MHAPAPTHMA I

MEPIAHYH TQN XAPAKTHPIETIKQN TOY ITPOIONTOX



vTo QAPLOKO aVTO TEAEL LTTO GLUTANPOUATIKT TOPAKOAOVON Y. AVTO Do eMLTPEWYEL TO YPTIYOPO
TPOGIOPITUO VEOV TANPOPOPLOY AGPAAELNS. ZNTeiTal amd TOVG ENTOYYEALATIEG VYELNS VO AVaPEPOLY
omolecdnmote THavoAOyoVEVEG avemBOUNTEC EVEpYeiec. BA. Tapdypago 4.8 yia Tov TpOTo ovapopic
AVETOOUNTOV EVEPYEIDV.

1. ONOMAZXIA TOY PAPMAKEYTIKOY ITPOIONTOX

Eyluxvi 40 mg/ml gvéoipo didAvpa o€ @uoAidio.

2. IMOIOTIKH KAI IOXOTIKH XYNOEXH

1 ml evéoyov dwodldpatog mepiéyel 40 mg aphiPeposémmc*.

‘Eva gloidio mepiéyet e&aydyipo 6yko tovidyiotov 0,1 ml, mov 1oodvvapel pe tovAdyiotov 4 mg
aMPBepPoEmTNG. AVTO TOPEXEL ®EEAUN TOCHTNTA YiaL T YopNyNnon piog pnovo d6ong twv 0,05 ml mov
TePIEYOLV 2 My aAPEPGETTIG.

*[Ipwteivn cOVINENG TOL OTOTEAEITAL A0 TUNUATO TOV EEMKVTTAPIKOV TEPLOYDV TV LITOdOYEMY 1
ka1 2 Tov avOpomvov VEGF (ayyeiokog evoobniiakdg ovéntikodg TopayovTos) GUVIETNYUEVH GTO
Tuiuo Fc tov avBpomvou 1gG1 kot mapackevdaletar oe K1 kouttapa @odnkdmv kivE(tkov kpiknton

(CHO) pe v tgyvoroyia avacvvdvacpuévov DNA.

"Exd0y0 e yvootn dpdon:

Kabe ml evéoipov draddpatog nepiéyet 0,3 mg toAvcopPuxd 20.
Mo tov T pn katdhoyo Tov exdoywv, BA. Tapdypago 6.1.

3. DPAPMAKOTEXNIKH MOP®H

Evéoyo didivpa (svéoyo).

AlyEg, AypoUO MG VTOKITPIVO, 1G0-OOUMTIKO SIUAVLO.

4 KAINIKEX IAHPO®OPIEX

41 OgpomevTikég evositelg

To Eyluxvi gvdsikvutot yio evniikovg, yo ) Oepancio

e g veoayyelakng (Lypov THIOV) NAMKIOKNG EKPOAONG TG OYPA knAidag (AMD) (BA.
napdypago 5.1),

® NG EAATTOONG TNG OPAOTG AOY® SEVTEPOTAHOVG 010N UATOG TG WYPAG KNAIdOG amd
amodepacn eAEBog Tov apeiPAnotposidong (kKhadikig RVO 1 kevipikic RVO) (BA.
napbypago 5.1),

* NG EAITTOONG TG OpaoNG AOY® 010N UATOC OYPAS KnAidag dafntikig artioroyiog (DME)
(BX. mapdypago 5.1),

® NG EAATTOONG TNG OPAONG AOY® VEOUYYEIMONE TOV XOPLOEIBOVG AOY® LVOTHOG (LVOTIKY
CNV) (BA. mapdypago 5.1).

4.2  Aocoloyio Kol TPOTOS YOPNYNONG
To Eyluxvi npoopileto yio evdoiaroeldikn éveon udvo.

To Eyluxvi mpénel va yopnyeitorl poévo omd E1d1kevpévo 1Tpd pe eumetpio ot deEaywyn
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£VOODOAOEIOIKAOV EVECEWMV.

Aocoloyia

Yypod tomov AMD
H ovvietopevn d6om yio. to Eyluxvi givon 2 mg apiifepoéntng, mov icodvvauei e 0,05 ml.

H Ogpameio pe to Eyluxvi Eexva pe pia éveon ava piva yio tpeig 1080y 1kég SOGELS. LT GLVEXELN TO
pecodidotnua tng epaneiog enexteiveTol og VO PNVEC.

Mg Bdaon v kpion tov Oepdmovta 1otpod Yo TV OTTIKN 0EHTNTO KOUT TO. OVOTOUIKG
ATOTEAEGOTA, TO LECOOAGTN O PeTaED TV Oepameidy pmopel va diatnpnbel otovg 600 puqveg N va
enektafel TEPIOGHTEPO, YPNOUOTOIDVTAG EVO SOGOA0YIKO GyNa Bepameiog Kol ETEKTAOTG KOTA TO
01010 TO LEGOJGTNLATA TOV EVEGEMY avEdvovTal avd 2- 1 4- efdopddeg dote va dratnpn el
otafepn M omtikh 0&HTNTO KO TO AVATOUIKE OTOTEAEGLATOL.

Edv n ortikn oEvtnta kau/m ta avatopikd amoteléopato mdevmboiv, ta pecodiactipoto Ogpamreiog
Ba mpémel va petmBolv avticTolymg.

Agv vapyel kdmola amaitnon yw mopakolovOnon avaueca otig evécelg. Me PBdon v kpion tov
Bepdmovta 1Tpov TO TPOYPUUUN EMOCKEYEDY TAPOKOAOVONoNG umopel va etvar mo cvyvd amd Tig
EMOKEYELG TOV EVEGEMV.

Agv éxer pelemnBel pecodibdotnua Bepomeiog peyaddtepo and téoceplg unveg N pikpdtepo amd 4
gfoopddeg avapesa otig evéoelg (PA. Tapdypapo 5.1).

Asvteporabég oionua ¢ wypds knlidog awd RVO (kAaodiki RVO 7 kevipix RVO)

H cvvictodpevn d6om yia 1o Eyluxvi givat 2 mg apipepoéntng, mov ioodvvapei pe 0,05 ml.
Metd v apyikn éveon, 1 Oepaneia divetar ava pva. To ddotnua avaueca oe dvo dOGELS o€ B TpEmel
va gtvat Kkpotepo omd va pnva.

Edv ta omttikd kot avatopkd amotedéspato dgiyvouy 6t 0 0iobevig dev emmpeieitat amod tn Oepameia,
10 Eyluxvi Oa pénetl va draxdmtetat.

H unviaio Bepaneio cuveyilel péypt va emtevybel n uéytot ontikn o&dnra Ko va uny vadpyouvy
onuein EvepyoD dpacTNPIOTNTOG TNG VOGOV, MTopel va ypelactobV TPEIG 1 TEPIoGOTEPO SLUDOYIKES
unviaieg evéEcels.

H Bepoameio pmopel axolovbwc va cuveyiletal pe éva d060A0YIKO oynuo. «Ogpameiog Kot ETEKTACN G
pe Badaio avénon tov duotnudtov Oeporeiog dote va dtotnpnboldv otabepés ol ontikég Ko ot
OVOTOKES TTOPAUETPOL, MGTOGO OEV VTTAPYOVV ETOPKT GTOLYEIR TOV VO cuVOWifovv TN ddpKeLn
AVTOV TOV SIACTNUATOV. AV 01 OTTIKES KOUT OVATOUIKES TAPAUETPOL EMOEWV®OOVV, TO LECOSACTN LA
g Oepameiog Oo mpénet va perwbel avardywg.

H moapaxorovOnon kot to tpdypappo. Oepameiog Oa mpénet va kabopiletor and to Oepdmovrta 10Tpd
Baoetl TG atopknG avtamokplong Tov acbevoic.

H mapaxorodbnomn g mopeiag e vocov pmopei vo, mepthapupavel kKhvikn eEétao, KAIKO
EPYAGTNPLOKO 1| OTEIKOVIGTIKO EAEYYO (.. OTTIKY TOUOYPUPic GLVOYNG 1] PAOVOPOUYYELOYPOPIc).

Oidnuo wypds knAidog defnrikne oartioloyiog

H ovviotdpevn d6on yio. to Eyluxvi givon 2 mg apiifepoénng, mov icodvvauei ue 0,05 ml.



H Oepancio pe to Eyluxvi Egkva pe pio £veon avd pive, yo tévie S1080yIkég SOGELS, Kol 6T
cuvéyela pia éveor kdbe 600 Pnveg.

Me Bdon v Kpicn Tov 10Tpod GYETIKE Ue TV OTTTIKY 0&ELTNTO KO TO AVATOUKE AmOTEAEG AT, TO
pecodidotnua petaéd Tmv Bepaneidv pmopei vo dtotnpnbei 6toug 2- unveg i va eEotopukevdet, OTmg pe
éva d0G0A0YIKO oy Bepameiog Kot ETEKTAGNG KOTO TO OO{0 T LEGOOLOCTILLOTA TV BEPUTEIDY
owvBmg avédvovton pe Tpocavénon 2 efdopddnv dote va dtatnpndel otabepn 1 ortikn o&VTNTA Ko
TO AVOTOLIKG omoTeEAéGpaT. YTTapyovy meplopiopéva dedopéva yia draotnpoto Oepaneiog peyaidtepa
oV 4 pnvav. Edv n ortik) o&bta kow/n oL ovoTopikd amote Aécpato. mdevmbony, ta
pecodaotnpato Bepameiog Oo mpémel va peiwboiv avtiotoiymg. Agv £xovv peketnOel daothipaTa
Oepamneiog pkpotepa Tav 4 efdopddnv peta&d tov evésewv (PA. mapdypogo 5.1).

To mpdypappo Tapakorovdnong Bo tpénet va kabopiletal and Tov Bepdmovta, 1Tpo.

Edv ta omtikd kot avatopikd anoteAécpoTa deiyvouv 0tt 0 achevig dev wpeieital amd T
ovveylopevn Bepomeia, to Eyluxvi Oa mpénet va drokonei.

Neoayyeiwon tov yop1oe1doig Adyw uowmiog

H ovvictdpevn d6on yo to Eyluxvi givar pia epdmal evéoiiarogidiky Eveon 2 Mg a@ABepoéntng, mov
avtiotoryel pe 0,05 ml.

[TpocBetec dOGEIG LmOopovV Vo, yopnyNOoHV €4V Ta OTTIKA KOUT) TO AVOTOUIKE OTOTEAEGUATA
VTOJEIKVOOVV OTL 1) VOGOC emuével. O1vmotpoméc Oa mpémet va, avTIHeT®Ti{ovTol 0¢ VEES EKONAMGELS
g vocov.

To mpoypappa Tapakorovdneng Oa tpénel vo kabopiletar omd Tov Bepdmovrta 10Tpo.

To dtonuo avapeca oe Svo 60celg Oe Ba TPEMEL va etvat LIKPOTEPO OO Eval UNVaL.

Ewwoi tAnbvopoi

Hrozuen nlkoun veppixi dvoieitovpyio
Agv éxovv mpayuatomon el e1d1kég uekéteg o€ aobeveic pe nratiky H/xot ve@pikr dvciertovpyia ue
apAPepoénn.

Ta dwbéciua dedopéva dev LITOSEIKVHOVY OVAYKT Yio TPOGaPUOYT| THG 0001g e To Eyluxvi og avtodc
tovg aobeveic (BA. mapdypago 5.2).

Hlciwouévor winboouog
Agv amattovvton e101kéEg puOpicels. Yadpyet meplopiopévn epmeipio oe acbeveic nhikiog avo tov 75
etov pe DME.

Houdiazpikoc wAnBoouog

H acedleia kot 1 anotelecpatikdto tov Eyluxvi og maidid kot epnfovg dev &xovv tekunpimbei.
Agv vtapyetl oyeTIKN YPNomn TG APAMPBEPCETTNG GTOV TAUSIOTPIKO TANOLGUO Yo TIG EVOEIEEIS LYPOD
tomov AMD, CRVO, BRVO, DME kot pvorikiy CNV.

Tpomog yopnymong

O1 evOODOAOEIBIKEC EVEGELG TPETEL VAL TPAY LOTOTOLOVVTOL GOUPMOVO, LLE TNV KOOIEPMUEVT 1LTPIKT

TPOKTIKY| KO TIG 10YXV0VCEG KATELOVVTINPLEG 00NYiES, OO eEEIOIKELUEVO 1ITPO e EUTEIPIN OTN

SteEaymyn evooiaAoedKaVY evécemv. ['evikd, Tpémet va dtacpoiletar 1 emapkng avoioOnoio Kot

aonyia, cvumeptiapfavousvng tng YpPNomg TOTKOD HKPoBLokTOvoL evpéog pAcraTog (7T.). 1wdtovyog

oP1dovn epapuolopevn oto TEPLoPBaAkd dépua, 10 PAEEAPO KoL TV 0PBAALIKY| ETIQAVELD).

ZUVIGTOVTOL ATOADUOVOT] TOV YEPIMV, LE TN O1001KAGI0 TPOETOUACIOG YEPOVPYEIOV, UTOGTEPOUEV
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YOVTIOL, ATTOGTEPMUEVO TEDIO Kol amooTeElp®Uévos Prepapodiactoréag (1] 10odvVaU0).

H Belova g éveong npémel va eicayetol 3,5 — 4 mm wicm ond T0 GKANPOKEPATOEDEG OPLO LEGT GTIV
VOAOEWOIKT KOWOTITA, OTTOPELYOVTUG TOV 0pLLOVTIO HECT|UPPIVO KOl GTOYXELOVTOS TPOG TO KEVIPO TOL
BoAPov. T cuvéyeta yopnyeitat o evéoipog 6ykog twv 0,05 ml. Awpopetikd onpeio tov okAnpod Ha
TPENEL VAL YPTCLLOTOLELTAL GTIG EMAKOALOVOEG EVEGELS.

Apéomc petd v evoobologldikn Eveor, ol acBeveig mpénet va mapakolovBovvtar yio adEnen g
evoopBaiag mieong. H katdAAnin mapakorovnon pumopel va mepthapPdvel EAeyyo g apudTmong
NG KEQOANG TOL OTTIKOD VEDPOL N TovouéTpnon. Edv amatteitol, Oa npénet va vrapyet dtabéoipog
ATOGTEIPMUEVOG EEOTAGLOG Y10 TOPAKEVTINOT).

Metd v evéobaroeldikn éveor), 6Tovg acbeveig Tpémel va doBovv 0dnyieg yio TV avapopd Toyov
CUUTTOUATOV TOL UTOoPEl va vITodNAdvVoLY evéo@Bolpitida (.. TOVog Tov 0QOaALOD, EpLOpdTTA
0V 0QOANOD, pwToofia, OoAn dpacn) ywpig kabvoTtépnon.

Kdabe praridwo mpémel va ypnoyionoteitar yio tn Oepaneio evog o@bBaipov povo. H e&aymyn
TOALUTTAGDY 00GEV amd va PLoAidlo pmopel vo avénoet Tov Kivouvo empoivveng 1 erakdiovdng
Preypovig.

To QaAidI0 TEPIEYEL TEPIGGOTEPO OO TI CLVIGTOUEVT ddon TV 2 Mg apMPepoimg (mov
oodvvapet pe 0,05 ml evéopo ddiopa). O e€aydyipog 6yKog and To Paiidio givat 1 ToGOTNTA TOL
umopei va e€aybel amd 10 PLoAidI0 Kot deV gival aVTOG TOV TPETEL VO, PN CILOTONOEL GTO GUVOLD TOV.
I to erodidio Eyluxvi, o e&aymyyog 6ykog sivat tovddyiotov 0,1 ml. O gmumdéov 0ykog mpémer vo.
ATOPPIATETAL TPV TV £VEGT] TIG GUVIGTONEVIS d061G (PA. Tapdypapo 6.6).

H éveon 6Lov oL 0YKOL TOL PLEALSi0L B uTOPOvGE VL 001 YN GEL 68 VITepdocoroyia. ['o va
amopaKPVVOOUV 01 PUCUAIdEG aépa pall Pe TV TEPIcOELD TOV PUPLUKEVTIKOD TPOTOVTOS, TIEGTE
apyd to EuPoro €tol dote To eMinedo dipo Tov gpPorov va vbuypapoTel pe ™ ypapuq docoroyiog
nov vrodekvoer 0,05 ml endvo ot obpryya (lwodvvauei pe 0,05 ml, dnk. 2 mg aprPepoimtng) (BA.
napaypaeovg 4.9 kat 6.6).

Metd v éveon, kdbe oypnoLOTOINTO TPOIOV TPEMEL VAL AOPPITTETAL.
"o o yep1opd T0LV EOPUAKEVTIKOV TPOTOVTOG TPV amd T Xopnynon, PA. tapdypapo 6.6.
43  Avrtevoeigag

YrepevoioOnoio otn opacTikn ovcio apAPepcentn 1 68 KATO10 ard T0 £KO0Y 0 TOV AVOPEPOVTOL GTNV
mTapdypoeo 6.1.

Evepyn M evoeyxopevn opaiuikni 1 tepro@Oaipukn Aoipuwén.

Evepyn coPapr| evoopBdiia eieypovi.

44  E101KéC TPOELOOTOUNGELS KUl TPOPVAAEELS KUTE TN Yp1ion

IyynAooipudmoa
IIpokeiévon va BeATiobel 1| vyNAOGIUOTNTA TOV BLOAOYIKOV QUPLOKEVTIKAOVY TPOTOVTMOV, TO GVOUO
Kot 0 aplOudg mapTidas TOL YOPTYOOUEVOD PAPUAKOL TPETEL VO KOTAYPAPETAL [LE COUPNVELQ.

Evdotaroeidicég evécels — oyeTIlOUEVEG OVTIOPAGELS

O1 evOODOAOEIBIKEC EVEGELS, CUUTEPIAAUPOVOUEVOV EKEIVOV e APMPEPCETTN, EXOVV GLUGYETIOTEL U
evooQBoAUiTIOO, EVOOPOALLLO PAEYLOVT, PTYLOTOYEVT] ATOKOAANOT) TOL OUPIPANGTPOELSOVG, PHEN TOL
AUPIPANGTPOEISOVG KOl 1TPOYEVT TPAVUATIKO Kotappdktr (PA. mapdypago 4.8). Katd t yopnynon
tov Eyluxvi, mpénet va ypnoipomotodviot whvta KatdAinieg donmreg teyvikég éveong. Emmpootétmg,
o1 aoBeveig Oa Tpémetl vo mopakoiovfovvtol KoTd T d1dpKeLe TG EBOoUadoC LeTd TV £veon
TPOKEWEVOL Vo, givarl duvatn 1 €ykaipr Bepaneio o mepintwon epeaviong Aoipméng. Xtovg aobeveic
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0o pémel va 0BovV 0dnYieg Yia TNV avapopd ywpic kabvotépnon, TV CUUTTOUAT®Y TOV UTOPEL
Vo VTOINAGVOLY gvOOEOaApiTION KOl aVTA B0 TPETEL VAL OVTILETOTIGTOVV KOTOAANACL.

To @laAid10 TTEPLEYEL TEPIOTOTEPO OO TNV GLVICTMUEVT 000 TV 2 Mg apMPBepcéntng (Tov
oodvvapet pe 0,05 ml). O emmAéov dykog Ba Tpénet va, amoppredel Tpv amd ™ yoprynon (BA.
noapoypdeovs 4.2 kat 6.6). Avénceig oty evoopBdAiua tison £xovv mapatnpndei eviog 60 Aemtmdv
amo TV vOoLOLOEIKT £VEDT], CUUTEPIAAUPOVOLEVOV Kol TV EVEGE®V L apAPepaémtn (PA.
nopaypao 4.8). Ararteiton €101k TpoPOAAEN o€ AGOEVEIG HE YAAVK®UO TTOV eV EAEYYOVTOL ETAPKDS
(unv evéoete to Eyluxvi evd 1 evdoeOdiia mieon eivar > 30 mmHQ). Xe 0Aeg TIC TEPITTMGELS, KOl M
€vO0QOdALO TiEST] KO 1] QUUATMOT TNG KEPAANG TOV OTTIKOD VEVPOL TPETEL ETOUEVMOG VL
TOPOKOAOLOOVVTAL KOl VO EAEYYOVTOL KOTOAATALL.

Avocoyovikotnta

Koabmngn apiiPepoéntn etvar pio Oepoamentikn Tp@Teiv, VITAPYEL 1| THAVOTNTO OVOGOYOVIKOTNTOG LE
10 Eyluxvi (BA. Topdypago 4.8). Oa wpénet va divovotl 0dnyieg 6Tovg acheveic va avapépovy Tuxov
oNUEl 1| GUUTTOUATO EVOOPOAAULOG PAEYLOVIS, TT.X. GAY0G, oToeopfia, 1 epudpdTnTa, To Omoia
umopel va omoTeEAoVV KAWVIKGA orpeio mov amodidovtal o€ vaepevaicinacio.

ZVOTNUOTIKES EMOPAGELS

Metd and evéoboroedikn éveon pe avactoreic VEGF, éxovv avapeplel cuotnuatikég avemfounteg
gvépyeleg Tov TepLouPavouy un opOodiukég apoppayieg Kot aptnplaxd Opoufoeppfoiikd coppdvta
KoL VLAPYEL Evag BempnTIKOG KIVOLVOG QLTEG 01 EVEPYELES VO GLVOEOVTOL LE TNV ovaoToAn Tov VEGF.
Yrdpyovv meplopiopéva dedopéva yio v acpdieia ot Bepancio acbevaov pe CRVO, BRVO, DME
N ootk CNV pe 10t0p1tkd ayyelokod eYKEQUAIKOD ETEIC0010V 1} TOPOSIKAOV IGYUUIKADV EXEGOSIOV
N ELPPAYLATOG TOV LVOKOPSIOL EVTOG TMV TPONYOUHEVAOV 6 UNVAOV. ATatteiton Tpocoyn KoTd
Bepaneio avTOV TOV AGOEVOV.

Al
Omnwc ko pe aides evdobarogducég avit-VEGF Oepaneieg yio AMD, CRVO, BRVO, DME ot
pvorik CNV, woydovy eriong ta akdiovba:

o H aocopddeia kot 1 amotelespotikdtnTo TG Depameiog pe Ty o0QAPEPGENTN Kol GTOVG dVO
0BG TanToYpova dev Eyovv pehetndel cuotnuotikd (BA. mopdypapo 5.1). Eqv diedyeton
appotepoTAgLpn Oepameio TNV 1010, poviKr TEPI0d0 aVTO PTOpEl va 00N YNGEL € avENon Tng
GLOTNUOTIKNG EkOEOT|G, TOV TOOVDS VO AVENGEL TOV KIVOLVO Y10, GUGTNUATIKES OvETOVUNTES
EVEPYELEC.

e H tovtoypovn ypnon dArov-ev avtt— VEGF tapaydviev (ayyelokodg evooOnAtokog avéntikog
ToPAyovVTag).

