ITAPAPTHMA 1

HNEPIAHYH TOQN XAPAKTHPIZTIKQN TOY ITIPOIONTOX



vTo QAPUOKO AVTO TeEAEl LITO GUUTANPOUATIKY TOPAKOAOVON Y. AVTO Ba emTpEWeL To Yp1yopo
TPOGOIOPICUO VEDV TAT|POPOPLOV OCPAAELNC. ZNTELTAL 0O TOVG EXAYYEALATIES VYEING VO AVOQEPOVY
omotlecdnmote mhavoloyovueveg avemiBounteg evépyeleg. BA. mapdypao 4.8 yia Tov TpOTO avaQopag
AVETBOUNTOV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Defitelio 80 mg/ml mwokvo didivpa yio TopacKeL| SIHADUATOG TTPOG £YXLOM

2. MOIOTIKH KAI IOXOTIKH XYNGEXH
"Eva ml tokvod dtodvpatog mepiéyet 80 mg depifpmtionc®, mocomta mov aviietoryel o 200 mg ota
2,5 ml ékaotov ploldiov kot og cuykévipwon and 4 mg/ml éwg 20 mg/ml petd v apaimon.

* TapackevdleTol amd eviepikod BAeVVoyOvVo Yoipwv.

"Exd0y0 ne yvworti dpaon

Kabe proridro mepiéyet 0,89 mmol (1codOvapa pe 20,4 mg) vatpiov.

IMoa tov TAnpn kaTdrloyo TV ekdoy®v, PA. Tapdypago 6.1.

3. DAPMAKOTEXNIKH MOP®H
[Mokvo d1dAvpe Yio TOPAGKELT SLHADULOTOG TTPOg EyYvon (OTEPO TLKVE dtdAvpa).

To d1dhvpa £xel ypdULo SLoVYES KITPVO MG KOQE Kot eivar eEAevBepo cmpatidiov 1 BoldotnTog.

4. KAINIKEXZ TIAHPO®OPIEXZ

4.1 OgpomevTiKEG EVOEIEELS

To Defitelio evdeikvurtan yuo ™) Ogpameia g cofapng prefoomoppaxtikig nratonddeiog (VOD),
YVOOTHG EMIOTG KOl O OMOPPUKTIKO GUVOPOLO TV PAER®V Tov Nratog (SOS), ot petopudsyevon
aporomTik®mv apyxéyovev kuttdpwv (HSCT).

Evdeikvotat yio yprion oe evilikeg kot epnfovg, modud kot Bpéen nikiog dve tov 1 unvoc.

4.2 Aocoloyio kol TPOTOG YOPNYNONS

To Defitelio mpémetl va cuvtayoypageitatl Kot va yopnyeitar 6tovg acheveic amd ylotpong
€10IKELLEVOVE 0TN dtdyvmon kat T Ogpaneio emmhokdv e HSCT.

Aocoloyia
H ocvvietduevn d6on givan 6,25 mg/kg copatikov Bapovg avd 6 dpec (25 mg/kg/muépa).

To, 0edopéva GYETIKA LUE TNV OTOTEAECUATIKOTNTO KO TNV AGPAAELN LEYOADTEPOV OOGEWMV Eival
TEPLOPICUEVO KO KATH GUVETELD, € GUVIGTATOL 1] AVENGT TG ddoNS Thve and 25 mg/kg/Mmuépa.

H Oepoaneio mpémel va yopnyeitor eni tovAdyiotov 21 nuépeg Kot va unv dlakomteTot £0G OTOV Ta.
copnTdpata Kot ot evdgitelg g VOD vroywprcovv.



Negpirn dvolertovpyio

Agv amatteitor puduion g docoroyiog yio achevelg pe veppikn SUGAEITOLPYIN 1| GE AVTOVG TOL
vrofdirovrol og dakomtopevn ookabapon (BA. mapdypapo 5.2).

Hrotixn dvolerrovpyio

Agv &govv dievepynOei emionpeg LEAETEC POPLOKOKIVITIKNG G€ acbevelg pe Nrotikn SusAettovpyia,
®GTOGO, TO PUPLOKEVTIKO TTPOiOV £xel ypnoiponom el oe KAMvikég HeAéTes o€ acbevelg mov eppdvicay
NTATIKY SVGAEITOVPYiQ YOPIC TPOSAPUOYN TNG SOOTG KOl YMPIC VO AvaKDWOUYV {NTHLOTO CYETIKA LLE
TNV AGQPALELD. ZUVETMG, OEV GLVICTATUL TPOSAPUOYT TNG OO ALY XPEIGLETAL TPOGEKTIKY|
nopokoiovdnon tov achevav (BA. Tapdypapo 5.2).

Haidratpiog ninBoouog

H ocvviotdpevn d6on ya mondid nikiog amd 1 unvog émg 18 etov givar idia pe tn 66om (mg/kg) mov
LGYVEL Y10 TOVG EVIAIKEG, NTOl 6,25 mg/kg copatikod Bapovg ava 6 mpeg.

H aopdeia kot 1 amoTteAecpaTIKOTNTO TG OPIPpmTiong o€ mondid nAkiog pukpoTepnc tov 1 umvog
dev &yovv axopa tekunplobel. Agv vdpyovv dabéospa dedopéva. H ypnon tov Defitelio oe madd

NAKiog PKpOTEPNG TOL EVOC UNVOG OEV CLUVIGTATOL.

Tpomoc yoprynong

To Defitelio eivat yio evéopiéPia yprion. Xopnyeitar pe evoo@AéPia £yyvomn ent ypovikd ddotne 500
OPOV.

To Defitelio mpénel mvta va apordvetor Tpv amd ™ ypnor. Mropel va apaiwbet pe didlvpa
yAvkong mpog Eyyvon 5% 1 pe drdAvpa yroplovyov vatpiov mpog £yyxvon 9 mg/ml (0,9%) émg dtov
emttevydei 1 KOTAAANAT GUYKEVIPMOOT TOV EMTPETEL TNV EYYVON ML ¥POVIKO dtdotnpua 2 opdv. O
GLVOMKOG OYKOG £yyvong TpEnel va mpocdtopiletat Pacel Tov copatikov Bdpovs tov acdevr]. H
TeAKN ovykévrpmon tov Defitelio mpénet va kopaivetat omd 4 mg/ml €éwg 20 mg/ml.

Ta proAidwo tpoopilovtar yia pio pdvo ypfiom Kot To un xpnoipomombéy dtelvpa picg 06omg Tpémet
va amoppintetorl (PA. mapdypapo 6.6)

IMa odnyiec oyeTIKd pe TV apaimo™ TOV POPLOKEVLTIKOV TPOIOVTOG TPV amd TN Yopnynon, PA.
ToapAypapo 6.6.

4.3 Avtevositeg

- YrepevaicOnoio 6t dpacTtikn ovsia 1| 6 KAmolo amd T £K60Y TOV OVUPEPOVTOL GTNV
Tapaypago 6.1.
- Tavtoypovn gpappoyn Opouporvtikig Oepanciog (m.y. t-PA) (BA. mapdypago 4.5).

4.4 FE101kéc mpogdoTOMN|GELS KOl TPOPVAAEELS KATA T1) P61

IyynAacwotta

[pokeyévou va Pektiwbel 1 yvnioaotdtnto Tov fLOA0YIKGOV QOPIOKEVTIKOV TPOIOVIMY, TO OVOLL
Kot 0 aplOpog TapTidNG TOL YOPTYOVLEVOD POPUAKOV TPEMEL VO KATOYPAPETOL LLE CAPTVEL.

Agv GLVIGTATOL 1] XPNOTN POPUOKEVTIKOV TPOIOVIMV Ta. 0010 LEAVOLY TOV KiVOLUVO arpoppayiog
evtog 24 opov amod ) yoprynon tov Defitelio (evtog 12 mpav oty mepintmon g un
KAOGLOTOTONLLEVI G NITOPIVIG).



[Ipocextikn Tapakorovdnon aratteiton Otov QaproleTal TOVTOYPOVO GUGTNIOTIKT AVTITNKTIKY
Bepameia (A.x. nmapivn, Bapeapivn, dupecol avactoleic Opoufivng Kot GUECOL VOGTOAELS TOV
mopayovta Xa) (PA. Tapdypapo 4.5), eKTOC €6V TPOKELTOL Y10 TOKTIKY GUVTNPNGOT 1] Y10 EK VEOU
dvotypa kevIptkng AERIKNG Ypaupuns. Katd tn didpkeia té€totag Oepaneiog mpénet va eEetdletal to
evogyouevo olaxomng tov Defitelio.

Ta pappokevTiKd TpoidvTo Tov ennPedlovy T CLGCMUATMOOT UUOTETAAI®V (A.). U1 OTEPOELDELG
OVTIPAEYLOVAOOELG TOPAYOVTEG) TPETEL VO XOPNYOVVTOL LE TPOGOYN KO VIO GTEVT] WOTPIKN
mapakolovOnon katd 1 didpkela yoprynong tov Defitelio.

To Defitelio dev suvioTdtal Kot 1 YopnyNo1| Tov TPEMEL Vo, SIOKOTTETOL 6€ aoBeVELG 01 omoiot
Topovclalovy 1| TAGYOVY OO KAVIKA OTLLOVTIKT GOoPapr apoppayio oV amoltel LeTdyylon aiptatog.
e aoBeveic mov vtoPdAlovTal G YEPOVPYIKES 1 emepPoTié dadikacieg ol omoieg evéyovv
oNUaVTIKO Kivouvo cofapng aipoppayiog cuvictdtol Tpocmpivy dtakom tov Defitelio.

Agv cuvieTdtol 1) xopnynon mg dePiPpmtidng o€ acbeveig Tov TAGKOLY GO APOSLVAUIKT aoTAOELD,
N omoia opiletar mg advvapio dTHPNONS TNES LECT|G APTNPLOKNG TESTS e VO LEGO
OYYELOGLOTOGTIKI G VTOGTHPIENG.

H yopriynon tov Defitelio pe éveon epddov pumopel va mpokoréoet EEayn i aicOnuo «yevikevuévng
BeppoT o).

