ITAPAPTHMA 1

IEPIAHYH TON XAPAKTHPIZTIKQN TOY IIPOIONTOX



vTo @AapUaKO 0VTO TEAEL LTO CLUTAN PO UATIKT TOPAKOAOVONGT. AVt Ba eMTPEYEL TO YP1YOPO
TPOGIOPIoUO VEDV TANPOPOPLOV OGPAAELNC. ZNTEITAL 0O TOVG EXAYYEAUATIEG VYEING VO AVAPEPOVY
omolecdmote mhavorloyovueveg avemiBounteg evépyetec. BA. mapdypago 4.8 yia tov Tpdmo avapopdig
OVETLOOUNTWV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Eydenzelt 40 mg/ml evécipo S1GAVUO GE TTPOYECUEVT] GVUPLYYO.

2. MOIOTIKH KAI ITIOXOTIKH XYNGEXH
1 ml evéoipov draiduartog mepiéyet 40 mg apiiPepoénng*.

Mia npoyepiopévn cvpryyo mepiéyet 7,28 mg apiifepoéntng o didAvpa 0,182 ml. Avtd mapéyet
®EEMUN ToooTTA Yo TN XYopNynon wiog uovo do6ong 0,05 ml wov wepiéyovy 2 mg apiifepoimng.

*TIpwteivn ouvinéng mov amoteleiton amd TUNUATO TOV EEOKVTTAPIKMV TEPIOYDV TOV LTOSOYEMV 1
ka1 2 tov avOporvov VEGF (ayyeiokog evootniiakdg ovéntikdg Topayovios) GUVIETNYUEVA GTO
tuiuo Fc tov avBpomvou IgG1 ko mtapackevdaletar og K1 kovttopa @odnkodv kive(ikov KpiknTov
(CHO) pe v teyvoroyia avacvvdvacuévovr DNA.

"Exdoya pe yvoot dpdon:
Avto 10 pappoxo mepiéyetl 0,015 mg moivcopPikod 20 (E 432) e xdOe 0,05 ml avd 5661, mov
toodvvapovv pe 0,3 mg/ml.

IMa tov TA7pn kaTdroyo TV ekddywV, PA. Tapdypoeo 6.1.

3. DAPMAKOTEXNIKH MOP®H
Evéouo d1dAvpa (evéoio)

Awyég €mg eEAapp®G 1p1dIlov Kot dypmUo EmG TOAD 0yVO KOGTAVOKITPIVO, 100-MGUMTIKO SIGALUA.

4, KAINIKEX IAHPO®OPIEX
4.1 OgpomevTikég gvosielg

To Eydenzelt gvdeikvoton yia evniikovg, yia ) Ogpomeio

o NG veoayyelakng (VYPOL TOTOV) NAIKIOKTG EKQVALOTG TNG WYPAg knAidag (AMD) (BA.
Tapdypaeo 5.1),

o g dTapoyng TS OpaoTg AOY® 6gvTEPOTAOONVS OONUATOG TG OYPAS KNALdAG amd amdppaln
oAEPag Tov apePAnoTpogidovg (kKhadwkng RVO 1 kevrpikng RVO) (BA. moapdypapo 5.1).

o g dTapoyng TNS OpaoTg AOY® StafnTikod o1dnpatog g oypds knAidag (DME) (BA.
mopdypoeo 5.1),

o NG SLTAPOYNG TNS OPUOTG AOY® UVOTIKNG YOPLOEKNG veouyyeimong (Lvomikh CNV) (BA.
mopaypoo 5.1).

4.2  Aocoroyio kor TpoTOG YOPYNONS
To Eydenzelt mpoopiletar yio evdodoloeidikn éveon povo.

To Eydenzelt mpénet va yopnyeitan pdvo amd e€edikevpévo 1otpd pe epmepio otn dteEoymyn
EVOODOAOEIOIKDVY EVECEMV.



Aocoloyia

Yypod tomov AMD
H cuvictdpuevn 86om yia to Eydenzelt sivar 2 mg apAifepoénng, mov icodvvapei pe 0,05 ml.

H Oepamneio ue 1o Eydenzelt Eexiva pe pia Eveon avd piva yio tpelg d1adoyikég S00ELS. TNV CLVEYELQ
TO pecodtdoTNUe, TG Oepameiog enexteivetol o dVO UNAVEC.

Me Bdaon v kpion Tov BepAmovTa WTpod MG TPOG TV OTTIKY 0EVLTNTO KO/ TO OVOTOUIKA
UTOTEAEOUATO, TO LEGOOLAOTN O, LETAED TV Bepameidv uropei va dotnpndei oe 600 puqveg 1 va
enextafel mepaitépm, pe £va S000A0YIKO oyfua Bepameiog Kot EMEKTAONG KATA TO 0010 Ta
LECOJUCTNUATO TOV EVEGEDV avEdvovTal avd 2- ) 4- Boopddeg ¢ dote va dtatnpnOel otabepn n
OTTIKN 0EVTNTO, KOV TO OVOTOUIKG OTOTEAEG LOTAL.

Edév 1 ot 0&0TnTO KOV TOL OVOTOUIKG TOTEAEGLLOTA EMOEVOBOVV, Ta pesodtacTaTa Oepameiog
0o Tpémel va petmBolv avtictoiym.

Agv vrapyel kamoa amaitnon yuo mopokoAovOnon avaueca otic evécelg. Me Pfdaon tnv kpicn tov
Oepamovta 10Tpov TO TPOYPUUUO ETOCKEYEMY TAPOKOAOVONONG Umopel va gival mo cvyvd amd Tig
EMOKEYELG TOV EVEGEWDV.

Agv €yel pelemBel pecodidotnpa Oepaneiog HeyahOTEPO QO TEGGEPLG UNVEG 1) IKPOTEPO amtd 4
gPdoudoeg avapesa otig evéoels (PA. mapdypaeo 5.1).

Asvtepomobes oidnua s wypag knlidag arnd RVO (kiadikn RVO i kevipixyy RVO)

H cuvictdpevn d6om yia to Eydenzelt eivar 2 mg apAiifepoéntng, mov icodvvapei pe 0,05 ml.
Metd v apykn éveon, 1 Oepamneia divetat avd uiva. To dtdotnua avdpeca oe dvo docelg o Oa mpémet
va gtval kpoTepo amd Eva piva.

Edv n omtikn o&OtnTa Kot To ovaTOpIKG amoTeAEGLOT el VoLV OTL 0 0oBEVG Oev emmPereital amd
) Bepameia, To Eydenzelt 8a npémnel vo StakdmteTar.

H unviaia Ogpomeio cuveyilel uéypt vo emitevydei n péytotn omtikn o&utnto Kot / 1 vor unv vadpyovy
onNuUELD EVEPYOD dPACTNPIOTNTOG TN VOGOV, MTopel va ypelaatobv TPEig 1 TePIocdTEPES O1000YIKES
unviaieg eVEGeELC.

H Ogpancio uropei axorovbwg va cuveyiletor pe Eva d06oA0YIKO oyNUe «Oepameiog Kot ETEKTUCT|O)
pe Babuiaio avénon tov deotnudtov Beponciog dote va dtatnpnboldv otabepés ol omTIKEG KavT ot
OVOTOIKEG TTOPALETPOL, WOTOGO JEV VILAPYOLY ENAPKT GTOLYElR TOV VO GuVoyilovv TN dtdpkela
QUTAOV TOV SLGTNUAT®OV. AV 01 OTTIKEG KO/ OVOTOUIKEG TTOPGUETPOL ETOEWV®OOVY, TO HEGOINGTI LA
¢ Oepameiog 0o mpénet va pelwbei avardywmc.

H mopaxoAiovdnon kot to mpdypappo Oepomeiog 0o mpémetl va kabopiletarl and To Oepdmovia 1atpd
Baocetl TG atopkng avtamokplong Tov acbevoic.

H mapaxorovBnon g mopeiag g vocov pnopel va mepthappavel kKhvikn eEétoon,
KAWVIKOEPYOOTTNPLOKO 1) OEIKOVIOTIKO EAEYYO (T.). OTTIKT TOUOYPOAPIC GUVOYAG N
(AOVOPOAYYELOYPOPIN)

Awofintino oionuoe. e wypog KnAIdoS

H ovviotdpevn d6om yia 1o Eydenzelt eivon 2 mg aplPepoéntng, mov wodvvapel pe 0,05 ml.

H Bepamneia pe 1o Eydenzelt Egxva pe pia éveon ava uiva, yuo tévie d1080)1KEG 00GEIC, KOL OTN
cuvéyela pia éveon kdBe dvo prvec.



Me Baomn tnv Kpicn ToL 1WTpod GYETIKA UE TNV OTTIKY 0EVTNTO KO/ TO, AVOTOUIKO TOTEAEGILOTA, TO
pecodtdoTn U HETOED TV Oepameidv pumopel va dtatnpnbei otovg 2- uveg 1 va e&atopkevbei, Onmg
He €va 60c0A0YIKO oyfua Bepomeiog Kot EMEKTAONG KATO TO 0010 T0 LEGOJACTNLOATA TOV DEpUnEIDV
ovvnBwg avéavoviat e Tpocavénom 2 efoopddmv dote va dtatnpndei otabepn n ontikn) oEvTnTa
KON T0 avatopkd omoteléopata. Yadpyovv meplopiouéva dedopéva yio dtaotnpota Oepameiog
peyodvtepa TV 4 unvav. Eav 1 ontikr] 0£0TNTo Koun To avatopkd omoTeAEcHaTa ETOEV®BovV, T
uecodiactnuate Oepameiog Oa Tpénet vo, petwbovv avTleToiy®™C.

Agv &povv ueietn et dtootuata Oepameiog pikpdtepa TV 4 gfdopddmv puetald Tov evécemv (PA.
Tapdypoeo 5.1).

To mpoypaupa Tapaxorovdnong o mpénet vo kabopiletar omd Tov Oepdmovta 1tpo.

Edv ta ontikd kot avatopukd anotehéspato detyvouv 0Tt 0 achevig dev weedeitan amod T
ovveylouevn Bepameio, to Eydenzelt Oa npémet va. Srokomet.

Mowmixn yopiogidikn veoayysiwon

H ovvietduevn 66om yia 1o Eydenzelt sivan o epdmal evéotorosidikn éveon 2 mg aplPepoéntrg,
nov avtiotoet e 0,05 ml.

[Ipdcbetec docElg Pmopovy va yopnynbody edv 1 ontiki 0EHTNTA KOV TO AVOTOUIKE OTOTEAECUATO,
VIOSEIKVOOVV OTL 1] VOG0G emipével. Ot vmotponég Ba mpémel vo avTIHETOTILOVTOL 0G VEEG EKONADGCELG
g vocov.

To mpoypappa Tapaxorovdnong o mtpénet va kabopiletar omd Tov Oepdmovta 1oTpo.

To dtotnuo avapeca oe dvo d0ceLg Oe Ba TPEMeL va eivar PIKPOTEPO Od Eval LVa.

Ewdwoi mAivOnopoi

Hraztikn n/kor veppixy dvoleitovpyia
Agv &povv mpaypotonom el s1d1kég peléteg o 0oOeVeEig e NIOTIKY 1)/KoL VEQPIKT OVGAELTOVPYIa. LUE
™V aQAPepETTT).

Ta dwabéoiua dedopéva dev VITOSEIKVDOLY AVAYKN Y10, TPOGaPUOYN TG 6dong pe to Eydenzelt og
avTovg Tovg aoBeveig (BA. mapdypapo 5.2).

Hliouévos nhvOnouog
Agv amaitovvton 101Kég pulpioets. Yrdpyel nepropiopévn epneipia o€ acbeveic nikiog ave tov 75
etov ue DME.

Houdrorpinog ninQvouog

H acpddea kou n amotedecpatikotnta tov Eydenzelt oe moudid kon epnpovg nhikiog kdto tov 18
ETMV dgv EYoLV TEKUNPLOOEL. Agv VIIAPYEL TYETIKN YPNOT TG APAMPEPCETTNG GTOV TOISLUTPIKO
TnOvoud yia tig evdei&elg vypov tomov AMD, CRVO, BRVO, DME kot pvorikn CNV.

Tpomog yopnynong

O1 evO0DOAOEIDIKEC EVETELG TPETEL VO TPOLYLOTOTOLOVVTOL COUPOVA [LE TNV KUOIEPOUEVT 1OTPIKN
TPOKTIK KoL TIG 10Y00V0EG KATELOLVTNPLES 0ONYiES, 0o eEEOIKEVIEVO 10TPO LE EPTTELPIO OTN
dte&aywyn evoobahoeldikmv evéoemv. I'evikd, mpénet va dtoacpaiiletol ) emapkng avaicOncio Kot
oonyio, coUTEPIAAUPAVOLEVTG TNG XPNONG TOTLKOV LUKPOPLOKTOVOL EVPEOS PAGLATOS (7). 10100} 0C
o106V epapprolopevn oto meptoPBolpkd déppa, To PAEPAPO Kol TNV 0QOoALIKY EmPAvELD).
ZUVIGTOVTOL ATOADOVOT] TOV XEPLADV, LE TN OUOIKOGIO TPOETOLAGING XELPOVPYEIOV, UTOCTEPMUEVO
YAVTLO, GTTOCTELPMUEVO TTEDIO KOl ATOGTELPOUEVOS PAEQUPOSIOoTOAENS (1) 1GOSVVALLO).



Apéomg petd v evoobahogldikn éveon, ol acbeveic mpémel va mapakoAovBovvial Yo avénon e
evdoOdAoc wieons. H katdAAnin mapakorobOnon propel va mepthapfdvet ELeyyo g apdTmong
NG KEQOANG TOL OTTIKOD VEDPOL 1 TovopéTpnon. Edv amaiteitol, Oa npénet va vrdpyet dStabécipog
OTOCTEPMUEVOG EEOTAIGOGC Y10, TOPOKEVTNON.

Metd v evooDaloeldtkn £veaT], 6Tovg aobeveic Tpémel va 5000vV 0dnyieg Yo v avapopd Tuydv
CUUTTOUATOV TOV UTOPEL VoL VTTOOMADVOLY evioeBaApitida (7). dlyog Tov opBaAiov, epuBpdtnTa
oV 0@OaALOD, PmToPOBia, BoAN dpacn) ywpic kabvcstépnon.

Kda0e mpoyepiopévn oipryya mpémet va ypnotponolgitol yo ) Oeponeio evog opBaipon udvo. H
eEaymyn TOAMATA®V 60CE®MV amd Hio TPOYEUGUEVT] GUPLYYO UTOpEL va, aw&NoEL ToV Kivouvo
EMUOAVLVONG Kol ETAKOAOVONG PAEYUOVNIC.

H mpoygpiopévn cbpiyya mepiéyel mepiocOTEPO AN T GLVIGTMUEVT 0OGT T®V 2 MY AEAMPEPGENTNG
(mov 16o0dvvapodv ue 0,05 ml dtodlvporog yia éveon). Kabe mpoyepouévn ovpryyo Eydenzelt mepiéyet
oyko 0,182 ml ko dev mpénel va ypnoipomoteitor oAdkANpn. O emmhéov dykog Tpémel va
ATOPPITTETAL TPV TNV £VECT TG GVUVIGTAONEVNS doonG (BA. Tapdypago 6.6).

H éveon 6hov tov 6yKOL 0o TNV TPOYELGUEVT] GVPLYYA Do UTOPOVGE VO 0ONYNGEL GE VITEPSOGOAOYIML.
INa vo amopakpuvBodv ot pucaiideg aépa pali Le TV TEPICOELN TOV POPLAKEVTIKOV TPOTOVTOG,
méate apyd 1o £PPoro £T61 @GTE 1) Paon Tov B0AmTOV dKxpov Tov guféiov (6xL 1 KopLPY] TOV
06)0v) va evBvypappotel pe ™ Ypapp docoloyiog ot cvpryya (lcodvvouei ue 0,05 ml, dni.

2 mg apAPepcéntng) (PA. mapaypdpovg 4.9 kat 6.6).

H Belova g éveong mpénet va eledyetar 3,5-4,0 mm Ticm and T0 GKANPOKEPATOEINEC OPLO HEGH GTNV
VOAOELOIKT KOWLOTITA, OTOPEVLYOVTAG TOV 0pLLOVTIO LEST|UPPIVO KOl GTOYEDOVTOC TTPOG TO KEVTIPO TOV
BoAPov. Tt cuvéyeia xopnyeitat o evéoiuog oykog tmv 0,05 ml. Awapopetikd onpeio tov okAnpod Ha
TPETEL VAL YPTCLLOTOLELTOL GTIG EMAKOALOVOEG EVEGELS.

Metd v éveon), k4B aypnoLLonoinTo TPoidV TPENEL VA OTOPPINTETOL.

I"a 10 ¥ePp1opd TOV EAPLUKEVTIKOD TPOTOVTOG TPV OO T YOP1YyNoT, PA. mapdypapo 6.6.

4.3 Avrevdsitelg

YrepevaioOnoio ot dpactiki ovcia apMPePGENTN 1| 6€ KATO10 amrd T £KOOYO TOV AVUPEPOVTOL
otV mopdypapo 6.1.

Evepyn 1 evoeyodpevn oeBoipikn 1 mepto@Boaipkr] Aoipwén.

Evepyn coPoapn| evooeBdiia eieypovi.

4.4  EwKég TPOELOOTOUM|GELS KU TPOPVAAEELS KAT TN Y(p1jo

IyynAacotnta
ITpokeévov va Bertiwbei n yvnAacudTnTo TV PLOAOYIKGOV QOPUIKEVTIKOV TPOIOVI®V, TO GVOUQ
Kol 0 aplOpoG TOPTIONG TOL YOPYOVLEVOL PAPLLAKOV TPETEL VO, KATAYPAPETAL L€ COPNVELQL.

Evdovorocidikéc evéoelg — oyeTilOUEVEC aVTIOPATELS

O1 evdobaA0edIKEG evETELS, SuUTTEPIAAUPOVOUEV®VY eKEIVOV LE APAPEPGETTN, £XOVV CLUGYETICTEL JE
evooBoApiTId0, EVOOEOAAULN PAEYLOVT], PNYHOTOYEVH] OTOKOAAN O™ TOV AUEPBANGTPOEId0VS, pPrEN
TOV QUEIPBANGTPOEIBODS Kol LOTPOYEVT TPOLLOTIKO Katappdktn (BA. mapdypapo 4.8). Koatd
yopnynon tov Eydenzelt, mpénet va ypnoponotodviol Tavto KatdAnieg donmreg Texvikég Eveonc.
Emnpocbétme, ot acOeveic Oo mpénet vo mapakorovBodviar Kotd ) Stdpkela ¢ BOoUAdaG UETE TNV
€veon TPokeIPEVOD va glvar duvatn 1 ykoipn Beponeio og TEPITTOOT EUPAVIOTG AOTH®ENC. XTOVG
acBeveig mpémet va 50000V 001 yies Yo TNV avapopd, TUYOV CUUTTOUATOV TOL PTOPEL Va.
VTOIMADVOLY EVEOPOUAUITION 1) OTOL®VINTOTE 0T TOL TPOUVAUPEPOUEVO CLUPEVTA Y®PIC
kaBvotépnon.



H mpoygpiopévn ovpryyo mepiéyel mepIGGHTEPO AMO TN GLVICTMOUEVT] 00GT TV 2 MY aPAPBEpcEmTNG
(mov 1eodvvapel pe 0,05 ml) yuo evijhikeg acbeveic. O emmAéov dykog Ba mpénel vo anoppipbel Tpv
amo T yoprynon (PA. mapaypdeovg 4.2 kot 6.6).

Avénoeig oty evooebdia ticon Exovv TapatnpnOel evtog 60 Aemtdv amd TV evOODAAELdKN
£veon, cuumEPIAUUPAVOIEVOVY KOl TV EVEcE®V Ue apMPBepaéntn (PA. mapdypaeo 4.8). Amatteiton
£101k1 TpoPOAEN oe acbeveic pe yAavkopae mwov dev eEléyyovtar emapkmg (LN evéoete o Eydenzelt
v M evoopBdAa Tigon tvar > 30 mmHg). Xe 6Aec TIC TEPTTMOGELS, Kot 1) EVOOPOAALLY TiEGT Kot 1)
QLLATOOT TNG KEPAANG TOV OTTIKOV VEDPOL TPEMEL EMOUEVMG VO TOPAKOAOVOOHVTOL KOt VoL EAEYYOVTOL
KaTdAANAQ.

Avocoyovikoto

Koabmng 1 apAiPepoéntn ivar po Oepomevtikng Tp@Teiv, VITAPYEL 1| TOOVOTNTO AVOGOYOVIKOTNTOG LE
to Eydenzelt (BA. napbypago 4.8). Oa npénet va divovtar 0dnyieg 6tovg acbeveic va avapipovy Toydv
onueio ) cvurtOpaTa evOoEBAALLOG PAEYLOVIG, T.Y. GAYOS, pmTogoPia, 1| epuBpdtnta, To omoia
umopel va omoTeEA0VV KAVIKA orpeio oV amodidovtal o€ vaepevalcincia.

2VOTNUOTIKEG EMOPAGELS

Metd amd gvdoiaroedkn éveon pe avoaotoreig VEGF, éxovv avapepbel cuotnuotikég avemBopunteg
EVEPYELEG TTOV TEPLOUPAVOLV Un 0pOaAKEG arploppayies Kot aptnprakd Opoppoepforikd coppdvta
Ko VTdpyEL Evag BewpnTIKOS KIvOLVOC aVTEC 01 EVEPYELES VO GLVOEOVTOL LE TNV avacToAl Tov VEGF.
Yrdpyovv meplopiopéva dedopéva yio v acpdrela ot Bepaneia aclevov pe CRVO, BRVO, DME
N poomk] CNV e 16Topikd oyyelokoy YKEPUAKOD EXEIGOSIOV 1| TAPOSIKMV IGYALUKDOV ETEICOOIMV
N ELEPAYUATOS TOV UVOKOPSIOV EVTOS TMV TPOTYOVUEVOV 6 UNvOV. ATalteitol Tpocoyn Kotd ™
Oepameio avTdV TOV 0cOEVOV.

Ala
Onoc kat pe adieg evooboroeidikés avil-VEGF Bepamneieg yio AMD, CRVO, BRVO, DME xat
pvorik CNV, 1oydovy eriong ta akdéiovda:

o H aocpddeia kot 1 amotelecpaticdtnTo TG Oepaneiog Pe apAPEPGENTN KO GTOVS dVO
000G TavTOYpOVa dev £xovv pedetnBel cuotnuotkd (PA. mapdypaeo 5.1). Edv deEdystan
aueotepOTAELPN Oepameio TNV 1010 ¥poviKn TEPI0d0 TO UIopEL Vo 00N YNGEL o abENGT TG
GLOTNHOTIKNG £kBeonC, ToL TOAVOG Vo AVENGEL TOV KIVOLVO Y10l GUGTIUOTIKEG OVETOOUNTES
gVEPYELEC.

o H tavtoypovn ypnon aiiov avtt — VEGF mopayoviov (ayyelakdg evoodniiakog avEntikog
TapAyovTag). Agv vITapyovV Slabéciua 0edoUEVA Y0 TV TAVTOYPOVN ¥PNON TG APAPBepTEmTNG
ue dira avtt — VEGF okevdopato (GUGTNUATIKA 1) 0QOaApLKE).

o O1 Topdyovieg Kivdvvov mov oyetiCovrot pe mv avamtuén préng tov pelayypoov emdnAiov tov
apeipAnctpoeldovg petd ond avti-VEGF Bepancia yio vypod tomov AMD, cupnepilapfdavoovv
HEYAAN )/KO VYNATY amoKkOAANGT Tov pedayypoov emBniiov Tov aueipAnctpogidovg. Katd v
évapén g Bepomeiog pe apAPepcéntn, amarteital Tpocoyn o€ acbeveic pe oVTOVG TOVG
TOPAYOVTEG KIVOUVOL Y10 pREELS TOV HEAYYpOOoV ETONAIOD TOV AUPIPANGTPOELBOVG.

o H Beponcio mpémet vo dtaxontetal 6€ acheveis pe prylatoyev amokOAANGT ToV
AUPIPANGTPOELSOVG 1] OTEC TNG WYPAG KNAidag otadiov 3 1 4.

o 2NV TEPITTOON POYUNG TOV AUPIPBANGTPOEIB0DE, 1) 066N Oa. TPETEL VO, AVOTTOAEL KoL 1|
Oepamneio e Oa mpémel va apyiceL €K VEOL TPV 1 POYUN OOKATACTAOEL EXAPKADG.

. H d60n 0o mpémel va avaoctarel kot 1 Ogpameio Oe Oo Tpémel va apyicel vopitepa amd TNV

EMOUEVN TPOYPAUUATIGUEVT Bgpamein 68 KOTAGTAGELS OTMC:
o] peimon g koAvtepa dtopBopévng ontikng o&vtnrag (BVCA) katd > 30 ypaupoto o
ovykpilon pe v tekevtaio a&loAdynon g onTikng o&vTnTag.

o VROUPPANGTPOEOIKT apoppayio Tov eUmAEKEL TO kevTpkd Pobpio, 1) edv To péyebog g
apoppayioag eivar >50% g GUVOMKNG TEPLOYNS TG PAAPTS.

. H d60n Ba mpémetl va avactarel Yo pio mepiodo 28 nuepOV TPV 1] HETA AO TPOYPOLLUOTIGLEVT
N dievepynbeica evio@HaApa yeIpoLPYIKT EXEUPaON.

. To Eydenzelt dev npénel va ypnopomoteitat kotd ™ didpkeia TG Khnong ektdg 0 To
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evOEYOIEVO OPENOG LITEPTEPEL TOL EVOEYOLEVOL KIVODVOUL Y10 TO EUPpLo (BA. mapdypapo 4.6).

. O1 yovaikeg 6€ avomopoy®yikn NAKio TPETEL VO, XPTGLLOTOIOVV OTOTEAEGLLOTIKY OVTIGOAATYN
Katd TN drdpKeln TG Bepameiag Kot yio TOLAGYIOTOV 3 UNVEG LETA TV TEAELTAIN
gvdobaroeldikn éveon apAiPepoéntng (PA. mapdypapo 4.6).

. Yrdpyel mepropiopévn epmelpia otn Bepaneio tov acbevov pe oyotputkov torov CVRO kot
BRVO. H Oepancia de cvvictdtar o acBeveic mov mopovstdalovy kKAvikd onpeio un
OVOGTPEYIUNG AMOAELONG TNG OTTIKNG AELTOVPYIOG OO 1OY oL

MwOnopot pe neplopiopéva dedopéva

Yrdpyel povo meplopicuévn eumeipia ot Bepaneio atopmv pe DME Adyw Swafrtn tomov 1 1 og
Sdrafntikovg aobeveig pe HbAlc v tov 12% 7 pe mapayoywn dwfntikn apeipinctposidonddeio. H
apAPepoémtn dev £xel peretnBel o acbeveig pe evepyEC GLOTNUOTIKES AOUMEELS 1] G€ 0oOEVEIC e
TAVTOYPOVEG TOONOELS TV 0PBOAUDY OTWS OMOKOAANGT TOL AUPIPANGTPOEIDOVE 1) O] TNG OYPAC
KnAidog. Aev vapyel emiong epnepia otn Oepaneio pe apMPepcéntn o€ dafnTikovg acbeveic pe pun
gleyyouevn véptact. Avti 1 ALY deB0UEVOVY TTPETEL VO A UPAVETOL VITOYT 0T TOV 10TPO KOTA
T Oepamneio TV acbevav avtdv.

> woork CNV dev vrdpyel eumelpio pe v apAPepoéntn ot Oepomeio un Aclotdv acbevov,
acBevav ol omoiol Exovv Tponyovuévag vofAndei oe Bepaneia yioo poomiky CNV, kot aclevov pe
eEmPobpicéc PraPec.

Anpogopieg yia ta Ekdoya
Av16 10 EApLOKO TEPLEXEL
- Ayotepo and 1 mmol vatpiov (23 mg) avd povéda docoroyiog, eivol avtd mov ovoudlovue
«eAehBepo vatpiovy.
- 0,015 mg moivcopPiko 20 og kabe 0,05 ml avd d6om, Tov 1wodvvapovv pe 0,3 mg/ml. Ta
TOAVGOPPIKA UTopEl Vo TPOKOAEGOVY OAAEPYIKES AVTIOPACELS.

45  Almiemopdosig pe GAAo QUPRUKEVTIKG TPOIOVTO KUl GALES popPEg alinieniopaocng
Agv &govv Tpaypotono el peAéTec aAANAETIOPAGEWDY.

H ypnon o¢otodvvoapkng Bepomeiog pe Peptemopeivn (PDT) cvpumdinpopatikd otn Oepameio pe
apMPepoéntn dev éyel peretnOel, emopévog o pmopel va teKpnplmbel o TPOPIL aoQILENG TNG
TPOKTIKNG QVTNG,.

4.6 Tovipétnta, KONON KOt yolovyia

luvaikeg o€ avamapoymykn nikio

TIMvaikeg o€ avamapaymyu) nikio TPETEL VO, YPTCGLLOTOIOVV OTOTEAEGLLOTIKY OVTIGOAAYN KOTA TN
dudpkela tng Bepameiog Kot yio TOLAGYIGTOV 3 UAVEG LETA TNV TEAELTAIO EVOODAAOEIDIKN Eveon
apAPepoénng (PA. mapdypoeo 4.4).

Kinon
Agv VIapy oV SEGOUEVH GYETIKA LLE T XPTON TNS OPAPBEPCETTNG GE EYKVOVC.
Meléteg oe (oo katéde&av epppvotosikdtnra (PA. mapdypapo 5.3).

Iap’ 611 1 cveTuaTiKy £k0gon petd omd o@OUAUIKT yoprynon eivat ToAd yaunin, to Eydenzelt 6ev
TPEMEL VAL YPTNCLOTOIEITOL KATE T1) SIAPKELD TNE KONONG EKTOC €AV TO EVOEXOUEVO OQENOC VITEPTEPEL
TOV £VOEYOUEVOD KIVOUVOL Y10, TO BpEPOc.

Oniocuodg
Bdoel mold mepropiopévev dedopévav yio Tov avOpamo, 1 apMPBepcEnTn Unopel va anekKpiveTal 6To

avOpamvo yara og younid erinedo. H aplBepoéntn eivar Eva peydio mpoteivikd poplo ko
TOGOTNTO TOV POPLLAKOL TTOV amoppoPiTot 0td To veoyvo avauéveral va ival n eddyiotn. Ot
EMATMOGELC TNG AQAPEPGENTNG 6T0 VEOYVH/Ppépog ov Onralel eivan dyvmoTed.



Zav TPoANTTIKO HETPO, 0 ONAacuog dev cuvicTdtal Katd Ty didpketo Thg xpriong tov Eydenzelt.

Tovuotnta
Ta anoteréopota amd peréteg o {da e VYNAN cLGTNUATIKY £KBEGT KOTASEIKVOOVY OTL N

aQAPEPCETTN UTOPEL VO ETNPEAGEL APVNTIKA TNV avOPIKT Kot yuvaikeio yovipotnta (BA. Tapdypago
5.3). Ot emdpdoelg autég Oev elvatl avapevOUeVES LETA amd 0PBOALUKT YOPTYNOT LE TOAD YOUNAn
GLOTNHOTIKN EkOEOT).

47 Emopacseig 6Ty IKOvVOTINTA 001Y161)G KU (ELPIGHOD PYOVIRATOV

H éveon pe 1o Eydenzelt éxel pukpn enidpacn oty kavoTnta 00Mynons Kot XEPICUOD UNYOVNLOTOV
AOY® TV SLVNTIKE TPOCWOPIVAOY dloTapay®V TG Opacng mov oyetilovtal gite pue v éveon 1 Ue TV
opBoiporoykn e&€tao. Ot acOeveig dev mpémet va 0dnyovv N va xewpilovtan punyoviuoTo Léxpt n
Agrtovpyia Tng OpASG TOVG VAL OmoKATAGTAOEL ETAPKMG.

4.8  AvemOovunteg evépyeleg

20VoYT TOL TPOPIA OGQAAELOC

"Eva 60voro 3.102 acbevav amotélece Tov mAnOLoUO ao@AAELNG OTIC OKTM peAéTes paong 111
Metaéd avtav, 2.501 acBeveic vrofAndnkay og Bepaneia pe T cvVieT®OUEVN 06N TV 2 M.

YoBapéc opBoipikéc avemBounteg evépyeieg otov 0PBOANO VIO HEAETN oYETILOUEVES LE TN
duadkacio g Eveong epeaviotnkay o Ayotepes omd 1 otig 1.900 evooDaAOEIOIKES EVEGELS LE
apAMPepcimtn Kal TepLauPoavoy TOPA®GN, eVOOEOUAUITION, OTOKOAANGT TOV OUPIPANGTPOEIBOVC,
TPOVUOTIKO KATUPPAKTN, KOTOPPAKTT, OLUOPPOyic. TOV DOAOEIB0DE GMUATOC, ATOKOAANGT] TOV
VOAOEWDOVG GMUATOG Kol aENUEVT] EvoopBdia tieon (PA. mapdypoeo 4.4).

O1 mo ovyvég mapatnpndeioeg avemBounteg evépyeieg (og ToLAAYIGTOV 5% TV A6BeVOY TOV
vroPAnOnkav oe Bepaneia pe apAPepointn) NTav apoppayio Tov emmepukota (25%), opoppayio
oV apEIPBANSTPoedovs (11%), petwpévn ontkn o&vtnra (11%), dhyog Tov 0pBoipov (10%),
Katappaktng (8%), avénpévn evooedaia wieon (8%), amokOAANOT TOL LOAOEWOVG GMLOTOG (7%)
Kot eEOPOUATA TOL LOAOEIBOVG GOLOTOG (7%).

ITivaxog ovemfountwv evepysimv

Ta 6edopéva aoPAAELNG TTOV TEPLYPAPOVTAL TAPAKATM TEPIAAUPBAVOLY OAEG TIC OVETIOVUNTEG
gvépyeleg amo Tic okTo peiéteg paonc I otig evdei&eig vypov Tomov AMD, CRVO, BRVO, DME ot
poomiky CNV pe ebhoyn mbavotnTto ortiddovg oxéong Le Tn oladtkacio g Eveonc 1 Le To
POPUOKEVTIKO TPOTIOV.

O avemBountec evépyeiec Topatifevol ava Kot yopio opyovikod GUGTHUATOS KOl GLYVOTNTO
SOHE®VO pe TV akOAovdn cvpPacn: TToAd cvyvég (>1/10), cvyvég (>1/100 Emg <1/10), oyt cuyveg
(>1/1.000 ém¢ <1/100), omdvieg (>1/10.000 £wg <1/1.000), un yvocet)g cuyvotnTag (d8V UTOPOLV VO
extiunBovv pe Paon ta dbéoia dedopéva).

Evtoc¢ kabe kotnyopiog cuyvotnTog EUGAVIONS, Ol AVETIOVUNTEG EVEPYEIEG TOL (POPLOKOV
napotifevtal katd eBivovoa celpd coPfapotnToc.



ivakog 1: ‘'Okeg o1 avemOOUNTES EVEPYELEG TOV PUPRAKOV 06 TN Ogpameio mov avaPEpONKaY
o€ a00gveig oTic peréteg eaong I (cvYKEVIPOTIKE 0EOONUEVE TOV HEAETOV PAONG
D) ywo 11§ gvdei&erg vypov Tomov AMD, CRVO, BRVO, DME kat pvomiki] CNV) 1)
KOTE TN O10PKELQ TOPOKOLOVONONG HETA TNV KVKLOQOPia.

Katmyopio/ YoyvétnTo AvemOountn evépyero,
0PYaVIKO
cVoTNIO
Awtapayés Oy ovyvég YnepevaioOnoio ***
OVOGOTOLTIKOY
GUGTILOTOG
Awrapayés Tov | ITodd cvyvés | Mewwpévn  omtikp ofutnta,  Awoppoayio.  Tov
0@0aipov ape1PANGTPoEdOVS Atpoppayio Tov emmePLKOT, ALyog
TOV 0QOAAUOD.
Yuyvég Poyun TOV UEAOLYXPOOTIKOV emOniiov TOV

apQIBANGTPOEBOVC*, ATOKOAANGT TOV HEAQYYPOCTIKOV
emOniiov tov apePAnotpocidots, Exkevilon  tov
AUPPANGTPOELDOVG, AOpParyict TOL VAAOEIOOVE GOUATOG,
Kotappaktng, Kotappaktng olowwdng, ITupnvikdg
katoppaktng, Kotappdxtng vroxkdyiog, Aldfpwon tov
kepatoewovg, Ekdopd tov kepatoedovg, AvEnuévn
evoopBdia migon, Opaon Ooaunr, E&dpopata tov
VOAOEW0DE CMUOTOC, ATOKOAANGT TOL  VOAOELOOVG
oopotog, Alyog ot 0éom éveong, AiloOnua E€vov
omUoTog oto pdtwe, AvEnuévn Saxpvppoia, Oidnua
Prepdpov, Awoppayia ot  0éon  €veong, ZTIKTN
Kepatitida, YZWEPUIUIOL TOL EMIMEQLKOTO, Y TEPOIUIOL
0O pon

‘O ovyvég EvdopBoiuitida **, AnokdAAnon tov apeifAnctpoetdois
Prén opeipAnctpocdovg  Ipitda,  Payoeditioa,
IpwoxvKAitida, Goiepdtnreg eakov, EAleipa embniion
Tov Kepatogwovg, Epebiopdg omn 0Oéom éveong, Mn
@LGLOAOYIKO aicOnuo otov opBaAud, Epebiopodg tov
Prepdpov «mpwteiviky opiyAn» mpdcbiov Bardpov,
Oidnua TOV KEPOTOELDOVG

Yravieg Tovorwon, Tpavuatikdc katappdktne, Yaiitda, Yromvo
Mn yvootig | ZkAnpitido****
oVYVOTNTOG

* Kataotdoelg yvootég og oyetilopeves pe v vypot tomov AMD. TTapatprnkav poévo otig peréteg yo v
vypov Thov AMD

** EvdopBaipitida pe Beticn koAMépyela Kot apvnTikn KaAMEpyELR

*E Avagpopéc vepevarsnoiog cvpneprapfavopévav eEavinpatog, Kvnopov, Kvidmong Kot LELOVOUEVEOY
TEPUTTOCEDV GOPAPDOV AVOPVAUKTIKOV / OVOPLAAKTOEWOMV AVTIOPACEDY

*EXE Avapopég amd Topakolohnomn PeTd TV KuKAOQOpia

LHeprypoagpn emileyuévarv avemBountwyv evepyeiwv

e peréreg eaong I yio tnv vypod tHmov AMD, vpée o avénon g eninT®ong TS apoppayiog
TOV EMITEPLKATO G€ aoBeveig mov AduPavay avti-0popuPwTikovg Tapdyovies. Avti 1 avENUé
eninTmon Nrov mopodpoto LeTald Tev achevodv mov Bepamedoviay pe povIPTILOVUANTT Kot
apMPepcémntn.

Apmprakd Opopupospuporicd eneicodia (ATEs) eivar avembounteg evépyeieg mov oyetilovral
duvnTika pe tn ovotnpatiky avactoln Tov VEGFE. Yrdpyet Osopntikdc kivouvog aptnplokmdv
OpoupoeuPorikdv enelcodimV, CLUTEPIAAUBOVOLEVOD TOV AYYELNKOD EYKEPUAIKOD ETEICOOI0V KoL
EUPPAYLOTOS TOV LLOKOPIIOV LETA TNV EVOODAAOELSIKN Yopnynon avactoréwv tov VEGEF.



e kKMviIKEG dokuég pe apMPepoéntn oe acbeveic pe AMD, DME, RVO kot poomikr) CNV, éyet
mapatnpnOel o younin coyxvétnta aptnplakdv Opopfoepforikdv enelcodiov. I'a dAeg Tig
evoeielg, dev mapatnpnnke a&loonUelmTn dpopd avAapeSH oTIS OUAdeg Tov BepamedTniay pe
aQAMPEPGETTN KAl OTIG AVTIOTOLYES OUASES GVYKPIONG.

Onoc kat pe 0Aeg TIG BepamevTikég TPOTEIVES, VITAPYEL TOAVOTNTO Y10, VOGOYOVIKOTNTO LLE TO
Eydenzelt.

Avogopd TOavoloyoOueEVOV aveTOOUNTOV EVEPYELDV

H avagopd mhavoroyodueveoy avemBOUNT®V EVEPYELDY LETA OO TN YOPTYNOoN GO0 KLKAOPOPToG
TOL QOPUAKEVTIKOD TPo1dvTOog elvan onpavtikn. Emtpénet ) cvveyn mapakorlovdnomn e oyéong
0PEALOVC-KIVODVOL TOV QOPHOKEVTIKOD TPOTOVTOG. ZNTElTal amd TOVG EMAYYEAUOTIEG TOL TOUEN VYELNG
VO 0VAPEPOVY OTTOLEGONTOTE TOUVOLOYOVEVESG OVETLOVUNTEG EVEPYEIEG LEGD TOL EBVIKOV
GULGTHLOTOG AVOPOPAS TTOL avaypapeTot oto [apdptnua V.

49 Ymnepodocolroyia

2T KAMVIKEG OOKIUEC, ¥pNnoipomomonKay 000elg £0¢ Kot 4 Mg 6€ Unviaio LeGOJIOGTILLOTO, KOl
VIPEAY LELOVOUEVEG TTEPUTTMGELS VTEPOOCOAOYING LEe 8 mg.

H vrepdocoroyio pe avénpévo 0yko éveong pmopel vo avénoet v evooedApia wicon. Tuvenmg, o
TEPIMTOON LIEPSOGOAOYING, TPEMEL va Tapakolovbeital 1) evdoPOdia Ttigomn Kat, e6v KpiveTot
amopaitnto and 1o Bepdmovta 10Tpo, va Eekivd emapkng Oepaneia (BA. Tapdypapo 6.6).

5. DOAPMAKOAOT'IKEX IAIOTHTEX

51 ®@oppokodvvoptke 1010TNTEG

Dappaxobepansvtikn katnyopio: OpBoiporoyucd / avtiayyeloyevetikol mapdyovies Kwdikog ATC:
SO1LAO05

To Eydenzelt sivon fro-opogdég poppakevtikd mpoiov. Aemtopepeic mAnpogopieg sivar dtabéoiieg
010V 81KkTVLOKO TOTO Tov Evponaikod Opyaviouod doapudkwmv: https://www.ema.europa.eu.

H apMBepoéntn glvar pio avacuvovacuévn TPOTEv GOVINENG TOL UTOTEAEITOL OO TULOTO TOV
eEOKVTTAPIKOV TEPLOYDOV TV LTodoyéwv] kot 2 tov avBpdnivov VEGF cuvtetnyuéva oto tunqua Fe
Tov avBpdmivov IgGl.

H apMBepoéntn napockevaletar e K1 kuttapa mobnkaov kivélikov kpikntov (CHO) pe v
Teyxvoroyia avacvvdvacuévov DNA.

H apMBepoéntn 6pa mg d10AvTOG «TapamAavn Tk vrodoyéag mov decuevel tov VEGF-A ko PIGF
ue VYNAGTEPT GLYYEVELX OO O,TL 0L PUGTKOT TOVC VITOSOYEIS KOl UTOPEL LLE TOV TPOTO QVTO VL
avaoTEIAEL TN GVUVOEGT KOl EVEPYOTIOINGT ALTAOV TV cLYYEVAOY VITodoxémv VEGF.

Mnyoviopdg dpdong

O ayyelokog evéodniiakoc avéntikog mapdyovrac-A (VEGF-A) kot 0 TAAKOLVTIOKOC AVENTIKOG
napdyovtag (PIGF) etvon péin g owkoyévelng VEGF ayyeloyevetikov mapaydvimv mov Pmwopoy vo
dpOVV MG 1GYLPOL HITOYOVOL, YNUEIOTAKTIKOT TAPAYOVTES KO TOPAYOVTES OYYELOKTG OOTEPAUTOTITOG
yia o, evoonAtakd kotTapa. O VEGF 6pa péow dvo vrodoyéwv tuposviknig kivdong, VEGFR-1 kot
VEGFR-2, ov givol mapovieg oty emipavela v evoodnitakmv kuttapmv. O PIGF cuvdéetal povo
otov VEGFR-1, o onoiog ivan emiong mapadv otnv emipdvein tTov Agvkokvttdpov. H extetapévn
gvepyomoinot avTtdv TV vtodoytwv ond tov VEGF-A pnopel va £yl og amotélecpa Taboroyikn
veoayyeimwon kot vaepfoitkn ayystakn domepatdtra. O PIGF pumopei va €xel cuvepyikn dpdon pe
tov VEGF-A cg autég T1¢ diepyacieg Kot eivarl emiong yvwoTo 0Tt TPodyeL T1 AEVKOKVTTAPIKY| dtnon
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc
https://www.ema.europa.eu/

TOV 10TAOV KL TNV AYYEWKT AEYLOVT.

Dapuokodvvakic EmOPAUoELS

Yypod tomov AMD

H vypov tomov AMD yapaktnpiletor amd taboloykn yoproedikn veoayyeioon (CNV). Awappon
aipatog kot vypov amd v CNV pmopel vo TpoKaAEGEL TAXLVGT TOV AUEIPANCTPOEIOOVG 1 01O
N/Ko1 V7TO-/EVO0aUPIPANGTPOEIOIKT ALOPPOYiO, LE ATOTEAEGLLO TNV ATMAELD OTTTIKNG 0EVTNTOG.

Xe aoBeveig mov voPAnOnKov oe Bepancia pe apAPepointn (pHia Eveon avd pnva yuo TpeLg
dtadoykove UNVES, Kal 6T GLuVEXEL pia, éveon KaOe 2 UVeEQ), 1| o LVGT TOV KEVIPOL TOV
apeipAnotpoeidong [CRT] peidbnke cvvropa petd v Evapén tng Bepameiog ko emiong peumbnke to
péco péyebog g PAdPng CNV, amoteAéopota Ta omoio ivol avtioTotyd e EKEival OV
mapoTNPOovVTOL HE T povipmovudunn 0,5 mg unviaiog.

2 perétn VIEW 1 mopampndnkav péoec peiwoeig oto CRT oty ontikn topoypaeio cuvoyng
(OCT) (-130 ka1 -129 microns v gfdopdda 52 yio trv opdda g apAPepoimtng 2 mg kabe 500
UAveg kot Ty opdda g pavipmiovpaunng 0,5 mg kabe uiva, avtictoya). Exiong oto ypovikd
onueio Twv 52 gfdouddmv, ot perétn VIEW2 napatmprinkav péceg peiwoeis oto CRT pe Baomn to
OCT (-149 kot -139 micron yia T1¢ opddeg peAéng g apAPepoéntng 2 Mg kabe 600 PNVeS KoL TG
paviumilovpdumng 0,5 mg kébe punva, avtictowya).

H peimon tov peyéBovg tng CNV kot 1 peiwon tov CRT yevikd dtotnpnfniav oto devtepo £10G TV
UEAETGV.

H peAiémn ALTAIR de&nyfn oe lanwveg acBeveic ywpig mponyovuevn Bepomevtikn aywyn yio tnv
VYpo¥ TOToL AMD Ko €dg1Ee Tapopola anoteréspato pe Tig perétec VIEW, ypnoonoidvrog 3
apYIKES Unviaieg evécelg apAPepcéntng 2mg, akoiovBodueveg amd pio Eveon Uetd omd 2 Uveg Kot
ovveyilovtag pe éva 0G0 0YIKO oy Bepameiog Kol ETEKTACNG e LETUPANTA LEGOIOGTILLOTOL
Oepaneiog (Tpocappoyés ava 2 efdopddeg 1 4 efoopnddes) ueypt 1o LEYIGTO Hesoddotna Tov 16
ePSoUAd®V COLPMVA LE Ta TPOKOBOoPIGHEVE, KpLThpla. TNV gfdopdada 52, vinpéav LEGEC LELMGELS
070 hy0g ToV KeVvTPkoD apeiPAnctpoetdovg (CRT) pe Baon 1o OCT and -134,4 kot -126,1 microns
Yo TNV opdda Twv 2 eBSOUAOMV TPOGAPLUOYNS KoL avTioTol o Y1 TV opdda tov 4 gfdouddwnv
nwpocapuoyns. H avaroyio tov acBevav yopic vypo pe Baon to OCT v efdopdda 52 rav 68,3%
ka1 69,1% otic opadeg 2 kat 4 gfdopadmv mpocappoyng avtiotoryo. H peimon tov CRT yevikd
StnpnOnke ota 600 Bepamevtikd okéAn Katd To devTEPO £T0G TG perétng ALTAIR.

H peAétn ARIES oyedidomke yio v S1EpEVVIGEL T UN-KATOTEPOTITO TOV JOGOAOYIKOD GYLOTOG
Bepomeiog kot eméTaong yuo Ty aplPepcoéntn 2 Mg, To onoio Eekivnoe apécmc LETA amd ™
yopnynon 3 apykdv pnvioimv evEGEmV Kot UtG EMOUEVNG EVEOTG LETA 0md 2 PnveS, £VAVTL TOV
S000A0YIKOV oyNuaTog Bepameiog kot enékTaong Tov ekivioe PETA amd To Tp@To £Tog Oepamneiag. o
acBeveic mov ypeldotnray Oepaneio cuyvotepn amod ke 8 efdopades (Q8), yio TovAGyIGTOV pia
@opd kotd ) odpkela TG peAéng, to CRT mapépetve vynAotepo, oAl | péon peioon tov CRT and
v évapén Emg v efdopndda 104 ftav -160,4 microns, Topdpola pe ekeivn Tov aclevav mov Ehafav
Oepaneio ava 8 efdopddeg (Q8) N oe AydTEPO GLYVE SLOGTILOTA.

Agvtepomobéc oionua e wypag kniivog oxd CRVO ka1 BRVO

v CRVO ka1t BRVO, mapovoidletot ioyoupio Tov apeiAnctpogtdong 1 omoia vepyonotel tnv
anehevbépwon VEGF mov pe 1 oepd tov amootafepomolel Tig opiytéc GLVOEGELS Kol TPOAYEL TOV
TOALOTTAAGIOG O TV evOoOnAlakadv Kuttapwv. H vrepékppacn tov VEGF oyetiCeton pe tn Adom tov
OLLOTOOUPIPANOTPOEIIIKOD PAYILOD, TV OLENUEVT ayYELOKT SLOTEPATOTITA, 010110l TOV
AUPPANGTPOELDOVG, KOl EXUTAOKES GTI VEOOYYEI®MON.

e aoBeveig mov vrofAnOnkav oe Bepaneia pe 6 cuvexdueves unviaies evéoelg apAPepoéntng 2 mg
TapuTNPHONKE (oL GLUVEXNG, YPNYOPT KU IGYVPN AVOTOUIKT 0vTOTOKPIoT (OTmG HeTpOnKe amd
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BeAtiwoeig oto péco CRT Katd v efdopada 24, | ueimwon tov CRT ftov oTaTIoTIKG AvAOTEPT GE
avtiBeon pe v opdda eréyyov kot otig Tpeig perétec (COPERNICUS yua v CRVO: -457 vs. -145
microns; GALILEO yiwa tqv CRVO: -449 vs. -169 microns; VIBRANT yuo v BRVO: -280 vs. -128
microns

Avt n pelowon and v apyki Ty oto CRT dratnpndnke péypt to téAog g kdbe peréng v
gpdoudoa 100 atnv COPERNICUS, tnv efdopdda 76 oty GALILEO kot tnv gfdopdda 52 otnv
VIBRANT.

