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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 20 September 2010, orphan designation (EU/3/10/776) was granted by the European Commission
to Prima Biomed Europe Ltd, United Kingdom, for autologous dendritic cells pulsed with recombinant
human-fusion protein (mucin 1 — glutathione S transferase) coupled to oxidised polymannose for the
treatment of ovarian cancer.

The sponsorship was transferred to Prima Biomed GmbH, Germany, in February 2012.

What is ovarian cancer?

Ovarian cancer is cancer of the ovaries (two organs in the female reproductive system that produce
eggs). Most ovarian cancers occur in women over the age of 50 years. Due to the absence of
symptoms in the early stages of the disease, the majority of patients are diagnosed when the cancer
has spread locally or to other parts of the body.

Ovarian cancer is a life-threatening disease that is associated with poor long-term survival.
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What is the estimated number of patients affected by the condition?

At the time of designation, ovarian cancer affected approximately 3 in 10,000 people in the European
Union (EV). This was equivalent to a total of around 152,000 people”, and is below the 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, several medicines were authorised in the EU for the treatment of ovarian
cancer. The choice of treatment depended mainly on how advanced the disease was. Treatments
included surgery and chemotherapy (medicines to treat cancer).

The sponsor has provided sufficient information to show that this medicine might be of significant
benefit for patients with ovarian cancer because it works in a different way to existing treatments and
because early studies show that it might improve the treatment of patients with this condition,
particularly patients whose disease has come back after previous 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?

Autologous dendritic cells pulsed with recombinant human-fusion protein (mucin 1 — glutathione S
transferase) coupled to oxidised polymannose is a cancer vaccine. It is expected to work by activating
the patient’s immune system (the body’s natural defences) so that it attacks and kills the cancer cells.

To prepare this medicine, immune system cells called ‘dendritic cells’ are extracted from the patient’s
blood. The cells are then incubated (mixed) with a ‘fusion protein’, which is then absorbed into the
cells. The fusion protein contains a fragment of mucin 1, a protein that is found in large amounts on
the surface of cancer cells but is rarely found on normal cells. When the dendritic cells are injected
back into the patient, the immune system is expected to recognise the mucin 1 as ‘foreign’. This is
expected to stimulate an immune response against mucin 1, resulting in the immune system attacking
the cancerous cells in the body.

What is the stage of development of this medicine?

The effects of autologous dendritic cells pulsed with recombinant human-fusion protein (mucin 1 —
glutathione S transferase) coupled to oxidised polymannose have been evaluated in experimental
models.

At the time of submission of the application for orphan designation, clinical trials with this medicine in
patients with ovarian cancer were ongoing.

At the time of submission, this medicine was not authorised anywhere in the EU for ovarian cancer 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 2 June 2010 recommending the granting of this designation.

“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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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:

Prima Biomed GmbH
Deutscher Platz 5a
04103 Leipzig

Germany

Tel.: +49 30 887 168 43
Fax: +49 30 690 886 66

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.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

English Autologous dendritic cells pulsed with
recombinant human-fusion protein (mucin 1 —
glutathione S transferase) coupled to oxidised
polymannose

Bulgarian ABTONOXHU AEHAPUTHU KIIETKKU, NYSCUPaHU C
PEKOMOMHAHTEH YOBELLUKN-(IOXbH MPOTENH
(MyumH 1 — rnytatnoH C TpaHcdepasa), CABOEHU
C OKCMaupaHa nosimMaHo3a.

Autologni dendritické buriky kokultivované
rekombinantnim humanim faznim
proteinem(mucin 1 — glutathion S transferaza)

spojena s oxidovanou polymannosou

Czech

Danish Autologe dendritceller tilsat rekombinant humant
fusionsprotein (mucin 1 — glutathion s
transferase) og koblet til oxideret polymannose.
Dutch Autologe dendritische cellen die met een
geoxideerde polymannose gebonden
recombinant humaan-fusie proteine (mucin 1 —
glutathione S transferase) behandeld werden
Estonian Autoloogsed dendriidirakud koos rekombinantse
inimese liitvalguga (mutsiin-1-glutatioon-S-
transferraas), mis on seotud oksudeeritud
polimannoosiga.