"Exdoya

Avto 10 Qappokevtikd tpoiov nepiExet 20,4 mg vatpiov ava eraiidio, mov wwodvvapet pe 1,02% tng
ocuviotopevng ond tov [IOY péyiotg nuepnotog TpocAnYNG 2 g vatpiov HEGH SOTPOPNC, Yio EVaV
evViMKOL.

4.5 AMremopaosis e GAL0 QUPUOKEVTIKA TPOTOVTO KOl GALES pOpPES alinlemiopaocng
Avvnriég orAnremiopdoels ue avoovvovaouevo t-PA

Y& povtéro Opoppoeufoing oe movtikovg, To avacvvdvacuévo t-PA evioyvoe v avtifpoufotikn
dpdon g SepPpmtiong Otav xopnyovvIay evOoEAERIMG KoL, GUVETMOG, 1| GLYYOPTYNON EVOEYOUEVMS
va gvéyel avénpévo kivouvo apoppayiog kot avievdeixvotal (BA. mapdypopo 4.3).

Avvnrikég adinlemidpaoces ue avtilpoufwtikods vwdoAvTiKoS TopayovTes

H dep1Bpmtion €xel mpo-tvwdoAivtikn dpdon (PA. moapdypaeo 5.1) Kot avtd puropel dSuvnTikd vo
EVIGYDEL TN OPACTIKOTNTA TOV aVTIOPOUPOTIKOV/IVOOOAVTIKMY POPUUKEVTIKMOV TPOIOVIMV.

Eni tov mopovtog dev vapyouvv avagopég and acdeveig yio tavtdypovn Bepameio e nropiveg
xounAov poplakov Bapovg (LMWH), pe Bapeapivn 1 yia tavtdypovn Bepaneio pe dpesovg
avactoAeig OpouPivng (m.y. dapryatpdvn) N pe GUEGOVS OVOGTOAELG TOV TTapdyovTa Xa (TT.y.
ppapo&afavn kot amEafdvn). Zovendc, n xprion s SeePpmtiong pe avTfpoufoTiKd/ tvmdoAvTikd
(POPLOKEVTIKG TPOTOVTO OEV GUVIGTATOL

Evtovtoig, epdcov ypnoipomonBel og £01PETIKES TEPUTTAOGELS, EPICTATAL OLAITEPT] TPOGOYT KO
oTeVH TopakolovOnon TV mapapétpev THENg (PA. mapdypaeo 4.4).

AvvnTikéS aAANLEmOPATEIS UE GALO POPUAKEDTIKA TPOIOVTO,

To Defitelio dev €xetl avaotortikn 1 enaywykn enidpacn ota CYP450 (BA. mapdypapo 5.2).



4.6 T'ovipotnro, KONon ko yorovyio

AvticOAAN YN 6€ GVOPEC KOl YUVOIKEC

H ypnon amotedecpotikng avticOAANYNG and acdeveic kot cuvipdpovg acbevav eivar amapaitntn
1660 KoTa TN dtdpkeln ¢ EkBeong oto Defitelio 660 kat Yo dSidotnuo piog efdopddoc et
SloKOTN TOVL.

Kvnon

Agv VLapyovV HEAETEC GYETIKA LE TN ¥pNon TG SePPBpmTiong og £ykvo yuvaika. ToEikoloyucég
HeAETEG EUPPUTKNG-VEOYVIKNG AVATTUENG GE OPOVPAIOVS KOl KOVUVEALD GE KOTAGTAGT EYKVLOCUVNG UE
006¢€1¢ OePIPPOTIONG KOVTA GTN GUVICTAOMUEVT Y10 TOV AvOpwTo BepamenTiKy 000, OTOKAAVY ALY
VYNAO TOGOGTO apoppaytkng amofoing (BA. mapdypapo 5.3).

To Defitelio dev mpénet vo xpnoOTOLEITOL KOTA T SIAPKELD TNG EYKVIOGVVNG, EKTOC €AV 1] KAVIKA
Katdotoon g yovaikog arattet Ogpomeio pe Defitelio.

OnAaopoc
Agyv gival yvooto dv 1 dep1Ppmtion amekkpivetal 6To avOpmmvo yala. Aedouévng Tng pOONE TOV

(OPLOKEVTIKOV TPOTIOVTOG, Oev avapéveral kivouvog yia veoyvd/Bpéen. To Defitelio propet va
ypnoomon el katd tn didpkela Tov OnAacpod.

Tovoémro

Agv VITapYoVV HEAETEG Y10, TNV EMIOPOCT] TNG SEPIPPAOTIONG GTNV AvOpOTIVY YOVILOTNTA.

4.7 Emopacelg 6Ty IKavOTITO 0017101 KOl (EIPIGHOV P avi|HdTmv

To Defitelio dev €xet kapio 1| va £l ACHLOVTN ETIOPACT GTNV IKAVOTNTO 0O YNOTG KOL XEPLGLOD
unyovnuUdtev. Qotd60, GLVIGTATOL 01 ACOEVEIC VO UMV 081 YOUV Kol Vo, UnV ¥EpilovTol unyoviuato
e&autiag TG UOoNG NG LITOKEILEVNG VOGOV.

4.8 AvemOounteg evépyseieg

20voyn ToV TPOPIA 0GQAAELOG

H a&oloynon g aoedielag e dspifpwtione faciletal 1o chvoro dE00UEVOV AGPALELNG TOVL
ovykevtpmbnkav, ta onoio Tepthapfavay acbeveic mov Elafav 25 mg/kg/Mmuépa depBpmtiong yio
Bepamneio g VOD, and 4 khvikég peréteg: m Paocikn| perdétn Oepanciog @dong I (2005-01),
perétn Ogpomeiag yio epguvapevo véo eappako (IND), T perétn npocdiopiopov doong (99-118), ko
pio EAeyxOpeEVN TUXoOTOIEVT peAéTn TpoPOAacng (2004-000592-33). Zn Pacikn| uerétn Oepameiog
®dong 11, 1 cuvoAIKT CLYVOTNTO EUPAVIOT AVETIBVUNTOV EVEPYELDV NTAV TAPOLUOLN YL TV ORAdA
Oepomeiog pe de@IPpTion Kot yio, Ty opdda eAéyyov (totoptkn). O KaTdAoyog TV avemfvunTOV
EVEPYELDV GE LOPOT Tivaka evompotdvel Tig Avembounteg Evépyeieg @appdakov (AED) mov
TapoTNPNONKAY GTO GUVOLO TV JESOUEVAOV AGPAAELNS TTOV cLYKEVTPOONKaY [AED = omolodnmote
oVUPav avoaeéptnke mg ThavmG oXeTILOLEVO GE TOVANYIGTOV dV0 TepMTMOELS] Kot Tig Eppavilopeveg
ue ™ Oepoameion AvembBounteg Evépyeieg (EOAE) mov mapatnpndnioy otnv teAkn oAoKANp®UEVN
perétn Bepamneiog yo IND 2006-05 [E@QAE = onowdnnote AE Eekivnoe 1| emdevodnke o Bapdtnta
UETE TNV TpdTN 800N TG deP1Ppwtiong]. [a Tig avemBOunTeg evépyeieg mov avaeépinkav, 1
VYNAOTEPT GLYVOTITA XPNCILOTOONKE GTOV TaPaKAT® Tivaka. To dedoUéva AcQAAELNG OTo T
Baowkn perémn vrootmpifovron kot enifefatmvovTar pe dedopéva amd TNV OAOKATPOUEVT] LEAETN
Oepoameiog yro IND.



O1 cvyvoTtepeg avemBOUNTES EVEPYELEG TTOV TTapaTnpNONKaV Katd TN didpketa tng Bepameiog TG
nrotikng VOD eivar apoppayio (copmeptiopfovopévev aild xopis va teplopilovtal og, aipoppoyio
TOV YOOTPEVIEPIKOV GMOANVO, TVEVLOVIKT Oilpoppayia Kot exiotadn) Kot vrotao.

EmnpocOétme, mapd To yeyovos 0t otig perétec g depPpwtidng avapopikd pe ) VOD dev
VIAPYOVV OVOPOPEG VITEPELOLoON GG, TEPITTOCELS VITEPEVaLIGHNGilag OTTmG 1) ovapLAasio £xovv
avapepbel yio Eva oKeVOGHO SEPIPPOTIONG TOL KVKAOPOPOVGE TAANLOTEPA KA, (OG EK TOVTOV, 1)
vrepevatctncio meprtiapupdvetar oTig avembOuNTEG EVEPYELEG.

Katdloyog ovemBountmv eVEPYEIOV GE LOPETN TIVOKO,

Ot avemBounTeg evépyeleg Tov £xovv mapatnenOel avapépovtal TapaKaTm, Katd Kotnyopio/
0pYoVIKO GVOTNHA Kol cuyvoTnTa. Evtdg kb Katnyopiog cuyvotntag epedviong, ol ovemounteg
evépyeleg mapatifevral kotd Oivovca oelpd coPapdtnrag. H cuyxvotnta epuodviong ivain
axorovdn: IoAv cvyvég (=1/10), ouyvég (>1/100 £wg <1/10), 6yt ouyvég (>1/1.000 £wg <1/100),
onavieg (>1/10.000 g <1/1.000), ToAv omdvieg (<1/10.000).

N1aTapayés Tov aloTOITIKOD KAl TOV ASUPIKOD COOTHHATOS
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I eVIKES O10TOPOYES KOl KOTOGTAGELS THS 0000 YOPHYNGHS

Doyveg Apoppayio 6to onueio €16660v Tov KabeTipa
[Mopegia

Oy cvyvég Aoppayia g 0éong éveong

Hodrapucodc TAnfuvopude

Y1ic peréteg Bepoameiog, dvo tov 50% tov acbevov NTov Toudld. e 00GELG AVM TNG GUVICTMUEVIG TOV
25 mg/kg/muépa, 6TV opddo VYNANG d0omg Tapatnponke HeyaAdTeEPO T0G00TO aGhevdV Le
TEPIOTOTIKG OHOPPAYinG, ETELDN OUWOG TOAAL TEPIOTATIKA oMUEIOONKAY KOTA TNV TEPLODO
mopoKoAovONoNC, dev NTav dSuvatdv vo TeKUNpLmbel caenc GVoYETIGHOG Le T Oepomeio pe
JeP1PBpmTion. XNV TodloTpiky LeAET TPOANYNG He d6on 25 mg/kg/muépa mapatnpndnke avénpévn
GLYVOTNTO ELPAVIONC TEPICTUTIKAV GLLLOPPAYING OTNV OpAda TG OEPIPPOTIONG 6€ GUYKPIoT| LE TNV
oudda Bepameiog.