Awofintiro oionuo. e wypos knAdog

To dwafnrikd oidnua g wypac KnAidag, eivatl emakdAov0o TG dafnTIKNG auEIPANcTpoeldonddsilog
Ko yopaktnpiletal amd avEnUéEvn ayyelodlamepaToOTNTO Kot PAAPN ot TpLyoedn Tov
aUPPANCTPOEIBOVG 1) OTTOl0 UTOPEL VO EYEL OG ATOTELEGHLO TNV ATIMAELD OTTIKNG OELTNTOC.

Y& acbeveig mov vroPARONKay oe Oepaneia pe apAiPepcéntn, 1 TAEWOVOTNTA TOV 0Noi®V Kabopictnke
ot glyav S tomov 11, TapatnpnBnke cvviopa petd v Evapén g Bepanciog ypriyopn Kot 1oyvpn
avtomokplon o¢ Tpog ) popeoioyio (CRT, DRSS eninedo).

g peréreg VIVIDPME kon VISTAPME g acOeveic mov AMdupovay Osponeio pe apiPepoénn oe
oUYKPION UE TNV Opada eA&yyov Aéilep mapatnpONKe Uia OTATIOTIKA GNUAVTIKOTEPT HEOT HelmoT
oto CRT amd v apykn Tiun Katd thv efdopada 52 nrav -192,4 kai -183,1 microns yio T1g Opadeg
g apMPepoéntng 2Q8 kot -66,2 kot -73,3 microns yuo TG 0padeg eEAEYYOL, avtioTtotya. Katd tnv
gBdoudoa 100, n peimon dwwtnpnOnke pe -195,8 kot -191,1 microns yia TG OpAdEG TNG APMPEPGETTNG
2Q8 «a -85,7 xou -83,9 microns yia Tic opddeg eléyyov, otig peréteg VIVIDPME o VISTAPME,
avtiotoya.

Mia Bedtioon > 2 Bnudtmv oto DRSS afoloynonke pe npokabopiopévo tpdmo otic VIVIDPME o
VISTAPME H kAipoxo DRSS firav Badporoynoiun oto 73,7% tov acdevav oty VIVIDPME kot oto
98,3% tv acdevav otnv VISTAPME, Katd tv eBdopdda 52, 27,7% war 29,1% tomv opddmv g
apMPepoéntng 2Q8, kot 7,5% kot 14,3% tov ouddwv eAéyyov Tapovciocav o Pedtioon > 2
Bnuérov oto DRSS. Katd v gfdopdada 100, ta avtictotya tocootd frav 32,6% xat 37,1% tav
opadmv g aprPepoénne 2Q8 kot 8,2% xat 15,6% twv opddmv eAéyyov.

H perét VIOLET cuvékpive tpio S1popeTiKd S0GOAOYIKA oYNUOTO apAPepoéntne 2 mg yio
Oepancio tov DME, petd and tovddyiotov Evav ypovo Bepaneiog e otafepd LeGOSOGTALATO, KOTE
Tov omoio 1 Oepaneia exivnoe pe 5 dradoyikég unviaieg 60ce1g akoiovBolueveg amd yoprynomn kade 2
pnives. Ty efdopdda 52 xon tnv efdopdda 100 g perétng, onAaaodn to deHTEPO Kot TO TPITO £T0G
Oepamneiag, o1 péoeg ahhayéc 6to CRT frov KAMVIKG, TOpOUOLES Y1 TO SOGOAOYIKA oynuata Oepameia
ka1 enéktoon (2T&E), pro re nata (2PRN) kot 2Q8, avtictoyo, -2,1, 2,2 kot -18,8 microns tnv
epdopdda 52 ko 2,3, -13,9 ko -15,5 microns v gfdopada 100.

Movwmixn yopioeidixn veoayyeiwon

H pvomikn yoproedikn veoayyeinon (pvoriky CNV) armotedel cuyvn aitio andAE0G TS OpOOTG GE
EVNAIKEC UE TAOOAOYIKT LOOTI0. AVOTTOGGETOL O UNYAVIGUOC ETOVAMOTG TPUVINTOC LETH OO
pnéeig e pepPpdavng tov Bruch kot aviimpocmredel o mo aneintikod yio Tnv 6pacn cHuPapa otnv
mafoAoyikY| poomio.

Y& acBeveic mov voPAnOnkav oe Oepancia pe apiPepoéntn otn perétn MYRROR (pia éveon
yopnyovpevn Katd v Evapén g Oepaneiog, pe TpOGOETEC EVEGELS YOPTYOVLEVEG GE TEPIMTMOT)
EMUOVIG 1 VITOTPOTNG TNG VOoov), To CRT peimdnke cdvropa petd v évopén mg Oepaneiog vép
g apMPepoéntne katd tnv efoopdda 24 (79 microns kot 4 microns yio TNV oudda Oepameiog pe
apMPepcéntn 2 Mg kot v opdda eEAEYYoL, avtioTor ) Kot dtatnprnke péypt v efdopdda 48.
Emiong peidbnke 1o péco péyebog g PAapng CNV.

KAl ommoteleouotikdtnTo. Kot 0o@aAELo
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Yypod tomov AMD

H aocpddeia kot 1 amotelecpatikotnta e apMPepcéntng a&loloynnkay 6e 600 TVYOLOTOMUEVEG,
TOAVKEVTPIKEG, SIMAA-TUQAES, EAEYYOUEVES LE VTTAPYOVGO evepyod Bepameia perétec o€ aobevels pe
vypov Tomov AMD (VIEW1 ko VIEW2) pe éva ocbvoro 2.412 acBevodv vofAnonkoy ce Bepaneio
Kot frav a&loloynotpot yuo arnotelecpotikotnto (1.817 pe aprPepoéntn). O niikieg tov acbevov
Kopaivovtay arnd 49 €wg 99 etwv pe éva péco 6po nAkiag ta 76 £1r. Xe oVTEC TIG KAWVIKEG LEAETEG,
nepinmov 10 89% (1.616/1.817) twv acbevadv mwov tuyoomomOnkay o€ Oepameio pe apiPepoéntn nrav
nAwiog 65 etdv 1 peyarvtepot Kot tepimov 1o 63% (1.139/1.817) frav nhiog 75 etdv 1
peyodvtepol. Xe kaOe perétn, ol acheveig ToyaromoOnkay pe avaroyio 1:1:1:1 og 1 anod 4
O0GOAOYIKA GYNILOTOL:

1)  AoMBepointn 2 mg, yopnyovpueva kabe 8 efdopddec PeTd amd 3 apyikég pnviaieg d06E1G
(apMBepoéntn 2Q8),

2)  AopMPepoémn 2 mg, yopnyovueva kabe 4 efdouddec (apAifepoéntn 2Q4),

3)  AoeMPepoént 0,5 mg, yopnyoduevo kabe 4 efdopddeg (apiPepoéntn 0,5Q4) ko

4)  Pavipmiovpaunn 0,5 mg, yopnyodueva kéOe 4 efdopddeg (pavipmovpdunn 0,5Q4).

210 0e0TEPO £T0G TMV LEAETMV, 01 0COEVEIS GUVEYIGOV TNV OPYLKT] TUYXOLOTOINUEVT] H0GOAOYNOT QAL
LLE TPOTOTOINUEVO HOCOAOYIKO GYTLLOL KOOI YOVUUEVO OO TNV EKTIHNGOT) TOV OTTIKAOV KOl TOV
OVOTOUK®OV OTOTEAEGUATOV, UE HEYIOTO KaOOoP1OUEVO ammd TO TPMTOKOAAO HOGOAOYIKO
pecodtdotna 12 efdopddmv.

Kot otic 800 peréteg, to KOPLo KOTAANKTIKO GNUEID OTOTEAEGLOTIKOTNTAG NTAV 1 AVaA0Yio TV
acOevav oty opdda tpwtokoAlov (Per Protocol Set) mov dwathipnoav v 6pacn, dniadn andieia
Ayotepov amd 15 ypoppdtov ontikng oE0TNToS Katd tnv fSopdda 52 amo v apyikn .

2 perétn VIEWL, koatd mv efdoudda 52, 10 95,1% tov acbevav otnv oudda apiPfepcintng 2Q8
datpnoav v 6paocn, o€ GUYKpLon pe 10 94,4% tov acbevdv oty opdda pavipmilovpaumng 0,5Q4.
2 perétn VIEW2, kotd v efdopdda 52, 10 95,6% tmv acbevav oty opndda apiiPepcéntng 2Q8
dwmpnoav v 6pacn o GVYKplon Ue 0 94,4% tov acbevav oy opdda pavipmlovudunng 0,50Q4.
Kot otic dvo peréteg n apMPepcéntn katadeiydnke 0Tt etvar un KaTdTEPT Kot KAVIKA 10000OVOUT| UE
v opdda pavipmbovpdunng 0,5Q4.

Aentopepn amoTELECUATA OTO TN CLUVOVAGHEVT] AVAAVCT] KOl TOV 000 LEAETMV TAPOLGIALOVTOL GTOV
[Tivoka 2 kot 610 Zynpo 1 mapoakdto.

Hivaxeg 2: ExPacers amoteheopotikotTntog Kotd TNV efdopdda S2 (kvpro avdivon) Kol Katd
™y £fdopada 96, cuvdvacpive dedopéva and Tig peréteg VIEW1 ko VIEW2E)

"Expaon Aphpepointn 2Q8 B Pavipmiovpaunn 0,50Q4
UTOTELEGPUOTIKOTITOG (ApMBepoéntn 2 Mg kabe 8 (povipmovpdfn 0,5 mg kébe 4
ePdopadeg netd omd 3 apyikég ePdoNaOEQ)
unviaieg 006GELS) (N =595)
(N=607)
EBdoudda 52 | EBdoudda 96 EBdoudda 52 | EBdoudda 96
Mécoc ap1Budg evécemv 7,6 11,2 12,3 16,5
Méoog ap1Buodg evécewmv 42 47
(amd eBdopadeg 52 €wg 96) ' '
Avaioyio acBevov pe < 15
YPUHAOTO OTOAELL OO TV | g5 33040) 92,42% 94,429 ® 91,60%
OPYLKT TIUT
(PPS &)
Awgpopd” 0,9% 0,8%
(95% CI)Y (-1,7, 3,5)* (-2,3, 3,8)*
Méon petafoin oty 8,40 7,62 8,74 7,89
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"ExBoon AphBepoénty 2Q8 B Pavipmiovpdapmn 0,5Q4
UTTOTELEGPUOTIKOTITOG (ApMBepoéntn 2 Mg kabe 8 (povipmovpdfn 0,5 mg ke 4
ePoopddeg petd amod 3 apykéc gBoopdodeq)
unviaieg 006GELC) (N =595)
(N=607)
EBdoudda 52 | EBdoudda 96 EBdouada 52 | EBdoudda 96
BCVA o6noc¢ petpnionke e
T Paduoroyia
oVayvVOPIoNG YPOUUAT®V
ETDRS? an6 tv apyixh
Ty
Awpopd 6ToV PEGO 6T
ué0odo LS (ypéppato -0,32 -0,25
ETDRS)D (-1,87, 1,23) (-1,98, 1,49)
(95% CI)Y
Avaloyia acBevov pe > 15
ypéppota KEPSOG amd TV 30,97% 33,44% 32,44% 31,60%
OPYIKT T
Awgopd” (95% CI)» -1,5% 1,8%
(-6,8,3,8) (-3,5,7,1)

A BCVA: Best Corrected Visual Acuity (KaAvtepo SiopOopévn ontiky oE0THT)
ETDRS: Early Treatment Diabetic Retinopathy Study (MeAét mpdiung avtipetdmiong g StapnTikig
apepAnotpoeidondfeiog)
LS: Méoog ot pébodo tov ehayictov tetpaydvav (Least Square) mapayopevog péow ANCOVA (Avaioon
NG GUVOLUKOUAVGNG),
PPS: Per Protocol Set
B) Full Analysis Set (FAS — IT\Mjpng opdda avéivong), Last Observation Carried Forward (LOCF —
Ae&oyoyn tehevtoiog Tapatipnong) Yo OAES TIG OVAAVGELS EKTOG amd TNV avaioyio TmV achevdv Tov
Sdwmypnoav v ontikn o&vTnta katd v efdopdda 52, n onoia eivar ) opdda tpwtokdArov (PPS)
H dwapopd etvar n tipn g opadag apiiPepséntng pelov v tipn g opddog povipmovpaunns. Mo Bty
TN evvoel v apMpPepoémntn.
Adotnpo epmictoovvng (Confidence interval — CI) vroloyi{opevo HEC® KAVOVIKNG TPOGEYYIONG
Metd v évapén g Bepameiog pe Tpelg pnviaieg 600e1g
"Eva didotnpa epmiotocivng mov Ppicketat €& 0A0KANPoL Tav® amd -10% vITodelkviEL [T KATOTEPOTNTO TG
aQAMPEPCENTNG (G TPOG TN PUVIUTLLOVUAUTT

)

A)
E)
1)

Yypa 1. Méon petapforn oty otTiky 0S0TNTO OT6 TV GPYIKI] TIH) REYPL TV
efoopasa 96 Yo Ta cvvovaopéva dedopéva amd Tig peréteg Viewl ko
View2
15 =

10 |-

Méon petaBoAr) otnv oTrTikA ofuTnTa
(ypaupara)

D 3 1 1 'l ] L I L 1 1 1 L L L L ] 1 1 1 1 L ] L ] J

12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96

ERSouadec

AQABepaémTn 2 mg Q8
£BdopGdES

Pavipmdoupdputmn 0,5 mg Q4
£BdopGdES

+
21 cvvdvacpévn avilvon Tov dedopévov tov ueietov VIEW1 kor VIEW2, n aplPepoéntn
KATEOEIEE KAIVIKG ONUOVTIKEG LETAPOAEG ad TNV ApYIKN T GTO TPOKABOPIGHEVO dELTEPEDOV
KATOANKTIKO onpeio amoteleouatikdmTog ovuemvo pe to National Eye Institute Visual Function
Questionnaire (NEI VFQ-25), ympig kAvikd onuavtikég dtapopég ot pavipmiiovpdunn. To uéyebog
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OVTOV TOV HETAPOADY NTAV TOPOLOL0 [LE EKEIVO TOVL TOPOUTNPEITOL OTIG ONUOCIEVUEVES LEAETEC, KO TO
omoio avtiotoryel oe avénon katd 15 ypdupora oty KAIpoKo «KoaAdTEPO d1opOOUEVIC OTTIKNG
o&vmragy (BCVA).

270 deVTEPO £TOG TV PEAETDV, 1] ATOTEAEGLOTIKOTNTA ST pONKE YEVIKA KABOAN TN dLdpKELD TNG
perétng (tedevtaiog aloldoynonc) katd mv efdopdda 96 kat yio to 2% - 4% tov acbevov
amortOnkay OAEC o1 evEcelg o€ punviaia Pdon, evd yio To £va Tpito TV achevav arortnonke
TOVAGYIOTOV [0, EVEST| e LecOdIdoTna Depameiog povo Eva unva.

Ot pewwoelg ot péon éxtaon g CNV ftov gppaveic oe OAEG TIG 60G0A0YIKES OUAdES Kal OTIG dVO
HEAETEG.

Ta 0mOTEAEGOTO ATOTEAEGLOTIKOTITOG GE OAEG TIG AEIOAOYNGIUEG VTTOONAdES (T.). nAkia, POAO,
QUAN, apylKn TN orTikNg 0&0TNTaG, TOTOG PAAPTS, HéEyeBog PAAPTG) oe kaBe pelétn Kot ot
GUVOLOCUEVT AVAALGT HTAV OVOIAOYQ LE TO OTTOTEAEGUATO, GTOVG GLUVOAKOVG TANOLGLODC.

H ALTAIR fjtav piioe TOAVKEVTIPIKT], TUYOLOTTOHEVT, AVOIKTNG EMONLAVONG LEAETN 96 efdopddwv o
247 lamwveg aobevelg ympic Tponyovuevn BepamentiKy aymyn yio v vypov tvmov AMD, 1 omoia
OYEOIAGTNKE Y10 VO, AELOAOYNGEL TNV OTMTOTEAECUATIKOTNTO KO TV 0CQAAELD TNG APAPBEPCETTNG
aKoAovddVTOG dV0 SLUPOPETIKAE PHEGOOAGTOTO TPOGOUPLOYNS (2 efdopndades kot 4 eBoopadeg) pe éva
3000A0Y1KO oyfua Bepameiog Kot EMEKTAONG.

Olot o1 acbBeveig Eafav unviaieg 66celg apiPepoéntns 2 mg yuo 3 priveg, akolovBodpeveg and pia
éveon UeTd omd T0 HeCOSIAGTNUIA TV 2 unvav. Xty efdoudda 16, ot acbeveig Tuyatomombnkay oe
avaioyio 1:1 g dvo Bepomevtikég opuddes: 1) apAPepoéntn og oynua Depomeiog Kot ETEKTAONG UE 2
gPOOUGOEG TPOGOPOYNG Kal 2) apALPepcéntn ¢ oxnua Oepaneiog kot enéktaonc pe 4 efdouddeg
npocappoyns. H eméktaon 1 eloyiotomoinon tov pesodiastiatog g Bepansiog amopaciotnKe pe
Béon o omTikd Kot / 1] aveTOUIKA KPLTHpLol TOL EY0V OPIOTEL GTO TPMTOKOALO LE EVOL LEYIGTO
pecodidotnua Oepaneiog v 16 efdopddmy kat yo T SV0 OUAdEC.

To kOp1o KataAnkTikd onueio amoteAespatikoTnTog NNTay N péon petaforn g BCVA and v
apykn T oty €fdoudda 52. Ta devTEPOYEV KATAANKTIKA GMUEN OMOTEAEGUATIKOTNTAG TAV 1)
avaroyio Tov acBevav mov dev Eyacav >15 ypdppata Kol n avoioyio Twv acbevav mov képdicav
tovAdyiotov 15 ypappata otny BCVA amd v apykr| tip oy gfdopdda 52.

Kot v efdoudda 52, o acbeveic 610 okélog e Oepaneiog kot EnékToomg TV 2 EBSOUAdmV
TPOCUPLOYNG KEPAIOAY £Vl LEGO TV 9 YPOUUATOV a0 TNV apYLIKT TN AvaPopiS GE GOYKPLON LE T
8,4 yphppoata yo v opdda tov 4 gfdopddmv mpocapproyns [LS péon dwapopd ota ypdupota
(95%Cl): -0,4 (-3,8,3,0), ANCOVA]. H avaroyia tov acBevmdv mov dev Exacay >15 ypduuata og 500
Bepamevtikd oxéAn Nrav tapduota (96,7% oty opdda tev 2 efdopadmv kat 95,9% otnv opdda tmv
4 gfdopdadmv mpocappoyng). H avoroyia tov acbevav mov képdioav >15 ypdupota oty gfdopdda
52 fitav 32,5% oty opdda tov 2 gfdopddwv Tpocappoyns kot 30,9% oty opdda tov 4-gfdopddwnv
mpocappoyns. H avaroyio tov acOevov mov enéktevay to pecodidotnua tng Bepaneiog Tovg o 12
gBoopddeg 1 mapardve Nrov 42,3% oty opdda tev 2 efdopddwv tpocappoyng kot 49,6% octnv
opada Tmv 4 gfdopddmv mpocapuoyne. Emmiéov, oty opdda tov 4 ef6oUddwmY TPOGOPLOYNS TO
40,7% twv acBevov Ekavay ETEKTACT TOV PecodtooTnudtov o€ 16 efdopddeg. Katd v televtaia
eniokeyn €émg v Vv gfdopada 52, to 56,8% kar 57,8% tov acBevodv otig opddeg Tov 2 efoopddmv
Kol 4 eBOOLAd®MY TPOGAPLOYNG AVTIGTOLYO, EIXAV TPOYPULLATIGUEVT] TNV ETOUEVT] £VECT] GE £Vl
pecodtdotnua 12 efSouddwmy 1 Kol TAPUTAV®.

Kotd 10 0e01Ep0 £T0C TNG HEAETNG, 1] ATOTEAEGLOTIKOTITO, YEVIKA dtortnphOnke péypt Ko v
terevtaio a&loAdynon katd v gfdopdada 96, pe péon Peltioon oty 6paotn 1 otk oEHTNTA 0T
TNV apyIkn enickeyn 7,6 YPAPUATOV Yio TNV OLAd0 TV 2 BOopddmV Tpocapuoyng Kot 6,1
YPOUUOTOV Yo TNV opdde. Tov 4 efdouddnv Tpocappoyns. H avaloyio tov acbevav mov enéktevoy
T0 pecodtdotnue. g Oepameiag Tovg o€ 12 gfdopadeg 1 mapamavo nTav 56,9% yio v opdda tmv 2
gBdopddwv Tpocappoyng kot 60,2% yio v opdda Tv 4 efdopddmv npocapuoyne. Katd tnv
teAevTaio emickeyn Tpw amd v efdoudda 96, to 64,9% kot 61,2% TV acbevdv oTic opuddeg Twv 2
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ePoopnddwv Kot 4 fOOUAS®Y TPOGAPUOYNS AVTIGTOLYO, ELYOV TPOYPULUATIGUEVT] TNV EXOUEVT EVEDT
o€ éva pecodtdotnua 12 efdopdadmv i kot Tapomdve. Katd ) didpreto Tov dedTEPOL £TOVE
Oepaneiog, o1 acbeveig otTic opddeg TV 2 gfdopddmv kat 4 gfdouddmv tpocappoyns Erapay Katd
péco 6po 3,6 ko 3,7 evécelg, avtiotoyya. Katd tn didpkeia tng dietong Bepomevtikng meptodov ot
acBeveic Ehapav katd péso 6po 10,4 evéoels.

To omTiKd Kol GUGTNUIKO TPOPIA AGPUAEING T)TOV TOPOLOLO LE TNV OTOTELEGUATIKOTTO TTOL
mapatnpnke otig Pacikéc peréteg VIEW1 ko VIEW2.

H ARIES ftav o moAvKeVTPIKT, TUYULOTOMUEVT, AVOIKTNG EMICTLOVOTG, EAEYYOLEVT] LLE EVEPYO
oappaxo perétn owdpketog 104 efdopddwv, oe 269 acbeveig pe vypod THmoL AMD Y10 TV omoia dev
glyav Mapet Oepaneio. H pelét oyxedidoke Y10, va SIEPELVNOEL T UN-KATMOTEPOTITA, OGOV 0POP TV
OTOTEAECUATIKOTNTO KOOMDG Kot TNV ACPAUAELD TOV HOGOAOYIKOV GYNHaTog Bepameiag Kot ETEKTAONC,
10 omoio Eekivnoe petd and 3 dradoyucég unviaieg d6Ge1c akolovBovpeveg amd o EVEoT HETH amd 2
UAVES £VAVTL TOL dOGOAOYIKOD oyfuatog Oepaneiog kal exéktoong Tov Eekivioe LET amd TO TPADTO
£10¢ Oepameiog.

H peiétmn ARIES diepedivnoe eniong 10 106001 TV 0c0evav mov ypeidotnkoy Oepameio cuyvotepn
amo ke 8 fdouddeg e faon v amdeacn Tov epevvnth. Ao Tovg 269 acbeveic, 62 acbeveic
Ehafav cuyvotepn SO0, TovAdytoTov pio popd katd ™ dtbpketa g perétnc. Ot acBeveis avtol
mapéuevoy otn pedétn ko EAafav Bepomeio copeova pe T BEATIOTN KAVIKY Kpion TOL EpguvnTY,
aAAG OxL cuyvoTEPQ OO KAOE 4 gfdoNAdES, Kol TO LEGOJAGTUATE, OEpATEiNG TOVG UTOPOVGAY V.
TopoTafovv Kot TaAL 0T cuvEKEL. Metd tnv andeact yio cuyvotepn Bepomeia, TO LEGOIACTI LA
Bepaneiog NTav Katd péco 6po 6,1 efdopadec. Tnv ERSopdda 104 n BCVA ftav yapnidtepn oe
acBeveig mov ypeldotniay mo gviotikn Oepaneia, TOLAGYIGTOV pia POpE KATd TN SLAPKELN TG
UEAETNG, o€ cUYKplom pe acbeveig mov dev ypeldotnkay kal n uéon aAroayn otnv BCVA and mv
évapén €mg to TEA0G TG HeAéng NTav +2,3 + 15,6 ypdppato. Meta&d tov aclevov mov vrofAndnkoy
o€ mo ovyvn Bepamneia, to 85,5% Swutnpnoe v dpaot, dniadn Exoce Arydtepa and 15 ypdppata ko
10 19,4% xépdioe 15 N meprocoTepa ypdppata. To Tpoeil acpdielag tov acbevamv wov vrofAnonkoy
o€ Ogpameia wo cuyvn amd kdbe 8 efdopddes, Ntav cuykpicluo pe Ta dedopéva acedieag v VIEW
1 xax VIEW 2.

Aevtepomobes oionua s wypag knlioog oxo CRVO

H aocpddeia kot n amotelecpaticotnto e apMPepcéntng abloloynnkay ce 600 TuyOLOTOMUEVEG,
TOAVKEVTPIKES, OUTAA-TUPAEG, EAEYYOUEVEG UE ElKOVIKT Oepameio pedétec o€ aobevelg pe devtepomadig
olonua g oyphs knAidag amd CRVO (COPERNICUS and GALILEO) pe éva ouvoro 358 acBevav
vroPAnOnkav og Bepaneio Kot Hrov aoloynoiot yio tnyv arnoteiespotikodtta (217 pe
apMPepcéntn) O nAikieg T@v acBevav Kopaivovoy amd 22 eng 89 etdv pe éva péco 6po niikiag 64
etov. Xtig CRVO peréreg, mepinov to 52 % (112/217) tov acBevdv mov tuyaonomdnkay pe
apMPepoéntn NTav nhikiog 65 et@v N peyordtepot kot mepinov 1o 18% (38/217) frav 75 etdv 1
peyodvtepot. Kot otic dvo peréteg, ot acbeveic Tuyatomomnkoy pe avaioyia 3:2 gite oe 2 mg
apMPepcéntng yopnyovueva kabe 4 efdopddeg (2Q4) gite oty opdda eA&yyov 6mov Erafav
EIKOVIKEG evéaelg kaBe 4 efoopdadeg yia £vo cUVOLO 6 eVECEMV.

Metd amd 6 cuveydueves Unviaieg evécelg, ot acbeveic Elafav Bepamneio udvo edv TAnpovcav
TPOoKABOPIGUEVH KPLTHPLO ETOVOYOPNYNONG TG Bepameiag, ektdg amd Tovg acbeveic oty opdda
eréyyov ¢ peaétng GALILEO, ot omoiot cuvéyicay va AapBavouy EIKOVIKEG EVEGELS LEYPL TNV
gpdopdoa 52. Metd and avtd o Ypovikd onpeio, OAoL o1 acbeveig mov BepamevTnioy TANPOVCHY
npokabopiouéva, KpLTnpto.

Kot otig 600 peréteg, 1o KHPLO KATOANKTIKO GNUEID MOTEAEGLOTIKOTNTOG NTOV TO TOGOGTO TV
acBevav Tov KEpdicav TovAdyiotov 15 ypaupata oty BCVA katd v efoopndda 24 oe ohykpion pe
TV apyIkn T Mia 6g0utepedonca, LETAPANTN ATOTEAEGLOTIKOTNTOC TOV 1] LETUBOAN GTNV OTTIKN
o&vmrta katd TV EfSoUada 24 GE GVYKPIOT| LE TV OPYIKN TIUN.

H dwopopd petal&d tov opddmv Oepameiog fTav GTATIOTIKA GUAVTIKT VIEP TG APAMPBEPGETTNG KO
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oTi¢ 600 perétes. H péyiot Bertioon oty ontikn o&E0TNTO EMTELYONKE GTOVG 3 UNVEC L
enakoAovO otabeponoinon g TPog TNV OTTIKY 0EHTNTO Kol MG TPOG TO KEVTIPIKO YOG TOV
auPIPANOTPOEIBOVG PEYPL TOVG 6 pveg. H oTatiotikd onpavtiky dtapopd dtatnpnonie puéypt tnv
epdoudoa 52.

Agntopepn) amoTeEAEGLOTO, OO TNV AVAALGT) Kol TV 000 HeAeT®mVv mapovotdlovtor otov Ilivaxa 3 kat
67O ZyMU0 2 TOPUKATO.
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IMivaxog 3: EkPaocsig anoteleopatikotnTag Kot TV sfdopada 24, efdondda 52 kor efdopada 76/100 (IAnpng avaiven dedopévov LOCFD) otic peréteg

COPERNICUS ka1 GALILEO
Expdoseig COPERNICUS GALILEO
OTTOTELECLOTIKO- 24 gfoopdodeg 52 gfoopdodeg 100 gfoopdocg 24 gfoopdaodeg 52 efoopdosg 76 gfoopdosg
mres AohiPep- | o g5q | A9MBep- | Opdda | AghBep- | 5, | AMBEp- | oo, | AGMBEp- | o5, | AekBep- | s,
ZGrflgrg 4 ehéyyov ;gfgg ehyov® 68; ‘:T’?g ? ehéyyovt=? 26;1313 4 ehéyyov ;gfgg EA&yyov cszrr;]’rg : ehéyyov?
~N=1149) | V7P | ~=119) | =73 [ =119 | T | =103 | OB | n-103) | V= | n-103 | N=H
Avoloyio Tov
acOevav pe
Képoos. 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% | 573% | 294%
>15 ypappata
opaong ond v
oYK T
Zw@utc’skgvn . 44,8% 25,9% 26.7% 38,3% 27,9% 28.0%
81(1((£>opa B ) (33.0 - (11,8 - (13.1- (24,4 - (13,0 - (13.3 -
(T%ig’pc') 56,6) 48’:1) 40,3) 5§'<1) 45’2) 42,6)
p <0,0001 0,0006 P=0,0003 0,0001 0,0004 p=0,000 4
Méon petapoin
omv BCVAD
OT®G peTprOnke
we ™ Padporoyia 17,3 -4,0 16,2 38 13,0 1,5 18,0 33 16,9 38 13,7 6,2
AVOYVHPIOTC (12,8) (18,0) (17,4) (17,1) 17,7) 17,7) (12,2) (14,1) 14,8) | @181 | (17.8) 17,7)
ypappdtov
ETDRS" oané v
apywkn T (SD)
Awgopd oTov 12,7 11,8 14,7 13,2 26
KEGO ot pEbodo 21,7 (7.7- 6,7 - (10,8 - (8.2 - )1
Ls™ ) (17,4 - 17,7) 17,0) 18,7) 18,2) (13' 1)'
(95% Cl) 26,0) p< p< p< p< p=0,007 0
Ty p p < 0,0001 0,0001 0,0001 0,0001 0,0001 '

A H Suapopd stvor n i g opddag aprepcining 2 mg otic efdopddec Q4 peiov v Tiur ™G opddog eAEy oL

B Alagpopd kot Stdompa epmictocvvie (CI) vroroyilovrar pe yprion g dokiung Cochran-Mantel-Haenszel (CMH) npocoppocuévn yio meptoy] (Apepin] £vavrt
Tov vdromov ko6spov yia v COPERNICUS kot Evpdnn évavtt Aciag/Elpnvikod yia tv GALILEO) kot katnyopia apykng tiung BCVA (> 20/200 kot <
20/200)

D' BCVA: Best Corrected Visual Acuity (KoAdtepa dtopfmpévn omtuc] oE0TNTa)
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A)

B

1)

]

ETDRS: Early Treatment Diabetic Retinopathy Study (MeAétn mpdiung avtipet®miong g dwfntikng oupiinotposidondadeiag) LOCF: Last Observation
Carried Forward (Awe&aywyn teAevtaiag Topathpnong)

SD: Standard deviation (Tvmikn andkAiion)

LS: Méoog otn puébodo tav erayiotov tetpaymvov (Least Square) amd6 ANCOVA

Awopopd otov pEGo ot PEB0SO TV eAayioTOV TETpay®VOV Kot ddotnua epmotocivig (CI) pe Bdon éva poviého ANCOVA pe mapdyovie tnv opddo
Oepamneiog, v meployn (Auepikn Evavtt tov veorotrtov koéouov yio v COPERNICUS kot Evpdnn évavtt Aciag/Elprvikod yioa tyv GALILEO) ko v
katnyopia apykn tiumg BCVA (> 20/200 ko < 20/200)

¥t pedétn COPERNICUS, ot acBeveig otnyv opdda eEAEyyov pmopovcay vo AdBovv apAPepCENTn avAAOYQ LE TIG OVAYKES TOVG LE GLYVOTNTO UEYPL Kol KOE 4
ePOopAdEg KOTA TN dldpKeLa TG TEPLOOOV amd TNV Rdopada 24 £mg Tnv efdopdada 52° o1 acBevelg elyav emiokéyelg kdbe 4 efOopnadeg

> pehétn COPERNICUS, ot ac0gveic 1060 oty oudda eEAEYY0L 0G0 Kot 6TV opudoa apAtepaéntng 2 mg élafav apliepoéntn 2 Mg avaAoyo Ue TIG aVOYKEC
TOVG UE oLYVOTNTO UEYPL Kal kaBE 4 gfdopadec Eextvavtag amd v efdoudda 52 £wmc v efdoudda 96° o1 acbeveig eiyov VTOYPEWTIKEG TPLUNVINIEG EMCKEVEL,
OAAG LITOPOVGAY VO £X0VV EMGKEWYELS OO KOl LE GUYvOTNTO KABE 4 €BOOAdES GV NNTAV OTTAPAITNTO

>t pehét GALILEO, ot ac0gveig 1060 otnv opdoa EAEyxov 060 Kot 6TV opdde apiPepoéntne 2 mg Elafav apAPBepoéntn 2 Mg avaAoyo Ue TIG AVAYKES TOVG
k60 8 efoopadeg Eexvavtag amd Ty efdopdda 52 £mg v efdoudada 68 ol acbeveic elyav vToypeTIKEG emicokéyelg kabe 8 efdopadec.
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Yympo 2:  Méon petafoin], amwd Tnv ap)ikn Tipnq éog v efdopdda 76/100, Tty omTIKI)
o&utnTta Katd opada Oepamnciog yia Tic perétec COPERNICUS kow GALILEO
(ITApng avérvern dcdopévorv)
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+17.3

+13.0

PRN pe

Erafepn un»{ml’u PRN pe pnviaia EKTETOpEVA
Booohoyia ueaoﬁmmyuum pecoblaoTipana
napakohouBnomng TapakoAoB8nang

b i '
0 4 8 1216 20 3 28 32 36 40 44 48 52 56 60 64 68 72 76 B0 84 88 92 96100
Efdopadec
, GALILEO
'+18.0
+13.7
; PRN jie
L. [ ITadepr pnviaia PRN pe pnviaia EKTETAPEVT
Soooloyin ,  UecodlaoTipata , uzoobigoTipara

;  naoaxohouBnonc TMapakoAoUBnonC
i o +6.2
]
3
]
l [l ] B ]
|
1
i

L i

0 4 8 12 16202:42832 36 40 44 48 52 56 60 64 638 72 76

Efdoudadec
—&——  AQAiBepoémTn 2 mg —@—  OuddaeAéyyou

MapTUpwV

To X emonuaivel TNV aAAayn Beparreiag otnv oudda eAéyxou o€ Bepatreia PRN pe apAiBepoémtn 2 mg

X perétn GALILEO, 10 86,4% (n=89) tn¢ opddag apAiPepcséntng kot 1o 79,4% (n=54) g
€IKOVIKNG opadag glyav apdtoon CRVO wg apywn . Katd v gfdopdada 24, avt) frav 91,8%
(n=89) otnv opdda apriPepcsénng kot 85,5% (n=47) otnv gikovikn opdda. AVvTég o1 avaroyieg
SttnphOnkay kotd v gfdoundada 76 pe 84,3% (n=75) oy opdda apiiPepoéntng kot 84,0% oty
EIKOVIKT] OpLAd.

> peiétn COPERNICUS, 10 67,5% (n=77) ¢ opddog apAifepcoéntng kot o 68,5% (n=50) tng
€IKOVIKNG opadag elyav apdtoon CRVO wg apywn . Katd v gfdopdada 24, avt) ftav 87,4%
(n=90) onv opdda apriPepoéntng kot 58,6% (n=34) otnv eucovikn opdda. AvTég ol avaAoyieg
SratnpnOnkav katd v efdopdada 100 pe 76,8% (n=76) otnv opdda apriPepointng kot 78% (n=39)
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TNV €1KoviKn opdda. Ot acBeveic oty gikovikn opdoa eiyav v emidoyn va Adfovv apiBepcént
omd v efdoudoa 24.

H evepyetikn enidpaon g Oepaneiog pe apAPepoéntn otn Aettovpyia TG OPOOTG NTAV TAPOLOLN
OTIC VTTOOLAdEG TV 0e0evdY Kot TNV EVapEN, LE KOAT KOl U1 KOAT QUATOON dpBANGTPOEd00C.
Ot emdpaocelg g Bepaneiog oe dAeg TIG AELOAOYNOUES VITOOUAOES (TT.). NAIKI, VA0, GUAR, aPYIKN
TN OTTIKNG 0EVTNTOG, KATAGTACT OLUATOONG ApPIPANoTpoeldovng, didpkeia CRVO) ot kabe pehétn
NTOV YEVIKG COUGOVOL UE TO OTOTEAECLOTO, TOV GUVOAK®Y TANOVCUOV.

21 ovvdvacpévn aviivon tov dedopévov tov peretdv GALILEO kot COPERNICUS, n
a@MPePcEnTn £J€1EE ONUAVTIKA KMVIKEG AAAOYEG GE OYECT WE TIG apykéG TEG Evapéng oTo
TPOKUOOPIGUEVO HEVLTEPEVOV KATUANKTIKO GNUEID ATOTEAEGUATIKOTTOC TOV OTOTEAOVGE TO
gpotnpatordyo tov EBvikov Opboipoioykov Ivetitovtov Ontikig Agitovpyiog (NEI VFQ-25). To
LEYED0G AVTMOV TOV AALOYDV HTAV TOPOLOLO LE EKEIVO TOV TOPOVGLALETAL OTIG ONLLOCIEVUEVEG HEAETEG
Ko To 01010 avtioTolyel oe avénon katd 15 yphppata oty KAipako «kaAdtepa 610p0mUEVNC OTTIKNG
o&vmragy (BCVA).

Aesvtepomobes oidnua s wypag knlidag axd BRVO

H aocpdleta kot 1 amotelecpaticdTnTo TG APAPEPCENTNG AEOA0YNONKAV GE [0, TUYOOTTOINUEVT,
TOAVKEVTPIKY], SUTAN-TOQAT, EAEYXOLEV Le ElKOVIKN Bepaneio pehétn o acbeveig pe devtepomadég
oidnua e oypdag kniidag omd BRVO (VIBRANT) nov cuumeptAdupove nuUi-KeEVTIPIKN TNG
auePAnoTpoetdikng eAéPoag. Zvvohkd 181 acBeveic vmopfindnkav o Oepaneia ko a&roroynOnkav
v TV amoterecpatikotnto (91 pe apiPepointn). Ot nAikieg Tov achevdv Kopaivovay amd 42 g
94 etiyv pe éva péco 6po nhikiag 65 etmv. Xt BRVO pehétn, mepimov 10 58% (53/91) twv aclevav
7OV TVYOOTOONKAY e aPAPepoéntn NTav nhkiog 65 eTdv 1 peyaArbtepol Kot tepimov 1o 23%
(21/91) Nrav 75 etdv 1 peyardtepot. n perérn, ot acheveig ToyoomoOnkay pe avaroyia 1:1, eite
o€ opdoa 2 mg apAPepoéntng yopnyovpeva kdbe 8 efoopddeg axolovbmvtag 6 apytkég unviaieg
€VEGELC, M 6€ opdda eaotomnéiog Aéilep yopnyovpevn atny apykn emickeyn (opdadao eréyyov Aéilep).
Ot acBeveic onv opdda eréyyov Aéilep prmopovsay va Adpovv emnpdcsbetn potonn&io Aélep
(ovopdleton ¢ Bepancia dSidcwong pe Aéwlep’) oty apyn s efoopndadag 12, pe o Atydtepo didotnpo
avapeca otic Oepaneiec 12 gfdouddec. Me fdon ta mpokabopiouéva kprtpla ot acbeveilg oty opdda
ue Aélep pumopovoav vo Adfouvv Bepaneia dtdcwong pe aplPepoéntn 2mg and v efdoudda 24 ue
yopnynon kdbe 4 efdopddeg yia 3 piveg axoiovBovpevn yio kéOe 8 efoopddes.

> peiétn VIBRANT, 1o TpmTedov KATAANKTIKO GNUEID OTOTEAEGUATIKOTNTOG 1) TOV TO TOGOGTO TMV
acBevav Tov Képoicav TovAdytotov 15 ypappata oty BCVA katd v efdopdda 24 oe chykpion pe
TNV aPYIKN OPaGT] KOl 1] OPLAdA TNG OPALPEPGETTNG MTAY AVATEPT) TNG OpAdaG EAEYYOoL Aélep.

"Eva devutepediov KaTaANKTIKO onpeio omoteAecatikdTnTag NTav 1 LETABOAN GTNV OTTIKY 0&VTNTO
KaTd TNV €fooudoa 24 o GUYKPLON LE TNV CPYIKN T, 1 OTOL0 NTOV GTATIGTIKA CUAVTIKT VIEP TNG
apMPepoéntng otn pedétn VIBRANT. H mopeio g ontikng Bedticoong ftav paydaio Kot EPTACE T
UEYLOT TN OTOVG 3 UNVEG UE SLOTPTON TV OMOTEAEGUAT®V PEXPL TO puniva 12,

v opdda tov Aélep, 67 acBeveig EhaPav Oepameio Sidomong pe apiPepoéntn pe Evopén v
ePdopdoa 24 (Oudda eEAEyyov pe evepyn Bepameio/ aplPepoéntn 2mg) e onotédecua Pektivoong otnv

OTTIKY 0EVTNTA TTEPimov S5 ypdppata amd Tnv efdopada 24 £wg 52.

Aentopepn amotelécpata omd v avaivon g perétng VIBRANT rmapovcialovton otov Tlivaxa 4
Kol 6T0 Zynpo 3 mopakdTm.
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ivakog 4: Expaceilg amoterespnatikOTNToS KOtd TV €foopada 24 ko gfoopdoa 52 (ITAqpng
avaivon ocdopévov LOCF) ot perétny VIBRANT

Expdoseig VIBRANT
OTOTELECUATIKOTITOS
24 Epoopadseg 52 Epoopaosg
AopMpep- Evepyég opado AoMPepointn Evepyég opada
ofntn 2 mg (A&lep) 2mg Q8 (A&lep) /
Q4 (N=90) (N=91) & AoMPepointn
(N=91) 2 mg®
(N=90)
Avoloyia Tov acBevadv
pe >15 ypappoto kEPSOG 52,7% 26,7% 57,1% 41,1%
amd v apykn T %
Trofopuévn dtapopdB) 26,6% 16,2%
(%)
(95% CI) | (13,0, 40,1) (2,0, 30,5)
Twn p p =0,0003 p=0,0296
Méon petofoin otnv
BCVA 6nwg petpndnke 170
pe ™ Podporoyio ’ 6,9 17,1
, . 12,2 (11,9)
AVOYVOPLONG YPOULULATOV (11,9) (12,9) (13,1)
ETDRS oamd v apykn '
Ty (SD)
Awpopd otov PHéco ot 10,5 5,2
uébodo LS A1
(95% Cl) | (7,1, 14,0) (1,7,87)
Ty p p<0,0001 p=0,0035°?

eréyyov Aéllep

H dwapopd givor n tipn g opddag apiiPepoéntng 2 mg otig efdopddeg Q4 peiov v T g opadog

B)

)

Awapopd kat 95% (CI) vroroyilovtar pe ypnomn g dokyng Mantel-Haenszel tpocappocpévn yio meployn
(Apepwn évavtt lamwviag) kot katnyopio apykng tiuns BCVA (> 20/200 kot < 20/200)

LS: péon dwapopa kot 95% CI Baon tov povtéhov ANCOVA pe v opdda Bepameiog, Katnyoplo opytkng
Tiuns BCVA (> 20/200 xat < 20/200) kot mwepoyn ( Notwo Apepikn évavtt lamwviag) og otabepéc emdpdoeig
wat apykn T BCVA o¢ cuppetafint.

BCVA: Best Corrected Visual Acuity (KaAdtepa dtopBopévn ontikn o&otnta)

A)

acBeveic amod 4 efdondoeg o 8 efdopddeg pueypt v efdopdoa 48.

And v efdopdda 24 n Oepaneio pe v opdda Bepaneiog apAPepcointne Tapatddnke yio 6GAOVS TOVS

Koatd v évapén g efdopddag 24 ot acbeveic otnv opndda Aéilep propodoav vo Adfovv Bepaneio

dlomong e aPAPEPGETTN GV VIPYE TOLVAAIGTOV EVO TPOKAOOPIGHEVO KPITHPLO EMAOYNG. ATO TO
obvolo, 67 acbeveig og avth TV opdda Erafav Bepaneio diicwong pe apiifepoéntn. To otabepd
d0c0oroYIKO oyNLo Stdomong pe apAiPepoéntn Tav 3 eopés apliPepcéntn 2 mg kabe 4 efdopddeg
akolovBolpevo and evéoelc kabe 8 efdopdades.

) OvopaoTiKy TIH=p

22



Yympo 3:  Méon petafoir] oto BCVA 6mog petpfdnke ané ETDRS BaOpoioyio I'pappatov
Katd v €foopada 52 otn perétny VIBRANT

56 VIBRANT
+17.0

+17:1
15

+12.2
10

(MTpdppara)

Méan MetaBoAq atnv Omrmikr OEuTnTal

0
4 8 12 16 20 24 28 32 36 40 44 48 52
EBAOMAAEZ
—A—  AQABepoémn 2 mg —— Ouada eAéyxou pe Aéilep

O ap1Buog TV acBevdv e KOA OUATOoT, KOTA TV Evapén g HeAETng, mov Eexivnoay oywyn Ue
apMPepcéntn 1 potonn&ia Aéilep Ntav 60% kot 68% avtictoya. Katd tnv efoopdda 24 avtég ot
avaroyiec nrov 80% Kot 67% avrtictoya. v opdda pe apMPepcéntn 1 avaroyio Tov acOevodv pe
odToon satnpndnke péxpt v efdopdda 52. v opdda Aélep, dmov ot acbeveic mAnpodsay Ta
Kprrpo va AaBovv Bepameia dicwong pe apAiPepoéntn and v fdoudda 24, n avaioyio TV
acBevav pe apdatwon awénbnke oto 78% Kkotd v efdoudda 52.

Arofintino oionuo. e wypos KnAIOoS

H aoopddeia kot anotehespatikdtnra g apiPepoéntng a&lohoyndnkoy ce S00 TUYULOTOUNIEVEC,
TOAVKEVTPIKEG, SIMAG-TOQALC, evepyd eheyydueves neléteg oe aoeveic pe DME (VIVIDPME and
VISTAPME) "Evo 6hvoro 862 achevav ot omoiot vrofAdnkay oe Ogpomeio kot fray aE10A0yHGIHOL
Y10 OTOTELEGUATIKOTNTA 01 576 Tuyotomomnkay pe apAiPepoéntn.

O nAikieg Tov acbevav kKopaivoviay omd 23 ewg 87 eTdV pE €va LEGO 0po NAIKiNG 63 eTdV. XTI
DME pelétec, mepimov 10 47% (268/576) twv acbevadv mov toyotomodnkay pe aplPepcéntn nrav
Nikiog 65 etmv M peyadvtepot Kot mepinov o 9% (52/576) Ntav 75 etdv N peyaAvtepol. H
TAELOVOTNTA TV 0c0EVAOV Ko 6TIC dvo ueAéteg eiyav Alapi tomov 1L

Kot otig dvo peréteg, ot acbeveic TuyatomomOnkoy pe avaroyio 1:1:1 og 1 amnd 3 Socoroyikd

oynuoTL:

1)  AoMBepoimtn 2 mg, yopnyovpueva kabe 8 efdopddec LeTd omd 5 apyikég pnviaieg d06E1G
(cpMPepoéntn 2Q8),

2)  AoMPepoimtn 2 mg, yopnyodueva kdOe 4 efdonddeg (aprPepoimtn 2Q4) kot

3)  Dotonnéia pe Aélep g oypag KNAidag (evepyn opdda EAEYYOV).

Hekwvovtag amod v efdopdda 24, ot acbeveig mov TAnpovcay Evay TPoKaOoploHEVO 0Vd0 ATOAELNG

g Opaong nTav emié&uot va, Adfovy tpodcbetn Oepaneia: o1 0oOeveig oTIC OUAdES TNG

apMPepcéntng pmopovoay va Aapovv Aélep Kot ot acheveic otV opado EAEYYOL UTOPOVGOV VL,

AdPovv apliPepoénn.

Kot otig 600 peréteg, To KOPLO KOTAANKTIKO GNUEID OmOTEAEGLOTIKOTNTAG NTOV 1 LEGT UETAPOAN
katd v gfdopdda 52 g BCVA amd v apyikn tipm kot ot 600 opddes apipPepoéntng 2Q8 Kot

apMPepoéntng 2Q4 anodelyfnKoyv oTOTIGTIKA OTUOVTIKEG KOL TAV AVAOTEPES OG TPOG TNV OUAOM
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eAEyyov. Avtd o 6¢elog dratnprnke uéxpt v efoopdada 100.