Finnish Autologisia dendriittisia soluja, jotka ovat ladattu
rekombinantilla humaanilla fuusioproteiniilla
(musiini 1 — glutationi S transferaasi)
yhdistettyna hapetettuun polymannoosiin

French Cellules dendritiques autologues pulsées par une
protéine de fusion humaine recombinante
(mucine 1 - transférase du glutathion S) couplée
au polymannose oxide

German Autologe dendritische Zellen, die mit an
oxidierter Polymannose gebundenem
rekombinanten humanen Fusionsprotein (Mucin-
1-glutathione-S-Transferase) behandelt wurden
Greek AuTOAoya devOpPITIKA KUTTAPA ENWACHEVA PE
avaouvduaouEvn avpwnivn XIMEPIKN NPWTEIVN
(BAevvivn 1 — yAouTaBeiovn S Tpavo@epdaon)
OuUVOEDEUEVN HE OEEIdWHEVN NoAupavvodn.
Hungarian Oxidizalt polymanno6z-hoz kétott, rekombinans
human faziés proteinnel (mucin 1 — glutation-

transzferaz) kezelt autolég dendritsejtek

1 At the time of designation

Indication

Treatment of ovarian cancer

JleyeHue Ha pak Ha ANYHMLMTE

Lécba karcinomu vajeénikl

Behandling af ovarie cancer

Behandeling van ovariumkanker

Munasarjavahi ravi

Munasarjasyovan hoito

Traitement du cancer de l'ovaire

Behandlung des Ovarialkarzinoms

Oepaneia Tou KApKivou TwV

wWodNKWV

Petefészekrak kezelése
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Language

Active ingredient

Indication

Italian

Latvian

Lithuanian

Maltese

Polish

Portuguese

Romanian

Slovak

Slovenian

Spanish

Swedish

Cellule dendritiche autologhe pulsate con
proteina umana ricombinante di fusione (mucin-
1-glutatione-S-transferasi) accoppiata a
polimannosio ossidato

Autologas dendrit Stinas apstradatas ar
rekombinantu cilvéka izcelsmes sapltsanas
proteinu (micina 1glutationa S transferaze)
savienotas ar oksidétu polimannozi

Autologinés dendritinés Iastelés suplaktos su
rekombinantiniu Zmogaus sintezuotu baltymu
(mucino 1 — glutationo S transferaze), sujungtos
su oksiduota polimanoze

Celluli dendriti¢i awtologuzi pulsati ma’ proteina
ta’ fuzjoni umana rikombinanti (mucin 1 -
glutathione S transferase) maghqudin ma’
polymannose ossidat

Autogenne komorki dendrytyczne wzbogacone
rekombinowanym ludzkim biatkiem fuzyjnym
(potaczenie mucyny 1 z transferazg S-
glutationowq) z przytaczonymi utlenionymi
polimannozami.

Células dendriticas autdlogas carregadas com a
proteina de fusdo recombinante (mucina 1 —
glutationa S-transferase) humana acoplada a
polimanase oxidada

Celule dendritice autologe pulsate cu proteina de
fuziune umana recombinanta (mucin-1 —
glutation S transferaza) cuplata cu polimanoza
oxidata

Autolégne dendritické bunky inkubované s
rekombinantnym fudskym flznym proteinom
(mucin 1 — glutatién S transferaza) spojenym s
oxidovanou polymannézou

Avtologne dendriti¢ne celice spodbujene z
rekombinantnim humanim fuzijskim proteinom
(mucin 1 — glutation S transferaza), vezanim na
oksidirano polimanozo

Células dendriticas autdlogas cargadas con una
proteina de fusién recombinante (mucina 1
glutation - S transferasa) combinada con
polimanosa oxidada

Autologa dendrittiska celler pulserade med
rekombinant méanskligt fusionsprotein (mucin 1 —
glutation-S-transferase) kopplat till oxiderad
polymannos

Trattamento del carcinoma dell’ovaio

Olnicu véza arstésanai

Kiausidziy vézio gydymas

Kura ghal kancer tal-ovarji

Leczenie raka jajnika

Tratamento do carcinoma do ovario

Tratamentul cancerului ovarian

Liecba rakoviny vajecnikov

Zdravljenje raka na jajcnikih

Tratamiento del cancer de ovario

Behandling av ovarialcancer
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Language Active ingredient Indication

Norwegian Autologe dendrittiske celler pulset med Behandling av eggstokkreft
rekombinant humant fusjonsprotein (mucin 1 —
glutation-S-transferase) koblet til oksidert
polymannose

Icelandic Samgena griplu frumur pulsadar med radbrigda Medferd eggjastokkakrabbameins
manna-samruna proéteini (mucin 1 — gldtation S
transferasa tengt vid oxideradan pélymannésa
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