Agv vapyovv SLobEctpLo SEGOUEVA. Y10 TV TAVTOYPOVT] XPNOT) APAPEPGETTNG UE GALD CVTL —
VEGF cxevdouato (GuoTnUatiKd 1 o@Oaiukd,).

o O mopdyovieg Kvovvov mov oyetilovtal pe Ty avamtuén pnéng tov perayypoov entdniiov Tov
appipAnotpogdovg petd and avti-VEGF Oepancia yia vypod tomov AMD, cuprepirapfavouvv
UeYOAN /Kol VYNAN ATOKOAANGT TOV peEAayypOoov emidniiov Tov aupiinotpostdoic. Katd v
évapén g Oepameiag pe mv apiPepoénn, amatteitol Tpocoyn o€ acbeVels pe avTovg TOVS
TaPAyovTeS KIvdOVoL Yia pHEELs Tov pelayypoov eminiiov tov apeiPAnctpoetdoie.

o H Oeponcio mpénet va drokdnteton o€ acbeveic e pyuatoyevn omokOAANGN TOVL
AUPPANGTPOELDOVG 1 OTEC TNG WYPEG KNAidag otadiov 3 1 4.

o 3TNV MEPINTOOT POYUNG TOV AUPIPANGTPOEB0DS, 1| 60T Ba TPEMeL vor avaoTaAEL kol 1
Oepaneio o Oa Tpémel va apyicel €k VEOL TPV 1 pOYUN amoKoTooTAOEL ETOPKADC.

e H d6om Oa mpémer va avactarel kot 1 Ogpaneio de Oa Tpémel va apyicel vopitepo omd TV
EMOUEVT] TTPOYPOAUHOTICUEVT] Bepameia o€ KATUOTACELS OTTMG:

o peimon g kalvtepa Stopbopévng ontikig o&utnrag (BVCA) katd > 30 ypdupoato o
oVYKpPLoM HE TNV Terevtaia a&loAdynon e onTikng o&0TNTag.

0  VIOUEIPANGTPOEISIKT OLOpPayic TOV EUTAEKEL TO KEVTPIKO Pobpio, N €dv TO péyebog
g apoppayiog ivar > 50% tng cuvolkng TePLoyng TG PAGPNG.
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e 1 060m Ba mpénel va avooTorel Yo pia wepiodo 28 nuUep®V TPV 1| LETA OO TPOYPUUUOTIGUEVT|
1N devepynbeica evoopBdAa yelpovpykn enéppaon.

o H apMBepoémtn dev mpémet va ypnoiponoleital katd T S1dpKeLo TG KOOTG EKTOG EQV TO
EVOEYOLEVO OPEAOG VITEPTEPEL TOV EVOEYOLLEVOL KIvdDVOV Yia T EuPpuo (PBA. mapdypapo 4.6).

e O yvvaikeg 6€ avomTopay®YIKT NAKIO TPETEL VOL XPTCLULOTOIOVV OITOTEAEGLLOTIKY] AVTIGOAAYN
Katd Tn S1apKeln TG Oepomeiog Kot £0G TOLAAYIGTOV 3 UVES LETA TNV TEAELTALN
evoobarogldkn Eveon apPepoéntng (PA. mapdypapo 4.6).

o Yrdpyel meplopiopévn eunepia ot Oepaneia Tov acbevav pe oyaipuxon tomov CVRO kot
BRVO. H 6epancia 6¢ cuviotdtat og acbeveic mov mapovstdfovy kKAvikd onpeio un
OVOGTPEYIUNG OTMOAELNG TNG OTTIKNG AEITOLPYiaG amd 1oyaLpia.

IIAnBvopoi pe mepropiopéva dedopéva

Yrdpyel povo meplopiopuévn gumeipia ot Beponeio atdpmv pe DME Adyw dafntn tomov | 1 o
draPntikodg acbeveic ue HbALC v tov 12% 7 pe mapaymywkr dwafntikn apeipinctposidonddeta.
H apMPepoéntn dev €xel peletOei og acheveic pe evepyég cuoTnUaTIKESG AOWMEELS 1) o€ acbeveig pe
TAVTOYPOVEG TOONOELS TV 0OPBAAUDV OTWG OTOKOAANGN TOL OUPIPANGTPOEIDOVG 1) O TNG OYPEG
KnAidoc. Aev vapyel emiong eumelpia ot Ogpaneio pe apiPepcéntn o dafnTikovg acbeveic pe pun
gleyyouevn véptaot). Avtn 1 EMAeyn dedouévav TpEnel vo, AauPaveTatl VoYM amd TOV 10TPO KATH T
Bepaneia TV 060evOV aVTOV.

> pwoork CNV dev vdpyet epnepia pe mv aeAPepcoéntn ot Oepancio un Aclotd®v acbevav,
acBevdv ot omoiotl Egovv mponyovuéveg voPAnbel og Bepancia Yo poomky CNV, kot acbevov pe
eEmPobpicég PAdPes.

[IAnpogopiec yia Ta xdoya

AVT0 TO QOPLOKEVTIKO TPOTOV TEPLEXEL

- Awyotepo amd 1 mmol vazpiov (23 mg) avé povéda docoroyiag, eivat avtd TOL OVOUALoVUE
«ehevbepo vatpiovy.

- 0,015 mg moivcopPikod 20 og kébe d6om 0,05 Ml wov wodvvapodv pe 0,3 mg/ml. To
TOALGOPPUKd Popel Vo TPOKAAEGOVY OAAEPYIKES OVTIOPACELC.

45  Alniemopaosig pe GAA0 QUPUOKEVTIKA TPOIOVTA KOl GALES pOpPES ahinienidpaong
Agv €yovv mpoyuatomoindei peréteg OAANAETIOPACEMY.

H yprion eotodvvapkng Bepaneiog pe Beptemopeivn (PDT) couminpouotikd ot Beponeio ue
apAPepoémtn dev €xel peletBel, emopévmg de pmopet va tekunprmdel 1o TPoPid acpaielas g
TPOKTIKNG QVTNG,.

46 Tovipétnta, kinon kot yohovyio

Tluvaikec og avamapoyoyikn nhkio

TINuvaikec og avamopaywyk nAkio TPETEL VO, XPTCILOTOL00V OTOTEAEGOTIKT OVTIGUAAN YT KATA TN
duapkela tng Oepameiog Kot Emg TOLVAGYIOTOV 3 PVEG LETE TNV TEAEVLTAIN EVOODOAOELOIKT £VEDT|
apAPepoénng (PA. mapdypoeo 4.4).

Konon
Agv VAP oVV KAWIKG SESOUEVO GYETIKG. LLE TN YPNHON TNG APAPEPGERTNC OE EYKDOVG,.
Meléteg oe (o katédei&av epppvotoéikdtnra (PA. mapdypoapo 5.3).

Top’ 611 1 cvoTnpoTiKh £kBeon UeTd amd o@OaAKN YopHyNnon eivar ToAD yaunAn, to Eyluxvi dev
TPETEL VO, YPNCILOTOLELTAL KATE, TN S1APKELR TNG KOOGS EKTOG €AV TO EVOEXOUEVO OPEAOC VTTEPTEPEL
TOV gVOEYOUEVOD KIVOVUVOL Y10, TO BPEQOG.

Onioopdg
Béioet moA) meplopiopévmy 0e00UEVMY Yo TOV GvOpwTo, 1 aPAMPEPGETTN UTTOPEL VO ATEKKPIVETOL GTO
7



avBpdmvo yaAa oe younid eninedo. H apMPepoéntn eivar £va peydio mpoTeivikd Popto Kot n
TOGOTNTA TOL PAPUAKOV TOV ATOPPOPATAL OO TO VEOYVO avapEVETOL va glvar 1) eAdytotn. Ot
EMATMOELC TNG APAPEPGENTNG 6TO VEOYVO/Ppépog mov OnAdlet eivan dyvmoreg.

Qg TpoAnmTikd PETPO, 0 ONAUCHOG dEV GLVIGTATOL KOTA TNV SLapPKELR THG ¥pNonG tov Eyluxvi.

Tovipomta
Ta amoteAéopata and peréteg o€ (Mo pe LYNAY cuoTnUatikn £kBeom KaTadelkvOoLY OTL T

aQAPepoéntn Pmopel va EXNPEAGEL apVNTIKA TNV avOpLkn Kot yovaikeio yovipotnta (BA. Tapdypopo
5.3). Ot emdphioeig avtég 6gv eivar avopuevOUEVES METE amd 0QOUAKT YOPTYNON LE TOAD YOUNAN
GLOTNHOTIKN EkOEOT).

47 EmOopacels 6tny IKavOTNTA 001]YN61S KOL (EPIGHOV POV LETOV

H éveon pe v aplPepoéntn £xel pkpn enidpacn oty KavOTNTo 001 YNONG KO YEPIGHOD
UNYovNLATov AOY® TV SUVNTIKA TPOGMPIVAY dLOTOPUY®V TG OpACT|G Tov oyeTilovTon gite pe v
éveon N pe v opbaiporoyikn e&étaon. Ot acbeveic dev mpémet va 0dnyovv 1 va xepilovrol
pnyoavipato péypt 1 Aettovpyio TG OPACTG TOVG VA anoKaTAcTadEl ETAPKMGS.

48  AvemOovunteg evépyereg

2Hvoyn ToL TPOPIA Ac@IAEINC

"Eva cuvolro 3.102 acBevav amotédeoe Tov mAnbuoud acedieiog otig okt peréteg eaonc HI. Meta&o
avtav, 2.501 acbeveig vrofAndnkay o Bepaneia e T cuVieTOUEVN 0OGT TV 2 M.

YoPapéc opBoiuikéc avemBounteg evépyeileg 6Tov 0PBOAUO VIO HEAETN OYETILOUEVEG UE TN
duadkacio e éveong eppaviotniay o€ Atydtepeg omd 1 otig 1.900 evéoboroeldikég eVEGELG e TNV
apAPepoémntn Kou tepAdpfovay TOEA®GST, EVOOPOUAUITION, OTOKOAANGT TOV AUPIPANGTPOESOVG,
TPOVUOTIKO KATOPPAKTN, KOTAPPAKTT), OUOpPoyic. TOV DOAOEIB0DE GMUATOC, ATOKOAANGT TOV
VOAOELOOVG GMUATOC Kal avENUEVT EvooeBdiio tieon (BA. mapdypapo 4.4).

O1 mo ovyvég mapartnpndeioeg avemBopunteg evépyeieg (o€ TovAdyoTOoV 5% TV 0cOeVdY IOV
vroPAnOnkav oe Oepaneio pe v apiPepcéntn) Nrav aoppayio Tov exmeLKoTo (25%),
apoppayio Tov apePinotpoedoig (11%), petopévn ontikn o&vtnra (11%), dhyog tov opBoipov
(10%), kotapparng (8%), avénpévn evéopdatna wicon (8%), amokOAANGN TOV VAAOEBOVS CMOUATOS
(7%) ko e€10pDOIOTA TOL VAAOELDOVE cDMaTOS (7%).

[Mivokac avembOunTwyv EVEPYELDV

Ta 6edouéva 0GPAAELNG TTOV TEPLYPAPOVTOL TAPAKAT® TEPIAAUPBEAVOLV OAEG TIC OVETIOVUNTEG
gvépyeteg amo Tig okt peréteg edong Il otic evoeigeig vypov tomov AMD, CRVO, BRVO, DME kot
poorik] CNV pe gdbdoyn mhovotnto artidddovs oyéong pe T dadikacia tng Eveong N Ue To
POPLOKEVTIKO TPOIOV.

O avemBounteg evépyeteg mapatiBevtol ava Katryopio opyovikod GUGTHUATOG KOl GUYVOTNTO
GUUPMOVO, LE TNV akOA0VON cOuPacn:

TToAb cuyvég (> 1/10), ouyvig (= 1/100 £wg < 1/10), oy ovyvég (> 1/1.000 éwc < 1/100), ondvieg
(> 1/10.000 émc¢ < 1/1.000), un yvootig cvyvotntog (dev pmopodv va exktiunovv ue Baon ta
Swbéopa dedopéva).

Evtoc kd0g katnyopiag cuyvoTTag EUGAVIOTS, Ol OVETIOVUNTEG EVEPYELES TOL PUPLAKOV TTopoTifevTan
Katd eBivovoa celpd coPapotnToc.



Iivaxoeg 1: 'OLreg o1 avemOOuNTES EVEPYELES TOV PUPREKOV atd TN Ogpameio Tov avaPEpOnkay o€
ac0seveic oTic peréteg paong I (cuykevrpoTikd dedopéve TV pehet®@v aong 1)
Yo TG £voEi&ers vypov tomov AMD, CRVO, BRVO, DME kot pvomki] CNV) 1 katd
T OLAPKELY TOPUKOAOVONGN S NETA TV KUKAOQOpia

Katyopia/ Opyavuo

s Zoyvomro AvemOountn evépysro

AvaTapayés Tov Oy ovyvég YrepevaoOnoio ***

avOGOTOU|TIKOY

OLGTIUOTOS

Awotapoyés 100 090aipov | TTodd cuyvég Mewwpévn ontikn o&vnta, Ayopparyio Tov
AUPIPANGTPOEISOVG ALLopparyio TOV ETTEPVKOTO,
A\yoc Tov 000aAN0D

Xuyvég Poyun tov perayypootikov eminiiov tov

apPPANGTPoEdoVG*, ATOKOAANON TOL
UEAQYYPOOTIKOD ETONAIOV TOV
apeipAnctpogldovg, Expoiion tov
AUPPANGTPOESOVG, ALLoppayic TOL VAAOELOOVG
copotoc, Katappaxtne, Katappditmg roimong,
[Mupnvikog katappdktne, Katappditng vwokayiog,
AuwBpwon Tov Kepatogldovg, Exdopd tov
KePATOEW0VS, AvéEnuévn evoopBdiuia wieon,
Opoaon Bapmn, EEdpopate tov vorogtdode
GMUOTOC, ATOKOAANGT TOV VOAOESOVG GAOUATOG,
Alyog ot Béom éveong, AloOnpa Eévov cmdpatog
ota patio, AvEnuévn daxpvppota, Oidnuo
BArepdpov, Awwoppayia otn Béomn éveong, Tkt
Kepotitda, Yrepapio Tov emme@ukota, Y mepoipio
0OoApon

Oy cuyvég EvdopOoiuitida **, AtokoAinon tov
apeipAnctpogdovs, PHén apeifAnotposidong,
Ipitida, Payoeditida, Ipdokvkiitida, Gorepdtnteg
oakov, EXAeupo, emniiov tov kepTOEOOVG,
Epebiopog oto onpueio g éveong, Mn puctoroykd
aicOnpa otov oBaAind, Epebiopoc tov frepdpov
CIPMOTEIVIKT OPiYAN» TpOGOov Boddpov, Oidnua
TOV KEPUTOELDOVG

Ymévieg Toprwon, Tpovpotikodg Katappaktng, Y oritioa,
Ynomvo

Mn yvooTtig TrAnpinida****

oLYVOTNTOG

*  Kataotdoelg yvootéc og oxetilopeveg pe v vypod tomov AMD. [apatnpridnkov povo otig ueréteg yio v vypov
tomov AMD

** EvdoeOoipitido pe 0Tk KoAMEPYELD Kot apvnTIKY KOAMEPYELD

*** Avapopég vepevarcinciog cvpumeptiapfavopévov EavOnIaTog, KVNGHOoY, KVISmOoNS Kot LELOVOLEVOV TEPITTOCEDY
GoBapOV OVAPLAUKTIKAOV / AVOPUAIKTOEDV OVTIOPACEMV

*HHE Avapopés amd mapakoAohinon Letd v Kukhogopio

TIeprypaon smdeyuévav avemBounTwv EVEPYEIOY

e peréreg edong I yio v vypov tomov AMD, vnpée o abéEnon g eninTmong TG aoppoyiog
TOV EMMEPLKOTO G ac0eveic mov Adpupavay avit-Opoppotikoc Tapdyoviec. Avti N avénuévn
eninTtmon Nrov mopopoto uetald Tav actevav mov Oepamedovioy pue pavipmilovUAUT Kot
apAPepoénn.

Apmprakd Opoppospporid eneicooia (ATES) eivar avembounteg evépyeieg mov oyetilovran
duvnTika pe tn cvotnpatiky avactodn tov VEGF. Yrdpyel 0sopntikdc kivouvog aptnplakmdv
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OpopPoepfolkmv enelcodimv, GUUTEPILAUPAVOLEVOL TOV Oy YELOKOD EYKEPUAIKOD ENEIGOOIOV KOl
EUPPAYLLOTOG TOV HVOKOPSI0V LETA TNV EVEODOA0EIOIKT] yopTynon avactorémv tov VEGF.

e KAwvikég dokuég pe aphPepoéntn o acbeveic e AMD, DME, RVO kot poomiky CNV, éxet
mapotnpndet pa younin cvyvotnta aptnplokdv Opopfoeppforikdv eneicodimv. o OAeg Tig
evoeilelc, dev mapatnpnOnke a&loonpeim dtapopd avapesa otig opuddeg mov Bepamedtnray pe
APAPEPCETTN KO OTIG AVTIGTOLYEG OULADES GUYKPIOTG.

Onwg kot pe dheg T1g OepamevTiKéG TPOTEIVES, VTLAPYEL TOAVOTNTA Y10 AVOGOYOVIKOTNTO LE TO
Eyluxvi.

Ava@opd mhovoroyodUEVOV aVETIOVUNTOV EVEPYEIDV

H avagopd mhavoroyoduevov avemBOunTmv EvePYEL®Y PETH amd T YopNyNon adelog kKuklopopiog
TOV PAPUOKELTIKOV TPOidVTOG elvar onpavtikn. Emtpénet tn cuveyn mapakorovnon e oyéong
0PEAOVC-KIVOHVOL TOV PUPUOKEVLTIKOD TPOIOVTOC. ZNTeiton amd TOVG EXOYYEAUATIEG TOV TOUEN VYETOG
VoL 0VaPEPOVY OTTOLEGONTOTE THOVOAOYOVUEVES OVETLOVUNTEG EVEPYELEG LEG® TOV EBVIKOD
GUGTNLLATOS OVOPOPAS TTOL avaypapetar oto [opdptua V.

49  Ymepoocoroyia

2115 KAMVIKEG SOKIUEG, XpMolpomodnkay 006¢€lg Emg kol 4 My o€ pnvicio LEGOOIOGTI LOTO, Kot
VINPEAY LELOVMUEVEG TTEPIMTMOGELS VTTEPOOCGOAOYIOG e 8 MQ.

H vrepdocoroyia pe avEnuévo dyko éveong umopel va avéncet Ty evoophaiua mieor. Zuvendg, oe
TePINTOON LIEPSOGOAOYING, TPEMEL VO TapaKolovBeitot 1 evdoBdia Ttieom Kat, eqv KpiveTal
anopaitnto amd to Oepdmovta yioTpo, va. Eekiva emapkng Oepameio (A, Topdypao 6.6).

5. ®PAPMAKOAOTI'IKEX IAIOTHTEX

51 ®@oppokodvvopké 1010TNTES

Dappakodepamevtikn kornyopio: OPOOALOAOYIKA / avTLoy YELOYEVETIKOT TTUPAYOVTEG
Kwdikog ATC: SO1LAO0S

To Eyluxvi givaur Bro-opoedég pappakentikd tpoidv. Aentopepeic mAnpoeopieg sivar dtabéoipeg otov
dktvoko tono tov Evponaikod Opyaviouod @apudkov: https://www.ema.europa.eu.

H aplPepoéntn elvar pio avacuvovacuévn TpaoTeiv) GOVINENG TOL ATOTEAEITOL OO TUNUOTO TOV
eEOKVTTAPIKAOV TEPLOYDV TV VTTOd0YE®V] Kot 2 Tov avOpdmivov VEGF cuvtetnyuéva oto tuniuo Fc
Tov avBpdmivov 1gGL.

H apMPepoéntn mapackevaleton o K1 xdtrapa wobnkdv kivélikov kpikntov (CHO) pe v
Teyxvoroyia avacvvovacuévov DNA.

H apMPepoénn dpa g StoAvtdc «mapamiavntikdoy vrodoysog mov deopevel tov VEGF-A kot PIGF
ue vYNAGTEPT GLYYEVELN A0 0,TL 0L PUGTKOT TOVE VTOSOYELS KO UITOPEL LLE TOV TPOTO AVTO VO

avaoTEIAEL TN GOVOEST] KOl EVEPYOTOINGT AVTMV TV GVYYeV®V vtodoyiéwv VEGF.

Mnyovicpdc 8pdonc

O ayyelokog evéotniakoc avéEntikog mapdyovras-A (VEGF-A) kot o TAakovvtiokds avEntikog
napdyovrag (PIGF) givon péin g owkoyévelog VEGF ayyeloyevetik®dv Topoydvimy Tov uropovy va,
dpPOVV MG 1GYVPOL UITOYOVOL, ¥TUEIOTAKTIKOL TAPAYOVTEC KOl TUPAYOVTES Oy YELOKNG OLOTEPUTOTITOG
v To evéoOnitokd kottapa. O VEGF dpa pécm 600 vmodoyéwv tuopocivikng kivaong, VEGFR-1 kat
VEGFR-2, mov givon mapdvtec otny empaveio towv evéodnilakov kuttdpov. O PIGF cuvééetar povo
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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/

otov VEGFR-1, o onoiog givan emiong mopdv otnv emedveio tov Agvkokvttapwv. H extetauévn
EVEPYOTOINGT OVTOV T®V VITodoyEwv arnd Tov VEGF-A pnopei va éxel og amotérecsio maforoyikn
veoayyeimwon kot vrepPforikn ayyewaxn domepatotnto. O PIGF propei va éxel cuvepyikn dpdon pe
tov VEGF-A og autég T1g diepyaoieg kot ivar eniong yvwoto OTL TPOAYEL Tr ASLKOKLTTOPIKY d1dnon
TOV 16TAOV KoL TNV OYYEWKT QAEYLOVY.

Daprokodvvakic EMOPACELS

Yypod tomov AMD

H vypov tomov AMD yapaktnpiletar oand maboroyikn yoproedikn veoayyeiowon (CNV). Awappon
aipotog kot vypob amd v CNV pmopei vo mpokarésel mlyvvon Tov apeiAnceTpoeldodc 1 oidna
1/Ka1 VTTO-/EVO0aUPIPANCTPOEIOIKT UOPPOYiO, LE ATOTEAEGLLO TNV ITMAELD OTTIKNG 0EVLTNTOC.

e aoBeveig mov voPAndnKay oe Bepaneia pe v apMPBepcéntn (pio Eveon avd pnva yio TPELS
Sradoyucos Pves, Kot 6T cuvéxela pia éveon kale 2 Pveg), N ThyLVGT TOV KEVIPOL TOV
appipinotpoedoic [CRT] pewbbnke cvvropa petd v évapén g Bepameiog Kot emiong peiddnke to
péco péyebog g PAaPNg CNV, anotedéopata To onoia givor avtictoyya pe gkeiva mov
TapoTNPOVVTOL pe TN povipmovpdunn 0,5 mg unviaiog.

2 perétn VIEW1 napatnpndnkav péoeg peiwoelg oto CRT otnv omtikn Topuoypapio cuvoyng
(OCT) (-130 ko -129 microns tnv gfdouada 52 yio v opddo g aprifepoéntng 2 mg kébe 0o
UAveg Kot Ty opada g pavyulovudunng 0,5 mg kabe unva, avtictotya). Exiong oto ypovikd onueio
v 52 gfdopadwv, atn pelét VIEW?2 mapommpninkay péoeg peidoelg oto CRT pe fdon to OCT
(-149 ko -139 micron yia tig opddeg peAETG g apAPepoéntng 2 mg kébe 600 uMveg Kot g
pavipmiovpdumng 0,5 mg kéBe pnva, avtictorya). H peiwon tov peyébovg g CNV ko 1 peimon
tov CRT yevika dtotnpnnkayv 610 de0TEPO £T0G TOV PEAETMV.

