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Public summary of opinion on orphan designation
Recombinant human alpha-glucosidase conjugated with multiple copies of
synthetic bismannose-6-phosphate-tetra-mannose glycan for the treatment
of glycogen storage disease type Il (Pompe's disease)

On 26 March 2014, orphan designation (EU/3/14/1251) was granted by the European Commission to
Genzyme Europe BV, the Netherlands, for recombinant human alpha-glucosidase conjugated with
multiple copies of synthetic bismannose-6-phosphate-tetra-mannose glycan for the treatment of
glycogen storage disease type Il (Pompe's disease).

What is glycogen storage disease type 11?

Glycogen storage disease type Il, also known as Pompe’s disease, is an inherited disorder that is
caused by the lack of an enzyme called acid alpha glucosidase (GAA). This enzyme is contained in
lysosomes (part of the body’s cells that break down nutrients and other materials). GAA breaks down
glycogen (a complex sugar stored in the body) into glucose. When this enzyme is lacking, large
amounts of glycogen build up in the muscles, including the heart muscle and diaphragm (the main
breathing muscle under the lungs). The progressive build-up of glycogen causes a wide range of signs
and symptoms, including heart problems, breathing difficulties and muscle weakness.

Glycogen storage disease type |l is a long-term debilitating and life-threatening disease because it
causes breathing and heart problems and is associated with premature death.

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

At the time of designation, glycogen storage disease type Il affected not more than 1 in 10,000 people
in the European Union (EU). This was equivalent to a total of not more than 51,000 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
511,100,000 (Eurostat 2014).
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What treatments are available?

At the time of designation, Myozyme (alglucosidase alfa) was authorised for the treatment of glycogen
storage disease type Il in the EU. Myozyme is an ‘enzyme replacement therapy’ that works by
replacing the missing GAA enzyme.

The sponsor has provided sufficient information to show that this medicine might be of significant
benefit for patients with glycogen storage disease type Il because early studies in experimental models
show that it might improve muscle function of patients with this condition. 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?

Like Myozyme, this medicine is an enzyme replacement therapy that works by replacing the missing
GAA enzyme in patients with glycogen storage disease type Il. It is a copy of human GAA, which is
produced by a method known as ‘recombinant DNA technology’: it is made by cells into which a gene
(DNA) has been introduced that makes them able to produce the enzyme. The replacement enzyme
helps to break down glycogen and stops its build up in the cells.

The GAA in this medicine is attached to several molecules called ‘bismannose-6-phosphate-tetra-
mannose glycan’. This is expected to increase the uptake of the enzyme by skeletal muscles (muscles
used for movement), thereby improving muscle coordination and strength of patients with glycogen
storage disease type II.

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, a clinical trial with the medicine in
patients withglycogen storage disease type Il was ongoing.

At the time of submission, the medicine was not authorised anywhere in the EU for glycogen storage
disease type Il 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 6 February 2014 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:

Genzyme Europe BV

Gooimeer 10

1411 DD Naarden

The Netherlands

Tel. +31 35 699 1200

Fax +31 35 694 3214

E-mail: eumedinfo@genzyme.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.

Public summary of opinion on orphan designation
EMA/COMP/96508/2014 Page 3/5


mailto:eumedinfo@genzyme.com
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

Czech

Croatian

Danish

Dutch

Estonian

Finnish

French

German

Greek

Hungarian

Italian

Recombinant human alpha-glucosidase conjugated
with multiple copies of synthetic bismannose-6-
phosphate-tetra-mannose glycan

pekoMbMHaHTHa YoBelKa anda-rnwoKkosnaasa,
KOHIOrMpaHa ¢ MHOXEeCTBO KOMUSA Ha CUHTETUYEH
6uc-mMaHo3a-6-doctaT-TeTpa-MaHoO3a FmKaH
Rekombinantni lidska alfa-glukosidaza konjugovana
s mnohonasobnymi kopiemi syntetického bis-
manodza-6-fosfat-tetra-mandza glykanu
Rekombinantna ljudska alfa-glukozidaza
konjugirana s viSestrukim kopijama sintetskog bis-
manoza-6-fosfat-tetra-manoza glikana
Rekombinant human alfa-glucosidase konjugeret
med multiple kopier af syntetisk bis-mannose- 6-
phosphat-tetra-mannose glycan

Recombinant humaan alfa-glucosidase
geconjugeerd met meerdere kopieén van
synthetisch bis-mannose-6-fosfaat-tetra-mannose
glycaan

