ITAPAPTHMA 1

MEPIAHYH TON XAPAKTHPIETIKOQN TOY ITIPOIONTOX



vTo QAPLOKO QVTO TELEL LTTO CLUTANPOLOTIKY TOPaKoAOVONGN. AVTO B emMITPEWYEL TO YP1IYOPO
TPOGIOPIGUO VEDV TANPOPOPIOV AGPAAELNG. ZNTEITOL 0d TOVG ETAYYEAUOTIEG VYEING VO OVAPEPOLY
omotlecdNmote mOavoloyovueveg avemBountec evépyeiec. BA. mapdypago 4.8 yia tov 1pdno avagopdc
OVETOOLNTOV EVEPYEILDV.

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Afglir 40 mg/ml evéoipo S10AVp0 GE TPOYEIGUEVT] GVPLYYOL

2. MMOIOTIKH KAI ITOXOTIKH LYNGEXH
1 ml evéoipov dradduartog mepiéyet 40 mg apiiPepoimng®.

KdaBe mpoyepuopévn ovpryya mepiéxet 6,6 mg aphiPepoéntng oe dddvpa 0,165 ml. Avtd nopéyet
®OEEMUN TOGOTNTA, Y10 TN Yop1ynomn niog uovo d6eng 0,05 ml mov mepiéyovy 2 mg apiiPepoénng.

*Ipwteivn oOVINENG TOL ATOTEAEITOL OO TUHOTO TOV EEOKVTTAPIKAOV TEPLOYDV TOV
vodoyémv 1 kai 2 tov avOpmmvov VEGF (ayysiokog evootniiakdg avéntikog mopayoviog)
ovvtetnyuéva oto tunmue Fe tov avBpdnivov IgGl kot tapackevdletor oe K1 kdtrapoa modnkmv
Kwelikov kpikntdv (CHO) pe v teyvoroyia avacvvdvacuévovr DNA.

"Exd0y0 LE yvooTth dpaon

KdaBe yopmyoduevn 66om 0,05 ml mepiéyet 0,02 mg moivcopPiko 20 (E 432).

IMoa tov TA\pn kaTdhoyo TV ekddYwV, PA. Tapdypago 6.1.

3. OAPMAKOTEXNIKH MOP®H
Evéowo ddAvpa (evéoipo)

AwovyEg, dypopo €0 EAUPPOS KAGTUVOKITPLVO, 1G0-OCUMOTIKO SLIAVLOL.

4, KAINIKEYX IAHPO®OPIEX
41 OgpomevTikég Evoeitelg

To Afglir evdeikvotan yia evniikovg, yio tn Oepamneio

® NG veouyyelakng (VYPOL TOTOL) NAKLAKNG EKQVALONG TS OYPAS KknAidag (AMD) (BA.
mapdypago 5.1),

® TG dlaTapayng TG 0paotg Adyw deuteponadodc 0NUATOS TG WYPAS KNASAS amtd amOPpasn
eAEPaC Tov apeiPAinotpoetdoic (kKhadikng RVO 1 kevipikhic RVO) (BA. mapdypogo 5.1),

® NG dTapayng Tng Opacng Adyw dtaffntikod owdnuatog g wypdg kniidac (DME) (BA.
mapdypago 5.1),

® NG SoTapayng Tng Opacnc AOY® LLMTIKNG XOPLoedkng veoayyeimong (pvomikn CNV) (BA.
napaypago 5.1).

4.2  Aocoloyio ko1 TpOTOG YopNyNONS
To Afglir tpoopileton yio evdodaroetdikn Eveon povo.

To Afglir mpémet va yopmyeitan povo omod eEe1dikevpévo 1atpo e epmelpio ot debaymyn



EVOOVOAOEIKMV EVECEMV.

Aocoloyia

Yypod tomov AMD
H cuvictdpevn 86om yia to Afglir sivan 2 mg apiifepoénmg, mov icodvvapei pe 0,05 ml.

H Oepancio pe to Afglir Eexva pe pia Eveon avd pivo yio Tpelg d1adoyikég S00EIC. TNV GLVEKELN TO
pecodidotnua g Oepaneiog emekteiverol o dVO PNVEC.

Me Bdon v kpion tov Ogpdmovia 10Tpod @ TPOG TNV OTTIKT 0EHTNTA KL/ TO OVOTOKE
OTOTELECLLOTA TO HEGOJIACTNUA LETAED TV Bepameidv propei va dotnpn el og 600 pnveg 1 va
emektadel Tepattépm, e Eva S0COAOYIKO oo Bepameiag Kot ETEKTAONG KATA TO 0Toi0 Tl
UEGOJGTALATA TOV EVECEMV aEAVOVTOL ava 2- 1 4- efdouddeg dote va dotnpnbei otabepn n
OTTIKY 0EVTNTO KO/ T OVOTOULKG OTOTEAEGLLOLTAL.

Edv n ontikn o&dtnta ko o avatopkd amoteAéspata endevoboiyv, To pecodiactipata Oepameiog
0o pémel vo petmBovv avTicToiyme.

Agv vmapyetl Kamowa omaitnon Yo Tapakolovdnon avapesa otig evéoels. Me Bdomn v kpion Tov
Bepamovta 1TPov TO TPOYPALLN EMCKEYEDV TOPAKOAOVONOTG Umopel va eival o cuyvo oo Tig
EMOKEYELG TOV EVEGEMV.

Agv &yel pehemBei pecodibotnpa Bepaneiog HeyaAdTEPO OO TEGOEPLG UNVEG 1| KPOTEPO

and 4 gfdonadeg avaueoa otig evéoelg (PA. mapdypago 5.1).

Aevtepomabéc oionua e wypas kniidag and RVO (kiadikn RVO 1 kevipixn RVO)

H cvviotdpevn d6om yia o Afglir eivan 2 mg apiPepoéntng, mov icodvvauei pe 0,05 ml.
Metd v apyikn éveon, M Oepameio divetan avd punva. To didotuo avauesa ce Svo 60ceLg og Oa
TPENEL VO, Efvorl LIKpOTEPO amd £val Pnva.

Edv n omtikn o&bTnto kot To ovOTOUIKG amoTEAEG LT OETYVOUV OTL 0 0I0OEVTG OV ETmPEAEiTaL O
) Oepameia, To Afglir 0o Tpénel va draxdmTETOL.

H punviaio Bepoameio cuveyilel péypt va emitevybei n u€ylotn otk o&0TNTO KOUT VO UV DITEPYOLV
oNUElD EVEPYOD SPAGTNPLOTNTOC TNG VOoOV. MTopeil va ypelastodV TPEIG 1 TEPIocOTEPESG O10O0YIKES
Unvioies EVEGELC.

H Bepoaneio umopel axorovbwg va cuveyiletal pe Eva d06oA0YIKO oo «Oepameiog Kot ETEKTACN S
pe Badpiaio adénon tov dwwotnudtov Beponciog dote va datnpnBolv otabepés ol omTikég Kav 1 ot
OVOTOMKES TOPALETPOL, OGTOGO JEV VTAPYOLV ENOPKT GTOLYElR TOL Vo cLVOYilovv T dtbpKeLd
QVTOV TOV SCTNUATOV. AV 01 OTTTIKEG KO/ OVATOMKEG TTOPAUETPOL EMOEWVWOOODV, TO LECOOIOGTILO
g Oepameiog Oo Tpémet va petmbei avardymg.

H mopaxoiovOnon kat to Tpoypappa Oepaneiog o mpémet va kabopiletor amd to Bepdmovia wTpd
Baoetl g atopkng avTamoKpiong Tov achevoug.

H mapakorohOnon tng mopeiag tne vooov umopel va mepthapfavel KAvikn eE€taon,
KAVIKOEPYUOTNPLOKO 1) OTEIKOVIOTIKO EAEYYO (TT.). OTTIKY] TOPOYPAPio GLVOYNG T
pAovopoayyeloypapia)

Arofintiro oionuo g wypos knAIdas

H cuvietduevn 86om yia to Afglir sivar 2 mg agpiifepoéning, mov woodvvapei pe 0,05 ml.

H Oepaneio pe to Afglir Eexva pe pia Eveon avd piva, yio Tévte d1a00yIKEG OOCELS, KOl GTT] GUVEXELN
pia éveon kabe dvo unvec.



Me Bdor v kpicn Tov 10Tpod GYETIKA UE TNV OTTIKN 0EVTNTO, KOV T OVOTOULIKG ATOTEAEGLLOTA, TO
pecodidotnua peTa&d Tov Bepaneidy pumopel va dtatnpnbei otovg 2 unveg 1 va e&atopikevbel, 6mwmg
ne éva S0coA0YIKO oo Bepameiog Kot ETEKTAOTC KATE TO 0010 TO LEGOIIAGTAILATA TOV OEPUTEIDY
ocuvnbwg avédvovtal pe Tpocavénon 2 efdopddwv mdote vo, diatnpndel otabepn N otk o&HnTa
KOUT| TO OVOTOLIKG, omoTeAEGUOTO. Y TApYovV TEPLOPIGUEVE, dedoéEVO Yia dooTiuaTo Oepameiog
peyoAvtepo v 4 unvav. Eav n ontikr o&0nto Koun To avatopkd omoteAéopata ndevmboly, o
pecodactiuarta Oepaneiog o mpénel va peiwbodv aviietoiywe. Agv Exovv peketndei dtootiuata
Bepameiog pkpotepa Tav 4 gfdopddov petald tov evécewv (PA. mapdypago 5.1).

To wpodypoppa TapakorlovtOnong Ba tpénet va kabopiletal and Tov Bepdmovta 10Tpo.

Edv ta ontikd Ko avatopkd omotedécpata diyvouv Ot 0 acBevig dev meeleitor amd
ouvveyllouevn Oepameia, to Afglir Oa npénet va drakomei.

Mok yopiogidiky veoayysiwon

H cuvietduevn 66on yia 1o Afglir sivan pia epdmal evdovoroeidikn éveon 2 mg apMPBepcéntng, Tov
avtiototyet pe 0,05 ml.

[Ipdobetec d6oe1g pmopovv va yopnyndovv edv 1 otk 0EHTNTA KAV TO OVATOUIKE OTOTEAEGLOTOL
VTOJEIKVOOVVY OTL 1] VOo0G empéVeL. OL vmotpoméc O Tpémel va avTUeTORILOVTOL ¢ VEES EKONADCELG
™g vOoov.

To wpoypoppa TapakorlovtOnong Oa tpénet va kabopiletal and tov Oepdmovto 10Tpo.

To diotpo avapeca oe Svo 60celg oe Ba Tpémel va etvar PKPOTEPO Ol Eva UnvaL.

Ewwoi mrhivOncuoi

Hroixn 1/xou veppixn dvolertovpyio
Agv &yovv mpaypotomotn el s101kEC LeEAETEG o€ 0oDEVEIC [LE NIATIKT )/KoL VEPPIKT SLGAEITOLPYIN e
aQALPepoémTn.

Ta. da0éoipa 0edouEVa SEV DTOSEIKVIOVY AVAYKN Y10 TPOCAPUOYN TNE OOCTG UE TNV apAPepoéntn o€
avTov¢ Tovg acbeveic (PA. Tapdypago 5.2).

Hlmawuévos thvBnoudc
Agv amortodvion e101kéC pvOuioels. Yrdpyel mepropiopévn euneipio o€ acbeveic nAkiog avo
tov 75 etdv pue DME.

Houdrazpirog ninBoouog

H acedieia ko 1 amotedeopatikotnta tov Afglir oe mondid ko e@rifovg nhikiog kétm tov 18 etdv
dev &rovv TeKUNpLmbel. Agv VTTAPYEL CYETIKN XPNOT TNG APAPEPCENTNG GTOV TOSATPIKO TANBVoUO
v T1g evdeitelg vypov omov AMD, CRVO, BRVO, DME kai poomikiy CNV.

Tpomoc yopnynong

O1 evd0oHOAOEIBIKEG EVEGEIC TPETMEL VO TPALYLLOTOTOLOVVTOL GOUPMVA, LLE TNV KOOIEPOUEVT] 1OTPIKN
TPOKTIKY] Kol TIG 16Y00VoEG KOTELOVVTNPIEG 00N YiES, 0o eEEIOIKEVIEVO 10TPO e EUTEIPIO OTN
deEaymyn evooiaAoedKOY evécemv. ['evikd, mpémet va dtacpaiiletar ) emapkng avoicOnoio Kot
aonyio, coumePAaUBOVOIEVIG TNE YPNONG TOTIKOV LUKPOPLOKTOHVOL EVPE0S PAGLOTOS (TT.Y. 13100Y0G
o106V €QapoloOpEVT] 6TO TEPLOPOAALIKO OEpLLA, TO PAEQOAPO KOL TNV OPOUAUIKY ETLPAVELD).
ZUVICTOVTOL OTOADUAVOT] TOV XEPLOV, LE TN S1001KACI0 TPOETOYOGING XEPOVPYEIOV, ATOCTEIPMUEVA
YAVTLO, TOCTEIPOUEVO TTESIO KOl ATOGTEPOUEVOS PAEPAPOIIAGTOAENS (1] 1IGOIVVALLO).

