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Public summary of opinion on orphan designation
Recombinant protein consisting of modified human growth hormone releasing
hormone and the translocation and endopeptidase domains of botulinum
toxin serotype D for the treatment of acromegaly

On 11 January 2012, orphan designation (EU/3/11/947) was granted by the European Commission to
Syntaxin Limited, United Kingdom, for recombinant protein consisting of modified human growth
hormone releasing hormone and the translocation and endopeptidase domains of botulinum toxin
serotype D for the treatment of acromegaly.

What is acromegaly?

Acromegaly is a disease in which the pituitary gland, a small gland located at the base of the brain,
produces too much growth hormone. Acromegaly usually affects adults in middle age. In over 90% of
patients, it is caused by a non-cancerous tumour of the pituitary gland called a pituitary adenoma. One
of the most common symptoms of the disease is the abnormal growth of the hands and feet. The
disease can result in serious complications, such as severe damage to the joints and problems affecting
the cardiovascular (heart and blood vessels) and respiratory systems.

Acromegaly is a long-term debilitating disease that can be life threatening because of joint damage,
risk of cardiovascular disease and reduced life expectancy.

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

At the time of designation, acromegaly affected approximately 1.3 in 10,000 people in the European
Union (EU)". This is equivalent to a total of 66,000 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 27), Norway, Iceland and Liechtenstein. This represents a population of
506,300,000 (Eurostat 2011).
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What treatments are available?

At the time of designation, several medicines were authorised in the EU to treat acromegaly, including
bromocriptine and somatostatin analogues (medicines that block the release of growth hormone) such
as octreotide and lanreotide, and pegvisomant (a medicine that blocks the effects of growth hormone).
Other treatments include surgery and, in rare cases, radiotherapy (treatment with radiations).

The sponsor has provided sufficient information to show that the medicine might be of significant
benefit for patients with acromegaly because it works in a different way to existing treatments and
early studies show that it might improve the treatment 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?

The medicine consists of ‘growth hormone releasing hormone’ (GHRH) which has been linked to an
enzyme called endopeptidase (which is derived from a bacterial toxin called botulinum toxin). The
medicine is expected to block the secretion of growth hormone from the pituitary gland. It is expected
to do this by attaching to GHRH receptors located on the surface of cells in the pituitary gland, and
interfering with a protein which enables the release of growth hormone from the pituitary cells.

The medicine is expected to be given into a vein.
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 acromegaly had been
started.

At the time of submission, the medicine was not authorised anywhere in the EU for acromegaly 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 9 November 2011 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
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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:

Syntaxin Limited

Units 4-10 The Quadrant

Barton Lane

Abingdon OX14 3YS

United Kingdom

Telephone: +44 1235 552100
Telefax: +44 1235 552167

E-mail: Richard.Jones@Syntaxin.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 ingredient

Indication

English

Bulgarian

Czech

Danish

Dutch

Estonian

Finnish

French

Recombinant protein consisting of modified
human growth hormone releasing hormone and
the translocation and endopeptidase domains
of botulinum toxin serotype D

PekoM6MHaHTEH NPOTENH, CbCTOSLLY Ce OT
MOANMULUMPAH YOBELLKN pacTeXeH XOPMOH
PENN3NHI XOPMOH M AOMEHUTE Ha
TpaHcaoKaumsa 1 eHgonenTnaasa Ha

60Ty IMHOBMS TOKCUH cepoTun D
Rekombinantni protein skladajici se z
modifikovaného lidského hormonu uvolnujiciho
rlstovy hormon a translokaéni a
endopeptidazové domény botulotoxinu
sérotypu D

Rekombinant protein bestdende af modificeret
humant veeksthormonudskillende hormon og
translokations- og endopeptidase- domaener af
botulinum toxin serotype D

Recombinant proteine bestaande uit
gemodificeerd humaan groeihormoon-
vrijstellend-hormoon en de translocatie- en
endopeptidasedomeinen van botulinetoxine
serotype D

Rekombinantne valk, mis koosneb
modifitseeritud inimese kasvuhormooni
vabastavast hormoonist ning D-serotuibi
botulismitoksiini translokatsiooni ja
endopeptidaasi domeenidest
Yhdistelmaproteiini, joka koostuu muunnellusta
ihmisen kasvuhormonin vapauttajahormonista
ja serotyyppi D:n botulinumtoksiinin
translokaatio- ja endopeptidaasidomeeneista
Protéine recombinante consistant en une forme
modifiée de I’'hormone libérant I’hormone de
croissance humaine et en les domaines de
translocation et endopeptidase de la toxine
botulinique de sérotype D