Qc10600, dev VINPYE Kapio SLUPOPA MG TPOG TN CLYVOTNTO ELPAVICT|C TEPICTATIKMOV GOPaPNG
alpoppayiag M aoppayiog pe Bavatneopa kotdinén.

H ocvyvomta epnedviong kot 1 cofapdtnto TV avemBuuntov eVvepyEldY o€ Told1d Kol GE EVAAIKES
Nrav Kot to, AL 101ec. Agv VTTOJEIKVHOVTOL EIOTKEG TPOPUAGEELS.

Avagopd mavoloyoduevev avemfOUNTOV EVEPYELDY

H avadopd nmiBavoloyoUpevwy aVeMLBUUNTWY EVEPYELWV LETA OO TN Xoprnynon adelag
KUkAodoplag Tou GapUaKeEUTIKOU TIPOIOVTOC lval onUavTIKN. ETtpémnel Tn ouveyn mapakoAolBnaon
NG oX€0MG OPELOVG-KIVOVVOL TOV POPLAKEVTIKOD TPOIOVTOG. ZNTEITUL O TOVG EMAYYEALATIES VYEiNG
VO avaPEPOVY OTOIEGINTOTE THOVOLOYOVHEVES OVETIOVUNTEG EVEPYELEG LEG® HEGH TOL €BVIKOD
GLGTNLLOTOG AVOPOPAS TOL avaypapetal oto [lapdptnua V.

4.9 Ymepoocoroyia

Agv VIApYEL GLYKEKPIUEVO AVTIOOTO Y10 TNV VIEPOOGOAOYIN Kot 1 Bepameia Tpémel va eivon
ocopntopatiky. H depifpmtion dev amopakpiveral pe arpokabapon (PA. mapdypopo 5.2).

5. DAPMAKOAOT'TKEX IAIOTHTEX

5.1 @oppokodvvopkés 1O1OTNTEG

Dappokobepomevtikn katnyopia: dAlot avtiBpoufotikoi tapdyovieg, kmdikog ATC: BO1AXO01.

Mnyoviouog dpaonc

H dep1Bpmtion etvon éva piypa oAryovovkieotidiov pe kataderydeica avribpopupotikn, vodorvtiky,
AVTITPOGKOAANTIKY KOl AVTIPAEYHOVMOT dpdon. O unyevicudc dpdong sivarl moAvmapoyoviikog. Kotd
KOP1o AOY0 dpa. LELDOVOVTAG TNV LREPPOAIKT| EVEPYOTTOINGT TV EVEOIMAMAK®OV KVTTAP®V (gvdoOnAlokn
dvuciettovpyia), puouilovtag v evéodniioxy opoldctact, kabmg kal oanokadictdvtag tn Opopfo-
WmO0ATIKY 160oppoTic. Q6TdC0, 0 KPPNAG UNYAVIGUOS dpdong Tng depiPpoTiong dev £xel
dlooapnVIcTEl TANPOG.

H dep1Bpmtion xet xatadei&etl avtiOpopuPOTikég Kol VOIOAVTIKEG EMOPACELS in Vitro Ko in vivo e
ToVG €ENC TPOTOVG: ALEAVOVTAG TNV £KPPOCT TOV aVAGTOAEN TG 0000 TOV 1oTikoV Ttapdyovta (TFPI),
TOV EVEPYOTOINTY] 1GTIKOV TAAGHIVOYOVOV (t-PA) kat tng Bpopfopovrovrivig (TM), peidvovtag tnv
ékppaot tov mapdyovta von Willebrand (vWF) kot tov avacstorén Tov evepyomonth ToV
mlacuvoyovov tomov 1 (PAI-1), kon evieybovrag v eviopukn dpdon tng TAaciviig 0G0V apopd tnv
VIPOAVOT VOBV OpouPav.


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Mehéteg in vitro Kot in vivo €ovv Katadei&el 0Tt 1) dePIPpTion avaoTéALEL TNV TPOGKOAAON
AEVKOKVTTAP®V KOl QUOTETOAMMV 6TO EVOOONAL0 e TOVG €ENG TPOTOVG: KaTaoTEAAOVTOG TNV P-
CEAEKTIVI Ko TO Op1o TpockOAANong o€ ayyelakd kottapa-1 (VCAM)-1, mpokaidvTog mapepfoin
o1 HEG® TOL EVOOONAIOV HETAVAGTELGN AEVKOKLTTAP®Y TTOV pecorafeitat omd 10 oyeTI{OUEVO LE T
AELQOKLTTAPIKN Agttovpyia avTydvo-1 kot to popro droxvtrapiknig tpooskorinong (LFA-1-ICAM),
kot av&avovtag o povoeido tov aldtov (NO), v tpocstayravdivny 12 (PGI2) kot v
npootayrovdivn E2 (PGE2).

In vitro n dePIPPOTION KATASEIKVVEL AVTIPAEYLOVAOELS EXLOPAGELS TOL LETPLALOVV TNV OMOJEGUEVTT
KOL TNV TOPAY®OYT SPASTIKOV LOPPOV 0EVYOVOD KOl LEGOAAPNTAOV TNG PAEYUOVIC, OTMS 1
wrephevkivn 6, i OpouPoéavn A2, ta Aevkotpiévia B4 kot o mapdyovtag vékpwong dykwv-o (TNF-a).

H dep1fpwtion tpootatedel To evoodniiokd kotTapa amd PAAPES Kot EVIoYDEL TNV OPLOIOGTAGT TOV
1070V LEDMVOVTOG TN Lecorafovpevn amd T erlovdapafivn andmtwon Tmv evdofdnilakdy Kuttdpov,
EVO JOTNPEL TNV AVTIAELYALUIKT OPAGT] TNG, KOl AVOGTELAOVTOG TV £KQOPOCT NIAPUVACNS, OTMS
Kkatodelydnke og in vitro Kot in vivo PELETEG AVTIOTOLYOL.

KAwvikn ommoteAECUOTIKOTITO KOl 0O QAAELNL

Ocpameio s VOD

H amotelecuatikdomto Ko 1 ac@aieln g depiBpwtiong ot Oepamneia tng coPapng VOD
peAetnOniay o pio Pacikn HeAE pe 16Topkn opdda eléyyov Odong I (2005-01). Xapdvta
téooepa Tadld Kot 58 evidkor acbeveig pe coPapn VOD katdmy HSCT éhaPav aywyn pe Defitelio
25 mg/kg/mpépa pe evbopAéPia £yyvon kot cuykpidnkay pe 32 acBeveic TG 1GTOPIKNG OULAdOGS
eréyyov. H péom didpkela tng Oepameiog otovg acbeveig mov Ehafav Defitelio ntav 22 nuépec.

Inuovticd vYnAOTEPO T0G00TO acbevav e opddag mov Ehafe Defitelio onpeimoe TAnpn andkpion,
1 omoia opioTNnKEe ¢ GLVOALKY YoAepLOpivny KdT® TV 2 mg/dl Kol VTOGTPOPT TNS TOAVOPYUVIKIG
dvorertovpyiog (MOF). H minpng andxpion v Huépa+100 frav 23,5% (24/102) yw to Defitelio
évavtt 9,4% (3/32) yio v 1otopikn opdda eEréyyov (p=0,013). Eminpocbitmg, 10 1060016 emiPinonc
v Hpépo+100 Bedtidbnke otnv opdda tov Defitelio, pe mocootd 38,2% (39/102) ex tov acbevav
évavtt 25,0% (8/32) otnv 16t0pikn opdda eréyyov (p=0,034).

To dedopéva amoTELECUATIKOTNTA TNG €V AOY® Pacikig LEAETNG vToaTnpilovTat kot emiPefaidvovTton
amto o dedopéva Uiag LEAETNG TPOGOLOPIoHoD d6onG (okérog 25 mg/kg) kot amd TV Avoryig
Emonuavong pelét Oepaneiag yio epevvapevo véo edpuoko (IND), 6nmg ansikoviletatl otov
[Tivaxa 1.

Hivaxag 1: Amotehéopata perétng Oepansiog: [MIpng ardkpion Kol 1060676 emPimong
cofapis VOD v nuépa +100

Mepovouéveg neléTeg
, Aoxipn pe 1oTopikn opddo
IIpocoropiopod AvoyTig H uskéyxf))v nor
d6omg Emonpavong (25 mg/kg/mpépa)
X perétn Oepaneiog . 7
(okéhog Opaoda mov IoTopun
25 mg/kgmpépa) 25m igl? £pa) éhafe opdda
gREMuEP osgifporTion gréyyov
’ 0 0
anéKlg;[t}c;ngcgg mv (34 23/07/05) (23091’/3501%)2) (222/’ f()/;) (93’7_;3?)
nuépa+100 XET]
p=Y,
EmBioon éog v o/ s o/ s 38,2%* | 25.0%*
nuépo+100 43,9% 49,5% p=0,0341

*=Ymoloywopoi tov Kaplan Meier oyetikd pe Tov xpovo mov pecoAafei péypt tnv ekdniwon cupufapatog émg tny
Hpépa+100



To. dwBéoya dedopéva yio. ta amoteléspato and 611 acbeveig ol omoiol Edafav Defitelio oe
mwapnyopntiky Pdon yio pun cofapn kot cofapry VOD kotdnty petapdcyeuong ival GOVETN TPog TIG
EAEYYOUEVEC KMVIKEG LEAETEG, LIE TOGOGTO TANPOVG amokpiong 24% (51/212) ko emPiwong 37%
(78/212) yia to vrocvvoro Twv acBevov e cofapr VOD.