H Beldva g éveong mpénet va eodyetal 3,5-4,0 mm wicw amd 10 oKANPOKEPATOELDES OPLO HECH OTNV



VOAOELOIKT KOILOTNTA, OoPeDyovVTOS TOV 0p1lovTIo HESUPPIVO KOt 6TOYEVOVTOG TPOG TO KEVTPO TOL
BoAPov. X1 cvvéyeta yopnyeital o evéotuog 0ykog Twv 0,05 ml. Awpopetikd onueio Tov okAnpov Oa
TPEMEL VO, YPTCULOTOIEITAL OTIG ETAKOAOVOEC EVETELG.

Apéomg petd v evoobOAOEDIKT EVEDT), Ol 0GOEVEIC TPEMEL VAL TAPAKOAOVBOVVTOL V1ol aDENCT TG
evdopOdAac Tieons. H katdAAnin mopakorohOnon propel va meptiapfdavel EAeyyo g apdtmong
NG KEQOANG TOV OTTIKOD VEDPOL N TovopéTpnon. Edv amatteitat, Oa mpénet va vrapyet dtabéoipog
OTTOGTELP®UIEVOC EEOTACLOG Y10 TOPAKEVTINON.

Metd v evooboA0EdIKT] EVEDT], GTOVG acOevelg Tpémet va doBovv 0dNYieg Yo TNV avapopa TuyoV
CUUTTOUATOV TOL UTOPEL VO VITOONADVOLY evio@BaApiTidn (T.). dhyog Tov opBaipov, epuBpdtnTa
oV 0pOaALOY, poTOoPofia, BoAN Opacn) ywpig kabvoTépnon.

Kd&Be mpoyepuopévn oopryya mpénet va ypnotponoteital yio ) Oepomeio evog opBaipov povo. H
eEaymyn TOAOTADY S0CE®V 0T U0 TPOYEUOUEVT GVPLYY UTTOPEL V. VENGEL TOV Kivouvo
EMUOAVVONC Kol ETOKOAOLONG PAEYLOVIC.

H mpoyepiopévn chpryyo mepiéyel mepIocOTEPO OO T GLVICTMUEVT OOGT TV 2 Mg aPMPBEPGETTNG
(mov 1odvvapovv pe 0,05 ml dtodvpotog yio éveon). Kabe mpoyepuouévn oopryya Afglir mepiéyet
oyxo 0,165 ml ko dev mpoopiletar va ypnoionoteitonr cuvorlkd. O emmiéov dyKkog Tpémer va
ATOPPIRTETAL TPV TIV £VEGT] TNG GUVIGCTONEVNS 6061 (PA. Tapdypago 6.6).

H éveon 6Aov tov 6yKoL amd TNV TPOYEGUEVT GVPLYYA B LTOPOVGE VO 00T YNCEL GE LTEPIOGOAOYICL.
INo vo amopakpuvBodv ot pucaiideg aépa pali Le TV TEPICOELD TOV PUPUOKEVTIKOD TPOTOVTOG,
TEGTE apya T0 EPPoro £Tol MOTE M PAom Tov BoA®TOV AKPOL TOL EUPOAOL (O)L 1 KOpLET TOL BOAOV)
va uBvypapuioTel pe ™ ypopp docoroyiag otn cvpryya (toodvvapel pe 0,05 ml, onA. 2 mg
apAPepoinng) (PA. mapaypdpovg 4.9 kot 6.6).

Metd v éveon, Kabe aypnoonoinTo Tpoidy TPETEL VO OTOPPITTETOL.
[0 T0 YEPIGLUO TOL POPHAKEVTIKOD TPOIOVTOG TPV amd TN yopNynon, PA. Tapdypopo 6.6.
4.3 Avtevosieg

YrepevaicOnoio ot dpactiki ovcio apAPBepcéntn 1| 6€ KATO10 amd To EKO0Y TOV OVOPEPOVTUL
otV mapdypoeo 6.1.

Evepyn 1 evogyopevn opBaipikn 1 mepro@Boipiky Aoipwén.

Evepyn coPapn evooeBaiia gAEyLOVY.

4.4  E101kég TPOELOOTOUM|GELS KON TPOPVAAEELS KATA TN Y p1]ON

Iyniacipwotnta
[Tpoxeévovu va, BeATimBel 1 tyvnAaGLOTNTA TV BLOAOYIKOV QOPHOKEVTIKOV TPOIOVT®V, TO OVOLLN
Kot 0 aplOUOg TOPTIOAG TOL YOPTYOVLEVOD PAPUAKOVL TPETEL VO KATAYPAPETUL LLE COPTVELQ.

Evdoboloeducés evéoels — oxetilopeves avtidpdoelg

O1 evOODUAOEIDIKEG EVEGELG, CUUTEPIAAUPAVOUEVOV EKEIVOV E APMPEPCETTN, £XOVV GLUGYETIOTEL [l
evooQBaAUiTION, EVOOQOAALLL PAEYLOVT], PNYUATOYEVH OTOKOAANGT] TOV AUEIPANGTPOEDOVS, PriEN
TOL OUEPANGTPOEIBOVS KOl WTPOYEVT TPOVUATIKO KaToppakTn (PA. mapdypaeo 4.8). Katd
yopriynon tov Afglir, mpémel va ypnoyomotovviol Tévta KOTOAANAES GONTTES TEYVIKEG EVEOTC.
Emumpocbitmg, ot acOeveic Ba mpémet va mapakoiovBovvTol Kotd T didprela g EfSopddag LeTd TV
€veon mPOoKEEVOL va glvar duvath 1 Eykaipn Bepaneia oe mepintmon gppdviong Aolpwéng. Xtovg
aoBevelc mpémel va 50000V 0dnyiec Yo TNV ovoQopd, TUYOV CUUTTOUATM®VY TOL UTOPEL VO
VTOINA®VOLY EVEOPOUAUITION ] OTOI®VONTOTE OO TO. TPOOVAPEPOLEVO CLUPAVTA YOPIG
kaBvoTtépnon.

H mpoyepiopévn chpryya mepiéyel mepiocOTEPO OO T GLVICTMOUEVT 000N TOV 2 Mg APMPEPGETTNG



(mov 1oodvvapet pe 0,05 ml) . O emmhéov 6yKog Ba mpénet vo. amoppipbei mpv amd ) yoprynon (PA.
nmapaypaeovg 4.2 kai 6.6).

Avénoceic oty evoopBdipia wicon Exovv mapatnpnei evtog 60 Aemtdv amd Ty evoobologldikn
éveon, cvumepthapavoprévey Kot Tov evésewv pe apMPepoéntn (PA. Tapdypago 4.8). Amorteital
£101k1 TpoPOAUEN oe aobeveic pe yAavkmpo wov dev eléyyovtal emapkmg (unv evéoete o Afglir evd
N evooeBdipia wicon etvan > 30 mmHg). Xe 6Aeg TIC TEPITTOOELS, Kot 1) EvOOPOdApLa Tieon Kot 1
QLULATOOT) TG KEQOANE TOV OTTTIKOD VEDPOL TPEMEL EMOUEVAMS VO TOPAKOA0VOOVVTOL Ko va, EAEYYOVTL
KOTOAANAQL.

Avocoyovikotnto

Kabog eivon po Oepanevticy mpmteivn, vmdpyet n mibavotnta avocsoyovikdtnrag pe to Afglir (BA.
mapdypapo 4.8). Oa wpémel va divovtor odnyieg otovg acbeveic va avagépovy Tuyov onueia M
CUUTTOUOTO EVOOPOAAIIAG PAEYUOVIG, T.Y. TTOVO, POTOPOPia, 1| EpuOpOTITA, TO OO0 UTOPEL VO
amoTeEA0VV KAVIKG onpeio Tov amodidovial o€ vepevaicinaia.

2VOTNUOTIKES EMOPAGELS

Metd and evdobarocidikn éveon pe avaotoreic VEGF, éxyouv avagepbeil cuotnuatikéc avembounteg
evépyeLeg TOV mEPIAaUPavouy un o@OaAKES arploppayieg kot aptnplakd OpopupospupoAiikd coufdvro
KoL VTAPYEL EVOG BempnTIKOC KIVOUVOG AVTEC 01 EVEPYELES VO GLVOEOVTAL [E TNV avaoToAn Tov VEGEF.
Yrapyovv meplopiopéva dedopéva yio Tnv acedieia ot Bepancio acBevaov pe CRVO, BRVO, DME
N pontk] CNV pe 16Ttoptkd ayyelokod eYKEPUATKOD ETEIGOOI0V 1] TUPOSIKMOV IOYOUK®DOY EXELGOOIMV
N ELPPAYUATOG TOV LLOKOPOIOL EVTOG TV TPOTYOLUEVAOV 6 Unvadv. Amaiteitol Tpocoyn KoTd
Oepamneio aVTOV TOV Ac0EVOV.

Al
Onwg kot pe dAlec evoovarogidikég avil-VEGF Oepamneieg yio AMD, CRVO, BRVO, DME kot
pvorikn CNV, 1oyvovy eniong ta akoiovda:

. H aocpdieia kol n amotelecpotikotnta g Oepaneiog pe apMPBepoéntn Kol 6Tovg 000
0BG TanTOYpova dev Exovv peretn el cuotnpatikd (BA. Ttapdypago 5.1). Eqv die&dyston
appotepomievpn Bepameia Ty 010 ¥povikn TePiodo avtd pmopel va 0dNyNoeL o avEnom g
oLOTNUATIKNG EkBgonC, OV TOAVMOG Vo 0ENGEL TOV KIVOUVO Y10 GLGTNUOTIKEG aVETIOOUNTEG

evépyelec.

. H towtoypovn ypnon ardev avtt — VEGF mapayoviov (ayyeliakdg evoodniiaxog avéntikdg
TOPAYOVTaG).

. Agv vrdpyovv dabéciio dedopéva yio TNV TALTOYPOV YPNoN APAPEPCETTNG Le GALD avTL —
VEGF cxevdouato (GUGTNUATIKA 1) 0QOaALKE).

. O1 mapdryovteg kivdhvov mov oyetifovior e TNV avATTuEN pOYUING TOV HEAXYYPMGTIKOV

emOnAiov tov apEPAnoTpogdovg petd and avil-VEGF Oepaneia yio vypod tomov AMD,
CUUTEPTAOUBAVOLY LEYIAN T/KO DVYNAT] OTOKOAANON TOV HEAaYYPp®OTIKOD emniiov Tov
apeipAnotpogidovg. Katd v évapén tng Bepaneiog pe 1o Afglir, anotteiton mpocoyn oe
ac0eveic pe anTohE TOVG TOPAYOVTEG KIVODVOD Y10 POYUEC TOV HEAUYYP®OTIKOD ETONAIOL TOV

apPPANCTPOELDOVG.

. H Oepancio mpénel va dtokontetal o€ acheveic pe priylatoyevn amokOAANGT TOV
apPPANCTPOELDOVG 1) OTES TNG WYPAG KNALdag otadiov 3 1| 4.

o 2V TEPInT®ON pOYUNG TOL AUEPANGTPOE0VC, 1) 860N B TpEmel v avooTOAEL KoL 1)
Oepaneia e Oa TpEmeL va apyicel K VEOL TPV 1 POYUN ATOKOTACTAOEL ETOPKADC.

o H d60m 6a mpémetl va avactarel kon 1 Beponeio o Ba Tpémel va apyicel vopitepa amd v

EMOUEVN TPOYPOUULOTICUEVT] Deparmeia 6€ KOTOOTAGELS OTMOC:

- peiwomn g kaAvtepa Sopbmpévng omtikng o&vmtog (BVCA) katd > 30 ypdppata o€
oLYKPLoN UE TNV TEAevTain a&loAdynoN TG OTTIKNG 0EVTNTAG,.