1 At the time of designation
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JleyeHue Ha akpomeranus

Lécba akromegalie

Behandling af akromegali

Behandeling van acromegalie

Akromegaalia ravi

Akromegalian hoito

Traitement de I'acromégalie
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Language

Active ingredient

Indication

German

Greek

Hungarian

Italian

Latvian

Lithuanian

Maltese

Polish

Portuguese

Rekombinantes Protein bestehend aus
modifiziertem humanen Wachstumshormon-
freisetzenden Hormon (GHRH) und den
Translokations- und Endopeptidase-Doménen
von Botulinumtoxin Serotyp D
AvaouvouacopEvn NpwTEIVN Nou anoTeAiTal ano
TPOMOMOINKEVN avOpwnivn EKAUTIKN ophOvVN TNG
avlpwnivng augnTikng oppOVNG Kal TIG MEPIOXEG
METATOMIONG KAl NPWTEIVAONG TNG To&ivng
aAAavTiaong opoTunou D

Moédositott human névekedési hormont
felszabadité hormonbdél és a D szerotipusu
botulinum toxin transzlokacios és endopeptidaz
doménjeibdl all6 rekombindns fehérje

Proteina ricombinante costituita dall’'ormone
rilasciante I'ormone della crescita umano
modificato e dai domini della traslocazione e
dell'endopeptidasi della tossina botulinica
sierotipo D

Rekombinants proteins, kas sastav no
modificéta cilvéka augSanas hormona
atbrivojoSa hormona un D serotipa
botulintoksina translokacijas un endopeptidazes
doméniem

Rekombinacinis baltymas, kurj sudaro
modifikuotas Zmogaus augimo hormona,
atpalaiduojantis hormonas ir translokacija bei
botulino toksino D serotipo endopeptidazes
domena

Proteina rikombinanti li tikkonsisti minn ormon
li jerhi ormon tat-tkabbir uman modifikat u I-
ogsma ta’ traslokazzjoni u ta’ endopeptidase
tat-tossina ta’ Botulinum serotip D

Biatko rekombinowane sktadajace sie z
modyfikowanego hormonu uwalniajgcego ludzki
hormon wzrostu oraz domen translokacyjnej i
endopeptydazowej serotypu D toksyny
botulinowej

Proteina recombinante constituida pela
modificagcdo da hormona de libertacdo da
hormona humana do crescimento e pelos
dominios de translocacgédo e endopeptidase do
ser6tipo D da toxina botulinica
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Behandlung der Akromegalie

©epaneia Tng akpoueyaAiag

Acromegalia kezelésére

Trattamento dell'acromegalia

Akromegalijas arstésana

Akromegalijos gydymas

Kura ta’ I-akromegalija

Leczenie akromegalii

Tratamento da acromegalia
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Language Active ingredient Indication

Romanian Proteina recombinanta care consta din Tratamentul acromegaliei
hormonul de eliberare a hormonului uman de
crestere modificat si din domenii de translocare
si endopeptidazice ale toxinei botulinice de
serotip D
Slovak Rekombinantny protein pozostavajuci z Liecba akromegalie
modifikovaného hormoénu uvolfiujuceho ludsky
rastovy hormén a translokacnej a
endopeptitazovej domény botulinotoxinu
sérotypu D
Slovenian Rekombinantna beljakovina, sestavljena iz Zdravljenje akromegalije
spremenjenega hormona, ki sprosca cloveski
rastni hormon, in domen translokacije ter
endopeptidaze botulinskega toksina serotipa D
Spanish Proteina recombinante que consiste en la Tratamiento de la acromegalia
hormona liberadora de hormona de crecimiento
humana modificada y los dominios de
translocacion y endopeptidasa de la toxina
botulinica de serotipo D
Swedish Rekombinant protein bestdende av modifierat Behandling av akromegali
humant tillvaxthormonfrisattande hormon och
doméanerna for translokation och endopeptidas
av botulinumtoxin serotyp D
Norwegian Rekombinant protein som bestar av modifisert, Behandling af akromegali
humant veksthormonfrisettende hormon og
translokasjons- og endopeptidasedomenene til
botulinumtoksin serotype D.
Icelandic Radbrigda proétein sem samanstendur af Medhondlun aesavvaxtar
umbreyttri manna vaxtarhorména—kveikju og
yfirfeerslu og endépeptidasahneppum
boétdlinumeitursins af sermisgerd D
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