EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

4 October 2013
EMA/COMP/377668/2010 Rev.1
Committee for Orphan Medicinal Products

Public summary of opinion on orphan designation
Autologous bone marrow-derived mononuclear cell fraction for the treatment
of thromboangiitis obliterans (Buerger’s disease)

First publication 15 October 2010
Rev.1: sponsor’s change of address 4 October 2013
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 20 September 2010, orphan designation (EU/3/10/775) was granted by the European Commission
to t2cure GmbH, Germany, for autologous bone marrow-derived mononuclear cell fraction for the
treatment of thromboangiitis obliterans (Buerger’s disease).

What is thromboangiitis obliterans (Buerger’s disease)?

Thromboangiitis obliterans, also known as Buerger’s disease, is a disease in which the blood vessels
become inflamed. Because of the inflammation, clots form within the blood vessels, blocking them and
causing pain. The small blood vessels in the limbs (especially in the hands, legs and feet) are most
often affected, and the lack of blood flow can cause skin ulcers (sores) and gangrene (decay and death
of tissue). Ultimately, the limb may need to be amputated. Although the causes of the inflammation in
thromboangiitis obliterans are not known, the disease is known to be closely linked to smoking.

Thromboangiitis obliterans is a long-term debilitating condition because of the development of ulcers
and gangrene, and the risk of amputation.

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

At the time of designation, thromboangiitis obliterans affected approximately 1 in 10,000 people in the
European Union (EU). This was equivalent to a total of around 51,000 people”, and is below the

“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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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).

What treatments are available?

At the time of designation, iloprost was authorised in some EU Member States for the treatment of
advanced thromboangiitis obliterans. Other medicines were also used to control the symptoms of the
disease such as pain, and to promote the healing of the skin ulcers. Vascular surgery (surgery on the
blood vessels) was used in a small number of cases.

The sponsor has provided sufficient information to show that autologous bone marrow-derived
mononuclear cell fraction might be of significant benefit for patients with thromboangiitis obliterans
because it works in a different way to existing treatments and might act on the original underlying
lesions causing the 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?

Autologous bone marrow-derived mononuclear cell fraction is an advanced medicine that belongs to
the group called ‘somatic cell therapy products’. These are medicines that contain cells or tissues that
have been manipulated to change their biological characteristics so that they can be used to cure,
diagnose or prevent a disease.

Autologous bone marrow-derived mononuclear cell fraction is made of stem cells extracted from the
patient’s own bone marrow. Stem cells are cells that can develop into different types of cell. This
medicine is expected to be injected directly into the patient’s affected blood vessels, where the stem
cells are expected to move towards the damaged areas and promote the growth of new blood vessels.
This will improve the blood supply in these areas, relieving the symptoms of the disease.

What is the stage of development of this medicine?

The effects of autologous bone marrow-derived mononuclear cell fraction have been evaluated in
experimental models.

At the time of submission of the application for orphan designation, clinical trials with autologous bone
marrow-derived mononuclear cell fraction in patients with thromboangiitis obliterans were ongoing.

At the time of submission, autologous bone marrow-derived mononuclear cell fraction was not
authorised anywhere in the EU for thromboangiitis obliterans. Orphan designation had been granted in
the United States of America for thromboangiitis obliterans.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 2 June 2010 recommending the granting of this designation.
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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 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.

For more information

Sponsor’s contact details:

t2cure GmbH

Kennedyallee 93

60596 Frankfurt am Main
Germany

Telephone: + 49 69 7561 46 878
Telefax: + 49 69 7561 46 879
E-mail: info@t2cure.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

Romanian

Slovak

Slovenian

Spanish

Autologous bone marrow-derived
mononuclear cell fraction

ABTOJ/I0)XHA, MOHOHYK/1€apHa K/ieTb4YHa
dpakums, C KOCTHO-MO3bYEH NPOU3X0A,.
Mononuklearni bunécna frakce autologni
kostni drené

Autolog knoglemarvsderiveret
mononukleaer cellefraktion

Autologe mononucleaire cel-fractie
verkregen uit beenmerg

Autoloogsest luutidist lahtuvad
mononukleaarsete rakkude fraktsioon
Autologinen, luuytimesta peraisin oleva,
mononukledérinen solufraktio

Fractions cellulaires mononucléées
autologues d’origine médullaire

Fraktion autologer, mononuklearer
Zellen aus dem Knochenmark

KAdopa povonupnvwyv KUTTapwv
NPOoEPXOLEVA NG AUTOAOYO HUEAG 00TV
Autolog csontvel6bdl szarmazoé
mononuklearis sejtfrakcio

Frazione di cellule mononucleate
derivata da midollo osseo autologo

No autologam kaulu smadzeném
atvasinata mononuklearo stinu frakcija
Mononukleariniy lasteliy frakcija, iSgauta
iS autologiniy kauly ciulpy

Frazzjoni ta’ celluli mononukleari
imnissla minn mudullun awtologuz
Frakcja autogennych komadrek
jednojadrowych szpiku kostnego
Fraccdo de células mononucleares
derivadas de medulla 6ssea autdloga
Fractiuni celulare mononucleare autologe
derivate din maduva osoasa
Mononuklearna bunkova frakcia z
autolognej kostnej drene

Frakcija mononuklearnih avtolognih celic
kostnega mozga

Fraccion celular mononuclear derivada
de médula 6sea autdloga

1 At the time of designation

Treatment of thromboangiitis obliterans
(Buerger's disease)

JleyeHune Ha obnmnTepupall TpoMboaHrMnT
(bonect Ha Broprep)

Lécba obliterujici

tromboangiitidy( Blrgerova choroba)
Behandling af thromboangiitis obliterans
(Buergers sygdom)

Behandeling van thromboangiitis obliterans
(Buerger’s ziekte )

Oblitereeruva tromboangiidi (Buergeri
haigus) ravi.

Thromboangitis obliteransin (Blrgerin
tauti) hoito

Traitement de la thromboangéite
oblitérante (maladie de Buerger)
Behandlung der Thrombangiitis obliterans
(Morbus Winiwater-Buerger)

Oepaneia TNG ano@PAKTIKNG
BpopBayyeliTidag (vooog Buerger)
Thromboangiitis obliterans (Blrger-kor)
kezelésére

Trattamento della tromboangioite
obliterante (malattia di Buerger)
Obliteréjosa endarterita (Bergera slimibas)
arstésana

Obliteruojancio trombangito (Buerger liga)
gydymas

Kura tat-tromboangite obliterans (marda
ta’ Buerger)

Leczenie zakrzepowo-zarostowego
zapalenie tetnic (choroby Buergera)
Tratamento da tromboangeite obliterante
(Doencga de Buerger)

Tratamentul trombangeitei obliterante
(boala Blrger)

Liecba obliterujlucej trombangiitidy
(Burgerovej choroby)

Zdravljenje obliterantnega trombagiitisa
(Buergerjeva bolezen)

Tratamiento de la tromboangeitis
obliterante (enfermedad de Buerger)
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Language Active ingredient Indication

Swedish Autolog mononuklear cellfraktion fran Behandling av thromboangiitis obliterans
benmarg (Buergers sjukdom)

Norwegian Autolog mononuklezer cellefraksjon fra Behandling av thromboangiitis obliterans
beinmarg (Buergers sykdom)

Icelandic Samgena einkjarna frumu hluti unnid ar  Medferd vid thromboangiitis obliterans
beinmerg (Burgers sjukdéomi)
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