H Coppell et al tov 2010 avépepe dedopéva omd pia gvupeio peta-ovaivon 235 acbevav pe cofapn
VOD ta onoio vrodeikvuay Pactkd mocootd Svnopdtnrag coPfapnc VOD 84,3% war 6t 0 gv Aoy
T0G06TO Ovnodmrag giye mapapeivel otabepd eni opkeTég dEKOETIES.

Amo dedopévo Tov Tpoépyoviat amd aveEdptro untpoo tov HITA mpoxvmntel evepyetikn enidpaon
tov Defitelio otn cuvin KMvIKN TPOKTIKT. e EVOLALEST AVAAVGT) TOV €V AVATTOEEL UNTPAOOV,
vanpyav dtabéotpa dedopéva amd 96 acbeveic pe cofapn VOD.

H Ovnowotmra kabe artioroyiag v Huépat+100 o acbeveic pe cofapny VOD otovg onoiovg dev
xopnynonke depPptidn frav 69% Evavtl 61% ce acbeveig 6ToVG 0mOiovg YopNYNHONKeE dePIPpmTion.
Ta dedopéva auTd TPOEPYOVTOL OO UNTPDO CVOLYTHG EMICTLOVONG KOl T ATOLLA OEV ELY OV
Tuyotomonet.

Eminpdcbetec mAnpogopieg ameucovifovral otov akorovbo Iivaka 2

Hivoxag 2: Agdopéva pntpoov HITA

Agv £hoPav de@ifpmTion "ELafay dc@ifpmtion

55 41
Ev {on tv Huépo+100 17 (31%) 16 (39%)
Ynoyopnon VOD £wg v 16 (29%) 21 (51%)
Hpépa+100
THpogpdloén

Mua eheyyduevn toyatomompévn perétn mpoeuiatng (Meiétn 2004-000592-33) dievepynOnke oe
oS TpIKovg aobeveig ot omoiot expoxelto vo vroPfAnbodv oe HSCT. Ot acbeveig (n=356)
TuyatomoOnkay dote va Aapfavouy 25 mg/kgmuépa amd v Evapén Tov TPOTAPUCKELAGTIKOD
oyYNUaTOog 1 TVYOOTOMONKaY £T01 MGTE VO U AapPdvouy kapio Tpo@vAiasn.

Meiwon katd 40% mopatnpnonie oto okéhog TpovAaéng pe Defitelio 6cov apopd T GuvoAik)
ovyvotta epedvionc g VOD (amd 19,9% oto okélog edéyyov og 12,2% oto okélog tov Defitelio).
H ypnon Bepaneiag didcmong pe Defitelio oe 6Aovg Tovg acbeveig o1 onoiotl mapovsiocay VOD
GUVETOYOTOV OTL 1] LEAETT] OEV NTAV GYESIACUEVT LE 0TOYO TNV aEloAOYN G EVOEYOLEVOV
TAEOVEKTNOTOG EMPIOONG Kot KavEVa TAEOVEKTN UL OgV TapatnpnOnKe oty ev A0Y® HEAETN.

Yg deVTEPEVOVGEG AVOADOELS TOV DTOGLVOAOL TMV 0oBEVAOY ToL VIOPANONKAY GE aAAoYEVElg
petapooyevoels, N Oepaneio mpoevraéng pe Defitelio cuoyetiotnke eniong pe yapunAdTepPT GLYVOTNTA
EULGAVIONG KOl LIKPOTEPT GOPapodTNTA THG SORapG VOGOV LOGYEVIATOG Katd Eeviathy Babpov 2 éwg 4
(aGvHD) éwc¢ v Huépo+100.

Mo yoprot perétn ampoeoiatng (Meiétn 15-007) pe yprion g idrog docoroyiag Defitelio pe
evooQAEPLa Eyyvon 25 mg/kg/muépa dievepyninke oe Taudiotpikovg acbeveic (n=198) kabmg kot o
evnAikes (n=174) petd and HSCT. Ormo ovyvég mpotonadeic vosot twv acbevav ntav ofela
AeppoPraoctikn avarpio (n=100) 26,9%, o&eio pveroyevig Asvyaipio (n=96) 25,8%, 1
vevpoPrdotopa (n=57) 15,3%. Ot acBeveig toyaromomnkoy va Aappdvouvv Defitelio cuv Bédtiom
VTOGTNPIKTIKA PpovTida (BY D) 1 uévo BY D.

To xvpilo KataAnkTikd onpeio g emPicoong yopic VOD g v Huépa +30 petd v HSCT dev
exmAnpodnke. Aev vanpye dtapopd 6tav to Defitelio cuv BY @ cuykpifnke pe T BY® o¢
povoBepamneia. Ot extipunoelg kotd Kaplan-Meier (95% CI) tng emiPioong yopic VOD émg v
Hpépa +30 petd v HSCT ftav 66,8% oty mpoporaén pe Defitelio cuv BY® (57,8%, 74,4%) o
72,5% (62,3%, 80,4%) ot BY® wg povobepaneio. H i p and v otpopatonompuévn dokacio
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AoyapBuntng ta&vounong (log-rank) mov cuvékpive v eniPimon ywopig VOD pe v ndpodo tov
xPOVOL peTald tv dvo okeAmv ¢ Bepaneiag nTav 0,8504. 'Ewg v Huépa +30 petd v HSCT,
vapyav 10/190 1 5,7% Bdvartotl oto Defitelio cuv BY® ot 5/182 1§ 2,9% 0Bdvator oty BY® ¢
povoBepamneio.

[Mopopoia Tocootd cuppetexdvtov oto Defitelio cuv BY® évavtt exetvov mov AdpPovay BY® wg
povoBepamneio eppdvicav EQAE (99,4% évavtt 100%, avtictoya) kot coPapéc EQAE (40,9% évavt

35,1%, avtictorya).

Hodratpucdc TAnOvopde

Y1ic KAvikég peléteg mov dievepynniay yua ) Bepaneio tng VOD, dve tov 55% (780 acbeveic)
Nrav nAKiog Kato tov 18 etmv. Alabéoieg TANPoPopiec GYETIKA LE TNV AGPALELD KOL TV
OTOTELECUATIKOTNTO o€ a1 lvan drobéotpeg amnd Tpelg KAvikég peiéteg yo ) Oepamneio tg VOD:
™ Paocwn perétn Bepaneiog @aong I (2005-01), T perém Oepoameiag yio EpELVOUEVO VEO QAPLLAKO
(IND) (2006-05) ka1 tn perétn tpocdiopiopon d6omg (99-118). H acpddeia og modiatpucong
acBeveic epguvnOnke emiong o€ 60 emmhéov peréteg mpovraéng (Melétn 2004-000592-33 & 15-
007) mov meprypapoviar otny evotnto «IIpo@diaén» Tapandve.

H acopdleia kon 1 amotelecpotikdTnTo 08 Toudld NAKiog Két® Tov 1 pnvog dev £xouv ok
TekunpLobet.

Kapdiakn nAEKTpOQUGLOA0Yio,

Bdoel tov anoteleopdtov g perétng tov dactiuatog QTc, n omoia dievepynnke o€ vy dtopo o
Bepamevtikég Kot vepBepamentikég ddo¢elc, umopel va eEaybel to cvunépacua 6t o Defitelio dev
EYEL OMUOVTIKT 1] KAVIKG GUVOQT] TKOVOTNTO EXURKVVENG TOoL dtaothpatog QTc og docels £mg ko 2,4
QopEG vyMAGTEPN amd TNV Bepamevtikd evosikvoouevn. To Defitelio pmopetl va BewpnBel ehevBepo
TPoappLOLIKNG TOEIKOTNTOG TOV Vo oyeTileTon pe petaforég oto ddotnua QT.

AvT06 TO POPUAKELTIKO TPOTOV £xEL £YKPLOEl Le TN SlodKaGio TOV «EEAPETIKMOV TEPIGTACEMVY». AVTO
onuaivel 6t Ady® ¢ oTavioTNTOG TG acEVELNG Kot Yo AOYovg d€0VTOLOYiaG oL eumodilovy )
Olevépyeto LEAETNG EAEYXOLEVG LE EIKOVIKO PAPLLOKO, dEV EYEL KATOOTEL OLVOTOV Vo ANpOel TANPNG
TANPOPOPNGN Y10 TO PUPUOKEVTIKO TPOIOV.

O Evponaikoc Opyaviouog Gapudrkmv Bo a&lodoyel etnoing kabe véa mAnpogopia mov Ba gival
dwBéoun kal n mapovsa IepiAnyn tov Xapaxtnpiotikdv tov [Ipoidvtog Ba emkaipomoteiton
aAvoAOYOG.

52 ®@appokoxivTIKEG 1O10TNTES

AmoppdOnon Kol KATovoun

Ye 52 vyieig ebehovtég, petd amd pia doon Defitelio 6,25 mg/kg mov yopnynbnke pe Eyyvon dibpketag
2 ®pAOV, Ol PAPLOKOKIVITIKEC TAPAUETPOL TAV O EENG:
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ivakoeg 3: O pappoxoxkivnTikéc mapdpetpol Tov Defitelio peta and evoogriéfro £yyvon
6,25 mg/kg o€ vyu] dropa

TToapdpetpog OapuakokvnTikég [Hapdpetpot
tov Defitelio
Méon £ SD
Crax (ug/ml) 17,3 £3,83
tmax (h)# 2,00 (1,00-2,00)
AUCt (ug/ml*h) 26,9 + 8,53
AUC (ug/ml*h) 48,1 £6,49
Vd (ml) 9934 + 3807
CL (/h) 10,4+ 1,77
Kel (1/h) 1,25+ 0,66
tin (h) 0,71 £0,35

# diqpeon (min-max)

O1 p€y10Teg GUYKEVIPMOGELG TAAGLLATOS £PTOCAV GTIC KOPLPOLES TILEG GTO TEAOG TOV JOOTHLATOS
£yYOONG KOl 0T GLVEXELN LEL®ONKaY pE Tayeio kKABapon, EVDd Ta TEPIGCOTEP dEIYIATA TAV UM
aviyveououa 3,5 dpeg Petd v Evapén g Eyxuone.

