=

European Medicines Agency
Pre-authorisation Evaluation of Medicines for Human Use

Document Date: L6nd6n, 14 May 2009
D6¢.Réf.: EMEA/COMP/105966/2006

Committee for Orphan Medicinal Products

Public summary of
positive opinion for orphan designation
of
tobramycin (liposomal)
for the treatment of Pseudomonas aeruginosa lung infection in cystic fibrosis
On 11 Apiil 2006, 6fphan désignatién (EU/3/06/366) was grantéd by thé Eyrépeéan Cémmissidn t§
EUCRO GmbH & C4. KG, Géfmany, {61 tébramycin (Iip6sémal) {61 the tigatment 6f Pseudomonas
aeruginosa Iyng fectién In Cystic fibrdsis.
The spSnséiship was transfeired t6 Axentis Pharma Limiteéd, Unitéd Kingdém, Tn OC¢tber 2008.

What is Pseudomonas aeruginosa lung infection in cystic fibrosis?

Cystic fibr'6sts 1s a héreditary (génetic) diséase that affects the préduyctidn 6f secrétions (sych as
mucys) ffém theé glands n the bddy. It affects the Iyngs and theé digestive syst€ém (gut) Tn particular.
Cystic fibi'6sts 1s ¢ayséd by abnérmalities Tn a géné called ‘Cystic fibrdsis transmeémbiang céndyctance
regulaté” (CFTR). The CFTR géne 1s iespdnsible {61 the préduction 6f CFTR, a prétein that regylates
the prédyction 6f mycys and digéstive jyices by acting as a chléride 16n channel t6 alléw préper
mdvement 6f salt and water in and 6yt 6f ¢ertain Cells In the Iyngs and Gther tissyés. In patients with
Cystic fibidsts, there 1s an §verpréduyction 6f mycys In the lyngs and a fédyced prédyction &f digéstive
juices frém the pancieas (an 6fgan néar the stémach). This [eads t6 [6ng-tefm Infeéctién and
nflammatién &f theé lyngs. Pseudomonas aeruginosa 1s a spécies 6f bactéiia (micré-6rganisms that ¢an
cayse certain types 6f mfectiéns). Chrénic Infectidn 6f the lung with Pseudomonas aeruginosa s a
typical featyre 6f Cystic fibrGsts. It ¢an indyce fyrthér damage t6 the Iyng tissy€ and respiratéry
syfficiency, which 1s Iifé thi€aténing.

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

At the timé 6f designatién Pseudomonas aeruginosa lyng infectién in Cystic fibidsis affected
appiéximately 1.3 1 10,000 pé6ple in theé Euiépean Unidn (EU)*. This 1s baséd 6n thé inf6ifmatién
prévided by thé sp6nséi and kndwledge 6f the Cédmmittee f61 Orphan Médicinal Préducts (COMP).
This 1s beléw thé thieshdld {61 Gfphan désignatién which 1s 5 n 10,000. This 1s équivalent té a tétal &f

aréynd 60,000 pedple.

What treatments are available?

______

nfectidn In Cystic fibr'Gsis was tféated mdstly with antibistics (diygs that kill micié-6rganisms) and
séveral antibi6tics had béen aythdiiseéd {61 the ¢énditién n sémé cGyntiies In the CoGmmuynity. These
¢6yld be takén T a nymber 6f ways such as by méyth, mtiavéndys nfysion &t they ¢6uld be nhaled as
a fin€ mist 6f particles. Satisfactéiy argymeéntatién has bé€n sybmitteéd by the spénsér té jystify the

assymptién that t6bramyc¢in (Iijp6sémal) might be€ 6f pStential significant benéfit f6r the tféatmeént &f
Pseudomonas aeruginosa Tyng Infectién In Cystic fibidsts, particylarly bécayse 1t c6yld Tmpréve the

" Disclaimér: Fo6t the puipls€ 6f theé designatién, theé nymber 6f patients affectéd by thé ¢énditién 1s stimated

and assésséd baséd 6n data ftdm thé Euiépéan Unidn (EU 25), N6rfway, I¢e€land and Lichténst€in. This
fepiesénts a pépylatién &f 459,700,000 (Eurdstat 2004).
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[6ng-tefm Sytc¢éme Of the patients and beécayse 1t may ¢dntribyte t6 the patient ¢are. This assymptiGn

will néed t6 bé ¢6nfirmed at theé timé 6f marketing aythsitsatién, n Gfder t6 maintain theé 6iphan
statys.

