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Public summary of opinion on orphan designation
Adeno-associated viral vector of serotype 5 containing the human alanine-
glyoxylate aminotransferase gene for the treatment of primary hyperoxaluria
type 1

On 21 March 2012, orphan designation (EU/3/12/974) was granted by the European Commission to
Amsterdam Molecular Therapeutics BV, the Netherlands, for adeno-associated viral vector of serotype
5 containing the human alanine-glyoxylate aminotransferase gene for the treatment of primary
hyperoxaluria type 1.

In July 2012, Amsterdam Molecular Therapeutics BV changed name to uniQure biopharma B.V.
What is primary hyperoxaluria type 1?

Primary hyperoxaluria type 1 is an inherited disease caused by the lack of a liver enzyme called
alanine-glyoxylate aminotransferase (AGXT). This enzyme is needed to convert a compound called
glyoxylate into glycine (an amino acid), which is used for making enzymes and other proteins. Patients
who lack this enzyme have high levels of oxalate in the urine, because glyoxylate instead of being
converted into glycine is converted into excess oxalate. Oxalate can form calcium oxalate deposits,
which can cause stones in the kidney and urinary tract (structures that carry urine) as well as injury to
other organs. Characteristic symptoms of the disease include blood in the urine, abdominal pain and
frequent urinary tract infections.

Primary hyperoxaluria type 1 is long-term debilitating and life threatening because of the high rate of
kidney failure seen with the condition.

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

At the time of designation, primary hyperoxaluria type 1 affected less than 0.03 in 10,000 people in
the European Union (EU). This was equivalent to a total of fewer than 1,500 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 27), Norway, Iceland and Liechtenstein.
At the time of designation, this represented a population of 507,700,000 (Eurostat 2011).
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What treatments are available?

At the time of designation, no satisfactory methods were authorised in the EU for treating primary
hyperoxaluria type 1. Different treatments were used to prevent the accumulation of calcium oxalate
such as dietary changes, high fluid intake and vitamin B.

How is this medicine expected to work?

This medicine is made up of a virus that contains the gene for producing AGXT, the enzyme that is
lacking in patients with primary hyperoxaluria type 1.

When the medicine is injected into the patient, the virus is expected to carry the AGXT gene into the
liver cells. These cells are then expected to produce the AGXT enzyme so that calcium oxalate is not
produced in excess, and thereby helping to relieve the symptoms of the disease.

The type of virus used in this medicine (‘adeno-associated virus’) does not cause disease in humans.
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, no clinical trials with the medicine in patients with primary hyperoxaluria
type 1 had been started.

At the time of submission, the medicine was not authorised anywhere in the EU for primary
hyperoxaluria type 1 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 11 January 2012 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:

uniQure biopharma B.V.
Meibergdreef 61

1105 BA

Amsterdam

The Netherlands

Telephone: +31 20 566 7394
Telefax: +31 20 566 9272
E-mail: info@uniQure.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.
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Translations of the active ingredient and indication in all official EU
languages®, Norwegian and Icelandic

Language

Active substance

Indication

English

Bulgarian

Czech

Danish

Dutch

Estonian

Finnish

French

German

Greek

Hungarian

Italian

Latvian

Lithuanian

Adeno-associated viral vector of serotype 5
containing the human alanine-glyoxylate
aminotransferase gene

ALeHO-CBbp3aH BUPYCEH BEKTOP OT cepoTun 5,
CbAbpXXall YOBELUKW FreH Ha anaHWH-ravokcunatr
aMuHoTpaHcdepasa.

Adeno-asociovany virovy vektor sérotypu 5
obsahujici gen pro lidskou
alaninglyoxylataminotransferazu.
Adeno-associeret viral vektor af serotype 5
indeholdende det humane alanin-glyoxylat
aminotransferase-gen.

Adenogeassocieerde virale vector van serotype 5
welke het gen voor humaan alanine-
glyoxylaataminotransferase bevat.

5. serotiubi adeno-assotsieerunud viiruse vektor,
mis sisaldab inimese alaniini-glioksulaadi
aminotransferaasi geeni.