H avéAivon tpocopoimong e QopuoKoKIVITIKNG LE TN (PNoT LOVIEA®V Védelée OTL e TN Xopnynon
TOALTAGDY 3OGE®V KAt LLe SOCELS EMG Kal 4 POpEG LeyaAvTEPES TG BEPUTEVTIKNG OV LITAPYEL
oveompevct cvykevipoocewv Defitelio oto TAdopa.

O 6ykog katovoung eivar mepimov 10 L. In vitro peiéteg kotédei&ov 6t1 10 93% tov Defitelio sivan
OECUEVIEVO GE TTPMOTEIVEG TAAGLOTOG.

Amnofoin
Metd amod yoprynon g Bepamevtikig 60omg (6,25 mg/kg) o vy dropa, katd péco opo to 9,48%

TNG GUVOAIKNG YOPNYOOUEVNC BOCT|G AEKKPIVETUL GTO OVPA. G AUETAPANTN depiPpwTion oe 24 dpec,
pe TNV TAELOVOTNTO VO AEKKPIVETOL KOTA TO TPMTO dtdoTtnpa cLAAOYNS 0-4 wpav (Tepinov 98%).

MetafoMopog

H dep1Ppwtion dev €xel ovaoTaATikn 1 emaywyik enidpacr ota CYP450.

Edwkoi mhinBvopoi

Negpixy dvoiertovpyio.

"E&1 acOeveic pe extipdpevo puiud omepapotikng dmdnong <30 ml/Aento/1,73 m? (vwoAoyiouévog
ypnoomoldvtog v e€icmon g Tponomoinong g Awatpo@r|g otn Neppikn NOco) kot o1 oroiot
ToTE dev vrroPdAlovToy og apokdaporn cuykpidnikay pe 6 VY1 ATONA UE TAPOUOLN OT|LLOYPOUPLKE,
Baocwd otoryeia. To Defitelio 6,25 mg/kg yopnynmonike evdoprePing eni 2 dpeg oe dropa kabe 6 dpPeS.
e oVYKPLON UE VYIEIG EAEYYOLGC, Ta GTOpa LE VEQPIKT duoAertovpyia katédei&av avénoelg oty AUC
Kot 6T Chax K0TA 1,6 @opéc kot 1,4 popég avticTorya Kat ypovo Nuilmng mepinov dSumhdcio exeivov
TOV VYLDV OTOLOV.

H moc6tta g depiPpmtidng mov anekkpiveTol oto ovpa enti 24 dpeg NTav mePinov 1o 5% g
GUVOMKNG YOPTYOVLEVTS OGN G GE AToLa [e veppLKT ducAettovpyia évavtt mepimov 12% og vym
dTopo.

2xed0V TO GUVOAO TNG VEPPIKNG ATEKKPLONG GLUPaAivVEL EVTOG TV TPOTOV 4 wpodv. Agv PBpébrnie
oLGEMPEVOT dEPIPPOTIONG HeTA amd 4 ddcelc. H dapopd oty Exbeon dev Bewpeitan KAvid
OTUOVTIKN KOt EMOREVMG OV cuvioTdtal pHBuon e docoroyiag yio acBeveig [Le veppikn
dvodettovpyia (BA. mapdypago 4.2).
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e pio VTOUEAETT KaTodEl TNKE OTL 1] alltokaBopon dev amopdkpuve T dePiPpwtion (BA. mopdypapo
4.2)

Hrozirn dvoierrovpyio

Kopio exionun pehétn eoappokokivntikng dev £xel olevepynbel oe aobeveic e nmotikn
dvoiertovpyia. To Defitelio £xet ypnopomombei oe kKAvikéc peréteg oe aobeveic e nmatikn
duoiettovpyio xopic TPooapUoYN TN SOOTG KUl XMOPIC VO TPOKDWYOLV GTLOVTIKG (NTUOTO Ao@AAELnG
(BA. mapdypago 4.2).

5.3 Ipoxivikd d€dopéva Yo TNV UGPALEL,

To pn KAvikd dedopéva, 0ev amokaidTTOLVY 1d10iTEPO Kivouvo Yo Tov dvBpwmo pe Baon Tig
OLUPATIKEG LEAETES POPLLOKOAOYIKNG CPAAELNG, TOEIKOTNTOG EMOVAAAUPAVOUEV®V dOCEMV,
YOVOTOEIKOTNTAG 1] EVOEXOUEVNC KAPKIVOYOVOL dpAcNC.

e aueotepa o, €i0M, To KOPLO EVPAUATE, NTAV 1) GLGCOPEVCT KEVOTOTOINUEVOV LAKPOPAYDV GTO
Nmap oKOA®V Kot 6TO fIap, To VEPPE Kot Toug Aeppadéves apovpainv. Ta pakpoedya Bempodval To

KOPLo Gpyavo 6TdYoC.

EuPpvikn-veoyvikn avamtvén

Y11c peréteg avamapoywyng Segment Il oe apovpaiovg kot KovvéLL, omodeiytnKe OTL 1 SePIPPOTION
NTav ToEIK 6T UNTEP TPOKOADVTOG LEYAAO TOGOGTO GUOPPAYIKNG ATOPBOANG OTOV EYYLOTOV
evoopLePimg enti 000 MPEG Kt o€ OA T, ENITEIA SOGEDY TOL SOKIUACTNKAV, TEPIAAUPAVOUEVOV
000emV KOVTA otV avOpdmivi. Adym avtng g ToEIKOTNTOG 6T UNTéPa, gV Elvat duvatdv va
eaybel copmépacpa yio Tig ETOPAcELG TNG SeP1PBpmTiong oty euPpuikn-veoyvikn avantoén. Eivat
YVoOoTd 0Tt 0 avaotoAéag PAI-2 puBuileton mpog ta Ave amoKAEIGTIKE GTOV TANKOVVTO.

To&wdnro 6g veaviki nikio.

H emaverlnuuévn evéoprépia yopnynon depiPptidng e veapoig apovpaiovs, o€ 00GELS KPOTEPES
amo Kol Kovtd oty avBpomivn Bepanevutikn 600, elxe ®¢ anotéhesa v kabvoTépnon g Héong
NAkiog Tov Paravorocsdikol SloymPLoUoD, YEYOVOS OV VIOONAGVEL KabuoTtepnuévn Evapén g
epnPeiag oTovg 0PSEVIKOVG apovpaiovs. Q6TOC0, 1 KAVIKT GUVAPELD TV €V AOY® EVPNUATOV glval
ayvoot.

6. DOAPMAKEYTIKEXZ IAHPO®OPIEX
6.1 Koataroyog ekdoymv

Krtpikd vaTpio, dtwdpiko

Y dpoyropikd 0&D (Yo T pvBuion tov pH)

Y dpo&eido tov vatpiov (yio T pvOuion tov pH)
Evéoo vomp

6.2 AocvpupoatétnTeg

AVTO TO QUPUOKEVTIKO TPOIOV JEV TPETEL VO, OVOLLELYVVETOL UE AAAN POPUAKEVTIKA TPOTOVTA EKTOG
OVTAOV TOL AVOPEPOVTAL GTNV TTaPAYpapo 6.6.

6.3 Awdpkero {ong

Klewotd @loAidio

3 ypovia
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2tafepdtnTo. UETE TO TPMTO AVOLYLLOL KOUT apaimo

Ao pKkpoPloroyikng Gmoyngs, GUVIGTATOL 1] GEST] (PTOT TOV AVOCVGTAUEVOD PUPUUKEVTIKOD
TPOIOVTOC PETA TNV apaimon. Qo6TdG0o, N YNUKY Kol QUOIKN oTABePOTNTA £Y0VV KATUOELYTEL Y100
xPOVIKoO Stdotnpa 72 mpav o€ Beppokpacia 15-25 °C ya gbpog cvykévipmong 4 mg/ml €mg

20 mg/ml cg didAvpa yYAwprovyov vapiov Tpog £yyvuon 9 mg/ml (0,9%) 7 o€ Sidrkopa yYAvkoIng mTpog
&yyvon 5%.

Edwv dev ypnowomonBet apéoms, ot xpdvol @OAAENG Katd T ¥p1ion Kot ot GuvonKeg pUAAENS TPV omd
T xpNHon amotelohy eVBVVN TOV YPNOTY Kot deV TPENEL VO, vITEPPaivoVY KOVOVIKE TIG 24 DPEC GE
Oeppokpacia 2-8 °C.

6.4 Iowitepeg wpo@uAaerls katd ™ @OAAEN TOV TPOiIdVTOG

dvldocoete o Beppokpacio pikpotepn tov 25 °C.
Mnv KatoyOyeTe.

INo 115 cvvBNKeg SroTPMONG LETA TNV APAIOOT] TOV PAPUAKELTIKOD TPoidvTog, PA. [lapdypapo 6.3.
6.5 ®Vo1 KO GVOTATIKA TOV TEPLEKTI

Droridwo Tov 2,5 ml (dravyég yvadi Tomov 1), Kheopévo pe mopa (ELactikd POVTUAI0) KOl GOPAYIOT
(aAovpivio).

MéyeBoc cuokevaciog tov 10 protdiov.

6.6 Idwitepeg mpo@uvAdcers amoppwyng KoL GAhog YEPIGNGG

To Defitelio mpoopiletor yia pia yprion poévo.

To mokvd dtivpa TPog Eyyvon TPETEL VO OPULDVETOL LLE TN (PTOT) ACTTTTNG TEXVIKNG.

To Defitelio mpémetl va apardvetat pe didivpa yhoprovyov vatpiov tpog Eyyvon 9 mg/ml (0,9%) 1 pe
Stddhvpa, yYAvkoing mpog £yyvon 5% (BA. [Hapdypago 6.3 yio o €0pOg GVYKEVIPMOOTG KO T1)
otafepOTNTA TOL OPALOUEVOD SLOAVUATOC) £1C OTOV emiTeLyDel N KATAAANAN GLYKEVTP®GT| TOL

EMTPETEL TNV £YYLOT Y10 ¥POVIKO didotnua 2 opav (BA. [apdypapo 4.2).