Aemtopepy anotedéopato and TV avéivon tov peretdv VIVIDPME o VISTAPME napovsidovron
otov [Tivaxa 5 kot oto Zynpa 4 Topokdto.
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Mivakag 5: Ekpaoceig amoteleopatikétntag Kotd Ty efdopdda 52 ko v efdopada 100 (IMafpng avaiven dedopévov LOCF) otig peréteg VIVIDPVE ko

VISTADPME
Expaosig VIVIDPME VISTAPME
OTTOTELEGPATIKOTY- 52 gfoopdodeg 100 gfoopdoeg 52 gfdopdoseg 100 gpoopdosg
T0G AohPep- AohPep- | Yrmapyovoa | AemPep- | AomPep- Yndpyov- Aohpep- Aophpep- Ynrapyov- AohPep- AohBep- | Yrmapyovoa
ofnn oéntn gvepyog ofnn oéntn o0 evepYOg oéntn oéntn 00, evepyog ofnn ofnn gvepyog
2mgQ8” | 2mgQ4 Ocpancia | 2mgQ8~A | 2mg Q4 Ocpancia | 2mgQ8~A | 2mg Q4 Ocpomeio | 2mgQ8A | 2mg Q4 Ocponeio
(Mrlep) (M&rlep) (Aérep) (Mérep)
N=135) | (N=136) N=135) | (N=136) (N=151) | (N=154) (N=151) | (N=154)
(N = 132) (N =132) (N =154) (N =154)
Méon petafoin otnv
BCVA 6mwg
netpfifnie ue tov 10,7 10,5 1,2 9,4 11,4 07 10,7 12,5 0.2 11,1 115 0,9
mivoka ovayvopiong
ypopupdtov ETDRSE
omd TNV aPYIKT TN
Alapopd 6TovV PHéco 9,1 9,3 8,2 10,7 10,45 12,19 10,1 10,6
ot puébodo LSBIE (6,3 - 6,5- (5,2 - (7,6 - (7,7 - 9,4 - (7,0 - (7,1-
(97,5% CI) 11,8) 12,0) 11,3) 13,8) 13,2) 15,0) 13,3) 14,2)
Avoroyio Tov
oobevov pe > 33% 32% 9% 31,1% | 382% | 121%  |31% 42% 8% 331% | 383% | 130%
15 ypéppota kKEpSOG
o TNV OPYIKN TN
Yrafcpuévn 24% 23% 19,0% 26,1% 23% 34% 20,1% 25,8%
SrapopaTE (13,5 - (12,6 - (8,0 - (14,8 - (13,5 - (241 - (9,6 - (15,1 -
(97,5% CI) 34,9) 33,9) 29,9) 37,5) 33,1) 44.4) 30,6) 36,6)

A Metd v évapén g Oepameiog pe 5 pnvioieg evéoelg

B O péooc LS kot 1o CI pe Bdon évo poviého ANCOVA pe ) pétpnon opyikig tiung BCVA og cuppetofAnth kot mapdyovta yio thv opdda Oepomeiog.
Emunpocétng, n neproyf (Evpdnn/Avotpodio évavt lanwviog) copmepiednke wg mapdyovtac yio tnv VIVIDPME won 10 16T0p1kd pgpdypotog tov

pokapdiov (MI) ko ayysrakod eyke@otkov eneicodiov (CVA) wg mopdyovtag yio v VISTAPME,

H Swapopd etvar n opdda e apAPepoéntng peiov tnv opdada vrapyovcos evepyoL Bepanciog (Aélep)

H dwopopd pe 1o didotnua epmiotocdvig (CI) kat to ototiotikod éheyyo vroloyiletal pe ypnon evog oynuatog otdbuiong kotd Mantel-Haenszel tpocappoouévo

katd weproyn (Evponn/Avetpoirio évavtt lartmviag) ywo v VIVI

ene1codiov (CVA) yio tmv VISTAPME

DDME

LS: Méoog otn puébodo tav erayiotov tetpaymvov (Least Square) mapayouevog pésm ANCOVA CI: Confidence interval (Atdotnpo epmiotocivng)
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KO LOTPIKO 10TOPIKO EPPPAYUATOG TOV pvokapdiov (MI) 1 ayyelokov eyKe@oaitkon

BCVA: Best Corrected Visual Acuity (KaAbtepa d1opfouévn otk o&dtnta) LOCF: Last Observation Carried Forward (Ae&oywyn tedevtaiog Tapatnpnong)




Yympo 4:  Méon perafoin) oty BCVA 6mog petpfdnke pe tov mivako avayvaopiong
ypoupdtov ETDRS arné v apyucn) typn péypr v epoopdde 100 otig peréteg
VIVIDPME xau VISTAPME

+11.4
+9.4

o

Mean petafohn otnv ommikr] ofdTnTa
(ypdupara)

ﬂ 'l 'l i il il B B Il Il Il » Il i 3 [l I 1 : "
4 12 20 28 36 44 52 60 68 76 84 92 100
ERGopadeg

15 = VISTA

1+12.5

+11.5
+11.1

]

MEan peTaBohn aTnv oTmKR ofuTATa
(ypaupara)

0 1 - iR | b i ' ) o o
4 12 20 28 36 44 52 60 68 76 84 92 100
EpOopadec
ApNBepatT 2 mg Q8 ApNBepaETN 2 mg Q4
—B— e C —a— oo
o Ymdpxouoa evepyog

Beparreia (A&iep)

Ot emdpaocelg g Bepaneiog otig aE10A0YAGIUES VTTOOUADES (T.). NAKiA, VA0, QUAN, APYLIKY TN
HbAlc, apyin Ty ontikng o&vtnrtag, mponyovpevn avti- VEGF Oepaneia) o ke pedétn Kot ot
GLVOVAGIEVT OVOADGOT NTOV YEVIKA COUPMVES LLE TO OTOTEAECUATO GTOVG GUVOALKOVG TANBVGLOVC.

g peréreg VIVIDPME kan VISTAPME 36 (9%) ko 197 (43%) acOeveic éhafav mponyoduevn ovti-
VEGF 0epoamneia, avtiotowyo, pe 3-unvn i peyoiotepn mepiodo Exmivong (washout). Ot emidpacelg e
Oepameiog oty vToopdda TV acBeEVOV 01 omoiol elyav TponyovpEvmg AaPet Bepaneia e Evav
avactoréa Tov VEGF ftav mapopoteg pe exeiveg mov mapotnphonkay og acbeveic ol omoiot dev giyav
mponyovpéveg AdPel Bepamneia pe évav avactoréo VEGF.

Acbeveic pe appotepomievpn voco ntav emthé&pot yio vo Adfovv avtl-VEGF Oepaneia otov dAlo
0L TOVG EGV 0VTO KpvOTAY ovarykaio omd tov watpd. Xt puerétn VISTAPME 217 (70,7%)
aoBeveic g apAPepodntng EAaPay apEoTEPOTAELPES EVEGELC 0pAMPBepcEmTng LEYPL TV efdopddo
100, evé ot perétn VIVIDPME, 97 (35,8%) acOeveic tng apiBepoéntng ElaBav StapopeTikh ovti-
VEGF 0eponeio otov dAho o@Baiud tovg.
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M aveEdptnn cvykpitikn peaétn (DRCR.net Protocol T) ékave yprion evoc e0EMKTOV dOGOA0YIKOD
oYNMOTOC e Bdom avatnpd kpitipla exavaAnyng Bepaneiog Kaboplopeva amd To AMOTEAEGUATO TNG
e&étaong OCT kou v 6pact . Ztnv opddo Beponeiog pe apAiPepoéntn (n=224) v gfdopndada 52,
aVTO TO S0GOAOYIKO GYNLLO 001 YNCE G ATOTELEGHN 0L 0oBeveig va Aappavouv éva péco 6po 9,2
€vEoELS, OV glvarl TaPOLO10 LE TOV aplBud yoprynong 06cewv oty opdada apiPepcséntng 2Q8 otic
peiétec VIVIDPME kon VISTAPME | drov cuvohikd n anotelespatikotnra e Oepanciog oty opdda
Oepaneiog pe apPepoéntn Protocol T Ntav cvykpioun pe v opdda g apiPepoéntng 2Q8 otig
neiétec VIVIDPME kon VISTAPME, $tmv opdda Protocol T mapatnprnke évog pécog 6pog kEpSong
Beitiowong 13,3 ypappdtov pe éva 42% tov acBevov va égovv KEpSOg TovAdylotov 15 ypaupata oty
OpaoT TOVG Ao TV apykn Tin. Ta anotedéopato acpaielag £0€1E0V OTL 1] GUVOAIKT ETITTOOT)
0POOALKAOV KOt U1 0POOAUKOV aveTIBOUNTOV EVEPYEIDY (GUUTEPTAUUPBOVOUEV®Y TOV OPTNPLOKDY
OpopPoepfoikmv emeicodiov — ATEs) ntav cuykpicipo o OAeg TiG opdoeg Bepaneidv o€ KGO
UEAETT] Kol LETOED TOV LUEAETMV.

H VIOLET, puo ToAVKEVTPIKY], TUYOMOTOINUEVT], OVOLKTNG EMLGTLLOVGNG, EAEYYOLEVT] LLE EVEPYO
oapuaxo perétn 100 efdoudadwv, oe acbeveic ue DME, cuvékpive tpio S10.popeTIKd S0GOAOYIKA
oynuata g apAPepoéntng 2 mg yo tn Ogpaneio tov DME, petd amd tovidyiotov Evay ypdvo
Oepaneiog e otabepd pecodiacthpata, Katd tov omoio 1 Oepaneia Eexivinoe pe 5 d1adoyikég unviaieg
d0ce1g akorovbovueveg amd yopnynon kébe 2 unveg. H puedém a&loAdynce tn un-kotmTtepOTNTO TNG
aeMPepcEmTNG 2 MY XOPNYOVUEVNG LECH EVOG SOGOAOYIKOL GYNUATOG Bepameiog kol ETEKTAONG
(2T&E 6mov 10 S106TAUATA TOV EVEGEMVY OLOTNPNONKOY 6TO EAAYICTO TV 8 EBSOUAOMV Kol GTASIOKA
eneKTaONKOV BAGEL TOV KAVIKOV KO OVOTOMUK®OV GTOTEAEGUATOV) Kal TG apAPepoéntne 2 mg
yopnyobvevns avaroya pe Tic avaykes (2PRN omov ot acBeveic mapaxorovBodvray kébe 4 efdonadeg
Kot 1 yopnynon ywotav otav yperalotav, pe Ao To KMVIKE Kol 0vOTOMKE OTOTEAEGLATA), OE
ovyKplon pe TV apAPepoéntn 2 mg yopnyovuevn kabe 8 efdouddec (2Q8) yio To dgvTEPO KAl TPiTO
£10¢ Oepameiog.

To kVpro kKaraAnktied onpeio amoteheopatikodtrog (aAiayn otnv BCVA and v évapén émg v
gpdoudoa 52) nrav 0,5 £ 6,7 ypaupoto oty opdde 2T&E ko 1,7 + 6,8 ypaupata oty opndado 2PRN
og ovykpion pe 0,4 £ 6,7 ypappato otnv opdda 2Q8, emTuyXEvovToS GTATIOTIKN UN-KaTt@TEPHTNTA (P
<0,0001 kot yia t1g 600 ovykpioceic, NI nepBopio 4 ypappdtmv). Ot adrayég oty BCVA and v
évapén €wg v efdopddae 100 ftav og cuvETEL e TO amoTeAEGLOTA TNG Efdopddag 52: -0,1 £ 9,1
ypépupota oty opada 2T&E kot 1,8 £9,0 ypauuate otnv oudda 2PRN oe coykpion pe 0,1 £7,2
ypappata oty opdada 2Q8. O péooc apBudc evésewv oe daotnue 100 efdopddwv ftav 12,3, 10,0
rat 11,5 yuo to 2Q8fix, 2T&E ot 2PRN, avtictotya.

Ta Tpoeik acealelog ¢ TPog T 0PHAAIIKAE Kot cuoTnuikd cvufapata kot otig 3 opddes Oepameiog
NTav Topdpole pe avtd oL Tapatnpiinkav otig facwcég peréteg VIVID ko VISTA.

Ynv opdda 2T&E, ot avéNcels kot o1 HEIMGELG OTO LEGOJIAGTILLATO TG VECTG NTAV GTT] SIOKPLTIKY|
€VYEPELD TOV EPEVLYNTY]. LT HEAETN cvoTHONKAY aVENGELS TV 2 BJOUAd®V.

Mowmixn yopiogidikn veoayysiwon

H aocpddeia kot 1 amotelecpotikdTnTo TG APAMPEPGETTNG 0EI0A0YNONKAV GE [0, TUYOLOTOINUEVT,
TOAVKEVTPIKT], SUTAG TOQAT, ELEYYOUEV UE EIKOVIKO QAPUOKO PEAETN o€ Aotdtec aoBeveic e
poomikny CNV.

"Eva ovvoro 121 acBevdv vroPAndnkay ce Bepomeio Kot Tav aloAOYOUOL Y10 OTOTEAECUATIKOTITO
(90 pe apiPepoéntn). O nhikieg tv aclevov kopaivovtay and 27 émg 83 €TV pe péon Tiun ta 58
£n. X perétn g ponikng CNV, mepimov to 36% (33/91) tov acBevodv mov tuyatomomnkay o
Bepaneia pe apAPepcséntn Nrav nhikiog 65 etdv 1| peyolvtepot kot mepinov to 10% (9/91) rav 75
ETOV N LEYOAVTEPOL.

Ot aoBeveic Toyoromomdnkay oe avoroyio 3:1 ya va AdPovv gite 2 mg apMPBepoéntng
€VOODOAOEIOIKA 1) EVEGELS EIKOVIKOD QOPAKOL YOpNYOLLEVES Lo popd KaTA TNV Evapén g HeEAETNG
HE TPOCHETEG EVETELG YOPNYOVUEVES UNVINIMG GE TEPIMTMOOT EMUOVIAG 1] VTOTPOTNG TG VOGOL UEYPL
v fdopdda 24, 6tav a&loroyndnke o Kuplo KatoAnkTiko onueio. Katd tnv efdoudda 24, o
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aoBeveic ot omoiot elyav apytkd Tvyoomombel o€ EIKOVIKO PAPUAKO NTAV KATAAANAOL DITOYNPLOL Y10l
va AdPouv v TpdTH 0601 NG APAPEPTEMTNG. AKOAOVOWS, o1 aoBevels Kat 6TIC V0 OUAOES
GUVEYIOOV VO EIVOL KATAAANAO1 DTTOYNPLOL Y10, TPOCOETEG EVEGELG GE TEPIMTMOOT EXYLOVIG 1] VITOTPOTNG
™G vOGOov.

H 61090pd peta&d tov opddwv Bepameiog Tav GTOTIGTIKE GTLLOVTIKY VIEP TS AQAPEPCETTNG Y10 TO
KOP10 KaTaANKTIKO onueio (netafoin otnv BCVA) kot 10 emPefoimtikd devTEPEVOV KOTUATKTIKO
onueio amoteAespotikdTToG (Avoroyia tov acbevav mov képdioav 15 ypdupota otnv BCVA) kotd
v fdopdda 24 o€ cOyKplomn e TV apyikn Tiun. Ot Stapopéc Kot Yio To SV0 KOUTOANKTIKG onueio
Stnpnniay €mg tnv efdopdda 48.

Aentopepn amoteléopata omd v avdivon g uerétms MYRROR nopovcidlovtar otov Iivaka 6
KOl 6TO ZyNUo S TopaKiT.

Iivakoeg 6: ExBaoelg amoteLeopoTIKOTNTOS KOTE TNV Efoopdda 24 (Kopra avdivon) Kol KoTd
™v epdopada 48 otn perétn MYRROR (ITA)png avdrvon dedopévev LOCFY)

Exfdosig amoteheopotikoTnTOS MYRROR
24 Epoopaodsg 48 Epoonaodsg
AphPep- Ewoviké AphPep- Ewoviko
oéntn 2 mg PappoKo oéntn 2 mg @appoxo/
(N =90) (N =31) (N =90) AopMpep-
oéntn 2 mg
(N=31)
Méon petaBolrr] otnv BCVAP 6nag
petpnonie pe ) Pabporoyia 121 -2,0 13,5 3,9
avayvopiong ypoppdtov ETDRS ono (8,3) 9,7) (8,8) (14,3)
v apyk Tun (SD) B
Aogopd otov péco ot pédodo AP 14,1 9,5
(95% CI) (10,8-17,4) (5,4 -13,7)
Avaroyio tov aoBevov pe > 15 -~ 38,9% 9,7% 50,0% 29,0%
yphppato KEPSOG ard TV apyIKi TN
Zradpiopévn dopopd =4 29,2% 21,0%
(95% CI) (14,4 - 44,0) (1,9-40,1)
)

A) LOCF: Last Observation Carried Forward (AicEayoyr| televtaiog mopatpnong)

B)  BCVA: Best Corrected Visual Acuity (Kaivtepo SiopOopévn ontiky oE0ThTa)
ETDRS: Early Treatment Diabetic Retinopathy Study (MeAét mpdiung avtipetdmiong tng StopnTikig
apePpAnotpoetdondfeiog)
SD: Standard Deviation (Tvmikn andxiion)
D' Mécog LS: Mécog 61 péfodo tov ehoyiotav tetpaydvov (Least Square) mopaydpevog pécm Hoviéhov
ANCOVA
4 CI: Confidence Interval (Atdotpo epmotocHvng)
B MLS péon dagopd kot 95% CI Baoet evog poviéhoo ANCOVA pe thv opddo Ogpoameiog Kot ) ydpo:
(ovopaoieg ympag) mg otabepéc emdpdcets, kat v apyikn T BCVA o¢ coppetafint.
H Swapopd ko n Ty 95% CI voloyiCovrat pe xprion g dokyng Cochran-Mantel-Haenszel (CMH)
TPOGOPUOCLEVT Y10l TN YDPa (OVOLaGIES XDPAG)

T
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ympo S: Méon petafoin] oo v apyikn Tip $og v Efdoopdda 48 oty ontikn o&vtnTa
Kotd opddo Oepameiog yro ) periétn MYRROR (ITApng avdivon dedopévov, LOCF)

T MYRROR
| +13.5
=
O 10 I~
g
55
o
3 S
< 8 +3.9
é =
= 4 8 12 16 20 24 32 36 40 44 48
; DE 1 1 1 L [l ! r [l 1 1 1 ]
= F-2.0
5L EpBopadeg
——FVY| FA 7mn — Opada eAéyyou
—@— AQABepoéntn 2 myg =0 Ouada eAéyyou

TToudwarpikdc TANOveUOC

O Evponaikoc Opyaviopog apudkmv Exel dOCEL amaAlayn omd TNV VTOYPEMST VIOPOANG TV
OTOTEAECUATOV TOV LELETMV L€ TO POPUAKEVTIKO TPOIOV OVAPOPEG TOL TEPLEYEL APAPEPGENTN GE
OLEC TIC VITOKATNYOPiEG TOV TAdLTPIKOD TANBVG OV 6TOVG TANBVGLOVE VYPOL TOov AMD, CRVO,
BRVO, DME kot poonikng CNV (BAéne mapdypago 4.2 yio TANPOoQopie OYETIKA LLE TV TUOLOTPIKN
xpon).

52  ®appuokoKiviTIKES 1O10TNTES

To Eydenzelt yopnyeiton anevbeiog 610 VOAOEIGEG GO Y10 VO OCKNGEL TIG TOTIKEG OPAGELS TOL GTOV
opOoAuO.

Amoppoenon / Kotavoun

H apMPepcéntn amoppopdtor apyd amd tov opBaAd 6T GCLGTNUOTIKY KUKAOQOPio LETE TV
€VOOLOADON YOPNYNON KO TAPOTNPEITOL GTI GUGTNLATIKT KLKAOPOPia KUPImG m¢ Eva aveEVEPYO,
otabepd cvpumroxo pe tov VEGF. Evtoutolg, povo n «ededBepn apiiepoémtny gival ukovn va
deopevoet tov evooyevr] VEGF.

e o QApUOKOKIVITIKY DTOUEAETN o€ 6 aoBeveic pe veoayyelaki, vypol ToTov AMD pe cuyvn
SEIYLATOAN YO, Ol LEYIGTEG GUYKEVIPMGELS TAACUATOG TNG EAEV0EPNC 0pMPEPTETTNG (GLGTNUATIKN
Cmax) ftav younAés, pe péon tun mepinov 0,02 pikpoypappdpioe/ml (evpog 0 éwg 0,054) evtog 1 émg
3 NueP®V HETE amd EVEOVOAOEIOIKT £veon 2 MY, KoL TAV 1N AVIXVEDGIUES dVO ERdoUddes LETA TN
yopnynon g 66omg oxeddv ce 6AOVG Tovg acbeveig. H aplPepoéntn de cucowpeveTal 6T0 TAAGLA
HE TNV EVOoDaA0EIdIKT| Yopnynon Kabe 4 efdopdoss.

H péon péyiot ovykévipmon nidopatog tng eevfepng apiPepoéntng ivor mepinov 50 £wg 500
QOPEC KAT® OO TN GLYKEVIPWOOT] APAPEPGENTNG TOV UTALTEITAL Y10, TV AVOGTOAN TNG PloAoyiKng
dpactnprotntag tov cvotnuatikod VEGF katd 50% og poviéla o (da, oto onoia mapatnpritnkav
UETAPOAEG TNE APTNPLOKNIC TTEGNC OPOTOV TOL KVKAOPOPOLVTH EMIIEdN TNG EAEVOEPNG aPAPepoéntng
¢pBacav mepinov Ta 10 pikpoypappdapio/ml, kot en€otpeye 0TV opykn T Otav To eninedo Emecav
Kt and mepinov 1 pikpoypappdapro/ml. Extipdron 61t petd v evdoiaiogldikn yoprynon 2 mg

29



6ToVG 0ofeveic, 1 pEon HEYIOTN CLYKEVTP®OT TAAGLATOG TG EAEVBEPN S pAPBepaénTng ivorl Tavm
omd 100 popéc yaunAdtepn amd TN CLYKEVIP®GT| TNG APMPEPGEMTNG TOV amatTEITOL Yol TN OEGELGT
tov ovotnuatikov VEGF katd 1o oy g péytotg tipng (2,91 pkpoypappdpio/ml) og pio peré
HE VYteic €0eAOVTEG. ZVVETMG, CUOTNUATIKES POPUAKOSVVOUIKES EMOPACELS, OTWS LETOPOAES TNG
OPTNPLOKNG TTieong, etvar amiBovec.

DapuaxokivnTikég vioperéteg o acbeveig pe CRVO, BRVO, DME 1 poomik] CNV pe péon Cmax
g eAe0Bepng apAPepcéntng oto TAGGHA NTOV TopOpota LE Tig TIHEG o€ evpog: 0,03 €wg

0,05 wikpoypappapio/ml Kot ot aropkég THéG dev Eemépacavy to 0,14 wkpoypapudpro/ml. Xvvenmg,
01 GLYKEVTIPAOGELS TNG EAeVBEPNC apMPBEPTETTNG GTO TAGC U KAOOPIGAV TIG TIUES YOUUNAOTEPO 1) KOVTA,
0TO KOTMTEPO EMMEDO KATW A0 T OPLOL AViXVELONG YEVIKA eVTOG piog efdopddag. Mn aviyvedoyeg
GUYKEVTIPMGELS EMTEVYONKOV TPV aTd TNV ETOUEVT XOPNYNOT UETA a0 4 gfdonadec 6€ GAOVE TOVG
acBeveic.

AmofoAn
Agdopévov 6t 1 apMPepcéntn elvar €vog BepomenTikog Tapdyovtog e Paon TpmTeiv, dev £xovv
Tpaypatomoinfel peréteg HetafoAloHOL.

H ehevbepn apiPepoéntn decpevel tov VEGF yia va oynuaticet éva otabepd, adpaveég cOUTAOKO.
Onoc kot pe aAdeg peydieg mpwteives, sivar ovopevopevo ot 1 kdBopor toco g ehedbepng 660 Kot
NG OEGUEVUEVNG APMPBEPCETTNG YIVETOL LECH TPOTEOAVTIKOD KATABOAIGUOV.

Neppwkr) ducAettovpyio
Agv &govv Tpaypotono el e101kég LEAETEG o€ 0oOEVELS [LE VEQPPIKT] SuoAEITOVPYIN LE TNV
apMPepcémntn.

H pappakokivntikn avédivon tov acbevav otn pedétn VIEW2, and tovg onoiovg 1o 40% &iye
veppikn duciettovpyia (24% Nmia, 15% pétpro kot 1% cofoapn), dev amokdivye dlopopic OGOV
aQOPA TIC GLYKEVIPMOGELS TAAGUATOS TOV SPUGTIKOD QUPIAKOV HETO amrd VOODOAOEIOIKT YOPNyNoT
KOs 4 1 8 efdoudoes.

I[Mopduown amoteréopata mapatnpinkay o acbeveic ue CRVO ot pedét GALILEO, og acBeveig
ne DME ot pedétn VIVIDPME xan 6g acleveic pe poomuch CNV ot uedétn MYRROR.

5.3 IIpoxivika dgdopéva Y10 TNV a6@drela

Emdpdioeig mov mopatnprinioy o pun KAMViKEG LEAETEC GYETIKA LE TNV TOEIKOTNTO
enovolopfavopevev d0cemv, SmoTdinkay povo g cuoTnuatiky ékbeor mov Bempndnke 6T NTav
ONUOVTIKA TAV® 07T0 TO avdTATO 0p1o £kOeoNC TOV avOpdOTOV HETA 0t EVOODOLOELIIKT Y0P YNoT
oV TPooptlOUEVT KAVIKT 6OGT), DTTOSNADMVOVTOG UIKPT] GUGYETION UE TNV KAWVIKN ¥p1om.

[Moapatnpndnkov defpdoelg kot eEEAKDOEL TOV AVOTVEVGTIKOD EMONAIOD OTIG PIVIKEG KOYYES OE
TONKOLG GTOVG 0TTOI0VG £YvE EVOODAAOELOIKT YopTyNoN apMPBEPGETTNG, e cuoTNUATIKN kbeom
Thvo amod T péylotn £kbeon Tov avBpmmov. 1o avMTATO ENINEDO GTO 0MOI0 dEV TapATPNONKAY
avemBounteg evépyeleg (NOAEL) tov 0,5 mg/opBaipd otovg mbnkovg, n cuotnuotikn £ékbeon yio
v eledBepr apMPepcémtn NTav 42 Kot 56 popég vynAoTepn e Baon v Cmax kot AUC otov
GLYKPIONKE L TIC AVTIOTOLYEG TIUEG TTOV TTOPATPNONKOY GTOVE EVAAIKEC 0o0EVEiC.

Agev €xovv mpaypatonombel pekéteg yio TNy evogyOuevn Letahda&loyovo 1 Kapkvoydvo dpacm g
apMPepcémtng.

Mo gmidpaon g apAPepcéntng oty evoopnTpla avantuén Katadeiynke oe peréteg g euPpuikng
avantuéng oe éykva kovvélo pe evdoeAéfia (3 émg 60 mg/kg) kabdg kor vroddpia (0,1 émg 1 mg/kg)
yopnynon. To exinedo NOAEL g untépag nrav otn 66on towv 3 mg/kg 1 1 mg/kg, avtictoyo.
NOAEL ywa v emdpacn otnv avantoén dev avayvopiotnke. Xt o6on tov 0,1 mg/kg,
ovotnuatikn €kBeomn pe Pdon v Cmax kot t cwpevtikt) AUC yo tnv eAevBepm apiiPepointn nrav
nepimov 17 ko 10 gpopég vynAotepn, avtictory o, 6Tav cuykpiOnke Le TIC AvTIoTOXES TILEG TTOV
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mopaTnPNONKOY 6TOVG AVOpOTOLE HeTd amd evooDaA0EldIKT 600 TV 2 MQ.

O1 emdPACEIC GTNV AVOPIKT] KoL YOVOIKELR YOVIHOTNTO a&loAoyOnKay ™G LEPOG LG 6UMVNG HEAETNG
og TOMKoVG pe EVOOPAEPLa yoprynomn aeAPepcénng e dOGELg mov KupdvOnkay amd 3 £wg 30 mg/kg.
[Hopatpndnke amovcio 1 axovovio eppnvoppucia pe petaforéc ota eninedo @V ONAvKOV
OPLLOVAOV OVOTOPAY®YTG KOl LETAPOAES GTI LOPPOAOYID KOt KIVNTIKOTNTO TOL GRLEPUATOC, GE OAAL TOL
enineda 60omg. Me Baon v Cmax kot AUC yuo v ehevbepn apiiPepoéntn mov mapatnpndnkov
oV evooAEPLa d6om Tev 3 my/kg, 1 cvotnuatiky £ékBeon ftav wepimov 4.900 kot 1.500 popég
VYNAOTEPT, avTioToyo, and v Ekbeom mov TopatnprOnKe GTovg AVOPOTOVE LETH ATd
£vO0DaA0EdIKT 6001 2 MQ. OAec 01 HETOPOAEC NTAV AVACTPEWILUEGS.

6. DAPMAKEYTIKEX IAHPO®OPIEX
6.1 Katahloyog ekddymv

IToAvcopPikd 20 (E 432)

Iotdivn (Yo pbButom tov pH)

Iotdivn vopoyrmpikn povodopikn (Yo pHOon tov pH)
XAwprovyo vaTplo

Tpeyaroln

"Yowp yio evéoipa

6.2 AovppototnTeg

EXieiyel peletdv oyeTikd pe tn cuuPoToTnTa, T0 TOPOV PUPUOKEVLTIKO TPOIOV OEV TPEMEL VA
OVOUETYVOETOL UE OAAO QUPUOKEVTIKG TPOTOVTAL.

6.3 Awdpkera Cong
3 ypéviog
6.4 Idwitepeg TpoPuAaEels KaTa T POLAEN TOV TPOTOVTOG

dvlaooete og yoyeio (2°C - 8°C).
Mnv katoyOyeTe.
Ddvidcoete 6NV APYIKN CLOKEVAGIO Y10, VO TPOGTATEVETAL OO TO PG,

H pn avorypévn xoyéin pmopet va puiayBei ektog yoyeiov oe Beprokpacio pkpdtepn tov 25° C ya
¢ 7 nuépec. Edv eivan amapaitnto, 1 Un avorypévi Koyéan Umopet vo eToTpapel 6to yoyeio yio
petayevéatepn ypnomn HEXPL To TéAog g dtdpkelag {ong. Metd 1o vorypa Tng KOWEANG, TPOY®PTOTE
otV éveon vVd donmreg cuVONKeG.

6.5 ®Oon Kol GLOTUTIKA TOV TEPLEKTN

AGAvpa 6€ TPOYELGUEVT] GUPLYYO ETICTLOCUEVT HE Ypoupn docoroyiag tav 50 ul, pe ndpa
gloyopnong pe EuPoro (ehactouepéc Ehaotikd) Kot tpocapuoyén apareiog Luer-lock pe mopa dkpov
(ehaotopepég ehaotikd). Kabe mpoyeiopévn ovpryya nepiéyetl oyko 0,182 ml. Méyebog cuokevaciog
™m¢ 1 mpoygopévng cupryyoc.

6.6 Idwitepeg TPoPULAAEELS aTOpPLYNG KOL AALOS YEIPIGNOG

H mpoyepiopévn cdpryya mpoopiletor yia pia povo ypnon povo ce évay o@Baiud. H e€aymyn
TOAALOTTAGDV 0OGEDV OO TPOYEUGHEVT] GUPLYYO. UTOPEL VO AVENGEL TOV Kivouvo UOALVETNG Kot
enokolovOng Aoipuméng.

Mnv avolyete TNV OTOCTEP®UEVT] KOYEAT TNG TPOYEUOUEVNG GUPLYYAG EKTOG TNG Kabapng aifovoag
yopnynongs. Kabe aypnoypomointo @oprokentikd Tpoiov 1 VITOAELUUN TPETEL VO UTOPPITTETAL
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SOUQ®VA LLE TIG KATE TOTOVG 10YD0VGES GYETIKES OUTAEELG.

H mpoygpiopévn cbpiyya Tepiéyel mepIooOTEPO OO T GLUVIGTMUEVT 000N T®V 2 MY aQAMPEPGETTNG
(mov 1odvvaypel pe 0,05 ml). BA. akdiovdn mapdypapo «Odnyieg xpHong TG TPOYELCUEVNG
GOPLYYOCH

To duivpa Bo Tpémel va ereyyBel omTikd yio TuXOV EEVI COUATIOOKT] DAY KO/ OTOYP®UATIGUO 1 Y10
KGOe peTafOAN TNC PVOIKNG ELPAVIONG TPV 0T TN XPNOT|. 1E TEPITTMGT TOL TAPAUTNPEITAL KATL 0T
TO, TOPATAV®, ATOPPIYTE TO POPUAUKEVTIKO TPOIOV.

IMa v evdovarocidikn| Eveon, mpénet va ypnotponombei feddova éveong 30 G x Y% inch.

Odnyieg xpnong g Tpoysepivg 6OpLyYag:

IMa vo TpoeToUdoETE TNV TPOYEMGLUEVT] GUPLYYO. Y10 XOPTYNOT], 0KOoAOLONGTE OAa. Ta frpaTal
TOPOKATO.

Mpoyepiouévn ocUpiyya ATrooTEIpwPEVn

BeAodva éveong
— Mwpa odpiyyag 30 G x ¥z inch
(Sev

— Evdeign mepIAapBaverar)
docoAoyiag 0,05 ml

Luer-lock —

‘EppBoro —

]

=>—— repuyio
Pa&pdog ——
€uBOAoU

Zmna A

Yhd: 1 mpoyepucpuévn oopryya
Yhkd wov dev meptrouPavovrat:
o BeAldva éveong 30 G x %2

1. YUYKEVTPAOTE TO. VAIK( GOC.
XPNCILOTOIDVTOG AOTTIT TEYVIKY], CUYKEVTIPMGTE TO VAIKA GOG KOl TOTOOETHOTE TO GE [t
KkaBapn, eninedn empdveio.

2. Avoifte 10 KOVTI.

Orav giote érowot va yopnynoete to Eydenzelt, avoi&te to kovti kat agoaipéote v

OTOCTEPMUEVT] GUCKEVOGIO TUTOV KOYEANG. EEKOAANOTE TPOGEKTIKA T1 GLCKELAGIO TOTOV

KOWEANC Yo VoL TNV avoiete, dStao@olilovTog T GTEPOTNTU TOV TEPIEYOUEVMV TG,

o Mnyv apaipeite TV TPOYEUIGLEVT GUPLYYQ OO TNV OTOGTEPMUEVT] CUGKEVAGIN TOTOL
KOWEANC, Topd LOVo OTav ElGTE £TOLUOL VO, TNV GUVAPUOAOYNCETE LE T PeAdva Eveonc.

o Mn ypnoiponoteite gdv £xel mapéAbet n nuepounvio Anéne.

. Mnyv avoiyete TNV amoGTEPOUEVT] KOWEAT TNG TPOYELUGUEVTG GUPLY YOG EKTOC TNG
kaBapng aibovoag yopnynong.

3. AQaIpEOTE TV TPOYEUIGUEVT] GUPLYYO.
XPNOUOTOIDVTOG AGTTTY TEYVIKY], APULPECTE TNV TPOYEUGUEVT] GUPLYY OO TNV
OTOGTEPMUEVT] GLOGKELAGTN THTOV KLYEANG.

4, EmOzopiote v TPoyeiopév copryya Kol TO QUPLIKEVTIKO TPOIOV.

4a. Kottd&re v mpoyeuspévn cvpryyo Kou Beformbeite ot dev €xet vmoatel {npud ko 6t 10
TOU TG ovPLyYog ival cuvdedepévo ue to Luer-lock.
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. M xpNOUOTOLEITE EAV KATO0 UEPOG TNG TPOYEUICUEVIC GUPLYYOS £XEL VTTOGTEL (a1
£Gv 10 TOUA TNG cOPLYYaS £xel amoywpiotel and To Luer-lock.

4. Kortd&te to pdppako kot feformbeite 6t 10 dtddvpa eivor doawyég Eoc eErappmg 1p1dilov,

Aypopo Emg TOAD v KOGTAVOKITPIVO Kot dgV TEPIEYEL COUOTION.

. Mn ¥pNCOTOLELTE EQV VITAPYOVLY OPATA COUOTIOW 1] €AV TO dtdAvpa givor BoAS 1
OTOYPOUATIGLEVO.
MeprotpéyTe TO TORO TS CVPLYYOC. ;
IIeprotpéyte 10 TOUA TNG CVPLYYOS KPATDOVTAG TNV TPOYEUICUEVN MepioTpeyre!
GUPLYYO LE TO EVA XEPL KL TO TOUO TNG GUPLYYOS LE TOV aVTiXELPA KOL TOV
deiktn Tov GAov yepov. (BA. Xyfipa B).
] MnV 0mooTAGETE TO TMOWW TNG CVPLYYOGS.
° T va pnv emmpeactel 0pynTKA 1 GTEPOTNTA TOV PAPHOKEVTIKOV
TPoidvTog, unv tpofréete tn papdo tov epPfodrov tpog ta TiGo. %{ )

Yuvoéote TN Perdva otV TpoyEMONEVY] GVPLYYOL.

XpNOWOTOIOVTAG AOTTTN TEXVIKT, TEPLOTPEYTE GTOOEPA TN PEAdVaL ?
éveong 30 G x % inch emdvo oto dxpo Luer-lock tg cvpryyog (BA.
Iynpe I

Zpa I’

EAéyEte Yo Quoadioes aépa.

Kpoamote v mpoyesuopévn cvptyya pe 1 edova va deiyvel Tpog ta mve kat ehEyEte TV
TPOYEULOUEVT) GUPLYYA Yol UGOADES (BA. Zynpa A). Edv vdpyovv puooiideg, ytomnote
OTOAG TNV TPOYEUIGUEVT] GUPLYYO. LE TO OGXTVAG GOG LEYPL Ol PLGOALISES VO AvEPOVY GTO TAV®
pépog (BA. Zyfipa E).

XTUTTAOTE
otraAa!

Zyfipe A Zyfipe E
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9.

10.

A@arpéoTe TIS PVOUAIdES 0épa Kon opioTE TN 0001).

T va apopéoete OAeC TIC PLGAAIOEG KOt VO 0TOPAAETE TV TEPICOELX TOV PUPUAKOV, TIEGTE
APTA ™ papoo tov gpporov étol @ote 10 00A®TO GKpo Tov guPforov (PA. Zyqpa XT) va
guOvypapmotel pe TV £vOEiEn 600010Yi0G TOV PUIVETUL GTOV KOAVOPO TNG TPOYEUIOUEVIG
ovpryyos (veodvvapsi pe 0,05 ml dni. 2 mg aphpepointnc) (BA. Xynpo Z).

Ynpeioon: Avti 1 akping torobétnon tov pfdrov givor TOAD oNUAVTIKY, EXEWN N
AavBacpévn tomoBEtnon Tov epforov pumopel va odnynoetl 6 mapoyr 60omg peyoldtepng 1
UIKPOTEPTG GO TNV EMIGNLOGUEVT.

AgikTng

0.05 mL i
Dosing
marker

OoAwTo dKPO

OoAwT6 dkpo h
TOU £UROAOU

TOoU €UROAoU

Ipe ET Tyipa Z

A@upéoTte To KGAvppa TG perdvog.
Otav ciote £towor vo yopnynoete to Eydenzelt, apopéote to
TAOGTIKO KGAvppo Beddvag amd tn Beddva (BA. Zyfqpa H).

Ipe H

‘Otav cioTe £TOLH0L, OAOKANPAOGTE TNV EVOOVUAOELOIKI] £VEGT).

H 6wadikacio g evooialoeldtkng éveong Ba mpémet va yivetal vd eAeyyOUEVEC AOTITEG
oLVONKEG, Ol 0Toieg TEPIAAUPAVOVY OTOADUAVOT TOV YEPLDV LE TN S10d1KACI0 TPOETOOCTNG
YEPOLPYEIOV KO YPTOT| OTOCTEIPMUEVOV YOVTIDV, ATOCTELPOUEVOD TEGIOV KoL
UTOCTEPMUEVOL PAE@apodiacTorén (1] 16000vapov). [Ipwv amd v Eveon Ba mpénet va
yopnynOet emapkng avorsnoio kot £vo TomKO LKPOPLOKTOVO EVPEOG PAGLLOTOC.

Kdfe amooteipouévn, mpoyepcpévn copryya 0o mpémnel va ypnopomoteitat yia tn Oepaneia
€vog ovo patiov. Edv amatteiton Ogpomeio oto etepdmAevpo natt, Oo mpémet vo ypnotpuonom el
VEQ ATOCTEPOUEVT, TPOYEUIGHEVT GVPLYYa Ko TPy otd T yoprynon tov Eydenzelt 6to ko
udtt Oa Tpémet vo, aAAoyToOV TO OTOGTEPMOUEVO TTESTO, 1| GVPLYYO, T YOVTLO, TO KOADUUATO, O
PArepapodiactoréac, n ferdva e pidTpo kou 1 feAdva Eveonc.

Kévte v éveon mélovrag ) pdpdo tov epuPforov TpooekTiKA Kal e oTabepn mieon.

o Mnyv aokeite emmAéov migon poMg 1 paPdog tov epPorov PTacel 6To0 KAT® PEPOG TNG
ovptyyas. 'Evag pikpdg vroleiupatikodg 6ykog umopel va mapapeivel otn oOpyyo, LETA ™
yopnynon éveong pe i mAnpn d6om. Avto glval pUGIOAOYIKO.

o Mn yopnyeite T0 VIOAEYWUATIKO SIAAVO TTOV TOPUTNPEITAL GTT GOPLYYOL.
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11. H apoyepiopévny cvpryyo mpoopiletal yia pio pévo ypnon.
H e&ayoyn molhamidv d6cewv amd pio mpoyeliopév cOptyya LWtopel vo avENceL Tov Kivouvo
EMPUOAVLVON G Ko EmakOA0vONG Aoipwéng. Kabe aypnoylomointo poapprokentikd mpoiov 1
VIOAEUUO TPETEL VO, ATOPPITTETOL COUPOVO LE TIG KOTA TOTOVS IOYVOVGES GYETIKES SLOTAEELG.

12.  Meta v éveon, Topakoiov0site ToV acheviy.
Apéomg petd v evéoboloeldikn éveon, ol aobeveig Oa Tpémel va mapakolovBodvtot yio
avénon g evéoedaAuiag micong. H kotdAAnAn mapakorovbnon pmopel vo teprhappdvet
EAEYYO TNG CLUATMOOTG TNG KEQOANE TOV OTTTIKOV vevpov 1 tovouétpnon. Edv arnarteital, Oa
TPENEL VO, VTLAPYEL SLABESIUOG ATOCTEP®UEVOG EEOTAMOUOG Y10 TOPUAKEVTION.
Metd v evéobaroeldikn éveor), 6Tovg acbeveig /ot Tovg epovtiotég Ba mpénet va S00ovv
001 YiEC Y10, TNV OVOQOPA TVYXOV GUUTTOUATOV TOV UTOPEL VO, VTTOINADVOLY EvE0oPBaAUiTION 1)
OTOKOAANGT TOV AUPIPANGTPOEIBOVG (.. TOVOG TOV 0pOaApoV, EpBpdTNTA TOL 0PHAANOD,
ooTopofia, BoAn 6pacn) ympic kabBvotépnon.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX
Celltrion Healthcare Hungary Kift.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
Ovyyapia

8. APIOMOX(OI) AAEIAY. KYKAO®OPIAX

EU/1/24/1895/001

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHY THX AAEIAX

Huepounvia mpatng éykpiong: 12 @efpovapiog 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agntopepeic TAnpoeopieg yio 1o Tapdv poPUAKEVTIKO TPoidV givor d1fécieg oTov SKTLAKO TOTO
tov Evpomnaikod Opyovicpov @apudkev: hitps://www.ema.europa.eu
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vTo @AapUaKO 0VTO TEAEL LTO CLUTAN PO UATIKT TOPAKOAOVONGT. AVt Ba eMTPEYEL TO YP1YOPO
TPOGIOPIoUO VEDV TANPOPOPLOV OGPAAELNC. ZNTEITAL 0O TOVG EXAYYEAUATIEG VYEING VO AVAPEPOVY
omolecdmote mhavorloyovueveg avemiBounteg evépyetec. BA. mapdypago 4.8 yia tov Tpdmo avapopdig
OVETLOOUNTWV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Eydenzelt 40 mg/ml evécipo Siddlvpo o€ PaAidlo

2. MOIOTIKH KAI ITIOXOTIKH XYNGEXH
1 ml evéoipov draiduartog mepiéyet 40 mg apiiPepoéning*.

‘Eva grahidio mepiéyet 11,3 mg aprPepoéntng og dddvpa 0,283 ml. Avtd mapéyer opéAun TocoTTa
yio. T yoprynon piag povo 66ong tov 0,05 ml mov mepiéyovy 2 mg apAPepoiming.

*TIpwteivn ouvinéng mov amoteleitonl amd TUNUATO TOV EEDOKVTTAPIKMV TEPIOYDOV TOV LTOSOYEMV 1
ka1 2 tov avOporvov VEGF (ayyegiokog evootniiakdg ovéntikdg Topayovios) GUVIETNYUEVA GTO
tunuo Fc tov avBpomvou IgG1 ko mtapackevaletor og K1 kvttopa @odnkodv kive(ikov KpiknTov
(CHO) pe v teyvoroyia avacuvdvacspévovr DNA.

"Exdoya pe yvoot dpdon:

Av16 10 pappaxo mepéyet 0,015 mg molvoopPikod 20 (E 432) og kabe 0,05 ml avé 66om, mov
ooduvvapovv pe 0,3 mg/ml. Ta tolvcopPikd pmopei vo TpoKaAEGOVY AAAEPYIKEG OVTIOPAGELG.
Evnuepaote tov 10tpd cag eGv EXeTe YVOOTEC OAAEPYIEC.

I"a tov TAnpn KaTdroyo TV ekddywv, PA. mapdypoeo 6.1.

3. D®APMAKOTEXNIKH MOP®H
Evéowo d1dAvpa (evéoyo)

Aryég g eAappdg 1p1dilov Kat dypmpo Emg TOAD oyvO KAGTAVOKITPIVO, 160-OGUMTIKO StdAvUa.

4. KAINIKEX TAHPO®OPIEX
41 OgpamevTikég gvosiselg

To Eydenzelt evdeikvuton yio evniikovg, yio tn Ogpomeio

. NG VEOYYELOKNG (VYPOV TOTOV) NMAKIUKNG EKEOMONG TS WYPAg KnAidag (AMD) (BA.
Tapdypoo 5.1),

. ™G SaTtapoynG g Opaons Ady® devTeEPOTABOVS OLONLLITOG TNE WYPAS KNAMOAG amd amdepoéin
oAEPag Tov auePAnotpogidovg (kKhadwkng RVO 1 kevrpikng RVO) (BA. mapdypago 5.1).

o NG dTapOYNG TNS OPACTG AOY® S1ofNTiKod 0101 HaTog TG @YPAS knAidag (DME) (BA.
Tapdypaeo 5.1),

o NG JTAPOYNG TNS OPUOTIG AOY® HUVMOTIKNAG YOPLOESIKNG veouyyeimong (Loomiki CNV) (BA.
mopaypapo S.1).

4.2  Aocoroyio Kol TPOTOG JOPNYNONS
To Eydenzelt mpoopiletar yio evdoboroedikn éveon povo.

To Eydenzelt npénet va yopnyeitar povo omod €e1dikevpévo tpo pe epmelpio otn deéaymwyn
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£VOODOAOEIOIKOV EVECEWMV.

Aocoloyia

Yypod tomov AMD
H cuvictdpevn d6om yia to Eydenzelt eivar 2 mg apAifepoéntng, mov icodvvapei pe 0,05 ml.

H Oepamneio ue 1o Eydenzelt Eexiva pe pia dveon avd piva yio tpeig S1a80yikég S00E1S. XN GLVEYELQ
T0 pecodtdotna g Bepaneiog emexteiverol og dVO UNVEC.

Me Baomn v kpicn Tov BepdmovTa 1TpoD Y10, TNV OTTIKN 0EVTNTU KOUT TO OVOTOULIKG ATOTEAEGILOTA,
TO HEGOJIACTN O LETAED TV Bepameidv umopel va dtatnpnbet otovg 600 pnveg N vo emextobdel
TEPIOCOTEPO, YPNOIUOTOLOVTOG VA SOCOAOYIKO oyfia Bepameiog Kot ETEKTAGNC KATA TO 0010 TA
UEGOJUCTNUATO, TOV EVEGEDV avEdvovTal og 2- M| 4- efdopadiaieg Tpocavénoelg mote va dtotnpn et
otabepn N onTikn 0EHTNTA KO/ TO OVOTOMIKE OTOTEAEGUATO.

Edv n omtikn o&htnTa Ko/ To ovaTOIKG, amoTeEAEGUATO ETOEVDOODY, To, pecodiaoTthuata Oepaneiog
0o Tpémel va petmBolv avtictoiyme.

Agv vdpyel Kamola amaiTnomn yio TopokoAovdno avipeso otic evEselg. Me Bdaomn tnv kpion Tov
Oepamovta 10TPov TO TPOYPULLO ETICKEYEDY TOPAKOAOVONONG UITOPEl VA Elval TTo GUYVO 0o TIg
EMOKEYELS TOV EVECEMV.

Agv €xel pelemOei pecodidotnua Oepomeiog LeyoaADTEPO QO TEGGEPLS UNVEG 1) WKPOTEPO amd 4
gPdoudoeg avapesa otig evéoels (PA. mapdypao 5.1).

Aevtepomabés oionua s wypag knlidog arxo RVO (kiadikn RVO i kevipiky RVO)
H ovviotdpevn d6on yia 1o Eydenzelt eivon 2 mg aplPepoéntng, mov wodvvapei pe 0,05 ml.
Metd v apyikn éveon), 1 Oepameia divetar avé piva. To didotnua avdpeca oe dvo d0celg dg Ba mpémet

va gtval pkpotepo amd Eva punva.

Edv n ontikn o&HtnTa kot to ovaTopkd amoteAés ot delyvouv 0Tt 0 aoBevr|g dev emmpereital amd
™ Bepameia, To Eydenzelt 8a npémetl vo dakdmteTar.

H pnviaia Bepaneio cvveyilel péyxpt va emitevyBel 1 Péylotn otk oEVTNTO KOV VO U1V VITEPYOLV
onueia evepyoL dpactnploTnTog TG VOsou. Mropel va ypelactodv Tpeig 1 TePIocdTEPO SLUSOYIKES
unviaieg eVEGeLC.

H Oepaneio propei axorovBwg va cuveyiletor pe éva d0c0Aoy1KO oyfua «Oepameiog Kot ETEKTUCTO)
pe Baduiaio avénon tov deotnuatov Beponeiog dote va datnpnboldv otabepéc ot omTIKEG KoM Ot
OVOTOMKEG TTOPAUETPOL, OTOGO JEV VTLAPYOLY ENOPKN GTOLYEIR TOV Vo GuVOyilovv TN dldpkeln
QVTAV TOV SLCTNUAT®V. AV 01 OTTIKES KA1 OVOTOUIKEG TAPAUETPOL EMOEWV®OOVV, TO LEGOIIAGTI LA
g Oepameiog Oo mpénet va peiwbei avardywme.

H napakorobOnon kat o mpdypoppe Oepanciag Ba npénet va kabopiletatl amd to Oepdmovta 1atpd
Béoet g atoutkng avtamdkpiong Tov 0chevoig.

H napakorohOnon g mopeiag T vocov umopel va mepthapfavel KAviKY eE€Toot, KMVIKO
EPYOOTNPLOKO N OTEIKOVICTIKO EAEYYO (7). OTTIKY TOUOYPAPIOt GLVOYNG N PAOVLOPOAYYELDYPAPia)

Arofnrio oidnuo. g wypas knAioog
H cuvictdpuevn 86om yia to Eydenzelt sivar 2 mg apiifepoénng, mov icodvvapei pe 0,05 ml.