- VIOUPIPANGTPOEIIKT opoppayio 1oV eUTAEKEL TO KeEVTPIKO Pobpio, N edv To péyebog g
atpoppayiag etvar >50% trng cuvolikng meptoyns g PAAPNG.

o H 8601 0o mpémel va avactadel ylo pio Tepiodo 28 nuepdv TPV 1 LETA A0 TPOYPOUUATICUEVN
1N devepynBeica evooeBaAa yelpovpYIK ETEUPOON.
. To Afqlir dev mpémel va ypnoyomoteiton KoTd T didpKeLo TG KUNONG EKTOG EAV TO EVOEXOUEVO

6



6pelog vILEPTEPEL TOV EVIEYOUEVOD KIVODVOD Y1a TO EuPpuo (BA. Tapdypopo 4.6).

. O1 yuvaikeg o€ ovamopoy®YIK NAKIK TPETEL VO YPTCUYLOTOIOVY OTOTEAEGUUTIKY OVTIGUAANYT
Katd Tt o1apKela TnG Bepomeiog Kt Yo TovAdIoTOV 3 UNVEG UETE TNV TEAEL TN
evooborogdikn éveon apPepcénng (BA. Topdypago 4.6).

. Ynapyetl mepropiopévn eumepio otn Bepaneia Twv acbevav pe woyopkon tomov CVRO kat
BRVO. H 8Bepancio de suvictdrol og acbeveic mov mapovstdlovy KAVIKE onpeio un
VOO TPEYIUNG ATOAELOG TG OTMTIKNG AElTovpYiog omd 1oyopio.

[MOnopoi pe tepropiopéva dedopéva

Yrapyet povo mepropiouévn eumeipio ot Bepaneio atopmv pe DME Adyw d1apn tomov 1 1 og
dwafnrtikods acbeveig pe HbAlc dvem tov 12% 7 pe mapaymywkn dafntiky opeipAnctpoedonddeia. H
apAPepoémntn dev Exel peketn el oe acbeveic pe evepyég cuoTnroTIKEG AoUmEEIS 1| o€ acbeveic e
TaVTOYPOVEG TOONGELG TV 0PBOAUDY OTIWG UMOKOAANGT] TOL OUPIPANCTPOEIDOVS 1) 0T TNG ®YPAG
KnNAdag. Aev vdpyet emiong epmelpia ot Bepaneia pe apAiPepoéntn oe dafnTikodc acbeveic pe un
eleyyouevn vaéptact). Avt 1 EAAenyT dedoUEVOV TPENEL VoL AAUBAVETAL DTTOWYT] OO TOV 10TPO KATA
) Bgpamneia v aclevov autdv.

> worikn CNV dev vrapyet epmepia pe v apipepcéntn otn Oepaneio un Acloatdv acbevov,
acBevav o1 omoiot £govv mponyovéEvmg vToPAndel o Bepaneia yio pvomiky CNV, kot acevov pe
eEmPobpiicéc PAaPec.

[Mnpopopieg yuo To Ekdoya
Av16 10 Qapuako mepiExel Ayotepo omd 1 mmol vatpiov (23 mg) avd povado docoroyiag, dniadn
0VLGLOOTIKA «EAEVLOEPO VaTpiovY.

Av16 10 dappoko mepiéyet 0,02 mg molvcopPikov 20 oe kabe yopnyobuevn d6on 0,05 mi
(50 pkporitpa) dalvuatog. Ta molvcopPikd uropei va TPOKAAECOVY OALEPYIKES AVTIOPAGELC.
Potote tov as0evi| cag edv £xel kKdmola yvooT| aliepyia.

4.5 AlMmiemopdosig e GALO QUPRUKEVTIKG TPOIOVTO KO GAAES pOPPES adlinientiopaong
Agv &yovv paypatonomBel peAéteg OAANAETIOPAGEWDY.

H ypnion ewtoduvapukng Oepaneiog ue Peptenopeivn (PDT) copuminpopatikd ot Oepaneia e
apAMPepoémtn dev Exel peketnOel, emopévac de pumopel vo tekunplobel To TpoPil aceAreng TG
TPAKTIKNG QVTTG.

4.6 Tovipétnra, kKOO Kot yorovyio

Tuvaikec 6g avamopoy®yikn nAtkio

IMuvaikeg o€ avamopay®yikn nAkio TpETEL VoL ¥pNGUYLOTOI0UV OTOTEAEGLATIKT OVTICOAANYN KATA TN

dudpketa g Bepameiog Kot yio TOLAGYIGTOV 3 Uveg HETA TNV TEAevTaio EvOODAAOEIDIKT £veon)
apMPepoénng (BA. Topdypago 4.4).

Kdvnon
Agv vdpyovv dedopEVa GYETIKA LE TN ¥PNoN TG apAMPepoéntng o eykbovs. MeAéteg oe {oa
katédeiEav epppvotoéikdtnto (PA. mapdypapo 5.3).

Iap’ 611 1 cvoTuaTiK £kBeon PeTd amd o@OoAukn yopRynon eivar Todd yaunin, to Afglir dev
TMPENEL VO, YPTCLULOTTOIEITAL KATA TN S1APKELD TNG KOTONG EKTOG EAV TO EVOEXOUEVO OPEAOG VTTEPTEPEL
TOL EVOEYOLEVOL KIVOUVOD Y10, TO PPEPOG.

OnAaopog

Me Bdon oAb mepropicpéva dedopéva yio tov avOBpwmo, ivorl dyvooto dv 1 apAPepoéntn uropet
Vo, ameKKPIvETOL 6T0 avBpdmivo Yaka o€ yapunAd enineda. H apiiBepoéntn eivan Eva peydho
TPOTEIVIKO PLOPLO KOl 1] TOGHTNTO TOL PAPIAKOV TOV OTOPPOPATAL OO TO VEOYVO AVAUEVETAL VO Elval
elMdotn. O emdpdoeic e apAPepointng oo EuPpvo/veoyvd mov OnAdlet dev eival YvooTEC.



Q¢ mponmtikd pétpo, o Onhacudc dev cuviotdton Katd tn ypron tov Afglir.

Tovomo
To amoteAéopata amd peréteg oe (Mo e VYMAN GuoTNHOTIKY £KOECT] KATAOEIKVDOVY OTL 1|

aQALPBEPCETTN UITOPEL VoL EMNPEAGEL APVNTIKA TV avOPIKT Kot yuvoukeia yovipotnta (PA.
mopdypapo 5.3). Ot emdpaocelg anTéG deV vl AVOUEVOUEVES HETA At 0QOUALUKT YOPTYNOT| LE TOAD
YOUNAT GuoTnUoTIKY KOgoM.

4.7 Emopacelg 6TV tkavOTITO 001]YN61S KO YEPIGHOD P UVI|LATOV

H éveon ue 1o Afglir £xel pukpn enidpaocn oty kovoTTa 06MyNoNG Kot XEPICUOD UNYOVULOTMV
AOY® TV SLVNTIKG TPOSOPIVMV Sl0TOPaY®V TG Opacnc Tov oyetilovta €ite pe TNV éveon N Ue TV
opBodporoyikn e&étaot. Ot acbeveig dev mpémet va 0dnyoUV 1 va yepilovTan pPnyoviueTo LEypt n
Aettovpyia, TG OPAGNE TOVGS VO OTOKATACTAOEL ETOPKDC.

4.8 AvemOOunteg evépyereg

20VoYN TOV TPOPIA AGOAAELOC

"Eva ovvoho 3.102 acBevav amotérece Tov mAnbuoud acedielag otic oktd peréteg eaong 111
Meta&d avtav, 2.501 acbeveic vmofAndnkav o Oepameia e T cvvicT®pEVn dd0T TOV 2 M.

YoBapég opBaipikéc avemBounteg evépyeleg otov oPBaAUO VIO PHEAETN OETILOUEVEG LE TN
dwadkacio e Eveong supaviotnkoy oe Ayotepec omo 1 otig 1.900 ev3oDaA0EIdIKEC EVEGEIC e
apMBepoémtn kot Tepiaufovay TOPA®GT, EVOOPOUAUITION, OTOKOAANGN TOV AUPLBANGTPOELOOVG,
TPOVUOTIKO KOTOPPAKTY], KOATAPPAKTT), CUOPPAYic TOV DOAOEIDOVG COUATOS, OTOKOAAT G TOV
VOAOELBOVG GOUATOG Kot avENUEVT evoopBdiia tigon (BA. Topdypago 4.4).

O o ovyvég mapatnpnbeiceg avemBounteg evépyeteg (og tovAdyiotov 5% twv aclevov mov
vroPAnOnkav og Bepancio pe apAPepcéntn) NTov apoppayic Tov eMmePLKOTA (25%), arpopporyio
oV apEIPANncTpoetdois (11%), uetwuévn omtiky o&votnra (11%), dAyoc tov opOaiuod (10%),
Katapparg (8%), avénuévn evéoebaiua icomn (8%), 0mokOAANGN TOV VAAOELBOVS GOLATOS (7%)
Kot €E10PpMUATA TOV VAAOED0VS SOUATOS (7%).

[Tivakog ovemfountov eVEPYEI®V

Ta dedopéva aoPUAELNG TTOV TEPLYPAPOVTAL TAPUKAT® TEPIAAUPAVOLY OAEG TIG OVETIOOUNTEG
evépyetleg amod Tig okTm peAéteg eaong Il otic evdeiEeig vypod thmov AMD, CRVO, BRVO, DME kot
poonik CNV pe €bhoyn mhovotnto attiddovs oyéong He tn dadikacia tng Eveong N Ue To
QOPUOKEVTIKO TPOIOV.

Ot avemBOunTeg evépyeleg mapatiBevtar ava Katnyopio opyovikod GUGTAHUATOS KOl GUYVOTNTO
oOUEOVa pe TNV akdAovdn couPacn: Tlodd cuyvég (=1/10), cuyvéc (=>1/100 émg <1/10), oy cuyvég
(>1/1.000 émg <1/100), omdvieg (>1/10.000 £wc <1/1.000), un yvootig cuyvotntag (dev pmopodv va
extiunovv pe Baomn ta dabéciua dedouéva).

Evtoc¢ k40 katnyopiog cuyxvotntog ELEAVIONS, Ol AVETIOOUNTEG EVEPYEIEG TOL PUPLLAKOD
mapotifevtal katd eOivovoa celpd cofapdtnTac.



Hivaxag 1: Okeg o1 avemBOunTeg evépyeieg Tov eapudikov ard T Bepomeia Tov avapépnkoy ce
aoBeveic otic peréteg edong I (cuykevipotikd dedopéva twv peretdv eaong 1) yua tig evdeilelg
vypov Tomov AMD, CRVO, BRVO, DME kot pvoriky CNV) 1 katd tn didpkela mapakorlodnong
UETA TNV KVKAOQOPpiaL.

Koatnyopia/ Opyaviko , . .
chempa oyvotnTa Avem@opntn evépyera
AwoTapay£g Tov

VOGOTOUTLKOV Oy ovyvég YrepevaroOnoio***
GULOGTIHNOTOG

Awtoapayéc Tov 090aipov | IToAd cuyvég Mewwpévn onttikry o&vtnto, Aoppayio Tov
AUPIPANCTPOEIBOVE, Alloppayio TOL EMTEPLKOTA,
I16vog Tov 0@BaALLOD

Yuyveéc Prén tov perayypodov emBniiov tov
aUPIPANCTPOEIBOVC™, ATOKOAANGY| TOVL
HeAayypOOL EMONAIOL TOV OUPPANGTPOEIDOVC,
Ex@idion tov apgipAnotpogidone, Ayoppayio Tov
voAoeovg copatoc, Katappditng, Katappdaking
@AowoMg, [Tupnvikdc katappaxtne, Katappdictng
VIoKAy10G, Aldfpmon tov kepatoedois, Exdopd
TOV KEPUTOELWDOVG, AVENLEVT EVOOPOAL L0 TTigo,
Oaumn 6paocn, EEpdpaTo Tov VOA0EBOVG
OOUOTOC, ATOKOAANGT TOV VOAOESOVG COUATOG,
Alyoc 610 onueio g éveong, AicOnua EEvov
OMOUOTOC 6TOVG 0QOaAOVG, AvENUEVT dakpvppOLa,
Oidnua Preedapov, Alpoppayio oto onueio tng
gveong, XTIkt kepatitida, Ymepaiuio Tov
emmeEukoTa, Ymepoaio o@haiion

Oyt ouyvég EvdopOaipitidoa **, ATokdAAnon TOL
auePAnoTpogidong, PHén apeipAnctpoeidong,
Ipitida, Payosditida, Ipdokvkritida, Goiepotnteg
@axoV, EAdeppa emBnAiov Tov kEPATOEIOOVG,
Epebiopog oto onpeio g éveone, Mn guoiohoyikod
aiocOnua otov 0pBaAnd, Epebioudg tov frepdpmv
«TPOTEIVIKN OpiyAN» Tpdcsbiov Bordpov, Oidnua
TOV KEPATOEWDOVG

Toeplwon, Tpavpatikdc katappaktgs, YaAitida,

Zmavieg Ymomvo

M yvootlie | 5 o oinares
oLUYVOTNTOG

Kotaotdoeic yvootéc og oxetilopeveg pe v vypov tomov AMD. TTapatnpndnkav povo otig
UEAETEG YO TNV LYPOL TOTOL AMD

EvdopBoipuitida pe Oetikn KOAAMEPYELD KO APVITIKT] KOAMEPYELL

Avapopéc vepevaiotnciog couneptlappovopévev e£ovonuatog, Kvnopol, Kvidmong Kot
UELOVOUEVOV TEPIMTAOCEDY GOPAPOV AVAPLAAKTIKDV / VOQPUAOKTOEIOMV OVTIOPAGEDV
Avapopég and TopakoAovdnoTn HETA TNV KUKAOPOpia

**

*k*k

*kk*k

Leprypagn emideyuévav avem@ountwy evepysiov

e peréteg edong I yuo v vypod Tomov AMD, vipée pia adéNon TG EMIMTOONG TNG CLUOPPAYING
TOV EMIEPLKOTO. 6 acOeveic Tov Adupavay avii-Opoufwtikovg Tapdyoviec. Avt n avénuévn
eminToon Nrav mopouoo netald Tav actevav mov Oepamedovioy pe pavipmlovudpn Kot
apMPepcémntn.