Iopaockeun tov Defitelio (ypnon donmtne T€YVIKNC):

1. O ap1Bpog Tv eloldiov tpog apainon tpénetl va Kabopiletal faoetl Tov Papoug kdbe aohevn
(BA. Hapdaypago 4.2).

2. [pw and v apainon, kébe plorido Tpémel va eErEyyeTar yio cmpotidia. Edv mapatnpnbodv
OOUOTION KON TO VYPO GTO PLOAISI0 deV glvarl dlavYEg, TOTE TO PLUAISIO dEV TPETEL VoL
xpnoLomonfet.

3. O ocuvvoAIKOC OYKOG Eyyvong Tpémel va Tpoadtopiletat Pacel Tov copatikov Pdpovg kdbe

acBevr|. H telikn| ocuykévtpmon tov Defitelio mpémetl va kvpaivetor amd 4 mg/ml €éwg 20 mg/ml
(BA. Hapaypago 6.3).

4, A6 TOV 06KO EYYVONG TPEMEL VO APOLPELTOL KOL VO ATTOPPITTETOL TOGHTITO SIUAVLOTOC
yAoprovyov vatpiov Tpog Eyyvon 9 mg/ml (0,9%) 1 dwwdvpatog yAvkolng mpog £yyvon 5% ion
LE TOV GLVOALKO OYKO Tov dtaAvpatog Defitelio mov tpodkettal va mpootedet.

5. [pénet va apaipeitar kot va cuvdvdletat o amattovpevog 6ykog omd to groridia tov Defitelio.

6. Ot cvvdvacpévor 6ykot tov Defitelio mpénel va mpoctibevtol oto didivpa yAwplodyov vatpiov
npog €yyvon 9 mg/ml (0,9%) 1 oto drdAvpa yAukding mpog €yxvon 5%.

7. To d1dhvpo TPOC £YYVOT TPETEL VO OVALULYVOETOL OTAAGL.

8. [pw amd ™ ypion, To dtdAvpa Tpémel va eEAEyyeTAL OTTTIKA Yo TuYOV copatiota. [Ipénet va

YPNOUYLOTOLOVVTOL LOVO S1oYN SLoADTE YOPIG 0paTd GOUATIOW. AVOAOYD LE TOV TOTO Kol
TNV TOGOTNTA TOL SLOAVTI, TO YPDOUO TOV OPUOUEVOD SIOAVOTOG UTOPEL Vo TOIKIAAEL OO
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ypopo Emg avoryto kitpvo. Zuviotdtol To apatopévo ddivua Defitelio va yopnyeital o
aocBeveic e ™ ypron oet £yyvong eEomhopévov pe gidtpo 0,2 um.

9. Metd v 0OAOKANP®GT TNG £YXVONG, 1 EVOOPAEPLL YPOUUN TTPETEL VO EKTAEVETOL LE OLAAV O
yAwplovyov vatpiov Tpog £yyvon 9 mg/ml (0,9%) 1 pe dtdAvpa yAvkoing mpog Eyyvon 5%.

Kda0e aypnoyonointo eoapuokevtikd Tpoidv 1 DVIOAEWU TPETEL VO, OTOPPITTETAL COUPMVO, UE TIG

KOTO TOTOVS 1GYVOVGEG GYETIKES SLOTAEELS.

7. KATOXOX THX AAEIAYX KYKAO®OPIAX

Gentium S.r.1

Piazza XX Settembre, 2

22079 Villa Guardia (Como)

Itoiia

8. APIOMOZX(0OI) AAEIAYX KYKAO®OPIAX

EU/1/13/878/001

9. HMEPOMHNIA ITPQTHE E'KPIXHYX/ANANEQXHY THX AAEIAX
Hpepounvia mpdng €ykpiong: 18 OxtmPpiov 2013

Huepounvia tedevtaiog avavémong: 26 Maiov 2023

10. HMEPOMHNIA ANAGEQPHXHYX TOY KEIMENOY

Agmtopepeic TANPOoQPOPIES Yo TO TOPOV QUPUOKEVTIKO TPOIOV givor S100EGIEG GTOV SIKTLAKO TOTO
to0v Evponaikod Opyoavicpod @apudkov: http://www.ema.europa.cu
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ITAPAPTHMA 11

ITAPAXKEYAXTHX THX BIOAOT'IKQX APAXTIKHX
OYZXIAYX KAI ITAPAXKEYAXTHX YIIEYOYNOX I'TA THN
AIIOAEXMEYZXZH TQN ITAPTIAQN

OPOI'H IIEPIOPIXMOI XXETIKA ME TH ATAOEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHZEIX THX AAETAX
KYKAO®OPIAX

OPOI'H NEPIOPIZMOI XXETIKA ME THN AX®AAH KAI
AMMOTEAEXZMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX

EIAIKH YIIOXPEQXH OAOKAHPQXHX

METEI'KPITIKQN METPQN I'TA THN AAEIA
KYKAO®OPIAX YIIO EEAIPETIKEX IIEPIXTAXEIX
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A. TTAPAXKEYAXTHX THX BIOAOI'IKQX APAXTIKHY OYXIAX KAI
IHAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEXMEYXH TQN ITAPTIAQN

‘Ovopa ko dtevfuvon tov Tapaokevaoth TS BoAoyikde dpaoTIKNC 0VGiog

Gentium S.r.1

Piazza XX Settembre, 2
22079 Villa Guardia (Como)
ItaAia

Ovoua kon d1ev6vveon Tov TaPUCKEVAGTN TOL £ival LITEVOVLVOC Y10 TNV ATOOEGILEVGT] TV TOPTIOMY
Gentium S.r.l

Piazza XX Settembre, 2

22079 Villa Guardia (Como)

Italia

B. OPOI'H HEPIOPIXMOI ZXETIKA ME TH ATAGEXH KAI TH XPHXH

Dappokevtikd TPoidv yia 1o onoio amorteital eplopiopévn watpiky cvvtoayn (BA. lapdptnpa I:
[epiinyn tov Xapaktnpiotikodv tov [Ipoidvtog, mapdypapog 4.2).

I AAAOI OPOI KAI ATTIAITHZEIX THX AAEIAY KYKAO®OPIAX
° Ex0¢og1g meprodknc mapakorovdnong g ac@daretas (PSURS)

Ot anmoitioelg yo v vrofoAin tov PSURS yia to ev Adym @appokentikd mpoiov opiloviol otov
KOTAAOYO LE TIG NUepounvieg avagopds e Evoong (katdhoyoc EURD) mov mapatifetor oty
mopdypoeo 7, Tov dpbpov 107y, tg odnyiag 2001/83/EK kot kdbe emaxdAovdng emkoponoinong
OT®G OMLOGIEVETAL GTIV EVPAOTAIKT OIKTVAKT TOAT Y1 TO POPLLOKCL.

A.  OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI AITIOTEAEEMATIKH
XPHZH TOY ®APMAKEYTIKOY ITPOIONTOX

. Yyéo10 orayeipiong kivovvov (XAK)

O Kdroyog Adetoc Kukhopopiag (KAK) Ba die&orydryet TIC amaitovpeveg OpacTnploTNTES Kot
TOPEUPAGELG POPLOKOETOYPOTVNONG OT®S TapoLS1aLovTol 610 cvppmvnoéy ZAK mov mapovcialeral
otV evotnta 1.8.2 ¢ adetog KuKAOPOPIaG, Kol OTOIECONTOTE EXAKOAOVOES EYKEKPUYLEVEG
avabempnoelg tov ZAK.

"Eva emucaiportompévo XAK Oa mpénet va kototedet:
e Metd anod aitnua tov Evponaikod Opyavicpov Qapuakmyv,
o OmOTEONMOTE TPOTOTOLEITAL TO GLGTIILA SLOXEIPLOTG KIVOVVOD, EIOTKA MO OTOTEAEGUO AYNC
VE®V TANPOQOPLDOY TOV HTOPOVV VOl EMUPEPOVY GNUAVTIKT GAAAYT OTI GYECT] 0PELOVS-KIVODVOL
N ©¢ omOTELESUA TNG EMITEVLENC EVOC GNUAVTIKOD 0POGTLOV (POPLOKOETOYPVTVIOT 1}
glolotomoinon Kwvdvvov).

Edv n vofoAn pog EINTIA kot 1 emukopomoinon tov LAK cvumintovy, dvvavtol va kototefovv
TAVTOYPOVAL.
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E. EIAIKH YIHOXPEQXH OAOKAHPQXHYX METETKPITIKQN METPQN I'TA THN
AAEJA KYKAO®OPIAX YIIO EEAIPETIKEX ITEPIXTAXEIX

Agdopévou O6TL avth ivort pia £ykpior vtd eEAPETIKEG TEPIOTAGELS KOl CUUPOVA LE TO ApBpo 14 (8)
tov kavoviopo¥ (EK) apif. 726/2004, o KAK Ba AdPet, evtdg Tov SnA@pEVOD ¥povikov TAoiciov, To
axorovbo pétpoa:

Ieprypooi Avopgvépevn
mpepopnvia
Métpo 1 Ot eToteg

ovapopég Oa
[IpoKkelévon va YapaKTNPIGTEL TEPUITEPM 1 OTOTELECATIKOTITO KOL 1) AGPAAELD TOV  [uoBAAAOVTOL (OC
Defitelio ot Ogpaneio g cofoapng prefoamoppaxtikng nrotonddeiog, o KAK mpénel [uépoc twv etmoimv
VoL TOPEYEL ETHOLEG EMKALPOTOMOELS Y10l KAOE VEQ TANPOPOPIN CYETIKA UE TNV ETOVOEIOAOYNOEMY,
0cQAAELN KL TNV aroTeAesatikotnTo Tov Defitelio.
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ITAPAPTHMA 111

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. ENIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Defitelio 80 mg/ml wokvd didivua yio apackevn SLaADUOTOC TPOG Eyuon
dep1Bpmtion

| 2. TYNOEZH XE APALTIKH(EX) OYEIA(EY)

"Eva ml mokvo drodvpatoc mepiéxet 80 mg depiBpmtiong. Kdbe praridio tov 2,5 ml neptéyet 200 mg

dep1PpmTiong.
200 mg/2,5 ml

‘ 3. KATAAOI'OX EKAOXQN

[epiéyet emiong: d1wdpkd KITPKd VATPL0, VOPOYA®PLKO 0EH Kot VOPOEEidio Tov vatpiov (Yo ™)
pvBuion tov pH), evéoyo Vdwp

4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

[Mokvé daAvpa yo Hopoaokevn SIHAVLOTOC TPOS £yyvon
10 puoAidia

| 5. TPOMNOX KAI OAOX(OI) XOPHTHZHE

Awfaote T0 PUALO 0INYLOV XPNIONG TPV OO T XPT|ON.
Mo evdoeAéPra ypnom

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXZH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

No puidooetar o€ BEom, TV ool dev PAETOLY Kot dgv Tpooeyyilovv Ta TAld1d.

| 7. AAAH(EX) EIAIKH(EX) IPOEIAONOIHEH(EIE), EAN EINAI AMAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH
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9. EIAIKEYX XYNOHKEYX OYAAZEHX

dvrdooete og Beprokpacio pkpotepn tav 25 °C. Mnv KatoyOyeTe.

