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Public summary of opinion on orphan designation
Allogeneic ex-vivo-expanded human umbilical cord blood-derived
mesenchymal stem cells for the prevention of bronchopulmonary dysplasia

On 19 June 2015, orphan designation (EU/3/15/1503) was granted by the European Commission to
PSR Group B.V., the Netherlands, for allogeneic ex-vivo-expanded human umbilical cord blood-derived
mesenchymal stem cells for the prevention of bronchopulmonary dysplasia.

What is bronchopulmonary dysplasia?

Bronchopulmonary dysplasia is a lung disease affecting premature babies who have been on prolonged
mechanical ventilation (to artificially drive oxygen-rich air into the lungs). The constant high pressure
of the oxygen from mechanical ventilation can cause inflammation and damage to the cells in the
lungs, as well as hinder the normal development of the lungs. This can lead to long-term breathing
problems and weight loss.

Bronchopulmonary dysplasia is a long-term and life-threatening condition because the damaged and
underdeveloped lungs may not work properly.

What is the estimated number of patients at risk of developing the
condition?

At the time of designation, the number of patients at risk of bronchopulmonary dysplasia was
estimated to be between 1 and 3 people in 10,000 in the European Union (EU). This was equivalent to
a total of between 51,000 and 154,000 people™, and is below the ceiling 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 methods of prevention are available?

At the time of designation, no satisfactory methods were authorised in the EU for the prevention of
bronchopulmonary dysplasia.

“Disclaimer: For the purpose of the designation, the number of patients at risk of developing the condition is estimated and
assessed on the basis of data from the European Union (EU 28), Norway, Iceland and Liechtenstein. This represents a
population of 512,900,000 (Eurostat 2015).
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How is this medicine expected to work?

This medicine is made of stem cells extracted from umbilical cord blood donated after birth and then
grown in a laboratory, in order to increase their numbers. Although it is not fully understood how they
work, when these cells are given to premature babies at risk of bronchopulmonary dysplasia, they
could potentially mature and replace the damaged cells in the tissue of the lungs. The medicine is
expected to reduce the activity of the immune cells that cause inflammation and damage to the lungs.

What is the stage of development of this medicine?

The effects of the medicine have been evaluated in experimental models.

At the time of submission of the application for orphan designation, clinical trials with the medicine in
patients at high risk of bronchopulmonary dysplasia were ongoing.

At the time of submission, the medicine was not authorised anywhere in the EU for bronchopulmonary
dysplasia. Orphan designation of the medicine had been granted in the United States for the
prevention of this condition.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 13 May 2015 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.

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.
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For more information

Sponsor’s contact details:

PSR Group B.V.

Crowne Business Center Schipol
Planetenweg 5

2132 HN Hoofddorp

The Netherlands

Tel. +31 23 556 3220

Fax +31 23 556 3230

E-mail: regulatory@psr-group.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

Croatian

Czech

Danish

Dutch

Estonian

Finnish

French

German

Greek

Hungarian

Italian

Latvian

Lithuanian

Maltese

Polish

Allogeneic ex-vivo-expanded human umbilical cord
blood-derived mesenchymal stem cells

AJTIOT€HHU eX ViVO KYJTTUBUPAHU YOBELLKK
Me3eHXMMHW CTBOJIOBU KNETKM 0T yMObunmkanHa KpbB
Alogene ex-vivo umnozene ljudske mezenhimalne
maticne stanice izvedene iz krvi pupcane vrpce
Alogenni ex vivo kultivovavé mezenchymalni
kmenové bunky ziskané z lidské pupecnikové krve
Allogene ex vivo ekspanderede mesenchymale
stamceller afledt af human navlestrengsblod
Allogene ex vivo geéxpandeerde humane
navelstrengbloed-afgeleide mesenchymale
stamcellen

Allogeensed ex vivo kasvatatud inimese
nabavaadiverest lahtunud mesenhimaalsed
tuvirakud