Apmprokd Opopuposuporikd enercooia (ATEs) eivar avembounteg evépyeteg mov oyetilovtan
duvnTikd pe ) cvotnpatiky avactodn tov VEGF. Yrdpyet Oempnricog kivovvog aptnplaxdv
BpopPoepfolikdv enelcodiny, CLUTEPTAALBAVOLEVOL TOV OyYELNKOD EYKEPUAIKOV ETELGOOI0V Kot
EUPPAYUOTOG TOV LLOKOPIIOV HETA TNV EVOODAAOELDIKT YopTynon avactoréwy Tov VEGF.
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e kKMvicég dokiuég e apMpPepoéntn oe acbeveic ue AMD, DME, RVO, pvomki CNV kot ROP,
&xel mapatnpnOel o xopunAn cuyvotnta aptplokdv Opoppospfolikdv enelcodiov. o OAec T1g
evoei&elg, oev mapotnpnnke a&loonpeimtn dlopopd avapeso 6T Opades Tov BepamedTnray e
AQALPBEPCETTN KO OTIG AVTIOTOLYES OUAOES GVYKPIONC.

Onog kot pe OAeg T1¢ OepamevTiKég TPpwTEiveS, vIdpyel mhovoOTTA Yo avocoyovikotnto, pe to Afglir.

Avopopb mOavorloyoduevav avemBOUNT®V EVEPYELDY

H avagopd mboavoroyodpuevov avemBountov evepyeimv PETH amd T Yopnynon adelog KukAopopiag
TOL POPUOKEVTIKOD TPOTOVTOG elval onuavtiky|. Emitpénet tn cvuveyn mopakolovdnon g oyéong
0PEALOVG-KIVOVVOL TOV PUPHOKEVTIKOD TPOTOVTOC. ZNTeital amd TOvg EXOyYEAUOTIEG TOL TOUEN VYEING
VoL OVOPEPOVY OTTOLEGONTOTE TLHOVOALOYOVUEVEG OVETIOOUNTEC EVEPYEIEG LEG® TOV BVIKOD
GUGTILLOTOG OVOPOPAS TOV avaypapetot oto [apdptnua V.

49 Ymepdooolroyia

2T1G KAWVIKEG OOKIUEG, ¥pNoLomom Koy 600elg £¢ Kol 4 mg 6€ Unvicio LeCOSIOCTILLOTO KOt
VI PEAV HEPOVOUEVEG TEPMTMOGELG VITEPOOCOAOYIAG e 8 mg.

H vrepdocoroyia pe avénuévo 0yko £veong umopet vo avénoet v evooeOdApia Tieon. ZUVEnMG, 6
TEPITTOOT VITEPSOGOAOYING, TPETEL VO TapaKoAovOeiTaL 1) EvOOPOUALN TigoT Kat, €AV KpiveTal
amapaitnto oo to Bepdmova wtpod, va Eekva emapkng Bepameio (BA. Tapdypago 6.6).

5. OAPMAKOAOI'IKEX IAIOTHTEX

51 @oppokodVVIPIKES 1O1OTNTES

dappakobepomevtikn katnyopio: OpBoiporoyucd / avtiayyeloyevetucol mtapdyoviec Kodikog ATC:
SO1LA05

H apABepoéntn elvar pia avoouvovacuévn TpoTeiv) GOVINENG TOL ATOTEAEITOL OO TUNUOTO TOV
eEOKVTTAPIKDVY TEPLOYDV TV LTOdOYEMVL Ko 2 Tov avOpdmivov VEGF cuvtetnyuéva oto tuqua Fe
Tov avOpomvov IgGl.

H apABepoéntn napackevaletor og K1 kuttapa modnkov kivélikov kpikntov (CHO) pe v
Texvoroyia avacvvdvacpuévou DNA.

H apABepoéntn dpa g d10AvTdHS «mapamlovnTikdcy vrodoyéag mov deopevel tov VEGF-A kot PIGF
Ke VYMAGTEPT GLYYEVELD ATTO 0,TL Ol PUGIKOT TOVG LTOSOYELG KO UITOPEL LLE TOV TPOTO AVTO VAL
OVOOTEIAEL TN GUVOEGT] KO EVEPYOTOINGN OLTAOV TOV cLYYEVOVY VTTodoyEmv VEGF.

To Afglir eivon Bro-opog1dég pappoakevtikd mpoidv. Aentopepeic mnpogopisg eivor dabéoiuec oTov
diktvaxod tomo tov Evpomaikod Opyaviouod @apudkov: hitps://www.ema.europa.eu.

Mnyoviouog dpdong

O ayyelokog evdotnokog avéntikdc napdyovras-A (VEGF-A) kot 0 TAakouvTiokog anEntikdg
nmopdyovtag (PIGF) eivar péin g owkoyévelog VEGF ayyeloyevetikmv mapaydviov mov Uropody va
dpoVV MG 1GYVPOL HTOYOVOL, YNUEIOTAKTIKOTL TAPAYOVTES KO TOPAYOVTES Oy YELOKNG OLOTEPOUTOTNTOG
v ta evoobnAtaxka kottapa. O VEGF dpa pécwm dvo vrodoyéwv tuposvikng kivdong, VEGFR-1 kot
VEGFR-2, mov givatl mopovieg oty empavela tov evéodniokav kuttapov. O PIGF cuvééetal povo
otov VEGFR-1, 0 onoiog givat emiong mopmv otnv empdveio Tov Agvkokvttdpov. H extetapévn
EVEPYOTOINOT VTOV TV VIodoyéwv amd tov VEGF-A umopei va £yel og amotéiespa mtaboroykn
veoayyeimon kot vrepPoik| ayyslokn dwomepardtnta. O PIGF umopei va £xel cuvepyikn dpdon e
tov VEGF-A cg autég T1g diepyacieg Kot ivart eniong yvwotod 0Tt Tpodyel T AEVKOKLTTAPIKY dtdnon
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TOV 10TOV KAl TNV AYYEWOKT QAEYLOVT.

Dapurokodvvatkéc EmdpAoElc

Yypod tomov AMD

H vypov thmov AMD yapoxtnpiletor omd maboroyikn yoproedikn veoayyeioon (CNV). Awappon
aipatoc kat vypov amd v CNV pmopel vo TpoKaAEGEL TAYVVOT TOL AUEPANGTPOEIZOVE 1) OIdN LA
/Kot VTO-/EVOOAUPIPANGTPOELOIKT QLLOPPOYIOD, LE ATOTEAEGIN TV ATMAELD OTTTIKNG 0ELTNTOC.

Ye aoBeveic mov voPAnOnKav oe Bepancia pe aphPepcéntn (pia Eveon ava pqva yuo TpELg
StadoykoVe UAVES, Kol 6T cLVEXELN pia £veon Kabe 2 uiveg), 1 mhyvvon Tov KEVIPOL TOV
appipAnotpoedovg [CRT] peidbnke cvvtopa petd v Evapén tng Oepaneiog kot emiong peidonke to
péco péyebog g PAapng CNV, anotedéopota To omoio gival avtioTolyo pe eKeiva Tov
mapoTnPovVTaL pE T poviumovudpn 0,5 mg unviaiog.

Yt peiém VIEW 1 mopatmpnniov péceg peiwoelg 6to CRT oty ontikn topoypagio cuvoyng
(OCT) (-130 xau -129 microns v gpdoudda 52 yio. v opdda g aprPepointng 2 mg kabe 600
unveg kat v opdda g pavyulovudunng 0,5 mg kabe unva, avtictotya). Exiong oto ypovikd
onpeio Tmv 52 gfdopddmv, ot perétn VIEW?2 mapatnphnkav péceg peiwvoeic oto CRT pe Baon to
OCT (-149 ko -139 micron yia T1¢ oOpadeg peAéng g apAPepoéntng 2 mg kGOs 600 pNveg Ko ™G
paviumilovpdumng 0,5 mg kébe punva, avtictowya). H peimon tov peyébovg g CNV kot 1 peiwon tov
CRT yevika satnprnkav oto de0TEPO £T0G TOV HEAETAOV.

H peAiém ALTAIR 61e€nydn oe lanwveg acbeveic ywpig mponyovuevn Bepomevtikny aywyn yio, Tnv
VYpo¥ TOTOLV AMD Ko €d€1Ee Tapopola amoteAEcpaTo pe TG peléteg VIEW,

YPTOLOTOIDVTOG 3 APy LKES UNVIOIES EVEGELS APMPBEPTENTNG 2mg, akoAOVOOVLEVEG A0 Lol EVEST
petd and 2 pnveg kot cvveyilovrag pe Eva Socoloyikd oynua Oepameiog Kot emékTaong pe HETAPANTA
pecodlaotnuate Oepaneiog (Tpocappoyéc avd 2 efdopndadec 4 efdoudadec) uéxpt to PHEYIGTO
pecodidotna v 16 efdopddmv cuppva pe To tpokabdopiouéva Kpitipla. v efdopdoan 52,
vpEav PEceg HELDOELS 6TO TTAY0G TOL KEVTIPIKOV apeiPAnotpogdovs (CRT) pe Baon to OCT

a6 -134,4 kot -126,1 microns yia Ty opdda Tov 2 BOOUAd®mV TPOCUPUOYNS KL OVTIGTOLYO YioL TNV
opada tov 4 gfdopadmv tpocappoyne. H avaroyio tov acbevav yopic vypd pe pdon to OCT v
epdopdda 52 frav 68,3% kot 69,1% otig opdadeg 2 ko 4 efdopddwv Tpocappoyng avtictoryo. H
peioon tov CRT yevikd dtatnprdnke ota d00 Bepamentikd oKEAN Katd To d€0TEPO £TOG TNG UEAETNG
ALTAIR.

H peiétmn ARIES oyedidotke yio va S1EpEUVIGEL T UN-KOTMOTEPOTITO TOV JOGOAOYLKOD GYLOTOG
Oepameiog Kot enEKTAONS Yo TNV apAPepoéntn 2 mg, To omoio Eekivioe aUES®G LETA OO T
YOopNYNO™M 3 OPYIK®V UNVIOIOV EVEGEDV KoL LI0G ETOUEVNG EVEOTG LETA A0 2 PVEG, EVOVTL TOV
d0c0A0Y1IKOV oynuatog Bepaneiog kol eTEKTACNG TOL EgKivioe PeTd amd To TpdTo £tog Oepameing. [
acBeveic mov ypeldotnray Oepaneio cuyvotepn amod ke 8 efdoudadeg (Q8), yio TovAdyIGTOV pio
@opa Katd tn diaprela g neAétng, o CRT mapépeive vynhdtepo, aAld n péon peimon tov CRT and
v évapén éog v efdopdda 104 ftav -160,4 microns, Topopold He EKEV TV acbevdv mov Elafov
Oepaneio ava 8 efdopddeg (Q8) N o AydTEPO GLYVE SLOGTILOTA.