H Oepamneia ue 1o Eydenzelt Eexvd pe pia Eveon avd univa, yio tévie dradoyikég 600EIC, KOl 6T
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ovvéyeln pia éveon kébe dvo pveg.

Me Baon tnv kpicn ToL 1WTPod GYETIKA UE TNV OTTIKY 0EVTITO KOUT TO OVOTOUIKA ATOTEAEGIOTA, TO
pecodtdoTn U HETOED TV Bepameidv pumopel va dtatnpnbei otovg 2- uveg 1 va e&atopkevbei, 0nmg
He €va 6000A0YIKO oyMLa Bepameiog Kol EMEKTUONC KATA TO 0010 T LLEGOJACTHLOTA TV Bepameidy
ouvnBmg avéavoviat e Tpocavénomn 2 efoopddmv dote va dtatnpnbel otabepni n ontikn) ovTnTa
KOU/T| TO OVATOIKG, OOTEAEGHOTA. Y TAPYOLV TTEPLOPIGUEVE dedopéva Yia daoTipata Bepameiog
ueyoAlovtepa tv 4 unvav. Eav 1 otk o&0tta Kau/m To avatopkd omoteAéopata exdevmbovy, ta
uecodtactnuato Oepaneiog Oa Tpénet vo, pelwbovv aviiotoiywe. Agv éxovv ueietndei dStootuoto
Oepaneiog pikpotepa Tov 4 efdopadmv peta&d Tv evésewv (BA. mapdypaeo 5.1). To mpdypoppa
mapakorlovinong Ba tpémel va kabopiletor and tov Bepdmovta 1Tpo.

Edv ta ontikd kot avatopukd anotehéspato deiyvouv 0Tt 0 achevig dev weeAeital amod T
ovveyopevn Bepanceia, to Eydenzelt 6o npénet va drocomei.

Movwmikn yopioeidixn veoayyeiwon

H ovvietduevn 66on yia 1o Eydenzelt sivan o epdmal evéotorogidikn éveon 2 mg apPepoéntrg,
7ov avtiotoyyel pe 0,05 ml.

[Ip6cbeteg 600e1g pmopovv va yopnynBovv edv 1 OTTIKN 0EHTITA KOUT TO OVOTOMKG ATOTEAEGLOTA
VTOJEIKVOOVVY OTL 1] vOG0G emipével. Or vmoTpomég Oa Tpémel va avTIHETOTILOVTOL (0C VEEG EKONADGELG
g vocov.

To mpoypapupa Tapaxorovdnong o mpénet va kabopiletar omd Tov Oepdmovta 1Tpo.

To diotnuo avapeca oe dvo d0ceLg Og Ba TPEmel va eivar LIKPOTEPO OO Eval VAL,

Ewwoi mAivOnouoi

Hrozixn #/xou veppixn dvolertovpyio.
Agv &povv mpaypotonom el s1d1kég peléteg o 0oOeVeEig e NIOTIKY 1)/KoL VEQPIKT OVGAELTOVPYIa. LUE
™mv apMPBepcEmTN.

Ta dwabféoiua dedopéva dev VITOSEIKVDOLY AVAYKN Y10, TPOGapUoYN TG 6dong pe to Eydenzelt og
avToVG ToLG 0loBeveig (PA. mapdypago 5.2).

Hliiwuévos mloOnouos
Agv amaitovvton e101kég puOuioels. Yrdpyel mepropiopévn euneipio o€ acbeveic nAkiog aveo twv 75
etov ue DME.

Houdrorpinog ninQvouog

H acpdieia kot 1 omotedeopatikotnta tov Eydenzelt oe moudid kon e@rifovg dev éxovv tekunpimOet.
Agv vtapyetl oyeTIKN YPNomn TG APAMPBEPCETTNG GTOV TASIOTPIKO TANOBLOUO Yia TiG EVOEIEELG LYPOV
tomov AMD, CRVO, BRVO, DME «a1 poomikr CNV.

Tpomog yopnynong

O1 ev30DOAOEIOIKEG EVEGELG TTPETEL VO, TTPAYLATOTOLOVVTOL GOUPMOVO LE TNV KOOIEPOUEVT 10TPIKN
TPOKTIKN KoL TIG 10Y00V0EG KATELOLVTNPLES 0ONYiES, 0o eEEOIKEVIEVO 10TPO LE EPTELPiO OTN
SteEaymyn evooDaAoEIdIKAOVY evécemv. ['evikd, Tpémet va dtacpaiiletor 1) emapkng avaiodnoio Kot
oaonyio, cCOUTEPIAAUPAVOLEVTG TNG XPNONG TOTLKOV LUKPOPLOKTOVOL EVPEOS PAGLATOS (7). 10100Y0C
woP1dovn epappolouevn oto meptoPBolkd dépua, To PAEPAPO Kal TNV 0QOUALIKT ETPAVELD).
ZUVIGTOVTOL ATOADOVOT) TOV XEPLADV, LE TN OUOIKOGI0 TPOETOLAGING XELPOVPYEIOV, UTOCTEPMUEVOL
YAVTLO, OTOCTEIPOUEVO TTEDIO KO ATOGTEIPOUEVOS PAEPOPOIIOOTOAENS (1] 1GOSVVALLO).

H BeAdva g éveong mpémel va e1cayetal 3,5 — 4 mm wiow amd T0 GKANPOKEPOTOEDES OPLO PUEGT GTNV
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DOAOEOIKT KOLOTNTA, amoPehyovTag ToV 0pllovTio LECUPPIVO Kol GTOYEDOVTOS TPOG TO KEVTPO TOL
BoABob. Zn cvvéyeto yopnyeitor o evéoipog 6ykog tv 0,05 ml. Atapopetikd onueio tov okAnpod Ho
TPETEL VA YPTCILOTOIEITAL OTIG EMAKOAOVOEG EVEGELS.

Apéomg petd v evoobarogldikn éveon, ol acbeveic mpémel va mapakoAovBovvTal Yo avénon e
evdopBdAoc wieons. H katdAAnin mapakorobnon propel va mepthapfdvet ELeyyo g apudTmong
NG KEPOUANG TOL OTTIKOD VEDPOL 1 Tovopétpnon. Edv amaiteitol, 0o npénet va vrdpyet dtabéoipog
OTOGTELP®UEVOC EEOTAMGUOG Y10 TOPAKEVTINOT.

Metd v evéobaroeldikn éveor|, 6Tovg acbeveig Tpémel va dobovv 0dnyieg yio TNV avapopd Tuyov
CUUTTOUATOV TOV UTOPEL VO VTTOOMADVOLY evioeBaApiTda (7). dAlyog Tov 0pBaAoD, EpuBpdTnTa
oV 0QOaALOD, PmToPOBia, BoAn dpacn) ympic kabvcsTtépnon.

Kda0e prokidio mpénet va ypnoponoteital yio ) Bepomeio evog opBaipov povo. H e&aywyn
TOAAMUTAGDV 0OGE@V a0 £vo, PLOAISI0 propel va avéNcel Tov Kivouvo ertudlvveng 1 exakdioving
Preypovig.

To @laAidio TTepLEyEL TEPIOTOTEPO OO T GLVICTMUEVT 066N TV 2 Mg apAPepcéntng (Tov
oodvvapet pe 0,05 ml evéoipo didlopa). Kabe graridio Eydenzelt mepiéyet 6yxo 0,283 ml kou dev
TpéMeL va yprotponoteital oAOKANPo. O emmwAéov 6YKog TPEMEL VO, ATOPPITTETOL TPLV TNV £VEST TNG
cuvieTONEVNS d061g (PA. Tapdypago 6.6).

H éveon 6hov tov 6yKov oL Praidiov Ba propovoe va 0dnyfoet og vaepdocoroyia. ['a va
amopakpLuvhohv o1 puoaAideg aépa poli pe TNV TEPICOELN TOV PAPLAKEVTIKOD TPOTOVTOG, TIESTE 0Py
70 ¢UPoro £T61 MGTE TO EMINESO AKPO TOV EUPOLOL Vo EVOVYPULIGTEL UE TN YPOUUR S0GOA0YIOG TTOV
vrodewkviet 0,05 ml endve ot ovpryya (toodvvapei pe 0,05 ml, dnA. 2 mg apAiBepoéntng) (PA.
Taporypaeovg 4.9 kat 6.6).

Metd Vv éveon, KGO apNOLUOTTOINTO TPOIOV TPENEL VO OTOPPINTETAL.

I"a 1o xepiopd 10V EAPUAKEVTIKOD TPOTOVTOG TPV OO TN XOP1yNom, PA. mapdypapo 6.6.

4.3  Avrtevodsiteag

YrepevaioOnoio ot dpactiki ovcia apMPBePGENTN 1| 6€ KATO10 amd T £KO0Y0 TOV AVUPEPOVTOL
otV mopdypapo 6.1.

Evepyn 1 evoeyopevn oeBoipikn 1 mepto@Baipky] Aoipwén.

Evepyn coPapn evéopBaiua preypovn.

4.4  EwKég TPOELOOTOUM|GELS KU TPOPVAAEELS KAT TN Y(p1jon

IyynAaciotnta
IIpoxeyévou va Bektimbel  yyvnAacipudtnta TV BloA0YIKOV QOPUAKEVTIKOV TPOTOVTI®V, TO OVOLLN
KoL 0 aplOpOg TOPTIOOG TOL YOPTYOVLEVOD POPLAKOL TPETEL VO KATAYPAPETOL LUE CAPTVELD.

Evéoborocidikéc evéoeic — oyetilOpeveC avTIOPOAOELC

O1 evOODOAOEIDIKEC EVETELG, CUUTEPIAAUPOVOUEVOY EKEIVOV e APMPEPCETTN, EYOVV CLUGYETIOTEL e
evOoQOaAUITION, EVOOPBGALLO PAEYLLOVT, PNYLOTOYEV] OITOKOAANCT TOL OUEIPANGTPOEIBOVS, PHEN
TOV QUEIPBANGTPOEIBODS Kol LOTPOYEVT TPOLLOTIKO Katappdktn (BA. mapdypapo 4.8). Kotd
yopnynon tov Eydenzelt, mpémnet va ypnoiponotovvion Tavto KotdAANAeg GoNTTes TEXVIKEG EVECTC.
Emnpocbétme, ot acBeveic Oo mpémet vo mapakorovBodvior Kotd ) Stdpkela ¢ BOOUAdaG UETE TNV
§veon TPOKELUEVOD va. lvar duvath 1 Eykaipn Bepoameio oe TepinTmoT EUPAVIOTS AoIH®ENC. XTOVG
aoBeveig Oa mpémet va 60000V 0d1yieg Yia TV avapopd ympic KaBLGTEPTON, TLYXOV CLUTTOUATOV TOV
UTopEl VoL VTTOINADGVOLV EVOOEOOAUITION KOl AVTA B0l TPETEL VOL AVTILETOTIGTOVV KOTOAATALL.
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To @aridio mepi€yel meptosdTEPO O TNV GLVIGTAOUEVT 00T TV 2 My apiPepséntng (Tov
toodvvapet pe 0,05 ml). O emmdéov dykog Ba Tpénet va amoppiedel Tpv amd T yoprynon (BA.
mapaypdeovg 4.2 kot 6.6).

Avénoeic otny evéopbdipia tieon Exovv TapatnpnOel evidg 60 AenTdV amd TV EVOOHOAOEISIKT
éveon, cuumepLapPavorévey Kot Tov evécewv e TNV apAtBepoéntn (BA. Tapdypago 4.8). Amarteiton
£101k1 TpoPOAEN oe acbeveic pe yAavkopo wov dev eElEyyovtar emapkmg (Uny evéoete o Eydenzelt
eV 1 evdopBdd o tigom elvar > 30 mmHg). e 6leg TIC TEPIMTOGELG, KoL 1] EVOoPHdAIa Tieon Kot M
QLUATOON TG KEPUANG TOV OTTTIKOV VEDPOL TPETEL EMOUEVMS VAL TAPAKOAOVOOHVTIL KO VoL EAEYYOVTaL
KOTAAANACL.

Avocoyoviotnto

KaBdg n apiPepoéntn sivar pio Bepamevtiky] TpoTeivn, vdpyet 1 TOAVOTNTO AVOGOYOVIKOTNTAG LE
to Eydenzelt (BA. mapdypago 4.8). Oa npénet va divovtar 0dnyieg 6Tovg acbeveis va avaeépovy Tuydv
ONUEID ] GUUTTOUATO EVOOPOAALLOGC PAEYLOVIG, TT.Y. GAYOG, prTogofia, 1 epuBpodTNTa, TO OTTOlN
umopel va amotedohv KAvikd onpeio mov amodidovtal o€ vepgvaicinaia.

2VOTNUOTIKES EMOPACELS

Metd and gvéodaroctdkn éveon e avactoreic VEGF, éxovv avagepBel cuotnpoticéc avembounteg
gvEpYelEG TOV TEPIAOUPAVOUY LN 0QBaAKES alpoppayieg kot aptnplakd Opoupospufoitkd coufdvto
KoL VTAPYEL Evag BemPNTIKOC KIVOLVOG ALTEG O1 EVEPYELES VO GLVOEOVTAL [E TNV avaoToAn Twv VEGEF.
Yrdpyovv meplopiopéva dedopéva yio v acpdrela ot Bepancio aclevov pe CRVO, BRVO, DME
N poontk CNV pe 16Toptkd ayyelokol eyKEQPIAIKOV €TEIGOOI0V 1 TOPOSIKDOV IGYOUKDV ETEIGOSIMV
N ELPPAYUATOG TOV LVOKOPSIOL EVTOG TV TPOTYOVUEVAOV 6 UNVAOV. ATTALTEITOL TPOCOYN KOTA TN
Oepaneio aLTOV TOV AcHEVOV.

Ala

Onwg kot pe dAdeg evoovarocidikég avt-VEGF Oepameieg yio AMD, CRVO, BRVO, DME kot

pvorik CNV, oydovy eriong ta akdiovba:

o H acopddeia kot 1 amotelecpaticotnTo TG Oepaneiog e apAPEpGENTN KOl GTOVS dVO
0pBaAL0U¢ TovTOYpOVa dev £xovv peretnBel cuotnuotkd (PA. mapdypaeo 5.1). Edv deEdystan
opEoTEPOTAELPY| Bepameion TNV 1010 ypoviKn TEPi0d0 OWTO PIToPEL Vo 00N YHGEL GE ADENOT TG
oLOTNOTIKNG £kBeonC, ToL TOAVOG Vo AVENGEL TOV KIVOLVO Y10l GUGTIUOTIKEG OVETOOUNTES
gvépyelec.

o H tavtoypovn ypnon dilov-ov avtt — VEGF napaydviov (ayyslakog evoodniiokdg avéntikog
ToPAyoVTaG).

Agv vtapyovv drabéciua dedouéva Yo TV TAVTOYPOVT ¥PNON TG APAMPBEPCETTNG 1e GAND avTL
— VEGF okevdopata (cuotnuotikd 1 opBaikad).

o Ot Tapdyovieg Kivdhvov ov oyetiCovrot pe v avantuén piéng tov pelayypodov embniiov tov
apePAnotpogtdong petd and avii-VEGF Bgpaneia yia vypod tomov AMD, cupnepirappdvouv
UEYOAN )/KOL VYNAT AtoKOAANGT) TOV pedayypoov exniiov Tov aupiAnctpoedons. Katd v
évap&n g Bepanciog pe apriPepcséntn, anarteiton Tpocoyr oe achevels pe avTovg TOVG
apdyovteg KvdoOvou yia priEeLg Tov pelayypoov emBniiov tov apuiBANcTpoEdovG.

o H Oepaneio mpémetl va drokomtetal o€ acOevelg Le pryLOTOYEVT] ATOKOAANGT) TOV
aUPPANCTPOEOVS | OTES TNG WYPAS KNALdAG oTadiov 3 1 4.

o 2NV TEPINTMON POYUNG TOV AUPPANGTPOEB0DS, 1) 0601 B TPENEL VO, AvOTTAAEL KO 1|
Oepamneia ¢ Do TPEMEL VoL apYICEL EK VEOL TPV 1] POYUN OTOKOTAGTAOEL ETOPKADC.

o H d60n Ba mpémer va avactarel kau 1 Oepaneio Oe Ba Tpémel va apyicel vopitepa amd tnv

EMOUEVT TTPOYPUULOTIGUEVT Oepareia 6€ KUTOOTAGELG OTMC:
o] peimon tng kaAvtepa d1opbmpévng ontikng o&vmtog (BVCA) katd > 30 ypdupata o€
ovyKplon pe TV tekevtaio a&loAdynon g onTikng o&vnTag.

o] VTOUEIPANGTPOEIDIKT Opoppoyio, oV eUTAEKEL TO KevTpkd Pobpio, N edv To péyebog g
apoppayioag givar >50% g GUVOMKNG TEPLOYNS TNG PAAPTS.
o H d60n Oa mpémet va avactarel yio, pio tepiodo 28 nuep®V TPV 1 LETA OO TPOYPULUATICUEVT
N devepynBeica evooeBaAa yelpovpykn enépPaon.
. To Eydenzelt dev mpénel va ypnoipomoteitol katd t didpkela T KOMoNG KTOG €4V TO

evoEXOLEVO OPELOG VTIEPTEPEL TOV EVIEXOLEVOL KIvOUVOUL Yia To EUPpuo (BA. mapdypagpo 4.6).
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. O1 yovaikeg 6€ avomopay®yikn NAKio TPETEL VO, XPTCLLOTOI0VV OTOTEAEGLLOTIKY OVTIGVAATYN
Katd T ddpKeln TG Bepameiog Kot yio TOVAQYIoTOV 3 UNVEG LETE TNV TEAEVLTOIN
gvdobaroeldikn éveon apAPepoéntng (PA. mopdypapo 4.6).

. Yrdpyel mepropiopévn eumepio ot Oepaneio tov acbevav pe woyoipucod Torov CVRO kot
BRVO. H B¢epancio de cuviotdtor og acbeveig mov mapovstdlovv KAvikd onpeio un
OVAGTPEYIUNG AMOAELONG TNG OTTIKNG AELTOVPYIOG OO 1GY oL

MwOnopot pe neplopiopéva dedopéva

Yrdpyetl povo mepropicopévn eumeipio otn Bepamneia atopwv pe DME Adyw dafnt tomov I 1 o¢
dwafnrtikovg acbeveig pe HbAlc dvo tov 12% 7 pe mapaymywn dofntikn opeipAnctposidonddeia. H
apAPepoémtn dev Exel peretnBel o acbevei Le evepyEC GLOTNUOTIKES AOUMEELS 1] € 0oOEVEIC e
TOVTOYPOVEG TAONGELS TV 0QOUALDMY OTTOC OTOKOAANGT TOV AUPIPANGTPOELD0VE 1] 0T TNG WY PES
KnAidog. Aev vapyel emiong eumepio ot Bepaneio pe v apAPepoéntn oe dafnrikovg acbeveig pe
L ereyxopevT vEPTacT. AV 1 EAAENYT OESOUEVOV TTPETEL VO AUUPAVETOL DTTOYT OTd TOV 10TPO
katd ) Oepoameia Tov acHevadv avTtdv.

2 pvorky CNV dev vrdpyet epneipio pe v aeAPepcoéntn ot Beponeio un Acwtov acbevov,
acBevav ol omoiol Exovv Tponyovuéveg vmofAndei oe Bepameia yioo pvomiky CNV, kot acbevov pe
eEwPobpiéc PraPec.

Anpogopieg yia ta Ekdoya
Av1d 10 EApLOKO TEPIEYEL
- Ayotepo and 1 mmol vatpiov (23 mg) avd povéda docoroyiog, eival avtd mov ovoudlovpe
«ehevBepo vatpiovy.
- 0,015 mg molvcopPikod 20 og kdbe 0,05 ml avd ddom, Tov 1wodvvauovv pe 0,3 mg/ml. Ta
TOAVGOPPIKA UTOoPEl VO TPOKOAEGOVY OAAEPYIKES OVTIOPAGELS.

4.5 Aliemopdosig pe GAAo QUPRUKEVTIKG TPOIOVTO KUl GALES popPEg alinieniopaocng
Agv €govv mpaypotono el peAETeC OAANAETIOPAGEWY.

H ypnion ewtodvvapukng Bepomeiog pe verteporfin (PDT) courmAnpopotikd ot Ogpaneio pe
apMPepoémntn dev Exel pehetnOel, emopévac de umopel va tekunplobel To TPoPih aoEAAENG TNG
TPOKTIKNG QVTNG.

4.6 Tovipétnra, KOO Kot yorlovyia

luvaikeg o€ avamapoymykn nikio

T'uvaikeg o€ avamopay®ytkn nAMKio TPETEL VO YPNGULOTOLOVY OTOTEAECUATIKY CVTIGCOAANYT KATA TN
duapkela tng Oepameiog Kot yio TOLAGYIGTOV 3 UAVEG LETA TNV TEAELTAI EVOODOAOEIDIKN Eveon
apMPepoéntng (BA. Tapdypago 4.4).

Kvnon
Agv vtdpyovv dedopéva OXETIKA LE TN (PNoT TG ApAPepoéntng o€ eykbove. Meléteg og {ma
rkatédeiEav euPpvotolikotnta (PA. mapdypago 5.3).

Iap’ 611 1 cveTuatiky ékBeon peTd omd o@OoAKN YopNynon eivar ToAd yaunin, to Eydenzelt dev
TPEMEL VAL YPTCLOTOLEITOL KOTE TN OLAPKELD TG KONONG EKTOC AV TO EVOEYOUEVO OPEAOC VTEPTEPEL
TOV VOEYOEVOD KIVOUVOL Y10, TO BpEpoc.

OnAacpog
Bédioet moA0 meplopioévev d00UEVOV Yia TOV AvOp®TOo, 1 APAPEPGENTI UTOPEL VO ATTEKKPIVETOL GTO

avOpaOTIVO YA G YOUNAA emineda.

H apMPepoéntn glvar Eva peydio Tp®TEIVIKO PHOPLO KoL 1) TOGOTITA TOV QAPUAKOD TOL OTOPPOPATL
oo TO VEOYVO avouévetal vo, gtvar 1 eAdyiotn. Ot emmtdcelg TS apMPBEPGETTNG 6TO VEOYVO/PPEéPog
oL OnAdlerl etvar dyvooTed.
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Zav TPoANTTIKO HETPO, 0 ONAacuog dev cuvicTdtal Katd Ty didpketo Thg xpriong tov Eydenzelt.

Tovuotnta
Ta anoteréopota amd peréteg o {da e VYNAN cLGTNUATIKY £KBEGT KOTASEIKVOOVY OTL N

aQAPEPCETTN UTOPEL VO ETNPEAGEL APVNTIKA TNV avOPIKT Kot yuvaikeio yovipotnta (BA. Tapdypago
5.3). Ot emdpdoelg autég Oev elvatl avapevOUeVES LETA amd 0PBOALUKT YOPTYNOT LE TOAD YOUNAn
GLOTNHOTIKN EkOEOT).

47 Emopacseig 6Ty IKOvVOTINTA 001Y161)G KU (ELPIGHOD PYOVIRATOV

H éveon pe 1o Eydenzelt éxel pukpn enidpacn oty kavoTnta 00Mynons Kot XEPICUOD UNYOVNLOTOV
AOY® TV SLVNTIKE TPOCWOPIVAOY dloTapay®V TG Opacng mov oyetilovtal gite pue v éveon 1 Ue TV
opBoiporoykn e&€tao. Ot acOeveig dev mpémet va 0dnyovv N va xewpilovtan punyoviuoTo Léxpt n
Agrtovpyia Tng OpASG TOVG VAL OmoKATAGTAOEL ETAPKMG.

4.8  AvemOovunteg evépyeleg

20VoYT TOL TPOPIA OGQAAELOC

"Eva 60voro 3.102 acbevav amotélece Tov mAnOLoUO ao@AAELNG OTIC OKTM peAéTes paong 111
Metaéd avtav, 2.501 acBeveic vrofAndnkay og Bepaneia pe T cvVieT®OUEVN 06N TV 2 M.

YoBapéc opBoipikéc avemBounteg evépyeieg otov 0PBOANO VIO HEAETN oYETILOUEVES LE TN
duadkacio g Eveong epeaviotnkay o Ayotepes omd 1 otig 1.900 evooDaAOEIOIKES EVEGELS LE
apMPepcimtn kat meplerdpfovay TOHPA®GT, EVOOPOUAUITION, OTOKOAANGT TOV OUPLBANGTPOELOOVG,
TPOVUOTIKO KATUPPAKTN, KOTOPPAKTT, OLUOPPOyic. TOV DOAOEIB0DE GMUATOC, ATOKOAANGT] TOV
VOAOEWDOVG GMUATOG Kol aENUEVT] EvoopBdia tieon (PA. mapdypoeo 4.4).

O1 mo ovyvég mapatnpndeioeg avemBounteg evépyeieg (og ToLAAYIGTOV 5% TV A6BeVOY TOV
vroPAnOnkav oe Bepaneia pe apAPepointn) NTav apoppayio Tov emmepukota (25%), opoppayio
oV apEIPBANSTPoedovs (11%), petwpévn ontkn o&vtnra (11%), dhyog Tov 0pBoipov (10%),
Katappaktng (8%), avénpévn evooedaia wieon (8%), amokOAANOT TOL LOAOEWOVG GMLOTOG (7%)
Kot eEOPOUATA TOL LOAOEIBOVG GOLOTOG (7%).

ITivaxog ovemfountwv evepysimv

Ta 6edopéva aoPAAELNG TTOV TEPLYPAPOVTAL TAPAKATM TEPIAAUPBAVOLY OAEG TIC OVETIOVUNTEG
gvépyeleg amo Tic okTo peiéteg paonc I otig evdei&eig vypov Tomov AMD, CRVO, BRVO, DME ot
poomiky CNV pe ebhoyn mbavotnTto ortiddovg oxéong Le Tn oladtkacio g Eveonc 1 Le To
POPUOKEVTIKO TPOTIOV.

O avemBountec evépyeiec Topatifevol ava Kot yopio opyovikod GUGTHUATOS KOl GLYVOTNTO
SOHE®VO pe TV akOAovdn cvpPacn: TToAd cvyvég (>1/10), cvyvég (>1/100 Emg <1/10), oyt cuyveg
(>1/1.000 ém¢ <1/100), omdvieg (>1/10.000 £wg <1/1.000), un yvoot)g cuyvotnTag (deV UTOPOLV Vo
extiunBovv pe Paon ta dbéoia dedopéva).

Evtoc¢ kabe kotnyopiog cuyvotnTog EUGAVIONS, Ol AVETIOVUNTEG EVEPYEIEG TOL (POPLOKOV
napotifevtal katd eBivovoa celpd coPfapotnToc.
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Iivakag 1: 'Okeg ov avemBOunTeS EVEPYELEG TOV QUPUAKOV 0Td TN Ogpameio mov avaPEpOnKay 6
acOgveig otic peréteg aong I (cvykevIpOTIKE dgd0péve. TOV pereTdv paong III)
Yo, TiG evoEi&erg vypov Tvmov AMD, CRVO, BRVO, DME kot pvomukiy CNV) 1)
KOTE TN O10pKEL0 TOPIKOAOVONONG RETA TNV KVKAOPOPia.

Katmyopio/
0PYaVIKO
cVoTNIO

YoyvétnTo

AvemOountn evépyero,

Awtapayés
OVOGOTOLTIKOY
GUGTILOTOG

Oy ovyvég

YnepevaioOnoio ***

Awrtapayés TOL
0@0aipov

oAb ovyvég

Mewwopévn OTTIKN o&vmra, Awoppayio TOV
apePANcTpoEdovg Atploppayia Tov emme@LKOTA, AAYOg TOV
00Baipov.

Yuyvég

Poyun TOV UEAOLYXPOOTIKOV emOniiov TOV
apQIBANGTPOEBOVC*, ATOKOAANGT TOV HEAQYYPOCTIKOV
emOniiov tov apePAnotpocidots, Exkevilon  tov
AUPPANGTPOELDOVG, AOpParyict TOL VAAOEIOOVE GOUATOG,
Kotappaktng, Kotappaktng olowwdng, ITupnvikdg
katoppaktng, Kotappdxtng vroxkdyiog, Aldfpwon tov
kepatoewovg, Ekdopd tov kepatoedovg, AvEnuévn
evoopBdia migon, Opaon Ooaunr, E&dpopata tov
VOAOEW0DE CMUOTOC, ATOKOAANGT TOL  VOAOELOOVG
ompotoc, AAyoc otn 0éom veonc, AioOnua EEvov oo uaTog
ota pdtw, Avénupévn daxpoppoia, Oidnua PAepdpov,
Awoppayio. ot 0éon  éveong, XTkt) Kepatitido,
Yrepapio tov emme@ukota, Yepoipio o@hoion

‘O ovyvég

EvdopBoiuitida **, AnokdAAnon tov apeifAnctpoetdois
Pnén  aupeipinotposdovg  Ipitde,  Payoeditido,
IpwoxvrAitda, Goiepdtnreg eakov, EAleipa embniion
Tov Kepatoewovg, Epebiopdg ot Béon éveong, Mn
QUOIO0AOYIKO aicOnuo otov opBoipd, Epebiopog tov
Prepdpov «mpwTeiviKy opiyAn» mpdcbiov Bardpov,
Oidnuo ToV KEPATOEDOVG

YXravieg

Tovorwon, Tpavuatikdc katappdktne, Yaiitida, Yromvo

Mn yvootig
oVYVOTNTOG

Sihnpinido****

mv vypoL tvov AMD

*%

*k%k

Kotaotdoeig yvaotéc og oxetiloueveg pe v vypov tomov AMD. IMapatnpnOnikay wovo otig LeAETES Yo

Evdopfaipitida pe Oetikn kaAlépyeta Kot apynTikn KaAMEpyeLo
Avapopég vrepevaicnciog copmepiiappavopévev eEavinatog, Kvnoov, kvidmong Kot LELOVOUEVMY

TEPMTOCEDV GOPAPAOV AVOPVAUKTIKOV / OVAPUAAKTOEWMV AVTIOPACEMY
EEE Avapopég and mopakolovbnomn petd Ty KukAopopia

LHeprypoagpn emileyuévarv avemBountwyv evepyeiwv

e peréreg eaong I yuo tnv vypod tomov AMD, vpée pia avénon g eninToong TS apoppayiog
TOV EMMEPLKOTAO G acbeveic mov Adpupavay avil-Opoppticovg Tapdyoviec. Avti 1 avénuévn
EMMTOON NTOV TOPOUOLN HETAED TV 060evAY oV BgpamevovToy pe povIUTILOVUAUTT Kot

apMPepcémntn.

Apmprakd Opopupospuporid eneicodia (ATEs) eivar avembounteg evépyeieg mov oyetilovral
duvnTika pe tn cvotnuatiky avactoln ov VEGFE. Yrdpyel 0sopntikdc kivovuvog aptmplakmv
OpoupoepPorikdv enelcodimV, CLUTEPTAALUPOVOUEVOD TOV AYYELNKOD EYKEPAAIKOD ENTEICOO10L Kot
EUPPAYLOTOG TOV LLOKOPIIOV LETA TNV EVOODAAOEISIKN Yopnynon avactoréwv tov VEGEF.

e KMVIKEG OoKIUEG e apAPepaintn ot acbeveic pe AMD, DME, RVO kot poomiki CNV, €yet
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mapatnpnOel o younin coyxvétnta aptnplakdv Opopfoepforikdv enelcodiomv. I'a dAeg Tig
evdei&elg, dev mapatnpnOnke a&loonueimtn dtapopd avapesa oTic OUAdES Tov BepamedTnKay LE
aQAMPEPGETTN Kal OTIG AVTIOTOLYES OUASES GVYKPIONG.

Onoc kat pe 0Aeg TIG BepamevTikég TPOTEIVES, VITAPYEL TOAVOTNTO Y10, VOGOYOVIKOTNTO LLE TO
Eydenzelt.

Avopopd TOavoloyoduevev aveTOOUNTOV EVEPYELDY

H avagopd mhavoroyoduevoy avemBOUNT®V EVEPYELDY LETA OO TN YOPTYNoN GO0 KLKAOPOPToG
TOV PAPUAKELTIKOD TPOIOVTOC elvar onuavtikn. Emtpénet tn cuveyn mapakoiovdnon g oyéong
0PEAOVG-KIVOUVOL TOV QOPUAKEVTIKOD TPOTOVTOG. ZNnTeitol amd Tovg emaryyeEALOTIEC TOV TOUEN VYELNG
VO 0VAPEPOVY OTTOLEGONTOTE TOUVOLOYOVUEVESG OVETLOVUNTEG EVEPYEIEG LEGD TOV EBVIKOV
GLOTNLOTOG 0VOPOPAS TOV avaypapetal oto [apdptnua V.

49 Ymnepdocolroyia

211G KAMVIKEG OOKIUEC, ¥pNoipomomonKay 00celg £0¢ Kot 4 Mg 6€ Unviaio LeGOJL0GTILLOTO, KOl
IPEAV LELOVOUEVEG TEPITTMOGELS VITIEPOOCOAOYING Le 8 M.

H vrepdocoroyia pe avénpévo 0yKo €veong pumopel va avénoet v evoopdApia Tieon. Zuvenmg, o
TEPIMTOON LILEPSOGOLOYING, TPEMEL Vo TapakorlovOsital 1 evooPOaliua Tigomn kal, £4v KpiveTol
amopaitnto and To Bepdmovta yiotpo, va Eekiva enopkng Bepaneio (BA. Topdypapo 6.6).

5. DAPMAKOAOI'IKEX IAIOTHTEX

51 ®@appoxodvvopikés 1010TNTES

Dappaxobepansvtikn karnyopio: OpOoiporoyucd / avtiayyeloyevetikol mapdyovies Kwdikog ATC:
SO1LA05

To Eydenzelt givar fro-opogidéc poppokevticd mpoidv. Asmropepeic TAnpopopieg eivar Stobéorueg
oTOV J1KTLOKO TOTO ToV Evponaikod Opyavicpod @appdkev: https://www.ema.europa.eu.

H apMPepoéntn etvar pua avacvuvovacpévn Tpmteivi ohvTnEng mov amoteleiton omd TUALOTO TOV
eEOKVTTAPIKOV TEPLOYDOV TV LTodoyéwv] kot 2 tov avBpdnivov VEGF cuvtetnyuéva oto tunqua Fe
Tov avBpdmivov IgGl.

H apMBepoéntn napockevaletar e K1 kottapa mobnkaov kivélikov kpikntov (CHO) pe v
teyxvoloyia avacvvdvacpuévov DNA.

H agpMBepoéntn 6pa og S1aAvTOS «Tapamiovn Tk viodoyéag mov decuevel tov VEGF-A kot PIGF
He VYNAGTEPT GLYYEVEL OO O,TL 0L PUGTKOT TOVG VITOSOYELG KAl UTOPEL LLE TOV TPOTO OVTO VOl
avaoTEIAEL TN GVUVOEGT] KOl EVEPYOTIOINGT BLTAOV TV cLYYEVAOY VITodoxémv VEGF.

Mnyoviopdg dpdong

O ayyelokog evéotnitakoc avénrtikog mapdyovrag-A (VEGF-A) kot 0 TAKOLVTINKOS AVENTIKOG
napdyovtag (PIGF) etvan uéin g owkoyévelng VEGF ayyeloyevetikav mapaydvimv mov umopoly va,
dpoVV MG 1GYVPOL HITOYOVOL, YTUEIOTAKTIKOT TAPAYOVTES KO TAPAYOVTES OYYELOKNG OLOTEPAUTOTITOG
v T evoonakd kotrapa. O VEGF dpa pécm 600 vrodoyéwv tupooivikig kivaong, VEGFR-1 kot
VEGFR-2, mov givol mapovieg oty emipavela v evoodnitakmv kuttdpmv. O PIGF cuvdéetal povo
otov VEGFR-1, o onoiog givan emiong mopdv oty emodvela towv Agvkokuttapwyv. H exktetapévn
gvepyomoinotn antdv TV vtodoytwv ond tov VEGF-A pnopel va £yl og amotélecpa maboroyikn
veoayyeiwon kot vrepfoikn ayystokn domepatdtra. O PIGF pumopel va €xel cuvepyikn dpdon pe
tov VEGF-A o¢ autéc T1¢ diepyacieg Kot eival niong yvwoto 0Tt Tpodyel T AEVKOKVTTAPIKT dtonon
TOV 10TOV KoL TNV AYYEWKT QAEYHOVY.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc
https://www.ema.europa.eu/

Doppakodvvoukéc EmOPAoELS

Yypod tomov AMD

H vypov tomov AMD yopaxtnpiletor amd taborioyikn yoptoedikn veoayyeiwon (CNV). Awappon
aipatog kot vypob amd v CNV prnopel va TpokaAésel TayLVeN TOL OUPLPANGTPOEISOVG 1] 010N
N/Ko1 V7TO-/EVO0aUPIPANGTPOEIOIKT AUOPPOYiO:, LE ATOTEAEGLLO TNV ATMAELD OTTTIKNG 0EVTNTOG.

Xe aoBeveig mov voPAnOnKov oe Bepancia pe apAiPepointn (pHia Eveon avd pnva yuo TpeLg

dtadoy oG PUNVES, Kol 6T GUVEXELD pia Eveon KaOe 2 Pveg), 1 TAXLVGT TOV KEVIPOL TOV
auepAnotposidong [CRT] peidwbnke cvvropa petd v Evapén g Oepameiog kot exiong petmbnke to
péco péyebog g PAdPng CNV, amoteAéopota Ta omoio ivol avtioTolyd e EKEival OV
TapaTnPovVTOL pe TN povipmiovudunn 0,5 mg unviaiog.

> perétn VIEW 1 mopammpndnkav péoec peinoeig oto CRT oty omtiky topoypagio cuvoyng
(OCT) (-130 ko -129 microns v gBdopudda 52 yio Ty opdda g aprPepoéntng 2 myg kabe 600
UAveg kot Ty opdda g pavipmiovpaunng 0,5 mg kabe uva, avrtictoya). Exiong oto ypovikd
onueio tov 52 gfdouddmv, otn perétn VIEW2 mopompnOniay péoeg peuwoeic 6to CRT ue fdon to
OCT (-149 kot -139 micron yia T1¢ opddeg peAég TG apAPepoéntng 2 Mg kabe 600 PNVeES KoL TG
pavipmovpdunng 0,5 mg kébe punva, avtictowyo).

H peimon tov peyébovg tng CNV kot 1 peiwon tov CRT yevikd dtotnpnOnkay 6to dbtepo £10G TOV
UEAETAV.

H peArémn ALTAIR 61e€nydn og lanwveg acbeveic ywpig mponyovuevn Bepoamevtikny aywyn yio, Tnv
VYpo¥ TOTOLV AMD Ko €6g1Ee TapoOpoLa amoTeEAEGUOTO pE TG perétec VIEW, ypnoyonoidvrog 3
apyYIKES unviaieg evéoelg apAPepcéntng 2mg, akoiovBodueveg and pia €veon Hetd amd 2 piveg Kot
ovveyilovtag pe éva 0G0 YKo oy Bepameiog Kol ETEKTACNG e PLETUPANTA LEGOIOGTILLOTOL
Oepaneiog (mpocapproyég ava 2 efdopddeg 1 4 BOoUAdES) LEYPL TO UEYIOTO HEGODIAGTNA TV 16
ePdopddmv cHpPmVa pe Ta TpoKabopiouéva kprtnpla. Xtnv efoopdada 52, vnpéav PEGEC LELOTELS
070 TG TOV KEVTPIKOV aupiAnotpogidodc (CRT) pe Baon to OCT and -134,4 war -126,1 microns
Yo TNV opdda TV 2 EBSOUAOMV TPOGUPIOYNG KOl AVTIoTOLYO Y1, TV opdda TV 4 gfdouddwny
npocapuoyns. H avaroyio tov acBevav yopic vypo pe Baon to OCT v efdopdda 52 rav 68,3%
xat 69,1% otig opddes 2 ko 4 gfdopddwv mpocapuoyns avtictoyya. H peiwon tov CRT yevika
Sotnpnnike ota 600 BepamevTikd oKkEAN KaTd To devTEPO £T0G TG HEAétng ALTAIR.

H perém ARIES oyedidotnke yio va S1EpEUVIGEL TI UN-KOTOTEPOTNTA TOL SOGOAOYIKOD GYNLLATOG
Oepomeiog kot eméTaong yuo Ty aplPepoéntn 2 mg, To onoio Eekivnoe apécmS LETA amd ™
xopnynon 3 apytkav Unviciov evEGE®MV Kol LOG ETOUEVIG EVESTG LETA At 2 UNVEG, EVAVTL TOV
d0c0A0YIKOV oynuatog Bepaneiog kot eEKTaoNG TOL Egkivioe PeTd amd To TpdTo £tog Oepameing. [
acBeveic mov ypeltdotnray Bepaneia cuyvotepn amod ke 8 gfdopddes (Q8), yia TovAdyioTov pia
©opa Katd TN draprela g neAétng, To CRT mapépeive vynidtepo, aidd n péon peimon tov CRT oand
v évapén Emg v efdopndda 104 Rrav -160,4 microns, Topdpola pe eKeiv Tov aclevadv mov Ehafav
Oepamneio avd 8 gfdopddec (Q8) 1 og ArydTEPO GLYVA SLOGTALLATA.

Aevtepomabéc oidnua s wypas kniidag awd CRVO ko1 BRVO

v CRVO ka1t BRVO, napovoidletat ioyopio Tov apeiAnotpostdong 1 omoia vepyonolel nv
anelevfépwon VEGF mov e tn 6e1pd 100 0mootafepomolel Tig oPLyTéG CLUVOEGELS KOl TPONYEL TOV
TOAAATANGLOGLO TV evootnAlakdv kKuttdpov. H vrepékppaon tov VEGF oyetileton pe t Avon tov
OLLATOOUPPBANGTPOEIIKOD GPayLLOD, TV OLENLEVN ayYELOKT dLOmeEPATOTNTA, OIONLO TOV
AUPIPANGTPOELDOVG, KOl EXTAOKES GTI VEOOYYEI®MON.

e aobeveig mov vroPAnOnkav oe Oepaneia pe 6 cuveyouevee unviaieg evécselg apAPepoéntng 2 mg
TapouTNPHONKE (oL GLUVEXNG, YPNYOPT KOL IGYXVPN AVUTOUIKT 0vTOTOKPIo (OTmG HeTpOnKe amd
Beitidoeig oto péco CRT Katd v gfdopdda 24, n peimon tov CRT ftav 610T10TIKA 0vdTEPN OF
avtibeomn pe v oudda eréyyov kot otig Tpeig perétec (COPERNICUS yia tv CRVO: -457 vs. -145

45



microns; GALILEO ywa tnv CRVO: -449 vs. -169 microns; VIBRANT yia tnv BRVO: -280 vs. -128
microns

Avtn 1 peioon and v apykn Tiun oto CRT datnpndnke péypt to t€hog g kébe peréng my
gfoopdda 100 oty COPERNICUS, v gBdopada 76 oty GALILEO kot tv gfdoudda 52 oty
VIBRANT.

A1ofntiKo oionuo e wypog KnAIOoS

To dwafnrtikd oidnua g wypdc KnAidag, eival erakdAovdo tng dafnTikng apEIPAnotpoeldonddsiog
Ko yopaktnpiletal amd avENUEVN ayyelodlomepaTdOTNTO Kot PAGPN oTO TPLyoedn Tov
AUPPANCTPOEIBOVG 1) OTTOTN UTOPEL VOL EYEL OC ATOTELEGILOL TNV ATMAELO OTTTIKNG 0ELTNTOC.

Y& aobeveig mov vtoPAnOnKay og Oepancia pe aprPBepoéntn, 1 TAEOVOTNTA TOV ONoiwV Kabopiotnke
ot giyav dwapryen tomov 11, mapatnpndnke cdvropa petd v Evapén g Bepomeiog ypiyopn Kot 1l63vpn
avtomdkplon o¢ Tpog ™ popeoroyio (CRT, DRSS eninedo).

Y11 peréteg VIVIDPME wan VISTAPME e ac0eveic mov AapBavay Ospaneio pe apAPepoéntn oe
oVYKpIon UE TNV opada eEAEyyov Aélep TapatnpnONKe U CTATIOTIKA OTHLAVTIKOTEPT HEOT] Leimaon
6710 CRT amod v apywn T katd tnv efdopdda 52 frav -192,4 kot -183,1 microns yuo 11 opuddeg
g apMPepoéntng 2Q8 ko -66,2 kai -73,3 microns yuo TG 0padeg EAEYYOL, avtioTtotya. Katd tnv
gfoopdda 100, n peimon datnpronke pe -195,8 kat -191,1 microns yua T1g OpAdEg TG APAPBEPCETTNG
2Q8 ko -85,7 ko -83,9 microns yia Tig opuddeg EAEyyov, otig peréteg VIVIDPME on VISTAPME
avtictolya.

Mia Bedtioon > 2 Bnudtwv oto DRSS a&ioloynonke ue npokabopiopévo tpomo otic VIVIDPME wan
VISTAPME H xhipoxo DRSS firav Badporoynoiun oto 73,7% tov acdevadv oty VIVIDPME kot 610
98,3% tv acdevav otnv VISTAPME, Katd tv eBdopdda 52, 27,7% war 29,1% tov opddmv g
apMPepoéntng 2Q8, kar 7,5% kot 14,3% tov opddwv eAéyyov tapovsioacay pa Peitioon > 2
Pnudrov oto DRSS. Katd v gfdopdda 100, Ta avtiototya tocootd tav 32,6% xai 37,1% twv
opadmv g aprPepoéntng 2Q8 kot 8,2% kot 15,6% twv opddmv eAEyyov.

H perétn VIOLET ocuvékpive tpio S1apopeTiKd SOGOAOYIKA GYNLOTO TG 0QAPEPGETTNG 2 MY Yo TN
Oepaneio Too DME, petd and tovddyiotov Evav ypovo Bepaneiog pe otabepd Hecod106TAHATA, KOTA
Tov omoio 1 Oepameia Eexivnoe pe 5 dadoyikég unviaieg 60ce€1g axorovBolduevec amd yoprynon kade 2
univec. Ty efdopdda 52 kar tv efdopdda 100 T uerétng, OnAaon to debTEPO Kot TO TPITO £T0G
Oepaneiag, o1 péoeg ahrayéc oto CRT fTov kKhvikd mopOLOlES Yio To J0GOA0YIKA oynpata Oepameia
ko tnv enéktaon (2T&E), pro re nata (2PRN) ka1 2Q8, avtictoa, -2,1, 2,2 ko -18,8 microns tnv
gpdoudoa 52 kot 2,3, -13,9 ko -15,5 microns v gfdopada 100.

Mowmixn yopioeidikn veoayysiwon

H pvomikn yoprogdikn veoayyeinon (pvoriky CNV) arnotedel cuyvn aitio andAE0G TS OPOOTG GE
eviiMkeg pe maboloyikt| poomnio. AVOrRTOCoETOL OG LNYAVICHOS ETOVAMONG TPADIOTOS LETA OO
pnéeig e pepPpavne tov Bruch kot avtimpocmredel 10 wo amentikod yio Ty 6pacn cOupaua oty
mafoAoyIKY pomio.

Y& acBeveic mov voPAnOnkav oe Bepancia pe apiPepoéntn otn perétn MYRROR (pia éveon
yopnyovuevn kotd v Evapén g Oepameiag, e TpOcOETEC EVEGELC YOPTYOVLEVEG GE TEPIMTTMON)
EMUOVNG 1 VIOTPOTNG TG VOoov), To CRT peimdnie cvvropa petd v évopén g Bepaneiog vmép
g apMPepoéntng katd tnv efoopdda 24 (79 microns Kot 4 microns yio Tnv opdda Oepameiog
aeMPBepcEmTng 2 Mg Kot TNV opdda EAEYYOV, OvTioTOLY0) Kot drotnpnonie péypt mv efdoudoda 48.
Emionc peiobnke 1o péco péyebog e Prapng CNV.

KAl ommoteleouotikdtnTo. Kot 0o@aAEL

Yypod tomov AMD
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H ac@dAieia Kot 1 amoTeAECHOTIKOTNTA THG AQAPEPCETTNG aEl0A0YHONKAY GE OVO TUYALOTOINIEVEG,
TOAVKEVTPIKEG, OUTAA-TUPAEG, EAEYYOLEVEG LE VIIGPYOVCO evePYO Bepameia peréteg oe acheveic pe
vypov tOmov AMD (VIEW1 xan VIEW2) pe éva ouvoro 2.412 acBevav vopfAndnkav oe Oepameio
Kot rav alohoynopot yio omotereopatikotnta (1.817 pe v apiPepoéntn) Ot nhikieg Tov
acBevav kopaivovtay amd 49 émg 99 etmv pe éva péco 6po nAKiag Ta 76 €. Ze avTéG TIC KMVIKEG
peAéteg, mepimov to 89% (1.616/1.817) twv acBevadv mov tuyatomomOnkay o Bepaneio pe
apMBepcémtn NTav nAkiag 65 etdv N peyordtepot kot mepinmov 1o 63% (1.139/1.817) frav nikiag 75
ETMV M pHeyoAvTepol. Xe kabe puehétn, ol acbeveic toyatomombnkay pe avoroyia 1:1:1:1 o 1 and 4
O0COAOYIKA GYNLLOTOL:

1)  AoeMBepoéntn 2 mg, xopnyovueva kabe 8 efdouddec petd amd 3 apyikéc unviaieg 061G
(apMPepoéntn 2Q8),

2)  AoMPepoémtn 2 mg, yopnyovpevo kaOe 4 efdopades (apipPepoénn 2Q4),

3)  Ao¢MPepointm 0,5 mg, yopnyodueva kébe 4 fdopnddes (apiiPepoimtn 0,5Q4) kot

4)  Povipmlovudunn 0,5 mg, yopnyodueva kéOe 4 efdonadeg (paviumlovpdunn 0,5Q4).

270 0eVTEPO £TOC TOV UEAETMV, OL OCOEVEIG GUVEYLGOV TNV OPYLIKT TUYULOTONUEVT] S0GOAOYNOT AAAG.
UE TPOTOTOINLEVO HOGOAOYIKO Gy L0 KOOOSYOVUEVO OTTO TNV EKTIUNGCT TOV OTTIKAOV KOl TOV
OVOTOUKAV OTOTEAEGUATOV, HE HEYI0TO KaBop1lopevo amd To TPOTOKOAALO HOGOAOYIKO
pecodidotnpa 12 efdopddmv.

Kot otig 600 peréteg, To KHplo KATOANKTIKO GNUEID OMOTEAEGUOTIKOTNTAG )TAV 1 AVaA0Yio TV
acBevov oty opndada tpwtokolriov (Per Protocol Set) mov dwathpnoay thv 6paoct, dnradr andreio
Ayotepov amd 15 ypouudtov ontikng 0&0TnTog Kotd Ty f0oudda 52 amo v apyikn Tu.

