Wc European Medicines Agency

Pre-authorisation Evaluation of Medicines for Human Use

Document Date: London, 29 July 2008
Doc.Ref.: EMEA/COMP/315314/2005 Rev.2

Please note that this product was withdrawn from the Community Register of designated Orphan
Medicinal Products in July 2008 on request of the sponsor.

COMMITTEE FOR ORPHAN MEDICINAL PRODUCTS

PUBLIC SUMMARY OF
POSITIVE OPINION FOR ORPHAN DESIGNATION
OF
alfimeprase
for the treatment of acute peripheral arterial occlusion

On 28 October 2005, orphan designation (EU/3/05/322) was granted by the European Commission to
QuadraMed Limited, United Kingdom, for alfimeprase for the treatment of acute peripheral arterial
occlusion.

The sponsorship was transferred to Bayer HealthCare AG, Germany, in June 2006 and subsequently to
QuadraMed Limited, United Kingdom, in September 2007.

What is acute peripheral arterial occlusion?

Acute peripheral arterial closure results in the sudden cessation of blood flow to an extremity of the
body. The arteries are the vessels in the body that supply oxygenated blood to the tissues. The main
cause of a sudden closure of arteries leading to the extremities (peripheral arteries) is due to the local
accumulation of cells and material within the artery (thrombus) or because a clot has been brought to
its site of lodgment by the blood current (embolism). Typically, the affected limb shows pallor, feels
cold and becomes painful. The local nerves may become severely damaged, leading to paralysis
(inability to move the limb). The lack of oxygen in the limb due to the obstruction of the artery might
lead to gangrene (a loss of viable tissue). The disease is seriously debilitating and potentially life-
threatening.

What are the methods of treatment available?

Various products were authorised for treatment of the condition in countries in the Community at the
time of submission of the application for orphan drug designation. Treatment consists of medications
such as blood-thinners or medicinal products which can dissolve the blood clot. In addition, surgical
interventions might be needed to restore the blood perfussion as soon as possible. Satisfactory
argumentation has been submitted by the sponsor to justify the assumption that the medicinal product
might be of potential significant benefit for the treatment of acute peripheral vascular occlusion
because it may offer an additional way to dissolve the blood clot and thereby might improve the long-
term outcome of the patients. The assumption will have to be confirmed at the time of marketing
authorisation. This will be necessary to maintain the orphan status.
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What is the estimated number of patients affected by the condition”?

Based on the information provided by the sponsor and previous knowledge of the Committee, acute
peripheral arterial occlusion was considered to affect approximately 1.5 in 10,000 persons in the
European Union, which, at the time of designation, corresponded to about 69,000 persons.

How is this medicinal product expected to act?

Enzymes are proteins produced by the human body that speed up the conversion of certain substances
into other substances. Alfimeprase is a genetically modified (artificially produced) enzyme expected to
dissolve the blood clot by direct action on fibrin, an insoluble protein formed during the normal
clotting of the blood. This might lead to the dissolution of a solid blood clot.

What is the stage of development of this medicinal product?
The effects of alfimeprase have been evaluated in experimental models.

At the time of submission of the application for orphan designation, clinical trials in patients with
acute peripheral arterial occlusion were ongoing.

Alfimeprase was not authorised anywhere worldwide for treatment of acute peripheral arterial
occlusion, at the time of submission. Orphan designation of alfimeprase was granted in United States
for treatment of acute peripheral arterial occlusion.

According to Regulation (EC) No 141/2000 of 16 December 1999, the Committee for Orphan
Medicinal Products (COMP) adopted on 9 September 2005 a positive opinion recommending the grant
of the above-mentioned designation.

Opinions on orphan medicinal products designations are based on the following cumulative criteria: (i)
the seriousness of the condition, (ii) the existence or not of alternative methods of diagnosis,
prevention or treatment and (iii) either the rarity of the condition (considered to affect not more than
five in ten thousand persons in the Community) or the insufficient return of development investments.

Designated orphan medicinal products are still investigational products which were considered for
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 will be necessary before this
product can be granted a marketing authorisation.

For more information:
Sponsor’s contact details:
QuadraMed Limited

MG House

Rumbolds Hill

Midhurst

West Sussex, GU29 9BY
United Kingdom

Patients’ association contact point: Not available

: Disclaimer: For the purpose of the designation, the number of patients affected by the condition is estimated and assessed
based on data from the European Union (EU 25), Norway, Iceland and Lichtenstein. This represents a population of
459,700,000 (Eurostat 2004). This estimate is based on available information and calculations presented by the sponsor at the
time of the application.

©EMEA 2008
Page 2/3



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

Language Active Ingredient Indication

English Alfimeprase Treatment of acute peripheral arterial occlusion

Czech Alfimeprasa Lécba akutni arteridlni okluze

Danish Alfimeprase Behandling af akut perifer arterieokklusion

Dutch Alfimeprase Behandeling van acute perifere arteri€le occlusie

Estonian Alfimepraas Ageda perifeerse arterialse oklusiooni ravi

Finnish Alfimepraasi Akuutin perifeerisen valtimotukoksen hoito

French Alfiméprase Traitement de I’occlusion artérielle périphérique aigué

German Alfimeprase Behandlung akuter peripherer arterieller Verschliisse

Greek Alfimeprase Oepameia NG 0&elag TEPUPEPIKNG APTNPLOKNG
omo6Ppagng

Hungarian Alfimepraz Heveny periférids verdér elzarodas kezelése

Italian Alfimeprase Trattamento dell’occlusione arteriosa periferica acuta

Latvian Alfimepraze Akiitas periferiskas arterialas okliizijas arst€Sana

Lithuanian Alfimeprazé Umios periferiniy arterijy okliuzijos gydymas

Polish Alfimepraza Leczenie ostrej niedroznosci tgtnic obwodowych

Portuguese Alfimeprase Tratamento da oclusdo arterial periférica aguda

Slovak Alfimepraza Liecba akutnej perifémej arteridlnej okluzie

Slovenian Alfimepraza Zdravljenje akutne periferne arterijske zapore

Spanish Alfimeprasa Tratamiento de la oclusién arterial periférica aguda

Swedish Alfimepras Behandling av akut perifer arteriell ocklusion

Norwegian Alfimeprase Behandling av akutt, perifer, arteriell okklusjon

Icelandic Alfimeprasi Medferd a bradri utlegri slageedalokun
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