Agvtepomobéc oionua e wypas kniivog oxd CRVO ka1 BRVO

v CRVO ka1 BRVO, napovcidletot ioyouptio Tov ap@iAnctpoetdods 1 omoio vepyonolel Tnv
anehevbépwon VEGF mov pe 1 oepd tov amootafepomolel Tig opiyTéc GLVOEGELS KOl TPOAYEL TOV
TOAMATANGLOGLO TV evootnAlakdv kKuttdpwv. H vrepékppaon tov VEGF oyetileton pe t Avon tov
OLULOTOOUPIPANOTPOEIIIKOD PPAYILOD, TV OLENUEVT ayYELOKT SLOTEPATOTITA, 01010l TOV
AUPIPANGTPOELDOVG, KOl EXTAOKES GTI VEOUYYEI®MON.

e aoBeveic mov voPAnOnkav oe Oepaneia pe 6 cuveyodUEVEC UNVIaiEC EVEGELS apMPepoEnng

TapoTNPNONKE (ol GLVEXNG, YPNYOPT KO IGYXVPN AVOTOUIKT OVTOTOKPIoT (OTtmG LeTpnOnKe amd
Beitidoelg oto péco CRT Katd v gfdopada 24, n peimon tov CRT ftav 6T0116TIKA dvidTEPN O

11



avtifeon pe v opdida eAéyyov kot otig Tpeig puerétec (COPERNICUS yo v
CRVO: -457 vs. -145 microns; GALILEO ywo, tnv CRVO: -449 vs. -169 microns; VIBRANT yuo v
BRVO: -280 vs. -128 microns

Avt n petwon and v apykn T oto CRT dotnpndnke péypt to téAog ¢ kdbe perétng v
efdoudoa 100 otnv COPERNICUS, tv epdoudda 76 otnv GALILEO ka1 tnv gfdopdda 52 otnv
VIBRANT.

Mo fintino oionuo. e wypis KnAoos

To dwaPntikd oidnua g wypag knAidag, eival emaxoiovdo g defntikng apeipAnctpogdonddeiog
Kot yopoaktnpiletal and avénuévn ayyslodlamepatotnTo Kot BAAPN ota Tpryoedn Tov
OUPIPANCTPOELDOVG 1) OOl UTOPEL VO EYEL MG AMOTEAEGLLOL TNV ATIMOAELD OTTTIKNG 0EVLTNTOG.

Y& aoBeveic mov voPAnOnKay ce Oepancio pe apMPepcéntn, 1 TAEWOVOTNTA TOV OTOIWV KabopioTnKe
ot iyov oaPn tomov 11, mapatnpndnie cOviopa petd v évapén g Oepameiog ypryopn Kot
woyvpn avtandkpion oc tpog ™ popeoroyia (CRT, DRSS erninedo).

g peréteg VIVIDPME o VISTAPME e acOeveic mov AapBavay Ospaneio pe apMPepoéntn oe
oLYKPLOT HE TNV opada eAéyyov Aéilep mapatnpnOnKe pUia oTATICTIKE oNUavTIKOTEPT HECT LElOT
010 CRT amod v apykn T Kotd tnv efdopdda 52 frav -192,4 kot -183,1 microns yuo T 0padeg
™™g apMPepoéntng 2Q8 kot -66,2 kot -73,3 microns yio TI¢ opddeg eAEyyov, avtiotoryo. Kotd v
efodoudda 100, n peimon dtnpndnke pe -195,8 kot -191,1 microns yia TG OPASES TNG
apMPepoéntng 2Q8 Ko -85,7 ko1 -83,9 microns yia Tic opddeg eAEyyov, otic peréteg VIVIDPME o
VISTAPME gvticToryo.

Mia Bedtioon > 2 Pnudtwv oto DRSS afoloynonke pe npokadopiopévo tpdmo otig VIVIDPME an
VISTAPME H xhipaxo DRSS fitav Baduporoyroiun oto 73,7% tov acdevadv oty VIVIDPME xoy

010 98,3% 10V acbevidv otnv VISTAPME, Katd tv eBdoudda 52, 27,7% xat 29,1% twv ouddmv g
apMBepoéntng 2Q8, kot 7,5% wot 14,3% tov opddwv ehéyyov mopovciocay po Bertioon

> 2 pnudrov oto DRSS. Katd v efdoudoa 100, ta avtictoryo tocoostd nov 32,6% kot 37,1% tov
opadwv g apAPepoéntng 2Q8 kat 8,2% kot 15,6% tov opddmv eAéyyov.

H peiétm VIOLET cuvékpive tpio S10popeTikd d0G0A0YIKA oynuaTe TN apAPBepcéntng 2 mg yio
Oepameio Tov Atofnticod Ownuatog g Qypac Kniidag, petd amd tovhdyiotov évay xpovo
Oepameiog pe otabepd pecodlaothuota, Kotd tov onoio n Ogpaneio Eekivnoe e 5 dadoyikéc unviaisg
d00e1g axorovbovpeveg amd yoprynon kébe 2 unveg. Tnv efdopdda 52 kot v efdopada 100 g
HEAETNG, ONAadN TO deVTEPO KoL TO Tpito £Tog Oepameiag, o1 péceg aAloyég oto CRT frav KAvikd
TOPOUOLEG Y10 TO HOCOA0YIKA oynuata Oepaneia kot eméktaon (2T&E), pro re nata (2PRN) kot 2Q8,
avtiotoya, -2,1, 2,2 ko -18,8 microns tnv efdopdda 52 ko 2,3, -13,9 ko -15,5 microns v
gBdopdoa 100.

Mok yopioeidixn veoayyeiwon

H pvorikn yoprogidikn veoayyeimon (pvoniky CNV) anotehel cuyvn artio ondAglog g Opacns o€
EVIAIKEC PE TAOOAOYIKT LOOTI0. AVOTTOGGETOL O UNYAVIGUOC ETOVAMOTG TPUAVUNTOS LETO A0
pnéetg e pepPpdvng tov Bruch kot aviurpocmmevet 1o mo aneintikod yio v 6pacn cHpupapa oty
mafoAoYIKN HooTia.

Ye aoBeveic mov vroPAnOniav og Bepancia pe apMPepoéntn ot perAétn MYRROR (pia éveon
yopnyovpevn Katd v &vapén tng Oepameiag, pe TpoOcOeTEC EVEGELS YOPTYOVUEVEG GE TEPIMTMOT)
EMUOVNG 1 VTOTPOTNG TNG VOG0ov), To CRT peiddnke cdvioua petd v évapén e Oepaneiog viép
g apMBepaéntng katd v efdopndda 24 (79 microns ko 4 microns yio, Ty opdda Oepomeiog pe
apAMPepcéntn 2 mg Kot TNV opada eEAEYYoL, avtioTolya) Kot dtatnpnonke péxpt tnv gfdopdda 48.
Eniong peiddnke 1o péco péyebog g PAaPNng CNV.

KAwvikn omoteAeoHOTIKOTITO KOl GO QAAELQ,
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Yypod tomov AMD

H acpddeio kon 1 amotelecpotikdtnto TG apAMPepcéntng a&toloyndnkav oe 600 TVYUOTOMUEVEG,
TOAMVKEVTPIKEG, SUMAA-TVQALG, EAEYYOLEVEG Le VITApYovsa evepyd Bepameia peAéTeg e aobeveic e
vypo¥ TOomov AMD (VIEW1 kau VIEW2) e éva cuvoro 2.412 acBevav vofAndnkav oe Oepaneia
Kot NTav a&lodoynoipot yio amoterecpatikotnta (1.817 pe apiPepoéntn) O nAikieg Tov acbevav
Kopaivovtay omd 49 émg 99 etdv pe éva néco 0po nALKiog Ta 76 £T1). Xe avTéG TIG KAMVIKEG UEAETEC,
nepinov 10 89% (1.616/1.817) tav aclevav mov tuyoomothdnkay oe Bepomeio pe apiifepoéntn NTov
nikiog 65 etdv 1 peyarvtepot Kot tepimov to 63% (1.139/1.817) frav nhkiog 75 etdv 1
peyoAvTepol. Xe Kabe perétn, ol acheveig Tuyotomomnkay pe

avaroyio 1:1:1:1 e 1 amd 4 S0GOAOYIKA oY LOTA:

1) apAPepoéntn 2 mg, yopnyovpueva kdbe 8 gfdopdadec petd amd 3 apyikcég unviaieg 061G
(apMPepoéntn 2Q8),

2) apMPepoimtn 2 mg, yopryovueva kéde 4 efdopnddes (appPepointn 2Q4),

3) apMPepoéntn 0,5 mg, yopnyodueva kébe 4 efdopnades (apiPepoéntn 0,5Q4) ko

4) poviumlooudpn 0,5 mg, yopnyovueva kabe 4 efdouddec (povipmlovuapn 0,5Q4).

210 0g0TEPO £T0G TOV LUEAETMV, 01 0COEVEIG GUVEYIGOV TNV OPYLKT] TUYXOLOTOINUEVT] SOGOAOYNOT QAL
L€ TPOTOTONUEVO HOCOAOYIKO GYLLOL KOOI YOVUEVO OO TNV EKTIHNOT TOV OTTIKAOV KOl TOV
OVOTOUK®OV OTOTEAEGUATOV, LE UEYIOTO KaOOoP1lOUEVO ammd TO TPMTOKOAAO BOGOAOYIKO
pecodtdotnpa 12 efdopddmy.

Kat otic 900 peréteg, To KOPLo KOTAUANKTIKO GNUEID OTOTEAEGLOTIKOTNTOG NTOV 1 AVOA0Yio TV
acOevav oty opdda tpwtokoAlov (Per Protocol Set) mov dwathipnoav thv 6pacn, dniadn andisia
Myotepov and 15 ypappdtov ontikig o&vtntag Kotd v efdoudda 52 amo v apyikn Tiun.

¥ pedét VIEW1, xotd v gfdopdda 52, to 95,1% tov acbevadv oty opdda

apAPepoéntng 2Q8 dutnpnoav v 6pacn, o cOykpion pe to 94,4% tov achevdv oty opdda
pavipmioopdpng 0,5Q4. Ztn perén VIEW2, katd v gfdopdda 52, to 95,6% tov acbevav otnv
opada aplpPepcéntng 2Q8 dwutpnoav v 6pacn o€ cuykpion pe to 94,4% tov acbevov oty
opada pavipmifovpudpng 0,5Q4. Kot otig dvo peléteg, n apiiepoéntn kotadeiyOnke 6Tl eival pun
KOTOTEPT Kol KAMVIKE 16050vapn pe v opdda povipmiovpdfng 0,5Q4.

Aentopuepn omoTELECUATA OTO TN CLUVOVAGHEVT] AVAADCT] KOl TOV 000 LEAETMV TAPOLGIALOVTOL GTOV
[Mivaxa 2 kot oto Zynpa 1 tapakdrto.
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Hivaxag 2: ExPaoeig anotedespotikdtnrag Kot v fdoudda 52 (kupra avaivon) Kot Kotd tnv
eBdopada 96, cuvdvaouéva Sedopévo and Tig peréteg VIEW1 kar VIEW2E)

"Expaon AphBepoéntn 2Q8 © Pavipmioopdpn 0,5Q4
OTOTEAEGUUTIKOTITOS (apMBepoéntn 2 mg (poviumlovudpn 0,5 mg
Kké0e 8 efdopadeg petd Kké0e 4 efOopadeg)
amo 3 apyIkeEg unviaieg 606E1g)
(N =607) (N =595)
EBooudada 52 | EPdoundada 96 | EBdouddo 52 | Epdoudado 96
Méooc aplBudc evécemv 7,6 11,2 12,3 16,5
Mécoc ap1Budc evécemv 47 47
(amd gPfdopddeg 52 £mg 96) ' '
Avoroyio acBevov pe
< 15 ypppata andreie o6 | gg 3300) 92,42% 94,429 ® 91,60%
TNV OPYIKT TN
(PPS#)
Awpopd!) 0,9% 0,8%
(95% CI)» (-1,7, 3,5)* (-2,3, 3,8)*
Méon petofoin otnv BCVA
OT®G LeETPNONKE pE TN
Babporoyio avayvadpiong 8,40 7,62 8,74 7,89
ypopudtov ETDRSA and
TNV OPYIKT] TN
Awopopd 6ToV HEGO GTN
néfodo LS (ypaupato -0,32 -0,25
ETDRS)D (-1,87,1,23) | (-1,98, 1,49)
(95% CI)V
Avaroyio acOsvav pe
> 15 ypdpupata kEpS0G oo 30,97% 33,44% 32,44% 31,60%
TNV APYIKN TN
Awgpopd” (95% CI)» -1,5% 1,8%
(-6,8,3,8) (-3,5,7,1)

A)

B)

BCVA: Best Corrected Visual Acuity (Kaivtepa dtopfmuévn ontikny oEbtnta)

ETDRS: Early Treatment Diabetic Retinopathy Study (Melétn mpdiung avIeTOTIONG TNG
SwaPntikng apeipinotposidonddeiog)
LS: Méoog otn puébodo tv erayiotov tetpaymvov (Least Square) mapayopevog LEcm

ANCOVA (Avéivon ™c 6uvolakOLovenc)

PPS: Per Protocol Set

Full Analysis Set (FAS — ITAnpng opdda avéivong), Last Observation Carried Forward

(LOCF — Awe&aymyn televtaiog mapatipnong) yio OAEG TG avorlDGELG EKTOG 0o TNV ovaAoyia
ToV ac0evdv Tov datipnoay TV onTIKn) oEuTnTa Kot TV efdopdda 52, n omoia sivor n
opada tpwtokdirov (PPS)

H dwapopd ivor ) Tiun g opadag apAPepcentng Lelov Ty TIUn TG Opadog povipmovpudpng.
Mua Betikn T vvoel v aeAPepodmr.