2t perétn VIEW, katd v efdopdda 52, 10 95,1% tov acbevov otny opdada apriPepoentng 2Q8
dwatpnoav v 0poon, oe cOykplon e 10 94,4% tov acbevav oty opdda povipmlovpdunng 0,5Q4.
2 perétn VIEW2, kotd mv efdoudda 52, 10 95,6% twv acbevav atnv oudda apiPepcséntng 2Q8
datpnoav v 6paocn oe cOykpion pe 1o 94,4% tov acbevov oty opdda pavipmovpdunng 0,5Q4.
Kot otig dvo peréteg n apAPepoéntn katadelydnie 0Tt elvar P KOTOTEPT KO KAMVIKE 1G0JVUVAUT e
v oudda pavipmilovpaunng 0,5Q4.

Aentopepn| amoteléouata omd T GLVOVAGHEVT] AVAAVOT] Kol TOV 000 LEAETMV TApOoLCIALovTol GToV
[Mivaka 2 kot oo Zynpo 1 topokdto.

Hivakag 2: ExPacels amoteleopotikotTnTog KoTd TNV Efdopdda 52 (kdpra avaivon) kol Katd
™y £fdopada 96, cuvdvacpive dedopéva and Tig peréteg VIEW1 ko VIEW2E)

"Expoon Apmpepointn 2Q8 B Poavipmlovpapnn 0,50Q4
OTTOTELEGRATIKOTITUG (ApMBepoéntn 2 mg ke 8 (poviumioovpdpn 0,5 mg kabe 4
ePoopddeg petd amod 3 apykéc €POOLAOEC)
unviaieg 006GeLg) (N =595)
(N =607)
EBooudda 52 |  EBdoudda 96 EBdopdda 52 | Epdoudada 96
Méooc apBudc evécemv 7,6 11,2 12,3 16,5
M¢éoog ap1Buog evésewv 492 47
(amo efdopddeg 52 £mg 96) ' '
Avaloyia acBevav pe < 15
YPOMATE OTOAE GO TV | g5 35040 92,42% 94,42% © 91,60%
OPYLKN TN
(PPS A
Awpopd® (95% CI)» 0,9% 0,8%
(-1,7,3,5* (-2,3, 3,8

47




"Expaon AphBepoénty 2Q8 B Pavipm&ovpdapnn 0,5Q4
OTOTEAEGUUTIKOTITOS (ApMBepoéntn 2 Mg kabe 8 (povipmlovpdpn 0,5 mg kébe 4
ePdopddeg netd omd 3 apyikég efooudoeg)
unviaieg 006GELC) (N =595)
(N=607)
EBdoudda 52 | EBdopdda 96 EBdouada 52 | EBdopdada 96
Méon petofoin otnv
BCVA 6nog petprinke pe
m Padpodoria 8,40 7,62 8,74 7.89
AVOyVAOPLoNG YPOUUATOV
ETDRS? omd v apyiky
T
Awopopd 6ToV LEGO OTN
né0odo LS (ypaupato -0,32 -0,25
ETDRS)" (-1,87,1,23) (-1,98, 1,49)
(95% CI)¥
Avoloyia acBevav pe > 15
Ypappoto KEPSOG amd TNV 30,97% 33,44% 32,44% 31,60%
OPYIKT T
Awpopd!) -1,5% 1,8%
(95% CI)V (-6,8,3,8) (-35,71)
A)

BCVA: Best Corrected Visual Acuity (Koldtepa StopBopévn omtiky o&dtnTa)

ETDRS: Early Treatment Diabetic Retinopathy Study (Me,étn mpdiung avtipetdriong tng StapnTikng

apeAnotpoeidonddeiag)

LS: Méoog ot pébodo tov shayiotov tetpaydvev (Least Square) mapayopevog péoow ANCOVA (Avalvon

™G GLUVOLUKOUAVGNG)

PPS: Per Protocol Set

B Full Analysis Set (FAS — ITAjpng opdda avéivong), Last Observation Carried Forward (LOCF —
Ate&oyyn televtoiog TopaTipPNoNG) Yo OAES TIG OVOADGELG EKTOG ad TNV avaioyio ToV acHevdv Tov
dwtypnoav v ontikn o&utnta katd v efdopdda 52, n onoia givar n opdda TpwtokdArov (PPS)

D H Sagopd stvar n Tip tng opddag apiBepoénng peiov v tiun g opddag poviumiovpudunns. Mia Oetikn
TN €VVOEl TV aeMPepoéntn.

4 Abotnua epmiotoctvng (Confidence interval — CI) vwoloyilouevo HEcm KaVOVIKNAG TPOGEYYIoNG

B Metd v évapén g Oepameiog e Tpeg pnviaisg SOGELC

I "Eva §146TNpa eumietocvvng mov Bpicketar €€ 0AokANpov Thve and -10% vrodeikvieL i KoTmTepOTNTA TNG

aQAMPePCENTNG OC TPOG TN PUVILTLLOVUANTT

Yympo 1. Méon petafoin] oty oKy} oE0TNTA 06 TNV apyKi] T péypt v efoopddo 96
Y0 TO. GVVOVOOHEVO, dedopéva amd Tig peréteg Viewl kot View2

15 =

(ypdppaTa)

Méan petaBoArn oTny oTTTiKA o§uTnTa

0 1 1 i ] [l 1 1 1 1 1 [ 1 1 1 1 1 1 1 1 1 1 i 1 ]

4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96

—As e

= A(p)\lsslpcémn 2mg Q8 o Pawum(ouudunn 0,5 mg Q4
£BdouadES £BdouadES

-

21 cvvdvacpévn avilvon Tov dedopévov tov ueietov VIEW1 kot VIEW2, n apliPepoéntn
KOTESEIEE KAWVIKA ONUOVTIKES LETABOAEC OTd TNV aPyLKN TIUN GTO TPOKADOPIGUEVO SEVLTEPEVLOV TEMKO
onueio anoteAespoTikoTnTOG cOHE®VA pe To National Eye Institute Visual Function Questionnaire
(NEI VFQ-25), yopig kAwvikd onpoavtikég dtopopég ot povipmiovpdunn. To péyebog avtdv tov
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UETOLOAGDY NTOV TAPOLOL0 LE EKEIVO OV TAPUTNPEITOL OTIG ONUOGIEVUEVEG LEAETEG, KO TO OTTOT0
oavtiotolel oe avénon katd 15 ypappoata otnv KATHaKo «Kolbtepo Stopfopéving omTikng 0E0TNTAG)
(BCVA).

270 deVTEPO £TOG TV PEAETDV, 1] ATOTEAEGLOTIKOTNTA ST pONKE YEVIKA KABOAN TN dLdpKELD TNG
perétng (tedevtaiog aloldoynonc) katd mv efdopdda 96 kat yio to 2% - 4% tov acbevov
amortOnkay OAEC o1 evEcelg o€ punviaia Pdon, evd yio To £va Tpito TV achevav arortnonke
TOVAGYIOTOV [0, EVEST| e LecOdIdoTna Depameiog povo Eva unva.

Ot pewwoelg ot péon éxtaon g CNV ftov gppaveic oe OAEG TIG 60G0A0YIKES OUAdES Kal OTIG dVO
HEAETEG.

Ta 0mOTEAEGOTO ATOTEAEGLOTIKOTITOG GE OAEG TIG AEIOAOYNGIUEG VTTOONAdES (T.). nAkia, POAO,
QUAN, apylKn TN orTikNg 0&0TNTaG, TOTOG PAAPTS, HéEyeBog PAAPTG) oe kaBe pelétn Kot ot
GUVOLOCUEVT AVAALGT HTAV OVOIAOYQ LE TO OTTOTEAEGUATO, GTOVG GLUVOAKOVG TANOLGLODC.

H ALTAIR fjtav piioe TOAVKEVTIPIKT], TUYOLOTTOHEVT, AVOIKTNG EMONLAVONG LEAETN 96 efdopddwv o
247 lamwveg aobevelg ympic Tponyovuevn BepamentiKy aymyn yio v vypov tvmov AMD, 1 omoia
OYEOIAGTNKE Y10 VO, AELOAOYNGEL TNV OTMTOTEAECUATIKOTNTO KO TV 0CQAAELD TNG APAPBEPCETTNG
aKoAovddVTOG dV0 SLUPOPETIKAE PHEGOOAGTOTO TPOGOUPLOYNS (2 efdopndades kot 4 eBoopadeg) pe éva
3000A0Y1KO oyfua Bepameiog Kot EMEKTAONG.

Olot o1 acbBeveig Eafav unviaieg 66celg apiPepoéntns 2 mg yuo 3 priveg, akolovBodpeveg and pia
éveon Hetd omd drdotnua Tov 2 unvov. Xty efdopndda 16, ot acbeveig TuyatoromOnkay 1:1 og dvo
Oepamentikég opddes: 1) apAiPepoéntn og oynua Oepaneiog Kot enéktacng 1e 2 efdouadeg
TPOCAPUOYNG Kat 2) aeAPepcintn og oynua epomeiog Kot exéktaonc Le 4 ePOOUAdEC TPOGAPUOYNG.
H enéktaon 1 ehoyiotonoinomn Tov HecodeTHOTOS TS Bepaneiag anopacictnke e fdon o omTid
KoL/ 1 aVOTOIKE KPLTHPLo TOV €iyav 0ploTel 6TO TPOTOKOALO LE Vo PEYIGTO HEGOIIACTILLOL
Oepaneiog tv 16 efdopadmv Kot Yo T SV0 OLLASEG.

To kOp1o KataAnkTikd onpeio amoteAespoTikoOTnTog NTay N péon petaforn) oty Kiipoka BCVA oand
TNV apykn T oty Rdoudda 52. Ta deutepoyevr| KATAANKTIKG OTUEID, OTOTEAEGLOTIKOTITAG |TOV
N avoloyio Tov acBevav mov dev £xacav >15 yphpupoata kot 1 avoroyio Tov acBevav Tov KEpSioav
tovAdyiotov 15 ypapparta oty kiipoka BCVA and v apyiki Ty oty efdopdda 52.

Kot v efdoudda 52, o acbeveic 6t0 okérog g Oepaneiog kot exéktoong pe Tig 2 fdopadeg
TPOCAPLOYNG KEPAITAY £val LEGO TV 9 YpoppdTov amd TV apykn TIUn o€ cOyKplon ue ta 8,4
ypdppota yo v opdda tov 4 gfdouddwv mpocappoyng [LS péon dwapopd ota ypdupata (95%CI): -
0,4 (-3,8,3,0), ANCOVA]. H avoloyio tov acbevav mov dgv éxacov >15 ypappoto g 300
Bepamevtikd oxéAn Nrav tapdpota (96,7% oty opdda tov 2 efdopadwv kat 95,9% otnv opdda 4
gBdopddwv tpocappoyng). H avaroyia tov acbevav mov képdicav >15 yphupata otnv efdopdda 52
ntav 32,5% oty opdda Tov 2 gfdopddmv mpocappoyns kot 30,9% oty oudda tov 4 gfdonddmv
nwpocappoyns. H avaroyio tov aclevov mov enéktevay to pecodidotnua tng Bepaneiog Tovg o 12
gBoopddes 1 mapardve nrov 42,3% oty opdda tev 2 efdopddwv tpocappoyng kot 49,6% octnv
opada Tmv 4 gfdopddmv mpocapuoyne. Emmiéov, oty opdda tv 4 ef6oUddwmY TPOGOPLOYNG TO
40,7% twv acBevov Ekavay ETEKTACT TOV PecodlooTnUdTov o€ 16 gfdopddeg. Katd tnv televtaia
eniokeyn émg v gfdopdada 52, to 56,8% war 57,8% twv aclevdv oTig opades TV 2 fOOUAd®V Kot
4 gBOopAd®mV TPOGAPLOYNG AVTIGTOLYQ, EIYOV TPOYPUUUATIGUEVT] TNV EXOUEVT EVECT] OE €VOl
pecodidotnua 12 efSouddwmy i Kol TAPUTAV®.

Kotd 10 0e01Ep0 £T0G TNG HEAETNG, 1] AITOTEAEGLLOTIKOTITO, YEVIKA dtortnphOnke péypt Kot v
terevtaio agloddynon v efoopdda 96, e péon Pertimon oy 6pacn i onTikn 0&OTNTA OO TV
apykn eniokeyn 7,6 YpappdToOVY Yo TNV opdde tov 2 efdou2 efdopddmv Tpocapuoyng Kot 6,1
YPOUUATOV Yo TNV opdde. Tov 4 efdouddnv Tpocappoyns. H avaloyia tov acbevav mov enéktevoy
T0 pecodtdoTnUe. TG Oepameiag Tovg o€ 12 gfdopadeg 1 mapamave nTav 56,9% yio Ty opdda tmv 2
ePdopddwv Tpocappoyng kot 60,2% yio v opdda TV 4-gfdopddmv tpocapuoyne. Katd tnv
teAevTaio emickeyn Tpw amd v efdoudda 96, to 64,9% kot 61,2% TV acbevdv oTic ouddeg Twv 2
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gBoopddwv Kot 4-gfO0UAd®V TPOGAPUOYNG AVTIGTOLYO, ELYOV TPOYPULUATIGUEVT] TNV ETOUEVT £VEOT
o€ éva pecodtdotnua 12 efdopdadmv i kot mapomdve. Katd ) didpketo Tov dedTEPOL £TOVE
Oepaneiog, o1 acbeveig otTic opddec TV 2 gfdopddmv kat 4 gfdouddmv tpocapproyns Erapay Katd
péco 6po 3,6 ko 3,7 evécelg, avtiotoyya. Katd tn didpkeia tng dietong Bepomevtikng meptodov ot
acBeveic Ehapav katd péco 6po 10,4 evéoels.

Ta onTIKA Kot GLGTNKE TPOPIA ACPUAEING TV TAPOUOLN UE TNV ATOTEAEGLATIKOTITO TTOV
napotnpOnke otig Pacikéc peréteg VIEW1 ko VIEW2.

H ARIES ftav o moAvKeVTPIKT, TUYCIOTOMUEVT], AVOLXTNG EMLCT|LAVONG, EAEYXOUEV UE EVEPYO
oappaxo perétn owdpketog 104 efdopddwv, og 269 acbeveig pe vypod THmoL AMD Y10 TV omoia dev
glyav Mapet Ogpaneio. H pelét oyxeddomke yio, v SIEPELVNOEL TN UN-KATOTEPOTNTA OGOV APOPa, TV
OTOTEAECUATIKOTNTO KAOMDG Kot TNV ACPAUAELD TOV HOGOAOYIKOV GYNHaTOg Bepameing Kot ETEKTAONC,
10 omoio Eexivnoe petd and 3 dradoyucég unviaieg d6Ge1c akolovBovpeveg amd o £VEoT PETH amd 2
UAVES £VaVTL TOL dOGOAOYIKOV oyfuatog Oepaneiog kal exéktoong Tov Eekivioe LeT amd TO TPADTO
é10¢ Oepameiog.

H perémn ARIES diepedivnoe eniong 1o 1060610 TV 060gVdV oL YpetdotnKay Bepaneio cuyvotepn
amo ke 8 fdouddsg pe faon v amdeacn Tov epevvnti. Ad Tovg 269 acbeveic, 62 acbeveic
Ehafav cuyvotepn SO0, TovAdytoToV pio Popd katd T dtbpketa g perétnc. Ot acBeveig avtol
mapéuevoy otn pekétn kot ElaPav Bepomeio cOpE®va pe TN BEATIOTN KAWVIKN Kpior Tov gpguvnty,
aAAG Ox1L cuyvOTEPQ OO KAOE 4 gfdOoUAdES, Kl TO LEGOJAGTNATE DEpAmEing TOVG UTOPOVGAY V.
TopaTafovv Kot TAAL 6T cuvEKEle. Metd tnv andeaot yio cuyvotepn Bepomeia, TO LEGOINACT LA
Bepaneiog NTav Katd péco 6po 6,1 efdopdadsc. Tnv ERSopdda 104, n BCVA ftav younAdtepn oe
acBeveig mov ypeldotniay mo gviotikn Oepameia, TOLAGYIGTOV pia POpE KATd TN SLAPKELN TG
UEAETNG, o€ cUYKplom pe acbeveig mov dev ypeldotnray kail n uéon aAroyn otnv BCVA and mv
évapén €mg to TEA0G TG HeEAETng NTav +2,3 + 15,6 ypdpupato. Meta&d tov aclevov mov vrofAndnkoy
o€ mo ovyvn Bepamneia, to 85,5% Swutnpnoe v dpaot, dniadn Exoce Arydtepa and 15 ypdppota ko
10 19,4% xépdioe 15 N meprocoTepa ypdppata. To Tpoeil acpdielag tov acbevamv Tov vrofAnonkoy
o Ogpameia wo cuyvn amd kdOe 8 efdopddes, Ntav cuykpicluo pe Ta dedopéva acedieag v VIEW
1 xar VIEW 2.

Aevtepomobes oionua s wypag knlioog oxo CRVO

H acpddeia kot 1 amotelecpaticotnto e apMPepcéntng a&loloynnkay ce 600 TuyOLOTOMUEVEG,
TOAVKEVTPIKEG, OUTAA-TUPAEG, EAEYYOUEVEG LE ElKOVIKT Oepameio pedétec o€ aobevelg pe devtepomadig
olonua g oyphg knAidag and CRVO (COPERNICUS and GALILEO) pe éva ouvoro 358 acBevav
vroPAnOnkav og Bepaneio Kot Hrov aoloynoiot yio tnv arnoteiespotikotra (217 pe
apMPepcéntn) O nAikieg T@v acBevav Kopaivovoy amd 22 eng 89 etdv pe éva péco 6po niikiag 64
etov. Xtig CRVO peréreg, mepinov to 52 % (112/217) tov acBevdv mov tuyoonomdnkay pe
apMPepcéntn NTav nhikiog 65 et@v N peyordtepot kot mepinov 1o 18% (38/217) frav 75 etdv 1
peyodvtepot. Kot otig dvo peréteg, ot acbeveic Tuyatomomdnkoy pe avaioyia 3:2 gite oe 2 mg
apMPepcéntng yopnyovueva kabe 4 efdopddeg (2Q4) gite oty opdda eA&yyov 6mov Erafav
EIKOVIKEG evéaelg kaBe 4 efoopdadeg yia £vo cUVOLO 6 eVECEMV.

Metd amd 6 cuveyoueves unviaieg evécelg, ol acbeveic Elafav Bepamneio udvo edv TAnpovcay
TPOoKaBoPIGUEVH KPLTHPLO ETOVOYOPNYNONG TG Bepameiag, ekTdg amd Tovg acbeveic otny opdda
eréyyov g peaétng GALILEO, ot omoiot cuvéyicay va AapBavouy EIKOVIKEG EVEGELG LEYPL TNV
gpdopdoa 52. Metd and avtod o Ypovikd onpeio, OA0L o1 acbeveig mov BepamevTnioy TANPOVCHY
npokabopiouéva, KpLTnpto.

Kot otig 600 peréteg, 1o KHPLO KATOANKTIKO GNUEID OMOTEAEGLOTIKOTNTOG N)TOV TO TOGOGTO TV
acBevav Tov KEpdicav TovAdytotov 15 ypaupata oty BCVA katd v efoopndda 24 oe ohykpion pe
TV apyIkn T Mia 6gvutepedonoa, LETAPANTN ATOTEAEGLOTIKOTNTOC TOV 1] LETOBOAN OTNV OTTIKN
o&vmrta katd TV EfSoUada 24 GE GVYKPLIOT| LE TV OPYIKN TIUN.
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H 6109opd peta&d tov opddwv Bepameiog NTav GTUTIGTIKE GNUOVTIKN VTEP TG OPALBEPCETTNG Kot
oTig 600 perétes. H péyiotn Bertioon oty ontikn o&E0TNTO EMTELYONKE GTOVG 3 UNVEC LE
enokoAovdn otabeponoinon g TPog TV OTTIKY 0&VTNTO KOl (0 TPOG TO KEVTIPIKO TTAYOG TOL
auPPANOTPOEIBOVG PEYPL TOVG 6 pNveg. H oTatiotikd onpavtikn dtapopd dtatnpnonie puéypt tnv
gfoopdoa 52.

Aentopepn amoteléouata omd TNV avAaALOT) Kol TV dV0 HEAETOV Topovctaloviot otov [Tivaka 3 Kot
GTO ZyMU0 2 TOPAKATO.
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IMivaxog 3: EkPaocsig anoteleopatikotnTag Kot TV sfdopada 24, efdondda 52 kor efdopada 76/100 (IAnpng avaiven dedopévov LOCFD) otic peréteg

COPERNICUS kot GALILEO
Exaceig COPERNICUS GALILEO
OTTOTELECLATIKO- 24 gfoopdodeg 52 gfoopdodeg 100 gfoopdocg 24 gfdopdoseg 52 gfoopdoseg 76 gfoopdosg
. . Aomp- .
T A(P?JB £p- Opéda A(P%JB £p- ()’u(lﬁ(lE) A(,PMB 8);[:)- O," aﬁc::z A(P?JB £p- Opéda A(P%JB £p- Opéoo sp(iénlfnz O," at‘mz)
ofnn dryov oéntn eréyyov oéntn eréyyov™ ofnn dyyo oéntn EAéyyov ) e Eyyov
2 mg Q4 N =73) 2 mg 2 mg 9 2 mg Q4 (N = 68) 2 mg (N = 68) 2 mg
(N=114) (N=114) | (N=73) | N=114) | (N=73) | (N=103) (N =103) ~N=103) | N=68)
Avoloyio Tov
acOevov pe
Képdog, 56% 12% 55% 30% 491% | 23,3% 60% 22% 60% 32% | 573% | 29,4%
>15 ypappata
opaong omd v
apYIKn T
Ytafuopévn 0 25,9% 0 38,3% 27,9% 28,0%
SupopAE: D E‘,of‘,o;so/‘j (11,8 - (Zfé7l/ 0 (244 - (13,0 - (133 -
(95% ClI) ' 40,1) ' 52,1) 42,7) 42,6)
Tuwth 56,6) _ 40,3) < _ -0.000
win p p < 0,0001 P P=0,0003 P P p=e,
' 0,0006 ’ 0,0001 0,0004 4
Méon petapoin
omv BCVAD
Omm¢ peTpnke
€ ™ Padporoyia 17,3 -4,0 16,2 3.8 13,0 1,5 18,0 3,3 16,9 3,8 13,7 6,2
15 2
aAVOyvmPIoNG (12,8) (18,0) (17,4) (17,1) 7,7 17,7) (12,2) (14,1) (14,8) (18,1) (17,8) 17,7)
ypappdtov
ETDRS" oané v
apxikh i (SD)
Aw@opd, 6Tov 217 12,7 11,8 14,7 13,2 7,6
péco ot pébodo (17 - (7,7 - (6,7 - (10,8 - (8,2 - (2,1-
LSAILAE) 26'0) 17,7) 17,0) 18,7) 18,2) 13,1)
(95% ClI) p< 0’0001 p< p< p< p< p=0,007
Twn p ' 0,0001 0,0001 0,0001 0,0001 0

A H Sragpopd givan 1 Tip g opddag apPepcséntng 2 mg otic efSopddec Q4 peiov v T g opddag eAEyyov

B Aogpopd kon Stdotpa epmotosvvig (CI) vroloyifovrar pe yprion e Sokyurg Cochran-Mantel-Haenszel (CMH) mpocappospévn yio meptoyh (AUEpIK| £VOVTL TOV VIOAOITOD

)

k6opov yuo tnv COPERNICUS kot Evponn évavtt Aciag/Elpnvikod yia tv GALILEO) kot katnyopia apyikng tyumg BCVA (> 20/200 kot < 20/200)
BCVA: Best Corrected Visual Acuity (KaAbdtepo dtopBopévn ontikn o&otnta)
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A)

E)

1)

2)

ETDRS: Early Treatment Diabetic Retinopathy Study (Me\étn npdipung aviypetdniong g dafntikhc apeiinotposidondbeiag) LOCF: Last Observation Carried Forward
(Ac&aymyn televtaiog mapaTnpnong)

SD: Standard deviation (Tvmkr| amdxiion)

LS: Mécog ot pébodo tov ehayictov tetpaydvav (Least Square) ané ANCOVA

Awpopd otov péco otn péBodo Tmv eayiotov teTpaydvoy kat dtdctnua epumiotocvng (CI) pe Baon éva poviého ANCOVA pe mopdyovteg v opdda Bepameiog, Ty meployn
(Apepucn évavtt Tov vrdromov koopov yio Ty COPERNICUS kot Evpdnn évavtt Aciog/Eipnvikod yio v GALILEO) kot v katnyopia apywky tiung BCVA (> 20/200 kot <
20/200)

> perétn COPERNICUS, ot acBeveic otnv opdda erEyyov pmopovoav va AABouvy a@APepceéntn avaroya Le TIG avAYKES TOVG pe ouyvotnta péypt kot kaOe 4 efdopddec Katd
m duapketa TG TEPLOdov omd TV Bdopdda 24 Emg v fdopdda 52- o1 acbeveic elyav emokéyelg kKabe 4 gfdopddeg

Y1t perétn COPERNICUS, ot aofeveic 1660 oty opddo eAEyyov 660 kat oty opdda apiPepoénng 2 mg éafav apiifepointn 2 mg avaloyo UE TIG VAYKEG TOVG UE
cuyvotnta péxpt kot kébe 4 efdopddeg Eextvavtag amd v efdopdda 52 Ewg v efdopdada 96° ot aobeveic elyov VIOYPEOTIKES TPUNVIAIES EMCKEYELS, OAAL UTopovoay va
£€YOVV EMOKEYELS KON Kot e ouyvotnta KaOe 4 efdopddeg edv ftav arapaitnto

Y1t perétn GALILEO, ot aofeveig 1060 oty opddo eAéyyov 060 kat oty opdda apiPepoining 2 mg élafav apiifepcéntn 2 mg avaroyo UE TIG 0vVayKeEG TOVg KGOe 8
eBdopadec Eexvavtog amo v efdondada 52 £mg v efdopdda 68° o1 acbeveic elyov VIOYPEOTIKES eMtoKEYELS KGOe 8 eBdopddec.
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Yympo 2:  Méon petafoin], amwd Tnv ap)ikn Tipnq éog v efdopdda 76/100, Tty omTIKI)
o&utnTta Katd opada Oepamnciog yia Tic perétec COPERNICUS kow GALILEO
(ITApng avérvern dcdopévorv)

COPERNICUS

+17.3

o 1
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3 15 :

= ; +13.0
s 1

H ! PRN pe
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g 5 :
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- — !
04B]216202:42832364[}44485256606468?2?6
Epdopadec
. Opdda eAéyyou
—k— AQAIBEPOETITN 2 My —— HOpTOpWY

To X emonuaivel Tnv aAAayn Bepartreiag otnv opdda eAéyxou o€ Beparreia PRN pe apAifepaémtn 2 mg

> peiétn GALILEO, 1o 86,4% (n=89) tn¢ opddag apAiiepointng kot 1o 79,4% (n=54) g
gwovikng opadag giyav opdtoon CRVO og apykr tyn. Katd mv gfdopdda 24, avt frav 91,8%
(n=89) onv opdda apriPepoéntne kot 85,5% (n=47) otV €1Kovikn oudoa. AvTég ol avaAoyieg
StnpnOnkay katd v gfdopndada 76 pe 84,3% (n=75) oy opdda aprPepoéntng kot 84,0% oty
EIKOVIKT] OpLAd0.

> peiétn COPERNICUS, 10 67,5% (n=77) g opddog apAiPepointng kot 1o 68,5% (n=50) tng

€IKOVIKNG opadag elyav apdtoon CRVO wg apywn . Katd v gfdopdada 24, avt) ftav 87,4%
(n=90) ov opado apriPepoéntng kot 58,6% (n=34) oV eKovikn oudoa. AvTég Ol avaAoyieg
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SnpnOnkav kotd v gfdopada 100 pe 76,8% (n=76) otnv opdda apiPepoéntng kot 78% (n=39)
otV €KoviKn opdoda. Ot acBeveic otnVv sikovikn opdoa eiyav v emiloyn va Adfovv apiBepcént
amo v gfdopddo 24.

H evepyetikn enidpaon g Bepaneioc pe apMPBepcéntn o1 Asttovpyia TG OpUoNS NTAV TOPOHOL
OTIC VTTOOLAdEG TV 0e0evdY Kot TNV EVapEn, LE KOAT KOl U1 KOAT QUATOON dplBANGTPOEd00C.
O emdpaoeic g Oepaneiog og Oheg TIg AElOAOYNOUUEG VTOOUASES (.. NAKIA, GOAO, PLAT, OPYIKN
TN oTTIKNG 0EVTNTOC, KATAGTACT OLUATO®ONG ApPIBANoTPoEdovs, didpkeia. CRVO) ot kabe pehétn
NTOV YEVIKG, GOUGOVOL UE TO OTOTEAECUOTO, TOV GUVOAK®Y TANOVCUOV.

21 cvvdvacpévn aviivon tov dedopévov tov peretdv GALILEO ko1t COPERNICUS, 1
a@MPepcimtn £5€1EE ONUAVTIKG KMVIKEG 0AAOYEG GE OYECT WE TIG apykég TWES Evapéng 6To
TPOKAOOPIGUEVO HEVLTEPEVOV KATAANKTIKO ONUEID ATOTEAEGUATIKOTITOS TOV OTOTEAOVGE TO
gpotnpatordyo tov EBvikov Opboipoioyikov Ivetitovtov Ontikig Agitovpyiog (NEI VFQ-25). To
UEYE00G ATV TOV CALOYDV TAV TOPOUOLO LLE EKELVO TOV TOPOVGLALETAL GTIG ONLLOCIEVUEVEC LEAETEG
Kot To 01010 avtioTolyel oe avénon katd 15 ypdppata oty KAipako «kaAdtepa 610p0mUEVINC OTTIKNG
o&uvmragy (BCVA).

Aegvtepomobdes oidnua s wypag knlidog oxo BRVO

H acpddeta kon 1 amotelecpatikdTnTo TG APAMPEPGENTNG AEOA0YNONKOV GE {10, TUYOOTOINUEVT,
TOAVKEVTPIKT], SITAN-TVQAN, ELEYYOUEV UE EIKOVIKT Bepameio pehétn o acbevelg pe devtepomadég
oidnua g wypds knAidag amd BRVO (VIBRANT) mov cupmeptAdpfove np-kevpikn g
apePAnoTpoetdtkng eAEPag. Zuvohkd 181 acBeveic vmofAndnkav o Oepameio ko a&roroynOnkav
v Vv amoterecpatikotnta (91 pe apAPepoéntn). Ot nAikieg T@v acbevav KouaivovToy amd 42 g
94 etiyv pe éva péco 6po nhikiag 65 etmv. Xt BRVO pehétn, mepimov 10 58% (53/91) twv acevav
oL TVYooTOMBN KAV pe apAPepoéntn NTav nhkiog 65 etdv N peyaAddtepot kot tepinov o 23%
(21/91) Nrav 75 etdv 1 peyardtepot. n perén, ol acheveig ToyaomoOnkay pe avaroyia 1:1, eite
o€ opGoa 2 Mg apAPepcEnTNG Yop1yoLueva kaOe 8 efoopddeg akolovdmvTag 6 apyIkég unviaieg
€VEGELG, 1 6€ opdda paotomn&iog Aéilep yopnyovpevn oty apykn eriokeyr (opdda eréyyov Aéilep).
Ot acBeveic onv opdda eréyyov Aéilep prmopovsay va Adpovv emnpdcsbetn potonn&io Aélep
(ovoudletan © Bepameio dSticwong pe Aélep’) atnv apyn ™S efoopnadag 12, pe 1o Aydtepo dtdotnuo
avdpeca otic Oepaneiec 12 gfdouddec. Me fdon ta mpokabopiouéva kprtpla ot acbeveilg oty opdoa
pe Aéep umopovoav va Aafouvv Bepaneia dicwong pe apMPepcéntn 2mg and v efdoudda 24 pe
yopnynon kabe 4 efdopddeg yio 3 pnveg axorovBovuevn yio kabe 8 efoopdded.

2 perétn VIBRANT, to mpmtedov KataAnKTiKO oNUelo 0mOTELEGUATIKOTNTOS 1) TAV TO TOGOGTO TMV
acBevav Tov KEpolcav TovAdytotov 15 ypappata oty BCVA katd v efdopdda 24 oe chykpion pe
TNV OPYIKN OPUGCT] KOL 1] ORLASH TNG OPALPEPCETTNG HTAV OVATEPT) TNG OHAdaG EAEYYOL Aéilep.

"Eva devtepehov KaTaANKTIKO onueio onoteAeoatikdTnTag NTav 1 LETABOAN GTNV OTTIKY 0EVTNTO
Katd TNV gfoopdda 24 og cHYKPION e TNV OPYIKN TUUH, 1] OO0 )TV GTATIGTIKG GNUAVTIKY] VTEP TNG
apMPepoéntng otn pedétn VIBRANT. H mopeio g ontikng Bedticoong ftav paydaio Kot EPTACE T
UEYIOTN TN OTOVG 3 WAVEG LLE SLOTHPNOT) TOV OTOTEAECUATMOV HEYPL TO pva 12,

v opdda tov Aélep, 67 acBeveig haPav Oepameio Siomong pe apiPepoéntn pe Evopén v
gfdoudoa 24 (Oudoa eEAEyyov e evepyn Bepameia/ aplPepoéntn 2mg) e omotédeoua Bektioong otnv

OoTTIKY 0EVTNTA TTEPimov S5 ypdppata amd v efdopnada 24 £wg 52.

Agentopepn anotehéspata and v avdivon g perétnc VIBRANT mapovsidlovtor otov Ilivaka 4
Kol 6T0 Zynpo 3 mopakdTm.

IMivakag 4: Ekpacels amoteleopatikoOTToG KOTA TNV Efoopdda 24 ko efpdopdoa 52 (ITAnpng
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avaivon ocdopévov LOCF) oty perétny VIBRANT

ExBéoeic VIBRANT
OTOTEAEGLOTIKOTNTOG
24 Epoopnadseg 52 Epoopaosg
AopMpep- Evepyég opado AoMPepointn Evepyég opada
céntn 2 mg (AM&lep) (N=90) | 2 mg Q8 (N=91)2 (Mrlep) /
Q4 AoMpepointy
(N=91) 2 mg®
(N=90)
Avoloyia Tov acBevadv 52,7% 26,7% 57,1% 41,1%
pe >15 ypappoto kEPSOG
amd Vv apykn T %
Trofmouévn StapopdB) 26,6% 16,2%
(%)
(95% CI) | (13,0,40,1) (2,0, 30,5)
Ty p p =0,0003 p=0,0296
Méon petafoin otnv 17,0 6,9 17,1 12,2 (11,9)
BCVA 6nwg petpnonke (11,9) (12,9) (13,1)
pe ™ Podporoyio
aAVOyVAPLONG YPULUATOV
ETDRS ond v apykn
Ty (SD)
Awpopd 6Tov pHéco o 10,5 52
uébodo LS A1
(95% ClI) (7,1, 14,0) (1,7, 8,7)
Ty p p<0,0001 p=0,0035°Y

A)

e éyyov Aélep
B)

H dwapopd givar n tipn g opddag apriPepcéntng 2 mg otig efoopddeg Q4 peiov v T g opadog

)

Awapopd kat 95% (CI) vroroyilovtar pe ypnomn g dokyng Mantel-Haenszel tpocappocpévn yio meployn
(Apepwn évavtt lamwviag) kar katnyopia apykng s BCVA (> 20/200 kot < 20/200)

LS: péon dwapopa kot 95% CI Baon tov povtéhov ANCOVA pe v opdda Bepameiog, Katnyoplo opytkng
Tiuns BCVA (> 20/200 kot < 20/200) kot wepoyn ( Notwo Apepikn évavtt lanwviag) og otabepéc emdpdoeig
wat apykn T BCVA og¢ cuppetafint.

BCVA: Best Corrected Visual Acuity (KaAdtepa dtopBopévn ontikn o&otnta)

A)

acBeveic amd 4 efdopdodeg o 8 efdopddeg puéypt v efdopdda 48.

And v efdopdda 24 n Oepaneio pe v opdda Bepaneiog apAPepcointne Tapatddnke Yo 6GAOVS TOLS

Koatd v évapén g efdopddag 24 o1 acbeveic otnv opndda Aéilep propodoav va Adfovv Bepaneio

dlomong e aPAPEPGETTN €AV VIPYE TOLVAAIGTOV EVO TPOKAOOPIGHEVO KPITHPLO EMAOYNG. ATO TO
obvolo, 67 acbeveig og avth TV opdda Erafav Bepaneio diicwong pe apiifepoéntn. To otabepd
d0coroYIKO oyNLo Stdomong pe apiPepoéntn Tav 3 eopés apriPepcéntn 2 mg kabe 4 efdopddeg
akolovBovpevo omd evécelg kabe 8 efdopades.

) OvopaoTiKy TIH=p
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Yympo 3:  Méon petafoir] oto BCVA 6mog petpfdnke ané ETDRS BaOpoioyio I'pappatov
Katd v €foopada 52 otn perétny VIBRANT

56 VIBRANT
+17.0

+17:1
15

+12.2
10

(MTpdppara)

Méan MetaBoAq atnv Omrmikr OEuTnTal

0
4 8 12 16 20 24 28 32 36 40 44 48 52
EBAOMAAEL
——k——  AQAIBepoéTTn 2 mg —@—  Oudda eAéyxou

ME A€1Cep

O ap1Buog TV acBevdv e KOA OUATOoT, KOTA TV Evapén g HeAETng, mov Eexivnoay oywyn Ue
apMPepcéntn 1 potonn&ia Aéilep Ntav 60% kot 68% avtictoya. Katd tnv efoopdda 24 avtég ot
avaroyiec Nrov 80% Kot 67% avtictoya. Znv opdda pe v apiPepoéntn n avoroyio tov acbevov
pe apdtwon dtotnpnonke péxpt v fdopada 52. Xtnv opdada Aélep, 6TOL o1 acbeveils TANpovLCAY
Ta Kpreplo. va AdBovv Bepaneio dicwong pe apAiPepcéntn and v efdoudda 24, n avaroyio TV
acBevav pe apdtwon awénbnke oto 78% Kkatd v efdoudda 52.

Awofintino oionuo. e wypds knAidog

H aopddeta kot anotehespatikdtnra g apiPepoéntng a&lohoyndnkoy ce G00 TUYUOTOINIEVEC,
TOAVKEVTPIKEG, SIMAG-TOQALC, evepyd eheyydueves neléteg o aoeveic pe DME (VIVIDPME and
VISTAPME) "Evo 6hvoro 862 achevav ot omoiot vrofAdnkay oe Ogpomeio kot fray aE10A0yHGIHOL
Y10 OTOTELEGUATIKOTNTA 01 576 Tuyotomomnkav pe tnv aeAiPepoéntn. Ot niikiec Tov acbevov
Kopaivovtay amod 23 emg 87 etmv pe éva néso 6po niikiog 63 etdv. Xtic DME peiétec, mepinov 1o
47% (268/576) twv acBevodv mov Tuyatomomnkay He TNV apAPepoéntn fray nhikiog 65 eTov 1
peyoAvTepot Kot mepimov to 9% (52/576) frav 75 etdv N peyakvtepotl. H mieiovotnta tov acBevaov
Kol 6TIG Ov0 peAéteg elyav Atafntn tomov II.

Kot otig dvo peréreg, ot acbeveic Toyaromomdnioy pe avaroyio 1:1:1 og 1 and 3 Socoroyikd

oynuoTL:

1)  AoeMBepoéntn 2 mg, xopnyovueva kabe 8 efdouddec petd amd 5 apyikéc unviaieg 061G
(apMPepoéntn 2Q8),

2)  AoMPepoémtn 2 mg, yopnyovuevo kéOe 4 efdonades (apiPepoimtn 2Q4) kat

3)  ®dotomnio ue Aélep g oyphc knAidag (evepyn opdda eAEYyOV).

Eekwvovtag amo v efdopdda 24, ot acbeveig mov TAnpovoay Evay TpoKaoploHEVO 0Vd0 ATOAELNG

g Opaong NTav emiésipot va Adfovv tpodchetn Oepaneia: o1 acbeveig oTIc Opade TG

apAMPepcéntng pmopovoay va Aapovy Aéilep Kot ot acheveic 6TV Opada EAEYYOV UTOPOVGOV VO,

AdBovv apliPepoémnn.

Kot otig 600 peréteg, To KHPLO KATAANKTIKO GNUEID OMOTEAEGHOTIKOTNTOG NTOV 1 LEGT UETAPOAN
Katd v gfdopada 52 g BCVA amd v apyikn T kot ot dVo opddeg aprpepoénmg 2Q8 kot
apAPepoéntng 2Q4 anodelyBnKov OTOTIGTIKA GTUAVTIKEG KOL TAV AVAOTEPEG OG TPOG TNV OUAOM

eléyyov. Avtd 10 dpehog dwtnprnke péxpt v efdoudada 100.
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Aemntopepn| amotedéopata and v avéivon towv peretdv VIVIDPME o VISTAPME nopovsialovrat
otov [Tivaxa 5 ka1 oto Zynpa 4 Topokdto.
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Mivakag 5: Ekpaoceig amoteleopatikétntag Kotd Ty efdopdda 52 ko v efdopada 100 (IMafpng avaiven dedopévov LOCF) otig peréteg VIVIDPVE ko

VISTAPME
ExBdaoerg VIVIDPME VISTAPME
OTTOTELEGRATIKOTY- 52 gfdopddeg 100 efoopdoeg 52 gfoopdoeg 100 efoopdoeg
T0G AoMBep- | AohPepoé | Yrapyovea | AomPep- | AoMPep- | Yrapyovoo | AohPep- | AohPep- | Yrapyovoo | AehPep- | AohPep- | Yrapyovoa
oénTn T gvepyog oénTn ofnn gvepyog oEnTNG oénTn gvepyog ofng ofnn gvepyog
Ospoameia 2mg Q8 A Ospomeia Ospomeia Oepaneio
2mgQ8A | 2mgQ4 2 mg Q4 2mgQ8A | 2mg Q4 2mgQ8A | 2mg Q4
(M&rlep) (N=135) (A&rlep) (A&rlep) (M&rlep)
(N=135) | (N=136) (N =136) (N=151) | (N=154) (N=151) | (N=154)
(N =132) (N = 132) (N = 154) (N =154)
Méon petafoin otnv
BCVA o6mag
petpionKe e tov 10,7 10,5 1,2 9,4 11,4 0,7 10,7 12,5 0,2 11,1 11,5 0,9
VoK OVAyVOPLONG
ypopupdtowv ETDRSE
o TNV OPYIKN TN
Awapopd 6ToV péco 91 9,3 8,2 10,7 10,45 12,19 10,1 10,6
ot pébodo LSBIE 6,3 - 6,5- (5.2- (7,6 - (7,7 - (9,4 - (7,0 - (7,1-
(97,5% CI) 11,8) 12,0) 11,3) 13,8) 13,2) 15,0) 13,3) 14,2)
Avoloyio T@v
aclevivue = 33% 32% 9% 31,1% 382% | 12,1% 31% 42% 8% 33,1% 383% | 13,0%
15 ypappoto kKEpSOG
omd TNV aPYIKT TN
Srafcpuévn 24% 23% 19,0% 26,1% 23% 34% 20,1% 25,8%
SrapopaTE (13,5- (12,6 - (8,0 - (14,8 - (13,5- (24,1 - (9,6 - (15,1 -
(97,5% CI) 34,9) 33,9) 29,9) 37,5) 33,1) 44.4) 30,6) 36,6)

Metd v évapén g Bepameiag pe 5 unviaieg evéoeig
O péoog LS kot 1o CI pe Baon éva poviého ANCOVA pe m pétpnon apyikng g BCVA o¢ coppetafint kot mapdyovta yio v opdda Oepoaneiog. Emmpocétoc, 1

neproyt] (Evpodnn/Avotpario fvavt lomwmviag) counepiinednke og topdyoviag yio tnv VIVIDPME «ar 10 16T0p1kd ep@pdypatog tov puokapdiov (M) kovh oyyeloxon
gykepaikob enelcodiov (CVA) wg mapdyovtog yio v VIST
H dwpopd etvar n opdda g apiiPepcintng peiov v opdda vedpyovcos evepyov Bepoaneiag (Aélep)

ADME

H dapopd pe to didompa epmictocvvng (CI) kot to ototioTikd Eleyyo vroAoyiletot pe ypnon evog oynuotog otdbuiong katd Mantel-Haenszel npocappocpévo katd meployn

(Evpodmn/Avotporia évovit lanmviac) yio tnv VIVIDPME kot 101pixd 10topikd epepdypatog t1ov pvokoapdiov (M) 1 ayyeiood eykepaiikod eneicodiov (CVA) yio v

VISTAPME

BCVA: Best Corrected Visual Acuity (KaAbdtepo dtopBopévn ontikn o&otnta)

LOCEF: Last Observation Carried Forward (Awe&aymyn tehevtaiog mapotipnong)
LS: Mécog ot pébodo tov ehayiotov tetpaydvav (Least Square) napayopevog péoow ANCOVA
Cl: Confidence interval (Aidotnpo epmiotochvig)
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Yympo 4:  Méon perafoin) oty BCVA 6mog petpfdnke pe tov wivako avayvaopiong
ypoppdtev ETDRS arné v apyucn typn péypr v epoopdda 100 otig peréteg
VIVIDPME xau VISTAPME

+11.4
+9.4

o

Mean petafohn otnv ommikr] ofdTnTa
(ypdupara)

ﬂ 'l 'l i il il B B Il Il Il » Il i 3 [l I 1 : "
4 12 20 28 36 44 52 60 68 76 84 92 100
ERGopadeg

15 = VISTA

1+12.5

+11.5
+11.1

]

MEan peTaBohn aTnv oTmKR ofuTATa
(ypaupara)

0 1 - iR | b i ' ) o o
4 12 20 28 36 44 52 60 68 76 84 92 100
EpOopadec
ApNBepatT 2 mg Q8 AQNBepTETN 2 Mg Q4
—m— e O —a—  hougeee

o Ymdpyouaa evepyog
Bepartreia (Aéilep)

Ot emdpaocelg g Bepaneiog otig aE10A0YAGIUES VTTOOUADES (T.). NAKiA, VA0, QUAN, APYLIKY TN
HbAlc, apyin Ty ontikng o&vtnrtag, mponyovpevn avti- VEGF Oepaneia) o ke pedétn Kot ot
GLVOVAGIEVT OVOADGOT NTOV YEVIKA COUPMVES LLE TO OTOTEAECUATO GTOVG GUVOALKOVG TANBVGLOVC.

g peréreg VIVIDPME kan VISTAPME 36 (9%) ko 197 (43%) acOeveic éhafav mponyoduevn ovti-
VEGF 0epoamneia, avtiotowyo, pe 3-unvn i peyoiotepn mepiodo Exmivong (washout). Ot emidpacelg e
Oepameiog oty vToopdda TV acBeEVOV 01 omoiol elyav TponyovpEvmg AaPet Bepaneia e Evav
avactoréa Tov VEGF ftav mapopoteg pe exeiveg mov mapotnphonkay og acbeveic ol omoiot dev giyav
mponyovpéveg AdPel Bepamneia pe évav avactoréo VEGF.

Acbeveic pe appotepomievpn voco ntav emthé&pot yio vo Adfovv avtl-VEGF Oepaneia otov dAlo
0L TOVG EGV 0VTO KpvOTAY ovarykaio omd tov watpd. Xt puerétn VISTAPME 217 (70,7%)
aoBeveic g apAPepodntng EAaPay apEoTEPOTAELPES EVEGELC 0pAMPBepcEmTng LEYPL TV efdopddo
100, evé ot perétn VIVIDPME, 97 (35,8%) acOeveic tng apiBepoéntng ElaBav StapopeTikh ovti-
VEGF 0eponeio otov dAho o@Baiud tovg.
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M aveEdptnn cvykpitikn peaétn (DRCR.net Protocol T) ékave yprion evoc e0EMKTOV dOGOA0YIKOD
oYNMOTOC e Bdom avatnpd kpitipla exavaAnyng Bepaneiog Kaboplopeva amd To AMOTEAEGUATO TNG
e&étaong OCT kou v 6pact . Ztnv opddo Beponeiog pe apAiPepoéntn (n=224) v gfdopndada 52,
aVTO TO S0GOAOYIKO GYNLLO 001 YNCE G ATOTELEGHN 0L 0oBeveig va Aappavouv éva péco 6po 9,2
EVEGELC, TTOL lval TapOUO10 UE TOV aptOpd yopnynong 06cewmy oty oudda tng apiPepoéntne 2Q8
otic perérec VIVIDPME xon VISTAPME | drov suvolikd n anotelespatikdtta e Oepanciog otnv
opada Bepaneiog pe apiPepoéntn Protocol T tav cuykpioun pe tnv opudda g apiiPepoéntng 2Q8
otic nerérec VIVIDPME xon VISTAPME, $1nv opdda Protocol T mapatnpionke £vog pécog 6pog
Kképdovg Pertimong 13,3 ypapupdtov pe éva 42% tov acBevav va £xovv képdog TovAdytoTov 15
YPOUUOTO GTIV OPOOT] TOVG amd TNV opykn Tipn. Ta amoteléopato ac@aielog £3e150v OTL | GUVOAIKY|
EMIMT®ON 0POOAUIKOVY Kol U1 0PBOAUKOY aveETBOUNTOV EVEPYELDYV (CLUTEPTAUUPAVOUEVOV TOV
aptnplok®v Bpoppoepforikdv encicodivv — ATEs) frav cuykpicipa oe dAeg T opddeg Bepameimy
o€ k0Be pelétn Ko petald TV PEAETAOV.

H VIOLET, puo ToAVKEVTPIKY], TUYOMOTOINUEVT], OVOLKTNG ETLGTLLOVGNG, EAEYYOLEVT] LLE EVEPYO
oapuaxo perétn 100 efdoudadwv, o acbeveic ue DME, cuvékpive tpio S10.popeTIKA S0GOAOYIKA
oynuata g apAPepoéntng 2 mg yo tn Ogpaneio tov DME, petd amd tovidyiotov Evay ypdvo
Oepaneiog pe otabepd pecodiactnpata, Katd tov omoio 1 Oepaneia Eexivioe pe 5 d1adoyikég unviaieg
d0ce1g akolovbovueveg amd yopnynon kébe 2 unveg. H puerém a&loAdynce tn un-kotmTtepOTNTO TNG
aeMPePcENTNG 2 MY XOPNYOVUEVNG LECH EVOG HOGOAOYIKOL GYNUATOG Bepameiog Kol ETEKTAONG
(2T&E 6mov 10 S106TAUATA TOV EVEGEMVY OLOTNPNONKOY 6TO EAAYICTO TV 8 EBOOUAOMV Kol GTASIOKA
eneKTaONKOV BAGEL TOV KAVIKOV KO OVOTOMUK®OV GTOTEAEGUATOV) Kal TNG apAPepoéntng 2 mg
yopnyobvevns avaroya pe Tic avaykes (2PRN omov ot acBeveic mapaxorovBodvray kébe 4 efdonadeg
Kot 1 yopnynon ywotav otav yperalotav, pe Ao To KMVIKE Kot 0vOTOMKE OTOTEAEGLATA), OE
ovyKplon pe TV apAPepoéntn 2 mg yopnyovuevn kabe 8 efdouddec (2Q8) yia to dgvTEPO KAl TPiTO
é10¢ Oepoameiog.

