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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 7 November 2008, orphan designation (EU/3/08/579) was granted by the European Commission to
Chiesi Farmaceutici S.P.A., Italy, for ex vivo expanded autologous human corneal epithelium containing
stem cells for the treatment of corneal lesions, with associated corneal (limbal) stem cell deficiency,
due to ocular burns.

What are corneal lesions, with associated corneal (limbal) stem cell
deficiency, due to ocular burns?

Corneal lesions are areas of damage to the cornea, the transparent surface at the front of the eye in
front of the pupil. The surface of the cornea is constantly being renewed and replaced by the
production of new cells that are produced by ‘stem cells’ in the lower layers of the cornea, called the
‘basal limbal epithelium’. Ocular burns (burns to the eye) because of chemicals or heat can damage
these stem cells. This can cause a deficiency (low number) of the stem cells, reducing the renewal and
replacement of the surface of the cornea. This results in the cornea being repaired by different types of
eye cell, which can make the cornea opaque and impair the patient’s vision.

This condition is considered to be debilitating because of loss of vision.
What is the estimated number of patients affected by the condition?

At the time of designation, corneal lesions, with associated corneal (limbal) stem cell deficiency, due to
ocular burns affected approximately 0.3 in 10,000 people in the European Union (EU). This was
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equivalent to a total of around 15,000 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 treatments are available?

There are no authorised products for this condition in the Community, although surgery, such as
transplanting a cornea from a donor who has recently died, can been used. Although this can restore
the patient’s vision, failure of the cornea can occur at any time after the transplant.

Ex vivo expanded autologous human corneal epithelium containing stem cells could be of potential
significant benefit for the treatment of corneal lesions, with associated corneal (limbal) stem cell
deficiency, due to ocular burns, because they might act differently from other methods. 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?

This product is made of a small sample of cells that are taken from an undamaged part of the basal
limbal epithelium in the patient’s cornea. The cells are attached to a ‘glue’ made of chemically-modified
fibrin and grown in the laboratory to produce a replacement surface (epithelium) for the cornea. The
epithelium is then implanted into the patient’s damaged eye or eyes. The stem cells contained within
the epithelium then help the cornea to regenerate, restoring the patient’s vision.

What is the stage of development of this medicine?

The effects of this product have been evaluated in experimental models.

At the time of submission of the application for orphan designation, clinical trials in patients with
corneal lesions, with associated corneal (limbal) stem cell deficiency, due to ocular burns were
ongoing.

At the time of submission, this product was not authorised anywhere worldwide for this condition or
designated as orphan medicinal product elsewhere for this condition at the time of submission.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 10 September 2008 recommending the granting of this designation.

Update: ex vivo expanded autologous human corneal epithelium containing stem cells (Holoclar) has
been authorised in the EU since 17 February 2015 for treatment of adult patients with moderate to
severe limbal stem cell deficiency (defined by the presence of superficial corneal neovascularisation in
at least two corneal quadrants, with central corneal involvement, and severely impaired visual acuity),
unilateral or bilateral, due to physical or chemical ocular burns. A minimum of 1-2 mm? of undamaged
limbus is required for biopsy.

“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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More information on Holoclar can be found in the European public assessment report (EPAR) on the
Agency’s website: ema.europa.eu/Find medicine/Human medicines/European Public Assessment

Reports

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.

For more information

Sponsor’s contact details:

Chiesi Farmaceutici S.p.A

Via Palermo, 26/A

43100 Parma

Italy

Tel. + 39 0521 2791

Fax + 39 0521 77 41 20
E-mail: info@chiesigroup.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

Ex-vivo expanded autologous
human corneal epithelium
containing stem cells
PaswunpeH ex-vivo aBTONOXEH
YOBELLKW POroBUYEH enuTen,
CbAbpXKall, CTBOJSIOBU KJ1IETKM
Autologni lidsky rohovkovy
epitel expandovany ex-vivo

Ex vivo-ekspanderet autologt
humant corneaepitel
indeholdende stamceller
Ex-vivo geéxpandeerd autoloog
humaan corneaal epitheel dat
stamcellen bevat

Ex vivo kasvatatud autoloogne
tivirakke sisaldav inimese
sarvkesta epiteel

Ex vivo kasvatettu autologinen,
kantasoluja sisaltava, ihmisen
sarveiskalvon epiteeli
Epithélium cornéen humain
autologue contenant des
cellules souches et cultivé ex-
Vivo

Ex vivo vermehrtes autologes
menschliches Corneaepithel,
welches Stammzellen enthalt
Ex-Vivo dI0yKOUNEVO auTOAOYO
avlpwnivo enibriAio
KEPATOEIDOUG NEPIEXOV
BAaoTokUTTApPa

Ex.vivo kifejlesztett autolog
human szaruhartya hamszoévet,
amely Gssejtet tartalmaz
Epitelio corneale umano
autologo, espanso ex-vivo e
contenente cellule staminali
Cilmes Stnu saturosas, ex-vivo
audzetas autologas cilvéka
radzenes epitélija Stnas