Aot epmotoovvng (Confidence interval — CI) vtoloyi{opevo HECH KOVOVIKNG
TPOGEYYIONG

Metd v évapén g Bepaneiog e Tpelg unviaieg 00Ge1g

‘Eva didotnpa epmiotootving mov Ppicketal €€ ohokANpov Tave omd -10% vrodewviet un
KOTOTEPOTNTA TNG APAPEPCETTNG MG TPOG T PAVIUTILOVUAPN

)

A)

E)
1)
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Yympa 1. Méon petafoln oty onTiky 0EVTNTO Od TV OPYLKT TN
uéypt v fdopada 96 yio to, cuvILAGUEVE HEGOUEVO OO TIG UEAETES
Viewl ko1 View2

15
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4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96
ERdopadeg
—a—AQAIBepoéTTn 2 mg Q8 eBdouadec* —@— Pavipmgoupdpn 0,5 mg Q4 £Bdouadec*

211 cvvdvacpév aviivon Tev dedopévev tov peketov VIEWL ko VIEW2, 1 apMPepoéntn
KOTESELEE KMVIKG ONUOVTIKEG LETAPOAES OO TNV aPYIKT TIUT GTO TPOKOOOPIGUEVO EVLTEPEVOV
KOTAANKTIKO oNUEio amoTelecpaTIikOTNTOC GVUPMVO e To National Eye Institute Visual Function
Questionnaire (NEI VFQ-25, Epotnuatordyio Asttovpyiog tng Opaong tov EOvikod
OpBarporoyucod Ivetitovtov tov H.ILA.), yopig kKAvikd onuavTikés S1opopEc 6T PoVIHTILOVHAN.
To péyeboc avtdv TV petaformdv NTov TapOHOLo LUE EKEIVO TOV TAPATNPEITOL OTIS ONHOCIEVUEVEG
UEAETEG, Kal TO 01010 avTioToly el oe avénon katd 15 ypdupoata oty KAIpaKe «KaAbTepa
SropBopévng ontikng o&vragy (BCVA).

370 0eVTEPO £TOC TMV LEAETMV, 1) AMOTEAEGLOTIKOTNTA, d1otpOnKe Yevikd kaOOAN TN SLapKeLd TG
uerétng (terevtaiog a&loldynong) katd v efdoudda 96 kot yio to 2% - 4% tov acbevov
amontnOnKay OAES 01 EVEGELS 6 unviaio faon, eved yio to va Tpito Tmv acbevav amotthOnke
TOVAGYIOTOV [0l EVEDT) LE pecodIdoTn o Bepomeiog uovo évo univa.

O pewdoelg ot péon éxtaomn s CNV ftav epeaveis og 0leg Tig 0060A0YIKES OUAdES Kot oTLG 000
HEAETEG,

To amoTEAEGHOTO ATOTEAEGLATIKOTNTOG O OAEG TIG AEIOAOYNOLUES VITOOUAdES (T.). NAkia, OO,
QULAN, apykn TN onTikNg 0&vTNTaS, TOOg PAAPNS, HéyeBog PAAPNG) oe kdBe pelétn Kot ot
GUVOLOCUEV AVAALGT NTAV OVAAOYQ UE TO OTOTEAECUOTE GTOVG GUVOAIKOVG TANOVGHOVG.

H ALTAIR fjtav pio TOADKEVTPIKY], TUXOLOTONUEVT], OVOIKTNG Mo Latvong HeAETn 96 efdopdadmv

og 247 lanwveg acbeveic ywpig mponyovuevn Bepamevtikng aymyn yio. tnv vypov ToTov AMD, 1 onoia
oYEJAGTNKE YO VO, 0&LOAOYNGEL TV OMOTEAEGUATIKOTNTO KOL TV 0CQAAELD TG APAMPEPCETTNG
akoAoLOOVTAG 500 SLPOPETIKA HEGOJAGTIHATA TPOSUPHOYNG (2 £fdopddec Ko 4 efdopddes) pe Eva
d000A0Y1KO oyfua Bepameiog Kot EmMEKTAONG.

‘O)ot ot acBeveig Elafov punviaieg 66celg apMpPepoéntng 2 mg yio 3 pveS, akolovbodpeveg and pia
£VEOT] HETE OO TO HEGOIAGTNLO TV 2 Pnvedv. v efdopdda 16, o1 acbeveig TuyaiomoOnkav og
avaroyio 1:1 og dbo OepamevtiKéc opddec: 1) Oepaneio Ko enéktacn ue apAMPepcEnTN

ue 2 efoopadeg mpocapuoyng kot 2) Bepameio kot enékroom pe aplPepoéntn pe 4 foopnddeg
npocappoyns. H eméktaon 1 eloyiotomoinon tov pesodactipatog g Beponeiog amopaciotnke Le
Béon Ta owTikd Kav/v] avaTopkd KpLTHpLoL TOL €LYV 0ploTEL 6TO TPOTOKOALO LE £VOL LEYIOTO
pecodidotnua Oepaneiog tawv 16 fdopdadmv kot yio Tic S00 OpadEC.

To kVp1o KataAnKTikd onpeio amoteleoHaTIKOTNTAG YTAV 1) péon petafoin te BCVA and v
apyk Ty oty gfdopada 52. Ta devTePOyEV KATAANKTIKG GNUELD OTOTEAECUATIKOTITOG TV 1)
avoroyia Twv acBevav mov dev Exacav >15 ypappata kot ) avoloyio Tov acdevadv mov kEpSicav
tovAdyiotov 15 ypauuato otnvy BCVA amd tv apyikn tipu oty fdoudda 52.
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Kotd v gfdopdda 52, o1 acbeveic 610 okélog g Oepomeiog kot enéktacng tov 2 EfSoudony
TPOCAPHOYNG KEPSIGAY £VO LEGO TV 9 YPAUUATOV OO TNV apyLKT T OVOQOPAS GE GUYKPLOT] LE

ta 8,4 ypaupata yio tnv opdda tov 4 efdouddwny tpocappoyng [LS péon dapopd ota ypdupota
(95%ClI): -0,4 (-3,8,3,0), ANCOVA]. H avaroyia tov acBevdv mov dev éxocay >15 ypauuata o d0o
Bepamevtikd okéAN NTov mapopota (96,7% oty opddo tev 2 gfdopddnv kot 95,9% oty opdda

TV 4 efdopddwv Tposapproyng). H avaroyio tov acBevov mov képdicav >15 ypaupata oty
efdoudoa 52 Ntov 32,5% oty opddo tov 2 efdouddwv Tpocapuoyng kot 30,9% oty opdda

TV 4-gBdouddwv tpocapuroyns. H avaroyio tov acBevdv mov enéKTEVOV TO LECOSIAGTI IO TNG
Oepaneiog Tovg og 12 gfdopddec | mopoandvo frav 42,3% oty opdda Tov 2 eBSoUAd®mV TPOCUPUOYNG
ka1 49,6% oty opdda tov 4 gfdouddov tpocappoyns. Emmiéov, oty opdda tov 4 efdopddwmy
npocapoyng to 40,7% tov acbevav Ekavay enéktoo Tav pecodiactnudtov o 16 efdouddss. Kotd
v tehevtaio emiokeyn émg v gfdopdda 52, to 56,8% kar 57,8% twv acbevov oTig opddeg

TV 2 fdouddwv Kot 4 efdopddmv TPOcapHOYNS AVTIGTOLLO, EiYAV TPOYPUUUATICUEVT TNV ETOUEV
éveon og éva pecodtdotnua 12 BSoUddmV N Kol TPOTAV®.

Katd to de0tepo £10¢ TN HEAETNG, 1) OMOTEALEGHATIKOTITA YEVIKG SroTnpnOnke péypt kon v
terevtaio agloloynon kot v efdoudada 96, pue uéon Pelticoon oty 6pacn N orTIKn 0EHLTNTA ATd
™V apyikn emxickeyn 7,6 YPOpUATOV Yo TNV Opddo TV 2 BOoUAd®mY TPOGUPUOYNG

kot 6,1 ypoppdtov yio v opdda tov 4 gfdopddmv mpocappoyne. H avaioyia tov acevov mov
EMEKTEVAV TO pecoddotnpa s Bepaneiog tovg og 12 efdopdadeg 1 mapandve Nrav 56,9% yo v
opnado Tov 2 gfdonadmv mpocapuoyne kot 60,2% yio tnv oudda tov 4 efEoUddmV TPOGUPLOYNS.
Katd v televtaio eniokeyn npv omd v efdopada 96, to 64,9% war 61,2% twv acbevdv otig
ounadec Tov 2 gfdopddov kot 4 fdouddmv TPOcUPLOYNS AVTIGTOLYO, EiYAV TPOYPOUUATICUEVT TNV
eMOpEVN éveo o€ éva pecodtdotnua 12 fdouddwv 1 kot mapardve. Katd tn didpkeia Tov de0TEPOL
étoug Oepameiog, o1 aobeveic 6TIg opadeg TV 2 gfdonadmv kot 4 efdopnddmv Tpocapuoyng Erafoy
Katd péco 0po 3,6 kot 3,7 evéoelg, avtiotorya. Katd ) didpketa g d1eT00¢ BepanenTikng teptodon
ot acBeveig éraPav katd péso 6po 10,4 evéoels.

To omtiKd Kol GULGTNUIKO TPOPIA AGPAAELNG TTAV TAPOLOLN LE TNV OTOTEAECUATIKOTITO TOV
napatnpnOnke otig facikéc peréteg VIEWL ko VIEW2.

H ARIES ftav o, ToAVKEVTPIKT, TUYOLOTOUNUEVT, OVOLYTNG EMICTLOVONG, EAEYYOUEVN UE EVEPYO
oappoko perétn duapkerag 104 gfdopddmv, o 269 acbeveig pe vypov TOmov AMD Yo TV omoia dev
glyav Mapet Oepaneio. H pedlét oyxedldotnke yio vo SIEPELVNGEL T UN-KOTMTEPOTNTO, OGOV 0QPOPA TNV
OTTOTELECUATIKOTNTO KOOMG KOl TNV AGPAAELN TOL SOCOAOYIKOL GYNUATOG Oepameiog Kol ETEKTAOTG,
70 onoio Eekivnoe PETd omd 3 SadoyIkéEg Unviaieg 600e1g akoAovBovpEeveS 0o [io £veoT HETA

amod 2 PVES EVOVTL TOV S0GOAOYIKOD GYNLLOTOG BEpameiog Kol EnEKTaoNS Tov Eekivnos PeTd amd o
TPMTO £10¢ Bepameiog.