H peAiétn ALTAIR dieénybn o ldmwveg acBeveic xwpig mponyovpevn BepamevtiKy aymyn yo v
vypov TOmov AMD kot £6g1Ee mapopota amotedécpota pe Tig peréteg VIEW, ypnoponowwvrag 3
apYIKES unviaieg evéaelc apMPBepcémtng 2 Mg, akoAovHoVUEVEC OO Lo EVECT] UETA OO 2 UAVES KoL
ovveyilovtag pe Eévo 0G0 oYKd oy Bepameiog Kot ETEKTOONG LE PLETAPANTA LECOOIOGTILOTA
Oepaneiog (Tpocappoyég ava 2 efdopdoeg 1 4 fSopAdE]) HEXPL TO LEYIOTO PHeGOOAGTNLA TV 16
ePOoUAOMV COUPMVA LE Ta TPOKaOopIGUEVE, Kptthpla. XNV efdopada 52, vip&av LEGEC LEIDCELS
070 TA0G TOL KEVTPIKO ap@ipAnotpoedovg (CRT) pe Baon to OCT amd -134,4 kar -126,1 microns
YL TNV opdda Twv 2 EBSOUAOMV TPOGAPLOYNS KOl VTIGTOLYN Vi TNV opdda Tov 4 gfdopddmv
npocapuoync. H avaroyia tov acBevav yopic vypd ue fdon to OCT v gfdopdda 52 rav 68,3%
Kot 69,1% otig opddec 2 ko 4 efdopddwv mpocappoyns avtiotoyo. H peiowon tov CRT yevikd
St pnnie ota 600 BepanevTikd okéAN Katd To dgvTEPO £T0G TG peAéng ALTAIR.

H peAiétm ARIES oyedldoke Y10, vo SIEPEVVIOEL TN UN-KATMOTEPOTITO TOV SOGOAOYIKOD GYNLOTOC
Oepamneiog ka1 eméktaong yo v apAPepoéntn 2 mg, 1o onoio Eekivnoe apéomg Letd amd
xopnynon 3 apytkav UNvicinv eVEGEMV KOl L0G ETOUEVIG EVECTG LETA A0 2 UNVEG, EVAVTL TOV
d060A0YIKOV oyNuatog Bepaneiog kat enéktoong mov Eekivioe petd and 1o TpdTo £tog Oepaneiag. Na
acbeveig mov ypeidotray Oepaneio cuyvotepn amd kabe 8 efdoudades (Q8), yio tovAdyicTov pio popd
Katd TN Stapkeld g pedémg, o CRT mapépeve vynmiotepo, aAld 1 péon peimon tov CRT and v
gvapén éwg v gfdoudda 104 frav -160,4 microns, Tapduola pe ekeivn Tov acbevov mov Elafov
Oepameio avd 8 efoopadec (Q8) 1 og AydTEPO GUYVE OLOGTILLITAL.

Aevtepomobés oidnua e wypds knidag ord CRVO kor BRVO

2mv CRVO ka1 BRVO, napovcidletor ioyoptio Tov ap@ifAnctpogtdodg 1 omoio evepyonolel tnv
anelevBépwon VEGF mov e T 6e1pd Tov 0moctafepomolel TIg GOLYTéG GLUVOECELS KOl TPOAYEL TOV
TOAAOTAQGLOOUO TV EvdoONAlakmdv kKuttdpwv. H vrepékppaocn tov VEGF oyetiletar pe tn Avor tov
ALULOTOOUPIPANGTPOELOKOD QPAyLOV, TV OLENUEVN ayYELOKT SLOTEPOTOTNTA, 0100, TOV
AUPIPANGTPOEIBOVG, KAl EXTAOKES GTY| VEOUYYEI®ON.
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Y acbeveig mov voPAnOnkav oe Bepomeia e 6 cuveXOLEVEG UNVidieg evEGELS APAMPEPGETTNG 2 Mg
TapoTNPNONKE oL GUVEXNG, YPNYOPT KOl IGYLPT] OVOTOLIKY OvTomOKplon (0mmg LeTpnOnke amod
Beltiwoeig oto péco CRT). Katd v efdoudda 24, | peiowon tov CRT ftav 6Tatiotikd avatepn o€
avtifeon pe v opdda er&yyov kat otig tpeig peréteg (COPERNICUS yio qv CRVO: -457 vs. -145
microns; GALILEO ywa tnv CRVO: -449 vs. -169 microns; VIBRANT yio tnv BRVO: -280 vs. -128
microns Avtn 1 peioon amd v apykn Tiun oto CRT dtoatnpnbnke péypt to t€hog g kdbe pehéc
v gfdopdda 100 oty COPERNICUS, v gfdopdda 76 otnv GALILEO «ai v gfdopdda 52 oty
VIBRANT.

Oidnuo wypds knAidog o1ofnTikns aitioloyiog

To oidnuo wypdg knAidag dafnTikng artioAoyiog, sivol emaxdAovbo g SafnTikng
apeipAnctpoedondfeiog kot yopoktnpiletor omd avénpévn ayyslodlomepatoTnTo Kot BAGPN ota
TPLYOELON TOL OUPPANGTPOELDOVG 1) OOl UTOPEL VOL EYEL OG ATOTEALEGLLOL TNV AITMAELO OTTTIKNG
o&vrag.

Xe aobeveic mov vmoPAnOnkav oe Oepameic pe TV aMPepoéntn, N TAEWOVOTNTO TOV OTMOI®V
kaBopiomnke OTL glyav daPnn tomov II, mapoapnnke cvvropa petd v Evapén g Bepamneiog
YPYOPN KO 1oYVPN avTamokpion o¢ tpog ) wopeoroyia (CRT, DRSS eninedo).

g ueréteg VIVIDPME wan VISTAPME e acleveic mov AMuPovay Ogponeio pe aphBepoéntn oe
GUYKPLON UE TNV Opada eAEyyov Aélep TapaTnPNONKE L0 GTATIGTIKG CIUOVTIKOTEPT UECT UEimoN
010 CRT amd v apyixn tiun katd v efdopndda 52 frav -192,4 kar -183,1 microns yia tig opudadeg
™ apAPepointng 2Q8 kat -66,2 kat -73,3 MICrons yia tig opddeg eAéyyov, avtiotoyo. Katd tnv
gpoopddo 100, n peiowon dotnpnonke pe -195,8 ko -191,1 microns yia t1g opddeg tng apMPepoéntng
208 Kat -85,7 ko -83,9 microns yio tic opddeg eréyyov, otig peréteg VIVIDPME ou VISTAPME
avTicTolyaL.

Mia Bertioon > 2 Bnudrov oto DRSS afoloyidnke e npoxadopiopévo tpoémo otig VIVIDPME ko
VISTAPME H hipoxa DRSS firav Baduoroynoiun oto 73,7% tov acdevdv oty VIVIDPME ka1 oto
98,3% twv acbevdv oty VISTAPME Katd tv eBdopddo 52, 27,7% war 29,1% tov opddov g
apMPepoénne 2Q8, kot 7,5% kot 14,3% 1oV opddwv eAéyyov topovsiacay pa Peitioon > 2
Pnudtov oto DRSS. Katd tv gfdopdada 100, Ta avtiotoya tocootd tav 32,6% kat 37,1% tov
opadwv ™G apAPepoéntng 2Q8 kot 8,2% ko 15,6% tev opddwv eAEyyov.

H periétn VIOLET cuvékpive tpia S10popeTikd S0G0A0YIKA oyfuata TG apAPepcéntng 2 mg yia.
Oepaneio Tov DME, petd and tovddyiotov Evav ypodvo Bepaneiog pe otadepd LecodlaGTALOT, KOTA
tov omoio 1 Oepamneia exivnoe pe 5 dradoykég punviaieg 60celg akorovBovpeves amd yopnynon kdéde 2
univee. Ty efdopdda 52 war tnv efdopdda 100 g perétng, OnAadr to deHTEPO Kot TO TPITO £T0C
Oepamneiag, o1 péoeg alhayéc 6to CRT fTov KMVIKG, TOPOUOLES Y10 TO SOGOAOYIKA oyfuata Ogpameia
kor v enéktaon (2T&E), pro re nata (2PRN) kot 2Q8, avtictoya, -2,1, 2,2 kot -18,8 microns tmyv
gfdopada 52 ko 2,3, -13,9 o -15,5 microns v gpdopdda 100.

Neooyyeiwon Tov yopioe1d0vs A0ym UDWTIOG

H veoayysimon tov yoplog1doic Aoy pvoriog (Loniky CNV) arnotekel cuyvi artio ordAEL0G TG
0puoNG 68 EVAAIKEG pe TaHOAOYIKT LL®Tio. AVOTTOGGETOL (OC UNYOVIGLOG ETOVAMGNC TPODLOTOC
petd amd prié&eig e pepPpdvng tov Bruch kot avtimpoowmedel 1o mo ametAntikd yio TNy 6pacn
oo oTNV TafoloyiKn L.

Xe aoBeveig mov voPAnOnKayv oe Bepancia pe v apMPepcéntn ot perétn MYRROR (pio éveon

yopnyovuevn Kotd v Evapén g Bepamneiog, e TpOcOeTEC EVEGELG YOPTYOVUEVES G TTEPITTMOON

EMOVIG 1 VITOTPOTNG TNG VOoov), To CRT peimdnke cdvroua petd v évapén g Bepomneiog viép

g apMPepoéntng katd v efdouada 24 (79 microns kat 4 microns yia v ouddo Bepameiog

apAPepoéntng 2 mg kot TV opada EAEYYOL, avTioTol ) Kot dtatnprnke péypt tv efooudda 48.
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Emiong peiowbnke 1o péco péyebog e Prapng CNV.

Klvikn 0moteAeooTikOTNTO KOl 0CQAAELD,

Yypod tomov AMD

H aopddeia kot 1 amotelecpaticotnto e apMBepcéntng a&loloynnkav ce 600 Tuyoomomuévec,
TOAVKEVTPIKES, OUTAA-TUPAES, EAEYYOLEVEG LLE VTIAPYOLGO eVEPYO Bepameia peléteg oe aobeveic e
vypo¥ tomov AMD (VIEW1 kot VIEW?2) pe éva ovvoro 2.412 acBevav vtopAndnkav oe Bepancio Kot
Ntav a&lohoynoipot yio amotelecpatikotnta (1.817 pe v apAifepcéntn). Ot niikieg Tov acbevav
Kopoivovray and 49 éwg 99 etdv pe éva PEGo 0po nhikiag To 76 £Tn. Te avTéG TIG KMVIKEG LEAETEC,
nepinov 10 89% (1.616/1.817) twv acBevodv mov TuyaomoOnkay ce Bepaneio pe v aplPepoénn
nrav nlkiog 65 eTov 1 peyolvtepot kat mepimov to 63% (1.139/1.817) rav nhkioag 75 et@v 1
peyoAvTepol. Xe kabe perétn, ol acheveig Toyoomomnkay pe avoroyia 1:1:1:1 og 1 amd 4
00COAOYIKA oynpaToL:

1) apMBepoéntn 2 Mg, yopnyovueva Kabe 8 efdonadeg Hetd amd 3 apyikég unviaisg d6oelg
(apAPepoénn 2Q8),

2) apMPepoéntn 2 Mg, xopnyovueva kabe 4 gfdoudadeg (apiPepointn 2Q4),

3) apMPepoénn 0,5 mg, yopnyodueva kabe 4 efdopddsg (aprifepoéntn 0,5Q4) ko

4) povipmilovpdpnn 0,5 mg, yopnyodueva kébe 4 efdopddec (pavipmiovpdunn 0,5Q4).

210 0e0TEPO £T0G TV PEAETADV, Ol 0GOEVEIG GLVEXIGAV TNV APYLKT] TUYXAOTOMNUEVT] SOGOAGYNON GAAA
UE TPOTOTOINEVO HOGOAOYIKO GY1IL0. KOOOSTYOVLEVO OO TNV EKTIUNOT] TOV OTTIKOV KOl TV
AVOTOUK®OV ATOTEAEGLATOV, UE LEYIOTO KaBopllopevo amd 10 TPOTOKOAAO SOGOAOYIKO
pecodidotnua 12 efdopddmv.

Kot 611G 600 peréteg, To KOPLO KOTOANKTIKO GNUELD OTOTEAEGLOTIKOTITOG TAV 1] AVOAOYiC TV
acBevdv otny opdda tpwtokdrhov (Per Protocol Set) mov dotnpnooav v 6pact, dnrad andAE
Ayotepov and 15 ypopupdtov ontiknig o&uTnTog Katd v efdopddn 52 and v apyikn Tyu).

2 perétn VIEWL, koatd mv efdoudda 52, 10 95,1% twv acBevav atnv oudda apiPepcsintng 2Q8
dwpnoav v 6paon, og oOyKpion pe to 94,4% tov acbevdv otny opdda pavipmiovpdunng 0,50Q4.
2 perétn VIEW2, katd mv efdoudda 52, 10 95,6% twv acBevav atnv oudda apiPepcsintng 2Q8
dwmpnoav v 6pacn o GuYkpion Ue 0 94,4% tov acbevav oty oudda pavipmovudunng 0,50Q4.
Kot otig dvo peréreg n apAiPepointn katadelydnice 0Tt elvar pn KoT®TEPT KO KAVIKE 16000OVOUT LE
v opdda pavipmovpdpnng 0,5Q4.

Agntopepn amoteléopata amd Tr GLVOLOUCUEVT VAAVOT) Kot TV 000 LEAETMV Tapovslalovtal GTovV
[Mivaka 2 kot oto Zynua 1 mtopokdro.
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ivokog 2: ExPacsig amoteleopoTikOTNTOS KOTA TNV Efdopdda 52 (kopra avdiveT) Ko KoTd
v epdopada 96, cuvdvacpéve dedopéva and Tig peréteg VIEW1 ko VIEW?2E)

Expaoceg ApMpepointn 2Q85 Pavipmlovpapnn 0,504
OTOTEAEGPUTIKOTITOG (apMPepoéntn 2 mg kabe 8 (povipmlovpapnn 0,5 mg
ePOouGOEg HeTh omd 3 apyIKég KG0Og 4 gfdopddec)
unviaieg 06GELS)
(N =607) (N =595)
EBdopada 52 | EPoopdon 96 | ERdopada 52 | EPdsopdda 96
Mécocg ap1Budc evécemv 7,6 11,2 12,3 16,5
Méooc ap1Budc evécewmv 49 47
(oo efdopadeg 52 Emc 96) ’ ’
Avoiroyia acBevav pe < 15
YPappaTO ATMOAEL 0O TV 95,33%"2 92,42% 94,42%® 91,60%
apyki) T (PPSY)
Awgopd? 0,9% 0,8%
(95% CH» (-1,7; 3,5)*P (-2,3; 3,8)*P
Méon petafoin otnv BCVA
OGS LeTpnOnke e
Babuporoyia avayvodpiong 8,40 7,62 8,74 7,89
ypoupdtov ETDRSY and
TNV apyIKn TN
Al0popd 6ToV HECO OTN
1é00do LSY (ypéppata -0,32 -0,25
ETDRS)D (-1,87; 1,23) (-1,98; 1,49)
(95% CI)»
Avadoyia acBevov pe > 15
ypbppota k€pdog omd TV 30,97% 33,44% 32,44% 31,60%
OpYIKT) i
Awpopd” -1,5% 1,8%
(95% CI)» (-6,8; 3,8) (-3,5;7,1)

A) BCVA: Best Corrected Visual Acuity (KoAbtepo Stopfopévn ontiky o&bmra)

ETDRS: Early Treatment Diabetic Retinopathy Study
LS: Méoog ot pébodo tav ehayiotmv TeTpayd@vev Tapayopevos pésm ANCOVA

PPS: Per Protocol Set

B) Full Analysis Set (FAS), Last Observation Carried Forward (LOCF) yio. 6Aeg T1¢ avoADGELS EKTOC 0mtd TV avodoyio Tov
acbevdv mov dwthpnoav Ty ontikn o&vTNTa Katd TV €dopada 52, n onoia givor n opddo tpwtokdirov (PPS)
D H Srapopd etvon n tiun tg opddag apMpPepoéntng peiov v tipnf g ouddog pavipmlovpdpumng. Mio 0gtiky T euvoei

™mv apMPepoéntn.

A Ardotnuae epmotoovvng (CI) vtoroylopevo HEG® KOVOVIKNG TPOCEYYIoNG

B) Metd v évapén g Bepansiog pie Tpelc pnviaiec 0celg

I1)'Bva Sidotnpo, eumictocivig mov Ppicketon €& 0AokAfpov méve omd -10% VIoSEIKVOEL P KOTOTEPOTNTO, TNG
aPAMPePGENTNG OG TPOG TN PAVILTILOVUAUTN
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Typo 1. Méon petafoinq oty omrTiky] oE0TNTO 07T0 TV CpytK T péxpr v efdopdada 96 yio
70 suvdvacpuéva dedopéva amo Tig peréteg Viewl ko View2

15

) b

Méon petafolrn oty OnTIKA
o&umnta (ypappoto)

G [ '} 1 1 L L L L Il L Il L L 1 1 L L L L Il 1 L L 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

EBdopddeg
AopMPepcéntn 2 mg Povipmlovpdumn 0,5 mg
Q8 gfdouddec Q4 gBfdopddec

21 cvvdvacpévn aviivon Tov dedopévev tov peketdv VIEW1 kot VIEW2, 1 apMPepoént
KATESELEE KAIVIKG ONUOVTIKEG LETAPOAES OTd TNV APy KT T GTO TPOKOOOPIGUEVO JEVTEPEVOV
KATOANKTIKO onpeio amoteleouatikoTTog ovupmvo pe to National Eye Institute Visual Function
Questionnaire (NEI VFQ-25, Epotpatoldyo Asttovpyiog thg Opaong tov EBvikod
OpBaiporoyukov Ivetitovtov Tov H.ILA.), yopic kAivikd onpovtikés dtoupopés ot
pavipmovudunn. To péyebog avtdv TV PHETOPOADY NTAV TOPOLOL0 UE EKEIVO TOV TAPUTNPEITAL OTIG
dnpocievpéveg PEAETES, Kot TO 0noio avTioToyel og avénon katd 15 ypapupoto otny KAMpoKo
«KoATEPA dropBmpévng ontikng o&utntogy (BCVA).

270 0eVTEPO £TOC TOV UEAETMV, 1] AMOTEAEGLOTIKOTNTO, 1ot P ONKe Yevikd kaOOAN TN SLapKeLd TG
pekéng (tedevtaiog aglordynong) katd v gfdopada 96 xat ywo to 2% - 4% tov achevov
amotnOnkay OAEG o1 eVEGELG oe unviaia Pacn, evd Yo to éva Tpito TV aclevav amattnonke
TOVAGYIOTOV oL EVEOT| [E LecodIdoT Il Depomeiog povo éva uiva.

O pewwoels ot péon éktaom s CNV frav epeoveis e 0L TIG S0COAOYIKES OLLASEG KOl OTLS OO
UEAETEG.

Ta amOTEAEGLOTO ATOTEAEGLOTIKOTNTOG O OAEG TIG 0ELOAOYNOLUES VTTOOUAdES (TT.). NAKia, VO,
QUAN, apyikn Tun ortikng o&vtnTag, TOmog PAAPNS, néyeboc PAAPNC) oe kdbe pedétn kot ot
GUVOLOCUEVT] AVAALGT NTAV OVAAOYO UE TO OTOTEAEGUOTO GTOVG GLUVOALKODE TANBVG LoVG.

H ALTAIR ftov pio TOADKEVTPIKT], TUYOLOTOLNUEVT), OVOIKTNG EMONHavONg LeAétn 96 gfdopddmv oe
247 lanwveg aobeveig ympic Tponyoduevn Oepamentikn aywyn yio v vypov tHmov AMD, 1 omoia
OYEOIAOTNKE Y10 VO OELOAOYNGEL TNV OMOTEAECUATIKOTITO KO TNV OCPAAELL TNG APAPEPGENTNG
aK0AOVOMVTAG dVO JULPOPETIKA LEGOIACTHUATO TPOCSAPHOYNS (2 efdopddeg Kot 4 efOoUAES) e Eval
8060A0Y1KO oo Bepameiog Kol ETEKTAGTC.

‘O)ot o1 acbeveig Edafav unviaieg 66celg aplPepoéntng 2 mg yo 3 Uivec, axolovBodueves amd pio
gveon HeTd amd SoTue TV 2 unvav. Zmyv gfdoudda 16, o acbeveic tuyatomomdnkay 1:1 g dvo
Oepamentikég opddeg: 1) Oepameia kot emékroomn pe 2 fdouddec Tpocapuoyne kot 2) Oepameio Kot
enéktaon pe 4 efoopndadec mpocapuoyng. H enéktaon 1 ehaylotonoinor Tov HEGOSIOGTILOTOC TG
Oepaneiog amopacioTnke pe PAoT To OTTUKH KOUT OVOTOUIKA KPLTHPLO TOL ElX0V OPIGTEL GTO
TPMOTOKOALO pE Eva L€yloTto pecodidotnua Oepaneiog tov 16 fdonddmy Kot yio Tic SV0 OUAdEC.

To kOp10 KATAANKTIKO GNUEID OTOTEAEGLOTIKOTNTOG Tay 1 péom petaforn otny kiipokoe BCVA and
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™V apykn Ty oty efoopdada 52. Ta devTeEPOYEVT KATOANKTIKA CTUELN OTOTEAECUATIKOTNTOG 1 TOV
N avaioyio T@v acBevdv mov dev £xacav > 15 ypaupata kot 1 avaroyio Tov aclevdv mov képdicay
TovAdyiotov 15 ypaupata oty kiipokoe BCVA amd v apyiki 1w otny efdopdda 52.

Koz v efdopdda 52, o acbeveic 610 okélog e Bepaneiog kot enéktaong Le Tic 2 fOopadeS
TPOCAPLOYNG KEPIIOAY £val LEGO TV 9 YpoUUAT®V amd TV apyLIKn TN 6€ GOYKplon pe ta 8,4
yYpaupota Yo Ty opdda tov 4 gfdonddmv tpocappoyns [LS péon dapopd ota ypaupata (95%CI): -
0,4 (-3,8,3,0), ANCOVA]. H avoloyia tov acbevdv mov dev gacav > 15 ypappata og 500
Bepamevtikd oxéin NTav mapdpota (96,7% oty opdda tav 2 efdopddwv kot 95,9% oty opdda 4
gpdouddmv Tpocapproyng). H avaroyia tov acbevaov mov képdicav > 15 ypaupata oty efdouddan 52
ntav 32,5% oty opddo Tmv 2 gfdopddmv mpocapuoyns kot 30,9% oty opdda tov 4 gfdopddmv
mpocappoyns. H avaroylia tov acBevodv mov enéktetvay to pecodidotna g Oepaneiag tovg o 12
gPdouadeg 1 mapamdve nTov 42,3% oty opdda Tov 2 efSouddmv Tpocapproyng kot 49,6% oty
opada Tmv 4 gfdopddmv mpocapuoyne. Emmiéov, otny opudda tov 4 efdouddny Tpocapoyns TO
40,7% 1oV acBevav ékavay ETEKTACT TOV pecodeotnpdtov oe 16 gfdonddes. Katd tnv televtaio
emiokeyn €mg tnv gfdopada 52, to 56,8% xar 57,8% twv acbevav otig opuddec Tmv 2 gfdopddwv Kot
4 gfdopadmV TPOCUPUOYNG UVTIGTOLYO, YOV TPOYPOUUUATIGUEVT] TNV EXOUEVT] EVEGT] OE £V,
pecodtdotna 12 efdopddwmy 1 Kot TopUTavVem.

