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Recombinant human interleukin-3 truncated diphtheria toxin fusion protein
for treatment of blastic plasmacytoid dendritic cell neoplasm

On 11 November 2015, orphan designation (EU/3/15/1567) was granted by the European Commission
to Spector Consulting SAS, France, for recombinant human interleukin-3 truncated diphtheria toxin
fusion protein (also known as SL-401) for the treatment of blastic plasmacytoid dendritic cell
neoplasm.

What is blastic plasmacytoid dendritic cell neoplasm?

Blastic plasmacytoid dendritic cell neoplasm is an aggressive type of blood cancer in which the bone
marrow (the spongy tissue inside the large bones, where blood cells are produced) produces large
numbers of immature white blood cells called ‘plasmacytoid dendritic cells’. These may build up in the
bone marrow and take the place of nhormal blood cells. Most patients develop non-itchy damaged areas
in the skin, which often look like bruises or nodules. The disease may also cause enlargement of the
spleen or liver and a reduction of the number of circulating blood cells.

Blastic plasmacytoid dendritic cell neoplasm is a life-threatening disease that is associated with poor
overall survival.

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

At the time of designation, blastic plasmacytoid dendritic cell neoplasm affected approximately 1.2 in
10,000 people in the European Union (EU). This was equivalent to a total of around 62,000 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 for the treatment of
blastic plasmacytoid dendritic cell neoplasm. Patients often received radiotherapy and medicines
authorised for other types of blood cancers. Some patients were also given stem cell transplantation, a
complex procedure where the patient receives stem cells from a matched donor to help restore the
bone marrow.

How is this medicine expected to work?

This medicine contains a toxin (a substance which is poisonous for cells) called diphtheria toxin, which
has been ‘fused’ to a protein called ‘interleukin-3’. Although is it not fully clear how the medicine
works, it is expected that the interleukin-3 will attach to interleukin-3 receptors, which are found at
high levels on the surface of some cancer cells. Once attached to cancer cells, the medicine is expected
to be taken up by the cells. The toxin would then be released inside cancer cells, thus killing them.

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 blastic plasmacytoid dendritic cell neoplasm were ongoing.

At the time of submission, the medicine was not authorised anywhere in the EU for blastic
plasmacytoid dendritic cell neoplasm. Orphan designation of the medicine had been granted in the
United States for this condition.

In accordance with Regulation (EC) No 141/2000 of 16 December 1999, the COMP adopted a positive
opinion on 8 October 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:

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

Bulgarian

Croatian

Czech

Danish

Dutch

Estonian

Finnish

French

German

Greek

Hungarian

Italian

Latvian

Lithuanian

Maltese

Recombinant human interleukin-3 truncated
diphtheria toxin fusion protein

®y3MOHEH NPOTENH, CbCTOAL, CE OT
PEKOMBUMHAHTEH YOBELIKN NHTEPNIEBKNH-3 U
CKbCeEH AndTEpUEH TOKCUH

Fuzijski protein kojeg cini rekombinantni
ljudski interleukin-3 vezan na skraceni
difterijski toksin

Fazni protein rekombinantniho lidského
interleukinu-3 a zkraceného difterického
toxinu

Rekombinant humant interleukin-

3 trunkeret difteritoksin fusionsprotein
Recombinant humaan interleukine-3
getrunceerd difterietoxine fusieproteine
Rekombinantse inimese interleukiin-3 ja
luhendatud difteeriatoksiini fusioonvalk
Rekombinantti ihmisen interleukiini-3:n ja
katkaistun difteriatoksiinin fuusioproteiiini
Protéine de fusion tronquée de toxine
diphtérique-interleukine-3 humaine
recombinante

Fusionsprotein aus rekombinantem
humanem Interleukin-3 und verkirztem
Diphtherietoxin