H peiém ARIES diepehivnoe eniong 1o mocootd Tmv acbevdv mov ypetdotnkay Bepaneio cuyvotepn
amo kaPe 8 efdouddeg pe Paorn v amdéeaon Tov gpevvnth. And Tovg 269 acbeveig, 62 acbeveig
Elofav ocuyvotepn dOGN, TOLAAYIGTOV pict POPA Kotd T dtdpkela ¢ perétne. Ot acbeveig avtol
TopEUEVOY 0T HEAETN Kal EAaPav Oepameio cOpE@VA Le TN PEATIOTN KAMVIKTY Kpion TOL epeuvnTy,
aALG Oy cLyvOTEP Ao KGOE 4 efdopddeg, Kol To pesodiactnpate Oepaneiog Tovg Uropovcooy va
mopoTafovy Kot TAAL ot cuvEKE. Metd tnv andpacn yio cuyvotepn Bepaneio, To HEGOSATTNIO
Oepameiog NTav Kotd uéco dpo 6,1 efdounadec. Tnv ERdoudda 104 n BCVA ftav yaunAidtepn o€
ao0evelC TOV YPELACTNKAY IO EVTOTIKN Bepameio, TOLAGYIGTOV pia opd KoTd TN OEPKELD TNG
HeAETNG, o€ oOyKplomn pe acBeveic mov dev ypeldotniay kot 1 péon oAdayn otnv BCVA and v
évapén €mg to TEAOC TG nelémg nrTav +2,3 £ 15,6 ypdupoato. Metaéd tov acbevov wov vrofAndnkay
o€ mo ovyvn Bepameia, to 85,5% Satnpnoe v dpao), dniadn Exaoce Aydtepa amd 15 ypdupata Kot
10 19,4% xépdioe 15 N} meprocotepa ypaupata. To Tpoeil acpdrelag towv achevodv mov vrofAndnkay
o¢ Oepameia o cuyvn amod kdbe 8 efdopndadec, NTav GUYKPICIHO UE To OESOUEVE ACPAAELOG TV
VIEW 1 kot VIEW 2.
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Aevtepomabés oionua e wypds knAidas omo CRVO

H acpdleio kot 1 amotelecpotikdtnTo TG apAMPepcéntng a&toloynonkav oe 600 TVYUOTOMUEVEG,
TOAVKEVTPIKEG, OUTAA-TUPALC, EAEYYOUEVEG Le ElKoVIKT Bepameio pehéteg o€ acbeveig pe devtepomafég
oidnua ¢ oypds kniidoag amd CRVO (COPERNICUS and GALILEO) pe éva cvvoro 358 acOevav
vrofAnnkav o Bepaneio kat frav aEl0AOYNGILOL Yid TNV amotedespatikotnTa (217 pe v
apAPepoéntn) Ot nAikieg Tov aobevav Kopaivovay and 22 eng 89 etdv pe éva péco 6po

nikiog 64 etdv. 1i¢ CRVO peléteg, mepimov 10 52 % (112/217) twv acbevodv mov tuyatomombnkoy
ue apMBepcémtn NTov nAkiog 65 etdv N peyordrepot kot wepimov 1o 18% (38/217) ntav 75 etdv 1
peyorvtepot. Ko otig dvo peréteg, ot acbeveig Tuyotoromniay pe avaioyio 3:2 gite og 2 mg
apMPepcémntn yopnyovpeva ke 4 efdopddes (2Q4) eite otnv opdda eELEyyov 6oL EAafay EUKOVIKEG
evéaelg Kabe 4 fdouddes yio Eva cbvoro 6 evécemv.

Metd and 6 cuveydueveg unviaieg evécelg, ol acbeveic Elafav Bepamneio povo dv TAnpovcoay
npokoboplouéva KpLTHpLe. ETavoyopnynong g fepamneiog, ktdg amd Tovg acbeveic otnv opdda
eréyyov g nerétng GALILEO, ot omoiol cuvéyioay vo AapuBavouy elkoviKEG EVEGELG UEYPL TV
epdopada 52. Metd and avtd 1o ypovikd onpeio, 6ot o1 aobeveic mov BepanedTniay TAnpovGAV
wpokabopiouéva KpLTHpLo.

Kot otig 800 peréteg, o KOHplo KATOANKTIKO GNUEI0 OTOTEAEGLATIKOTNTOG )TOV TO TOGOGTO TV
acBevav mov képdioav TovAdyiotov 15 ypaupata oty BCVA kotd v efdondda 24 oe cOykplon e
v apykn Tiun. Mia dgutepehovo HeTAPANT ATOTEAEGUATIKOTITOC NTOV 1) LETOPOAN GTNV OTTTIKY
o&unta Katd v efSopdda 24 6E GUYKPIOT [E TNV OPYLKT TIUT.

H drapopd petald tov opddmv Oepameiog NTov GTATIGTIKA CNIOVTIKY VIEP TG APAPEPTETTNG KoL
oT1g 000 perétec. H péyiom Bektioon oty otk o&otnta enttedynke 6tovg 3 UAVeC Le
eMOKOAOLON 6TaBEPOTOINGCT MG TPOG TNV OTTIKY 0ELTNTA KOl G TPOG TO KEVTIPIKO TAYOG TOL
apPANoTPOEIdOVG LEYPL TOVG 6 pves. H otatiotikd onpavtiky dtapopd dtatnpnonike péypt tnv
efdoudoa 52.

Agmtopepn amoteAéopata amd TNV aviALGT) Kot TV dVo peretdv mapovoidlovtor otov [Tivakoa 3 kot
0TO ZYNMUO 2 TOPOKATO.
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IMivaxog 3: ExPaoceig amotehecpoatikdtnrog kotd Ty efdopdde 24, efdouddo 52 kar eBdopudda 76/100 (ITAnpng avédvon dedouévamv LOCFD) otig pedéteg
COPERNICUS kot GALILEO

Expaoac COPERNICUS GALILEO
OTOTELECHUTIKG
™mrog 24 gfoopaoeg 52 gfoopaocs 100 epdopadeg 24 gfoopaoeg 52 gfdopadeg 76 gpoopaoeg
AoMBepoéntn | Opada | Aompepoéntn Opéda A@MBepointn 9 Opéoo Aohpepointn Opéda Aompepoéntn | Opada AoMPepoinn Opéoo
2 mg Q4 ehéyyov 2mg ehéyyov® 2mg ehéyyovt= " 2 mg Q4 ehéyyov 2mg E)éyyov 2 eléyyov
(N=114) (N=73) (N=114) (N=114) (N=73) (N =103) (N =68) (N =103) (N =68) 2mg 2
(N=73) (N=103) (N =68)
Avaroyia Tov
acOevav pe
Kképdog
215 ypappata 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
opaong and v
OPYKTY T
Yrafpopévn
SiapopaAB D 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)
Tym p
p <0,0001 p = 0,0006 P=0,0003 p <0,0001 p = 0,0004 p=0,0004
Méon petafoin
otnv BCVAD
OmWG petpnonke
pe ) fabporoyio
avayvéplong 17,3 -4,0 16,2 3.8 13,0 15 18,0 33 16,9 3.8 13,7 6,2
YPOpPATOV (12,8) (18,0) (17,4) (17,1) 17,7) (17,7) (12,2) (14,1) (14,8) (18,1) (17,8) (17,7)
ETDRSD and v
apywn T (SD)
Awpopd otov
LN 2L7 1At 67110 1084187 Ry 21181
(95% CI) (17,4 - 26,0) (7.7-11.7) (6.7-17,0) (10,8-18,7) (82-182) 21-131)
Tym p
p < 0,0001 p < 0,0001 p < 0,0001 p <0,0001 p < 0,0001 p=0,0070
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A)
B)

)

E)

1)

Z)

H dapopd ivon n Ty g opddag aprPepoéntng 2 mg otig foopdadeg Q4 peiov tnv T g opddag eEAEyyov

Awpopd kar didotnpa epmotocvvig (CI) vmoloyiCovton pe xprion g dokiung Cochran-Mantel-Haenszel (CMH) npocappoopévn yio mepoyf (AREPIKT £VOVTL TOV VIOAOUTOV KOGLOV Y10 THV
COPERNICUS kot Evpdnn évavtt Aciog/Eipnvikod yio tny GALILEO) kon kotnyopio apyikig tiung BCVA (> 20/200 kaw < 20/200)

BCVA: Best Corrected Visual Acuity (KaAdtepa do0pBopévn ortikn o&vtnta)

ETDRS: Early Treatment Diabetic Retinopathy Study (Mglétn mpdiung avtipetdniong g dwfntkic apeiAnctpoeidonddeiog)

LOCEF: Last Observation Carried Forward (Ate&aymyn tehevtaiog mapatnpnong)

SD: Standard deviation (Tvmikn amodKAion)

LS: Méoog ot pébodo tav ehayiotov tetpaydvav (Least Square) amdé ANCOVA

Awpopd ctov péco ot Pébodo Tmv erayiotav TeTpaymvmv Kot dSidotnua epmietocivng (CI) pe Baon éva povtého ANCOVA pe mapdyovteg tnv opdda Oepameiog, Tnv mepoyn (Apepikn
évavtt Tov Veoroov kocpov yo v COPERNICUS kot Evponn évavtt Aciog/Eipnvikod yio tny GALILEO) kot v katnyopio apywkn Ty BCVA (> 20/200 ko < 20/200)

1t perétn COPERNICUS, ot aoBeveic oty opdda eréyyov pmopodcay va Adfovv apMBepcEntnavaroya Le TIG avAayKes Tovg e ouyxvotTa péypt kat kébe 4 efopddeg katd ) ddpKeLa TG
ePLOdOL oo TV efdopada 24 £mg v efdopdda 52 o1 acbeveic eiyav emokéyelg kabe 4 efdopddes

Y1t perétn COPERNICUS, ot aoBeveic 1060 oty opdda eréyyov 660 kat oty opdda apiPepoéntng 2 mg Ehafav a@ABepotntn 2 mg avaloya e TIG avAyKEG TOVG LE GLYVOTITA HEXPL KoL
KGBe 4 gfdopnddes Eekvdvtag amd v efdopdda 52 Emg v efdopdda 96° ot acbeveig eiyav VIOYPEMTIKEG TPUNVINIES ETOKEWYELG, GAAG UTOPOVGAV VO EYOVV EMCKEYELS AKOUT KOt LLE
ouyvotTo ke 4 efdopnddeg ebv NTav amapaitnTo

¥t perét GALILEO, ot aofeveig 1660 otnv opdda eAEyyov 660 kat oty opdda apiPepoéntng 2 mg Aofov apAPepoéntn 2 mg avaroya pe TIG avaykeg Toug kabe 8 efdopddes Eekivamvtog
amd Vv efdopdda 52 £mg v efdopdda 68 o1 acbeveig iyav vroypemTikég emokéyels kKabe 8 efdopades.
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Tyqpe 2: Méon petafoAn, amo v apyiki Tun £og tnv epoopndade 76/100, otnv ontikn o&dtnTa Kotd
oudoa Bepamneiag yia tig pedéteg COPERNICUS kot GALILEO (ITApng avdlvomn 0e00UEVmV)

COPERNICUS
20 [~ ;
+17.3
=
£ 15
) +13.0
]
Es PRN pe ekTeTapéva
4 g 10 ZraBepn pnviaia PRN pe pnviaia |.|£0‘(I:5IGO'TT']|JETG
E = SoooAoyia HEcOdIaCcTAHATA TTapakoAoubnong
=8 napakoAoUOnong
&
5
& O +1.5
=
0-0-0°-X 40
- — I
> 0 4 8 121620 2 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100
EBOopadeg
. GALILEO
20 '+18.0
e}
=
S 15 =
=
£ . PRN ME EKTETOPEVO
5T 10 || Zrasepn pnvidia PRN pe pnvigia HecoBIaoTAKATA
=3 Sogoloyia HECOdIaoTANATA TTapakoAoudnong
52 napakoAoUBnong j
cg O +6.2
& 5
o]
& @,
= 1
g | i
= 0% f
1
1
I
- — !
0 4 8 12 16202:428 32 36 40 44 48 52 56 60 64 68 72 76
EBOopadeg
—&—— AQAIfegpoémTn 2 mg Opdada eAéyxou

HapPTUPWV

¥ YmodnAwvel Tnv alayr Tng opadag eAéyxou oe PRN Bepartreia pe apAiBepaérin 2 mg

¥t peiétn GALILEO, 1o 86,4% (n=89) ¢ opddog apAiPepoéntng kot 10 79,4% (n=54) tng
elKovIKNG opadog eiyav apdtwon CRVO wg apywn tiun. Katd tv efooundada 24, avtn) frav 91,8%
(n=89) otnVv opdda aprPepcénng kot 85,5% (n=47) otnv gkovikn opdda. Avtég ot avaroyieg
SttnpnOniay kot v gfdopdada 76 pe 84,3% (n=75) oty opdda aplPepoéntng kou 84,0% oty
EIKOVIKT] OHAL.