10. TAIAITEPEX IIPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKON MMPOIONTQN 'H TON
YIHHOAEIMMATQN IIOY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Gentium S.r.l

Piazza XX Settembre, 2
22079 Villa Guardia (Como)
ItaAia

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/13/878/001

13. APIOMOZX ITAPTIAAX

oprtioa

‘ 14. TENIKH KATATAZH I'TA TH AIAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. IMAHPO®OPIEX XE BRAILLE

H ottioAdynon yio va unyv mtepiineBei n ypoen Braille gival amodektn

17. MONAAIKOX ANATNOPIEZTIKOZ KQAIKOX — AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

Aw6d1a6TaTog YPopp®Tdg kKddwkag (2D) mov pépet tov TepAn@OEvTa LOVaSIKO avayvmploTiKo
K®OKO.

18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA ANAT'NQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX TIOY IIPEIIEI NA ANAT'PA®ONTAI XTIX MIKPEX
YXTOIXEIQAEIX XYXKEYAXIEX

OIAAIAIO

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHI'HZHZ

Defitelio 80 mg/ml oteipo mukvo didivpa
dePpmtion
EvdopAépra yprion

| 2. TPONOX XOPHIHEHX |

| 3. HMEPOMHNIA AHEHZ |

AHEH

4. APIOMOZX ITAPTIAAX

[Moptida

S. HNEPIEXOMENO KATA BAPOX, KAT' O'KO 'H KATA MONAAA

2,5ml

6. AAAA XTOIXEIA

200 mg/2,5 ml
Gentium S.r.1
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B. ®YAAO OAHTTQN XPHYXHX
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®VvAro ooV ypiong: IIAnpoeopiss yro Tov yprotn

Defitelio 80 mg/ml avkvd drdivpa Yo TOPAGKELT] SL0AVPNATOG TPOG £y von
de1Ppwtion

vTo QAPUOKO QVTO TELEL VIO CLUTANPOUATIKY TapoKoAoVONGN. AVvTo Ba emTpéyet To Yp1yopo
TPOGIOPIGUO VEDV TANPOPOPLOV acPaAElnc. Mmopeite va fondnoete pécw g avagopdg mhovov
AVETLOOUNTOV EVEPYELDV TTOV EVOEXOUEVMG TTapovotdlete. BA. T€hoc g Tapaypdeov 4 yio Tov TpOTO
avaPopdG AVeETIOOUNTOV EVEPYELDV.

AP aoTE TPOGEKTIKA 0AOKANPO TO GUALO 0ONYLAV YP1ONG TPV UPYICETE VA YPI|CLUOTOLELTE

oVvTo TO PAPNOKO, O10TL TEPLLOUPAVEL ONUAVTIKES TANPOPOPIES Y10 CUG.

- DdordEte avtd TO EOALO 0dNYIDV Yprione. Towg ypelootel va to dopdoete Eavda.

— Edv éxete mepartépo amopieg, potnote Tov yoTpd Gag.

- Edv mopatnproete kKamowo avemBOUNTN EVEPYELL, EVILEPDGTE TOV YITPO GG AVTO 1GYVEL KOt
v KaOe Thav avemiBouuN T EVEPYELD TTOL OEV AVOPEPETOL GTO TOPOV PVAAO 0ONYIDV XPNONG.
BA. mapdypago 4.

Tv epréyer 1o Tapov OALO 00N YIOV:

T eivon To Defitelio kot mowa givot n gprion Tov

T mpénet va yvopilete Tpv cag xyopnynOei to Defitelio
[ag Ba cag yopnynOet to Defitelio

MBavég avemBounteg evépyeteg

[ég va pvrdooete to Defitelio

[epreydpevo g ovokevaciog Kot Aoutég TANPOPopieg

Qb L=

1. T eivon To Defitelio kat oo givar i yprjon Tov

To Defitelio givar éva dppoko mov mepiéyel T OpacTiKn ovsio dePIPpwTion.

Xpnowomoteiton yio T Bepameio pog tadnong mov ovopdleTotl AEBOUTOPPAKTIKT NTaTOTAOEL,
oTNV omoia Ta apoedpa ayyeio Tov fraTog eheipovtar Kot amogpdccovtal and Opdppovg aipatog. H
KOTAGTOOT 0T TPOKOAEITAL OTO PAPLOKO TTOV YOPTYOUVTOL TTPLV OO UETAUOGYEVCT] OPYEYOVDV

KOTTAP®V.

H de@1Bpmtion dpa TpocTaTeEdoVToS To KUTTOPN TMV OLOQOPOV Oy YEIDV Kol O10.0TMVTOC TOVG
Opoppovug Tov aipatog 1 ATOTPETOVTAG T OMLLOLPYI TOVG.

AvT10 10 QapuaKo PTOpEL va xprolponotnBel € eVAKES, Kot o€ epfovug, Toudd kot Ppéen nAkiog
v tov 1 unvoc.
2. T péner vo. yvopilete mpv oog yopnyn0ei to Defitelio

Mnyv ypnoipomomcete 10 Defitelio

. o€ mepintmon aAlepyiog otn dePPpmTidn 1 6€ 0MO100NTOTE GALO GO TOL CLGTOTIKA CLTOV TOV
QUPLAKOL (CVOLPEPOVTOL OTIV TOPAYPAPO 6)
o o€ mePIMTMON TOL YpNGoToLeite AL PAppoKa Yio T Sidonacn BpouPov aipatoc, dmwg

EVEPYOTOMTY] IGTIKOD TAAGUIVOYOVOD

Ipogdomomoeis Kot TPOPVAGEES
Amevbuvbeite atov yiatpd cog mpv ypnoomotioete to Defitelio:

. €0V TOIPVETE KATO10 PAPUOKO TOV OVEAVEL TOV KIVOLVO apopporyiog.
. €dv mhoyete amo Popld apoppayio Kot YpelileoTe HETAYYIOT OLLOTOG.
o eav pokeTal va vtoPAndeite oe yeipovpykn enépPaon.
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. edv avtipetonilete TpoPAnpaTa Le TNV KUKAOQOPio TOV aiplatog d10TL T0 SO oG dev Umopet
va datnproet otabepn mieon Tov aiptatoc.

Howord ko £pnpor
To Defitelio dev cuviotdton o€ mondid nAkiog K4T® tov 1 unvoc.

Alro pappoxa kat Defitelio

Evnuepdote 1oV Y10Tpd GOG €AV TAIPVETE QAPLLAKA YO TNV TPOANYN TG OpOUP®ONE TOL OpLaTOg
OT®G AKETVAOGOAIKVAIKO 080, nrapives, Bappapivr, dapiyatpdvn, ppapoafdvn 1 amEaPavn 1 edv
TOIPVETE AVTIPAEYLOVMOT OappLaka. (TT.Y. Poumpo@évn, vamrpo&ivn, SIKAOQAIVAKT Kot GAAM [N
GTEPOELDN UVTIPAEYLOVDON PAPLLOKOL)

Kinon ko Oniaopoc

Mnyv ypnowonoteite to Defitelio edv eiote £ykvog, ektdg edv n TaONoN cag kabiotd ™ Oepameio pe
Defitelio amapaitnt.

Edv eiote oe&ovoiikd gvepyol Kot £G€IC N 1 GUVTIPOPOS GG UTOPEL Vo LEIVEL £YKVOC, TTPETEL
OUEOTEPOL VOL YPTCLLOTTOLEITE OTOTELECUATIKY OVTIGOAANYN KATA TN O1dpKela TG Bepameiag pe
Defitelio ko yio. 1 gfdopdda petd tn draxonn tng Bepamneiog.

O ynon Ko YEPIGROS PUNYAVILATOV
To Defitelio dev avapéverar vo exnpedost TNy ikavoTnTd cog vo odnyeite kat vo xepileote

UV LLOLTOL.

To Defitelio wepiéyer vatpro

To edapuaxo avtd wepiéyetl 20,4 mg voatpiov (KOPLO GVGTATIKO LayEIPIKOV/EMITPATELIOL GANTOC) O
Kké0e plaAidlo. Avtd ioodvvapet pe 1o 1,02% g GuVIGTOUEVNG LEYIOTNG NLLEPT|OLUG TPOCANYNG
vatpiov UE TN S10TpoPn] Yol EVav EVIALKO.

3. ag 00 cag yopnyn0si o Defitelio

Tn Oepamneia pe Defitelio pmopel vo ekkiviioet kal va eTPAETEL GUVEXDG LOVO EUTELPOC YIATPOS GE
VOGOKOEID 1 GE EIOTKEVIEVO KEVTPO Y10l LETAUOGYEVOT] OPYEYOVMV KUTTAP®V.

To @dppaxo evietar pe apyd pubuo (emi dtdotpa 2 opmdv) og pia and t1g PAEPeS coc. H dadwacio
vt ovopdleton emiong «EvOoPAEPLa Eyyuom» 1 GTAYINV XOP1YNOT.