To kVpro kataAnkted onpeio amoteheopatikodTrog (aAiayn otnv BCVA and v évapén émg v
gpdoudoa 52) nrav 0,5 £ 6,7 ypaupoto oty opddo 2T&E ko 1,7 + 6,8 ypaupata oty opdado 2PRN
og ovykpion pe 0,4 £ 6,7 ypappato otnv opdda 2Q8, emTuyXEvoVTOS GTATIOTIKN UN-Kat@TepdTNTA (P
<0,0001 kot yia T1g 600 ovykpioceic, NI nepbopio 4 ypappdtmv). Ot adrayés oty BCVA and v
évapén €wg v efdopdda 100 ftav o€ cuvETEL e To amoTeAéGLOTA TNG Efdopddag 52: -0,1 £ 9,1
ypéupota oty opada 2T&E kot 1,8 £ 9,0 ypauuate otnv oudda 2PRN oe ouykpion e 0,1 £7,2
ypappoata oty opdada 2Q8. O péooc apBudc evésewv og daotnue 100 gfdouddov ftav 12,3, 10,0
kot 11,5 yuo to 2Q8fix, 2T&E ot 2PRN, avtictotya.

Ta poeik acealelog ¢ TPog To 0PHAAUIKAE Kot cuoTnuikd cvufdpata kot otig 3 opddesg Oepameiog
NTav Tapdpotle pe avtd oL tapatnpiinkav otig facwég peréteg VIVID ko VISTA.

2y opdda 2T&E, ot avéNcels kot o1 HEIDMGELS OTO LEGOJIOGTILLOTO TG £VECNG NTAV GTN] SLOKPLTIKY|
€VYEPELL TOV EPEVLYNTY]. LT HEAETN cvoTHONKAY aVENGELS TV 2 BSoUAd®V.

Mowmixn yopiogidikn veoayysiwon

H acpddeia kot 1 amotelecpotikdTnTo TG APAPEPGETTNG 0EI0A0YNONKAV GE [0, TUYOLOTTOINUEVT,
TOAVKEVTPIKT], SUTAG TOQAT, ELEYYOUEV UE EIKOVIKO QAPUOKO PHEAETN o€ Acldte aoBeveic e
poomikny CNV.

"Eva oOvoro 121 acBevav vrofAndnkav oe Bepaneia kot Tov a&loAoyGLOL Y10l ATOTEAEGLATIKOTN T
(90 pe v apPepoéntn). Ot nhikieg TV acbevov kopaivoviav omd 27 £mg 83 eTmV e pHéom T Ta
58 étn. Xt perém g poorikng CNV, nepinov 10 36% (33/91) tov acbevdv mov tuyatomomOnkav
og Ogpameia pe apAPepoéntn frav nikiog 65 etdv 1 peyakvtepot Kot mepimov to 10% (9/91) frav 75
ETOV 1| LEYOAVTEPOL.

Ot aoBeveic Toyoorodnkay oe avoroyia 3:1 ya va AdPovv gite 2 mg apMPBepoéntng
€VOODOAOEIOIKA 1) EVEGELG EIKOVIKOD QOPLLAKOL YOpNYOLLEVES o popd KaTd TNV Evapén g LeAETNG
LE TPOCHETEG EVETELG YOPNYOVUEVES UNVINIMG GE TEPIMTMOOT) EXUOVAG 1] VITOTPOTNG TG VOGOL UEYPL
v gfdoudda 24, 6tav a&loroyndnke To Kuplo KatoAnkTiko onueio. Katd tnv efdoudda 24, o
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aoBeveic ot omoiot elyav apytkd Tvyoomombel o€ EIKOVIKO PAPUAKO NTAV KATAAANAOL DITOYNPLOL Y10l
va AdPouv v TpdTn 0601 NG APALPEPTEMTNG. AKOAOVOWS, o1 aoBevels Kot 6TIC dV0 OUAOES
GUVEYIOOY VO EIVOL KATAAANAO1 DTTOYNPLOL Y10, TPOCOETEG EVEGELG GE TEPIMTMOOT) EXYLOVIG 1] VITOTPOTNG
™G vOGOov.

H 6109opd peta&d tov opddwv Bepameiog HTav GTOTIGTIKE GTLLOVTIKY VIEP TS AQAPBEPCETTNG Y10 TO
KOplo KaTaAnKTiKo onueio (netafoin otnv BCVA) kot 10 emPefoimtikd de0TEPEVOV KATUANKTIKO
onueio amoteAespotTikoTTOG (Avoroyia tov acbevav mov képdioav 15 ypdupota otnv BCVA) kotd
v fdoudda 24 o€ cOyKplomn pe TNV apyikn Tiun. Ot Stapopéc Kot Yio To SV0 KOUTOANKTIKG, onueio
St pnOnkay €mg tnv efdopdda 48.

Aentopepn amoteléopata omd v avaivon g uerétms MYRROR nopovcidlovtar otov Iivaka 6
KOl 6TO ZyNUo 5 TopaKiT.

Mivakog 6: ExPacels amotehespnotikdTntos KOTd TNV foondda 24 (kOpro avdivon) Kol Katd
™v epdopada 48 otn perétn MYRROR (ITM)png avdrvon dedopévev LOCFY)

Exfdosig amoteheopotikoTnTOS MYRROR
24 Epoopaodsg 48 Epoonaodsg
AoMPepoinn Ewovikd ApMPepointn Ewoviko
2mg Qappoxo 2mg eappaxo/
(N =90) (N=31) (N =90) A@MBepointn
2mg
(N=31)
Méon petaBorr] otnv BCVAP 6nag
petpnonie pe ) Pabporoyia 121 20 135 39
avayvapiong ypappdtov ETDRS and 8 '3) © '7) @ é) 1 Ai 3)
™V oPYIKN TN ' ' ' '
(SD) ®
Awpopd 6Tov pHéco o 141 9,5
ué0od0™AP (95% CI) (10,8-17,4) (5,4 -13,7)
Avaloyio tov acOevav pue > 15 38,9% 9,7% 50,0% 29,0%
ypbupoto KEPSOG amd TV OPYIKN TIUN
Tradpiopévn dwopopd =4 29,2% 21,0%
(95% Cl) (14,4 - 44,0) (1,9-40,1)

A} LOCF: Last Observation Carried Forward (Awe&aymyy tehevtaiog mapatipnong)
B) BCVA: Best Corrected Visual Acuity (Kaidtepo Siopfopévn onTikn o&0THTa)
ETDRS: Early Treatment Diabetic Retinopathy Study (MeAét mpdiung avtipetdmiong g StaPnTikig
apePAnotpoeldondeiog)
SD: Standard Deviation (Tvmikn andxiion)
D' Mécog LS: Mécog 61 péfodo tov ehoyiotav tetpaydvov (Least Square) mopaydpevog Hécm Hoviéhov
ANCOVA
4 CI: Confidence Interval (Atdotpo epmotocHvng)
B MLS péon dagopd kot 95% CI Baoet evog poviéhoo ANCOVA pe tyv opddo Ogpameiog Kot ) ydpo:
(ovopaoieg ympag) mg otabepéc emdpdcets, kat v apyikn T BCVA o¢ coppetafint.
H Swapopd ko n Ty 95% CI voloyiCovrat pe xprion g dokyurg Cochran-Mantel-Haenszel (CMH)
TPOGOPUOCLEVT Y10l TN YDPa (OVOLOGIES XDPAG)

T
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Yypo S: Méon petoforq amd Tnv apykn Tipn éog v Efoopdda 48 atnyv onttikiy oSvtnTo
Kotd opddo Oepameiog yro ) periétn MYRROR (ITApng avdivon dedopévov,

LOCF)
15 — MYRROR
| +13.5
=
é‘
o 10 |~
13
58
=
£ 2 sf
3 § +3.9
é =
e 4 8 12 16 20 M 32 36 40 44 48
g D: 1 1 1 1 [l ! r 'l 1 1 1 (]
b Wz&
= 7-2.0
== Epdopadec
—— AQANIBepottiTn 2 myg —O— Ouada eAéyxou

TMoudrarpikdc TANOvoUOC

O Evponaikoég Opyoviopoc Ooapudkmy Exel dMGEL OTAALNYT A0 TNV VTOYPEMOT| VTOPOANC TOV
OTOTEAECUATOV TOV LEAETAOV LE TO POUPLOKEVTIKO TPOTOV avaPOPAG TOV TEPLEYEL APAIPEPCENTY GE
OAEG TIC VTTOKOTNYOPiEG TOL TOdLATPIKOD TANBVGLOD GTOVG TANBVGLOVG LYPOL TOTOL AMD, CRVO,
BRVO, DME kot poonikng CNV (BAéne mapdypoo 4.2 Y10, TANPOQOPIES GYETIKA LE TNV TOLOL0TPIKY|
xpon).

52 ®appoxoxivnTikég 1016TNTES

To Eydenzelt yopnyeiton angvbeiog 610 VOAOEIGEG GOUO Y10 VO GOKAGEL TIG TOTIKEG SPAGELS TOL GTOV
JOGTVAVTT

Amoppdenon / Katavoun

H agpMBepcéntn anoppopdtal apyd omd Tov opOUALS GTI GUOTNUATIKY] KUKAOQOPIL PETH TNV
EVOODAADON YOPTYNOT KO TUPUTNPEITAL GTI GUGTNUATIKT KUKAOPOPia KLPIMG ®¢ £va aveVEPYO,
otafepd cvpmioko pe Ttov VEGF. Evtottolg, povo n «edehBepn aprPepsémtny» sivor tkav va
deopevoet Tov evdoyevny VEGF.

Y€ o QOPUOKOKIVITIKY LIopEAETN o€ 6 acBevelg Le veoayyslakn, vypov Torov AMD e cuyvni
SEYUATOAN YO, Ol UEYIGTEC GUYKEVIPMGELS TAACUATOG TNG EAEV0EPNC apMPBEPTETTNG (GLGTNUATIKN
Cmax) ftav younAés, pe péon tun mepinov 0,02 pkpoypappdpia/ml (evpog 0 £mg 0,054) evtog 1 émg
3 Nuep®V PETE amd EVOOVOAOEISIKT £vEcn 2 MY, KOl HTAV U1 AVIXVELGIUESG dVO ERdoUAdES LETA TN
yopnynom g 66ong oxeddv e OA0VG Tovg aobeveic. H aplPepoéntn 6 cucowpevetal 6To TAAGUHA
UE TNV EVOODAAOEIDIKT Yopnynon Kabe 4 fdoudoss.

H péon péyiotn cvykévipmon nAdopartog tng erevBepng apiPepcéntng sivar mepinov 50 £wg 500
QOPEC KAT® OO TN GUYKEVIPWOOT] APAPEPGENTNC TOV UTULTELTOL Y10, TV AVOGTOAN TNG PLoAoYIKNG
dpaotnprotntog Tov cvotnuatikod VEGF katd 50% ce povtéha o (da, ota omoia mapotnpOniay
UETAPOAEG TNG APTNPLOKNIG TTEGNS OPOTOV TO KUKAOPOPOLVTA EMimeda TG eAeVBepng apAiPepoéning
£pBacav mepinov to, 10 pikpoypappdpio/ml, Kot eXEGTPEYE GTNV OPYIKT TN OTAV TO. EMiTEdD £MECAV
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Két® omd mepimov 1 pikpoypappdpro/ml. Extipdrtor 0t petd tnv evooiarogidikn yopnynon 2 mg
6ToVG 0ofeveic, 1 pEon HEYIOTN CLYKEVTP®OT TAAGLATOG TG EAEVBEPN S apAPBeposéntng ivorl Tavm
amd 100 gopég xapmAdTepT OO TN GLYKEVIPW®OT TNG APAPEPCENTNG TOV AMALTEITAL Y10l T OEGLELON
tov ovotnuatikov VEGF katd 1o oy g péytotg tipng (2,91 pkpoypappdpio/ml) og pio perét
He VY1ElG €0EAOVTEC. ZVVENMDC, GUCTNUATIKES POPLOKOOVVOLUKES ETLOPAGELS, OTMG LETOPOAES TNG
OPTNPLOKNG Tieong, etvar amiBovec.

Doppokokivntikég vopedétes o€ acbeveig pe CRVO, BRVO, DME 1 pvomikr CNV pe péon Cmax
g eAe0Bepn g apAPepcénng oto TAdoHa NTov Topduota pe Tig TéES og evpoc: 0,03 éwc 0,05
pikpoypappdapio/ml kot ot atopukég Tiuég oev Eemépacay ta. 0,14 wkpoypoppdpio/ml. Zuvendc, ol
GUYKEVTPMGELS TG eAeVBepPNG aPAPEPTENTNG 6TO TAGGHO KaBOpIGaV TIg TIUEG YOUNAOTEPO 1] KOVTA
0TO KOTMTEPO EMIMEDO KAT® AO Ta, OPLOL AVIXVELONC YEVIKA eVTOG piog Efdoudoas. Mn aviyvedoeg
GUYKEVTIPMGELS EMTEVYONKOV TPV aTd TNV EMOUEVT XOPNYNOT UETA 00 4 gfdonddec 6€ GAOVG TOVG
aoBeveic.

AmofBo\
Agdopévov Tov 0Tl 1 apMPBepcéntn givan Evag BepamevTikdg Tapdyovtog e fdon TpmTeivn, dev £xovv
Tpaypatomolnfel peréteg HetafoAloHOV.

H ehevBepn apiPepoéntn decpevel tov VEGF yia va oynuaticet éva atabepd, adpaveég cOUTAOKO.
Onwg kot pe dAAeg peydieg TpmTeives, ival avapevopevo 0tL 1 kdBapon 1060 g eAedBepng 660 Kot
NG OEGUEVUEVIC APAPEPCETTNC YIVETOL LECH TPOTEOAVTIKOD KATABOAGUOV.

Neoppwkr) duciettovpyia
Agv &govv Tpaypotono el e101kég LEAETEG o€ 0oOEVELS [LE VEQPPIKT] SuoAEITOVPYIN LE TNV
apAPepoémrn.

H pappoakokivntikn avédivon tov acbevav otn pedétn VIEW2, and tovg onoiovg 10 40% &iye
veppikn duciettovpyia (24% Nmia, 15% pétpro ko 1% cofoapn), dev amokdivye dStopopéc OGOV
aQOPA TIC GLYKEVIPMOGELS TAAGUATOS TOV SPUGTIKOD QUPIAKOV HETO amrd VOODOAOEIOIKT YOPNyNoT
Ké0e 4 1| 8 efoopddes.

I[Mopduown amoteréopata mapatnpinkay o acbeveic ue CRVO ot pedét GALILEO, og acBeveig
ue DME ot perétn VIVIDPME kon o acOeveic pe poomxn CNV ot pekétm MYRROR.

5.3 IIpoxivikd dedopéva yio TNV a6@arsLa

Emdpdaoeig mov mapatnpndnkav o pn KAVIKEG LEAETES OYETIKA [E TNV TOSIKOTN T
gmovolopuPavopevav d0cemv, dmoTOnKay HOVo e cuaTnuatiky ékbeor mov Bempndnke ot NTav
ONUOVTIKA TAV® 07T0 TO avMTATO 0p1o £KOEONC TOV avOpdOTOV HETA 0O EVOODOLOELIIKT Y0P YNoT
oTNV TPoOoPLLOUEVT] KAVIKT HOGT), DTTOINADVOVTOG UIKPT GUGYETION UE TNV KAWVIKN Xp1on.

[Mopatnpndnkoy defpdoelg kot eEEAKDOOELS TOV AVUTVEVGTIKOD ETONAIOD OTIC PIVIKEG KOYYEC OE
TONKOLG GTOVG OTOI0VG £Y1vE EVOOVAAOELSIKT YOpTyNoN APAMPBEPGENTNS, [LE cVOTNUATIKN EkBeom
whvo amd ) péyiotn €kbeon tov avBpmmov. H cuotnuatikn éxbeon pe Bacn tnv Cmax kot AUC y
v elevBepr apiPepoimtn Ntav tepimov 200 kot 700 popég vynAdTEPT, OvVTioTOLYKA, OTOV
oLYKPIONKE e TIC AVTIGTOLYEG TIUEG TOV TToPaTPNONKAY 6TOVG aVOPOTOVG HETE 0 EVOODAAOELSTIKN
8001 2 mg. Xto avdtato eninedo 6to omoio dev mopatnpnOnkay avemBounteg evépyeieg (NOAEL)
v 0,5 mg/opBaipd otovg mhnKovg, N cvoTnuaTiky £kBeon Mtav 42 kot 56 opég vynAoTEPN LE
Baon v Cmax koar AUC, avtictoryo.

Agv &govv mpaypotononOel HEAETES Yia TNV EVOEXOUEV LETAALAELOYOVO 1) KOPKLVOYOVO dPAGT TNG
apMPepcéntng.

Mo emidpacn G apAPepoéntng oty evdounTple. avamtuén KatadeiyOnke oe peAéteg g eUPPLIkNg
avamtuéng o€ £ykvo kKovvéAa pe evooerEPia (3 £mg 60 mg/kg) kabmg kot vrodopia (0,1 £mg 1 mg/kg)
yopnynon. To exinedo NOAEL tng untépog nrav otn 66on towv 3 mg/kg 1 1 mg/kg, avtictoyo.
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NOAEL yia v emdpacn otnv avantoén dev avayvopictnke. Xt 66on tov 0,1 mg/kg,
ocvotnpatikn ékBeon pe Paon v Cmax kot ) copevtik] AUC yo v ehedbepn apAiPepointn ftav
mepimov 17 kat 10 popéc vynAotepn, avticTolyd, OTAV GLYKPIONKE LE TIG AVTIOTOLYES TILEG TTOV
mTapaTnPONKay 6TOVG AVOPMTOVS PETA amd EvdolaAogdikn 666 Twv 2 Mg.

O1 emOPAGEIS GTNV AVOPIKN Kot YuvalKeio Yovipdtnto aglohoynonkay o HEPOG Lag OUMVNG LEAETNG
o€ mOMKoVG e EVOOPAEPLa yoprynon apAiPepcénng e dOGELg mov KupdvOnkay amd 3 éwg 30 mg/kg.
[Moapatnpndnke amovcio 1 axovoviotn epunvoppucia pe petaforéc ota eminedo @V ONAvKdV
OPLOVAVY OVOTOPAYMYNG KoL LETAUPOAEC GTI LOPPOLOYIO KOl KIVITIKOTITO TOV GTEPLATOC, GE OAOL TO.
emineda 660ms. Me Baon v Cmax kot AUC yuo v ehevBepn aplPepcoéntn mov mapotnpndnkay
oV evooPAEPLa d6om Tev 3 mg/kg, N cvomuatikh £ékbeon frav wepimov 4.900 kot 1.500 @opég
VYNAOTEPT, OvTioTOLYE, 0O TNV £kBECT TOV AP TNPNONKE GTOVG AVOp®OTOVS PeETE amd
£vooDaA0E1dIKT 6001 2 MQ. OAec 01 HETOPOAEC NTAV AVACTPEWILEG.

6. ®APMAKEYTIKEX IAHPO®OPIEX

6.1 Kotaroyog ekddymv

IMoAveopPikod 20 (E 432)

Iotdivn (Yo pvOuion tov pH)

Iotdivn vopoyrmpikn povodopikn (Yo pHOon tov pH)
XAwp1ovyo vaTplo

Tpeyaroln

"Yowp yio evéoipa

6.2 AovppototnTeg

EXhetyel peletdv oyetikd pe tn cupfototnTa, T0 Tapov GUPUOKEVLTIKO TPOIOV OV TPEMEL VA
OVOUETYVOETOL UE AN QUPLOKEVTIKG TPOTOVTAL.

6.3 Awpkera Long

3 ypoéviog

6.4 Idwitepeg mpoPuraters koTa T OLAEN TOV TPOIOVTOG

duvrdooete og yoyeio (2°C - 8°C).

Mnv KoToyOYETE.

DdvAdccete 6NV APYIKN] CLOKEVAGIO Y10, VO TPOGTATEVETAL OO TO PG,

Edv eivar amapaimto, to khetotd praridto pmopel va puadccetat ekTdc Yyouyeiov og Beppokpacia
pcpdtepn tav 25° C yia €wg 31 nuépeg otnv apyikn cvokevacio. MeTd 10 dvotypa Tov plaiidiov,
TPOYMPNOTE G dLdKacia VIO AoNTTEG GLVONKEG,.

6.5 ®@Von Kol GLOTUTIKGA TOV TEPLEKTN

Avddopa o€ PLaAido (Yvori Tomov 1) pe mopo sioyd@pnong (eAactopepéc ELaoTiKd), Kot BeEAOva Le
eiktpo 18 G. Kdbe grarioio mepiéyet 6yko 0,283 ml. Méyebog cuokevaciog 1 guokidio + 1 Bedlova pe
oiltpo.

6.6 Iowitepeg TPoPLLAEELS aTOpPLYNG KOL GALOG YEIPIGNOG

To @laiidio Tpoopiletal yio pio povo xpnom Lovo oe Evay opOaluo.

To @laAidio TepLEyel mEPIOCOTEPT) TOGOTNTA OO TV GUVIGTOUEVT 0001 TV 2 MY apAPepcintng
(1o0dbvaun pe 0,05 ml). O emmAéov dykog Oa mpénel va amoppledel Tpv amd ™ xopnynon.
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To duivua O Tpémel va edeyyBel omtikd yio ToxdV EEVI COUATIOWOKT VAT KO/ OTOYP®UATIGUO 1 Y10
KG0e peTafoln TNG PLGIKNG EUPAVIOTG TTPLY OO TN (PTIOT). L€ TEPIMTOOT TOV TOPOUTNPEITAL KATL AUTTO
TO, TOPATAV®, ATOPPIYTE TO PUPUAKEVTIKO TPOTOV.

BeAdva pe pidtpo:

BD Blunt Filter (Fill) BeAova, oyt yia éveon oto 6éppa. Mnv amooteipmvete Tnv BD Blunt Filter (Fill)
Beldva.

H Belova pe eidtpo ivar pn mopetoydvog. Mnv v ¥pnGLOTOIEITE €6V 1 EMUEPOVE GLOKEVAGTA Eivat
KOTEGTPAUUEVT.

Amoppiyte T ypnopomomuévn Beddvo BD Blunt Filter (Fill) og eyxexpipévo GuAAEKTN auyunpmv
OVTIKEUEV@V.

IIpocoyn: H emavaypnoiponoinon g felovag pe eidtpo pmopel va odnynoetl o€ Aoipmén 1 GAAN
acBéveln / tpavpationd. o v evdoiorogdikn Eveon, tpénel va ypnoiponombel felova Eveong 30
G x ¥ inch.

Oonyieg Yo ™ yp1]o1 TOL PLOALdi0OV:

Yhka:

To kit preAdiov Tov Eydenzelt mepihapfdavet ta axdrovBa v piog ypnong (BA. Zynpa A).
o Amooteipouévn Berdva pe pidtpo 18 G X 1 % inch, 5 micron

o DroAido

m===—ees

BeAova pe @iAtpo DiaAidio

AigAupa

Zmpa A

YMkd wov dev mepLopuPavoviol 6To KIiT:
o Beldva pe gidtpo 30 G x Y2 inch
o >vpryyo Luer-lock tov 1 ml

1. YUYKEVTPAOTE TO. VKGO GOC.

XPNGIHLOTOIBVTOG ACTTITH TEYVIKT], GUYKEVIPMGTE TAL VAIKA GO KOl TOTODETHOTE TaL G it
KkaBapn, eninedn emPavelo.

2. Em0swpnote To Eydenzelt.
Kottd&re 10 @rarioo kot fefaiwbeite 0Tt £YETE TO COGTO PAPLOKO
(Eydenzelt) ko1 ) cwot docoroyia.

EAéyEre v nuepopnvia MEng oty eticéta (PA. Lyfpa B) yio va

BeParwbeite 011 dev €xel mapéiDet. Hugpouni

° Mn ypnowonoweite To Eydenzelt eav vtdpyovv optd o AiEng
ocopoTidn N v To dtddvpa givar Bodo M
OTOYPOLOTIGHEVO.

o Mn ypnowonoteite edv éyet mapédet n nuepounvio Anéng.

it

AidAupa

Zympa B
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3.

AQu1p£6TE TO TPOSTATEVTIKG TAUGTIKO TAONA 070 TO PLaAioro (PA.

Zypae I).

Amolvpdvere To eEMTEPIKO PEPOS TOV ELOCTIKOD TONATOG
ELCYAPNONGS TOV PLOAFI0V 1g £V POVTIAGKL EPTOTIGUEVO GE
owdénveopa (Br. Zyfpa A).

Yuvdéote T Perdva pe @iktpo ot cvpryyo.

Agarpéote ™ Behova pe pidtpo 18 G x 1% inch, 5-micron, n onoia
TOPEXETOL 6TO KOLTL, KaOMG kot o ovpryyo Luer-lock tov 1 ml, n
omoio dev TEPIAAUPAVETOL GTO KOVTL, d TN GLCKELOGIN TOVG,.

Yuvdéote N Perdva e piltpo otn chpLyya TEPIOTPEPOVTAG TV TAVD
o710 aKpo g ovptyyag Luer-lock (BA. Zynpa E).
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Ewaydyete T fehdva pe gidtpo péca 610 Qrarioro

60. XpNoyomomvTag Aoty TeXVIKY, onp®&te ) BeAdva pe piltpo
HEGO GTO KEVIPO TOV TAOHOTOG ELGYDPNOTG TOV PLOUALOIOL HEYPLT
Belova va eicayBel evieddg péca 0To PLOALSL0 Kal TO dKkpo TG va
ayyi&et tov mupéva tov plaidiov.

6p. T'eipete 10 PLOALS10 KATA TN SLdPKELN TNG AVTANOTG, KPATMOVTOS TN
A0&N empdvetla TG Peddvag pe eidtpo Pubiopévn péoa oto vypo (PA.
Yympa ET) v va TpoAnebel ) eioympnon aépa.

6y. AvtAnote 6lo 1o mepeyOuEVO Tov PraAdiov Tov Eydenzelt péoa ot
oupLyyo.

Inpeioon: BePfawwbeite 611 pdPdog Tov epPorov Exet tpafnytel
EMOPKAOG TPOG TO TG® KATA TNV EKKEVOOT] TOL PLOASIOV, MOTE Vo
adeldoel TAPG M Perdva pe eiktpo.

Aoparpéote T Peldva pe @iltpo.
Aopapéote ) Peddva pe eidTpo omd T cHpLyya.
Amoppiyte ) Belova pe GIATPo pe GMOTO TPOTO.

o Mn ypnowonoteite tn Bedva. pe ikTpo yio evdoDaroediky EveoT).

O

I

H Aogn emi@adveia [
NG BeAovag BAETTel
TMPOG TA KATW »

o My enavatomobeteite to kGAvppa g BeAOvag pe GIATPO, Yo TNV OOGLYT TPVIAUATOS HE TN

Peldva tpv amd Vv Eveon).

Yuvoéote T Perova éveong o1 cvpryye (va yivel apécmg peTa Ty
AvVTAN 61| TOV TEPLEYOPEVOV TOV PLAALIIOV).

Agparpéote n Peldva éveong 30 G X Y inch, n omoia dev mepilapfavetat
670 KouTti, 0md T GLoKELAGIN TNC.

XPpNOWOTOIOVTAG AONTTIN TEXVIKN, oLvdEote TN Peldva €veong ot
oLPLYYO TEPIOTPEPOVTOG KOl Gpiyyovtag tn Peddva €veong mOveo GTo
Gxpo g ovpryyag Luer-lock (BA. Zyfqpe Z).

ELéyETe Yo guoahides agpa.
Kpotdvrog t cOpryya pe ) Perdva fveong CTPOUUEVT TPOG Ta TV,
eréyEte T oVPLYYQ VoL PUOAAIDEGS.

Edv vapyovv puoaiideg, yronnote amald T cVpLyya Le T0 Gy TUAD
oag péypt oL puoaAideg va avéfovy oto mave pépog (PA. Lyqpa H).
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10.

11.

12.

13.

14.

Agpmpéote TIC Quourides aépa kol emPefardote TN 6OOTY 660N .
TNo va agapécete OLeG TIC UOAAIDES Kot Vo oo dieTe TNV TepicoeLn .

. ; , . . P AidAupa
T0V Qappaxov, méote APTA to épporo €161 dGTE TO AKPO TOL 0,05 ml
guPorov va gvbuypapuotel pe TV EVOEIKTIKN ypouu T@v 0,05 ml
nave ot ovpryyo (PA. Xynpo O).

— Emmimedo dkpo
TOoU guROAOU

IZpe ©

Orov ciote ool vo yopmynoste to Eydenzelt, agoipéote To
TAOOTIKO KdAvppa fehdvag amd T ferova (BA. Zynfpa D).

Zypo I

‘O7ay gioTe £TOLOL, 0AOKANPADOGTE TV EVOOVALOEOKY] £VEDT).

H 61adikacio g evooialoeldtkng éveong Ba mpémetl va yivetal vd eAeyyOUEVEC AOTITEG
oLVONKeG, ol omoieg mepLapBdvouy amoAdUAVOT TOV YEPIDOV UE T SLOSIKAGTN TPOETOLUGTOG
YEPOLPYEIOV KO YPTOT] OTOCTEIPMUEVOV YOVTIDV, ATOCTELPOUEVOD TEGIOV KoL
UTOCTEPMUEVOL PAE@apodiacTorén (1] 16000vapov). [Ipwv amd v éveon Ba mpénet va
yopnynOei emapkng avorsncio kot £vo TOmIKO LKPOPLOKTOVO EVPEOS PAGLLUTOC.

KéBe groAido Ba mpémel va ypnopomoteiton yia tn Oepaneio evog povo patiov. Edv arnotteiton
Oepaneia oT0 eTEPOMAELPO UATL, B0 TPETEL va ypnoyomoindei véo glokidio kot tpv omd ™
yopnynon tov Eydenzelt 6to dAlo pdtt Ba mpénet vo oAloyTovV TO ATOCTEPMUEVO TTESTO, N
oVPLYYQ, TO YAVTIO, To KOAOUOTH, 0 PAEQapodlacTOrénS, 1| Peddva pe pidTpo kol 1 Beldva
éveonc.

To @uarioro wpoopileTar yia pia povo ypion.

KdOe aypnoyonointo eoprokentikd Tpoiov 1 VITOAEYLUO TPETEL VO ATOPPITTETOL COUPOVA, [IE
TIG KOTA TOTOVG 163 00vceg oyeTikég dlatdéelc. H eéaymyn molhamlmv 66cemv and Eva plaiidio
umopel va ovénoet tov Kivouvo empdivvong kot erakolovdng Aoipwénge.

Metd v éveon), TapakorovOeite Tov 0.60evi|.

Apéomg petd v evéoboloeldikn éveon, ol aobeveig Oa mpémel va mapakolovBodvtot yio
avénon tng evéoeBaApiag mieons. H katdAAnAin mapoakorovbnomn puropel vo tepthapPdvet
€LeYY0 TNG ALUATMOOTG TNG KEQOANG TOV OTTIKOV veDPoL 1) Tovouétpnon. Edv arnarteital, Oa
TPENEL VO, VTTAPYEL SLOBEGIUOC ATOCTEP®UEVOG EEOTAMOUOC Y10 TOPUKEVTI|ON.

Metd v evoobaroeldikn Eveor), 6Tovg acbeveig 1/kat Tovg epovtiotég Ba mpénet va do6ovv
00MYIEC Y10, TNV OVOPOPEA TVYXOV GUUTTOUATOV TOL UTOPEL Vo, VTTOdNADVOLV EvEoPBaApitidn 1
OTOKOAAN G TOV AUPIPANGTPOEBOVS (.. AAYOS TOV 0PBaLLOV, EpLBpOTNTO TOL 0PHAALOV,
ooToeofia, BoAn 6pacn) ympic kabvotépnon.
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7. KATOXOX THX AAEIAY. KYKAO®OPIAX
Celltrion Healthcare Hungary Kft.

1062 Budapest

VAaci Ut 1-3. WestEnd Office Building B torony
Ovyyapia

8. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1895/002

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHYX THX AAEIAX

Huepounvia mpdg éykpiong: 12 defpovdprog 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agntopepeic TANpoopieg Yio 10 TapdV POPUAKEVTIKO TPoidV givor d1fEcieG oTOV SIKTLAKO TOTO
t0v Evponaikod Opyovicpov @apudkev: hitps://www.ema.europa.eu
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ITAPAPTHMA 11

IHAPAXKEYAXTHYX THX BIOAOT'IKQX APAXTIKHX
OYZIAX KAI TAPAXKEYAXTHX YIIEYOYNOX I'TA THN
AITIOAEEMEYZXH TQN HAPTIAQN

OPOI'H ITIEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H ITEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A.  THAPAXKEYAXTHX THX BIOAOT'IKQX APAXTIKHY OYXIAX KAI
HHAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEEMEYZH TQN ITAPTIAQN

Ovoua kot d1e06vven Tov TopaoKeLAoTH TNS BLOAOYIKOS dPACTIKNE OVGIOG

CELLTRION INC.

23 Academy-Ro
Yeonsu-gu

22014 Incheon
Anpoxpartio g Kopéag

CELLTRION INC. (Plant 1),
20, Academy-ro, 51 beon-gil,
Yeonsu-gu, Incheon, 22014, Anpokpartia g Kopéog

Ovopo kot d1ev6vven Tov TOPOCKEVOGTH OV £ivol VTELOVVOC Y10 TNV OTTOOEGUEVGT TOV TAPTIO®V

Nuvisan France SARL
2400, Route des Colles,
06410, Biot,

ToArio

Midas Pharma GmbH
Rheinstr. 49,

55218 Ingelheim,
T'eppovia

KYMOS S.L.

Ronda Can Fatjo, 7B.

08290 Cerdanyola del Valles,
Barcelona,

Iomtavia

270 £VTUTTO PUALO 0JNYIDV XPTOTG TOV POPUAKEVTIKOD TPOIOVTOG TPEMEL VAL OVALYPAPETOL TO OVOLLAL
Kot 1 S1ev0vVoT TOL TAPUCKELAGTH TTOV Eival VTELOHVLVOG V1o TNV ATOSEGUEVGN TNG CYETIKNG TAPTIONS.
B. OPOI'H NIEPIOPIXMOI XXETIKA ME TH ATIAGEXH KAI TH XPHXH

DoppokevTikd TPOidv Yo T0 0Toi0 amoLTeiTon TEPLOPIGUEVT 1aTpik cuvtayn (PA. mapdptnua I:
[epiAnym tov Xopaktnpiotikev tov [Ipoidvtog, mapdypapoc 4.2).

I AAAOI OPOI KAI ATTAITHXEIX THX AAEIAX KYKAO®OPIAX

o Ex0¢oe1g meprodiknig mapakorovdnong g acpdrerag (PSURs)

Ot amortioelg yio v vroPoin tov PSURS yo t0 ev Adym @apuakevtiko mpoiov opiloviol otov
KaTdAoyo e TG nuepounvieg avapopds s Evoong (katdloyog EURD) mov mapatifeton otnv

Tapdypoo 7, Tov dpBpov 107y, tng odnyiag 2001/83/EK kot kdbe emakdlovdng emkaiporoinong
OTMG OMLOCIEVETAL GTIV EVPAOTAIKT OUKTVAKT TUAT Y10l TO PAPLLOKOL.

A.  OPOI'H IEPIOPIXMOI XXETIKA ME THN AX®AAH KAI ATIOTEAEXMATIKH
XPHXH TOY ®PAPMAKEYTIKOY ITPOIONTOX
. Yy£010 oroygiprong Kivovvov (ZAK)
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O Kdroyog Adstog Kvkhopopiag (KAK) Ba die&aydyel TIC amaitovIEVES OPOCTIPLOTNTES KOl
TOPEUPACELG PUPHOKOETOYPVTVIONG OTOC KATAYPAPOVTAL AETTOUEPDS GTO CLHEMVNOEV ZAK 7oV
mapovctdleTar otny evotnta 1.8.2 g doeiog KukAopopiog Kot 0olecdNTOTE EMAKOAOVOES
gyKekpiévec avabempnoelg tov TAK.

‘Eva emucaportompévo ZAK Oa mpénet va katotebe:

. Metd and aitnpa tov Evporaikod opyovicpov @appakov,

o OnoTedNTOTE TPOTOMOLEITAL TO GVGTNUO. dLaYEIPLONE KIvOHVOU, E101KE MG ATOTEAEG L0 ANYNG
VE®V TANPOPOPIDOV TOV UTOPOVV VO ETUPEPOVY CTUAVTIKT GAAXYT) GTN GYECT] 0QEAOVG-KIVOHVOL
N ©¢ 0TOTELESUA. TNG EMITEVLENC EVOC GNUAVTIKOD 0POCTILOV (QUPHOKOETOYPVOTVIION N
glaylotomoinomn Kvévvov).

Edv n vopoir piag PSUR kot 1 emkopomoinomn tov ZAK cvunintovv, dbvartot va katatedovv
TOVTOYPOVO.

2votnuo PoppokoetoypdTVNONC

O Kdroyog Adestoc Kukhopopiag mpémet va, d100poAceL OTL TO GUGTNLO QOPLUUKOETOYPOTVIONG TOV
mapovctdletar otnv Evotnta 1.8.1 g ddetag kukhogopiog £xet eykataotadel Kot Aettovpyel mTpv Kot
KaTd TN S1APKELN KLUKAOQOPIOG TOL PAPULOKEVTIKOD TPOTOVTOG GTIV 0yopd.

. EmnpdécOeto pétpa ehayyrotomoinons Kivovvou

0O KAK éyet cupemviost va Topacyel EDPOTOKS eKTaldenTIKO VAKO Y10, to Eydenzelt. Tlpw amd v
KuKlogopia kot KoTd T dtdpkeio {m1g Tov mpoidvtog oe kabe Kpdtoc Méhog, o0 KAK Oa cuppmvhost
Y10l TO TEAIKO EKTOOELTIKO VAIKO pe tnv EOvikn Appodia Apyn.

0O KAK dwoparilel, og cuvéyeta cuintioemv Kot cuppoviag pe tig EGvikég Apuddieg Apyég og kibe
Kpdrog Mélog mov to Eydenzelt kukhogopei, 011 Oa mapéyetar oe OAeS TIG 0QOUAUOAOYIKES KAVIKEG,
nov 1o Eydenzelt avapéverot va ypnoyonomOei, enkaipomompévo makéTo TANPOPOPLOY Y10l TOV
1Tpd Tov Ba mepEyet To akorlovBa ototyeio:

. [IAnpogopieg Tov apopovV TOVG 1TPOVS

o Moayvntookomnon g 01ad1kaciog evooboAoedIKNG EVECTC
o Ewovoypappo g dtadikaciog evOoDaAoEIdIKNG EVESNC

o Ioxéto TANpoPopIOY Yia Tov achevn

O TANpoPopieg Y10 TOV 10TPO GTO EKTALIEVTIKO VAIKO TPENEL VO, TEPIEXOVV TA TAUPAKATMO OVGLOON

otoyeio:

o Teyvikég yio evoobarogldikn éveon coumeptiapfovopuévng g xpnong piog felova éveong 30
G, Ko g Yoviag €yyoong

o EmBefaioon 6t n mpoyepicuévn cipiyyo Kot 10 @loAidto poopiloviol povo yio pia ypnion

. Avaykn ywa v amopfoin mepicosiag Oykov amd T chpryya mpwv and v éveon Eydenzelt yia
TNV OTOPLYT VTEPOOGOAOYING

. [Mopakorovdnon tov acbevav petd Ty evooioAogldIKT £VEGT CUUTEPTLOUPAVOUEVIC TG
TOPOKOAOVONGNC TNG OTTTIKNG o0&V TNTAG KOt avEnong g evoopOaiLuag Tieong PLETH TNV £veoT

. Bookd onpeio Kot COUTTOUOTO TOV OVETIOOUNTOV EVEPYELDV TOV GYETI(OVTOL IE

gvdoialoedikn £veon courepthapfavouévng g evoopBoipitidag, g evooeOdApag
QAEYHOVIG, TNG avENpEVNG evoopBdApiag mieong, g pnéng tov pehayypdov emBniiov Tov
AUPIPANGTPOELSOVG KOl TOV KOTOPPAKTN

. INuvaikeg aocBeveic oe avamapaywywn nikio tpémet vo AGBovv OmOTEAECUATIKT AVTIGUAANYT
Kot ot £YKveG yovaikeg dg Oa Tpénet va Aafouvv to Eydenzelt.

To mokéto evnuépmong TV acBeVOV TOV EKTOLOEVTIKOD VAIKOD Yia eviAiko TANBuoud mepthapfavet

€va EVIUEPOTIKO 001Y0 a.60evoDE Kal ol akoVGTIKH £€K606T avTod. O eviUeP®TIKOG 00NY0G
ac0evoug mepEyEL TIg akOAOVOEG OVGIMIELG TANPOPOPIES:
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DuAro Odnyiwv Xpnong

ITowoi Ba Tpénet va Oepamedovtar pe to Eydenzelt

Ia¢ vo mpoetouachei yio tn Oeponeio e Eydenzelt

ITowa ivon ta Pripata wov akodovBovv ) Bepancio ue Eydenzelt

Boowd onpeio kot GOpUITOUOTO TOV GOPapOY aveTIOOUNTOV EVEPYELDOV GUUTEPIACUPAVOUEVTG
g evooeOaipitidoc, e evoopOdAuLaG PAEYUOVIC, TNS ovENUEVNS EVOOPOAaLLLOG TTieoNC, TNG
PNENG TOL peAayypOoL emONAIOL TOV AUEIPANGTPOEIBOVS KOl TOL KATAPPAKTN

[T6te va avalntioel enciyovoa epovtidn amd TOVG ETAYYELULOTIEC TOL TOUEN VYEING

INuvaikeg acBeveic og avomapaymyikn nikio tpénet vo, AGBovV OmOTELECUATIKT AVTICOAANYN
Ko ot £yKveg yovaikeg de 0o mpénet va Adpovv to Eydenzelt.
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ITAPAPTHMA 111

ENNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EIIIXHMANXH

76



ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
KOYTI

IIpoyepiopévn covpryyo.

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Eydenzelt 40 mg/ ml evéoyo didAvpa o€ mpoysuiouévn coptyya

apMPepcéntn

‘ 2. YYNGEXH XE APAXTIKH OYXIA

1 Tpoyeopévn copryya epiéyet 7,28 mg apiifepoéntng oe 0,182 ml dwadvporog (40 mg/ml)

‘ 3. KATAAOT'OX EKAOXQN

"Exdoya: TTolvcopPucd 20 (E 432), 16116ivn, 16T18ivI DEPOYA®PIKT LOVODIPIKT], YA®PLovY0 VATPI0,
TpeYorAoln, VOwp Yo evéosua. o TeplocdTEPEC TANPOPOPIES, avaTPEETE GTO PUAAO 0O YLDV YPNOTG.

‘ 4. GAPMAKOTEXNIKH MOP®H KAI TIEPIEXOMENO

Evéoo dtdAvpa o€ mpoysuopévn oopryya

1 Tpoyemiopévn cvptyya tepiéyet 7,28 mg apipepoénng oe 0,182 ml dwadvporog (40 mg / ml).
Amodidet 1 povny 66om tov 2 mg/0,05ml.

‘ 5. TPOIIOX KAI OAOX(0OI) XOPHI'HXHX

Evdobaioeldikn yoprynon.

T pia poévo ypion.

Awfaote T0 PUALO 0INYIOV XPNOTG TPV OO TN YOPNYNOT.

Avolyete TNV AmOCTEPO®UEVT KOWEAN LOVO €vTOG TNG Kabapng aifovcag yoprynong.
IIepiooeia dykov Tpémel va, apalpeitor Tpty amd TV EVeon.

6. EIAIKH ITPOEIAOIIOIHEH XYM ®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION IIPEIIEI NA ®YAAXXETAI *E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXETITIZOYN TA ITAIAIA

Na pvidooetal o€ BEom, TV onoia dev PAETOLY Kot dev Tpooeyyilovy Ta TALdd.

7. AAAH(EY) EIAIKH(EY) IPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EY)
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8. HMEPOMHNIA AHEHX

AHZEH

9. EIAIKEX XYNOHKEX OYAAZHX

Ddvrdocete o€ Yuyeio.
Mnv KaToyvyEeTe.
DuAdcoete 6NV APYIKN] CLOKEVAGIO Y10, VO TPOGTATEVETAL OO TO PG,

10. IATIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHHOAEIMMATQN ITIOY IIPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
Ovyyapia

12.  APIOMOZXZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/24/1895/001

13. APIOMOZX ITAPTIAAX

TToptida

‘ 14, TENIKH KATATAZH I'lA TH AIAGEXH

‘ 15, OAHI'IEX XPHXHX

‘ 16. TAHPO®OPIEX XE BRAILLE

H ottioAdynon yio vo, umv mtepianeBei n ypoapn Braille sivon amodekt.

17.  MONAAIKOX ANAINQPIZTIKOX KQAIKOX - AIZAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

A160106TOTOC YPOUU®TOS KddKAG (2D) mTov gépel Tov TEPIANPOEVTO LOVOITKO aVOyVOPIOTIKO KOOKO.
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18. MONAAIKOX ANAI'NQPIEZTIKOX KQAIKOX - AEAOMENA ANATNQXIMA AIIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX IOY HIPEITEI NA ANATPA®ONTAI XTO ®YAAO THX
XYXKEYAXIAX TYIIOY BLISTER

IIpoyepiopévn ocvpryya

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Eydenzelt 40 mg/ ml evéciuo didAvpa
apMPepcéntn
€VOOVAAOEIDIKT] ¥p1ioN

‘ 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

3. HMEPOMHNIA AHZHX

AH

[1]

H

4. APIOMOZX MMAPTIAAZ<, ETOIXEIA AOTH KAI KQAIKOI ITIPOIONTOX>

Moptida

5. AAAA XTOIXEIA

Evdoboloedun yoprynon.
Avolyete TNV AmOGTEP®UEVT KOWEAN LOVO €vTOG TNG Kabapng aibovoag xoprynong.
Ddvrdocete o€ Yoyeio.
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EAAXIXTEX ENAEIZEIX TIOY IIPEITEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX
EINNIXHMANXH

IIpoyepiopévn covpryyo.

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX XOPHI'HZHXZ

Eydenzelt 40 mg/ml evéoyo ddivpa
apMPepcéntn
Evdobaioetdikn yoprynon

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

Moptida

‘ 5. HNEPIEXOMENO KATA BAPOXZ, KAT’ OI'KO'H KATA MONAAA

7,28 mg/0,182 ml

| 6. AAAA ITOIXEIA
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ENAEIZEIX TIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
KOYTI

Drorioo

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Eydenzelt 40 mg/ml gvéoipo Sidlvpa o€ PLaAidio

apMPepcéntn

‘ 2. YYNGEXH XE APAXTIKH OYXIA

1 praAidio mepiéyel 11,3 mg apiPepoéntng og 0,283 ml doddparog (40 mg/ml)

‘ 3. KATAAOT'OX EKAOXQN

"Exdoya: TToAvcopPucd 20 (E 432), 16116ivn, 16T18ivI DEPOYA®PIKT LOVODIPIKT], YA®PLov)0 VATPI0,
TpeYorAoln, VOwp Yo evéosua. o TeplocdTEPEC TANPOPOPIES, avaTPEETE GTO PUAAO 0O YLDV YPNOTG.

‘ 4. GAPMAKOTEXNIKH MOP®H KAI TIEPIEXOMENO

Evéoo didAvpa o€ proridio
1 puaAidio mepiéyel 11,3 mg apiPepoénng og 0,283 ml dwoddpatog (40 mg/ml).
18G Berova pe pirtpo.

Amodidet 1 povn 86om tov 2 mg/0,05 ml.

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Evdoboloedun yoprynon.

T pia ypion pévo.

Awfaote T0 PUALO 0INYIOV XPNOTG TPV 0T TN YOPNYNOT.
H nepicoein 6ykov mpénel va aporpeiton mpv omd v £veon).

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIAIA

Na puAdooetol o 0éom, TV onoia dev PAETOLY KoL dev Tpoceyyilovv Ta TadLd.

7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIY), EAN EINAI AITAPAITHTH(EYX)

82



8. HMEPOMHNIA AHEHX

AHZEH

9. EIAIKEX XYNOHKEX OYAAZHX

Ddvrdocete o€ Yuyeio.
Mnv KaToyvyEeTe.
DuAdcoete 6NV APYIKN] CLOKEVAGIO Y10, VO TPOGTATEVETAL OO TO PG,

10. IATIAITEPEX TIPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHHOAEIMMATQN ITIOY IPOEPXONTAI AIIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Celltrion Healthcare Hungary Kft.

1062 Budapest

Véci ut 1-3. WestEnd Office Building B torony
Ovyyapia

12.  APIOMOZXZ(OI) AAEIAX KYKAO®OPIAX

EU/1/24/1895/002

13. APIOMOZX ITAPTIAAX

TToptida

‘ 14, TENIKH KATATAZH I'lA TH AIAGEXH

‘ 15, OAHI'IEX XPHXHX

‘ 16. TAHPO®OPIEX XE BRAILLE

H ottioAdynon yio vo, umv mtepianeBei n ypoapn Braille sivon amodekt.

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

A160106TOTOC YPOUU®TOS KddKAG (2D) mTov gépel Tov TEPIANPOEVTO LOVOITKO aVOyVOPIOTIKO KOOKO.

‘ 18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX - AEAOMENA ANATNQXIMA AIIO
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TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX TIOY IIPEITEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX
EINNIXHMANXH

Drorioo

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX XOPHI'HZHXZ

Eydenzelt 40 mg/ml evéoyo ddivpa
apMPepcéntn
Evdobaioetdikn yoprynon

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

AHEH

4. APIOMOZX ITAPTIAAX

Moptida

‘ 5. HNEPIEXOMENO KATA BAPOXZ, KAT’ OI'KO'H KATA MONAAA

11,3 mg/0,283 ml

| 6. AAAA ITOIXEIA
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B. ®’YAAO OAHI'IQN XPHXHX
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@vAiro oonYLOV ypions: IIinpoopics Yo Tov a.60evi)

Eydenzelt 40 mg/ml gvéoyro dvalopo 6€ Tpoyspiopivy ocvpLyyo
apMPepcéntn

vTo @AapuraKo ovTd TEAEL LTO CLUTAN PO UATIKT TOPAKOAOVONGT. AVt Ba eMTPEYEL TO Yp1YOPO
TPOGOIOPIOUO VEDV TANPOPOPLOY acPiieloc. Mmopeite va fondnoete LEcm TG avapopdic Thovmy
AVETIBOUNTOV EVEPYEIDV TOL EVOEXOUEVMG TTapovatalete. BA. T€hog Tng mapaypdpov 4 yio Tov TpOTo
avaQOPAG AVETIOOUNTOV EVEPYEIDV.