Katd 1o de01ep0 £T0¢ TNG LEAETNC, 1) OMOTEAECUATIKOTNTO YEVIKG dlaTnprOnke péypt ko tnv
terevtaio agloAdynon v efooudda 96, pe péon Pertioon oy 6pacn N onTiKN o&VTNTA OO TV
apyKn eniokeyn 7,6 YpoUUdT®V Yo TNV opdda tov 2 fdouddwv tpocappoyng kat 6,1 ypappdtmv
Yo TNV opdda Twv 4 edouddwny tposapuroyns. H avaroyia tov aclevaov mov exéktevay To
pecodidotnua tng Oepaneiog tovg o 12 efdouddeg | Tapamdve nTov 56,9% yio v opdado Tov 2
eBdopadwv mpooappoyng kot 60,2% yio v opdda tov 4-eféouddmv npocsappoyns. Katd tnv
tehevtaio eniokeyn mpv and v fdopada 96, 1o 64,9% kot 61,2% 1wV acbevov otig opddes Tmv 2
gPoouddmV Kot 4-BOOUAOOV TPOGUPLOYNG OVTIGTOLYO, ELYOV TPOYPUAUUATIGUEVT TNV ETOUEVT] EVECT|
o€ €va, pecodtdotnua 12 gfdopddmv 1 ko Tapamdve. Kotd m didpkela tov 6g0TeEpov £TOVG
Oepamneiog, o1 acheveig otTig opddeg TV 2 gfdopadmv kat 4 gfdopddmv Tpocappoyns Elafav Katd
uéco 6po 3,6 kot 3,7 evéoelg, avtiotoyo. Katd t dudpkela g dietovg Oepameutikng meptddov ot
acOeveic ElaPfav katd péco 6po 10,4 evéoelc.

Ta onTiKA Kot GLOTNKE TPOPIh ACPUAEING NTOV TOPOUOLL [LE TNV ATOTEAEGLATIKOTITO TTOV
mapotnpinke otig Pacikéc peréteg VIEW1 ko VIEW2.

H ARIES ftav [ ToAvKevTpik, TUXOLOTOMUEVT], OVOIKTHG ETOTLOVOTG, EAEYYOLEVT] LE EVEPYO
oapuako perétn odpketag 104 efdouddwv, oe 269 acbeveic pe vypod THTOL AMD Y100 TV OToi0L dev
glyav Mapet Oepameio. H pelétn oyxeddomke Yo va SIEpELVNCEL TN UN-KOTMOTEPOTNTO, OGOV 0QPOPA TV
OTOTELEGLATIKOTNTO KAOMG KoL TNV AGPAAELR TOL SOCOAOYIKOL GYNLOTOG Oepameiog Kol ETEKTAOTG,
T0 omoio Eexivnoe petd and 3 drudoyicég unviaieg d6GeElg akolovbovpeveg amd pio Eveon petd amd 2
UAVES £VaVTL TOL dOGOAOYIKOD oyfLaTog Oepameiag kot exékToong Tov Eekivioe LeTd amd TO TPAOTO
£10G Bepancsiog.
H perétn ARIES diepebvnoe eniong 1o T0c00td TV 060evdv TTov ypetdotnkay Bepomeio cuyvotepn
a6 kabe 8 gfdouddec e Paomn v amdéeacn Tov epevvnth. ATd ToVg 269 acbeveic, 62 acbeveig
élafav cuyvotepn 066N, TOLAGYIOTOV Hio PopA KOTA TN ddpkela TG perétng. Ot acbeveig avtol
mapéuevoy otn pekétn kot EraPav Bepomeio cOUE®VA pE TN BEATIOTN KAWVIKY KPIoT] TOL EpgLVNTY,
aALG Oy cuyvoTEPO amd KGOe 4 efdopadec, Kot To pecodlacthpata Oepaneiog Tovg umropodceoy va
mapoTodovy Kot TaAL 6T GuvEKEla. Metd tnv amdeact yio cuyvotepn Bepomeia, TO HEGOIAOTNUA
Oepaneiog Ntav Katd péco 6po 6,1 gfdopdadsc. Trv ERdopdoa 104, n BCVA ftav yapnidtepn oe
ac0eveic OV YPEoTNKAY TTIO EVTOTIKY Ogpameia, TOLAGYIGTOV pio POPA KOTd TN SIPKELR TNG
UEAETG, o€ cUYKplom we acbeveic mov dev ypeldotnkay kol uéon aaloyn oty BCVA amnd v
évapén €m¢ 1o TéAog NG neAétg Ntav +2,3 + 15,6 ypappata. Meta&d tov aclevov mov vrofAndnkay
o€ mo ovyvn Bepaneia, To 85,5% Stnpnoe v dpacn, Snaadn £xace Ayodtepa and 15 ypappato kot
10 19,4% képdioe 15 N meprocdTepa ypdppota. To Tpoid acedreioc tov acbevav mov voPAnOnKay
o¢g Ogpameio wo cvyvn amd Kabe 8 efdouGdes, NTav cLYKPIGIUO UE TO SESOUEVE. ACPAAELNG TMV
VIEW1 ka1 VIEW?2.
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Agvteporabés oionua e wypag kniidog amé CRVO

H aopddeia kot 1 amotelecpatikotnto e apMPepcéntng a&loloynnkav ce 600 TuyoloTOMUEVEG,
TOAVKEVTPIKES, SMAA-TVPAEG, eheyyOLEveES e elKoviKn Bepameia peléteg oe acBevels pe devtepomafég
oidnpa g wypdg knAidog ard CRVO (COPERNICUS kat GALILEO) pe éva obvoro 358 acBevav
vroPAnOnkav oe Bepaneio Kot Ty aloAoynoiot yio, Ty anotehecpotikoTra (217 pe v
apAPepoéntn). Ot nhkieg tov acBevov kopaivovtay and 22 émg 89 eTmv pe éva pPéco 0po nAkiog 64
etv. Xt1ig CRVO peléteg, mepimov 10 52 % (112/217) tov acbevidv mov tuyaioromnkay pe v
apAPepoémtn NTOV NAKiog 65 et@v 1 peyardtepol kKot tepimov o 18% (38/217) Ntav 75 etdv 1
peyodotepot. Kot otic dvo peréteg, ot acbeveic Toyatomomdnioy pe avaioyio 3:2 gite og 2 mg
apMPepoimng yopnyovpevo kabe 4 efdopades (2Q4) eite otnv opdda eEréyyov O6mov Erafov
EIKOVIKEG EVETELG KAOE 4 efdouddeg yio éva ohvoro 6 evécemv.

Metd amd 6 cuveydueves unviaieg evécels, ot acbeveic Elafav Bepaneio povo edv mAnpovsav
mpoKabopiouéva KpLTiplo. Exavayopnynong g fepaneiog, ektdg amd Tovg acbeveic otnv opdda
eléyyov g nedétng GALILEO, ot omoiotl cuvéyicay vo AapuBavouy lKovikég EVEGELG UEXPL TNV
eBdopdda 52. Metd amd avtod 1o ypovikd onpeio, GAot ot acbeveic Tov BepamedTnKay TANPOVCAY
mpoKabopiouéva KpLTipo.

Kot otig 000 peréteg, 10 KOPL0 KATAANKTIKO OTUEI0 OTOTEAECUATIKOTNTOG TAV TO TOGOGTO TOV
acBevav mov KéEpdisav TovAdytotov 15 yphupata oty BCVA katd v efdopdada 24 oe chykpion pe
TV apyIkn T, Mia dgvutepedovoa LETOPANTN TOTEAEGLOTIKOTTOG NTOV 1] LETOPOAT GTNV OTTIKN
o&vmra katd TV efSopdda 24 G€ GUYKPLOT LE TNV OPYLKN TIUT.

H dwopopd petald tov opddmv Bepameiog Tov GTATIGTIKA CNULOVTIKT VIEP TNG APAPEPCETTNG Kot
oT1g 000 perétec. H péyiom Bektioon oty otk o&otnta enttedydnke 6tovg 3 Pveg Le
gnokOAovO oTabeponoinon mg TPOg TNV ONTIKT 0EVTNTA KOl MG TPOG TO KEVIPIKO TAYOC TOL
ApPIPANGTPOEdOVG PEYPL TOVg 6 uives. H otatiotikd onuovikn dtagopd dtatnpnonke puéypt v
gpdoudoa 52.

Agntopepn amoteléopata amd TV avdAvon Kot v 600 peletmv tapovoidlovtal otov [ivaka 3 kot
GTO ZyMU0 2 TOPAKATO.
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IMivakog 3: ExBaceis amoteheopatikétnTos Kotd Tnv £fdopdda 24, efdopdda 52 ko efdopada 76/100 (IMAfpng avaiven dedopéveav LOCFD) etig pehéteg
COPERNICUS ko GALILEO

Expaoeg ] COPERNICUS GALILEO
OmOTELEGROTIKOTNTOS 24 gfoopadeg 52 gfoopdoseg 100 epoopdoseg 24 gfoopdoseg 52 gfoopdoseg 76 gfoopadeg
AomPepointny| Opada |AghPepoimtn| Opdada |[AemPepoinm®™D| Opade |AehPepoéinty| Opada |AehPepointy| Opada |AeMBepoinm?| Opada

2mg Q4 £héyyov 2mg eréyyovE) 2mg ehéyyov™ED | 2 mg Q4 £Aéyyov 2mg eAéyyov 2mg eréyyov?
(N=114) | (N=73) | (N=114) | (N=73) | (N=114) (N=73) | (N=103) | (N=68) | (N=103) | (N=68) | (N=103) | (N=68)

Avaloyio tov acBevav pe

Képdos = 15 ypdyppoa 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%

OpuoNS amd TV PYIKT

T

Stafpopévn dweopd®BD | 44,8% 25,9% 26,7% 38,3% 27,9% 28.0%

(95% CI) (33,0; 56,6) (11,8; 40,1) (13,1; 40,3) (24,4:52,1) (13,0; 42,7) (13,3; 42,6)

Ty p p < 0,0001 p = 0,0006 p =0,0003 p < 0,0001 p = 0,0004 p = 0,0004

Méon petaforn oty

BCVAD 6nwg petpnonke

pe ™ Pabporoyia 17,3 -4,0 16,2 3,8 13,0 15 18,0 3,3 16,9 3,8 13,7 6,2

avayvVaPLoNG YPOUUUETOV (12,8) (18,0) (17,4) (17,1) 7,7 7,7 (12,2) (14,1) (14,8) (18,1) (17,8) a7,7n

ETDRSP an6 mv apyikn

T (SD)

Aé‘gggg‘tgﬁﬁx,ﬁf“’ ot 21,7 12,7 118 14,7 132 76

?950/ o (17.4; 26,0) (7,7;17,7) (6,7;17,0) (10,8; 18,7) (82;182) (2.1;13,1)

Tlm"p p < 0,0001 p < 0,0001 p < 0,0001 p < 0,0001 p < 0,0001 p = 0,0070

A) H Sropopd sivar 1 Ty g opddag apiBepoéntne 2 mg otic efSopddec Q4 peiov v Ty TG opddac eAéyyon
B) Atagopd kot Stéotpo eumictostvng (CI) vroroyilovron pe ypion g Sokiung Cochran-Mantel-Haenszel (CMH) mpocappocpévn yia meptoyn (Apeptkn &vavit Tov bIOAOIOD KOGLOL 1oL THV
COPERNICUS kot Evpénn évavtt Aciag/Eipnvikov yia tnv GALILEO) kot katnyopia apyikng tiung BCVA (> 20/200 kot < 20/200)

) BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
LOCEF: Last Observation Carried Forward

SD: Standard deviation

LS: Méoog ot pébodo tmv ehayiotmv tetpaydvev and ANCOVA
A Aapopd otov péco otn uéBodo Twv ehayicTov TeTpaydvey kot Sthotua sumictocdvng (Cl) pe Baon éva poviého ANCOVA e mapdyovteg thv opdda Ospaneiag, Ty meploxn (Apepiky évavtt ov
vdromov kocpov yio tnv COPERNICUS kot Evpdnn évavtt Aciog/Epnvikod yio tny GALILEO) ko tv katnyopia apyiki g BCVA (> 20/200 ko < 20/200)
B) Y1t perétn COPERNICUS, ot acbeveic oty opdda eAéyyov umopovoay va AGBovy a@ABEPGETTY avaAoya LE TIC OVEYKES TOVG LE CUXVOTNTO HEYPL Kat kaOe 4 efSopddeg katd ) Sidpkelo Thg
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mePLOdov omd v efdopdda 24 mg tnv efdopdda 52 ot aceveig iyav emokéyelg kdbe 4 gfoopddec.

ID ¥ perétn COPERNICUS, o1 acleveic 1660 otnv opddo. ehéyyov 660 kot v opdda apABepcéntng 2 mg élofov aeMPepséntn 2 Mg avEAoYa LE TIG AVAYKEG TOVG LE GUYVOTNTO UéYPL Kot KGOE 4
efdopadeg Eexvavtag amd v efdopdda 52 £mg v efdopdda 96 o1 achevelg elyav vIoypeMTIKES TPIUNVINIES EMOKEYELS, OALG LTTOPOVGOY VO, £X0VV ETCKEYELS KON Kal e cuyvotnTo Kébe 4
eBdopadeg ebv NTav amapaitmro.

2 ¥ perém GALILEO, o1 acbeveic 1660 oty opdda eAéyyov 660 kot oty opdde aphBepoéntng 2 mg élafov apiPepoéntn 2 mg avaroya pe T1g avéykeg Toug kéOe 8 efSopadec Egkivdvtag amd v

eBdopada 52 mg v efoopddo 68 o1 acbeveic elyav vroypewTIKEG emckéyelg kdOe 8 efdopddeg.
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Yympo 2: Méon petoforn, amé v apytki Ty £og Ty efooundoa 76/100, oty otk oEvTNTO
Kota opada Oepanciog yra Tig perétes COPERNICUS kot GALILEO (ITmpng

avaivon d£00pévev)

COPERNICUS

PRN pe pnvioio PRN pe extetapéva
HLEGOSIOOTIHOTOL HecodooTN LT
TapoKkoAovOnoNg TopoaKorovinong

Ytabepn unvioio
docoroyio

Méon petafoin oty omTikn
o&umra (ypappota)

a-0-0-C-X-4.0
D 4 8 1216202‘:42332364044435255605458?2?68084889295100

ERdopddeg

GALILEO

1+18.0

+13.7

PRN pe pnviaio PRN pe SK‘csrwpéva
HECOSUOTH AT uecodwoTiuaTa
Topakorovinong mopaxorovinong

10 Ztafepn unviaio
docoloyia
o +6.2

+3.3

Méon petafoin oty onTikn
o&vmta (Ypaupota)

e B e e R s,

0 4 81216 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76

ERdopddeg

+13.0

—&—— AopMPepoéntm 2 mg Opddo eAEyyov popTOpOV

X Yrmodnimvel v aiiayn s opddag eréyyov o PRN Oepameia pe apiPepoéntn 2 mg

¥t perétn GALILEO, 1o 86,4% (n = 89) ¢ opddag aprPepoémtng kot to 79,4% (n = 54) ¢
gKoVIKN G opadog eiyav apdroon CRVO wc apyikn tyun. Katd tnv efdoudda 24, avt ftoav 91,8% (n
= 89) ot opdda apMPepoéntng kat 85,5% (n = 47) oty ekoviky ouddo. AVTég ol ovaAoyieg
Sttnpnniav kotd v gfdopndada 76 pe 84,3% (N = 75) oty oudda apriPepcéntng kat 84,0% (n =

42) otV £1KOVIKT OpAda.

2 peiétn COPERNICUS, 10 67,5% (n = 77) tng opuddag aprPepoéntng kot to 68,5% (n = 50) tng
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£1IKoVIKN G opadag giyav apdtmon CRVO wc apyixn tipn. Katd v epdoudda 24, avti ytov 87,4% (n
= 90) otnv opddo apAPepoéntng kot 58,6% (N = 34) otnv 1koviKn opdada. Avtég ot avoloyies
SttnpnOniay kot v gfdopada 100 pe 76,8% (n = 76) otnv opdda apriPepoéntng kot 78% (n =
39) oV ekoviky ouddo. Ot acbeveic 6NV €1KOVIKT Opade. Elyay TNV ETAOYT va. Aaovv
apAPepoémntn omd v gfdopndda 24.

H evepyetikn enidpaom g Oepamneiag pe v apiiPepoéntn oty Aertovpyia g 6poong fTav
TOPOUOL0. OTIG VIOOUAOES TV acBevdy KaTd TNV Evapsn, Le KaAr Kot [ KOAT opldToon)
apeipAnctpoedons. Ot emdpdoeig g Oepaneiog oe OAeg TIG a&loA0YNGLLESG VITOOUAdES (TT.). NAKia,
@OAO, PLAN, OPYIKN T OTTTIKNG 0EDTNTOG, KATACTUGT QUATMOONS AUEPBANGTPOEIB0VCE, didpKeLd
CRVO) o¢ ka0e pelétn ftav YEVIKA COUPOVA LLE TO, ATOTEAEGLOTO TMV GUVOMK®V TANOVGUMV.

21 cvvdvacspévn aviivon tov dedopévov tov peietov GALILEO kot COPERNICUS, 1
aPAPepcEmTN £0€1E€ ONUOVTIKG KAVIKEG QAAAYEG GE OYEOT LE TIC OPYIKESG TIUESG EVapENg 6TO
TPOKABOPIGUEVO HEVLTEPEVOV KATAANKTIKO GNUELD AITOTEAEGLATIKOTNTOG TOV OTOTEAOVGE TO
gpotnpatordyo tov EGvikod Oeboiporoyikov Ivetitovtov Ontikig Agttovpyiog (NEI VFQ-25). To
UEYEDOG AVTMOV TOV CALAYDV TAV TOPOIOL0 LE EKEIVO TOV TOPOVGLALETOL GTIG OTLOCIEVUEVEC UEAETEG
Kol To 01oio avtioToyel oe avénon kotd 15 yphppata oty KAipoko «kaAdtepa 610pO@UEVNG OTTTIKNG
o&vragy (BCVA).

Aevtepomobés oidnua s wypds knAidag aro BRVO

H acpdlela kot 1 amoTteAeGLOTIKOTNTO TG APAPEPTETTNG 0EIOAOYNONKAV GE L0, TUYOMOTONUEVT,
TOAVKEVTPIKT], SITAN-TOQAN, ELEYYOUEV UE EIKOVIKT Bepameio pelétn o aobeveig pe devtepomadég
oidnpa g wypdg knAidog and BRVO (VIBRANT) mov copmepthaufave n-KeVIPIKN g
apeipAnctpoediking eAEPag. Zvvolikd 181 acbeveig vrofAndnkav oe Bepaneia Kot aoloynOniay
v TNV amoterespotikotnta (91 pe v aphpPepcéntn). Ot nhikieg Tov acBevav kopaivoviay and 42
£m¢ 94 e1dv e éva péco 6po nhikiog 65 etdv. Xt BRVO peiétn, nepinov 1o 58% (53/91) twv
acfevav mov TuyatomoOnKay pe v aePepoéntn Nrav nhkiog 65 £Tdv 1 HeYaAOTEPOL KO TEPITOV
70 23% (21/91) NTov 75 etd@dv 1 peyakvtepot. X pekétn, ot acbeveic tuyatomomOnkav pe ovoroyio
1:1, gite og opdda 2 mg aeiPepcimtng yopnyovueva kabe 8 efdouddeg akorovdmvTag 6 apyikéc
Unviaieg evécels, 1 o opddo emTomn&iag A&lep YopTYOOLEVT OTNV OPYIKT ETickeyn (Opdda EAEYYXOL
Aélep). Ot acbeveic oty opdda ehéyyov Aéilep pmopovcay va AdPovy emmpocsbetn potomnéio Aéilep
(ovoudletan © Oepomeio didcmong pe Aélep’) oty apyn ¢ efdouddag 12, e o AMyoTtePo d1AoTnId
avaueoa otig Bepoaneieg 12 efdondadec. Me Bdon ta tpokabopiouéva Kpitinpla ol acBeveig oty
opada pe Aélep pmopovoav va Adfouvv Bepaneia didcwong pe apiPepoéntn 2 mg and v gfdoudda
24 e yoprynon kaOe 4 fdouddeg yio 3 uiveg akoiovbovpevn yio kabe 8 efdouddec.

2 perém VIBRANT, 10 mpmtedov katoAnKTikd onpeio amoTeAEGLOTIKOTNTAG ]TAV TO TOGOGTO TMV
acOevav mov kéEpdIsavV TovAdyleTtov 15 ypdupata oty BCVA katd tv efdopndda 24 ce cbykplon pe
TNV 0PYIKN OPOGCT) KOL 1] OUAdH TNE OQALPEPGETTNG fTAV OVATEPT) TNG OUAdaG EAEYYoL Aéilep.

"Eva devutepehov KaTaANKTIKO oNueio omoTeEAEoUATIKOTNTAG NTAV 1] LETAPOAT OTNV OTTIKY 051 TN T
Kot v eBdoudon 24 oe GUYKPION UE TNV OPYIKT TIUR, ) OTTOT0 NTAV GTOTIGTIKG GNUOVTIKY VTEP TNG
apAPepoéntng ot perlétn VIBRANT. H mopeia tng ontikng fertimong tav paydaio kot EpTace
UEYLOTY TN OTOVG 3 UNVEG LE SLOTPNOoN TV OMOTEAECUATOV PEYXPL TO pnva, 12.

v oudda tov Aéilep, 67 acbeveic Ehafav Oepameia didowong pe v aeAPepcéntn ue Evapén my
efdopada 24 (Oudda eEréyyov pe evepyn Bepameio/ aphPepoéntn 2 mg) pe amotéheoua Pertioong oty

onTikn o&vTNTO TEPimOV 5 ypdppata omd v gfdopdda 24 Emg 52.

Aentopepn amoteléopata amd v avdivon g perémg VIBRANT napovsialoviot otov Ilivaka 4
Kol 670 Zynpo 3 TopakdTm.
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Hivokog 4: ExPacsig amoteleopoTikOTNTOS KOTA TNV £fdopnada 24 ko gfdopdada 52 (IIapng

avaivon dedopivov LOCF) 6t perhétn VIBRANT

Exfaceig VIBRANT
OTTOTELEGPUUTIKOTI TG 24 Efoopdosg 52 Efoondoeg
AomPBepoénty | Evepydgopdda | Aphpepoéntn | Evepyoconada
2mg Q4 (A&lep) 2mg Q8 (A&ep)/
AgpMpepoéntn
2 mg®
(N=091) (N =90) (N =910 (N =90)

Avodoyio Tov acBevav

we= 15yphppota 52,7% 26,7% 57,1% 41,1%

KEPSOG OO TNV OPYLKY

Ty (%)

Yrafpopévn

. 26,6% 16,2%
oy O (13,0; 40,1 20,309
0 p = 0,0003 p = 0,0296

Tymp

Méon petofoin otnv

BCVA 6nwc petprnike

pe ™ Pabuoroyio 17,0 6,9 17,1 12,2

aVOyVmOPLoNG (11,9 (12,9) (13,1) (11,9)

ypappdatov ETDRS and

v apyikn tiun (SD)

Al0popd GTOV LEGO OTN

10,5 5,2
A AT) ’ y

oo (7.1:140) (17:87)

(95% C1) p < 0,0001 p = 0,0035:0

Tymp

A H Srapopd etvor n Ty g opddag apriPepoéng 2 mg otic efSopddec Q4 peiov ™y T g opddag eréyyov Aéilep
B) Atopopé ko 95% (CI) vmoroyilovion pe yprion g Sokyuic Mantel-Haenszel mpocappocpévn yio meproyr| (Apepich

évavtt lamoviog) kot kotnyopio apykns g BCVA (>20/200 ko < 20/200)

D LS: péon Swagopé ko1 95% CI Bdon tov poviéhov ANCOVA pe tqv opddo Ogpamneiog, katnyopio apyikng i BCVA (>
20/200 ko < 20/200) ko weproyn ( Nota Apepikn évavtt lanoviag) og otabepés emdpdoeig kar apykn tiun BCVA og

GUUUETAPANTY.

A A v ePdopddo. 24 1 Oepomeio pe Ty opddo Oepameiog apiBepointng Tapatddnke y1a 6Aovg Tovg aodeveic and 4
eBdopadeg oe 8 efdonddeg péxpt v efdopdda 48.