Oa Aappavere tn cvykekpiévn Bepaneia TE6oEPIS POPEG NUEPNTImS el TOVAGYIoTOV 21 MuUépe N mG
OTOL TO GLUTTMOUATH COG VITOYWPTCOVV.

H ocvviotdpevn d6on yo modid nikiog amd evog unvog mg 18 etdv givar 101 pe tn 6601 yo
EVIIMKEG.

Eav £xe1 Egpaotel pua 06on Defitelio

Agdopévov 0Tt To PApLOKO yopMyEiTaL Ao YoTpd 1| VOGOKONO, givar anmifBavo va tapaielpdel kdmola
d00T1. Q6TO00, EVIUEPDOTE TOV YIUTPO GOG N KATOWOV EXayyeEAUOTIO VYELOG €AV TIGTEVETE OTL KOO
doom &xel maparelpBel. Aev Tpénel va Aapavete SImAn 400 Yo VO AVATANPMGETE T 0OGT| TOL
mopodeipOnie.

Edv &xete meplocdtepeg EpOTNOELG GYETIKA LLE T YPTOT) GVTOV TOV POPUAKOV, POTHOTE TOV YIATPO,
TOV VOGOKOLLO 1| TOV (POPLOKOTOL0 GOLC.

4. IMBavéic avemBopnTeg evépyereg
Onwg 6Aa To pAPLOKOL, £TCGL KOL 0VTO TO PAPUOKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEC EVEPYELES, OV

Ko 0ev mapovotdlovtal oe OA0VG Tovg avBpmmovs. I'a acBeveig mov Ehafav Bepamneia pe to Defitelio
avaépOnkav o1 akdiovbeg avemBOUNTEG EVEPYELEC.
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Edv mopovciicete omoladnmote and avtég Tig avemBOUNTES EVEPYELEG, TPEMEL VO, EMIKOIVMVI|GETE
OpEcMS ILE TOV YU TPO GO,

oAb ovyvég (umopel va ennpedoovy teplocdTePovs amd 1 otovg 10 avBpdmoug)
. YOUNATY apTNPLOKT TTieon

Yuyvég (umopel va emmpedoovv £0g 1 otovg 10 avBpodmovg)
Yevikn apoppayio

pwoppayio

EYKEQPAAKT apopporyio

oLoppayic. ToL EVIEPOV

OLOTENEDT)

TVELLLOVIKT] cpLopporyiot

apopparyior omo ) ypappn £yyvong
oLoTovpia

olLoppayict TOL GTOUATOC

apoppayic 6To déppa

dlaTapayn Tov pNyovicpod TENG ToL aiplaTog
vavtio

€UeTOoC

duappota

eEavonua

KVNGUOG

TVPETOC

Oy ovyvég (umopei va ennpedoovy £og 1 otoug 100 avBpaomovg)

. opoppayic amd To patt

. oipo oto KéTPOAVOL

apoppayio 6To oNpeio xopNyMonNg g £yxvong

TOTIKT CLYKEVTPOOTN aipatog £E® omd 1o ayyeio (MUATOO) GTOV EYKEQUAO

alpoBmpaKag (GLYKEVTPMOT QULITOG GTNV TEPLOYN OVALEST, GTNV KAPOLd Kol TOV TVELLLOVOL)
UOAOTES

AAAEPYIKEG AVTIOPAGELG (LTOPEL VO OVTILETOTIGETE SEPUATIKEG UVTIOPACELS, OTMG e&AVON O
cofapn avaLAaKTIKN avTtidpacn (Uropel va aicBavieite mpr&ylo ota y€pta, T0 TPOCHOTO, T
¥€lAn, ™ YAdooa 1} Tov Adtd, SVGKOALD GTNV AVOTVOR).

Moord xar Epnpor

Toyov avemBOunteg evépyetleg oe maudid (Miwciog 1 pnvodg émg 18 eTmdv) avapévetar va givat 101€g ¢
TPOG TOV TVTO, TN GOPAPOTNTA KOL TN CLYVOTITO KOl OEV OTOLTEITAL 1) AQYT] GAADV EWOIKOV
TPOPLALEE®V.

Ava@opd avemBOunTmV EvepyELOV

EGv mopatnpnoete KAmola avemiBu Nt EVEPYELQ, EVNLLEPWOTE TOV YLOTPO 0aC. AUTO LOYXUEL KAl yLo
KaBe mBavn averuBuuntn evépyela mou dev avadEpetal oto apdv GUAAO odnyLwv xpriong.
Mmropeite eniong vo avagépete avembountes evépyeteg amevbeioc, LES® ToV EBVIKOV CLGTNILATOG
avapopds mov avaypaeetol oo Hapdptnua V. Mécm ¢ avaeopds avemBOunTov evepyeidv
umopeite va fondfcete 61N GLAROYN TEPICCOTEPOV TANPOPOPLDV GYETIKA LLE TV OCPAAELD TOV
TOPOVTOG PUPLAKOL.

5. og va gurdcoete 10 Defitelio

To pdppaxo avtd Tpémel vo LAAGGETOL GE LEPT TTOV OeV TO PAEMOVY Kot Ogv TO POGVOLY TO TALO14L.
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Noa unv ypnowonoteite to Defitelio petd v nuepopunvia ANENS TOV aVOQEPETAL GTO KOVTL KO GTIV
emonpaven tov eroidiov petd v AHEH. H nuepounvia AnEng eivai n tedevtaio nuépa Tov uiva,
OV OVOPEPETAL EKEL.

dvrdooete og Beppokpacio pikpodtepn Tav 25 °C. Mnv KatayOyeTe.

E@dcov 1o didAvpo apaiwbel yio ypiomn, n amobrikevon dev tpénetl va vepPaiverl Tig 24 dpeg o€
Bepurokpacia 2-8 °C, extdc edv 1 apaioon €xel mpaypatomoinfel oe eELeyOLEVES KOl EMKVPOUEVES
domnmteg GuVONKEG.

To Defitelio dev npémet va ypnoponomdel edv to drdAvpa eivor BoAs 1 Tepiéyxel copatio.

Mnyv metdte ApHOKa 6TO vePS NG omoyétevons. Poote Tov @appakomold 6aog yio 1o Tmg Vo
TETAEETE TO PAPLLOKO TOV OEV YPNCIUOTOLEITE Lol AvTd To pétpa Ba fonbncovy 6Ty Tpoctacio Tov
nepPaiiovtog.

6. Mepreyépeva TG GVOKEVAGING KO AOUTEG TANPOPOPIES

T epréyer To Defitelio

. H 6paoctikn ovsia givail 1 dspifpwtion. Kébe grarido twv 2,5 ml mepiéyet 200 mg
dePpmtiong kot kGOe ml Stoaddpotog TepiEyel 80 mg dePIPpwTIONG.

. Ta dAla cvotatikd givar Stwdpucd KITptkd 0&L, VEPOYAWPIKO 0EV Kot VOPOEELSO TOV VaTpiov
(apedTepa yuo T pubuion tov pH) kot evésipo ¥dwp (PA. Tapdypago 2 «To Defitelio mepiéyet
VATPLo»).

Epgévion tov Defitelio kol mepreydpeva tng svokevaciog
To Defitelio eivar éva dtowyég KiTpivo £mG KOQE TUKVO SIAAVLO Y10 TOPACKELT SIAAVLOTOC TPOG
&yyvon (oteipo Tukvo ddAvua), e evBepo copatdiny 1 BoAdTnTOC.

"Eva kovti mepiéyet 10 yodhva @roiidwa pe mokvo didiovpa 2,5 ml ékacto.

Karoyog Adswog Kvkhogopiog kat Ilapackevaostig
Gentium S.r.1

Piazza XX Settembre, 2

22079 Villa Guardia (Como)

Itohia

INo omoadrmote TANPOPOPin. GYETIKG, LLE TO TAPOV PAPUOKEVTIKO TPOTOV, Tapakaieiche va
amevBuvleite otov Tomikd aviumpdsmTo Tov Katdyov g Adstog Kukhopopiog:

AT-BE-BG-CY-CZ-DE-DK-EE-EL-ES-FI-FR-HR-HU-IE-IS-1IT -
LT-LU-LV-MT-NL-NO-PL-PT-RO-SE -SK-SL - UK(NI

Jazz Pharmaceuticals Ireland Limited

Tel: +353 1 968 1631

(tomikog apBude TnAeP@VoL evtdg g Anuokpartiog e Iphavdiog)

(extOG TG Anpokpartiog g IpAavdiog propel va meprhapfaverot xpéwon d1eBvoig
TNAEPOVIKNG KANGNG)

Email: medinfo-int@jazzpharma.com

To mwapdév ULA0 00N VIOV YprioNS avaOe®p1OnKe Yo TEAEVTUIN POPE GTIS

AVTO TO QOPUOKEVTIKO TTPOTIOV ExEl EYKPLOEL e T J1AOIKOGIN TOV «EEALPETIKOV TEPIOTAGEWVY. AVTO
onuaivel 6t Ady® NG oTavIOTNTOG TG AGHEVELNG KOt Yio AOYOUG dEOVTOAOYING OV £XEL KATAOTEL
duvatdv vo d1evepyn0ohv KAVIKEC LEAETEG EAEYXOUEVES LLE EIKOVIKO PAPIOKO Kot Vo, ANQOel TAfpNG
TANPOPOPN G Y10 TO PAPUAKEVTIKO TPOIOV.
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O Evponaikoc Opyaviouog Gapudrkmv Bo a&lodoyel etnoing kabe véa mAnpogopia mov Ba gival
dtaBéaun yio 1o eAappaKo avtd Kat To mapdv GuAlo Odnyuny Xpnong Ba exikatpomoteitol avardYmC.

Aentopepeic mAnpogopieg yuo 1o apLaKo avtd gival dtabéoieg otov dikTvakd 1010 Tov Evpmraikol
Opyaviopot @apudkmyv: http:/www.ema.europa.eu. YTapyovv €nicng cOVOEGUOL e GALEC

LOTOGEAMOEG TTOV ALPOPOVV GTAVIEG ACOEVELES KO Bepameies.
< >
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