Serotyypin 5 AAV-vektori, joka sisaltaa

ihmisen alaniiniglyoksylaattiaminotransferaasigee
nin

Vecteur viral adéno-associé de sérotype 5
contenant le géne codant pour I'alanine-
glyoxylate-aminotransférase humaine.

Ein adeno-assoziierter viraler Vektor vom Serotyp
5, der das humane Alanin-Glyoxylat-
Aminotransferase-Gen enthalt

1IKOG PopEaG OXETICOPEVOC E adEVOIO 0pOTUMOU 5
Mou nePIEXElI TO avBpwnivo yovidio
AIVOTPavopePAonG aiavivng-yAuogUAIkoU.

5-0s szerotipusUd, adeno-asszocialt virusvektor,
amely a human alanin-glioxilat-aminotranszferaz
gént tartalmazza.

Vettore virale adeno-associato di serotipo

5 contenente il gene umano alanina-gliossilato
aminotransferasi.

5. serotipa adenoasociéta virusa vektors, kas
satur cilvéka alaninglioksilata aminotransferazes
génu.

Adeno asocijuoto viruso vektoriaus 5 serotipas,
turintis Zmogaus alanino glioksilato
aminotransferazés geng

1 At the time of designation
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Treatment of primary hyperoxaluria
type 1

JleyeHune Ha NbpBUYHa
xunepokcanypus tmn 1

Lécba primarni hyperoxalurie typu 1
Behandling af primaer hyperoxaluri
type 1

Behandeling van primaire
hyperoxalurie type 1

1. thupi esmase hiperoksaluuria
ravi

Tyypin 1 primaarisen
hyperoksalurian hoito

Traitement de I’hyperoxalurie
primaire de type 1

Behandlung der priméren
Hyperoxalurie Typ 1

Oepaneia TNg npwTonadolcg
unepo&aioupiag Tunou 1

Az 1-es tipusu, primer hiperoxaluria
kezelésére

Trattamento delll'iperossaluria
primaria di tipo 1

1. tipa primaras hiperoksalurijas
arstésana

Pirminés hiperoksalurijos, I tipo,
gydymas
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Language

Active substance

Indication

Maltese

Polish

Portuguese

Romanian

Slovak

Slovenian

Spanish

Swedish

Norwegian

Icelandic

Vettur ta’ virus adeno assocjat ta’ serotip 5 li fih
il-gene umana alanine-glyoxylate
aminotransferase.

Wektor adenowirusowy serotypu 5, zawierajacy
gen ludzkiej aminotransferazy alanino-
glioksylanowej.

Vetor viral adeno-associado do serotipo 5 com o
gene humano da alanina-glioxilato
aminotransferase.

Vector viral adeno-asociat de serotip 5, care
contine gena umana pentru alanin-glioxilat-
aminotransferaza.

Adeno-asociovany virusovy vektor sérotypu 5
obsahujuci fudsky gén alaninglyoxylatovej
transaminazy

Adenovirusom pridruzeni virusni vektor serotipa 5,
ki vsebuje Cloveski gen alanin-glioksilat
aminotransferaze

Vector viral adenoasociado de serotipo 5 que
contiene el gen humano alanina glioxilato
aminotransferasa.

Adenoassocierad virusvektor av serotyp 5
innehallande den humana alaninglyoxylat-
aminotransferasgenen.

Adenoassosiert virusvektor av serotype 5 som
inneholder det humane alaninglyoksylat-
aminotransferasegenet.

Adené-tengd veirugenaferja af sermisgerd 5 sem
felur i erfdavisi alanin-glyoxylataminétransferasa
ar ménnum.
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Kura ta’ iperoxalurja primarja tip 1

Leczenie pierwotnej hiperoksalurii
typu |

Tratamento da hiperoxaluria
primaria de tipo 1

Tratamentul hiperoxaluriei primare
de tip 1

LieCba primarnej hyperoxalurie typu
1

Zdravljenje primarne hiperoksalurije
vrste 1

Tratamiento de la hiperoxaluria
primaria de tipo 1

Behandling av primar hyperoxaluri
typ 1

Behandling av primaer hyperoksaluri
type 1.

Medferd vio fyrsta stigs

solarhringsutskilnadi >0,49 mmal
(hyperoxaluria), af gerd 1.
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