Allogeeniset ex vivo kasvatetut, ihmisen napaveresta
peréisin olevat mesenkymaaliset kantasolut

Cellules souches mésenchymateuses allogéniques
dérivées du sang de cordon ombilical humain
amplifiées ex-vivo

Allogene, ex vivo expandierte, aus humanem
Nabelschnurblut gewonnene mesenchymale
Stammzellen

AANOYEVN ex-Vivo KaAANIEPYNUEVA HECEYXUNATIKA
BAaoTika KUTTApa nou NpoEpyovTal ano aiya
avepwnivou op@paiiou Awpou

Allogén, ex-vivo expandialt, human
koldokzsinorvérbdl szarmazé mesenchimalis Gssejtek
Cellule staminali allogeniche mesenchimali derivate
da sangue cordonale umano, espanse ex-vivo
Allogénas ex vivo pavairotas no cilvéka nabas saites
asinim iegltas mezenhimalas cilmes Stnas
Alogeninés, ex vivo pagausintos, i§ Zmogaus
virkstelés kraujo iSskirtos kamieninés mezenchimos
lastelés

Celluli staminali mesenkimali allogenici mnissla mid-
demm tal-kurdun uman, mwassa’ ex vivo
Allogeniczne mezenchymalne komorki macierzyste
uzyskane z ludzkiej krwi pepowinowej hamnozone ex
vivo

1 At the time of designation

Prevention of bronchopulmonary
dysplasia

MNpepoTBpaTaBaHe Ha
6poHXonynMoHanHa gucnnasus
Prevencija bronhopulmonalne
displazije

Prevence bronchopulmonalni
dysplasie

Forebyggelse af bronkopulmonal
dysplasi

Preventie van bronchopulmonale
dysplasie

Bronhopulmonaarse displaasia
ennetamine

Bronkopulmonaarisen dysplasian
ehkaisy

Prévention de la dysplasie
broncho-pulmonaire

Pravention von
bronchopulmonaler Dysplasie

MpOANWN TNG BPOYXOMVEUHOVIKNG
duanAaciag

Bronchopulmonalis dysplasia
megelézése

Prevenzione della displasia
broncopolmonare
Bronhopulmonalas displazijas
novérsana

Bronchopulmoninés displazijos
prevencija

Prevenzjoni ta’ displasja
bronkopulmonari
Zapobieganie dysplazji
oskrzelowo-ptucnej
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Language

Active ingredient

Indication

Portuguese

Romanian

Slovak

Slovenian

Spanish

Swedish

Norwegian

Icelandic

Células alogénicas estaminais mesenquimais
derivadas de sangue do corddo umbilical humano
expandidas ex vivo

Celule stem alogenice mezenchimale derivate din
sangele din cordonul ombilical uman amplificate ex
vivo

Alogénne ex vivo rozsirené mezenchymalne kmerové
bunky z ludskej pupocnikovej krvi

Alogenske, ex vivo ekspandirane, mezenhimske
maticne celice, pridobljene iz ¢loveske umbilikalne
krvi

Células madre mesenquimales alogénicas
provenientes de sangre de cordon umbilical humano
expandidas ex vivo

Allogeniska ex vivo expanderade humana
mesenkymala stamceller fran navelstrangsblod
Allogene ex vivo ekspanderte humane mesenchymal-
stamceller fra navlestrengsblod

Osamgena ex vivo Utvikkadar
bandvefskimstofnfrumur fengnar ar naflastrengsbl6oi
manna

Prevencédo da displasia
broncopulmonar

Prevenirea displaziei
bronhopulmonare

Prevencia bronchopulmonalnej
dysplazie

Preprecevanje bronhopulmonalne
displazije

Prevencioén de la displasia
broncopulmonar

Prevention av bronkopulmonell
dysplasi

Forebygging av bronkopulmonal
dysplasi

Til ad fyrirbyggja berkjulungna
misproska
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