AP acTe TPOGEKTIKG 0AOKAN PO TO GVAAO 03N YAV YP1OoNG TPV GG Yopn YN0l avTéd TO

PapRAKO, O1O0TL TEPLAAUPAVEL CNUAVTIIKES TANPOPOPIES Y10 UG,

- dvrdEte avto To EOALO 0dNYIBV Yprone. Towg ypelactel va to dofdacete Eavd.

- Edv éxete mepartépw amopieg, p@TNOTE TOV Y10TPO GOG.

- Edv mopatnpnoete kamowo avemBOunt evépyeln, EVIIEPADOGTE TOV YLOTPO GOG. AVTO 1GYDEL Kot
v Ka0e Thavn avemBounT EVEPYELDL TOL OEV AVOPEPETOL GTO TOPOV PUALO 0INYIDV XPHOTS.
BA\éne mopdypago 4.

T wegpréyer To mapov OUALO 00N YLAV:

T1 eivan 10 Eydenzelt ko oo giva 1y ypron tov

T npémel va yvopilete mpv cog xopnyndei to Eydenzelt
o Oa cag yopnyndei to Eydenzelt

[MBavéc avembounteg evépyeteg

Ia¢ vo. purdooete to Eydenzelt

[Tepreydueva tng cuoKeVOGING Kot AOUTES TANPOPOPIES

ocoarLNOE

1. T givan To Eydenzelt kon wowa givar 1 gpion tov

To Eydenzelt givar £va didAvpa wov yopryeitar pe Eveon PEco 6To UATL GTOVC EVIAMKES Y10, TN
Oepameio KaTAoTAGE®OV TOV POTIOD TOL OVOpALovVTOL

- veoayyelokn (VYPOD TOTOV) NAKIOKT EKQOUAIGT TG @YPAS KNALdag (VYpod TOToL AMD),

- dtoTapayn g opaong amd devtepomadég oidnua TG ypag knAidag Tov opeiletal o
anoepacn eAEPag Tov apeiPAinctpoeidovg (khadkng RVO (BRVO) 1 kevipikciic RVO
(CRVO)),

- UEL®PEVT Opaom AOY® S1afnTIKoV 00NIaTOG TG )Pac knAidag (DME),

- UELMWEVT OpaoT AOY® HVOTIKNAG XOPLOEWIKNG veoayyeimwong (Lomkiy CNV).

H apMPepoénm, n dpoactiky) ovcic tov Eydenzelt, amoxieiet ™ JSpaotnpidtra piag opdadog
Tapayovtov, ov gival yvaotol g VEGF-A (ayyeliakdg evoodnitaxog avéntikog topdayoviog A) Kot
PIGF (mhakouvtiokog avEntikdg mapiyovtag).

Y& aoBeveic pe vypod TOmov AMD kot pvemiky CNV, avtol ot mopdyoveg, 0tov Ppickoviol g
avénpévn TosdTNTa, GVoYETILOVTAL GTO U PLGLOAOYIKO GYNUOTIGHO VEOV OLLOPOP®Y OYYEI®V GTO
pétt. Avtd T vEa aplo@dpa ayyeio LITopovV Vo TPOKAAEGOVY TN S10PPOT] CLGTAUTIKMOV OULOTOC LEGOL
07O UATL KoL €TakOA0VON PAAPT TOV 1IGTGOV TOL HATIOD TTOL glvar vteHBVVOL Yo TV OpasT).

e aobeveig pe CRVO, copfaivel andoepain 6to K0plo atplodpo ayyeio mov PETOQEPEL aipLo LoKpLdL
amo Tov auePAnotpogdn. g andvinon, ta enineda Tov VEGF avédvovtol tpokaidvag T doppon|
VYPOL PEGO GTOV OUPIPANGTPOEION KOl KOTA GLUVETELD 00N YOV Gg e£0idnontng wypag knAidag, (to
TUNLO TOV GUPPANGTPOELDOVG TTOL Eivat LITEHOVVO Yl TN AewTh OpaoN) KATAGTOCT TOL ovoudleTal
oldnua e oypas knAidac. Otav 1 oypd knAida yepilel e vypo, N Kevipikn Opacn yivetal OoAn.

Y& aobeveic pe BRVO, pa n meptocotepes S1akAadOGELS TOV KDPLOV QULOPOPO ayYEIOV OV
UETAPEPEL TO Ol pokpLd omd Tov apeiinctposdn, epnodiletal. Qg enaxdiovbo, Ta enineda VEGF
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ov&AvovTal TPOKAAMDYTOG TV SLaPPOT| VYPOV EVTOS TOL OUEIPANGTPOEION KOl GUVETMC TPOKAADVTOG
oldnua ¢ oypag knAidag.

To drafnrTikd oidnua g wypac KNAISAG Etval TO «POVCKOUINTOV AUEPANGTPOEDOVS TO 0010
ovuPaivel og acBeveig pe oapntn Adym Stappong LYPOL Ao TO ALLOPOPO AyYEiR EVTOC TG WYPEG
KnAidag. H oypd knAida eivat to tunpa tov apeiBAnotpoedog vrehBovvo yio v koA opacn. Otav
N @ypa knAida yepilet pe vypod, 1 Kevrpikn 0poo yiveror BoAn.

H aplPepoénn éxel katadeiybei 011 otopotd v avamtuén vEov U QUGIOAOYIKOV QUOPOPOY
ayyeiov 6To paTl, T0 0Toio GVYVA TOPOLGIALoVY dlappon vYpoL 1 apoppayovv. To Eydenzelt pmopei
va Bondnoet 6t otafepomoincn Kat, 6€ TOAAEG TEPIMTMGELS, 0T PEATIOON TG OTOAELNG TNG OPAONG
mov oyetileTon pe v vypov tomov AMD, CRVO, BRVO, DME kot poomikr) CNV.

2. T npémer vo yvopilets Tpwv va oog yopnyn0si to Eydenzelt

Agv 0a cag yopnyn0si o Eydenzelt

- o€ mEPInT®ON aAlepyiog oTNV aPAMPEPCETTN ) GE OTOLOONTOTE GALO OTO TOL GLGTUTIKG AVTOD
TOL PAPUAKOL (OVOPEPOVTOL TNV TTAPAYPaPO 6).

- edv €xete evepyn N evdgyouevn poAvvon péoa 1 Yopw and 1o pndtt (0eOaipukn 1 Tepo@OaipiKy
Aotpwén).

- €qv €yete coPfapn Aeypovny ToL HaTiod (oL vodelkvieTaL and THVO 1 EpLOpOTNTA).

Ipogdomomjoeis ko TPoPLAGEES
AmevBuvbeite 610 Y1aTpo cag TPy oag yopnyndei to Eydenzelt:

- edv €xete yAaKmUA.

- €4V €xeTE 16TOPIKO AMAUWEWDVY 1 EEOPMUATOV TNV OpacT GOG Kal v £xeTe o EaQviKn avénon
Tov peyéoug Kot Tov apBpod TV e&poudtov.

- €dv mpaypatoromOnKe 1 eivol TPOYPAULOTIGUEVT) YELPOLPYIKT EXEUPAOT] 6TOV 0POAALS GOg
EVTOG TMV TTPOTYOOUEVAOV 1) TOV EXNOUEVOV TECCAPOV ERSOUASMV.

- gav €xete coPfapn popeny CRVO 1 BRVO (woyoikin CRVO 71 BRVO), 1 Oepaneia pe o
Eydenzelt 6e cuvictdrat.

Emumiéov, elvar onuavtikd va yvopilete 6t

- N aoPdAgia Ko 1 omotelecpatikotTa Tov Eydenzelt 6tav yopnyeitan kot otovg 6vo
0PBoApLOVS TavTOYpOVa dev EYovv HeAeTN el cLGTNHATIKG KO €AV YiVEL XprioT LE QVTO TOV
TpoTo pmopel va avéndel o kivouvog va TopovGLUGTOVY YEVIKA aveTIBOUNTES EVEPYELEC.

- ot evéoelg pe o Eydenzelt pmopodv va mpokaAiécouvv pa obEnon oty migon Tov patiod
(evdoBdApia ieon) o€ opiopévous aobeveig evidg 60 Aemtadv amd v éveon. O yutpdg cog Oa
ToPaKOAOLONGEL TNV TiEoN TOL HOTIOD UETE TNV £veon.

- €av avamtHéete Lo LOAvVoT 1| GAEYUOVI GTO ECMTEPLKO TOL UATION (EVO0PBuAUiTION) 1) GAAES
EMMAOKEG, UTOPEL VO ELPOVIGETE 0POOALLKO TOVO 1] avENEVN dSuoEopia, ETIOEIVOVUEVT|
gpLBpOTNTA TOL HOTIOD, BOAN 1| LEW®UEVT OpacT), Kot ovENUEVT vaicOncia 6To E®G.
OTo1001TOTE GUURTAOUATO. EVOL CTLOVTIKO VO Sty VMOGTOVV KOl VO OVTIHETOTIOTOOV OGO TO
duvaTdv GuVTOUOTEPO.

- 0 y1otpdg cag Ba eAéyEet edv Exete AAAOVE TAPAYOVTEG KIVODVOL TTOV UTOpEL VoL avENGovy TV
mhavotnTa pRENG N ATOKOAANGNG GE LLOG €K TM OTIRAS®MY 6TO TGM HEPOS TOL OPOUALOD
(amokOAANoN auEPBANGTPOEd0DC 1 pNEN Kal pREN N AOKOAANGT| TOL pEAYXPOOL mOnAiov
oV auPIPANoTPoEldode, ondte og avTh TV TEpintwon o Eydenzelt Oa mpénet va yopnynOei ue
TPOGOYN.

- to0 Eydenzelt dev mpénel va ypnoiomoteiton katd t SiepKeELn TG EYKLUOGVVNG EKTOG EGV TO
EVOEYOUEVO OPENOC VTIEPTEPEL TOL EVIEYOUEVOL KIVODVOL Y10 TO ayEVVITO BPEPoc.

- 01 YUVOIKEG GE aVOmOP Oy ®YIKN NAIKIO TPETEL VAL YPNGIUOTOLOVV OTOTELECUATIKT AVTIGOAANYT)
Katd Tn d1dpKetn TG Bepameiog Kot Yo TOVARYIGTOV TPELG EMTAEOV UVEG LET TV TEAELTAIN
éveon tov Eydenzelt.
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H ovotmpatikn gpion avacstorénv tov VEGF, mopdpoinv ovsidv pe ekeivec mov Tepléyel 1o
Eydenzelt, oyetiletar duvntikd pe tov kivovvo dnpuovpyiog Opoupaov tov aipartog ot omoiot epdlovv
T HoPOpa ayyeia (Teprotaticd OpopufoerfOAK®Y apTNPLOKOY EXEIGOSIMV) TOV UTOPEL VO

001N YNOOVY GE KOPILKN TPOGPOAN 1 0y YELKO EYKEPOUMKO £MEICOO10. BewpnTiKd VILAPYEL EVag
Kivéuvog Této1mv copPavimv petd v éveon tov Eydenzelt oto pdtt. Yrdpyovv teplopiouéva
dedopéva yio v acpdiela ot Bepaneio acbevaov pe CRVO, BRVO, DME kot poomiki CNV ot
010101 £X0VV VITOGTEL OYYELOKO EYKEPAAIKO ETEIGOSIO 1| EAAPPV EYKEPUMKO (TOUPOSIKO 1GYALUIKO
€MEI00010) N KOPOlaky TpocPorn eviog Tawv Tponyoduevey 6 unvev. Edv kdmolo amd avtd cog
agopd, to Eydenzelt 8o yopnynOei pe mpocoyn.

Yrdpyel Lovo meplopiopuévn eumeipia ot epomeio

- acBevav pe DME Aoyw dwafnn tomov L.

- SwfnTik®v pe moAd vymAéc péoeg TIHEG cakydpov tov aipotog (HbAlc dvem tov 12%).

- SwfnTik®dv pe o Tatnon tov 0ehoiumy wov tpokaAsital omd To daPnn N omoia ovopdleTon
TOPUYOYIKN STk apeiAnctpostdonadeia.

Agv vapyel epmelpio otn Oepaneio

- acBevav pe ofeieg Aouméelc.

- acBevav pe dAdec TabNoElg TV 0QOUAUDOY OTTMG ATOKOAANGT TOV AUPIPANGTPOEBOVG 1] 0T
™G OYPAS KNALOAG.

- SLOPNTIKDV e UN EAEYYOUEVT], DYNAT OPTNPLOKT TTieom.

- un Acwotomv aofevav pe poomik CNV.

- acBevav ot omoiot Eyovv Tponyovévmg voPAnbel oe Bepaneio yio pommikr CNV.

- acBevav pe PAaPec EEm and To KeEVTPIKO onueio ¢ oypdg knAidag (eEmPobpucég PAGPES) Yo
poomikny CNV.

Edv xémoto amd ta mapandve cog apopd, o Yatpog oag Ba AdPel vtoyn avtiyv v EAAenym
TANpoYopLdv Otav oag yopnynost Bepameia ue to Eydenzelt.

oword kon £pnpor
H ypnon tov Eydenzelt o€ moidid ko prifouvg nitkiog kéto tov 18 gtdv dev £xel peletnOe.

Al gappoxa kot Eydenzelt
Evnuepmote tov yiatpd Gog 4V ¥pNCILOTTOLEITE, EXETE TPOGPATO YPNCYLOTOMGEL 1] UTopEl val
YPTCULOTOUGETE GAL PAPLLOKDL.

Kinon kot Onhaocpég

- INvvaikeg o avoamapaymyun nikio TPETEL VO, XPTGLULOTOLOVV OTOTEAEGLOTIKY OVTIGOAANYN
Katd ™ ddpken TG Bepaneiog Kot Yo TOLARYLGTOV TPELG EMTAEOV UNVES LETA TV TEAELTALN
éveon tov Eydenzelt.

- Aev vmapyet epmepio and ™ ypnon tov Eydenzelt oe yxveg yovaikeg. To Eydenzelt dev mpémet
VoL YPNCOTOLEITOL KOTE T SIAPKELD TG EYKVUOGVVTG EKTOG EAV TO EVOEYXOUEVO OPEAOG
VIEPTEPEL TOL EVIEYOLEVOL KIvdDVOU Yo To EUPpvo. Edv glote éykvog 1 oyedialete va peivete
§ykvog, oulntnote yia 1o 0épa avtd pe tov Yotpd cag wpv ) Oepancio pe to Eydenzelt.

- Miukpéc mocdtteg Tov Eydenzelt propei va tepdoovy 610 avBpmdmivo yaia. Ot EMNTOGES 6TO
veoyvo | Bpépog mov OnAalet eivon dyvooteg. To Eydenzelt dev cuviotdrtaol katd v didpketa
Tov Onhacpov. Eqv Onhdlete, cu{nmote pe Tov yiatpd cog mpty amd v Bepamneio pe
Eydenzelt.

Oonynon ko yEPGROS PNy avnpdTmv

Mertd v éveon cag e to Eydenzelt, propel va eppavicete opiopéveg mpocmpiveég StoTopoyes TG
opaong. Mnv odnyeite N xepileote unyovipata yio 660 ¥Povikd dtdoTn S10pKobV OVTEG Ol
droTapayéc.

To Eydenzelt mepiéyer
- Ayotepo amd 1 mmol vatpiov (23 mg) avd doon, eivar avtd mov ovoudlovpe «eAedbepo
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vatpiovy.

- 0,015 mg nolvcopPikod 20 og kabe 0,05 ml ava d6om, Tov 1wodvvauovv pe 0,3 mg/ml. Ta
TOoAVGOPPLKa pmopel va TPokaAEGOVY aAAEPYIKES avTdpdoelc. Evnuepmote tov 1tpd oag eav
EXETE YVOOTEG OAAEPYIES.

3. Mog 0a cag yopnynOsi To Eydenzelt

"Evag ylatpog éumelpog ot yoprynon evécewv oto udtt 0o kdvetl tnv éveon tov Eydenzelt péoa oto
patt cag vod donmreg (kabapic Kot e anooteipwon) cuvOnkeg.

H cuvictdpevn 86om givan 2 mg apiPepoéntng (0,05 ml).
To Eydenzelt yopnysiton wg éveon péca oto patt cog (evooiahoedikn Eveon).

[Ipwv v éveon, o Y1TpdC 60G O XPNOIUOTONGEL UTOAVUAVTIKO 0QOaAIKO d1dhvua yio va kabapicet
TO UATL OOG TPOGEKTIKA, £TG1 MGTE VO, amo@evydel n uodivvon. O yatpdc cog Bo Gag yopNyNoeL Emiong
£val TOTKO avaloOnTikd yio v EAATTMOGEL 1} VO AOTPEYEL TOV TTOVO OV 16MG OOG TPOKAAESEL 1] EVECT).

Yypov tomov AMD

O1 aoBeveic pe vypod Tomov AMD Oa Aappdavovv Bepaneia pe pio Eveon avd Piva yuo TPeLg
1000y IKEG DOGEIC KOl TN CLUVEXELX UE [0l KOO EVEST] LETA ATTO AAAOVE dVO UNVEC.

O y10tpdg oag Ba amopacicel edv T0 HecodAGTNLA TNG BEPANEING OVALETO OTIC EVEGELG UTOPEL VoL
Sronpn et yo kaBe 600 pnveg 1 Oa TpEmet oTad1oKd vo eneKTalel 6€ LECOOIOGTALOTA TOV 2- 1] 4-
gPdouddmv epdGoV 1 Katdotact cog £xel otabeporombel. Edv n xotdotaon cag emidevmbeil, to
LEGOJIACTN LA AVALES TIG EVEGELS UTOPEl va. pLetwbet.

Extég edv mapovcidoete kdmolo TpofAnuo 1 6og SuUPOVAEYEL SIOPOPETIKA O YLOTPOG GOS, OEV
VILAPYEL OVAYKT) amd GGG VAL EMGKEPTEITE TOV Y1ATPO GO TNV MEPT0O0 LETAED TMV EVEGEWMV.

Agvteponafig Oionpa g Qypag Knrideg aré CRVO

O y10tpdg oag Ba kabopicet To o amoterecpatikd Oepamevtikd TPOYpALU Yo €60G. Ao EgKviioeTe
™ Bepomeia oag pe po oepd omd punviaieg evécelg Eydenzelt.

To ypovikd dbotnua avipeso e dvo evécelg og Ba Tpémetl va elvar pikpoTepa and Eva piva.

Edv n xotdotaon oag dev Pertimbel petd toug mpdtovg tpeic pnveg Bepameiag, o yioatpog cag pmopel
vo amopocicel va otouatiost ™ Bepancio ue to Eydenzelt.

Otav o y1tpdc cog BepnoeL OTL 1] KOTAGTACT GOg TapoUével oTadepn Yo Tpelg uveg vo Bepamneia,
n Bepaneio pmopel va otapatiost. Eav kpbei amapaitmro, to pecodiactnipata g Oepaneiog pmopel
va emektafoOv TEPAY TOL VOGS UNVOGS. Edv 1 Katdotaon cog apyicetl vo eMOEVOVETOL LETH TN
dwokomn g Bepameiag, Oa mpémel va yivel emavainym tng Oepaneiog.

Xuvnbag, o Yiatpdg cag Ba cag eEetdlel Katd T dldpKeEL TOV EMOKEYE®V TG éveons. Eav ta
HECOAGTAHATA TOV BEpameldv elval pLeyoldtepa amd Eva URva, 0 YTpOg GG UTOPEL VO OToPaciceL
va cog e€etalel cuyvotepa. Oa ¥PELOCTEL, OTNV TEPITTOOT OWTH, VO KAVETE eMTpdsheta pavtefov yia
€EETAGELG LE TO Y1OTPO GOC LETAED TMV EVECEWV.

AgvtepomaBég oionua TS OYPag kniidas and RVO (khadwki RVO 1| kevrpwi] RVO)

O y1atpocg oag Oo. kabopicel To To amoTerecUATIKO DepamevTiKd TPOYpOoUUa Yo €60C. Oa Egkvnoete
™ Oepomeia oag pe o ogpd omd punviaisg evéoelg Eydenzelt.

Ta ypovikd SL0GTALOTO OVALESH GE dVO eVEGELS 08 Bl Tpémet va eivarl LikpdTEPD OO Eva UNVaL.
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O yuorpdc oag punopei va amopoaciost T dtakonn g Oepaneiog pe To Eydenzelt eqv dev enweeleiote
ond o).

H Bepancia cog Bo cuveyiotel e pnviaieg evéoelg péypt va otabepomotnbel n KaTdoTO.cY GOC.

O y10tpdg oag Ba mapakorovdel v avtamokpion cog otn Bepameio Kot TOAVOG Vo cuveyiceL T
Oepameio 0LEAVOVTOG GTAGIOKE, TO, LECOOIOGTILLOTO OVAUESO, OTIG EVEGELS TPOKELUEVOD VOl SLOTNPTCEL
uia otabepn katdotaot. Edv n katdotaon cag apyicel vo ETIOEIVOVETOL LETH TNV TOPATACT] TV

pecodactnudtov Bepaneiog, o YTpdc cog B0 LEUDCEL TO, SIUOTHLOTO OVTIGTOTYOL.

Avaloya pe v avtamdkpion mov Oa £xete ot Oepameia 0 yiatpog cag Oa 0moPaciceL TO TPOYPApLLN
TapaKorlovOnong oxeTika pe Tig e€eTdoelg kot Oepameieg cag.

AwpnTiko oidnpa s oypds kniidag (DME)

O1 acBeveic pe DME 0o Aapfavovv Bepoameia pe pio Eveon avd piva yio Tic TpAOTeS mEVTE SLU00YIKEG
d0GELG KOl TN GUVEKEL [E pia Eveon kO 000 unveg oto e€NG.

To pecodidotnuae peta&d tov Bepansidv uropel va dtotnpndel 6tovg S0 UNVES 1| VoL TPOGOPUOCTEL
OTNV KATAOoTAGT GOC, pe Paon v e&étacn tov yatpol cac. O yatpds cog Bo amopacicel GYETIKA Le

TO TTPOYPOLUO Y10, TIG EEETAGELS TOPAKOAOVONOTG.

O ywtpds oag pmopei vo anopaciost tn dwakonn g Oepanciog pe to Eydenzelt eqv Bewpei 611 dgv
oeeieiote amo ™ cvveylouevn Bepameio.

Mvomki CNV

Ot acBeveic pe poomikny CNV vrofdaiiovtor o€ Oepameia pe pio epdmaé Eveon. Oa Adfete TEpUTEP®O
EVEGELG LOVO €AV 01 EEETAGELG TOV YTPOL GOG ATOKOADYOLV OTL 1] KOTAGTACT G0g Ogv £xel PeATiOEL.

To ypovikd dtdotnua PHeETaEd TV 000 EVEGE®V dEV TPEMEL VO, EIVOL KPOTEPO TOV EVOC UNVOC.

Edév 1 katdotaor| cog eEapavioTtel Kot 6T CLVEXELD ETAVELPAVIOTEL, O Y1OTPOS oag umopel va apyicet
Eavad tn Oepameio.

O y1atpdc oag Ba amopacicel oyeTkd pe To TPOYPAUL Yo EEETAGEL TapaKOAOVONOTS.

Aentopepeic 001 yiec ¥pNoNG TAPEYOVTOL GTO TEAOG TOV PUAAOD 0dNYIDV XPTONG OTNV TAPAYPOUPO
«Ildg va TpogTolpdoste Kot vo, yopnynoete to Eydenzelt».

Eav ntapaierpOsei pua 66om tov Eydenzelt
Kheiote éva véo pavtefov yio e€€taomn Kot Yop1ynon tng EVeong.

Awkomi g Ogpansiag pe o Eydenzelt
Yvppovievbeite Tov yoTpd cog Tpv daxoyete T Bepomeio.

Edv éxete meplocdTepeg EPOTNCELG OYETIKE LLE TN YPTOT) QVTOV TOV PAPUAKOV, POTHOTE TOV YIATPO
oG,
4, IMBavég avemOOuNTES EVEPYELEG

Onwg 6o Ta eappoKa, £TG1 KoL 0VTO TO QAPUAKO LITOPEL VO TPOKAAEGEL AVETIOOUNTEC EVEPYELEC, AV
ka1 6gv Tapovctdlovtal 6€ A0V TOVG avOPMOTOVC.

Eivar duvatov vo mopouctastovy oAdepyikéc avtdpdoeic (vrepevarcincia). Avtég umopel va givan
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G0Papéc KO OTONLTEITOL VO ETLKOIVOVI|GETE LE TOV YU TPO GG APUECMG,

Me ™ yopfynon tov Eydenzelt, umopei va mapovcloctodv opiopéveg avemBOunTeg EVEPYEIEG TTOV
ennpealovy Toug 0PHAALOVG AOY® TNg dladikaciog Tne Eveonc. Opiopéveg and avTég Pmopet va eivort
oofapéc kol meptrappdvovy TOEA®GT, cofapi] LoipmEn 1 @AeYROVI] 6TO E6MTEPIKO TOV 0QOAANOD
(evoopBarpitidn), amokorinon, pién 1 apoppayio TS PMTO-gvaicONTNS 6TIPAd0S 6TO0 TiGM
pépog Tov 0p0aApo¥ (amokOAANoN 1 PHEN TOL AUPIPANGTPOELDOVS), OO TOV PUKOD
(xoTappakTng), arpoppayic Tov 0@OuLRod (catpopparyict TOL VAAOEIBOVS GCOUATOC), ATOKOAAN O TGS
LehaTIVADO0VS 0V610G 6TO E6OTEPLKO TOV 00OAN0D 0té TOV APPPANGTPOELOT] (OTTOKOAANOT) TOV
VOAOEWBOVG GOUOTOG) Kot adEnon TG Tieong péca 6tov 0pOaipd, PA. Tapdypapo 2. Avtég ot
coPapéc avemBounteg evépyeleg mov ennpedovv Tovg 0pBaipodg mapoatnpOnkay og Aryotepeg amd 1
o115 1.900 evécelg otic KAMVIKEG peAéTeC.

Edv &yete Eapvikn peioon tng Opaong 1 avénon tov Tdvou Kot pufpdTnNTa 6TOVG 0POUALODG LETA
omd TNV £VECT] EVIIUEPADGTE TOV YLUTPO GUS APUECMG.

Katdhoyog Tov avemOopntav evepyelav mov avapipdnkay

AxoAovlel £vag KoTAAOYog TOV aveTIOOUNTOV EVEPYEIDVY OV avaeépOnke OTL SuvnTikd oyetiloviat
ue N dtodkacio e £veonc N Le TO Papuako. MTopel vo, unv TopovGLAGETE KOUIO 00 dVTEC.
[Tavtote va culntdte omolecdnmoTe TOOVOLOYOVUEVEG OVETIOVUNTES EVEPYEIEG LIE TOV YIOTPO GUGC.

oAb ovyvéc avem@opnTeg evépyereg (umopei va ennpedoovy mepioootepa oo 1 ato. 10 droua):

- emdeivwon g 6paong

- apoppayic 6To To® PEPOS TOL 0PHUALOD (ar1poppayic TOL AUPPANGTPOELSOVS)

- KOKKIVOL LATIO0 TPOKOAOVIEVO, OO OLUOPPAYiO, LKP®Y OOV ayyeinv oTIc eEMTEPIKEG
6101Aadec TOV 0POHAALOD

- OVoG 6ToV 0POaALS

Yoyvéc avemOounTteg evépyereg (umopel va emnpedoovy ueypt 1 ota 10 droua):

- amoKOAANoN N PNEN VOGS €K TV STIRAS®V 6TO THG® PEPOG TOL 0POUALOD, TOVL TpoKaAEl
ABpyEIS EMTOG e KIVOOUEVA GTIYLOTO KOt LEPIKES POPES 0dNYEL o€ amdAela Opaong (pR&EN™
/amokOAAN T TOV pELayypOOoV emOnAion Tov apEIPANGTPOEBOLG*, amokOAANGT /pHEN TOV
AUPIPANCTPOEDOVC)

0 *Katootdoelg yvootés g oyetiiopeves pe v vypot tomov AMD. [HapatnpnOnkav
uévo oe acbeveic pe vypov ToTov AMD.

- EKQOAON TOL AUPPANGTPOEIDOVS TOL TPOKOAEL dtaTapoyn TG OpAONS

- aipoppayic Tov o@D (arpoppayio 6To VOAOEWES COUN)

- OPIGUEVES HOPPES BOA®ONG TOV Koy (KaTopPAKTNG)

- avénon tng mieong Tov opHaALOD

- Kivovpeva otiypata oty opoon (eEdpmdpata)

- amokOAANoN TS Lehatvdddovg ovsiog 610 EcMTEPIKO TOL 0PHAALOD OO TOV AUPBANGTPOELN
(amokOAAN G TOV VOAOEWOVE OV 00NYElL € AGUYEIS POTOG Kot eE10pDUATO)

- aioBnon 6t vEdpyeL KATL PEGH GTO LATL

- ovénuévn Tapoywyn daKpO®V

- Tpné&po tov PAEQGpOL

- opoppayia oto onpeio g veong

- €pLOPOTNTO TOV UATIOV

Oy ovyvég avemOOuNTES evépYELeg (umopel va emnpedoovy ueypt 1 aro 100 droua,):
- oAhepyikég avtidpaoelc (vrepevaicnoin)**
(o] *FEyouv avagepBel allepyikéc avTdpdoelg Onmg e&avinua, eayovpa (kKvnoudg),

epLOpa eEavOnuata (Kvidmon) Kot HepIKEG TEPUTTOGCELS GOPUPDY AALEPYIKDOV
(VOPUAOKTIKT/ OVOQUAKTOELONG) OVTIOPACEMV.

- cofopn eAeyuovi N Aolp®EN péso oto patt (evéoeOaipitidn)

- QAEYHOVT TNG 1p1d0G TOL HaTIOV 1 ALV orueinv Tov 0pBudpol (pitda, payosditida,

PLOOKLKMTION, «TTPOTEIVIKN OpiyAn» Tov Tpochiov Boidiov)
- napatevn aicOnon oto patt
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- gpebiopdg Ttov Prepapov
- oldnua oty Tpodcbia oToPdda Tov foAPo (Tov KepaTOEOOVCS)

Yrdvieg avemOOunTeg evépyareg (umopel va exnpedoovy uéxpt 1 ota 1.000 droua):
- TOPA®ON

- 00Lwon TOV PAKOV AOY®D TPOVHATICHOD (TPAVHOTIKOC KATOPPAKTNG)

- QAeypovi TG (eAaTIVO0LS 0VGI0G GTO E6MTEPTKO TOL 0PHAALOD

- OOV GTO HATL

Mn yvooTi|g cuyvotnTag (dev umopotv va ektiunfovv pe Baon to daebéoyia dedopéva):
- (QAEYHOVT] TOV AEVKOD TUNUATOG TOV LOTION IOV GYETICETOL pe epuBpOTNTO KO TOVO
(oKAnpitidn)

2116 KMVIKEG SOKIUES, VINPEE oL ADENCT TOV TEPIGTATIKMV ULLOPPAYING amd HKPH OLOPOpO. oy yeio
011G emTepikéc 6ToAdEC TOV 0POUALOD (arpoppayic TOV EMTEPLKOTA) GE 0oOEVEIC [1E VYPOD TOTTOL
AMD mov Aaupavay avtmkrikd. H avénon autdv Tov TepIoTatikav Tay Topouote LETOED TOV
acBevav mov Bepamevoviay pe pavipmovLaunn Kot apMPBepoent).

H ovoetpatiky ypnon avactorémv tov VEGF, ovoidv moapdpoimv pe ekeiveg Tov mepiéyoviotl 6To
Eydenzelt, duvntikd oyetileton pe tov Kivouvo Opoppov aipatog Tov paccovy Ta apoPdpo. ayyeio
(apmproxdv Bpoppoepfolikdv enelc0dimv) Tov UTopEl va 001 YNGOLY GE KapdloKn TPoSfoAn 1
EYKEPOMKO eMEIGO010. YTapyel OempnTikdg KivOLVOC TETOIMV EMEIGOSIMY PETA TNV EVECT] TOV
Eydenzelt péoo otov 0@Baipd.

Onwg kot pe 6Aeg TIC OepumenTIKég TPMOTEIVES, VITAPYEL TOOVOTNTO AVOCOAOYIKNG OVTIOPOOTG
(oymuaticpog aviicopdtov) pe to Eydenzelt.

Ava@opd avemOOunTOV gvepyel®v

Edv mapotnpioete KAmota ovemiBuunTn evEPYELD, EVILEPDOGTE TOV Y10TPO coC. AVTO 1GYDEL KO Yol
KG0e mOovn avemBounTn evEPYELD TOV OV AVAPEPETAL GTO TAPOV PUAAO 00N y1DV ¥prionc. Mmopeite
eniong va avoaeépete avemBounteg evépyeteg amevbeiag, LEG® Tov €BVIKOD GUGTHUATOG CVAPOPAS TTOV
avaypaoeetor oto [Hopdptnua V. Mécwm g avapopis avemBountov evepyeidY UIOPEiTE va
Bonbroete 6T GLALOYY TEPIGGOTEPWOV TAN|POPOPLDV GYETIKA LE TNV AGPAAELN TOV TAPOVTOG
QOPUAKOL.

5. Mog vo pvraccete To Eydenzelt

o To @appako ovtd TPETEL VO UAACOETAL GE PEPT] TOV OgV TO PAETOVV Kal dgv TO POGvoLY Tal
TodLd.
. Na un xpnoIHoToleite avTd T0 GAPUOKO UETE TNV NUEPOUNVIe, ANENG TOV AVOPEPETAL GTO KOVTL

Kot oty gmonuavon petd tny évdeién AHZH / EXP. H nuepounvia Aqéng etvon ) tedevtaio
NUEPO TOV UAVO, TTOL OVOPEPETOL EKEL.

o dvidocoete og yoyeio (2°C - 8°C). Mnv katayOyeTe.

. H pn avorypévn xoyéin pmopei va puiaydei ektog yoyeiov o Oepuokpacio pkpotepn TV
25°C ywn émg 7 nuépeg. Eav eivan amapaitnto, un avoryuévn KowéAn Umopel vo. EXGTPAPEL GTO
Yoyeio yloo LEAAOVTIKN ¥pnom HéxPL To T€A0g NG dtapketag (onc.

. dvrdcoete GTNV APYIKN CLGKEVAGIN Y10, VO TPOGTATEVETUL OO TO MG,

. Mnyv mtetdite QAPLAKO GTO VEPO TNG AMOYETEVOTC 1| 0T OIKIOK( amoppippoto. Pothote tov
QOPUOKOTOLO GOG Y0 TO TMG VO TETAEETE TO, PAPLAKO, TTOL OEV YPTCUOTOIEITE T AVTE TO!
pétpa o fondncovv oty Tpoctacio Tov TePPAAAOVTOG.

6. Iepreydpeva TG 6VOKEVAGLAG KOL AOLTEG TANPOPOPiES

T ngpréyer To Eydenzelt
- H dpactikn ovcia eivat: apMPepcéntn. Mia mpoyepuopuévn cvpryya mepiéyet 7,28 mg
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apMPepoiming og Siddvpa 0,182 ml. Avtd Tapéyel @EEMUN TOcHTNTA Yo TN XOPNYNon UHiag
uovo doong 2 mg apiepoéntng o 0,05 mi.

- Ta dAlo ovotatikd givar: TolvcopPikd 20 (E 432), iotdivn (Yo poOuion tov pH), 1ot1divn
VOPOYA®PIKY pHovoddpikY| (Yia pOBuon tov pH), yAoprodyo vatpro, Tpexaroln, HOmp yio
EVEGLLQL.

BAéne ‘To Eydenzelt nepiéyer’ oty mopdypago 2 yio TepocOTEPEC TANPOPOPIES.

Epgavien tov Eydenzelt kol mepieyopeva TG 6v6KeLOGi0G
To Eydenzelt givar éva evéoipo didivpa (evésio) o€ o Tpoyepicuév ovptyya. To didivpa eivor

SloYEC £¢ EAAPPOC 1p1dIfoV Kal AYPmUO £0G TOAD ayvO KAGTUVOKITPLVO.

MéyeBoc cuokevaoiag g 1 Tpoyepiopuévng cuptyyag.

Karoyog Aderog Kvkhogopiag
Celltrion Healthcare Hungary Kift.
1062 Budapest

Vaci Ut 1-3. WestEnd Office Building B torony

Ovyyapia

HopockevaosTig
Nuvisan France SARL
2400, Route des Colles,
06410, Biot,

ToArio

Midas Pharma GmbH
Rheinstr. 49,

55218 Ingelheim,
I'eppavia

KYMOS S.L.

Ronda Can Fatjo, 7B.

08290 Cerdanyola del Valles,
Barcelona,

Iomavia

I"oa omoladnmote TANPOPOPia GYETIKA LE TO TOPOV POPLOKEVTIKO TPOidV, TAPUKAAEIGTE VO
amgvbuvbeite otov Tomikd avtimpoésmmo tov Katdyov g Adelag Kvkiopopiag:

Belgié/Belgique/Belgien
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418
BEinfo@celltrionhc.com

Bbnarapus
Celltrion Healthcare Hungary Kft.
Ten.: +36 1 231 0493

Ceska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Danmark

Celltrion Healthcare Denmark ApS
Tel: +45 3535 2989
contact_fi@celltrionhc.com

Lietuva
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Luxembourg/Luxemburg

Celltrion Healthcare Belgium BVBA
Tel/Tel: + 32 1528 7418
BEinfo@celltrionhc.com

Magyarorszag
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Malta
Mint Health Ltd
Tel: +356 2093 9800


mailto:BEinfo@celltrionhc.com
mailto:BEinfo@celltrionhc.com
mailto:contact_fi@celltrionhc.com

Deutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49 30346494150
infoDE@celltrionhc.com

Eesti

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

E)ALGoa

BIANEZ= AE.
TnA: +30 210 8009111

Espafa N
CELLTRION FARMACEUTICA (ESPANA)
S.L.

Tel: +34 910 498 478

contact _es@celltrion.com

France
Celltrion Healthcare France SAS
Tél.: +33 (0)1 71 2527 00

Hrvatska
Oktal Pharma d.o.o.
Tel: +385 1 6595 777

Ireland

Celltrion Healthcare Ireland Limited
Tel: +353 1 223 4026

enquiry ie@celltrionhc.com

island

Celltrion Healthcare Hungary Kft.
Simi: +36 1 231 0493
contact_fi@celltrionhc.com

Italia

Celltrion Healthcare Italy S.R.L.

Tel: +39 0247927040
celltrionhealthcare_italy@Ilegalmail.it

Kvbmpog
C.A. Papaellinas Ltd
Tn\: +357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
Talr.: +36 1 231 0493

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: + 31 20 888 7300
NLinfo@celltrionhc.com

Norge
Celltrion Healthcare Norway AS
contact_no@celltrionhc.com

Osterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860

Polska
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Portugal

CELLTRION PORTUGAL, UNIPESSOAL

LDA
Tel: +351 21 936 8542
contact pt@celltrion.com

Romaénia
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel.: +386 1 519 29 22

Slovenska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Suomi/Finland

Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755
contact_fi@celltrionhc.com

Sverige

Celltrion Sweden AB

Tel: +46 880 11 77
contact_se@celltrionhc.com

To wapdv @UAAO 00N YIOV YpioNS avaOe®P1)ONKE Y10 TEAELTUIO POPE GTIS

Aentopepeic TANpoopieg yio To papproko avtd eival dtabéoipeg otov dikTvakd TOTo ToL Evpmraikon
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Opyoavicpod ®oppdkmv: https://www.ema.europa.eu.

O mAnpogopieg mov axorlovBolv amevBvvovtal Ldévo ce exayyeAlatie vyeiog:
I®g va TpogTotpdoste Kou va yopnyneste To Eydenzelt

H mpoyspiopévn cdpryya o mpénet va ypnouonoteitol yio T Ospameio pévo evog o@Oaipov.
Mnv avolyete TNV OTOCTEP®UEVT] KOYEAT TNG TPOYEUOUEVIG GUPLYYAG EKTOG TNG Kabapng aifovoag
xopnynone.

H mpoygpiopévn cbpiryya mepiéyel meptocoOTEPT OO TNV GLUVICTAOUEVT OOCT TOV 2 MQ APAPEPCENTNG
(mov 1wwodvvapovy pe 0,05 ml). O emmhéov dyKog TPETEL VO, OmOPPITTETOL TPV OTd T YOPNYN oM.

To duivua O Tpémel va ereyyBel omtikd yio ToxOV EEVI COUATIOWOKT VAT KO/ OTOYP®UATIGUO 1 Y10
Kd0e LeTafoAn TG PLGIKNG ELPAVIONG TPV OO T YPNOT|. L€ MEPINTMOT TOV TAPATNPEITAL KATL OO
TO, TOPATAV®, ATOPPIYTE TO POPLUKEVTIKO TPOIOV.

H pn avotypévn cvokevacio pmopel vo aparpedel and to yoyeio kot va eravatorodetnel oto
yoyelo, eav ypewotel. O cuvolMkods, afpoloTIKOS YPOVOC TAPALOVIG EKTOG YuYEiov dgv TPEmeL val
vrepPaivel Tig 7 nuépeg. Edv to Eydenzelt extebel e Ogppoxpacicc vynhdtepeg amd touvg 25 °C, un
ypnowonomoete 1o Eydenzelt. Metd to dvorypa g KOWEANS, TPoxwpNoTe Le TN Stodikacio v
donmreg cuvOnKeG.

Mo v evéodarogdikn éveon, apénet va, ypnoiporomdel feadva éveong 30 G x %2 in.
Odnyieg ypong TS TPOYEMIGPEVIG GOPLYYAG:

IMa v Tpogtolacio TG TPOYEHGUEVNS GVPLYYOS Y10 XOPNYNOT], AKOAOLONGTE OAA TO TOPAKAT®
pruaro.

Mpoyegpiopévn ocUplyya AmrooTeipwpévn BeAdva
€veong 30 G x 'z inch
— Napa (dev TrepiAapBaveral)
Luer-lock —[ auplyyag
— Evdeign dooohoyiag
‘EpBoAo — 0,05 ml

~>-—— Mreplyio
Pa&pdog ——
euBOAoU

e

Zmna A

Yhé: 1 mpoyepuopuévn oopryya
Yhkd wov dev mepthaufavovrot:
o Beldva éveong 30 G x ¥z inch

1. JVYKEVTPAOTE TU VAMKA GUG.

XpNGILOTOIDVTOG GAGTTT TEYVIKT], CUYKEVIPMGTE TO VAIKA GOG KOl TOTODETOTE TOL GE [t
KaBopn|, EXinedN eMPAvELD.
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Avoigte 10 KOVTI.

Orav giote étowot va yopnynoete to Eydenzelt, avoi&te to kovti kat agoipéote TNV

OTOCTEPMUEVT] GUCKEVOGIO TOTOV KOYEANG. EEKOAANOTE TPOGEKTIKA T1 GLCKELOGIC TOTOV

KOWEANG Yo VoL TNV avoiéete, dtao@olilovTog T GTEPOTNT TOV TEPIEYOUEVMV TG,

. My a@oipeite TNV TPOYELUGUEVT GUPLYYQ OO TNV OTOGTELPMUEVT] GLCKEVAGIA TOTOV
KOWEANG, mopd UOVo OTaV €16TE £TOLUOL VAL TI GUVOPUOAOYNGETE UE TN PeAdva Eveonc.

o Mn ypnoiponoteite edv £xel mapéAbet 1 nuepounvio AnEne.

. Mnyv avoiyete TNV 0mOGTEPOUEVT] KOWEAT TNG TPOYELUGUEVTG GUPLY YOG EKTOC TNG
kaBapng aibovoag yoprynong.

AQaIpEOTE TV TPOYEULOUEVT] GUPLYYC.
XPpNOOTOIDVTOG ACTITN TEXVIKY], 0QOPECTE TNV TPOYELUGHEVT GUPLYYO OO TNV
OTOCTEPMUEVT] GUCKEVOAGIO TOTTOL KVWEANG.

EmBempniote TV Tpoyepicpuévn o0pLyyo Kot 70 QUPUAKEVTIKO TPOIOV.

4a. Kowtd&re v mpoyepuopévn cvptyya Kou Beformbeite 6t1 dev €xel vrootel {nud Ko 1t To

O TG ovpryyog eivarl cuvdedepévo pe to Luer-lock.

o Mn ypnoiponoteite edv KAmolo LEPOG TG TPOYEHGUEVTG GUPLYYOS £xEL LIooTel {npid N
£Gv 10 TOUA TN cOPLYYaS Exel amoywpiotel amd o Luer-lock.

4B. Kowtd&re to appako kot Peformbeite 0T1 T0 didAvpa gival d10vyEg Emg eEAappds 1p1dilov,

GpOHO £mG TOAD oYV KOOTOVOKITPIVO Kot OEV TEPIEYEL YO UATIOWL.

o Mn ypnotponoteite dv vapPYoOLVV opaTd cOUATIOW 1 £bv TO ddhvpa glvar BoAo 1
OTOYPOUATICLEVO.
IleproTpéyTte TO TONA TNG GUPLYYOC. .
Hsgwrgé\:;e 70 nc{)ug tngn gﬁptsyzxz Kgpond)vwg TNV TPOYELUGUEVN MepioTpeyre!
GUPLYYO LE TO EVA XEPL KL TO TAOUO TNG GVPLYYOS LE TOV AVTIXELPA KOL TOV
deiktn Tov GAov yep1ov. (PA. Xyipa B).
o Mnyv 0nooTACETE TO IO THG CVPLYYOS.
o T va pnv emmpeactel 0pynTiKA 1 GTEPOTNTA TOV PAPHOKEVTIKOV .
TpoidvTog, unv tpofréete tn papdo tov epPforov Tpog ta TiGo. %/ "

Yuvoéote TN Perdva otV TpoyEMOuEVY] GVPLYYO.
XPpNOIHOTOUDVTOG AOTTITY TEYVIKTY, TEPIOTPEYTE GTOOEPA TN PEAdVaL

éveong 30 G x % inch endvo oto dxpo Luer-lock tg cdpryyog (BA. ?
Zypna I).

Zpa I’

EAéyETe Yo Quoadioes aépa.
Kpoatote v mpoyesuopévn cvptyya pe 1 elova va deiyvel Tpog ta mve Kat ehEyEte TV
TPOYEULOUEVT) GUPLYYA Y10t UGOADES (BA. Zynua A). Edv vdpyovv puooiideg, ytomnote
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OTTOAQ TNV TPOYELUGLEVT] GUPLYYO LE TO OAYTLAD GOG LEYPL Ol PUGOADES Va. avEPOVY GTO TAV®D
uepog (Br. Zyfpa E).

Quoalideg

XTUtrROoTE
atraAd!

Zyfipa A Iyipe E

A@arpéote TIS PVOUAIdES aépa Kon opioTE TN 0061).

INo va apopécete OAeg TIg PLGOAMDES Kot VO OTOPAAETE TNV TEPIGGELN TOV PUPUAKOV, TIECTE
APTA ™ papoo tov gpporov étol dote 10 00A®TO GKpo Tov guPforov (PA. Zyqpa XT) va
guOvypappoTel pe TNV £voeitn 00600070 TOV PUIVETAL 6TOV KOMVOPO TNG TPOYEULOUES
oOpryyos (veodvvapei pe 0,05 ml dni. 2 mg aphpepointnc) (BA. Xynpo Z).

Inueioon: Avt 1 akpiPng tonobétmon tov euPforov givor ToAD onUavVTIKY, ETEWON 1
AavBacpévn tomobétnon Tov epPforov pumopel va 0dnynoet o€ mopoy d0omg ueyorbtepng 1
LUIKPOTEPTG GO TNV EMIGNLOGUEVT.

Acgiktng AcgikTng
doooAo dooolo
yiag yiag
0,05 ml 0,05 ml

OoAwTo dKpo
TOoU guROAou

OoAwTO dKPO
TOU £UROAOU

Zympo T Zynna Z

A@upéoTte To KGAvppa TG perdvog.
Ortav ceiote £rowor vo yopnynoete to Eydenzelt, apopéote to
TAaoTIKO KdAvppo Bedovag omd ™ Perdva (BA. Zypa H).

Ipe H
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10.

11.

12.

‘Otav giote £TOLH0L, OAOKANPAOGTE TNV EVOOVUAOELOIKI] £VEGT).

H éwadikacio evdobarogdikng Eveong Ba tpémel va dtedyetol vwd eAeyYOUEVES ACTTITES
oLVONKEG, Ol 0Toieg TEPIAAUPAVOVY OTOADUAVOT] TV YEPLDV LE TN J101KACI0 TPOETOHOCTNG
YEPOLPYEIOV KOl YPTOT| OTOCTEPMUEVOV YOVTIDV, ATOCTELPOUEVOD TEGIOV KoL
OmOoTEP®MUEVOL PAepapodiactoréa (1 16odvvauov). Ilpwy and v éveon Ba tpémet va
yopnynOet emapkng avarctnoiao kot Eva Tomkd PIKpoPlokTOvo VpEog PAGLTOG,.

Kdfe amooteipouévn, mpoyecpuévn cvpryya 0o mpémnel va ypnopomoteitat yia tn Ogpaneia
gvog novo patiov. Edv amatteiton Ogpomeio oto etepdmievpo patt, Oo mpémet vo ypnotpuonom el
VEQ, OTTOGTEPOUEVT], TPOYELGUEVT] GUPLYYQ KoL Tpwv amd T yopnynon tov Eydenzelt oo dAlo
pér Ba wpEmet vo aAAayTOOV TO OMOGTEPMOUEVO TESTO, 1| GUPLYYO, T YOVTLY, TO KOADUUATO, O
PArepapodiactoréac, n ferdva pe pidtpo ko 1 feAdva Eveonc.

Kévte v éveon mélovtag m papodo tov guforov mpocekTikd Kot e otabepn mieon.

o Mnv aokeite emmAéov mieomn LOAG M péPdog Tov eUPOAOL PTAcEL 6TO KATO HUEPOG TNG
ovptyyas. 'Evag pikpdg vroleiupatikodg dykog umopel va mapapeivel otn oOpyyo, LETA ™
yopnynon éveong pe o, TAnpn d6om. Avtod gival pUGIOAOYIKO.

o Mn yopnyeite TO VIOAEWUATIKO SIAAVLO, TTOV TOPATNPEITAL GTI GVPLYYOL.

H mpoygpiopévn odpryya mpoopiletan yro pio povo ypnon.