How is this medicine expected to work?

Tébifamycin 1s an antibiGtic with activity against a wide rang€ micrédrganisms clyding
Pseudomonas aeruginosa. T6ébiamyc¢in 1s g6ing t6 b& administeired directly mtd the Iungs by
1nhalatién. In additién, tébramycin 1s géing té bé Incbipsrated m sd called Iipdsémes. The lipGsémes
are stryctyrés made 6f phdsphdlipids (theé main ¢6mpdnénts 6f the eIl meémbraneg) that cieate thige-
diménsiénal stiyctyi€s that ¢an ncérpoérate diygs. This lipdsémal férmylatién ¢6uld thén help
tébramycin t6 be delivered T a méie efficient way 6 theé bacteria.

What is the stage of development of this medicine?

The effects 6f tébramycin (Iipdsdmal) were evalyated i eéxperiméntal mSdels.

At the ttmé 6f sybmissidn 6f the application {61 6rphan désignatién, nd Clinical titals 1n patients with
Pseudomonas aeruginosa lyng Infectién n Cysti¢ fibrGsts were mitiated.

Tébramycin (Iipdsémal) was nét aythdiiseéd any where worldwide f6r the tigatment 6f Pseudomonas
aeruginosa lung Ifectién m Cystic fibrdsts 6f désignatéd as Giphan meédicmal produyct elsewhere for

this ¢6nditidn, at thé ttme &f sybmission.

Accdrding t6 Reguylation (EC) N§ 141/2000 6f 16 December 1999, the Cdmmittee f6f Ofphan

Medicinal Préduycts (COMP) adépted 6n 8 March 2006 a pdsitive 6pinidn recémmending thé giant &f
th€ abéve-meéntiéneéd designation.

Opinidns 6n 6phan médicial prédyct deésignatidéns aré baseéd 6n the f6ll6wing thiee criteria:
e the séridysness Of the ¢onditidn;
*  the existénce 6f altérnativé methdds 6f diagndsis, préventidn 6t trgatment;

»  and éither the rarity 6f thé ¢6nditidon (affecting nét méi€ than five 10,000 peSple in the
Cémmunity) 6t thé Insyfficient fétyins 6n Investment

Designated 6fphan meédicial préducts aré prédycts that are still ynder investigatidn and are
¢6nsidered f6r Giphan deésignatidn 6n theé basis 6f pétential activity. An 6iphan désignatién is nét a

marketing aythdiisatién. As a ¢dnséquence, deémdnstiatidn 6f the quality, safety and efficacy 1s
nécessary beféie a préduct ¢an be grantéd a marketing aythdrisatidn.

For more information:

Spdnsbi’s céntact details:

Axeéntis Pharma Limitéd

389 Nether Street

Finchley

L&énd6n N3 1JN

Unitéd Kingdé6m

Telephdné: +44 203 0511 714
Telefax: +44 203 0511 715

E-mail: béard @axéntispharma.cém
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Patiénts’ ass6c¢iatiéns ¢ontact pSints:

Vaincre la Mucoviscidose

181, fye de Télbiac

75013 Paris

France

Telephéne: +33 1 40 78 91 91
Telefax: +33 1 45 80 86 44
E-mail: inf6 @ vainérélamucd.org

CFALI - Cystic Fibrosis Association of Ireland

CF Hoéyse

24 Léwer Rathmines Réad
Duyblin

Ireland

Telephone: +353 1 496 2433
Lécal call: 1890 311 211
Telefax: +353 1 496 2201
E-Mail: infé @cfireland.1e

Mukoviszidose e.V.