B) Kotd v &vapén g epdopddoag 24 o1 acdeveic otnv opdda Aéilep pmopovoay va AdPovv Oepomeio. S1dcmong e
apMPepoéntn hv vanpye ToLVAdYIoTOV vl TPOKOBOPIGHEVO KpLTNPLo EmAoYNG. ATt To cOvolo, 67 acbeveig og ot TV
opada Elafav Oepaneio dibomwong pe apiPepoéntn. To otabepd docoAoyIKd Gy Stdcmong pe apMpPepoéntn nrav 3
Popég apMPepaimtn 2 mg kdOe 4 gfdopddeg arxorovbovpevo amd evéoelg kabe 8 efdopnades.

1) OvopooTtikh Ti=p
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Typa 3: Méon petopoir) oto BCVA omtmg petpndnke ané ETDRS BaOporoyia I'pappdtov
Katd v efoopdda 52 otn perétn VIBRANT

20 VIBRANT
+17.0

+17.1

(ypappato)
—
o

Méon petapodn oty ontikn o&vTHTO

5
0 1 b ] 1 1 1 ' 'l I} 1 Il 1
4 8 12 16 20 24 28 32 36 40 44 48 52
EBdopadeg
—a— AopMBepoénm 2 mg —o— Opdda eréyyov Aélep

O apBuog Tov achevdv e Kahr opdtmon, katd Ty évoapén g HeAétng, mov Eekivnoay aymyr| He
apAPepoéntn N potonnéio Aéilep Nrav 60% kot 68% avtictoya. Katd tnv efdoudda 24 avtég ot
avaroyieg frav 80% kail 67% avtiotorya. TNV opdda. e TNV APAPEPGETTN 1 ovaAoYio TV 0cOevhDY
pe oupdtwon datnpndnke péxpt v efdopndda 52. Xtnv opdda Aélep, 0mov o1 acbeveig minpovoay
T kprrnpa va AdBovv Bepamneia dStdocwong pe apAiPepcséntn and v efdopdda 24, n avaroyio Tov
acOevav pe apdtoon ovéndnke oto 78% katd v efooudada 52.

Oidnuo wypds knlidog drofntixng aitiodoyiog

H acpdlela kot omotelecpuatikoOtTnTo TG 0@ALPepéntng alloloynOnkay 6g 600 TVYOOTOMUEVECS,
TOAKEVTIPIKEG, SMAG-TVQALC, evepyd eheyyopeveg neléteg og aceveic ue DME (VIVIDPME kan
VISTAPME) "Evo 6hvoro 862 achevdv ot omoiot vrofAfOnkay og Oepomeio kot frav a£10A0yHG1HoL
Y0l AITOTEAEGLLOTIKOTNTO, 01 576 TuyaomomOnkay pe v apAPepcéntn. Ot nAikie T@v acbevav
Kopoivovtay and 23 émg 87 €TV pe éva LEco 0po nAkiog 63 etdv. Ztig DME pelétec, mepimov 10
47% (268/576) TV acBevav mov Tuyalonomdnkay Le TV apMPepoentn NTov NAKiog 65 etV 7
peyovtepot Kot mepimov 1o 9% (52/576) ftav 75 etdv N peyadvtepotl. H mieliovotnta tov acbevaov
Kol oTIg dvo peAéteg giyav Awaprtn tomov 11

Kot otic 6vo peréteg, ot acbeveic Tuyaomomdnkay pe avaroyio 1:1:1 o 1 and 3 docoroyikd

oynuoToL:

1) apMBepoéntn 2 mg, yopnyobpueva kabe 8 fdouddec petd amd 5 apyikéc unviaieg dOGELG
(apAPepoénn 2Q8),

2) apMPepoénn 2 mg, yopnyovueva kabe 4 efdouddec (apiifepoéntn 2Q4) kot

3) pwrtomé&ia pe Aélep g oypdg knAidag (evepyn opuddo eAEYyOL).

Eekivavtag amd v efdoudda 24, ot acbeveig mov TAnpovcay Evay TpokaboploUEVO 0Vd0 OTMOAELNG
g Opaong NTav emié&uot va, Adfovv tpdcbetn Oepaneia: o1 aobeveic oty opdda g
apAPepoémntng uropovoay vo Adfouvv Aélep kat ot acbeveic otnv opdda eAEyYoV UopoHooV Vo
Aapovv apiPepoént.

Kot otig 600 peréteg, To KHPLo KATAANKTIKO GNUEID OMOTEAEGUOTIKOTNTAG NTOV 1 LEST] LETAPOAN

Katd TV gfdopada 52 g koAvtepa dtopbmuévng opacng (BCVA) amd v apyikn Ty Kot ot 0o

opdoeg g apiPepotnng 2Q8 kot apAPepoéntng 2Q4 amodeiydniov oTATIOTIKA ONLLOVTIKES KO
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NTAV AVAOTEPES OC TPOG TV OLLAd EAEYYOL. AVTO TO O6QELOC dlatnprOnke uéxpt v efodoudada 100.

Aemtopept] anoteléopato amd v avéivon tov peretdv VIVIDPME ko1 VISTAPME mapovsidlovon
otov [Tivaxa 5 kot oto Zynua 4 Topokdto.
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Mivaxag 5: ExPaceig omoteleopotikétnreg Katd tnv efdopndda 52 kou v efdopada 100 (IMAfqpns avarvon dedopévav LOCF) otig peréteg VIVIDPME kan

VISTAPME
Expaceig VIVIDPME VISTAPME
aMOTELEGPOTY 52 epdopadeg 100 £pdopadeg 52 epdopadeg 100 £pdopadeg
KOTNTOG AoMPepoéntnAoMPepointy| Yrapyovoo [AoMPepointn|AehPepoénty| Yrdpyovca |AehPepointnAoMPepointy| Yrapyovoo [AoMPepointnAehPepointn| Yrdpyovca
2 mg Q84 2mg Q4 evepydg 2 mg Q84 2mg Q4 evepyoe 2 mg Q8” 2mg Q4 evepydg 2 mg Q84 2mg Q4 evepydg
Oepancio Oepancia Oepancio Ogpancio
(Mrlep) (Mrlep) (Mrlep) (Mrlep)
(N =135) (N = 136) (N=132) (N = 135) (N = 136) (N =132) (N =151) (N = 154) (N =154) (N=151) | (N=154) (N =154)
Méomn petofoin
otv BCVA 6nwg
petpnonke pe tov
’;‘vay“v‘jbpmg 10,7 10,5 12 9,4 11,4 07 10,7 125 0.2 111 115 09
ypoppdtov
ETDRSE and v
OPYIKN THY)
Dugopd TVESTR | 9 9,3 8,2 10,7 10,45 12,19 101 10,6
(9]71 5% cI) (6:3,118) | (6,5 120) (52;113) | (7,6;138) (7.7;132) | (9.4;150) (7,0;133) | (7.1;14,2)
Avaroyio tov
;“fgmza“z; Sl(fg 33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33.1% 383% 13,0%
OO TNV OPYLKT] TN
Sraduopien 24% 23% 19,0% 26,1% 23% 34% 20,1% 25,8%
(97(P50§0 o (135;34,9) | (12,6;339) (8,0;29,9) | (14,8;37,5) (135;33,1) | (24,1;44,4) (9,6;30,6) | (15,1;36,6)

A Meté v évapén tng Oepomeiog pe 5 unviaicg evécelg
B O uéoog LS ko1 1o CI pe Bhon éva poviého ANCOVA pe ) pétpnon apyikig iuic BCVA wg coppetafAnt kot mapdyovta yio Ty opddo Oepomneioc. Emmpocditme, n mepioyr (Evpdmn/Avotpoiio
gvavtt lorwviag) copmephiednie wg Tapdyovtag Yo thv VIVIDPME a1 10 16T0p1Kd spopdypatog tov pookapdiov (MI) kav ayysiaxod eykepoiikon ensicodiov (CVA) g mapdyovag yia thv

VISTAPME

T'H Swopopd givor n opdda g apABepcénng peiov Tnv opdde vrdpyovoag evepyov Oepomeiog (Aéilep)
A H Sopopd pe to didotnuo epmotocvvng (CI) kot To otatiotikd §heyyo vroloyileton pe yprion evog oyfpatog otdfiiong katd Mantel-Haenszel npocappocpévo kotd nepoyr (Evpmmn/Avetpoio
gvavtt loroviag) yo v VIVIDPME ko1 1atpikd 1610ptcd epepdypatog tov pookapdiov (MI) 1 ayyeioxod sykepatikot engicodiov (CVA) yia v VISTAPME

E BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
LOCF: Last Observation Carried Forward
LS: Mécog ot pébodo tav ghayiotmv tetpaydvev mapaydpevog pécm ANCOVA
CI: Confidence interval
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Typo 4: Méon petofoin otnv BCVA 6 netpiOnke pe tov mivako ovoyvopions ypourpaToy
ETDRS amé v apyki Tyun péypr v efdopada 100 otig peréreg VIVIDPME kan
VISTAPME

5 = VIVID

+11.4

o

+9.4

wi

Méon petafoin oty omTikn
o&umnta (Yypappoto)

—
(¥}

—
o

wu

Méon petafoln oty OnTIKA
o&utnra (ypdppato)

0
ERdopddeg
—a— AgpMPepoént 2 mg Q8 —— ApMPepoénn 2 mg Q4 eBdopddeg
efdopadeg —@— Evepydg opada (Aélep)

O1 emdpdoeic g Oepaneiog oTig a&loAoyNGIEG VTOOUADES (.. NAKi, QVUAO, GUAT, OPYIKT TIUN
HbA Ic, apywh tipun ontikng o&vtnrag, tponyovuevn avtli-VEGF Ogponeia) oe ke pedétn Ko ot
GUVOLOCUEVT] AVAALGT NTAV YEVIKA GCOUPMVES LE TO ATOTEAEGUOTO GTOVG GUVOAIKOVG TANOLGOVG.

Trig peréteg VIVIDPME o VISTAPME, 36 (9%) wan 197 (43%) acheveic EhaBav mponyovuevn ovti-
VEGF 0epaneio, avtiotowyo, pe 3-unvn 1 peyoiotepn mepiodo Exmivong. Ot emdpdoeig g Oepaneiog
oV vooudda TV acbevdv ot omoiot glyav TponyovuEveg AaPet Bepomeio pe Evav avacTOAEN TOV
VEGF ntav moapopoteg pe ekeiveg mov mapatnpndnkav oe acheveig ol omoiol dev iyov TponyovUévmg
AGPel Oepameia pe évav avaotoréa VEGFE.

Acbeveic pe apgpotepomievpn voco nTav emthéSipot yia vo Adfovv avtl-VEGF Ogpamneia otov dAro
0oL TOVG EGV 0VTO KpvOTAY ovaryKaio omd tov wtpd. Xt peiétn VISTAPME 217 (70,7%)
acOeveic g apAPepaéntng Eafov appotepdmievpeg evécelc apAPepodmng uéypt v efdoudda
100, evéd ot nedétn VIVIDPME 97 (35,8%) acOeveic Tng apMPepoéntng Ehafav S1oapopeTikn avt-
VEGF 0¢epoaneio otov dAho opBaiud tovg.

Mo ave&aptnn ocvykprrikn pedétn (DRCR.net Protocol T) éxoave yprion evog vEAKTOV 60G0A0YLKOD
oYNUaTOG Ue fAon avatnpd Kpithpla emavaAnyng Oepaneiog kaboplopeva omd To amoTEAEGLOT TNG
e&étaong OCT kot v 6pacn. v opdda Beponeiog pe apAfepoéntn (n = 224) v efdopdda 52,
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aVTO TO 00GOAOYIKO TYNLA 031 YNOE OC amoTEAEC A, Ol aoBevels va AapBdvouy éva péco 6po 9,2
€VEGELS, TOL elval TapOUO10 LE TOV aptBpd yopnynong 60cemv atny opdda apiPepcéntng 2Q8 otig
peiéteg VIVIDPME kon VISTAPME | 6rtov cuvohikd n anotedespatikotnta e Oepansiog oty opdda
Oepaneiog pe apMPepoéntn Protocol T tav cuykpicun pe tnv opdda tng apiiPepoéntng 2Q8 otig
ueréteg VIVIDPME on VISTAPME, Tnv ouddae Protocol T mapotnprinke évag pécog 6pog kEpSoug
Beitiowong 13,3 ypappdtov pe éva 42% tov acBevodv va égovv KEpdog TovAdytotov 15 ypappata otnv
0paoT TOVG Ao TV apykn Tiur. Ta amotedéopato acparelog £3e1EaV OTL | GUVOAIKY| ETITTMOON
0PBOALKAOV Kot L1 0QOOAKAOV avemBOUNT®V gvepYEL®V (CUUTEPTLOUBAVOUEVOV TOV OPTNPLIKOY
BpoupospPorkdv enercodiov — ATEs) tav cuykpicia oe OAeg Tig opddeg Bepaneidv o Kbe
UEAETT] Kol LETOED TOV LEAETMV.

H VIOLET, po moAvKevVTIpIKT, TUYOLOTOMUEVT], AVOLKTHG EMICTLOVGTC, EAEYYOLLEVT] LLE EVEPYO
oapupaxo perétn 100 efdoudadmv, o acbeveig pe DME, cuvékpive tpio S1apopeTiKd S0GOAOYIKA
oynuata g apAPepoéntng 2 mg yio tn Oepaneio tov DME, petd amd tovddyiotov Evay ypovo
Bepaneiog pe otabepd pecodiactnpata, Katd tov omoio 1 Bepaneia Eexivnoe pe 5 dadoyikég punviaieg
d0ooelg akohovbovpeveg amo yopnynon kdéle 2 unveg. H perétn a&loAdynoe tn pn-KotoTtepOTNTa TNG
aPAPepoéntng 2 mg xopNyoOUEVNC HECH EVOG BOGOAOYIKOD GYNLOTOC Bepameiog Kot ETEKTOOTG
(2T&E 6mov 10 S1a0TNUATA TOV EVEGEMVY daTNPNONKOY 6TO EAAYIOTO TV 8 ELOOUAOMV Kol OTOIOKA
enektdOnKov PACEL TOV KMVIKOV KOl OVOTOUK®OV AITOTEAEGUATMOV) Kol TNG APAPEPGENTNG 2 mg
yopnyovuevng avaroya pe tig avaykes (2PRN 6mov ot acbeveig mapakorovbovvray ke 4 efdouadeg
KoL M xopnynon ywotav o6tav yperalotav, pue BAcn To KAVIKG Kol GVOTOUIKG ATOTEAEGILOTO), O
oVuYKpion pe TV aeAPepoéntn 2 mg yopnyovpevng kabe 8 efdopddeg (2Q8) yia o devtepo Kot Tpito
£10¢ Oepameiog.

To kbp1o KataAnkTikd onpeio amoteAespotikotntog (ahiayq otnv BCVA and v évapén émog tnv
eBdopada 52) fjrav 0,5 £ 6,7 yphppoata oty opdda 2T&E kot 1,7 + 6,8 ypdppata otnv opddo 2PRN
o€ ovykpion pe 0,4 £ 6,7 ypauuato otny oudoa 2Q8, exiTuyyavovTog GTOTIOTIKN UN-KAT®TepOTNTa, (P
< 0,0001 kou v T1g dV0 cvykpicelg, NI mepdmpro 4 ypappdtwov). Ot aArayég oty BCVA and v
évapén €wg v efdopdda 100 fjtav og cuvénela pe To anoteAéspoTa TG efdopddag 52: -0,1 £ 9,1
ypdupota oty opdado 2T&E ko 1,8 + 9,0 ypaupata oty opudda 2PRN ce coykpion pe 0,1 +7,2
ypdupota oty opdada 2Q8. O puésog apBuog evésemv ot dtdotnua 100 gfdopdadov nav 12,3, 10,0
wat 11,5 yuo o 2Q8fix, 2T&E ot 2PRN, avtictotya.

Ta Tpoeik ac@ALeING O TPOG TOL 0POOAUIKA Kot GLOTNKG cvuPauate Kot oTic 3 ouddeg Oepameiog
NTov Tapopola e avtd mov wapatnpninkay otic Pactkés peréteg VIVID kot VISTA.

v opddo 2T&E, ot avéNcelc kot o1 LEIMGELS GTO LECOIIOGTILLOTA TG £VESNS TV OTN SIUKPLTIKT
EVYEPELN TOV EPEVYNTY. X1 HEAETN cvoTOnkay avénoelg Tv 2 BSoUadmV.

Neoayysiwon tov yoproe1doig Adyw uvwmiog

H aopddeia kot 1 amotelecpoTikOTTO TG APAPEPCENTNG OEIOA0YNONKAV GE [0, TUYOMOTTOTNUEVT,
TOAVKEVTPIKY], SUTAG TOQAT, ELEYYOUEV LE EIKOVIKO PAPUOKO LEAETN o€ Acldteg ooeveig e
pvonik] CNV. 'Eva cbvolo 121 acBevav vrofindnkay og Oepameio kot oy aE0A0YAGLUOL Yia
amotelecpatikotnta (90 pe v apiiPepoéntn). Ot nhikieg Tov aobevav kopaivovtay and 27 £mg 83
€T®V PE péom T ta 58 £tn. Xt pedét g poomikng CNV, nepinov to 36% (33/91) tov achevav
7oV TvyoomolnOnkay o€ Bepameia pe v apiiPepoéntn frav nhikiog 65 eTdV 1 LEYUADTEPOL KoL
nepinov to 10% (9/91) rav 75 etdv N peyaddrepot.

O1 acBeveic TuoyatomomOnkay oe avaroyio 3:1 yio va AdPovv gite 2 mg apiPepoéning
EVOODAAOEIOIKE 1] EVEGELS EIKOVIKOD POPUAKOV YOPTYOVUEVES Hio pOpd KOTA TNV Evapén TG LEAETNC
HE TPOCOETEG EVETELG YOPNYOVUEVES UNVIOIMG GE TEPIMTMOT| EXYLOVIG 1] VITOTPOTNG TNG VOGOL UEYPL
v efdopdda 24, 6tav a&loroyndnke 1o Kuplo kataAnktiko onueio. Katd tnv efdoudda 24, ol
acOeveic o1 omoiot glyav apyikd Tuyalomombel oe e1koVIKO PAPUAKO NTAV KATAAANAOL VTTOYNHPLOL Yia,
va Mapovy v TpdTn 0661 TG apAMPBepoéntng. AkorovOwc, ol acbeveig kal 6TIC 00 OUASES
GUVEYIOOV VO EIVOL KATAAANAOL DTTOYNPLOL Y10t TPOCHETEG EVECELG GE TEPIMTMOT EMUOVIG 1| VTOTPOTNG
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™G vOoOU.

H dwopopd petaé&d tov opddmv Bepameiog NTov GTATIOTIKG CILOVTIKY VIEP TNG APAPEPCETTNG Y10, TO
KOPL0 KATAANKTIKO onueio (netaforin otnv BCVA) kot 10 enifePfatmtikd de0TEPELOV KOTOAANKTIKO
onueio amoteAespoTikoTnToG (Avoroyia tov acBevodv mov képdisav 15 ypdupata otnv BCVA) katd
v efdopdda 24 oe cOyKpilon pe TV apykn Tipr. Ot dtapopés Kot yia Ta SV0 KATAANKTIKE onpeia
Swtnpnniay €mg tnv efdopdda 48.

Agntopepn amotelécpata omd v avdivon g peiétns MYRROR mopovcialovion otov ivaxa 6
KOl 6TO ZyNHol 5 TopaKiT.

Mivoxkag 6: ExBdcelg amoteheopotikOTNTOS KOTA TNV Efoondda 24 (kbpra avaiven) Kol KaTd
™v epdopdda 48 otn perétn MYRROR (ITAMpng avdrvon dedopévev LOCFY)

Expaceig MYRROR
OTTOTELEGPUOTIKOTI TG 24 EBoondoseg 48 EBoopdosg
AoMPepoéntny | Ewoviké | Aphpepoéntn Ewovuko
2 mg Qappoxo 2 mg pappoxo/
AoMPepoénty
2mg
(N =90) (N =31) (N =90) (N=31)
Méom petaforn oty BCVAE)
Babrotoria v 121 20 135 39
ypappatov ETDRS and v (8.3) @.7) (88) (14.3)
apyuc Ty (SD)®
ﬁ;gggg&%ov LEGO 6N 141 95
(95% CI) (10,8; 17,4) (5,4;13,7)
Avoiroyio tov acBevov pe > 15
yphppoto KEPSOG amd TNV 38,9% 9,7% 50,0% 29,0%
OPYIKT TY
Zradpouévn dopopd =Y 29,2% 21,0%
(95% CI) (14,4, 44,0) (1,9; 40,1)

A) LOCF: Last Observation Carried Forward
B) BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
SD: Standard Deviation
N Mécoc LS: Mécog 61 ué00d0 tov ehayiotov TeTpaydvav mapaydpevog pécon poviéhov ANCOVA
A4 CI: Confidence Interval
B) LS péon Sapopd kot 95% CI Baoet evog poviéhov ANCOVA pe v opdda Oepamneiog kot ) ydpa (ovopasieg xdpag) og
otobepéc emdpaoets, Ko v apykn Ty BCVA og cvppetafint.
I H Suapopd ko 1 T 95% Cl vmoroyilovton pe ypfion tng Soxuung Cochran-Mantel-Haenszel (CMH) npocappocuévn
Yo, T xOpo (ovopacies xdpag)
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Yympo S: Méon petafoin amé v apyikn Tipfq éog v Efdopada 48 otny oty o&0tnTo KOTA
opada Ogpameiog yro ) perétn MYRROR (ITMpng avaiven dedopévov, LOCF)

15 - MYRROR
| +13.5
g
£ |
3 10 .
£3 l
> 8 i
EZ 5 :
2 E ; +3.9
) I
5 4 8 12 16 20 24 32 36 40 44 4
= L L 1 L L ‘ L L 1 L J
e} O[ T T
: -2.0
5L EBSdpdSSQ
—8— AopMPepoéntn 2 mg —o— Opdda eléyyov

Hodratpukdc tAnbvoude

O Evponaikdc Opyaviopog @apudkmv Exel dOGEL amaAloyn and TNV VIOYPEMSN VIOPOANG TMV
OTTOTELECUATOV TOV UEAETOV UE TO QPOPLOKEVTIKO TPOIOV OVOPOPAS TOV TEPLEYEL APAPEPCETTY GE
OAEG TIC VITOKOTNYOpPiEg TOL TOdLTPIKOD TANOLGOD 6TOVE TANBVGLOHE VYPOD TOVTOLV AMD, CRVO,
BRVO, DME kot poonikng CNV (BAéne mapdypoa@o 4.2 yio. TANpoQopieg OYETIKA LE TNV TOISIOTPIKT
xpron).

52  ®appokoxkivTIKES 1010TITEG

H apMPepoént yopnysiton amgvbeiog 610 VOAOEIOEC GO Y10 VO, UGKNGEL TIC TOTIKEG OPAGELS TOV
oTov 0pOaANO.

Amoppdéenon / Katavoun

H apMPepoéntm amoppopdtat opyd 0o Tov 0QOOAIO 6T GUGTNUATIKT KOKAOPOPI LETH TNV
EVOOVAADON YOPTYNOT KO TOPATNPEITAL GTI GLGTNLATIKT KUKAOPOPin KuPimG ¢ va ovevepyo,
otabepd cvumroko pe tov VEGF. Evtovtolg, povo n «eredbepn agpliepoémmm» gival ucovi va
deouevoet Tov evooyevny VEGF.

e o QUpUOKOKIVITIKY DTOUEAETN o€ 6 acBeveic pe veoayyelakm, vypov Tomov AMD pe cuyvn
SEYLATOAN Y0, Ol LEYIOTEC CLUYKEVTPMGEIS TAUCUATOG TNG EAEV0EPNC apAPEPTENTNC (CLOTNUOTIKA
Crmax) fitav younAés, ue péon tun mepinov 0,02 pikpoypappdapio/ml (evpog 0 £mg 0,054) evtog 1 émg 3
NUEPDV PETH amd EVOOVAAOEDIKT £vEST 2 Mg, KoL NTAV U1 aviXVEDSIUEG 000 EBOOUAdEG LETA TN
yopnynomn g 66ong oyedov e 6A0VG Tovg aobeveic. H aphiPepoéntm de cuocwpedetal 6To TAGGHA
Ue TNV EVOoDAA0EISIKT yopnyNnon kabe 4 fdouddsc.