H e&aywmyn moAamhdv 00GE@V amd Hio TPOYELGUEVT] GUPLYYA UTOPEL VO avENGEL TOV KiVOLVo
EMPUOILVONG Kot ETOKOA0VONG Aoipwéng. Kabe aypnoyomointo gapuokeutikd Tpoiov 1
VIOAELLUO TPETEL VAL OTOPPITTETAL COUPOVOL LLE TG KOTA TOTOVS IGYVOVGES GYETIKES SLOTAEELG.

Meta v éveon, mapakorovdeite Tov acOevi).

Apéomg petd v evéoboroeldikn éveon, ol acbeveig Oa mpémel va mapoakolovBohvtot yio
avénon g evoopOaiiuag mieone. H katdAinin mapakoiovdnon propei va mepthopufavet
EAeYY0 TNG AUATMOOTG TNG KEQOANG TOV OTTTIKOV veDpoL 1 Tovouétpnon. Edv amarteital, Oa
TPENEL VO, VILAPYEL SLOBECIUOG ATOCTEPMUEVOS EEOTMOUAG Y10 TOPAKEVTNON.

Metd v gvdoiologldikn £vecn, oTovg 0obeveig 1/kat Tovg PpovTioTéS Oa Tpémel va 000hv
001 YiEC Y10 TNV AVOQOPA TVYXOV GUUTTOUATOV TOV UTOPEL VO, VTTOINADVOLY EVOOPBaApiTION 1)
AmOKOAAN O™ TOV AUEPANGTPOEBOVS (T.). AAYOS TOV 0PBaALOD, EpLBPOTNTA TOL 0PHAALOV,
ooToeofia, Boin 6pacn) ympic kabvotépnon.
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@vAiro oonYLOV ypions: Iinpoopics Yo Tov a.60evi)

Eydenzelt 40 mg/ml gvéoypo Svadvpa o€ vo proridro
apMPepcéntn

vTo @AapraKo ovTd TEAEL LTO CLUTAN PO UATIKT TOPaKOAOVONGT. AVt Ba emTPEYEL TO YP1YOPO
TPOGOLOPIOUO VEDV TANPOPOPLDY acPiAelnc. Mmopeite va, fondnoete LEGm TG avapopdic Thovmv
AVETIBOUNTOV EVEPYEIDV TOL EVOEXOUEVMG TTapovatalete. BA. T€Aog Tng mapaypdpov 4 yio Tov TpOmTo
avaQopAiG AveETIOOUNTOV EVEPYEIDV.

AwPacte TPOGEKTIKG 0AOKAN PO TO PVAAO 03N YAV YP1OoNG TPV GaS Yopn YN0l avTéd TO

PaPRAKO, O1OTL TEPLAAUPAVEL CNUAVTIKES TANPOPOPIES Y10 GUG.

- doraEte avTo To EOALO 0N YDV Yprione. Towg ypelactel va to dofdcete Eava.

- Edv éyete mepartépw amopieg, poTHOTE TOV Y1I0TPO GOC.

- Edv mopatnpnoete kamoo avemBOuntn evépyelo, EVIIEPADOGTE TOV Y1OTPO G0G. AVTO 1GYDEL Kot
v Ka0e TBavn avemBounT EVEPYELDL TOL OEV AVOPEPETAL GTO TOPOV PUAAO 0INYIDV XPHOTS.
BA\éne mopdypago 4.

T wegpréyer To mapov OAL0 00N YLAV

T eivan 10 Eydenzelt ko oo giva 1y yprion tov

T npémel va yvopilete mpv cog xopnyndei to Eydenzelt
o Ba cag yopnyndei to Eydenzelt

[Mbavéc avemBounteg evépyeteg

Ia¢ va. purdooete to Eydenzelt

[epreydueva tng cuokevaciog Kot AOTES TANPOPOPIES

ocoarLNE

1. T givan To Eydenzelt kon wowa givar 1 gpiion tov

To Eydenzelt givar £va dtdAvpa mwov yopryeitar pe Eveon PEGO 6To UATL GTOVC EVAMKES Y10, TN
Oepaneio KaTaoTAGEMOV TOL HOTIOD TOL OVOpALovToL

- veoayyelokn (VyPoD TOTOL) NAKIOKT EKPVALGT TS @YPAS KNAidag (vypovd Thmov AMD,

- droTapayn g opaong amd devtepomadég oidnua TG wypag KkNAidag Tov opeiletal o
anoepacn eAEPag Tov apeiPAnctpoeidovg (kradikig RVO(BRVO) 1 kevipikng RVO
(CRVO)),

- UEL®WEVT Opaom AOY® S1afnTIKoV 00NIaTOG TG )PAc knAidag (DME),

- UEMWUEVT OpaoT AOY® HVOTIKNAG XOPLOEWIKNG veoayyeimwong (Lomiky CNV).

H apMPepoénm, n dpoctiky ovcic tov Eydenzelt, amoxieiet ™ dpaotnpdotra piag opdadog
Tapayovtov, ov gival yvaotol g VEGF-A (ayyeliakdg evoodnitaxog avéntikog topdayoviog A) Kot
PIGF (mhakouvtiokog avEntikdg mapiyovtag).

e aoBeveig pe vypod THmov AMD pvemiky CNV avtol o Tapdyovieg, 6tav Ppickoviol o€ avénuévn
m06OTNTO, GLGYETILOVTOL GTO LT PUCIOAOYIKO GYNUATICUO VEMV ALOPOpOV oyyeiov oTo pdtt. Avtd
T VEQ OLLOPOPO ayYeio Lmopohv VoL TPOKAAEGOUVY T SlPPOT) GUGTATIKAOV OiHATOC HECT GTO LATL Kot
TNV enakoiovdn PAAPN TOV 16TOV TOL LATION OV ivarl vTEVBVVOL Yio TV OpOCT).

e aoBeveig pe CRVO, copfaivel andoepain 6to KOplo atplodpo ayyeio mov PETOPEPEL OipLo LoKPLdL
amo Tov auePAnoTpogdn). g andvrnon, ta enineda Tov VEGF avédvovtol tpokaidviag tn doppon
VYPOL PEGO GTOV OUPIPANGTPOEION KOl KOTA GLUVETELD 00N YOOV Gg e£0idnom Tng wypdg KnAidag, (To
TUNALO TOV OUPIPANGTPOELDOVG TTOV Eivar veHOVVO Yl T Aemth OpacT), KATAGTOOT TOV OVOUAlETOL
oldnua e oypas knAidac. Otav n oypd knAida yepilel e vypo, N Kevipikn Opacn yivetarl OoAn.

Y& aobeveic pe BRVO, pa n meptocotepeg S1akAadOGELS TOV KDPLOV QLOPOPO ayYEIOV OV
UETAPEPEL TO Ol pokpld omd Tov apeiinctposdn, epnodiletal. Qg enaxdiovbo, Ta enineda VEGF
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ov&AvovTal TPOKAAMDYTOG TV SLaPPOT| VYPOV EVTOS TOL OUEIPANGTPOEION KOl GUVETMC TPOKAADVTOG
oldnua ¢ oypag knAidag.

To drfntuco oldnpa e ypag KnAidag eivol 107K ToL AUEIPANGTPOEId0VG TO 0010 GVUPaivEL G
aoBeveic pe dtafrtn AOYw Stopuync vYPoD omd To AUOPOPO Oy YEID 6TO ECMTEPIKO TNG WYPAS KNAISIC.
H oypd knAida givor Evo Tuipa Tov apueiPBAnctpoedos vrevbuvo yio v kain 6pacn. Otov 1 oypd
KnAida yepilet pe vypo, n kevipikn opacn yivetor Goir.

H aplPepoénn éxel katadeiybei 011 otopotd v avamtuén vEov U QUGIOAOYIKOV QUOPOPOY
ayyeiov 6To paTl, T0 0Toio GVYVA TOPOLGALoVY dlappon vYpoL 1 apoppayovv. To Eydenzelt propei
va Bondnoet 6t otafepomoinon Kat, 6€ TOAAEG TEPIMTMGELS, 0T PEATIOON TG OTOAELNG TNG OPAONG
mov oyetileTon pe v vypov tomov AMD, CRVO, BRVO, DME kot poomikr) CNV.

2. T npémer vo yvopilete Tpv cag yopnyn0sei To Eydenzelt

Agv 0a cag yopnyn0si o Eydenzelt

- o€ mePInTOON aAlepyiog oTNV aPAMPEPCETTN ) GE OTOLOONTOTE GALO OTO TOL GLGTUTIKG AVTOD
TOL PAPUAKOL (OVOPEPOVTOL TNV TTAPAYPaPO 6).

- edv €xete evepyn N evdgyouevn poAvvon péoa 1 Yopw and 1o pndtt (0eOaipukn 1 Tepo@OaipiKy
Aotpwén).

- €qv €yete coPfapn Aeypovny ToL HaTiod (oL vodelkvieTaL and THVO 1 EpLOpOTNTA).

Ipogdomomjoeis ko TPoPLAGEES
AmevBuvbeite 610 Y1aTpo cag TPy cag yopnyndei to Eydenzelt:

- edv €xete yAaKoUA.

- e €xete 16TOPIKO AMAWEWV 1] EE10pOUATOV TNV OPACT] GOG KOl £0v £xeTe (a EaQviKN avénon
Tov peyébovng Kot Tov aptBpod TV epouUdTOy.

- €dv mpaypatomoOnKe 1 eival TPOYPAULOTIGUEVT) YEPOLPYIKT EXEUPAOT] 6TOV 0OPOAALS GO
EVTOG TMV TPONYOVLEVOV 1] TOV ETOUEVOV TECGAPWOV ERSOUAdMV.

- gav €xete coPfapn popeni CRVO 1 BRVO (oyouikiy CRVO 1 BRVO ), n) Ogpameio pe 1o
Eydenzelt 6 cuvictdrat.

EmumAéov, eivar onuavtikd va yvopilete 0Tt

- N ac@aiela Ko 1 aotedeouatikotnta Tov Eydenzelt dtov yopnysiton kat 6tovg d0o
0PBoApLOVS TavTOYpOVa dev EYovv HeAeTN el cLGTNHATIKG KO €AV YiVEL xprioT LE QVTO TOV
Tpomo pmopel va awéndel o kivouvog va TapovGLIGTOVV YEVIKA avemIBOUNTES EVEPYELEC.

- ot evéoelg pe to Eydenzelt pmopobdv va mpokaiécovy pia abéEnoen otny mieon Tov pation
(evdoBdApia ieon) o opiopévous aobeveig evidg 60 Aemtdv amd v Eveon. O yutpdg cog Oa
TO TAPaKOAOLOEL VTO pETd TV Eveon).

- €av avamtHéete Lo LOALVOT 1| PAEYUOVI GTO ECMOTEPIKO TOV UATION (EVO0PBuAUiTION) 1) AAAES
EMTAOKEC, UTOPEL VO EPPaviceTe 0PBOAUIKO TOVO 1) avENUEVT duopopia, ETIOEVOOUEVT
gpLOPOTNTA TOV LATIOD, BOAN 1 pHeltwUEVT OpaoT, Kot ovENévn evasOncio 6to eoc.
OTO1001TOTE CUURTAOUATO EVOL CTLOVTIKO VO Sty VMOGTOVV KOl VO OVTIHETOTIOTOOV OGO TO
duVATOV GUVTOUOTEPOQ.

- 0 y1otpd¢ cag Ba eAéyEet edv Exete AAAOVE TAPAYOVTEG KIVODVOL TTOV UTOpEL VoL avEncovy v
mhavoTTO pHENS 1 amoKOAANoNC Hiog ek TV oTIBAdWV 610 Ticw PEPOC Tov 0PBaiiod (Poyun
TOV HEAYYPMGTIKOV EMONAIOL TOV AUEIPBANGTPOEIB0VC), OTOTE GE QLTI TNV TEPITTOGCT TO
Eydenzelt mpémetl vo yopnysiton pe mpocoyr.

- To Eydenzelt dev Ba mpémet vo, ypnoponoleitar KoTd T SIdpKeLo TG EYKVUOGUVIG EKTOC EAV TO
EVOEYOUEVO OPENOC VTIEPTEPEL TOL EVIEXOUEVOL KIVODVOL Y1t TO AYEVVITO PPEPOC.

- 01 YUVOIKEG GE OVOTOPOY®YIKN NAIKIO TPETEL VOL YPNGILOTOLOVV OMOTELECUOATIKT AVTIGOAANYT
Kot T d1dpKeLo TNG Bepomeiog Kot Yo TOVAXYIOTOV TPELG EMTAEOV UVEC UETE, TNV TEAEVTAIO
éveon tov Eydenzelt.
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H ovotmpatikn gpion avacstorénv tov VEGF, mopdpoinv ovsidv pe ekeivec mov Tepléyel 1o
Eydenzelt, oyetiletar duvntikd pe tov kivovvo dnpuovpyiog Opoupaov tov aipartog ot omoiot epdlovv
T HOPOPa ayyeia (TepLoTaTIKG apTNPLOK®V BpopPoeuPolikdy enelG0odimV) Tov UTopel va

001N YNOOVY GE KOPILOKN TPOGPOAN 1 Oy YELNKO EYKEPUAMKO £MEICOO10. BewpnTiKd VILAPYEL EVag
Kivéuvog Této1mv cvopPavimv petd v éveon tov Eydenzelt oto pdtt. Yrdpyovv neplopiouéva
dedopéva yio v acpdiela ot Bepancio acbevaov pe CRVO, BRVO, DME kot povomik CNV ot
010101 £X0VV VITOGTEL OYYELOKO EYKEPAUAIKO EMEIGOSIO 1| EAAPPV EYKEPUMKO (TOUPOSIKO 1GYALUIKO
€ME100010) N Kopdlaky TpocPorn eviog Twv Tponyoduevey 6 unvev. Edv kdmolo amd avtd cog
agopd, to Eydenzelt 8o yopnynOei pe Tpocoyn.

Yrdpyetl Lovo meplopiopuévn eumeipia ot epomeio

- acBevav pe DME Aoyw dwafnn tomov 1.

- SwfnTik®v pe moAd vymAéc péoeg TIHEG cakydpov tov aipotog (HbAlc dvem tov 12%).

- SwfnTik®dv pe o Tatnon tov 0ehoiumy wov tpokaAsital omd To daPnn N omoia ovopdleTon
TOPUYOYIKN STk apeiAnctpostdonadeia.

Agv vapyel epmelpio otn Oepaneio

- acBevav pe ofeieg Aouméelc.

- acBevav pe dAdec TabNoElg TV 0QOUAUDOY OTTMG ATOKOAANGT TOV AUPIPANGTPOEBOVG 1] 0T
™G OYPAS KNALOAG.

- SLPNTIK®V e UN EAEYYOUEVT] VYNAT OPTNPLOKT| TTES.

- un Acwotomv acfevav pe poomik CNV.

- acBevav ot omoiot £yovv Tponyovpévmg voPAnbel oe Bepoaneio yio pommikr CNV.

- acBevav pe PAaPec EEm amd To KEVIPIKO UEPOC TNG OYPAG KnAldag (ewPobpikéc PAaPEC) Yo
poomikny CNV.

Edv xémoto amod ta mapandve cog apopd, o Yatpog oag Oa AdPel vioyn avtiyv v EAAenym
TANpoYopLdv Otav oag yopnynost Bepameia ue to Eydenzelt.

oword kon £pnpor

H ypnon tov Eydenzelt o€ maidid 1 eprifovg kdtm tov 18 g1dv dev £xel peretndei kabdg n vypo
tomov AMD, CRVO, BRVO, DME kot pooriky CNV gival affcegic mov Tpocsfaiovy Kupimg Toug
EVNALKEC. ZUVETAG 1 XPTOT| TOL OEV APOpPd AVTAV TNV NAKLOKT OLAdA.

Alo @appoxa ko Eydenzelt
Evnuepdote tov yiotpd cog eqv ypnoLOToLEiTe, EYETE TPOGOATO YPNCLOTOMGEL 1] UTOPEL Vo
YPTCLLOTOMGETE GAAD PAPLLOKOL.

Kionon kot Onhaocpég

- T'vuvaikeg o€ avamopay®ytkn nAKio TPETEL VoL YPNGUYLOTOLOVV OTOTEAECUATIKY OVTIGOAAYN
Katd T d1dpKeLo TG Bepomeiog Kot Yo TOVARYIGTOV TPELG EMTAEOV UVEC UETH TNV TEAELTAIN
éveon tov Eydenzelt.

- Aev vrapyet epmepio and ™ ypnon tov Eydenzelt oe éyxveg yovaikeg. To Eydenzelt dev mpémet
VoL YPNCOTOLEITOL KOTE T SLAPKELD TG EYKVUOGVVIG EKTOG EAV TO EVOEYXOUEVO OPEAOG
vIEPTEPEL TOL EVIEYOLEVOL KIvdDVOoU Yo To EUPpvo. Edv giote éykvog 1 oyedialete va peivete
éykvog, oulntiote yia 1o 0<ua avtd pe tov yorpd oag mpv ) Oepaneio pe to Eydenzelt.

- Miukpéc nocdtnte Tov Eydenzelt pmopei va tepdoovy 610 avBpmdmivo yaia. Ot eMMTOGEIS 6TO
veoyvo/Bpipog mov Inralet sivar dyvmotec. To Eydenzelt dev cuvietdrar kotd v SidpKeto Tov
Onraopod. Eav Onialete, culntote pe Tov yatpd cag mpwv amd v Bepaneio pue Eydenzelt.

Oonynon ko yEPGROS PNy avnpdTmV

Metd v éveon oag pe to Eydenzelt. pumopei va epeavicete oplopévec Tpocmpiveég SoTapoyss G
opaong. Mnv odnyeite N1 yepileote punyovinoTo Yoo 0G0 YPOVIKO SLICTNUA SPKOVV OVTEG Ol
droTopayéc.
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To Eydenzelt mepiéyer
- Ayotepo and 1 mmol vatpiov (23 mg) avé 6601, givar avtd Tov ovopdlovpe «ehevbepo
vatpiovy.
- 0,015 mg molvcopPiko 20 ot kabe 0,05 ml ava d6om, Tov 1wodvvauovv pe 0,3 mg/ml. Ta
ToAVGOoPPIKA pmopel va TPOKAAEGOVY OAAEPYIKES avTIdpdoels. Evnuepdote Tov 1atpd cag ebv
EXETE YVOOTEG OAAEPYIES.

3. Mog yopnyeiton To Eydenzelt

"Evag ylatpog éumepog ot yoprynon evécewv oto udtt 0o kdver tnv éveon tov Eydenzelt péoo oto
pdtt cag vd donmreg (kabapéc Kot e anooteipwon) cuvinkegs.

H cuvictdpevn 86om givan 2 mg apiPepoimtng (0,05 ml).
To Eydenzelt yopnyeiton og éveon uéoa 610 pdtt oag (evéobarocidikn éveon).

[Ipwv v éveon, 0 yortpog Gag Oa ¥PNOLUOTOIGEL ATOAVUAVTIKO 0QOUAULKO dldALUa Yio Vo Kabapicet
TO UATL GOG TPOGEKTIKA, £T01 OGTE Vo, amo@evyel n uoéAvven. O yatpdg cag Ba cog yopnynoet exiong

€va TOTIKO avoloONTIKO Y10, VO EAATTMCEL 1] VO OOTPEYEL TOV TOVO OV 16MG GG TPOKAAESEL 1] £VEDT).

Yypod tomov AMD

Ot acBeveic pe vypod ToTov AMD Ba Aappdvovv Bepareia pe pio Eveon ova pMva yio TpeLg
1000y IKEG DOCELG KOl GTI GUVEYELD [LE aKOUa Lo £vEST) LT amd AALOVG dVO U VEG.

O y10tpdg oag Bo amoPacicel edv T0 LeCOSAGTN LA TG OEPUTEING OVALESO GTIC EVEGELG UTOPEL VO
St pn et yo kéBe 600 pnveg 1 Ba Tpémetl otadiokd va enektadel 6€ LecOSIOGTALOTA TOV 2- 1] 4-
gPdouddmv epdoov 1 Katdotact cog el otabeporombel. Edv n xotdotaon cag emidevmbei, to
LEGOJUCTN LA OVAUESO TIG EVEGELS UTOPEl va. LEImBEL.

Extdg €dv mapovoidoete kamolo TpofAnua 1| 6oc cupPoviéyel SlapopeTikd o y1oTpog cag, dgv
VIAPYEL OVAYKT 0O EGAC VO EMICKEPTEITE TOV Y1ITPO GaG GTNV TEPTI000 UETAED TMV EVEGEWV.

Aevteporabéc Oidnuo tnc Qypdc Knliooc orxd RVO (kladikn RVO # kevipixn RVO)

O yatpoc oag B kabopicel To To amoterecaTIKO OepamevTIKO TPOYPOUUA Yo €60G. Oa EgxvioeTe
™ Bepoameia oag pe o oepd omd punviaieg evécelg Eydenzelt.

To ypovikd didoTnua ovapeso 6e dLo evEceLg o€ Ba Tpémetl va elvar pikpoTepa and Eva Piva.

O yuopdc oag punopei va amopoaciost T dtakomn g Oepaneiog pe To Eydenzelt eqv dev enweeleiote
omd ovTh.

H Ogpancia cag 0o cuveyiotel pe unviaieg evéoelc uéypt va otabepomombei 1 katdotoor cog.

O y10tpdg oag Ba mapakorovbel v avtamdkpion cog otn Bepameio Kot TOAVOG Vo cuve)iceL TN
Oepaneio aLEAVOVTOG GTASIOKE TO, LECOOIOOTILLOTO OVALESO, OTIG EVEGELG TPOKELUEVOD VO SLOTNPTCEL
uia otabepn katdotaot. Edv n katdotaon cag apyicel vo ETIOEIVOVETOL LETH TNV TOPATACT] TV

pecodactnudtov Bepaneiog, o YTpdc cog B0 LEUDCEL TO, SIUOTLOTO OVTIGTOTYL.

Avaloya pe v avtamdkpion mov Ou £xete ot Oepameia 0 yiotpog cag Oa 0moPaGiceL TO TPOYPUpLLLN
mapakolovOnonc oxetika pe Tig e€etdoelg kot Oepameieg cag.
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diafntiro oldonuo e wypac knlioac (DME)

Ot acBeveic pe DME 0a Aappdvovv Bepameio pe pio Eveon ava pnva Yo Tig TPMOTEG TEVTE SIUO0YIKES
d00ELg KOl 0T GUVEKELX Lo Eveor kdBe S0 PVveg.

To pecodidotnua peta&d Towv Oeponeldv uropet va dtatnpndel otovg dVO PNVEG 1 Vo TPOGAPLOGTEL
oTNV Katdotaon cag, pe faon tnv e&étaot Tov ylorpov cog. O yatpog cag Oa amopacicel oYeTIKA e
TO TTPOYPOLULD Y10, TIG EEETAGELC TOPAKOAOVONOTG.

O ywtpdc oag punopei va amopociost T dtakonn g Oepanciog pe Eydenzelt v Oewpei 611 dev
ooeereiote amod T cvvey ouevn Bepamneia.

Mowmxn CNV

Ot acBeveic pe poomiki CNV vroBdArovtor oe Bepamneia pe po epdmal Eveon. Oa AdPete Tepaltépm
gvéoelg ovo v ot e€eTdoelg TOL YLTPoD GOG ATOKOADYOLY OTL 1] KOTAGTOOT coG gV £xel PeATIDEL.

To ypovikd dtaotnua LETaED TV 000 evEGE®V OgV TPENEL VAL VAL LIKPOTEPO TOL EVOG UNVOG,.

Edv n xotdotaon oug e£apavioTel Kot 0T GUVEXELD ETAVEUPAVIGTEL, O YIOTPOG 0aG Umopel va apyioel
Eavd tn Bepameio.

O y10tpdc¢ oag B0 amoPacicel GYETUKH e TO TPOYPAULA Y10 EEETAGELG TOPaKOAOVONOTG.

Eav napaierp0sei pua 66om tov Eydenzelt
Kheiote éva véo pavtefov yio eE€Taon Kot Yopynon g EVeong.

Awokom TG Ospomeiag pe To Eydenzelt
Svupovievbeite Tov ylopd cog Tpv dtaxoyete T epomeio.

Edv éxete meplocOtEpEG EPOTIGELG GYETIKA LLE T YPTOT) AVTOV TOV PAPUAKOV, POTNOTE TOV Y1ATPO
Gag.

4. IMBavég avemBOUNTES EVEPYELES

Onwg 6ha Ta pappoKka, £TGL KOl ALTO TO GAPUAKO UTOPEl VO TPOKAAEGEL AVETIOOUNTES EVEPYELES, AV
Kot 6gv Tapovctdlovtal 6€ GAOLG TOVG AvEPMOTOLG.

Eivar duvatov va mapovclastovy airepyikég aviidpaoseis (vepevoiotnoin). Avtég propel vo givar
oofapéc KoL OTOLTEITOL VO ETIKOIVOVI|GETE IE TOV YI0.TPO 60S APEcMC.

Me ) yopnynon tov Eydenzelt, , umopel va mapovcloctody optopuéveg avemBuunTeg eVEPYEIEG TTOV
ennpealovv Toug 0PBaALoVG AOY® TG dradtkaciog TG Eveons. Opiopéveg amd owtég umopel va givat
oofapég kol tepthappdvoov TOPAmoN, cofapn AoipmEn 1] PAEYROVI] 6TO E6OTEPLKO TOV 0QPOUANOV
(evbopBarpitidn), amokoiinoen, prién | arpoppayic ™G OTOLVAicONTNS oTIPAd0S 6TO Tic®
pépog T0v 090aApoY (amoKOAANoN N PHEN TOL AUPIPANGTPOELDOVG), BOA®ON TOV PAKOD
(Kotappaktng), arxpoppayio Tov 0@Oaiped (apoppayio TOL LOAOEOOVS COUATOS), ATOKOAAN OGN TG
CeAaTIVOO0VG 0V6I0G 6TO ECMTEPIKO TOV 0QPOUALOD 0O TOV GUPIPANGTPOEON (ATOKOAANGT] TOV
VOAOEW0VE GOUATOC) Kot avEne TG Tigons péca otov opBaipd, PA. Tapdypapo 2. Avtég ot
coPapéc avemBounteg evépyeleg mov ennpedovv Tovg 0pBaipods mapatnprOnkay oe Arydtepeg amd 1
o115 1.900 evécelg otig KAVIKEG PHEAETEG.

Edv &yete Eapvikn peiwon g dpaong 1 avénon tov Tdvov Kot pufpdTnTa 6TOVS 0POUANODS HETA
TNV €VEDT), EVIILEPAGTE TOV YLUTPO 60S ApEcMmC.

Kotdloyog Tov avemOOunT@V evepyet®dv mov avaEpnkay
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AxolovBel £vog KATAAOYOC TOV AVETIOOUNTOV EVEPYEIDY TTOV avapEpOnKe Tt duvnTikd oyetilovton
HE TN dtdtkacio TG £vEoTg N e TO PAPUAKO. MTopel vo Uy TapovcliceTe Kapio amd avTés.
[Tavtote va cu{ntdte omolecdNToTE TOOVOLOYOVUEVEG OVETIOVUNTEG EVEPYEIEG LE TOV YIOTPO GOUGC.

IToAd ovyvég avemOOuNTES EVEPYELES (UTTOPEL VO eTtNpedoovy mepioootepa. amod 1 ata 10 droua):

- emdeivoon g 6pacng

- aloppayict 6To TE® HEPOS TOL 0POUALOD (a1pLoppayic TOL AUPPANGTPOELSOVS)

- KOKKIVOL LATLOL TPOKOAOVUEVA OO OULOPPOLYio LIKPDV OLHOPOPOV ayYeimV oTIg eE®TEPIKEG
oT1013AdEC TOL 0POUALOD

- OVOG 6TOV 0QOAALO

Yoyvéc avemOounTeg evépyereg (umopei va exnpedoovy ugypt 1 ota 10 droua,):

- amokOAANon N pPNEN evOg €K oTIRAS®V 0TO oW HEPOG TOV 0PHAALOV TOV TPOKAAEL AGLYELG
(MTOG LE KIVOVLEVA OTIYLOTO TOV UEPIKEG POPEG 0ONYEL O€ amMAELN TNG OPACNS
(PMé&n*/omokdAAnGn oL peAayyPOoL emtONAiov Tov auUEPANGTPOEOVE, amoKOAANGT/PREN TOV
auUPPANCTPOEIOVC)

- EKQOAON TOL APPPANOTPOELSOVG (Slatapayr| TG OPACTS)

- atpoppoyio Tov 0@OAANOD (a1oppayict 6To LOAOELOEC CMLL)

- OPIOUEVEC LOPPEC DO ®ENG TOV PaKoD (KaToppaKTNg)

- avénon tng mieong Tov oPHaAOD

- Kivovpeva otiypata otny 0poon (eEdpmpata)

- amoKOAAN oM TNE (EAATIVOS0VE 0VGIOC GTO ECMTEPTKO TOV 0OPHOAUOD aTd TOV AUPIBANGTPOELDN
(amoKkOAAN G TOV VOAOEWOVS OV 00N YEl 8 AGUYELS POTOG Kot eE10pdLATO)

- aioBnon o0t vdpyel KATL HEGA OTO HATL

- avénuévn Tapaymyn SaKpLOV

- Tpn&po tov PAEQHEPOL

- aipoppayia oto onpeio tng Eveong

- gpLBpOHTNTA TOL PHOTIOV
*Kataotdoelg yvmoTég oG oeTIONeVES Le TV vYpoL Thmov AMD, mapatnpndnkov pdévo oe
acBeveic pe vypod TOmoL AMD.

OXl ovyvég avemOounTES evépyereg (umopel vo. exnpeaoovy ugypt 1 aro 100 droua,):
oAhepycég avtidpaoelc (vrepevaictnoio)**

- cofopn eAieypovi N Aoipwén pésa oto patt (evooeOaipitidn)

- QAEYLOVT] TNG 1p1dag Tov patov 1 ALV onueiov Tov 0eBoipol (pitda, payosditida,
PLOOKVKATION, «TPOTEIVIKT OpiyAn» Tov mTpocbiov Boddiov)

- napd&evn aicinon oto patt

- epediopog Tov Prepdpov

- oidnua oty Tpdcbio 6To1PAde Tov ooV (TOV KEPOTOELDOVG)
** Eyovv avoaeepOel odlhepyikég avtidpacelg 6mme eEavnua, eayovpa (Kkvnopog), epudpd
eEavOnuata (kvidmon) Kot LepIKES TEPITTOCELS GOPAPDY AALEPYIKAOV (OVAPUANKTIKTY /
OVOQUAOKTOELING) OVTIOPACE®DV.

Yravieg avemOOUNTES evEPYELES (umopel va ernpeaoovy ugypt 1 ota 1.000 droua,):
- TOPA®ON

- 00 lmon TV PaKOV AOY® TPAVUATIGHOV (TPAVUATIKOS KATAUPPAKTNG)

- eAeypov TG (EATIVOO0VS 0VGI0GC GTO ECMTEPTKO TOV 0PHAALOD

- OOV GTO UATL

Mn yvooeTilg suyvotnTag (6ev umopolv va ektiunfovv pe Paon ta dabécyio dedopéva):
- QAEYLOVT] TOV AEVKOV TUNUATOG TOV UATIOV oV oyeTileTan pe epufpotnTo Kot Tovo
(oxAnpitidn)

2116 KMVIKEG SOKIUES, VITNPEE oL ADENCT TOV TEPIGTATIKMV OLLOPPOYING amd IKPH QLopOpo. oy yeio
oT1g e£@TEPIKEC GTOPASEC TOV 0POUALOD (arpoppayic TOV EMTEPLKOTA) GE AcEVEIC e VYPOD TOTTOL
AMD mov Adupavay avtimnktikd. H avénon autdv Tov TEpIoTaTiKov fToy TapOHole HETOED TOV
acBevav mov Bepanevovtay pe pavIpmILOLUAUTY Kot apAPEPGETTY.
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H ovomuatikn gpron avacstorémv tov VEGF, ovoidv Tapopotmv e eKEiVEC TOV TEPLEXOVTOL GTO
Eydenzelt, duvntikd oyetileton pe tov kivovvo dnpovpyiog Opoupav aipatog Tov epdcecovv ta
apopopa ayyeio (aptnplokdv Opoufoepfoiik®dy ETEICOSI®MV) TOL PUTOPEL VO, 0ONYGOLV GE KAPOLUKT|
TPOGPoAn 1 eYKEPUAKO €TEIGOO10. YTTAPYEL BepnTIKOC KivOUVOG TETOL®MVY EMEIGOOIMV UETA TNV £VEOT)
tov Eydenzelt pésa otov o@bolpo.

Onwg kot pe 6Aeg TIc OepamenTikég TPMTEIVES, VITAPYEL TOOVOTNTO AVOCOAOYIKNG OVTIOPOOTG
(oymuaticpog aviicopdtov) pe to Eydenzelt.

Ava@opd avemOOuNTOV EVEPYEL®OV

Edv mapotnpioete KAmota ovemiBuunTn evEPYELD, EVILEPDOGTE TOV Y10TPO coC. AVTO 1GYDEL KO Yol
KG0e mOovn avemBounTn evEPYELD TOV OV AVAPEPETAL GTO TAPOV PUAAO 00N y1DV ¥prionc. Mmopeite
eniong va avoaeépete avemBounteg evépyeteg amevbeiag, LEG® Tov €BVIKOD GUGTHUATOG CVAPOPAS TTOV
avaypaoeetor oto [Hopdptnua V. Mécwm g avapopis avemBountmv evepyEIDY UTOPEITE Va
Bonbnoete 6T GLALOYY TEPIGGOTEPWOV TAN|POPOPLDV GYETIKA LE TNV AGPAAELN TOL TAPOVTOG
QOPUAKOL.

5. Mog vo puraccete To Eydenzelt

o To @appoko ovtd TPETEL VO UAACCETAL GE PEPT] TOV OgV TO PAETOVV Kal dgv TO POAvoLY Tal
ToLdLd.
. Na pn ypnoiponoteite avtd 10 GAPUOKO LETE TNV Nuepounvio ANENG OV avapEPETAL GTO

YOPTVO KOVTI Ko oTtnV emionuavon petd myv évoelén AHEH / EXP. H nuepounvio Anéng sivat
1 TEAELTALN UEPO TOV UNVO TTOV OVOPEPETOL EKEL.
. dvrdocoete og yoyeio (2°C - 8°C). Mnv katayOyeTe.

o Edv givar amapaitto, to un avoryuévo groridio pmopei va puiayBel ektdg yoyeiov oe
Beppoxpacio pucpdtepn tov 25°C yua £oc kKo 31 nuépeg oy opykn cvokevacia.

. Dduidcoete GTNV APYIKN CLOKEVAGIN Y10, VO TPOGTATEVETUL OO TO PG,

. Mnyv mtetdite QAPLAKO GTO VEPO TNG AMOYETEVOTC 1] 0T OIKIOK( amoppippoto. Potiote tov

(OPUOKOTOLd GOG Y10 TO MG VO TETAEETE TO PAPLOKO TTOL OEV YPNCUOTOIEITE Tl AVTE TOL
pétpa o fondncovv oty Tpoctacio Tov TePBAAAOVTOG.

6. Iepreydpeva TS GVOKEVAGLAG KOL AOLTEG TANPOPOPiES

T gpréyer to Eydenzelt

- H dpaotikn ovoia etvat: apMPepcéntn. Eva elaiidio mepiéyet 11,3 mg aplPepcéning ot
ddAvpa 0,283 ml. Avtd mapéyet opéhpn tocdTNTA Yo T Yoprynomn piag povo d6ong 2 mg
apMPepoing oe 0,05 ml.

- Ta dAAa cvototikd givat: moAvsopPiko 20 (E 432), iotidivn (yio poOuion tov pH), 1611divn
VOPOYAOPIKN povoidpiky (Yo pHbion tov pH), yAwplovyo vatpio, tpexardln, Héwp yio
EVECLLOL.

BAéne ‘To Eydenzelt nepiéyel’ oty mapdypago 2 yio teplocdTEPES TANPOPOPIES

Epgavion tov Eydenzelt kot wepreyopeve g 606KEVAGIOG

To Eydenzelt sivon éva evéopo didhvpa (evéouo) og éva elokidlo. To didlvpa givor dtovyég Emg
eLaPPOS 1p1dilov Kot Aypopo Em¢ TOAD ayvo KOGTOVOKITPLVO.

Méyeboc cvokevaciog 1 praiidio + 1 Berdva pe @iktpo.

Karoyog Adsrag Kvkhoopiag
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Celltrion Healthcare Hungary Kft.

1062 Budapest

VAaci Ut 1-3. WestEnd Office Building B torony
Ovyyapia

IMopaockevaotic

Nuvisan France SARL
2400, Route des Colles,
06410, Biot,

ToAlia

Midas Pharma GmbH
Rheinstr. 49,

55218 Ingelheim,
T'eppovia

KYMOS S.L.

Ronda Can Fatjo, 7B.

08290 Cerdanyola del Valles,
Barcelona,

Iomavia

I"o omoladnmote TANPOPOPio. CYETIKA LE TO TOPOV POPUOKEVTIKO TPOiOV, TAPUKAAEISTE VO
amegvbuvbeite otov Tomikd avtimpoésmmo tov Katdyov g Adelag Kvkiopopiag:

Belgié/Belgique/Belgien
Celltrion Healthcare Belgium BVBA
Tél/Tel: + 32 1528 7418
BEinfo@celltrionhc.com

Bbnarapus
Celltrion Healthcare Hungary Kft.
Ten.: +36 1 231 0493

Ceska republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Danmark

Celltrion Healthcare Denmark ApS

Tel: +45 3535 2989
contact_dk@celltrionhc.com
ODeutschland

Celltrion Healthcare Deutschland GmbH
Tel: +49 30346494150
infoDE@celltrionhc.com

Eesti

Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493
contact_fi@celltrionhc.com

E\rada

BIANEZ= AE.
TnA: +30 210 8009111

Lietuva
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Luxembourg/Luxemburg

Celltrion Healthcare Belgium BVBA
Tel/Tel: + 32 1528 7418
BEinfo@celltrionhc.com

Magyarorszag
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Malta
Mint Health Ltd
Tel: +356 2093 9800

Nederland

Celltrion Healthcare Netherlands B.V.
Tel: + 31 20 888 7300
NLinfo@celltrionhc.com

Norge
Celltrion Healthcare Norway AS
contact_no@celltrionhc.com

Osterreich
Astro-Pharma GmbH
Tel: +43 1 97 99 860
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Espafia N
CELLTRION FARMACEUTICA (ESPANA)
S.L.

Tel: +34 910 498 478

contact _es@celltrion.com

France
Celltrion Healthcare France SAS
Tel.: +33 (0)1 71 2527 00

Hrvatska
Oktal Pharma d.o.o.
Tel: +385 1 6595 777

Ireland

Celltrion Healthcare Ireland Limited
Tel: +353 1 223 4026

enquiry ie@celltrionhc.com

island

Celltrion Healthcare Hungary Kft.
Simi: +36 1 231 0493

contact fi@celltrionhc.com

Italia

Celltrion Healthcare Italy S.R.L.

Tel: +39 0247927040
celltrionhealthcare_italy@Ilegalmail.it

Kvbmpog
C.A. Papaellinas Ltd
Tn\: +357 22741741

Latvija
Celltrion Healthcare Hungary Kft.
Talr.: +36 1 231 0493

Polska
Celltrion Healthcare Hungary Kft.
Tel.: +36 1 231 0493

Portugal

CELLTRION PORTUGAL, UNIPESSOAL

LDA
Tel: +351 21 936 8542
contact pt@celltrion.com

Romaénia
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Slovenija
OPH Oktal Pharma d.o.o.
Tel.: +386 1 519 29 22

Slovenské republika
Celltrion Healthcare Hungary Kft.
Tel: +36 1 231 0493

Suomi/Finland

Celltrion Healthcare Finland Oy.
Puh/Tel: +358 29 170 7755
contact_fi@celltrionhc.com

Sverige

Celltrion Sweden AB

Tel: +46 8 80 11 77
contact_se@celltrionhc.com

To mapév pvAiro 00N LAV YprioNS avade®pOnKke Yo TELEVTAIO POPA OTIS .

Aentopepeic mAnpoopieg 1o 10 pappoko avtd gival dabéoipeg otov dikTvaKd 1010 Tov Evporaikon

Opyaviopod Goppdkmv: https://www.ema.europa.eu.

O T po@opicc Tov akorovBovV amevOivovTal pévo o€ erayyslpatieg vysiog:

To @laAidio Ba pémet va ypnotponoleitol yia T Ogpaneio pévo evog 0@Oaipod.

To @laAidio TepiEyel meplocdTEPT 0O TNV GLVIGTMUEVT OGN T®V 2 Mg aeALPepcéntng (tov
odvvapovv pe 0,05 ml). O emmhéov OYKOG TPEMEL VAL OTTOPPILTETOL TPV OO TNV YOPTYNOT).

To dudvpa O Tpémel va ereyyBel omtikd yio ToxdV EEVI COUATIOWKT VAT KO/ OTOYP®UATIGUO 1 Y10
Kd0e peTafoln TNG PLGIKNG EUPAVIOTG TTPLY AlO TN (PTIOT). L€ TEPIMTWOOT TOV TOPOTNPEITAL KATL ALTTO
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TO, TOPATAV®, ATOPPIYTE TO PUPLUAUKEVTIKO TPOIOV.

To un avotypévo eloAidto umopei va dratnpndel ektdg yoyeiov oe Beppokpacio pikpotepn towv 25°C
v g 31 nuépec. Metd to dvorypa Tov loAldion, TPoYwPNoTE UE T SLodKAGIo VIO ACTTTEG
GLVONKEG.

Mo v evdobaroedikn éveon, Tpénel va ypnoiporombei ferdva Eveong 30 G x Y% inch.

Oonyieg Yo ) yp11o1 ToOV ProAdiov:

Yhka:

To kit praAdiov Tov Eydenzelt tepihapfdavet ta axdrAovBa v piog ypnong (BA. Zynpa A).
o Amootelpopévn Belova pe eiktpo 18 G x 1 Y% inch, 5 micron

o DroAido

i AidAupa

BeAbva pe @iATpo ®diaAidio
Ipo A

YMkd wov dev mepLouPavovTol 6To KIT:
o Belova pe gidtpo 30 G x Y2 inch
o >Opryya Luer-lock tov 1 ml

1. JVYKEVTPAOTE TU VMKA 6OG.

XPNCIULOTOIDVTOG AGNTITY TEYVIKT], CUYKEVIPMGTE TO VAIKA GOG KOl TOTOOETNOTE TAL GE i
KkaBapn, eninedn emedaveio.

2. Em0sopnote To Eydenzelt.
Kowtd&te 10 proridio ko Befarwbeite 6T1 £xeTE TO COGTO PAPLLOKO
(Eydenzelt) ko tn cwot docoroyia.

EXéyEte v nuepounvia Anéng otnv etikéta (BA. Zyfpa B) yuo va

BePorwbeite 611 dev €xet TapéADet. )

, , Huepopnvi

. Mn ypnowonoeite o Eydenzelt edv vdpyovv opatd a Aigng

ocouatidw | €dv to dtdAvpa eivatl BoAd M
OTOYPOLOTIGEVO.

o Mn ypnoonoteite ehv £xel mapédel n nuepounvia AnéEne.

U

AigAupa

Zype B
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3.

AQu1p£6TE TO TPOSTATEVTIKG TAUGTIKO TAONA 070 TO PLaAioro (PA.

Zypae I).

Amolvpdvere To eEMTEPIKO PEPOS TOV ELOCTIKOD TONATOG
ELCYAPNONGS TOV PLOAFI0V 1g £V POVTIAGKL EPTOTIGUEVO GE
owdénveopa (Br. Zyfpa A).

Yuvdéote T Perdva pe @iktpo ot cvpryyo.

Aopaipéote T Peddva pe eiktpo 18 G x 1 ¥a-inch, 5-micron, 1 onoia
TOPEXETOL 6TO KOLTL, KaOMG kot o ovpryyo Luer-lock Tov 1 ml, n
omoio dev TEPIAAUPAVETOL GTO KOVTL, d T1 GLCKELOGIN TOVG,.

Yuvdéote T PeAOVa e GIATPO GTI GUPLYYO TEPIGTPEPOVTAS TNV TAVED
o710 Gkpo g ovptyyag Luer-lock (BA. Zynpa E).
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Ewayayete T Perdvo pe @idtpo péca 6to Qrariono.

60. XpNoYomomvTag AonTTy TeXVIKY, onpdEte T PeAdva pe eiltpo
HEGO GTO KEVIPO TOV TOMOTOG EIGYDPNONG TOL PLaAdiov LéypL
Belova va eicayBel evieddg péca 0To PLaALSL0 Kal To dKpo TG va
ayyi&et tov mupéva tov plaidiov.

6p. T'eipete 10 PLOALS10 KATA TN SLdPKELN TNG AVTANONG, KPATMOVTOS TN
A0&N empdvetla TS Peddvag pe pidtpo Pubiopévn péoa oto vypo (PA.
Yympa £T) v va TpoAnebei ) eiloydpnon aépo.

6y. AvtAnote 6lo 1o mepEyOUeEVO Tov PraAdiov Tov Eydenzelt péoa ot
oupLyyo.

Xnpeioon: Befawwbeite 611 pdPdog Tov gpPorov Exetl tpafnytel
EMOPKAOG TPOG TA TLG® KATA TNV EKKEVOOT] TOL PLOASIOV, MOTE VoL
adeldoel TANPG M PeAdva pe eiktpo.

Agpmpéote T Pehdvo pe giltpo.
Aopaipéote T Perdva pe @idtpo amd ™ ohpiyyo.
Amoppiyte ) Pedova pe IATpo pe 6oTd TPOTO.

O

I

H Aogn emeadveia
NG BeAovag BAEtel
MPOG TA KATW

o Na pnv ypnoiponoieite ) Pedva pe GIATPo Yo EVOOVAAOEIDIKT EVEDT).
o Na pnv enavatonobeteite to KGAvppa g feAdvog pe QIATpo, Yo TNV ATOQUYH TPVTAUOTOS HE

™ Pehdva Tpv amd v Eveon.

Yuvoéote TN Perdva Eveong 6T cOpryya (Vo Yivel apéomg NETA TNV
AVTAN 01| TOV TEPLEYOPEVOV TOV PLAALIIOV).

Agpapéote ™ Behova éveong 30 G x %2 inch, n onoia dev
nepAapPavetol 6To KOuTi, 0o T GLOKEVAGI TG,

XPpNOOTOIDVTAG ACTTTN TEXVIKT], CLUVOESTE T Peddva £veong ot
oLPLYYO TEPIOTPEPOVTOG KAl GPiyyovTag T PeAdva éveons Tdvm 6To
Gxpo g ovpryyag Luer-lock (BA. Zyfqpe Z).

ELéyETe Yo Quoahides agpa.
Kpatovtag m ovpryya pe m Pehdvo éveong vo PAETEL TPOS T TAV®,
eréyEte T oOPLYYQ YoL UOAAIDEGS.

Edv vrtdpyovv puoaiidec, XTumoTe OmoAd T GUPLYYQ UE TO SAYTLAO
oag péypt oL puoaAideg va avéfovy oto mave pépog (PA. Lyqpa H).
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10.

11.

12.

13.

14.

Agpmpéote TIC Quourides aépa ko emPefardote TN 6OOTY 660N
To va apapécete OLeG TIC PUOAAIDES Kot v oo dieTe TNV TepicoeLn
T0V Qappaxov, méote APTA to épporo €161 dGTE TO AKPO TOL
guPorov va gvbuypapuctel pe TV EVOEIKTIKN ypoappr Tv 0,05 ml
nave ot ovpryyo (PA. ynpo O).

miTedo dkpo
TOoU guROAOU

IZpe ©

Orov ciote ool vo yopmynoste to Eydenzelt, agoipéote To
TAOOTIKO KdAvppa fehdvag amd T ferova (BA. Zynfpa D).

Zypo I

‘O7ay gioTe £TOLOL, 0AOKANPADOGTE TV EVOOVALOEOKY] £VEDT).

H 61adikacio g evooialoeldtkng éveong Ba mpémetl va yivetal vd eAeyyOUEVEC AOTITEG
oLVONKeG, ol omoieg mepLapBdvouy amoAdUAVOT TOV YEPIDOV UE T SLOSIKAGTN TPOETOLUGTOG
YEPOLPYEIOV KO YPTOT] OTOCTEIPMUEVOV YOVTIDV, ATOCTELPOUEVOD TEGIOV KoL
UTOCTEPMUEVOL PAE@apodiacTorén (1] 16000vapov). [Ipwv amd v éveon Ba mpénet va
yopnynOei emapkng avorsncio kot £vo TOmIKO LKPOPLOKTOVO EVPEOS PAGLLUTOC.

KéBe groAido Ba mpémel va ypnopomoteiton yia tn Oepaneio evog povo patiov. Edv arnotteiton
Oepaneia oT0 eTEPOMAELPO UATL, B0 TPETEL va ypnoyomoindei véo glokidio kot tpv omd ™
yopnynon tov Eydenzelt 6to dAlo pdtt Ba mpénet vo oAloyTovV TO ATOCTEPMUEVO TTESTO, N
oVPLYYQ, TO YAVTIO, To KOAOUOTH, 0 PAEQapodlacTOrénS, 1| Peddva pe pidTpo kol 1 Beldva
éveonc.

To @uarioro wpoopileTar yia pia povo ypion.

KdOe aypnoyonointo eoprokentikd Tpoiov 1 VITOAEYLUO TPETEL VO ATOPPITTETOL COUPOVA, [IE
TIG KOTA TOTOVG 163 00vceg oyeTikég dlatdéelc. H eéaymyn molhamlmv 66cemv and Eva plaiidio
umopel va ovénoet tov Kivouvo empdivvong kot erakolovdng Aoipwénge.

Metd v éveon), TapakorovOeite Tov 0.60evi|.

Apéomg petd v evéoboloeldikn éveon, ol aobeveig Oa mpémel va mapakolovBodvtot yio
avénon tng evéoeBaApiag mieons. H katdAAnAin mapoakorovbnomn puropel vo tepthapPdvet
€LeYY0 TNG ALUATMOOTG TNG KEQOANG TOV OTTIKOV veDPoL 1) Tovouétpnon. Edv arnarteital, Oa
TPENEL VO, VTTAPYEL SLOBEGIUOC ATOCTEP®UEVOG EEOTAMOUOC Y10 TOPUKEVTI|ON.

Metd v evéobaroeldikn éveor), 6Tovg acbeveig 1)/kot Tovg epovTioTés Ba mpémet va 5000vv 0dnyieg
Yo TNV avaQopd TUYOV CUUTTOUATOVY TOV UTOPEL VoL VITOONADVOLY EVOOEOUAUITION 1| 0TOKOAANGY
OV AUEPANGTPOEOVG (.. AAYOS TOL 0PBUALOD, epuBpOTTA TOV 0PBAALOD, PoToPofia, BoAn
opaon) yopig kabvotépnon.
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