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Public summary of opinion on orphan designation
Autologous Epstein-Barr virus specific T cells derived from peripheral blood
mononuclear cells, expanded ex vivo for the treatment of extranodal NK/T-
cell ymphoma, nasal type

On 14 July 2016, orphan designation (EU/3/16/1695) was granted by the European Commission to Cell
Medica Ltd., United Kingdom, for autologous Epstein-Barr virus specific T cells derived from peripheral
blood mononuclear cells, expanded ex vivo for the treatment of extranodal NK/T-cell lymphoma, nasal
type.

What is extranodal NK/T-cell lymphoma, nasal type?

Extranodal NK/T-cell lymphoma, nasal type, is an aggressive cancer of a type of white blood cell called
lymphocytes. Patients with this cancer have cancerous growths in the nose and surrounding areas,
which can destroy bone, cartilage and soft tissue, disfiguring the face. The cancer is usually associated
with infection with a type of virus called Epstein-Barr virus.

Extranodal NK/T-cell lymphoma, nasal type, is a debilitating and life-threatening disease that causes
disfigurement and is associated with poor overall survival.

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

At the time of designation, extranodal NK/T-cell lymphoma, nasal type, affected approximately 0.08 in
10,000 people in the European Union (EU). This was equivalent to a total of around 4,000 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?

At the time of designation, various cancer medicines were authorised in the EU for the treatment of
non-Hodgkins’ lymphomas such as extranodal NK/T-cell lymphoma, nasal type.

*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
513,700,000 (Eurostat 2016).
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The sponsor has provided sufficient information to show that the medicine might be of significant
benefit for patients with extranodal NK/T-cell lymphoma, nasal type because early clinical studies
indicate that patients whose disease came back after previous treatment responded to this treatment.
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?

The cancer cells in patients with extranodal NK/T cell lymphoma are nearly always infected with
Epstein-Barr virus.

This medicine contains certain T cells obtained from the patient. T cells are cells of the immune system
(the body’s natural defences) that kill infected or abnormal cells. To make this medicine, the T cells are
exposed to protein fragments from Epstein-Barr virus, so that they can recognise cells infected with
the virus and attack them. When the T cells are injected back into the patient, they are expected to
attach to infected cancer cells and kill them.

What is the stage of development of this medicine?

At the time of submission of the application for orphan designation, the evaluation of the effects of the
medicine in experimental models was ongoing.

At the time of submission, clinical trials with the medicine in patients with extranodal NK/T cell
lymphoma, nasal type were ongoing.

At the time of submission, the medicine was not authorised anywhere in the EU for extranodal NK/T
cell lymphoma, nasal type 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 16 June 2016 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:

Contact details of the current sponsor for this orphan designation can be found on EMA website, on the
medicine’s rare disease designations page.

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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http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/landing/orphan_search.jsp&mid=WC0b01ac058001d12b
http://www.orpha.net/consor/cgi-bin/index.php
http://www.eurordis.org/content/rare-disease-patient-organisations

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

Language Active ingredient Indication

English Autologous Epstein-Barr virus specific T-cells Treatment of extranodal NK/T-cell
derived from peripheral blood mononuclear cells, lymphoma, nasal type
expanded ex vivo

Bulgarian ABTOTOXHU T-KneTku, cneumdnyHn 3a Epstein- JleyeHune Ha ekcTpaHoaaneH NK/T-
Barr Bupyc, nony4yeHn oT MOHOHYK€apHMU KNneTb4YyeH IMMGOM, Ha3aneH Tmn
KNeTKN oT nepudepHa KpbB, KYATUBUPAHU eX
vivo

Croatian Autologne T-stanice specificne za Epstein-Barr Lijecenje ekstranodalnog NK/T-
virus derivirane iz mononuklearnih stanica stani¢nog limfoma, nazalni oblik
periferne krvi, ekspandirane ex vivo

Czech Autolognni Epstein-Barroveé virus specifické T Lécba extranodalnich NK/T nasalnich
buriky ziskané z perifernich mononukleard, lymfom0
expandované ex vivo

Danish Autolog Epstein-Barr virus specifikke T-celler, Behandling af ekstranodal T-NK-
udvundet fra perifert blod mononukleare celler, cellelymfom, nasal type
ekspanderet ex vivo

Dutch Autologe Epstein-Barr virus specifieke T-cellen Behandeling van extranodaal NK/T-cel
afgeleid uit perifeer bloed mononucleaire cellen, lymfoom, nasaal type
geéxpandeerd ex vivo

Estonian Ex vivo paljundatud autoloogsed Epstein-Barri Nina-tllupi ekstranodaalse NK/T-
viiruse spetsiifilised T-rakud, mis on saadud rakkiimfoomi ravi
perifeerse vere mononukleaarsetest rakkudest

