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Public summary of opinion on orphan designation
Autologous T lymphocyte-enriched population of cells transduced with a
lentiviral vector encoding a chimeric antigen receptor targeting human B cell
maturation antigen with 4-1BB and CD3-zeta intracellular signalling domains
for the treatment of multiple myeloma

On 4 June 2020, orphan designation EU/3/20/2277 was granted by the European Commission to FGK
Representative Service GmbH, Germany, for autologous T lymphocyte-enriched population of cells
transduced with a lentiviral vector encoding a chimeric antigen receptor targeting human B cell
maturation antigen with 4-1BB and CD3-zeta intracellular signalling domains (also known as CT053)
for the treatment of multiple myeloma.

What is multiple myeloma?

Multiple myeloma (also called plasma cell myeloma) is a cancer of a type of white blood cell called
plasma cells. Plasma cells are produced in the bone marrow, the spongy tissue inside the large bones
in the body. In multiple myeloma, the division of plasma cells becomes uncontrolled, resulting in
abnormal, immature plasma cells multiplying and filling up the bone marrow. This interferes with
production of normal white blood cells, red blood cells and platelets (components that help the blood to
clot), leading to complications such as anaemia (low red blood cell counts), bone pain and fractures,
raised blood calcium levels and kidney disease.

Multiple myeloma is a debilitating and life-threatening disease particularly because it disrupts the
normal functioning of the bone marrow, damages the bones and causes kidney failure.

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

At the time of designation, multiple myeloma affected approximately 4 in 10,000 people in the
European Union (EU). This was equivalent to a total of around 208,000 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).

*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, Iceland, Liechtenstein, Norway and the United Kingdom. This represents a
population of 519,200,000 (Eurostat 2020).
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What treatments are available?

At the time of designation, several medicines were authorised for multiple myeloma in the EU. The
main treatment for multiple myeloma was chemotherapy (medicines to treat cancer) usually combined
with corticosteroids to reduce the activity of the body's immune (defence) system. After chemotherapy
patients received a stem-cell transplant if they were considered suitable for it. Stem-cell
transplantation is a procedure where the patient's bone marrow is replaced with stem cells to form new
bone marrow that produces healthy blood cells.

The sponsor has provided sufficient information to show that the medicine might be of significant
benefit for patients with multiple myeloma. This is because early results have shown that the medicine
was beneficial in patients whose cancer had come back or not responded after extensive treatment;
this compares favourably to other therapies used in this group of patients.

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 medicine is made up of the patient’s own T cells (a type of white blood cell) that have been
modified genetically in the laboratory so that they make a protein called chimeric antigen receptor
(CAR). This protein is designed to attach to a target called BCMA, which is found on plasma cells. When
the modified cells, called CAR-T cells, are given to the patient, they are expected to attach to BCMA on
the plasma cells, thereby killing the abnormal plasma cells and helping to clear the cancer from the
body.

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 multiple myeloma were ongoing.

At the time of submission, the medicine was not authorised anywhere in the EU for the treatment of
multiple myeloma. Orphan designation of the medicine had been granted in the United States for this
condition.

In accordance with Regulation (EC) No 141/2000, the COMP adopted a positive opinion on 23 April
2020, 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.
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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:

Contact details of the current sponsor for this orphan designation can be found on EMA website.