Rekombinantne inimese alfa-gliikosidaas
konjugeeritud stnteetilise bis-mannoos-6-fosfaat-
tetra-mannoos gliikaani hulgikoopiatega
Rekombinantti ihmisen alfaglukosidaasi
konjugoituna useisiin synteettisen bis-mannoosi-6-
fosfaatti-tetra-mannoosi-glykaanin kopioihin
Alpha-glucosidase recombinante humaine
conjuguée a de multiples copies de bis-mannose-6-
phosphate-tétra-mannose-glycane de synthese
Rekombinante humane alpha-Glukosidase
konjugiert mit mehreren Einheiten synthetischer
bis-Mannose-6-phosphat-tetra-Mannose-Glykane
Avacuvduacopévn avBpwnivn dA@a-yAukooidaaon
ouvOedepEVN WE NOAAANAG avTiypapa oUuvOETIKAG di-
6-QWOPOPIKNG-Havvolo-TETPA-HAavvolo YAUKAvNG
Rekombinans human alfa-gliikozidaz szintetikus
bisz-mannd6z-6-foszfat-tetra-mannéz glikan
tobbsz6ros kopiajahoz kapcsolva

Alfa-glucosidasi umana ricombinante coniugata con
copie multiple di bis-mannosio-6-fosfato-tetra
mannosio glicano di sintesi

1 At the time of designation

Treatment of glycogen storage
disease type Il (Pompe's disease)

JleyeHne Ha TMN 2 rNMKOreHo3a
(Bonect Ha NomMne)

Léba glykogendézy typu Il
(Pompeho choroba)

LijeCenje bolesti nagomilavanja
glikogena tip 1l (Pompeova bolest)

Behandling af glycogenose type Il
(Pompes sygdom)

Behandeling van de
glycogeenstapelingsziekte type Il
(Pompe-ziekte)

Glukogenoos Il (Pompe téve) ravi

Tyyppi Il glykogenoosin (Pompen
tauti) hoito

Traitement de la glycogénose de
type Il (maladie de Pompe)

Behandlung der
Glykogenspeicherkrankheit Typ 11
(Pompe-Krankheit)

©epaneia Tng MAukoyovwaong Tunou
IT (N6oog Tou Pompe)

I1-es tipusu glikogéntarolasi
betegség (Pompe-kor) kezelése

Trattamento della glicogenosi, tipo
Il (malattia di Pompe)
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Language

Latvian

Lithuanian

Maltese

Polish

Portuguese

Romanian

Slovak

Slovenian

Spanish

Swedish

Norwegian

Icelandic

Active ingredient

Ar vairakam sintétiska bis-mannozes-6-fosfat-tetra-
mannozes glikana kopijam konjugéta rekombinanta
cilvéka alfa-glikozidaze

Rekombinantiné zmogaus alfa-gliukozidazé su
dauginémis sintetinio bis-manozés-6-fosfato-tetra-
manozes glikano kopijomis

Alfa-glucosidase uman rikombinanti kkongugat ma’
kopji multipli ta’ bismannose-6-phosphate-tetra-
mannose glycan sintetiku

Rekombinowana ludzka alfa-glukozydaza sprzezona
z multiplikowanym syntetycznym bis-mannozo-6-
fosforanem-tetra-mannozo glukanem
Alfa-glucosidase humana recombinante conjugada
com coépias multiplas de bis-manose-6-fosfato-
tetra-manose glicano sintético

Alfa-glucozidaza umana recombinanta conjugata cu
multiple copii de bi-manozo-6-fosfat-tetra-manozo-
glican de sinteza

Rekombinantna ludska alfa-glukozidaza
konjugovana s mnohonasobnymi képiami
syntetického bis-mandéza-6-fosfat-tetra-
mandézoglykanu

Rekombinantna humana alfa-glukozidaza
konjugirana z veckratnimi kopijami sinteti¢nega bis-
manoza-6-fosfat-tetra-manoza glikana
Alfa-glucosidasa humana recombinante conjugada
con multiples copias de glicano sintético bis-
manosa-6-fosfato-tetra-manosa

Rekombinant humant alfa-glukosidas konjugerat
med multipla kopior av syntetisk bis-mannos-6-
fosfat--tetra-mannos glykan

Rekombinant humant alfa-glukosidase konjugert
med flere kopier av syntetisk bis-mannose-6-fosfat-
tetra-mannose glukan

Radbrigda manna alfa-glukésidasi tengdur mérgum
eintokum af samtengdum bis-mannésa-6-fosfat-
tetra-manndsaglykani

Indication

Glikogéna uzkrasanas II tipa
traucejumu (Pompe slimiba)
arstésana

II tipo glikogenozés (Pompe ligos)
gydymas

Kura tal-glikogenozi tat-tip 11
(marda ta’ Pompe)

Leczenie choroby spichrzania
glikogenu typu Il (choroby
Pompego)

Tratamento da glicogenose de tipo
Il (Doenca de Pompe)

Tratamentul glicogenozei tip Il
(boala Pompe)

Liecba glykogendzy typ II
(Pompeho choroba)

Zdravljenje glikogenoze tipa Il
(Pompejeva bolezen)

Tratamiento de la enfermedad de
almacenamiento del glucégeno
tipo Il (enfermedad de Pompe)
Behandling av glykogen
upplagringssjukdom typ Il
(Pompes sjukdom)

Behandling av glykogenose type Il
(Pompes sykdom)

Medferd a glykégenupphledsiu
sjukémi af gerd Il (Pompes
sjukdémur)
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