Avacuvduaaopévn NpwTeivn ouvTnENG
anoTteAoUpevn and avlpwnivn

OUVTHNMEVN IVTEPAEUKIVN-3 Kal
J1pOEePITIDIKN TOEIVN

Rekombinans human interleukin-3 és
csonkitott diphteria toxin faziés fehérjéje
Proteina ricombinante umana di fusione fra
tossina difterica troncata ed interleuchina 3
Rekombiné&tais cilvéka interleikina-3 un
difterijas toksina noskeltais hibridproteins
Rekombinantinis Zmogaus interleukino-3 ir
sutrumpintos difterijos toksino formos
suliejimo baltymas

Proteina tal-fuzjoni rikombinanti maghmula
minn interleukin 3 uman u tossina difterika
maqtugha

1 At the time of designation

Treatment of blastic plasmacytoid
dendritic cell neoplasm

JleyeHne Ha HeonnasMa ¢ 6nacTHU
na1a3MoUMTONAHN AEHAPUTHU KNETKU

Lijecenje blasti¢ne novotvorine
plazmacitodnih dendriti¢nih stanica

Lé¢ba nadord z blastickych
plasmocytoidnich dendritickych bunék

Behandling af blastisk plasmacytoid
dendritisk celleneoplasi

Behandeling van blastair plasmacytoid
dendritische cel neoplasma

Blastsete plasmatsutoidsete
dendriitrakkudega kasvaja ravi
Blastisen plasmasytoidisen
dendriittisolukasvaimen hoito
Traitement de la tumeur a cellules
dendritiques plasmacytoides blastiques

Behandlung von blastischer
plasmazytoider dendritischer Zell-
Neoplasie

Oepaneia veonAdopaTog and BAacoTika
NAAoPAToKUTTApoEIdn devopITika KUTTapa

Plazmacitoid dendritikus blastsejtes tumor
kezelése

Trattamento della neoplasia a cellule
dendritiche plasmacitoidi blastiche
Blastisko plazmacitoido dendritu Stinu
audz€éja arstésana

Blastiniy plazmacitoidiniy dendritiniy,
lasteliy neoplazmy gydymas

Kura ta’ neoplasma tac-celloli dendritici
plasmacitojde blastici
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Language

Active ingredient

Indication

Polish

Portuguese

Romanian

Slovak

Slovenian

Spanish

Swedish

Norwegian

Icelandic

Rekombinowane biatko fuzyjne utworzone z
ludzkiej interleukiny-3 i toksyny btoniczej o
skréconym fancuchu

Proteina de fusdo recombinante humana da
toxina da difteria truncada com
interleucina-3

Proteina recombinanta de fuziune intre
toxina difterica procesata si interleukina
umana 3

FUzny protein vytvoreny spojenim
rekombinantného ludského interleukinu-3
so Stiepenym difterickym toxinom
Rekombinantni fuzijski protein, sestavljen iz
humanega interlevkina-3 in dela toksina
davice

Proteina truncada de fusidon recombinante
de fragmentos de la toxina de la difteria y
secuencias de interleucina-3 humana
Rekombinant fusionsprotein av humant
interleukin-3 och trunkerat difteritoxin
Rekombinant humant interleukin-3 til
avkortet difteritoksin-fusjonsprotein
Radbrigda manna barnaveikiseiturs-
samrunaprotein styft med hvitfrumuboda-3

Leczenie nowotworu blastycznych
plazmacytoidalnych komoérek
dendrytycznych

Tratamento da neoplasia blastica de
células dendriticas plasmacitoides

Tratamentul neoplasmului cu celule
dendritice plasmacitoide blastice

Lie¢ba neoplazie z blastickych
plazmocytoidnych dendritickych buniek

Zdravljenje neoplazme blastnih
plazmacitoidnih dendriti¢nih celic

Tratamiento de neoplasia de células
blasticas dendriticas plasmocitoides

Behandling av blastisk plasmacytoid
dendritisk cellneoplasi

Behandling av blastisk plasmacytoid
dendrittisk celle-neoplasi

Medferd vid griplu eexlisvexti i
plasmakimfrumum
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