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 Autologous T lymphocyte-enriched population of Treatment of multiple myeloma
cells transduced with a lentiviral vector encoding a
chimeric antigen receptor targeting human B cell
maturation antigen with 4-1BB and CD3-zeta
intracellular signalling domains
Bulgarian ABTONOXHa, o6orateHa c T nuMmdounTn nonynauus  J1€4EHME Ha MynTUNIEH MUENoM
OT KJIETKW, TPAHCAYLIMpPaHU C NEHTUBUPYCEH
BEKTOpP, KOAMpaLL, XMMEPEH aHTUTEeHEH peLenTop,
HACOYEH KbM YOBELLKWUS @aHTUIFEH Ha MaTypauums Ha
B knetku c 4-1BB 1 CD3-3eTa BbTPEKIETbYHMU
CUTHANHN AOMENHMN
Croatian Populacija stanica obogacena autolognim T LijeCenje multiplog mijeloma
limfocitima transducirana lentivirusnim vektorom
koji kodira kimeri¢ni antigenski receptor usmjeren
na antigen sazrijevanja humanih B stanica sa 4-
1BB i CD3-zeta intracelularnim domenama
signalizacije
Czech Autolognimi T lymfocyty obohacend populace Lécba mnohocetného myelomu
bunék transdukovana s lentivirovym vektorem
kddujicim chimericky antigenni receptor zacileny
na lidsky antigen maturace B-bunék s 4-1BB a
CD3-zeta intracelularnimi signalnimi doménami
Danish Autolog T lymfocyt-beriget cellepopulation, Behandling af myelomatose
transduceret med en lentiviral vektor, kodende for
en kimeer antigenreceptor rettet mod humant B-
celle modningsantigen med 4-1BB og CD3-zeta
intracellulzere signaleringsdomaener
Dutch Autologe T-lymfocyt-verrijkte populatie van cellen ~ Behandeling van multipel
die getransduceerd zijn met een lentivirale vector 3 O
welke een chimere antigeenreceptor codeert die
zich richt op humaan B-cel maturatie-antigeen
met 4-1BB en CD3-zeta intracellulaire
signaleringsdomeinen
Estonian Autoloogne T-liimfotsiittidega rikastatud Multiibelse mueloomi ravi
rakupopulatsioon, mida on transdutseeritud
lentiviraalse vektoriga, mis kodeerib rakusiseseid
4-1BB ja CD3-dzeeta signaaldomeene sisaldavat
kimaarset antikeha retseptorit ja mis on suunatud
inimese B-rakkude kiipsemise antigeeni vastu

L At the time of designation
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Language Active ingredient Indication

Finnish Autologiset T-lymfosyyttirikastetut solut, joihin on  Multippeli myelooman hoito
siirretty ihmisen B-solun maturaatioantigeeniin
kohdistuvaa kimeeristd antigeenireseptoria
koodaava lentivirusvektori, jossa on 4-1BB:n ja
CD3-zetan solunsisdiset signaalinvalitysdomeenit
French Population de lymphocytes T autologues enrichie Traitement du myélome multiple
en cellules transduites avec un vecteur lentiviral
codant un récepteur d’antigene chimérique qui
cible I'antigéne de maturation des lymphocytes B
humains avec les domaines de signalement
intracellulaire 4-1BB et CD3-zeta
German Autologe Zellpopulation angereichert mit T- Behandlung des multiplen
Lymphozyten, mit einem lentiviralen Vektor Hheles
transduziert der flr einen chimaren Antigen-
Rezeptor kodiert, der gegen das humane B-Zellen-
Maturationsantigen mit den intrazellularen
Signaldoméanen 4-1BB und CD3-zeta gerichtet ist
Greek MANBUGHOC QUTOAOYWV KUTTAPWV epnAouTiopévoc  ©O€pangia noAAaniol pueAwparog
HE T AgppokUTTapa Kal diaPoAUCHEVOG E AEVTI-
1IKO (POPEA MOU KWOIKOMOIEI £va XIMAIPIKO unodoxea
avTlyovou kaTd Tou avBpwnivou avTiyovou
wpipavong B KUTTATWV PE EVOOKUTTAPIKEG MEPIOXEG
onuavong 4-1BB kai CD3-C
Hungarian Human B-sejt maturécids antigént célzé kimér Myeloma multiplex kezelése
antigén receptort kédolo lentiviradlis vektorral
transzdukalt, autoldég T-limfocitaval gazdagitott
sejtpopulacio, 4-1BB és CD3-zeta intracellularis
jeladé doménekkel
Italian Popolazione arricchita con linfociti T autologhi Trattamento del mieloma multiplo
trasdotti con un vettore lentivirale che codifica per
un recettore antigenico chimerico diretto contro
I'antigene di maturazione delle cellule B umano
con domini di segnalazione intracellulare 4-1BB e
CD3-zeta
Latvian Ar autologiem T limfocitiem bagatinata $dnu Multiplas mielomas arstésana
populacija, kas transducéta ar lentivirusa vektoru,
kurs kodé himérisku antigéna receptoru, kas
vérsts pret cilvéka B Slinu nobrieSanas antigénu,
ar 4-1BB un CD3-zeta intracelularajiem signalcelu
doméniem
Lithuanian  Autologiniais T limfocitais praturtintas Iasteliy Dauginés mielomos gydymas
klonas, transdukuotas lentivirusiniu vektoriumi,
koduojanciu chimerinj antigeno receptoriy,
nukreipta | Zzmogaus B Iasteliy brendimo antigeng
su 4-1BB ir CD3-zeta tarplasteliniais signaliniais
domenais
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Language