H péon péyiot ovykévipmon nidcopatog tng ehevbepng apipepoéning sivar mepinov 50 éwg 500
QOPEC KAT® OO TN GVYKEVIPWOOT| APAPEPGETTNG TOV OTOLTELTOL Y10, TV OVOGTOAN TNG BLOAOYIKNAG
dpaotnprotntog tov cvotnuatikod VEGF katd 50% o povtéha og (doa, ota omoia mapotnpiOnkay
UETAPOAEG TNG APTNPLOKNG TTESTC APOTOV TO KUKAOPOPOUVTA EMimeda Tng eAevOepng apAPepcéntng
£pBacav mepinov ta 10 pikpoypappdpio/ml, Kot eTécTpeEYe 6NV APYIKN TN OTav Ta ENineda Emecay
KAt amd mepinov 1 pkpoypoupdpro/ml. Extipdton 6Tt petd v evOoDUAOEISKN Yoprynon 2 mg
610VG aobevelg, N péon PEYIOTN CLYKEVTP®ON TAGGHOTOG TG EAeVBeEPNC apAPepoéntng eival Thvo

29



amd 100 popéc younAdtepn amd T CLYKEVIPOOT TNG APAPEPGENTNG TOL OTOLTEITOL Yid T1 0EGUEVON
tov ovotnuatikov VEGF katd 1o Mo g péytemg tipng (2,91 pkpoypappdpio/ml) o o perétn
He vYyieic €0EAOVTEG. ZUVETMG, GUOTNUATIKES POPUAKOSVVOUIKES EMOPAGELS, OTMS PLETOPOAES TNG
apTNPLOKNG TTieonc, eivor amiboveg.

Doppakokivntikéc vroperétes o acbeveig pe CRVO, BRVO, DME 7 pporikny CNV pe péon Cmax
g eAe0Bepn g apAPepcEntng 6To TAGGHA TOV TOPOUoLN e TG TIHEG og evpog: 0,03 £wc 0,05
pikpoypappdapto/ml kot ot atopukég Tég dev Eemépacav ta 0,14 pkpoypappdpro/ml. Xvvendg, ol
GUYKEVTIPMGELS TG eAeVBepPNS aPAPBEPCENTNG 6TO TAAGHO KABOPIGAV TIC TILES YOUNAOTEP 1] KOVTA
GTO KOTMTEPO EMIMEDO KATM GO T OPLOL AVIXVELGONC YEVIKA EVTOC piog Efdopddag. Mn aviyvedboyueg
GUYKEVTIPMGELS EMTEVYONKOV TPV ard TNV EMOUEVT YOPNYNOT LETA amto 4 gfdoNAdEC € OLOVS TOVG
acBeveic.

AmofoAn
Agdopévov Tov 6tL 1 aeMPepcéntn elvan Evag Bepomevtikdg Tapdyovtog pe Pdorn TpmTeivn, dev £xouvv
mpaypatoroinfel peréteg petafoAIGHOV.

H eletBepn apiPepoéntn deouevel tov VEGF yo va oynuaticest éva otofepd, adpaveég GOUTAOKO.
Onwg kot pe dAdes peydieg mpmteives, eivar avapevopuevo 0t 1 kdBapon 060 g eredBepnc 660 Kat
NG OEGUEVUEVNG APAMPEPCENTNC YIVETOL LECH TPOTEOAVTIKOD KATAUBOAIGUOV.

Neppkr| duciettovpyia
Agv &povv mpaypotonon el e1d1kég peréteg o acBeveic e veppikn ducAettovpyio pe v
apAPepoén.

H gappoxokivntikn avdivon tov acBevav otn perét VIEW2, and tovg omoiovg to 40% &iye
veppikn dvciettovpyia (24% Nma, 15% pétpra kot 1% cofapn), dev amokdAlvye dtapopég 6Gov
APOPE. TIC GLYKEVTPMGEIS TAUCUATOG TOV OPOCTIKOD QAPUAKOV UETE amd EVOODAAOEISIKT YOPTyNon
Kké0e 4 1| 8 efoopddes.

Iopouota amoteréopota mapatnpnnkay o acbeveig ue CRVO ot perétn GALILEO, o€ acOeveic
ue DME otn pehétn VIVIDPME ko ¢ acheveig pe poomky CNV otn pelétn MYRROR.

53 IIpoxkivikd d€dopuéva Yo TV doQAAiELd,

Emdpdoeig mov mopatnpndnikoy og un KAMVIKEG LEAETES GYETIKA LE TNV TOEIKOTNTA
gmovolouPavouevav d0cemv, domoT@NKay LoV 6 GuaTnHaTIKY ékbeom Tov DempnOnke ot NTav
ONUOVTIKA TAV® 07T0 TO avOTATO 0p1o £KOEGNC TOV avOPOTOV HETA ad EVOOLOAOELOIKT XOPTyNom
oTNV TPOOPLLOUEVT] KAVIKT HOCT|, VTTOINADVOVTAG LIKPYT] GUGYETION LE TNV KAVIKY XPHOT).

opoammpnOnkav Sfpdoelg kol EEEAKMGELS TOV AVOTVEVSTIKOD EMONAIOL GTIG PIVIKES KOYYEG O
TONKOLG GTOVG OTO10VG £Y1vE EVOODAAOEIOIKT YOpTyNoN APAMPEPGENTNG, [LE GLOTNUATIKN £kBeom
whvo amod T péylotn £kbeon tov avBpmmov. H cuotnuatikn éxbeon pe faon tnv Cmax kot AUC ya
v elebBepn apMPepcintn NTav wepimov 200 kot 700 popég vynAdTepT, avtioTorya, OTOV
oLYKPIONKE [E TIC AVTIOTOYEG TILEG TTOV TTOPATPHONKOY GTOVG 0VOPOTOVG PETA Ao eVOOLOAOELDTKN
40601 2 mg. X10 av@dTaTo ENiNedO 6TO 0moio dev mapatnpnOniay avemBounteg evépyeieg (NOAEL)
v 0,5 mg/opBuipnd otovg mhnKove, N cvotnuatikn Ekbeon Nrav 42 Kot 56 opég LYNAOTEPT UE
Baon v Cmax kot AUC, avtictouyo.

Agv &govv mpaypotonon el LeAETEC Yia TV EVOEXOUEVN UETAAAOELOYOVO 1) KAPKIVOYOVO OpAGCT) TNG
apAPepoénng.

Mo emidpacn g apAPepcEntng oty evoounTpla. aviamtuén Kotadeiydnke oe peréteg g euPpuikng
avantuéng o éykva kKovvéla pe evooPAEPia (3 £mg 60 mg/kg) kabmg kot vrodopia (0,1 Eog 1 mg/kg)
yopnynon. To exinedo NOAEL tg untépag nrav otn 66on tov 3 mg/kg 1 1 mg/kg, avrictoya.
NOAEL yw v enidpacn oty avantoén dev avayvopiotnke. Xt 06on tov 0,1 mg/kg, n
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ovotnuotikn ékBeon pe Baon TV Cmax Kot T copevtik) AUC yia thv eAebBepn apMPBepcéntn fTov
nepinov 17 kau 10 popég vymAotepn, avtictorya, dtav cuykpiOnke pe TG avTioTO(ES TILEG IOV
mapoTNPHONKAY 6TOVG AVOPMTOVE PETA OO EVOOVOAOEIIKT 600T TV 2 mg.

Ot emdpdoelc otV avopIKY| Kot yovaukeio yovipotnto a&toloynnkay og Hépog oG 6unvng Lerétng
og mBNKovg pe evOopAEPLa yopnynomn aeAPepcintng oe d0GelS Tov kKopdavinkav and 3 éog 30 mg/kg.
[apoatmpnnke amovcio 1 akavovieTn ELUNVOPPLCia Pe LeTAPOAEG OTa EMimEd TV ONAVKOY
OPLOVAOV aVOTOPAY®YTG Kol LETAPOAES GTN LOPPOAOYIO KOl KIVNTIKOTNTO TOV CTEPUATOC, GE OA TOL
enineda d0omg. Me Baon v Cmax kot AUC yo tnv ehevBepn apMPepoéntn mov mapatnpndnkav oty
evoopAEPra d6om Tov 3 mg/kg, N cueTnuaTikn £ékBeon ftav wepimov 4.900 ko 1.500 popég
VYNAOTEPT, OvVTioTOLYE, 0O TNV EkBECT] TOV TapATPONKE GTOVG AVOPDTOVS PETE OO
gvooiarog1dikn 60om 2 mg. OAes o1 LETAPOAES NTAV AVACTPEWLLEG.

6. GOAPMAKEYTIKEX ITIAHPO®OPIEX
6.1 Kardhroyog ekddymv

L-iotidivn

Zaxcyopoln

IMoAvcopPikoé 20

Yépoyrwpucd 0&D (Yo pvOuion tov pH)

"Yowp yio evéoipa

6.2 AovpPatotnTeg

EXietyer peletov oyetikd pe tn oupfotdtnta, To Tapdv GUPUIKEVTIKO TPOIOV OeV TPEMEL VAL
AVOUELYVOETOL UE GAND POPLOKEVTIKE TPOTOVTAL.

6.3  Awgpkera Lonjg

3 xpdvia

6.4 Iowitepeg TpoPuLAEELS KaTA TN QOAAEN TOV TTPOIOVTOG
dvldooete og yoyeio (2°C — 8°C).

Mnv katoyoyete.

dvidocoete T0 PLOAid0 6T0 EEMTEPIKO KOVTI Y10 VO TTPOGTATEVETAL OTO TO PMC.

To KhewoTo PLoAido pmopel va puAdooeTal ekTOG Wouyeiov og Beppokpacio pikpotepn tov 25°C péypt
24 ®pec. Metd, To Gvorypo Tov QroAdiov, Tpoympnote 6 d1adIKOcin VIO AoNTTEG GLVONKEC.

6.5 ®@vVon Ku GLOTUTIKA TOV TEPIEKTN
Avdopa o eloAioto (yvoi tomov 1) pe ndpo sloydpnong (eAaotikd fovtoiiov), kot feddva pe
oidtpo 18 G. Kdbe prarido mepiéyetl e&aydypo 6yko tovidyiotov 0,1 ml. Méyebog cuokevaciag 1

@Aido + 1 Berdva pe eiktpo.

To Eyluxvi diatifeton oe cvokevacio mov mepiéyetl 1 prolidio kot pia oteipa fehdva pe @iktpo tov 5
micron (18 G x 1%-inch).

6.6 Iowitepec TPOPUVAGEELS UTOPPIYNG KO AALOG YEIPIGUOG
To @laAidio Tpoopiletal yio pio poVo xpnom Hovo o€ Evay opOaiuo.
Kabe proridio mepiéyel meplocdTePN TOGOTNTO, ATO TNV GLUVIGTOUEVT dOGN TV 2 Mg APAPEPGETTNG

(1oodvvaun pe 0,05 ml). O emmAéov dyKog Ba Tpémet va amoppipBbel Tpv omd T Yop1ynon.
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To duiivpa Ba Tpémet va ereyyBel omtikd yio Toyxdv EEv copatidtokn VAN KoV AToYpOUATIGUO 1| Yo
KG0e peTafoln TNG PLGIKNG EUPAVIOTG TTPLY OO TN (PTOT). L€ TEPITTMOOT TOV TAPOTNPEITAL KATL 0UTTd
TO, TOPATAVE®, ATOPPIYTE TO PUPUAKEVTIKO TPOTOV.

BeAdva pe oirtpo:

Blunt Filter (Fill) BeA6va, 0yt yio éveon oto déppa.

Mnv anootelpmvete v Blunt Filter (Fill) BeAova.

H BeAdva pe oiktpo givor un mopetoydvoc. Mnv v ¥pnoLomOoLEiTe €AV 1) ETUEPOVS GVoKELAGTA Efvot
KOTEGTPAUUEVT.

Amoppiyte T ypnoomomuévn Berdva Blunt Filter (Fill) og eyxexpipévo GUALEKTN atyunpov
OVTIKEIUEV@V.

[Ipocoyn: H eravaypnoyoroinon g Perdvog pe pidtpo pmopei va 0dnynoet oe Aoipmén 1 GAAN
acBévelo / Tpavpaticuo.

I'a v evdoborogldikn éveon, Tpémel va ypnoonombel Beldova Eveong 30 G x %2 inch.

0onyicg y1a T ypijon tov pralidiov:

1. A@oipéote TO TAUGTIKO TOUO KOL ATTOAVLLAVETE TO
eEOTEPIKO PEPOG TOV EAAGTIKOD TAOUATOG EICYDPNONG
oV ProAdiov.

2. Xvvdéote ) Perdva pe gidtpo 18 G, 5 micron mov
TOPEYETAL GTO KOVTL GE 10, ATOGTEPOUEVT] CVPLYYQ
Luer-lock tov 1 ml.

3. Zmpdére ™ Perdva pe GIATPO HEGH GTO KEVIPO TOL
TOUOTOG ELTYDPNONG TOL PLoAdiov péypt 1 ferdva va
gloaydei evieddc péoa 610 PLaAidLo Kol TO GKPO TNG VA
ayyi&et Tov mobuévo 1 Ty Kate dxpn Tov PEloALdiov.
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XPpNOHOTOIDVTAG (UOTTTTI TEXVIKY], OVIATOTE OAO TO oA
TEPLEYOUEVO TOVL Plaidiov Tov Eyluxvi péca ot :
oVPLYYQ, SLOTNPOVTOS TO PLoAidio og 6pbia BEon,
EAOPPAOC KEKALLEVO Y10, VO, SIEVKOADVETE TNV TANPN
avtAnon. ['a v anotpomi g elcaywyng aépa,
emPefordote O6T1 TO AKpO ™G Perdvag pe piktpo gival
BvOopévo pésa oto vYPO. XvveyioTe Vo YEPVETE TO
OLOAL10 KaTd TV AvTANGT KPOTAOVIOG TO GKPO TNG
Behovag pe pidtpo Pvbiopévo pésa oo vypo.

s

(>
\Js

AiGAvpa

To @kpo TnNg
BeAdvag KoITadel TPog Ta KATW,

Befoiwbeite 011 pafdog Tov uforov Exel Tpafnytel ETOPKMG TPOS TO TGO KOTA TNV
EKKEVMOT] TOL PLOAMSTI0V, £T01 OOTE Vo adEldoel TANPwG 1) ferova pe piltpo.

Aparpéote T Pelova e GIATPO Kot amoppiyTe TNV LE GOGTO TPOTO.
Inueioon: H Berdva pe piltpo dev mpoopiletar yio v yp1oyLoToleital yio EVOoHOAOEISIKT
éveon.

XPNGILOTOIDOVTOG AoNTTN TEYVIKN, TEPIOTPEYTE GTAOEPA
o Berova éveong 30 G x ¥ inch oto dxpo Luer-lock
™G oVPLYYas.

Kpatdvtag ) ovpryya pe ) felova va kottdlel Tpog ta
mhvo, eELéyEte T oOpryya Yo euooridec. Edv vmapyovv
QUOOAIDEG, KTUTTNGTE ATOAA T GUPLYYO UE TO OGKTLAO
oG LEYPL OAEC 01 PLOAAISEG VAL AVEBOLYV GTO TAV®

pépoc.
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9. E&olelyte Olec T1C QLUGOAIDEC KOl ATOPAAAETE TNV TEPIGTELN TOV PUPLAKEVTIKOD TPOTOVTOC,
méCovrag apyd 1o EpPolo, £T61 doTE To eMinedo akpo Tov pPOAov va evBuypappucTel pe T
ypapur Tov vrodeikvoet 0,05 ml endvo ot cdpryyo.

AlGAUpa PETA TNV aTToBOAr TwW)
Ipappn docoloyiag Quoalidwv aépa Kail Tou,
yia 0,05 ml TEpiooiou Yapuaxou

Emimedo
akpo
£uROAOU

10. To @uridio mpoopiletar yia pio povo ypnon. H e€aymyn molhamiodv 66cemv amd Eva PlaAiolo
umopei va avénoet Tov Kivouvo emporvveng kot exakoAovdng Aoipméng.
Kdabe aypnoyomointo goappokentikd Tpoidv 1 VITOAEUUN TPETEL VO ATOPPITTETOL COLPMOVA [E
TIG KOTA TOTOVG 15 DOVOESG OYETIKEG OLATAEELC.
7. KATOXOX THX AAEIAY KYKAO®OPIAXZ

Biolitec Pharma Limited Zweigniederlassung Jena
Otto-Schott-Str. 15

07745 Jena

I'eppovia

8. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/25/1972/001

9. HMEPOMHNIA ITPQTHE ETKPIXHX/ANANEQYXHY THX AAEIAX
Huepounvia tpmng yxpiong:

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TAnpopopieg yio To TapOV PUPUUKEVTIKO TPOIOV glval SoBECIUES GTOV SIKTLOKO TOTO
tov Evpomaikod Opyovicpod @apudkov: hitps://www.ema.europa.eu.



https://www.ema.europa.eu/

IHAPAPTHMA II

ITAPAXKEYAXTHX THX BIOAOT'IKQX APAXTIKHX
OYXIAX KAI TAPAXKEYAXTHX YIIEYOYNOX I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H HEPIOPIZEMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H HEPIOPIZEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A.  TAPAXKEYAXTHX THX BIOAOTI'IKQX APAXTIKHY OYXIAY KAI
IHAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEXMEYXH TQN ITAPTIAQN

‘Ovouo kot 51508vve™n TV TUPACKELACTH TS PLOAOYIKMC dPAGTIKNC OLGIOC

STgen Bio Co. Ltd.

45, Jisikgiban-ro
Yeonsu-gu, Incheon,
Anpoxpartio g Kopéag

‘Ovouo kot 51500VVeT) TOV TOPOCKEVOGTH TOL Eival LITEVOLVOC Y10 TNV ATTOOEGUEVCT] TMV TTAPTIOWY

Almac Pharma Services Limited
Seagoe Industrial Estate
Craigavon, Northern Ireland
BT63 5UA

Hvopévo Baciielo

270 £VTUTTO UALO 0JNYLDV XPNOTG TOV PAPHLOKEVLTIKOD TPOIOVTOG TPETEL VO OVALYPAQETOL TO OVOLLOL
Kol 1) 01e00VVEN TOL TOPACKEVAGTH OV £ival VTELOVVOG Y10 TNV ATOOEGUEVCT) TG GYETIKNG TOPTIONG.

B. OPOI'HIIEPIOPIXEMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokevTikd TPoidy yio o 0moio amatteitol Teploplouévn wTpikn cvvtayn (BA. mtapdptnua I:
[epiinym tov Xapoaktnpiotikdv tov [Ipoidvtog, mapdypapog 4.2).

I AAAOI OPOI KAI AITAITHXEIX THX AAEIAY. KYKAO®OPIAX
o Ex0£cg1g meprodikig mapakorovneng g aceaielng (PSURS)

Ot amortioelg yio v vroPoin tov PSURS yuo 10 ev Adym @apuaxevtiko mpoidv opiloviol 6tov
KatdAoyo pe Tig nuepounvieg avapopdg ts Evoong (katdioyog EURD) mov mapatifetar otnv
Tapdypoeo 7, Tov dpBpov 107y, g odnyiag 2001/83/EK kot kaOe erakorovdng emkaipomroinong
OT®G OMULOGIEVETAL GTIV EVPAOTOIKT OIKTLOAKT TUAT Y10l TO POPLLOKOL.

A.  OPOI'H HEPIOPIEMOI XXETIKA ME THN AX®AAH KAI AIIOTEAEXMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITIPOIONTOX

o Yyéo10 owayeiprong Kivovvou (XAK)

O Kdaroyog Adetog Kvkhogopiag (KAK) Ba dieEaydyet Tig anattovpeves dpacTnptoTnTes Kot
TOPEUPAGELS PUPLOKOETOYPVOTVIONG OTMC KATAYPAPOVTOL AETTOUEPDS 6TO GLUPMYNOEV ZAK 7oV
mapovctdletar oty evotnta 1.8.2 g doelog kKukAopopiag Kot 0molecdnToTe ETaKOA0VOES
gykekpipéveg avabempnoeig tov TAK.

‘Eva emkapomoinuévo XAK Oa mpénet va katoredet:
e Metd anod aitnua tov Evponaikod opyavicpod @oppdxov,
o OmoTEdNMOTE TPOTOTOLELTAL TO GVGTN O SAYEIPIONG KIVOVUVOL, E10IKA (G OTOTELEG IO AMYNG
VE®V TANPOGOPIDV TOV HUTOPOVV VOl EMPEPOVLY CTUAVTIKT GAANYT OTH GYECT] 0PEAOVC-KIVOHVOL
N ©¢ omTOTELESUA TNG EMTEVLENC EVOG GNUAVTIKOD 0POCTHOV (POPUOKOETAYPVTVIOT 1}
glayliotomoinomn Kivévvov).

Edv n vopoir poag PSUR kot 1 emkopomoinomn tov ZAK cvpnintovv, dhvaton va katatedovv
TOVTOYPOVA.

2votuo PopuokosmoypOTVNoNS
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O KAK mpénet va 106QpaAicel OTL TO GUGTNLLO POPLOKOETOYPOTVIGTG TOV TOPOVGLALETAL TNV
evotnra 1.8.1 g adetag kukhopopiog £xet eykotactadel Kot Aeltovpyel Tpv Kot KOTA T SdpKeLn
KUKAOQOPIOG TOL PUPUUKEVTIKOD TPOTOVTOG GTIV 0yOpPd.

o EmnpocOeta pétpa ehayrotomoinong Kivovvou

0O KAK £yel cuoupovioetl vo, Tapaoyel E0pmmaikd ekToidenTikd VKOS yio. to Eyluxvi. TIpw amd v
KuKlogopia kot kotd ™ dibipkela Lm1|g Tov mpoidvtog oe Kabe Kpdtoc Méhog, 0 KAK Ba cuppmvioet
Y0l TO TEAIKO eKTTOdELTIKO VAKS pe v EBvikn Appoda Apym.