1 At the time of designation

Treatment of corneal lesions, with associated
corneal (limbal) stem cell deficiency, due to
ocular burns

JleueHne Ha pOroBMYHU NE3NN, CLNBTCTBAHU OT
HeAOCTUr Ha pOroBUYHU (NMMb6anHM) CTBOIOBMU
KNEeTKWN, BCNeACTBME HA U3rapsiHUS Ha OKOTO
Lécba lezi rohovky zplisobenych popalenim
spojena s deficitem kornealnich (limbalnich)
kmenovych bunék

Behandling af cornealaesioner med associeret
corneal (limbal) stamcelledeficiens, forarsaget af
forbreending af gjet

Behandeling van corneale laesies, met daarmee
samenhangende corneale (limbale)
stamceldeficiéntie, als gevolg van oculaire
brandwonden

Silma pdletustest tingitud sarvkestakahjustuste,
ravi, mis on seotud . sarvkesta (limbaalsete)
tlvirakkude puudulikkusega

Silméan palovammoista johtuvien
sarveiskalvovaurioiden hoito, joihin liittyy
sarveiskalvon (limbaalisten) kantasolujen puute
Traitement des Iésions cornéennes, associées a
un déficit en cellules souches cornéennes
(limbiques), dues a des bralures oculaires

Behandlung von Cornealasionen, hervorgerufen
durch Augenveratzungen, verbunden mit einem
Mangel an cornealen (limbalen) Stammzellen
Oepaneia aAAOIOCEWY TOU KEPATOEIDOUG, HE
OXeTICOMEVN EAANEIWN BAQCTOKUTTAPWV
KePATOEIdOUG (OKANPOKEPATOEIdNG LwVvn), NOU
opeilovTal og oPBaApIkd eykavupara

A szem égési sérilésének kdvetkeztében
kialakult, szaruhartya- (limbalis) sejthiannyal
tarsul6 szaruhartya sérulés kezelésére
Trattamento di lesioni corneali, con deficit di
cellule staminali corneali (limbali), dovuto a
ustioni oculari

Apdegumu izraisitu radzenes bojajumu
arstésana, kas saistiti ar radzenes (radzenes
robezsitinu) cilmes siinu triokumu
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Language

Active Ingredient

Indication

Lithuanian

Maltese

Polish

Portuguese

Romanian

Slovak

Slovenian

Spanish

Swedish

Norwegian

Icelandic

Ex-vivo iSvystytas autologinis
Zmogaus ragenos epitelis,
turintis kamieniniy lgsteliy
Epitelju awtologu uman tal-
kornea mkabbar ex-vivo, li fih
celluli staminali

Hodowany ex-vivo autologiczny
ludzki nabtonek rogowki
zawierajacy komorki
macierzyste

Epitélio da cornea humana
autélogo expandido ex vivo
contendo células estaminais
Epiteliu corneean uman autolog,
dezvoltat ex-vivo care contine
celule stem

Ex-vivo expandovany
autolégovy ludsky rohovkovy
epitel obsahujlci kmernové
bunky

Ex vivo ekspandiran avtologen
Cloveski rozenicni epitelij, ki
vsebuje maticne celice

Epitelio corneal humano
autélogo expandido ex-vivo que
contiene células madre
Ex-vivo-expanderat autologt
humant korneaepitel
innehallande stamceller

Ex vivo-ekspandert autologt
human korneal epitel med
stamceller

Samgena pekjuvefur, sem hefur
verid latinn vaxa utan likamans,
Ur mannagleeru meo
stofnfrumum

Ragenos pazeidimy, susijusiy su ragenos krasto
(limbus cornea) kamieniniy lasteliy trakumu
esant akies nudegimams, gydymas

Kura ta’ lezjonijiet fil-korneja assocjati ma’
nuqggas ta’ ¢elluli staminali (limbali) tal-kornea,
ikkawzati minn hruq fl-ghajn

Leczenie uszkodzen rogdéwki, z towarzyszacym
niedoborem komoérek macierzystych rogowki
(rabka), spowodowanych oparzeniami oczu

Tratamento de lesfes da cornea associadas a
com deficiéncia associada de células estaminais
corneo-limbais, devido a queimaduras oculares
Tratamentul leziunilor corneene asociate cu
deficitde celule stem corneene, determinate de
arsuri oculare

Liecba rohovkovych |ézii, spojenych

s nedostatkom rohovkovych (limbalnych)
kmerovych buniek, v désledku popalenin oka.

Zdravljenje rozenicnih lezij, ki so posledica
opeklin ocesa, in so povezane s pomanjkanjem
rozeni¢nih (limbusnih) matic¢nih celic
Tratamiento de lesiones corneales, con
deficiencia de células madre corneales (limbo
esclerocorneal), debidas a quemaduras oculares
Behandling av kornealesioner med atféljande
brist pa korneala (limbala) stamceller, till foljd
av brannskador pa dgat

Behandling av kornealesjoner assosiert med
korneal (limbal) stamcellemangel pa grunn av
okuleere brannskader

Medferd vio vefskemmdum i gleeru, med
samfara skorti a gleerustofnfrumum, vegna
efnabruna i augum
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