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Public summary of opinion on orphan designation
Ex-vivo-expanded autologous human keratinocytes containing epidermal
stem cells transduced with a LAMB3-encoding retroviral vector for the
treatment of epidermolysis bullosa

On 19 March 2015, orphan designation (EU/3/15/1465) was granted by the European Commission to
Chiesi Farmaceutici S.p.A., Italy, for ex-vivo-expanded autologous human keratinocytes containing
epidermal stem cells transduced with a LAMB3-encoding retroviral vector for the treatment of
epidermolysis bullosa.

What is epidermolysis bullosa?

Epidermolysis bullosa describes a group of inherited diseases of the skin, in which the skin is very
fragile and forms severe blisters upon minor mechanical friction or injury. In most cases, symptoms of
epidermolysis bullosa appear from birth, although for some forms symptoms may not occur until
adulthood. The diseases are caused by mutations (changes) in the genes responsible for the
production of certain proteins that make the skin strong and elastic, such as collagen or keratins.

Epidermolysis bullosa is a long-term debilitating and life-threatening condition because the severe
blistering and associated scarring and deformities result in poor quality of life and may also reduce life
expectancy.

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

At the time of designation, epidermolysis bullosa affected approximately 0.6 in 10,000 people in the
European Union (EU). This was equivalent to a total of around 31,000 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).

“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 28), Norway, Iceland and Liechtenstein. This represents a population of
512,900,000 (Eurostat 2015).
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What treatments are available?

At the time of designation, no satisfactory methods were authorised in the EU to treat epidermolysis
bullosa. A high standard of personal hygiene and skincare were recommended to help blisters heal, to
avoid infections and to protect the skin from damage. Painkillers were also used. Surgery was
sometimes necessary if there were complications such as deformed hands or the development of skin
cancer.

How is this medicine expected to work?

One of the genes whose mutation can cause epidermolysis bullosa is known as LAMB3, which is needed
for normal production of a protein called laminin-332 that helps to hold skin layers together.

This medicine is a skin graft prepared individually for patients who have epidermolysis bullosa due to
the LAMB3 mutation. It consists of a layer of the patient’s own skin cells, including the stem cells
needed to grow new skin. These cells are grown outside the body and modified with a virus that has
been engineered to carry a normal copy of the LAMB3 gene into the cells. The cells are then returned
to the patient as a skin graft over areas of blistered skin, where they are expected to produce skin cells
with normal laminin-332, correcting the cause of the condition and preventing blister formation.

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 with epidermolysis bullosa were ongoing.

At the time of submission, this medicine was not authorised anywhere in the EU for epidermolysis
bullosa or designated as an orphan medicinal product elsewhere for this condition.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 12 February 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:

Chiesi Farmaceutici S.p.A.
Via Palermo 26/A

43122 Parma

Italy

Tel. +39 0521 279 793

Fax +39 0521 774 120
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 Ex-vivo-expanded autologous human Treatment of epidermolysis bullosa
keratinocytes containing epidermal stem cells
transduced with a LAMB3-encoding retroviral
vector
Bulgarian Ex vivo ekcnaHAMpaHM aBTOMIOXKHM YOBELLKMU JleyeHune Ha 6yno3Ha enuaepmMonaunsa
KepaTUHOLUMTU, CbAbPXalUN enuaepManHm
CTBOJIOBM KJIETKWU, TpaHcAyunpaHu ¢ LAMB3-
KoAMpall, peTpOBUPYCEH BEKTOP
Croatian Ex vivo umnoZzeni autologni ljudski keratinociti Lijecenje bulozne epidermolize
koji sadrze epidermalne mati¢ne stanice
transducirane retrovirusnim vektorom koji
kodira za LAMB3
Czech Ex vivo expandované autologni lidské Lécba buldzni epidermolyzy
keratinocyty obsahujici epidermalni kmenové
bunky transdukované retrovirovym vektorem
kédujicim gen LAMB3
Danish Ex vivo ekspanderede autologe humane Behandling af epidermolysis bullosa
keratinocytter, der indeholder epidermale
stamceller transduceret med en LAMB3-
indkodende retroviral vektor
Dutch Ex-vivo geéxpandeerde autologe humane Behandeling van epidermolysis
keratinocyten die epidermale stamcellen bullosa
bevatten die zijn getransduceerd met een
retrovirale vector die codeert voor LAMB3
Estonian LAMB3-kodeeriva retroviirusvektoriga Bulloosse epidermoluitsi ravi
transdutseeritud epidermise tuvirakke sisaldavad
ex vivo kasvatatud autoloogsed inimese
keratinotsuiudid
Finnish Ex vivo monistetut autologiset ihmisen Epidermolysis bullosan hoito
keratinosyytit, joiden mukana on epidermaalisia
kantasoluja, joihin on siirretty LAMB3-geenia
koodaava retroviraalinen vektori
French Kératinocytes humains autologues amplifiés ex Traitement de I’épidermolyse bulleuse
vivo contenant des cellules souches
épidermiques transduites avec un vecteur
rétroviral codant pour le LAMB3
German Autologe ex vivo expandierte menschliche Behandlung der Epidermolysis bullosa
Keratinozyten, die mit einem LAMB3
kodierenden retroviralen Vektor transduzierte
epidermale Stammzellen enthalten