Active ingredient

Indication

Maltese

Polish

Portugues
e

Romanian

Slovak

Slovenian

Spanish

Popolazzjoni awtologa arrikita b’limfociti-T ta’
celluli transdotti b’vettur lentivirali b’ikkowdjar ta’
ricettur ta’ antigen kimeriku li fil-mira tieghu
ghandu |-antigen ta’ maturazzjoni tac-cellola B
umana b’dominji ta’ senjalazzjoni intracellulari 4-
1BB u CD3-zeta

Populacja krwinek autologicznych wzbogacona w
limfocyty T, obejmujgca komoérki transdukowane
wektorem lentiwirusowym zawierajgcym
sekwencje kodujaca chimeryczng forme receptora
antygenowego skierowanego przeciwko
antygenowi dojrzewania limfocytéw B, zawierajacg
wewnatrzkomérkowe domeny sygnatowe 4-1BB i
CD3-zeta

Populagdo de células autdlogas enriquecida em
linfocitos T transduzida com um vetor lentiviral,
gue codifica um recetor antigénico quimérico,
dirigido ao antigénio de maturagdo de células B
humanas com dominios de sinalizagdo intracelular
4-1BB e CD3-zeta

Populatie Tmbogatita de limfocite T autologe
transduse cu un vector lentiviral care codifica
receptorul antigenului chimeric care vizeaza
antigenul de maturizare a limfocitelor B umane cu
domenii de semnalizare intracelulare 4-1BB si
CD3-zeta

Populéacia buniek obohatena autolégnymi T-
lymfocytmi transdukovanymi lentiviralnym
vektorom kédujlcim antigénovy receptor zacieleny
na ludsky antigén dozrievania B bunky s
intraceluldarnymi signalnymi doménami 4-1BB a
CD3-zeta

Obogatena populacija avtolognih T-limfocitnih
celic, transduciranih z lentivirusnim vektorjem, ki
kodirajo himerni antigenski receptor dozorevanja
humanih celic Bz intracelularnimi domenami
signalizacije 4-1BB in CD3-zeta

Poblacion enriquecida con linfocitos T autdlogos
gue contiene células transducidas con un vector
lentivirico que codifica un receptor de antigenos
quimérico selectivo para el antigeno de
maduracién de los linfocitos B humanos con
dominios de sefializacidn intracelular 4-1BB y
CD3-zeta

Kura tal-mjeloma multipla

Leczenie szpiczaka mnogiego

Tratamento do mieloma multiplo

Tratamentul mielomului multiplu

Liecba mnohopocetného myeldmu

Zdravljenje multiplega mieloma

Tratamiento del mieloma multiple
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Language Active ingredient Indication

Swedish Autologa T-lymfocytberikade cellerinnehdllande en  Behandling av multipelt myelom
lentiviral vektor som kodar fér en chimar
antigenreceptor riktad mot human-B-
cellsmognadsantigen med 4-1BB och CD3-zeta
intracellulara signaleringsdomaner
Norwegian Autolog T-lymfocyttberiket populasjon av celler Behandling av myelomatose
transdusert med en lentiviral vektor som koder for
en kimeer antigenreseptor rettet mot humant B-
cellemodningsantigen med 4-1BB og CD3-zeta
intracellulzere signaleringsdomener
Icelandic  Hopur audgadur samgena T-eitilfrumna sem er Medferd vié mergaexli
veiruleiddur med lentiveiruferju sem kodar fyrir
blendingsmoétefnavakavidtaka sem tengist
sérstokum motefnavaka proskadrar B-frumu
(BCMA) Uur ménnum og er med 4-1BB og CD3-zeta
hneppi fyrir innanfrumu bodleidaflutning.
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