Finnish Autologiset Ebstein-Barr virukselle spesifiset t- Ekstranodaalisen, nasaalityyppisen
solut, jotka ovat peraisin perifeerisen veren NK/T-solulymfooman hoito
mononukleaarisista, ex vivo monistetuista
soluista

French Cellules T autologues spécifiques du virus Traitement du lymphome T/NK
d’Epstein-Barr, dérivées de cellules extraganglionnaire, de type nasal

mononucléaires sanguines périphériques,
expansées ex Vivo
German Autologe T-Zellen spezifisch gegen das Epstein- Behandlung des extranodalen NK/T-
Barr Virus, gewonnen von mononukledre Zellen Zell-Lymphom, nasaler Typ
des peripheren Blutes und expandiert ex vivo

Greek AuToAoya Epstein-Barr 10U €101kd T-kUTTapa nou  Oepaneia ToUu eEmAsp@adevikou NK/T
npogpxovTal ano yovonupnva KUTTApa AEPPUATOG, pIVIKOU TUNOU
nepipepikoU AigaTog Ta onoia enekTadnkav ex
vivo

Hungarian  Ex vivo expandalt, periferidlis vér mononuklearis Nazalis tipusu extranodalis NK/T-
sejtekbdl szarmazo6 autoldg Epstein-Barr virus sejtes limféma kezelése
specifikus T-sejtek

L At the time of designation
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Language

Active ingredient

Indication

Italian

Latvian

Lithuanian

Maltese

Polish

Portuguese

Romanian

Slovak

Slovenian

Spanish

Swedish

Norwegian

Icelandic

Linfociti T autologhi specifici per il virus di
Epstein-Barr, derivati da cellule mononucleari
ematiche periferiche, espanse in vivo

Autologas pret EpSteina-Barra virusu specifickas
T Stnas, kas iegitas no periféro asinu
mononuklearajam Stinam un pavairotas ex vivo
Autologineés, Epstein-Barr virusui specifinés T
Igstelés, isskirtos iS periferinio kraujo
mononukleariniy lasteliy, padaugintos ex vivo
Celluli T awtologuzi specifi¢i ghall-virus Epstein-
Barr imnissla minn ¢elluli mononukleari tad-
demm periferali mwassa’ ex vivo

Autologiczne komoérki T specyficzne dla wirusa
Epstein-Barr wyprowadzone z mononuklearnych
komorek krwi obwodowej, ekspandowane ex
vivo

Células T autdlogas especificas do virus de
Epstein-Barr derivadas de células
mononucleares do sangue periférico, expandidas
ex vivo

Celule T autologe specific pentru virusul Epstein-
Barr derivate din celule mononucleare provenite
din sangele periferic, expandate ex vivo
Autologne Epstein-Barr virus Specifické T-bunky
pochadzajuce z mononukledrnych buniek
periférnej krvi, expandované ex vivo
Autologne, za virus Epstein-Barr specificne T-
celice, ki izvirajo iz mononuklearnih celic
periferne krvi, ekspandirane ex vivo

Celulas T Autologas expandido ex-vivo
especificas para el virus Epstein Barr derivados
de celulas mononucleares

Ex vivo expanderade autologa Epstein-
Barrvirusspecifika T-celler fran perifera
mononukledra blodceller

Autologe Epstein-Barr virus spesifikke T-celler
fra mononuklezere celler i perifert blod,
ekspandert ex vivo

Samgena Epstein-Barr veiru sértaekar T-frumur
einangradar Ur einkjarna blédfrumum og fjélgad
ex vivo

Trattamento del linfoma T/NK
extraganglionare, di tipo nasale

Deguna tipa ekstranodalas NK/T-Stinu
limfomas arstésana

Ekstranodalines NK/T lasteliy
limfomos (nazalinis tipas) gydymas

Kura tal-limfoma tac-celluli NK/T
extranodali, tat-tip nazali

Leczenie pozaweztowego chioniaka

NK/T-komoérkowego, typu nosowego

Tratamento de linfoma de células
NK/T extranodal, de tipo nasal

Tratamentul limfomului extranodal cu
celule NK/T de tip nazal

Liecba extranodalneho NK/T-
bunkového lymfomu, nazalneho typu

Zdravljenje ekstranodalnega NK/T-
celicnega limfoma nazalnefa tipa

Tratmiento del linfoma de célula NK/T
extranodal tipo nasal

Behandling av extranodalt NK/T-
cellslymfom av nasal typ

Behandling av ekstranodalt NK/T-celle
lymfom, nasal type

Medferd a NK/T-frumu
eitlakrabbameini af nasal gerd
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