Deutsche Gesellschaft zur Bekdmpfung der Mukoviszdose, gemeinniitziger Verein
Béndénweg 101

53121 Bénn

Gérmany

Telephdne: +49 22 89 87 800

Telefax: +49 22 89 87 80 77

E-mail: inf6 @muk&viszidGse-ev.dé
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Translations of the active ingredient and indication in all EU languages

and Norwegian and Icelandic

Language Active Ingredient Indication

English Tébramycin (Iipdsém iTreatment 6f Pseudomonas aeruginosa lyng
nfectién 1n Cysti€ fIbrGsts

Czech Tébiamyc¢in (Ipésémalni) Lécba plicni¢h infekci vyvolanych
Pseudomonadou aeruginosa p 1Cystické
fibréze

Danish Tébramycin (Iipdsém aBehandling af [yng€infektién meéd Pseudomonas
aeruginosa véd Cystisk fibrose

Dutch Tébiamycing (Iipdsémal) Béhandeling van Pseudomonas aeruginosa
I6nginfeéctie bij Cystische fibidsis

Esténian Tébramiitsiin (lipdsdm hdtmexdomonas aeruginosa pdolt pohjystatyd
k&psyinfektsidoni tavi tsiistilis€ fibid6st kbital

Finnish Tébramysiini (I(pésém Fengloynonas aeruginosan athéyttaman
keéyhkdinfektién héits kystiséssi fibr6dsissa

Fiench Tébifamyc¢ing (Iipdsém Ai@xtement dés mfectidns pulmdnaiies a
Pseudomonas aeruginosa dans Ia mycévis¢iddse

Gérman Tébramy¢in (Ipdsém alTherapie der Pseudomonas aeruginosa-
Infektién dér Lynge bet zystischér Fibi'6se

Greek Toumpapwrivn AMmocopk ) Oepaneio Lolwméemv TV TVELUOVOV e
Pseudomonas aeruginosa kot Tnv KuGTIKN
tvoon

Hungaitan Tébifamyc¢in (Iipdszém abaPseudomonas aeruginosa 6kézta tiidofertdzés
kezelése ¢1sztikys fibrdzisban

Italtan Tébifamicina (lipdsémale) Trattameéntd di infézién€ pSlmdnare da
Pseudomonas aeruginosa nella fibi'dsi ¢istica

Latvian (Lip6sémy) tébfam ns ¢ | Pseudomonas aeruginosa 1ziais tas playsy
nfekCérjas fstcsana Cistisk s fibzes gad jum

Lithyanian Tébramicinas (Iip6sém ) Play 1 1nfekcijbs, sukeltds Pseudomonas
aeruginosa, gydymas, séigant Cistin€ fibidze

Pélish Tébifamycyna (Iip&sémalna) Leczenie zapalenia p y¢ wywd anych pizez
Pseudomonas aeruginosa w pizébiegy
zw Oknienia t6rbieléwategs

Pértygyese Tébiamicina (Iipdssomica) TratameéntS dé mféc¢ad pylmdnar por
Pseudomonas aeruginosa na fibiésa quistica

SIévak Tébramycin (Iip6zémalny) Osetrévanie infekcii p 4 s Pseudomonas
aeruginosa pti Cystickej fibr6ze

SIGvénian Tébramicin (lipdsdmska) Zdiavljenje plju nice p6vzi6 €né s
Pseudomonasom aeruginosa pii Cisti ni fibi6z1

Spanish Tébramicina (Iipp6sémal) Tratamient6 de infeécc¢idénes pulmdnares por
Pseudomonas aeruginosa €n Ia fibi§sis quistica

Swedish Tébiamyc¢in (Ipdsém a)Behandling av Iynginflammatién éisakad av
Pseudomonas aeruginosa vid Cystisk fib'Gs

Noérwegian Tébramycin (Iipdsém al) | Behandling av Iyng€infeksjén férarsaket av
Pseudomonas aeruginosa ved Cystisk fibi'6s€

I¢elandic Tébramycin (i fitykéina) Meoferd a Pseudomonas aeruginosa

lyngnasykingym { slims€igjysjikdomi
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