0O KAK swacpolilel, oe cuvéyelo ouintioemv Kot cuuemviog pe tig EOvicég Appuodieg Apyég oe kdbe
Kpdtog Mélog mov to Eyluxvi kukhogopei, 0Tt Ba mapéyetor o€ 0AeS TIG 0QOOALOAOYIKEG KAMVIKEG,
7ov 10 Eyluxvi avapévetat vo ypnotpomom0ei, ETKOPOTOMUEVO TOKETO TANPOPOPIDV Y10 TOV TP
7ov Ba mepi€yel To axoAovba aToyeio:

. [TAnpoopieg TOV APOPOVY TOVG 1ALTPOVG

. Mayvntockonnon g Stadikaciog evooboloedIKng EVEoTg
. Ewovoypappa g dtodikaciog evooaA0EIOIKNG EVEST

. [Moxéto TANpoPopIdY Yo ToV acbevi

Ot TAnpoopieg yio Tov 10TPd GTO EKTOOEVTIKO VAIKO TPEMEL VO, TEPIEXOVV TA TALPAKATM OVGUDON

ototyeio:

. Teyvikég yio evOoDaA0EDIKN Evesn cuumepAapfavopuévng g xpnong piag ferova éveong 30
G, ka1 g yoviag &yyoong

. Empefaioon 61t 10 groridio mpoopiletor povo yio pic xpron

. H avdyxn yo v amopoin mepicoetog dykov amd T ovpryya mpv oo v éveon Eyluxvi yia
TNV amoeLYN VIEPSOGOAOYING

. [apakorovdnon Tov achevdv petd v evooDaAogdIKN £VEGT CLUTEPIAAUPOVOUEVIG TNG
TapaKoAovONGNC TG OTTIKNG 0EVTNTAG Kol aENGNE TG EVOoPOaiog Tieong uetd tnv £veon

. Boowd onpeio kot GOUTTOROTO TOV OVETIBOUNTOV EVEPYELDV TOV GYETILOVTOL LE

€vO0DaA0EdIKT £veon cvpmeptlapfovopévng g evoopBalpitidag, T evoopOaiLog
QAEYHOVIG, TNG avénuévng evooeBdApag Tieons, g PHENS Tov perayypoov emdniiov Tov
AUPIPANGTPOEISOVG KOl TOV KOTAPPAKTN

. IMuvaikeg acBeveic oe avoamapaymykn nhkio TpEnetl va AABOVV ATOTEAEGUATIKY AVTIGOAAYN
Ko o1 £yKveg yovaikeg de 0o mpénet va Adpouvv to Eyluxvi.

To maxéto evnuépmong TV acBEVOY TOV EKTAUOELTIKOD VAIKOD TEPIAALPAVEL £V EVNUEPMOTIKO 00N YO
ac0gvoig kot o akovoTiky £€k60om avTol. O eviuepoTikdg 00Myos aodevodc Tepiéyet Tic akOAoLOES
0VGIMOEIC TANPOPOPIEG:

. dvAro Odnyudv Xprong

. Moot Oa pémet va Oepanevovtar pe to Eyluxvi

. ITo¢ va mpostolpaotel yio ) Oepomeio pe Eyluxvi

. TTowa givon ta Prypata wov akodovBovv ) Bepaneio pe Eyluxvi

. Boowd onpeio kot copuntdpate Tov coapdv averiBOunTov veEpyEIOV

ovopmeptAapPoavopévng tng evooeOaiuitidag, tng evooeOaALLNg PAEYUOVAG, TNG CVENUEVIC
£v30QOdAII0G TTigoNG, TNG PENG TOVL UEAXYYPOOL ETONAIOL TOL OUPIPANGTPOELBOVG KO TOV

KOTOPPAKTY
. [16te va avalnmoel engiyovoa @povtidn amd TOVG EXAYYEALOTIEG TOL TOUEN VYEiNG
. TIMuvaikeg aobeveic o€ avoamapayyikn nAKio TpETel vo AABOVY OTOTEAECUATIKY AVTIGOAANYT

Ko 01 £YKVEG yuvaikeg de 0o mpémet va Adfovv to Eyluxvi.
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IMAPAPTHMA 111

EINIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A.EINIXHMANXZH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
KOYTI

DroAioo

’ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

Eyluxvi 40 mg/ml evécipo didlopo o€ glaAidto

aQALPEpCETT

’ 2. XYNGOEXH XE APAXTIKH OYXIA

1 poAido mepiéyel 4 mg apPepoéntng o€ 0,1 ml Stoddparog (40 mg/ml).

3. KATAAOIOX EKAOXQN

"Exdoya: L-tot1divn, caxyapoln, moivcopPiko 20, vdpoyAwnpikd o&d (o phbuon tov pH),
VOOP Y10 EVEGIUAL.

4. ®APMAKOTEXNIKH MOP®H KAI IEPIEXOMENO

Evéowo d1dAvpa oe proridio

1 @loAido wepiéyel 4 mg aprPepoéntng o€ 0,1 ml Stohdpatog (40 mg/ml).
18G Pehdva pe @iktpo
Movn| 6601 tov 2 mg/0,05 ml.

’ 5. TPOIIOX KAI OAOX XOPHI'HXHX

Evdotologdikn yopiynon.

IMao pio gprom povo.

AwPaote 10 QUALO 0ONYIOV XPNOTG TPV 0T TN YPNOT.

H nepiooeia dyxov mpénet va aporpeital mptv amd v Eveon.

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

Na puidocetat og Béom, TNV omoia dev PAEmovY Kat dgv mpoceyyilovy Ta motdid.

’ 7.  AAAH(EX) EIAIKH(EX) MPOEIAONOIHXH(EIX), EAN EINAI AITAPAITHTH(EX)

’ 8. HMEPOMHNIA AHEZHX

AHEH
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9. EIAIKEX XYNOHKEX ®YAAEHX

dvidcoete og yoyeio.
Mnv kaToyvyeTe.
Duidooete T0 PLOAISI0 6TO EEMTEPIKO KOVTI Y10 VO TPOGTUTEVETOL OO TO POC.

10. TAIAITEPEX IPO®YAAZEEIX I'A THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTON ®APMAKEYTIKQN ITPOIONTON 'H TON
YIHOAEIMMATQN [HOY ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAYX KYKAO®OPIAX

Biolitec Pharma Limited Zweigniederlassung Jena
Otto-Schott-Str. 15

07745 Jena

I'epuovia

| 12.  APIOMOZX(OI) AAEIAX KYKAO®OPIAE

EU/1/25/1972/001

’ 13. APIOMOZX ITAPTIAAX

[aptida

’ 14. TENIKH KATATAZEH I'TA TH AIAGEXH

’ 15. OAHI'IEX XPHXHX

| 16. ITAHPO®OPIEX XE BRAILLE

H artioAdynon yio va unv mepiingBei n ypoen Braille eivat amodekt.

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

A163146T0TOC YPOUU®TOC KOdKaS (2D) mov @épel Tov TeEpn@OEVTO LoVadIKO avoyVOPIGTIKO KMOOIKO.

18. MONAAIKOZX ANAI'NQPIXETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA
AIIO TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX IIOY ITPEITEI NA ANAT'PA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX YYXKEYAXIEX

EINIXHMANXH

Duoridlo

’ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX XOPHTHZHX

Eyluxvi 40 mg/ml evéoyuo duddvpo

apMBepcéntm
Evdoboiogdkn yoprynon

2. TPOMNOX XOPHTHEHE

3. HMEPOMHNIA AHEHE

EXP

4.  APIOMOX ITAPTIAAX

Lot

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

4 mg/0,1 ml

6. AAAAZXTOIXEIA
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B. D’YAAO OAHT'TQN XPHXHX
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@viro ooy ypiong: IIinpoeopics yia Tov a.60evi)

Eyluxvi 40 mg/ml gvéoipo d1divpa 6€ Prariotlo
apAPepoénn

vTo @appoako avtd TeEAel LG CLUTANPOUATIKY TOPaKOoAOVONGN. AVTo Ba emTpéyeL To Ypryopo
TPOGIOPIoUO VEOV TANPOPOPLOV acpaAeloc. Mmopeite va Pondnoete pécw g avagopdg mhavmv
aVETBOUNTOV EVEPYELDY TOL EVOEYOUEVMS Tapovatalete. BA. Téhog g mapaypdpov 4 yio tov Tpodmo
avaopds avemBOUNT®V EVEPYELDV.

AP aoTe TPOGEKTIKG OLOKANPO TO PVALO 00N YIOV YP1|O1S TTPLY 6US Y OPN YN0l avTO TO PappOKO,

010TL TEMAUPPEVEL SNUOVTIKEG TANPOPOPIES Y10 GOC.

- DdvrdEte avTd TO PUALO 0dNYIDV YpNonG. Towg ypelootel va to dfdocete Eovd.

- Edv éxete mepartépo amopieg, poTNGTE TOV Y10TPO GOG.

- Edv mapatmproete Kamowo avemBOUNTN VEPYELD, EVIUEPDGTE TOV Y1ATPO GAG. AVTO GYVEL Ko
v KaBe mBavn avemBOuNTN EVEPYELD TTOV JEV AVAPEPETAL GTO TAPOV GVAAO 00T YLDV YPTONG.
BA. mopaypago 4.

T epréyer To mapov @OLA0 00N YLAOV:

T eivon o Eyluxvi kou oo givor 1 xprion tov

T npénel va yvopilete Tpv oag xopnyndei to Eyluxvi
Iog Ba cag xopnyndei to Eyluxvi

[MBavég avemBounteg evépyeteg

Iog vo puidooete to Eyluxvi

[epreydpeva TG cLOKEVAGING KOl AOITEG TANPOPOpPiES

Sk~ w

1. Tuveivor to Eyluxvi kon o givan 1 yprion tov

To Eyluxvi givat éva d1dlopo mov yopryeitar pe £veon uéco 610 LATL 6TOVG EVAAMKES Yl T Bepameio
KOTOOTAGE®MY TOV LOTIOV TOV ovopdalovTot

- veoayyelakn (Vypod THTOL) NAKIAKT EKPOAIOT TNG WYPAG KNAidag (VYpoh Tomov AMD),

- eldTToong g Opaong and devtepomadég oidnua TG wypag KNAldag Tov opeiietal o€
andppaén eAEPag Tov apePAnctpocdoig (khadkig RVO (BRVO) 1 kevipikig RVO
(CRVO)),

- UEIUEVN Opoon AOYM 0101HaTog oypdc knAidag drapntikng arttodoyiag (DME),

- HELOUEVN Opac AOY® VEONYYEIMONG TOL XOP10£1d00¢ Adym pvoriog (Lvoriki CNV).

H apMBepoéntn, n dpaoctikh ovsio tov Eyluxvi, amokAeicl T dpactnploTnTa Lo Opadog
Tapayovtov, mov gival yvootol g VEGF-A (ayyelaxog evoodniiokog avéntikdg mapdyovtag A) Kot
PIGF (mhakouvtiokog avénTikdg mapdyovtag).

e aobeveic pe vypod THmov AMD Kot pvemiky CNV avtoi ol Tapdyovieg, dtav Ppickoviol og
avENUEVN TOoOTNTA, GLGYETICOVTAL GTO U PUGIOAOYIKO GYNUOTIGUO VEDV LLOPOP®V ayYEI®V GTO
udti. Avtd To vEa a1o@Oopo. ayyEia. LITOpovV VoL TPOKOAEGOVY T1 S10pPOT| GLGTATIKMY OHUOTOS LEGO
670 UATL Kot TV emakdAovOn BAAPT TOV 1I6TAOV TOL HaTIoD ToL Eivar vIEKOBVVOL Yo TV OpOoT).

Xe aoBeveig pe CRVO, cvpfaivel amd@paén 6To KOPLo aopOpo ayyelo IOV LETAPEPEL OOl LOKPLYL
Ao Tov ouEPANCTPOELdN. Q¢ amdvtnon, To exinedo Tov VEGF av&davovtal mpokaAdviog tn dioppon
VYPOD HEGH GTOV AUPIPANOTPOEIDN KOl KOTA CLVETELD 001 YOUV o€ €£0idnom g wypic KnAidag, (To
TUNLO TOV AUPIPANGTPOEIDOVG TTOV Eivat vTevBvvo Yo Tn AewT} OpaoN), KATAGTAUOT] TOV OVOUALETOL
oldnua ¢ oypag knAidag. Otav n wypd kniida yepilet pe vypod, n KeVIpikn dpaot yivetatl BoAn.
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e aoBeveig e BRVO, pa 1 meptocotepeg S1akhadOGELS TOV KUPLOV OLOPOPOV ayyeiov Tov
UETAPEPEL TO aiipa LoKPLd omd Tov apeiAnotposdn, epnodiletal. Qg enaxdiovbo, Ta eninedoa VEGF
ALEAVOVTOL TPOKOAMVTAG TNV dpPOT] VYPOD EVTOG TOV AUPIPANGTPOELON KOl GUVETMG TPOKAADVTOG
oldnpa g oypdhs KnAidag.

To oldnpa wypdg knAidoc dtafnTikng arttoloyiog ival SLOYK®MGN TOL AUPIPANGTPOEISOVG TO OTTOT0
ovpPaivel og acheveig pe dafn AOY® da@LYNS VYPOL amd Ta AHOPOPa OyYEiDl GTO ECOTEPIKO TNG
oypds knAidac. H oypd kniida elvar Eva tufpa Tov apeiPAnctpogdovg vaevduvo yio v Koin
opao. Otav n oypd knAido yepiletl pe vypo,  Kevipikn 6pacn yivetar OoAn.

H apMPepoéntm €xet kataderyBel 6TL oTapaTd TV OVATTVEN VEDV LT GUGIOAOYIKADV CLLOPOPDV
ayyei®v 0To HATL, To 07010 GLYVA TapPoLGSLAlovY dlappor VYPOL 1 apoppayodv. H aplPepcéntn
umopei va fondnoetl ot otabeponoinon kat, € TOAAEG TEPITTMGELS, 0T PEATIOOT TG ATOAELNS TNG
opaong mov oyetileTon pe v vypov thmov AMD, CRVO, BRVO, DME kot pvorikny CNV.

2.  Tvmpéner va yvopilete Tpy cag yopnyn0si to Eyluxvi

Agv 0a cog xopnyn0si To Eyluxvi

- o€ mePITTOOT aAlepYiag otV AEAPEPGENTN 1| G OTO0ONTTOTE GAAO OO TO. GLGTATIKA CVTOV
TOL POAPUAKOL (CVOPEPOVTOL GTNV TTAPAYPAPO 6).

- €qv €xete evepyn N evogyOUEVT LOAVVEN LEGH 1) YOP® OO TO LATL (0POOAUIKN 1) TEPLOPOOAUIKT
Aolpwén).

- eaqv €xete coPoapn AEYLOVY TOV HATIOV (TTOL LTOJEIKVVETAL OO TOVO 1| EpLOPOHTNTR).

IIpogidomoun|oelg Kol TPOoPUAGEELS

AmevBuvBeite otov yloTpd cog mptv cag yopnynoei to Eyluxvi:

- €AV &YeTe YAUDK®LLO.

- €V £yete 10TOPIKO AAyeny 1 EEOPOUATOV GTIV OpacTH GOG Kal EGv £xete o Eapvikn avénon
ToV peyéBoug Kot Tov apfpol TV eE0pmUATOV.

- €qv mpaypatomomOnke 1 eivorl TpoypoUUOTIGUEVT] YELPOVPYIKT eXERPAOT 0TOV 0QOUANS Gag
EVTOG TOV TPONYOVUEVOV 1 TOV ETOUEVOV TEGCAPOV ERSOUASMV.

- eav &xete coPapn popen CRVO 1 BRVO (woyopikn CRVO 11 BRVO), 1 Bepaneia pe o
Eyluxvi oe cuviotdror.

Emum\éov, ivar onuavtikd va yvopilete ot

- N 0CQAAELD KO 1] ATOTEAEGLOTIKOTNTO TG APAPEPCETTNC OTOV YOPNYEITOL KOl GTOVG dVO
0BG TanTOYpOVa deV €YoV HEAETNOEl GLOTNHATIKA KO EQV YIVEL (PNOT) LE QVTO TOV
TpOTo pmopel va avéndet o kivouvog vo TapovcelocTobY YEVIKG aVETIOOUNTEG EVEPYELES.

- ot evéoelg e to Eyluxvi pmopodv va mpokaiécovy o abéEnen oty mtieomn tov patiod
(evbo@OdaApia ieon) o opiopuévoug acbeveic eviog 60 Aemtmv and v éveon. O yiatpdc cog o
TO TOPAKOAOVOEL AVTO PETA TNV EVEoT).

- €av avamthéete (o LOAVVoT 1| GAEYUOVT GTO E0MTEPIKO TOV HaTIoN (evoopOaAuitidn) 1 GALEC
EMMAOKEG, UTOPEL VO ELPaviceTe 0PBAAUIKO TOVO 1 avénuévn ducpopia, Emdevoduevn
epLOPOTNTA TOL HOTIOD, OOAN N pHEl®UEVT OpaoT, Kat avénuévn evatctncio 610 PwC.
OTo100MTOTE GUURTAOUATO EIVOL GTULOVTIKO VO SLOtYyVOGTOVV KOl VO OVTIHETOTIGTOVV OGO TO
duvaTOV GUVTOUOTEPO.

- 0 YuTpog cog Ba eréyEet edv Exete AAALOVC TAPAYOVTES KIVOHVOL TTOL Pmopel va av&eovy v
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mOavoTNTa PRENG N AmoKOAANoNG oG €K TV oTIRASWMY 0T0 TiGm HEPOG TOL 0EBaALD (P1EN
TOL peAayypoov emtOnAiov Tov apEIPANcTPOEB0VG), 0TOTE 68 aVTH TNV TTEPinTmon to Eyluxvi
Oa pémel va yopnynOei pe mpocoyn.

- 10 Eyluxvi dgv npénet vo ypnopomoteiton katd T S1dpKeLn TG EYKLHOGVVIG EKTOG EQV TO
EVOEYOUEVO OPEAOC VITEPTEPEL TOV EVOEYOUEVOD KIVODVOD Yo TO ayEvviTo PpEQoc.

- 01 YOVOIKEG GE aVOTAPOY@YIKT NAIKIO TPETEL VOL YPT|CLOTOLOVV ATOTEAEGIOTIKT OVTIGOAAIYN

Katd tn odpKela g Bepomeiog Kot Yo TOVAGYLGTOV TPELS EMMAEOV UNVEG LETE TNV TEAEVLTOLNL
éveon tov Eyluxvi.

H ovompuatikn xprion avaotoréov tov VEGF, mapdpoiov ovcidv pe gkeiveg mov mepiéyet to Eyluxvi,
oyetifetor duvnrikd pe Tov Kivouvo dnpovpyiog Bpdupwv Tov aipatog ot omoiot palovv ta aopdpa
ayyeio (TeploTOTIKG 0pTNPLOK®OV OpouPoerPoAK®Y ETEICOOIMV) TOV UTOPEL VO, 0O YIGOLV GE
KapSLoK TPOGPOAT 1] AYYELWHKO EYKEPAAIKO EMEIGOI10. OE®PNTIKE VTLAPYEL EVOG KIVOLVOG TETOLOV
ovpfavtov petd v éveon tov Eyluxvi oto patt. Yrdpyovv meplopiopéva dedopéva yio tnv oc@aieio
ot Oepomeio acbevov pe CRVO, BRVO, DME kot poomik CNV ot omtoiot égovv vrootel ayyeloko
EYKEQOMKO EMEIGOOL0 N EAAPPD EYKEPUAIKO (TAPOIIKO IGYULUIKO EXEIGOI0) 1 KAPIIOKT TPOGPOAN
EVTOG TV TponyoOueVeY 6 unvav. Eqv kdmoto and avtd cog apopd, To Eyluxvi 6o yopnynOei pe
TPOGOYN.

Yrdpyel povo mepropiopévn epnepia ot Oepaneio
- acBevav pe DME Aoyw dwafnm tomov I.
- dafnTikdVy pe modd VyMAES péceg TG cakydpov tov aipatog (HbALC dve tov 12%).

- SlfnTik®v pe o Tabnon tov 0eBoiumv Tov Tpokaieitatl amd to daPrtn 1 omoio ovoudleTon
TOPOYOYIKN SNk apePAnctposidonddeia.

Agv vrapyet epnepio otn Bepamneio

- acBevav pe o&eleg AoudEes.

- acBevav pe dAreg TabNoEG TOV 0QOUAU®Y OTTMG ATOKOAANGCT) TOV OUPPANGTPOEIB0VE 1| OTN
™G OYPAC KNALdAG.

- OPNTIK®V [E UN EAEYYOLEVT DYNAT apTNPLOKT TTiEo.

- un Acwtov acBevav pe poomikr] CNV.

- acfevav o1 omoiot £yovv TponyovuEvmg VToPANOel o Oepameio yio ppomiky CNV.

- acOevav pe PAAPec EEm amd To KEVTPIKO HEPOC TGS WYPAS kNAidag (eEmPobpucés PAGPEC) Yo
pvomikn CNV.

Edv xémo10 amod to mapamive oog apopd, o Yiatpog cog 0o Aapet vwdyn avtyv v EAAenym
TANpoYopLdY OTay cag yopnynoet Bepameia ue o Eyluxvi.

Iowora kon Epnpor

H yprion tov Eyluxvi ce moudid 1) epnfovg kdtw tev 18 etdv dev £xet uehetnbel kabmg m vypod THITOV
AMD, CRVO, BRVO, DME kot pvomik CNV givar Tabfoeig mov TpocBaiiovy kopimg tovg
EVNAIKEC. ZUVETAGC 1 XPNOT TOL gV apopd (1 dev amevfOVETOL GE) VTNV TNV NAKIOKT OHAda.

Arho @appoxa ko Eyluxvi
Evnuepmote tov yiatpd cag edv ypnoiponoleite, £xeTe TPOGPATO XPNGUYLOTOMCEL 1] LTOPEL VO
YPNOUOTOMOETE AALN PAPUAKOL.

Kvonon ka1 Onhaopog
- IMvaikeg o avomapaymyikn nAkio TPETEL VA YPTGILOTOIOVY OMOTEAEGUOTIKY OVTIGUAANYT
Katd TN Sudpkela TG Oepameiog Kot Yo TOLAGYIGTOV TPEIC EMTALOV UAVEG LETA TNV TEAELTAIN
éveon tov Eyluxvi.
- Aev vrdpyer epnepio and ) yprion tov Eyluxvi oe éykveg yovaikec. To Eyluxvi dgv mpénet va
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YPNOLOTOLEITOL KATE TN SIEPKELN TG EYKVHOGHVNG EKTOG GV TO EVOEYOUEVO OPELOC VTEPTEPEL
TOV gvdgXOLEVOL KIvdUVoL Y o EuPpuo. Edv eiote éykvog 1 oyediblete va petvete éykvog,
ov{nmote yuo To Bépa anTod pe Tov Y1opd cog Tpy ) Bepameia pe to Eyluxvi.

- Mukpég moodtteg Tov Eyluxvi pmopei va mepdoovy 6to avOpmmivo yéAa. Ot ETRTOCELG 6TO
veoyvo/Bpépog mov Inhaler sivar dyvmotec. To Eyluxvi dev cuvictdron katd v S1dpKeLo. Tov
OnAacpod. Eav Onialete, ovintiote pe tov yatpd cog tpwv and tnv Bepaneio pe Eyluxvi.

O ynon ko LEWPLopog PNy ovnpuaTey

Metd v éveon| cog pe to Eyluxvi, pmopei va eppovicete oplopéves Tpocmpve SoTopayEg TG
opaong. Mnv odnyeite N xepileote pnyovipata yio 660 ypovikd dtdotna S1apkodv avTéS ot
draTaporyEc.

To Eyluxvi sgpiéyer

- Myotepo and 1 mmol vazpiov (23 mg) ava d6on, . ovc1acTIKG gival «EAeDBePO vaTpiovy.

- 0,015 mg moivcopPikov 20 og kabs d6on 0,05 Ml wov 16odvvauovv ue 0,3 mg/ml. Ta
ToALGOPPUKd propel va TpokaAEcouV aAAEPYIKEG avTIdpAcElS. Evinpepdote Tov wtpd oag av
éxete YVOOTEG OAAEPYIES.

3. Tlog o cag yopnynOsi to Eyluxvi

"Evag yiatpog éumelpog ot xopnynon evécewv oto patt fo kavel v éveon tov Eyluxvi péoa oto
pdtt cag vrd donmreg (Kabopéc Kot e amooTtelp®on) cuVOTKeS.

H ocvvietouevn d6on givan 2 mg apiipepoénng (0,05 ml).
To Eyluxvi yopnyeiton o¢ éveon péca oto patt oag (evooialogdikn £veon).