1 At the time of designation
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Language

Active ingredient

Indication

Greek

Hungarian

Italian

Latvian

Lithuanian

Maltese

Polish

Portuguese

Romanian

Slovak

Slovenian

Spanish

Ex vivo noAAanAaciacuéva autoAoya avbpwniva
KEPATIVOKUTTAPA MOU MEPIEXOUV EMIDEPHIKA
BAAoTIKA KUTTAPA ENWACKEVA UE PETPOIKO POPEA
0 onoiog kwdikonolei To LAMB3

LAMB3 gént kodolo retroviralis vektorral
atalakitott epidermalis 0ssejteket tartalmazo, ex
vivo kiterjesztett autolég human keratinocitak
Cheratinociti umani autologhi espansi ex vivo
contenenti cellule staminali epidermiche
trasdotte con un vettore retrovirale codificante
per il gene LAMB3

Ex vivo pavairoti autologi cilvéka keratinociti,
kas satur epidermas cilmes Siinas, kas
transducétas ar LAMB3-kod&josSu retrovirusa
vektoru

Ex vivo padauginti autologiniai Zmogaus
keratinocitai, kuriuose yra epidermio kamieniniy
Igsteliy, transdukuoty su LAMB3 koduojanciu
retrovirusiniu vektoriumi

Keratinociti awtologi umani imkabbra ex vivo li
fihom celluli staminali tal-epidermide trasformati
permezz ta’ vettur retrovirali li jikkodifika LAMB3
Namnozone ex vivo autologiczne ludzkie
keratynocyty zawierajace komarki macierzyste
naskérka po transdukcji wektorem
retrowirusowym kodujacym LAMB3
Queratindcitos humanos autélogos expandidos
ex vivo contendo células estaminais epidérmicas
transduzidas com um vector retroviral
codificador do LAMB3

Keratinocite umane autologe expandate ex vivo
continand celule stem epidermale transduse cu
un vector retroviral codant pentru LAMB3

Ex vivo kultivované autolégne ludské
keratinocyty obsahujlce epidermalne kmerové
bunky transdukované pomocou retroviralneho
vektora kédujuceho LAMB3

Ex vivo ekspandirani avtologni keratinociti, Ki
vsebujejo epidermalne maticne celice,
transducirane z retrovirusnim vektorjem, Ki
kodira LAMB3

Queratinocitos autélogos humanos expandidos
ex vivo que contienen células madre epidérmicas
transducidas con un vector retroviral codificador
de LAMB3

Oepaneia TNG NOPPOAUYDIOUG
endepPOAUONG

Epidermolysis bullosa kezelése

Trattamento della epidermolisi bollosa

Bulozas epidermolizes arstésanai

Paslines epidermolizés gydymas

Kura tal-epidermolisi bullosa

Pecherzowe oddzielanie sie naskodrka

Tratamento da epidermolise bulhosa

Tratamentul epidermolizei buloase

Liecba epidermolysis bullosa

Zdravljenje bulozne epidrmolize

Tratamiento de la epidermolisis
bullosa
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Language Active ingredient Indication

Swedish Ex vivo-expanderade autologa humana Behandling av epidermolysis bullosa
keratinocyter som innehaller epidermala
stamceller transducerade med en LAMBS3-
kodande retroviral vektor

Norwegian EXx vivo ekspanderte autologe humane Behandling av epidermolysis bullosa
keratinocytter som inneholder epidermale
stamceller transdusert med en LAMB3-kodende
retrovirusvektor

Icelandic Ex vivo Utvikkadar samgena hyrnisfrumur Medferd a epidermolysis bullosa
manna sem innihalda hudpekjustofnfrumur sem
eru veiruleiddar med LAMB3-kddandi
retréveiruferju
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