluorofenil)amino]-2-oxoetil }-1H-
pirazol-3-il)amino]-kinazolin-7-il}oxi)propil] (etil)amino]etil
dihidrogén foszfat trihidrat

1 At the time of designation
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Language

Active ingredient

Indication

Italian

Latvian

Lithuanian

Maltese

Polish

Portuguese

Romanian

Slovak

Slovenian

Spanish

Swedish

Norwegian

Icelandic

2-[[3-({4-[(5-{2-[(3-Fluorofenil)amino]-2-ossoetil }-1H-
pirazol-3-il)amino]-chinazolin-7-
ilYossi)propil](etil)amino]etil diidrogeno fosfato triidrato
2-[[3-({4-[(5-{2-[(3-Fluorfenil)amino]-2-oksoetil }-1H-
pirazola-3-il)amino]-kinazolina-7-
il}oksi)propil](etil)amino]etil dihidrogénfosfata trihidrats
2-[[3-({4-[(5-{2-[(3-fluorofenil)amino]-2-oksoetil }-1H-
pirazol-3-il)amino]-kvinazolin-7-
il}oksi)propil](etil)amino]etil divandenilio fosfato trihidratas
2-[[3-({4-[(5-{2-[(3-Fluorophenyl)amino]-2-oxoethyl}-1H-
pyrazol-3-yl)amino]-quinazolin-7-
yl}oxy)propyl](ethyl)amino]ethyl dihydrogen phosphate
trihydrate
2-[[3-({4-[(5-{2-[(3-fluorofenylo)amino]-2-oksyetylo}-1H-
pyrazol-3-yl)amino]-chinazolin-7-
ylu}oksy)propylo](etylo)amino] etylotréjwodny bifosforanu
2-[[3-({4-[(5-{2-[(3-Fluorofenil)amino]-2-oxoetil }-1H-
pirazol-3-yl)amino]-quinazolina-7-
yl}oxi)propil](etil)amino]etil dihidrogenofosfato trihidratado
Dihidrogenofosfat de 2-[[3-({4-[(5-{2-[(3-
Fluorofenil)amino]-2-oxoetil}-1H-pirazol-3-il)amino]-
chinazolin-7-il}oxi)propil](etil) amino]etil trihidrat

trihydrat 2-[[3-({4-[(5-{2-[(3-flubrfenyl)amino]-2-
oxoetyl}-1H-pyrazol-3-yl)amino]-chinazolin-7-
yl}oxy)propyl](etyl) amino]etyldihydrogénfosfatu
2-[[3-({4-[(5-{2-[(3-fluorofenil)amino]-2-oksoetil }-1H-
pirazol-3-il)amino]-kinazolin-7-il}oksi)propil](etil)amino]etil
dihidrogen fosfat trihidrat
2-[[3-({4-[(5-{2-[(3-Fluorofenil)amino]-2-oxoetil }-1H-
pirazol-3-il)amino]-quinazolin-7-
il}oxi)propil](etil)amino]etil fosfato tri-hidrato di-
hidrogenado
2-[[3-({4-[(5-{2-[(3-Fluorofenyl)amino]-2-oxoetyl}-1H-
pyrazol-3-yl)amino]-quinazolin-7-
yl}oxy)propyl](etyl)amino]etyldivatefosfat trinydrat
2-[[3-({4-[(5-{2-[(3-Fluorofenyl)amino]-2-oksoetyl }-1H-
pyrazol-3-yl)amino]-kinazolin-7-
yl}oksy)propyl](etyl)amino]etyldihydrogen fosfattrihydrat
2-[[3-({4-[(5-{2-[(3-Fluorofenyl)amin6]-2-oxoethyl}-1H-
pyrazol-3-yl)aminé]-quinazdlin-7-
yl}oxy)propyl](ethyl)aminé]ethyl tvihydrégen fosfat
prihydrat
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