[pwv v éveon, o Y1aTpog 6ag Oa ¥PMNGILOTOGEL ATOAVLOVTIKO 0QOUALIKS StdAvpa Y10 v Kabapioet
TO HATL GOG TPOCEKTIKA, £T01 MOTE va. amoPevydel 1 péivvon. O yatpdg cog Ba cag xopnynoet eniong

£vaL TOTIKO avoloOnTIKO Y10 VoL EAATTMCEL 1] VO ATOTPEYEL TOV TOVO OV 100G 0OG TPOKAAEGEL 1) £VEDT).

Yypod tomov AMD

Ot acBeveic pe vypov Tomov AMD Oa Aaupdavouvv Oepomeio pe pio Eveon avd unva yo Tpeig
L0 d0YIKEG DOGEIC KOl TN CLUVEXELDL UE OKOUO, [iol EVEST] LETA atO AAAOVG dVO UNVEC.

O ywpds oag Ba amopacicet edv 1o pecodidotna e Beponeiog avapesa oTiC EVECELS PLTopel va
Srotnpn et yio kabe 600 pqveg N Oo Tpémet otadiakd vo enektabel o pecodooTnuaTo TOV 2- 1) 4-
ePdopddmv epdoov N Katdotaon cag £yl otabepomoindet.

Edv n xatdotaon oag enidevobel, 1o HeGodIGoTNUN OVAIESO TIC EVEGELG UTTOPEL VO PELOEL.

Extog edv mopovcidoete kdmolo TpoPAno 1] 6og CUUPOVAEYEL SIAPOPETIKA O YLUTPOG GUS, OEV
VTLAPYEL AVAYKT] OO EGAG VO EXMCKEPTEITE TOV Y1OTPO GUG OTNV TEPI00 UETAED TOV EVEGEMV.

Agvreporabic oidnuo e wypac knliooc amwo RVO (kladikn RVO 1 kevipikn RVO)

O y1atpoc oag Oo, kabopioel To To amoterecaTiKd OepamenTicd TPOYpauUa Y10 €66G. Ou Eekvnoete
™ Oepameia cog pe o oelpd amd unvioieg evéoelg Eyluxvi.

To ypovikd ddoTnua avapecso oe dvo evéoelg de Do Tpémet va eivar LIKpOTEPX OO EVal UVa.

O y10tpdg oag umopel va amopaciost T dtakomn g Oepaneiog pe to Eyluxvi edv dev enmeeleiote
amo auT).

H Oepancio oag 0o cuveyiotel pe pnviaieg evéoeig péxpt va otabeponombei n katdotaon cog. Mmopel
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VO YPEWGTOVV TPELS N TEPIOCOTEPES LUNVINLEC EVETELS.

O y1atpdg oag B mapakorovbel v avtamokpion cog otn Bepomeio Kot TOAVOS Vo cLVEYIGEL TN
Oepameio aLEAVOVTOG GTASIOKE, TO, LEGOJIAGTILOTO OVALEGO, OTIG EVEGELG TPOKELEVOD VO SLOTNPOEL
pa otabepn| katdotoon. Edv n katdotaon cag apyicet vo eTdevOVETAL LETA TV TAPATAGT) TOV
pecodactnudtov Bepaneiog, o YTpdc cag Bo LEUDGEL TO, SIOGTILLOTO OVTIGTOLYOL.

Avdloya pe v avtandkpion mov Ba éxete ot Bepaneia o yoTpdg cag Bo amopaciocet 1o TpdypappLo
mapaKolovONoNS oxeTIKA e TG e€eTdoelg kot Oepaneieg cag.

Oidnuo wypac kniidag owfnring cutioloyioc (DME)

Ot acBeveic ue DME 0a Aapfavovy Bepomeio pe pio £veon ova pMqvo yio TG TPMTEG TEVTE O1000YIKES
d00ELg KOl 0T GUVEYEL pio Eveor kdBe dvo pnves.

To pecodidotnuae peta&d tov Bepaneidv uropel va dttnpndetl otovg 600 pveg N va Tpocappoctel
otV Katdotaon oag, He faomn v e€€tacn tov yiotpol cag. O yiatpog cog 0o amopacicel oeTIKd e

TO TPOYPOLLLO Yia TIG EEETAGELG TOPAKOAOVONOTG.

O ywTpdc cog umopel va omo@aciost T dtokonn tng Oepomeiag pe Eyluxvi edv Bempel 6t1 dgv
oeeAeiote amd T cvveylouevn Bepameia.

Mowmixy CNV

Ot acBeveig pe poomkr] CNV vrofdiiovion og Bepaneia pe pio epdnas éveon. Oa AdPete meportépm
EVEGELG LOVO €4V 01 EEETAGELG TOL YILTPOL GO OTOKAAVYOLV OTL 1 KATAGTACN Gag Oev Exel PeATiwbel.

To ypovikod diaetuo Hetald TV 000 EVEGE®V eV TPEMEL VA, vl LIKPOTEPO TOL EVOG UNVOG,.

Edv n xotdotaon cog e£apavioTel Kot 6T GUVEXELN ETAVEUPOVIOTEL, 0 YLOTPOS GOG UTOPEl va apyicel
Eavad tn Bepameio.

O ywtpdg cog Ba amopacicel oxeTkd Le To TPOYPALLa Yo EEETACES TapakolovBnoNG.

Eav mraparerpOsi pro d6om tov Eyluxvi
Kheiote éva véo pavtefo0 yua e&€taom kat yopnynon g £veone.

Awkor g Ospanciog pne o Eyluxvi
Zoppovievbeite Tov YiaTpd cog Tpotov dlakoyeTe T Oepaneio.

Edv éxete meplocoOTEPEG EPOTNHGELS GYETIKA LIE T YPNOT] OVTOV TOV PAPLAKOD, POTHGTE TOV YTPO
oac.

4. IhBavéc avemOounteg evépyeieg

Onwc 6Ma ta pdppoka, £T61 Kot avTd TO EAPUOKO UTOPEl Vo TPOKAAESEL AVETIOOUNTES EVEPYELES, OV
Kot OgV TOPOLG1ALoVTaL G€ OAOVE TOVG avOpmITOC.

Eivar duvatov vo mopouctactodv aAepyIkég aviidpdocsig (vepsvoiotnoia). Avtég pmopei vo sivar
60PopPES KOl OTALTEITOL VO EMIKOLVOVI|GETE PE TOV YIOTPO 6O AUECOG.

Me 1 yopnynon tov Eyluxvi, pmopel va Tapovuclastody opiopéves avemBounTeg EVEPYELES TOV
emnpealovv Toug 0pHaALOVG AOY® TG dladikaciag Te Eveonc. Oplouéveg amd avtéc umopet va, givat
oofapég kot tepthapupdvovy TOPAmON, cofapn AoipmEn 1] PAEYROVI] 6TO E6OTEPIKO TOV 0QPOUANOD
(evboBarpitidn), amoxoiinon, prién | mpoppayia ™G EOTOLVAIcON TS 6TIPAO0G 6TO TG
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RéEPOS TOV 0PBaAROD (amokOAAN G 1 PHEN TOV QUPIPBANGTPOELdOVC), B6Amon Tov PaKoD
(Kotappaktng), arxpoppayio Tov 0@Oaipoev (apoppayic TOL LOAOEWBOVS CAOLATOS), GTOKOAAN O TNG
CeAaTIVOO0VG 0V6I0G 6TO EGMTEPIKO TOV 0QPOUALOD 0T TOV AUPIPANOGTPOELON (ATOKOAANGN TOV
VOAOEWOOVG GMUATOC) Kot adEnon TG wieong péca 6tov 0pOaipd, PA. Tapdypapo 2. AVTég ot
coPapéc avemBounteg evépyeleg mov ennpedlovy tovg oeBoipos Tapatnpndnkav ce Atydtepes omd 1
o115 1.900 evéoelg otic KAVIKES peléTed.

Edv &yete Eapvikn peioon g dpacng 1 avénon Tov Tdévov Kot epuBpodTnTa 6TOVS 0POUALOVS HETA
TNV £VECT, EVI|UEPADGTE TOV YU TPO 60G APECMC.

Kotdroyog Todv avemBOpntmv evepyet®dv mov ava@ipinkav

AxoAovBel £vag KaTdhoyog TV avemBountov evepyeldv mov avaeépinke o1t duvntikd cyetiloviot
He TN Sl dKkacio TNG £veone N e TO PAppoKo. Mropel vo umv Tapoucildoete Kopio ond auTtég.
[évtote va cu{nNTdte OTOIEGONTOTE TOOVOLOYOVUEVES OVETIBOUNTEG EVEPYELEG LLE TOV YIOTPO GOC.

IHoAd cvyvég avemOOuNTEg evépyareg (umopel vo. emnpedoovy mepioootepa and 1 ota 10 droua):
- emdeivwon g Opacng
- aloppayic 6To To® HEPOG TOL 0POUALOD (apoppayic TOL AUPPANGTPOEBOVS)

- KOKKIVOL LATIO TPOKOAOVUEVE, OO OLLOPPAYio: LKP®V OHo@OpaV ayyelov oTic eEmTEPIKES
oTo1PAdEC TOL 0POUALOD

- évog oTovV 0QOAANO

Yoyvég avemOOuNTES EVEpYELES (umopet va. emnpedoovy uéxpt 1 ora 10 droua):

- amokOAANon 1 pNEN VoS €K TV GTIRAS®V 6TO TG® PEPOG TOL 0POUALOD TOL TPOKOAET
AALWELG EOTOG LLE KIVOOUEVO GTIYLOTO TTOV HEPIKEG POPES 0ONYEL OE UTMDAELL TNG OPUCTIC
(PNéEN*/amokdAANoN Tov pedayypdoL emBNAioL TOL AUPIPANGTPOELDOVG, amoKOAAN o/ pNEN TOV
aUPPANGTPOELDOVG)

- EKPOAOT TOV APPIPANGTPOEdOVS (SraTapayn TNG OPOCS)

- alpopporyio Tov 0eOUALOD (a1poppayict GTO VOAOEIOEG CAOLLL)

- OPIOUEVEC LOPOES BOAmONG TOV PaKoD (KATOPPAKTNG)

- BAGPN g otPddag mov PpickeTar 6To TPOHo péEPOG Tov PorPoD (kepaTOEdNG)
- avénon g mieong Tov 0EHAALOD

- Kvovuevo otiypato otnyv opoot (eE10pmuata)

- amokOAANGN ¢ LeEAATVAOOOVE 0VGING GTO E0MTEPIKO TOV 0POUALOD 0td TOV AUEIPANGTPOEION
(amokO6AAN o™ TOV VAAOEBOVS OV 0ONYEl GE AGUWEIS PMTOG Kot eE0pdLATO)

- aicOnon ot vdpyel KATL PEGH GTO PATL
- ovénuévn Tapaymyn doKpOLOV

- npn&po tov PreEPGpov

- opoppayia oto onueio g £veong

- gpLOPOTNTA TOL HOTIOD
* Kotaotdoelc yvootéc mg oyeTilOeVES Le TNV vypob tHmov AMD, mapotnpfdnkay povo ce
acOeveic pe vypov TOTOL AMD.

'Oy ooy vég avemOOUNTEG EVEPYELES (Umopel v, emtnpedoovy usypt 1 ota 100 droua):
- oAdepykég avtidpdoelg (vmepevoicOnoio)**
- cofapn ereypovi N Aoipwén pésa oto patt (evooeOaipitidn)

- QAEYHOVT] TNG 1p1daG TOL LTV 1 GAA®V onueinv Tov oeBaiuol (pitda, payosditida,
PLOOKVKALTION, «TTPMOTEIVIKY OUiyAN» TOV TPocBiov Bouddpov)

- nmapa&evn aicBnon oto pdtt
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- epebiopdg Tov Pre@apov

- oidnua oty Tpochia 6ToPdada Tov BoAPov (Tov KEPATOEIDOVG)

**"Exovv avapepBel addepyucés avtidpacelg onmg eEavinpua, eayodpa (kvnopdc), epuBpd eEavinuota
(kvidwon) Kot LePIKES TEPIMTAOGELS GOPAPDY AALEPYIKDV (OVAPUANKTIKY / OVAPLAOKTOEONC)
avTIdpacewv.

Yravieg avemOOuNTES evEpYELES (umopel va. emnpedoovy uéypt 1 ota 1.000 aroua):
- TOPA®ON

- B0 mon ToV PaKdOY AOY® TPAVUATIGUOV (TPAVUATIKOS KATAPPAKTNC)

- eAeypovr TG Celativddovg ovciag 610 EcmTEPIKO TOL 0PHAALOD

- THOV 6TO UATL

Mn yvootig ovyvétintag (dev pmopovv va ektiunBovv pe fdon ta dabéoia dedopéva):

- (QAEYLLOVT] TOL AEVKOV TUAATOG TOL UATIOV oV oyeTileTal pe epuOpdtnTa Kot Tovo (oKAnpition)

2116 KMVIKEG OOKIUES, VANPEE oL ADENCN TOV TEPICTUTIKAV OLLOPPOYInG amd UIKPE apo@opo, ayyeia
o115 eEmTEPIKEG 6TOPASES TOL 0POUALOD (arpoppayic TOL emmepLKOTA) GE acbeveic pe VYPOV TOTOVL
AMD mov Adppavav avtimnktikd. H adénon autdv tov TepioTatikdy fTay mapopote Letaéd tov
acOevav mov Bepamevoviay e pavIpTILOVUAUTN Kot apAPEPTETT.

H ocvotmpatikni xpion avactorémv tov VEGF, ovoidv mopdpoimy pe ekeiveg Tov TePLEYovToL 6To
Eyluxvi, duvntikd oyetiCeton pe tov kivovvo dnpovpyiog Opoéupwv aipatog mov gpaccovy o
alpoeopa ayyeio (aptnplok®dv OpopupospuPorik®dv enelcodimv) Tov UTopel va 0dNYNGOVV GE KOPOLUKT|
TPocPoin 1 eYKeQUAKO eNElcOO10. YThpyel OempnTikdc Kivouvog TETOIV EMEIGOJIMV LETE TNV £veEoN
tov Eyluxvi péoa otov opBaiud.

Onwg kot pe 6Aeg TIc OepamenTikég TPOTEIVES, VTAPYEL TOUVOTNTO AVOCOAOYIKNG AVTIOPOOTG
(oymuotiopog avticopdtmv) pe 1o Eyluxvi.

Ava@opd avemBopunNTOV EVEPYELOV

Edv mapotnprioete kdmoo avemBopunTn evépyela, EVIIEPMGTE TOV YUTPO GaG. AVTO IGYLEL KOl Y10
Kké0e mBovn avemBOuNTN evépyela mov dev avaPEPETAL 6TO TAPOHV POALO 0dNYIDV Y¥prions. Mmopeite
emionc va ovaeépete avembounteg evépyeieg anevbeiog, p€ow Tov €6ViKod GUGTHUATOS AVOPOPAS TOV
avaypagestor oto Hapdptnua V. Méow g avagopds avembountov gvepyeidv pmopeite va
BonBnoete 6T CLAALOYN TEPIGGOTEPMV TANPOPOPLDY GYETIKA LE TNV OCPIAELN TOV TOPOVTOG
QopudKov.

5  H®g¢ va puidesete To Eyluxvi

. To eappako ovtd TPETEL VoL PUAACCETAL GE PEPT] TOV dgV TO PAETOVV Kat dgv TO POAvoLVY Tl
TodLd.
. Na pn ¥pMOLHOTOLEITE AVTO TO PAPLLOKO LETE TNV NepOoUNVIa AENG TTOL OVOQEPETAL GTO

YOPTIVO KOUTI KOl 0TV emionuoven petd v évoelén AHEH / EXP. H nuepounvia Anéng sivor
1M TEAELTALN UEPO TOV UNVO TTOV OVOPEPETOL EKEL.

. dvidooete og yoyeio (2°C — 8°C). Mnv katayiyete.

. To khe1ot6 PLaAidio umopei va puAoydel ektog yoyeiov o Oepuokpacior pkpdtepn tov 25°C
v €0¢ 24 dpec.

. Dvidcoete 10 PLOAidI0 6TO eEMTEPIKO KOVTI Y10l VO TPOGTOTEVETOL OO TO POC.

. Mnv metdite @APUAKO GTO VEPS TNG AMOYETELONG N OTA OIKIOKA amoppippata. Potmote tov

(QOPUOKOTOLO GOG Y10 TO MG VO TETAEETE TO. PAPUAKO TTOV OEV YPTCILOTOIEITE T AVTA TOL
pétpa Bo fondncovv 6Ty TpocTacio Tov TEPPAAAOVTOC.
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6. Ilepreyopeva TG GVOKEVUGING KUl AOWTEG TANPOPOPiES

T wgpréyer to Eyluxvi

- H dpaoctikn ovsia etvat: apiPepoéntn. 'Eva prolidio mepiéyet eEaydyo 6yKo TovAdylotov
0,1ml mov wodvvaypel pe tovAdyiotov 4 mg apiiBepoéntng. Eva @rolidio mapéyet pio doon 2
mg apMBepoénng og 0,05 ml.

- Ta dAha cvotatikd givar: L-iotidivn, cakyapdln, moivcopPikod 20, vépoyrmpikd o0& (Yo
pOOon Tov pH), Kot VWP Yo EVESTUAL.

BAéne ‘To Eyluxvi mepiéyet’ otnv mapdypo@o 2 yio tepiocOTePEG TANPOPOPIES.

Epgavien tov Eyluxvi kon wepieyopeva e 606KELOGL0G

To Eyluxvi givau éva gvéopo dtdAvpa (evéoyto) og éva eroidto. To diddlvpa givat Gypmpo Emg
VIOKITPIVO.

Méyeboc ovokevaciog 1 loridio + 1 felova pe piktpo.

Kéroyog Adsrog Kvkhogpopiag

Biolitec Pharma Limited Zweigniederlassung Jena
Otto-Schott-Str. 15

07745 Jena

I'eppovia

HapackevaoTig

Almac Pharma Services Limited

Seagoe Industrial Estate

Craigavon, Northern Ireland

BT63 SUA

Hvopévo BaciAelo

To wapdév @UAA0 00N YOV yprioNs avadempr)Onke Yo TelevTaia Popd otic MM/EEEE.
Alreg TN YES TANPOQOPLOV

Aentouepeic TAnpogopieg yio To eappako ovtd givar dabéciueg atov dikTvakd Tomo Tov Evpmmaikod
Opyavicpov Papudakmv: https://www.ema.europa.eu.

Ovwinpogopieg Tov akorovdovv amevdivovrar pévo ce emayyelpories vysiog:
To @uolidio Oa wpémel va ypnotpuonoleitol yro 1 Ogponeio povo evog o@Oalpnov.

To @laAidio Tepiéyel meplocdTEPT Omd TNV CLVIGTMOUEVT dOGN T®V 2 Mg APAPEPGENTNG (TTOV
teodvvopovy pe 0,05 ml). O emmAéov OYKOG TPEMEL VO, ATOPPILTETAL TPV OTd TNV YOPNYNOT.

To dudivpa Bo Tpémel va ereyyBel omtikd yio ToOV EEV cOUATIOKN VAT KOV OTOYPOUATIGUO 1] Yl
KGOe peTAPOAN TNC PVOIKNG ELPAVIONS TPV OO T XPNOT|. L€ TEPIMTMON TOL TAPATNPEITAL KATL 0T
TO, TOPATAVE®, ATOPPIYTE TO POUPLUAKEVTIKO TPOTOV.

To KAe1ot6 PLaAidI0 ELoAido pumopel va dtatnpnbei extodg Woyeiov oe Beppokpacio pkpodTEPT TOV
25°C ywo ém¢ 24 dpec. Metd o dvoryua Tov QLaALdion, Tpoy®pNoTe Ue TN SL0dIKAGIio VIO ACT|TTEG
ouvOnKeG.

To v evdobaroeldikn| veon), Tpénel va ypnoipomombel ferdva Eveong 30 G x ¥ inch.
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0onyicg y1a T ypijon tov pialidiov:

1. Aeupéote T0 TAOGTIKO OO KoL OTOAVUAVETE TO
e€mTepkd PEPOG TOL EANCTIKOD TALOTOG EIGYDPNONG
TOV QLOALSTOV.

2.  Xvuvdéote ) Pehova pe eiktpo 18 G, 5 micron mov
TOPEYETAL GTO KOVTI GE L0l OTTOGTEPMUEVT] GVUPLYYOL
Luer-lock tov 1 ml.

3. Zmpdéte  Pelova pe piltpo Héca 6TO KEVTPO TOV
TOUOTOG EIGYDPNOTG TOV PLaAdiov uéyptl n ferova va
eloayfel eviehdg pESO 0TO PLAAISIO0 KOl TO AKPO TNG vV
ayyi&et tov Tobpuéva 1 MV KAT® AKPT TOL ELOALSIoV.

4.  Xpnoponoimvag GoNTT TEXVIKT, OVIANOTE OAO TO
mePLEXOUEVO TOV Plaidiov Tov Eyluxvi péca o
ovpLYYQ, STNPMOVTOG TO PLaAidlo og dpbia Oéon,
EMOPPDOG KEKAUEVO Y10 VO, SIEVKOAVVETE TNV TANPN
avtinon. [a v anotpomi g elo0yyng aépa,
emPePordote 6L TO Ko TNE PeAdvoc e idTpo givar
BuBiopévo pésa oto VYPo. Tuveyiote va YEPVETE TO
QLOALS10 KOTA TNV AVTANOT] KPATMOVTAG TO (KPO TNG
Belovag pe eiktpo Pubiouévo péca oto vypo.

Aidhupa To akpo g
BeAdvag komadel TPog Ta KATW!

5. BePaiwbeite 011 M pafdog tov guforov Exel Tpafnytel ETOPKDOS TPOG TO TGM KOTO TV
EKKEVMOT TOL PLOAMSI0V, £T01 MOTE VO 00ELACEL TANP®G 1) fEAdVa e GidTpo.

6. Aoapéote ™ Pelova pe PIATPO KOl ATOPPIYTE TNV UE GOOTO TPOTO.
Ynueioon: H Behdva pe pidtpo dev mpoopiletar yia va ypnoiponoteitol yio evoohologldikn
éveon.
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7. XpMOWOTOIDVTOG AONTTN TEYVIKN, TEPICTPEYTE
otafepd i Perdva éveong 30 G x %2 inch. oto dkpo
Luer-lock g ovpryyac.

8. Kpatdvtag ) ovpryya pe ) felova vo kottdlel Tpog
Ta Thvo, eEAEYETE TN cVptyya Yo pucaridec. Edv
VILAPYOVY PLGOAISES, KTUTOTE OTAAG TN CUPLYYQ LE
TO dAUKTLAG cag PEYPL OAEC OL PUGAAISEG VA avEfoLY
OTO TOV® UEPOG,.

9. E&olelyte 0leg TIC UOOAIdEC KOt OTOPAAAETE TNV TEPICTELN TOL PAPUAKEVTIKOV TPOTOVTOG,
nmECovtog apyd to EUPoAro, £T6L MGTE TO EMMESO AKPO TOL EUPOAOL Vo EVBLYPAUIGTEL e TN
ypopun mov vrodekvoet 0,05 ml exdvo oty cvpryya.

AiGAupa YETa TNV atmoBoAr) Twv
puoalidwy aépa kai Toul
TEPIOTIOU PaPUAEKOU

pappr doooloyiag
yia 0,05 ml

Emimedo
akpo
euBOAoU

10. To ¢uoAidio mpoopiletar yia pia povo ypnon. H eEaymyn molhamiodv d0cemv omd £vo PaAidlo
umopel va avénoet Tov Kivovvo emyporvveong kot erakodiovdng Aoipméng.
Kd0e aypnoyonointo eaprokentikd Tpoidv 1 VITOAEWWUN TPETEL VO OTOPPITTETAL COUPOVO, LIE
TIG KOTA TOTOVG IOYVOVGES GYETIKEG SLUTAEELS.
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