Yt peiétn COPERNICUS, 10 67,5% (n=77) g opddog apAPepcéntng kot to 68,5% (n=50) g
€IKOVIKNG opadag eiyav apdtoon CRVO wg apywun tiun. Katd v efdopndada 24, avtn tav 87,4%
(n=90) otnv opdda apAPepoéntng Kot 58,6% (n=34) otnv sikovikr oudda. AvTtég ot avaroyieg
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datmpnOnkav kotd v fdopddo 100 pe 76,8% (n=76) otv opdada apiifepcéntng kot 78% (n=39)
oTNV €1KOVIKT opdda. Ot aoBeveic oty elkovikn opdda iyov TV ETA0YT va AdBouvv apAiBepoéntn
amo v efdopdda 24.

H evepyetikn enidpaon g Bepaneiog pe apAPBepoéntn o1 Aettovpyia TG OpacNS NTaV TOPOLOLN
OTIC VTTOOUAOES TV aGOEVAOY KaTd TNV EvapEn, e KAAN Kot U KOAT QUATOON opePBANGTPOEd0NG.
O emdpaoeig g Bepaneiog oe OAeg TIg aloAOYNOIIEG VTOOUASES (T.). MALKiA, OO, PLAT, OPYIKY|
TN omtTikng o&vtag, Katdotaor apudtoong augipAnctpoeldong, didpkeio CRVO) oe kabe peiétn
NTAV YEVIKG GOUQ®VA UE TO OTOTEAEGUATO TV GUVOAMK®OV TANOLCUODV.

Y1 cvvdvacuévn avirvon Tov dedopévev tov pedet@v GALILEO kot COPERNICUS, h
a@AMPBepcémtn £0€1EE OMNUOVTIKG KMVIKEG QAAYEC GE GYECT LE TIC OPYIKES TIUES Evapéng 6TO
TPoKaBoPIGHEVO OEVTEPEHOV KATAANKTIKO ONIEID OMOTELECLATIKOTITOG TOV OTOTEAOVGE TO
epotnuatordylo Tov Efvikov Opbaiporioyikov Ivetitovtov Ontcig Aettovpyiog (NEI VFQ-25). To
uéEyebog aVTMOV TOV CAAAYDV HTAV TAPOUOL0 LE EKEIVO TOV TOPOVGLALETOL GTIG OTLOCIEVUEVEC UEAETEG
KoL TO 07010 avtioTolyel oe abvénomn katd 15 ypdupota oty KAipoko «kaAdtepa S1opfmuévng omTIKNG
o&umracy (BCVA).

Asvtepomobes oionua e wypds kniidog omo BRVO

H acpdlelo kon 1 amotelespotikdTnTo TG APAMPEPCENTNG AEOAOYNONKAV GE [0l TUYXOOTOINUEVT,
TOAVKEVTPIKT), SITAN-TOPAY, EAEYXOUEVT] LE EIKOVIKT Ogpameia peAétn o€ acbeveig e devtepomafég
oidnua g oypdg kniidag omd BRVO (VIBRANT) nov cuumepthdufave np-kevpikn g
apeipAnoTpoeldtkng eAEPog. Zuvolkd 181 acBeveic vrofAndnkav ce Bepaneia kot a&loloynOnkay
v TV amoterecpotikotnta (91 pe apAiifepcémtn). Ot nhikieg Tov acbevav kopaivoviay

amd 42 eng 94 etodv pe Eva uéco 0po niikiog 65 etmv. T BRVO peétn, nepinov 1o 58% (53/91)
TV ac0evodv Tov TuyooromOnkay pe apPepoéntn rav nhkiog 65 eTdV 1 peyaldTEPOL KOl TEPITOV
10 23% (21/91) rav 75 etd@dv 1 peyolvtepot. Xtn perétn, ot acbeveic TuoyoomomOnkay pe

avaAoyio 1:1, gite og opdada 2 Mg apiiPepoéntng yopnyovuevo kabe 8 efdoudosg

axolovBmvrtag 6 apykég unviaieg evéoelg, 1| og opdado pmtomn&iog A&Wep Yop1YOOLEVT] TNV OPYIKY|
emiokeym (opdda eréyyov Aéep). Ot acBeveic otnv opdda ehéyyov Aéilep pmopovsay va Adfovv
emmpoctetn potomnéio Aéilep (ovopaletar ¢ Oepameio Siiomong pe Aélegp’) otV apyn TG
efdoudoag 12, pe to Ayodtepo ddotnpa avapeoa otig Oepomeieg 12 efdoudadec. Me fdaon ta
npokafopiopéva kprripa ot acBeveig otnv opdda pe Aéilep propovsay va Adfovv Bepameio
dlicmong e apAPepaéntn 2mg amod v efoopndada 24 pe yoprynon kabe 4 efdopndadec yio 3 pveg
axolovBobpevn yuo ke 8 gfdopddec.

>t peién VIBRANT, 10 Tp@TEDOV KATAANKTIKO GNLUELD OTOTEAEGLATIKOTNTOG NTOV TO TOGOGTO TV
acBevav mov képdisav TovAdyiotov 15 ypaupata oty BCVA katd v efdopdada 24 ce cbykpilon pe
™V apyKkn 0pacn Kot 1 opudda g ApAPEPGETTNG TV avVAOTEPT TG ORAd0S EAEYYOL Aélep.

"Eva devtepedov KoToANKTIKO OMUEi0 OTOTEAECUATIKOTNTAG NTAV 1) LETAPOAT GTNV OTTIKY 0&LTN T
Katd TV efoopdda 24 og cOYKPIOT LE TNV aPYIKT T, 1| OTTOI0 JTAV GTATIOTIKA GNUOVTIKN VIEP TNG
apAPepoéntng ot perétn VIBRANT. H mopeia g ontikng Bertioong NToav paydaio Kot EQTAcE TN
HEYIGTN T 0TOVG 3 UNVEG IE SLOTNPTOT TOV OTOTEAECUATOV PEYPL TO pva 12.

YV opdoda tov Aélep, 67 acbeveig Ehafav Bepameia dilowong e apAPepcointn pe Evopén v
gfdouada 24 (Oudda eréyyov pe evepyn Oepameio/ apAiPepoéntn 2mg) pe amotédecuo Pedtioong
otV onTiky o&vtnTa mEpinov 5 ypaupata omd v efdopado 24 mg 52.

Aentopepn amoteAécpara amd v avdivon g perétne VIBRANT napovcidlovrol otov
[Tivako 4 kot 670 Zynuo 3 ToapoKaTo.
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Hivaxag 4: ExPdoeic amoteleocuatikotntog katd tnv epoopndada 24 kai efoopada 52 (ITinpng
avdivon dedopéveov LOCF) ot pedétn VIBRANT

ExBdaoeig VIBRANT
OTOTEAEGLOTIKOTT
TOG
24 Epdopadeg 52 Epdopadeg
AopMpepoéntn 2 mg Evepyogopdda | AohPepoént | Evepyodg opdda (Aérlep)
Q4 (MrLep) n2mg Q8 | ApmBepoéntn 2 mg®
(N=91) (N=90) (N=91) ¥ (N=90)
Avaroyio tov 52,7% 26,7% 57,1% 41,1%
aclevav pe
>15 ypaupata

KEPOOG OO TNV
apykn tun %

Ytafuopévn 26,6% 16,2%
StapopaB)
(%) (13,0, 40,1) (2,0, 30,5)
(95% ClI) p =0,0003 p=0,0296
Ty p

Méon petoforn 12,2 (11,9)
omv BCVA 6nwg 17,0 6,9 17,1
uetpfinke pe ™ (11,9 (12,9) (13,1)
Babuoroyia
AVOyVAPLONG
YPOLUATOV

ETDRS oné v
apxikh i (SD)

Aw@opd ctov 10,5 52
s £000
et | 140 @87
(95% ClI) p<0,0001 p=0,0035°Y
Ty p

A)

)

A)

E)

1)

H dwpopd eivar n tipn g opddag apAPepointng 2 mg otig efdonddeg Q4 peiov v Tiun ™G opddog
eléyyov Aélep

Awpopd kar 95% (CI) vroroyilovton pe yprion g dokyng Mantel-Haenszel tpocappocpévn yia
neployn (Apepwn évavt lanwviog) kot katnyopia apykng tiung BCVA (> 20/200 ko < 20/200)

LS: péon dwpopd kot 95% CI Baomn tov poviéhov ANCOVA pe v opdda Bepaneiog, Kotnyopia
apywnc g BCVA (> 20/200 ko < 20/200) ko meproyn (NOto Apepixn Evovt lorwviag) wg otadepég
emdpacelg kot apykn Ty BCVA ¢ coppetafint.

BCVA: Best Corrected Visual Acuity (KaAdtepo dtopBopévn ontikn o&otnrta)

Amo v eBdopdda 24 n Bepancia pe v opdda Oepameiog apiPepoinng topatdOnke yio 6Aovg Tovg
acBeveic amd 4 efoopddeg oe 8 efdopadeg puéypt mv efdopdda 48.

Katd v évapén g efdopddas 24 o1 aobeveic oy opdda Aéilep pmopovoav va Aafovv Oepameio
Sloong pe apAPepcEntn Qv VINPYE TOLAGYIOTOV £va TPOKABOPIGUEVO KPLTHPLO EMAOYNS. ATLO TO
GVVolo, 67 acbeveig og avtn v opdda EraPav Bepaneio Sicwong pe apiPepcséntn. To otabepd
5060L0YIKO GYNLO dldcmang pe apMPepoéntn NTtav 3 eopég apriPepoéntn 2 mg kabe 4 efdopddeg
axoiovBovpevo amd evécelg kKabe 8 efdopddes.

OvopaoTIKY| TIU=p
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Yyqpe 3: Méon petafoin oto BCVA 6nwg petpribnke amdé ETDRS Babuoioyia I'pappdtov Kotd
v gfoopdda 52 otn perétn VIBRANT

20 VIBRANT
+17.0

+17.1
15

+12.2
10

Méon MetaBoAr otnv Otk OguTNTA
(Fpappara)

O L 1 L L L L L L [l L L '}
4 8 12 16 20 24 28 32 36 40 44 48 52
EBAOMAAEZ

—&—— AQAIBepoTT 2 Mg —(O— Oudada EAéyxou NAéigep

O ap1Bu6s TV acbevav pe koA apdToon, katd v Evapén g LeAétng, mov Eekivnoay aywyn Ue
apMPepoéntn 1 potonn&io Aéilep Nrav 60% Ko 68% avtictoya. Katd v efdopdda 24 avtég ot
avaroyieg nrav 80% ko 67% avtictoyo. Ztnv opdda pe apAPepcintn 1 avoroyio Tov aclevov pe
alpdroon dlatnpnonke uéypt tnv efdopdde 52. Xtnv oudda Aélep, 6Tov ot aobeveig mAnpovcay Ta
Kkpreipla. vo Aapovv Oepaneia dtdlowong pe apAPepcéntn omd v gfdopdda 24, n avaroyio TV
acBevav pe apdtoon avéndnke oto 78% kotd v gfdopndda 52.

Mo fintino oidnuo. e wypds knAioog

H acpdlelo ko anotelecpatikdTa TG apAPepotntng a&loloyndnikay g VO TUYOLOTOUEVEG,
TOAVKEVIPIKES, SIMAG-TOQALC, evepyd edeyydueveg peléteg oe oobeveic pe DME (VIVIDPME and
VISTAPME) "Eva civolo 862 acOevdv ot omoiot vmofAnOnkav oe Oepamneio kot fjrov aEl0Aoynoipot
Y10l ATOTEAEGHOTIKOTNTO O1 576 Tuyaiomombnkav pe apAiPepoéntn. Ot nhikieg Tov acbevav
Kopaivovtay omd 23 emg 87 eTmv e éva néco 0po nAkiog 63 etdv. Ttig DME pelétec, mepimov

10 47% (268/576) v a50evidv mov TuyatoTomOnKay pe apMpPepoéntn NTov nhikiog 65 etdv N
peyorvtepot kot mepinov to 9% (52/576) Nrav 75 etdv N peyoivtepol. H mietovotnta tov aclevov
KoL 0TIG dLO peléteg elyav Awaprtn tomov 1L

Kot otig dvo peréteg, ot acbeveig Toyotomomniay pe avaroyio 1:1:1 o 1 and 3 docoroyikd

cynpoTo:

1)  apMPepoéntn 2 mg, yopnyovueva kabe 8 efdouddec petd amd 5 apyikéc unviaisg d66€1G
(apMBepoéntn 2Q8),

2) apAPepcéntn2 mg, yopnyovpevo ke 4 efdouddeg (aphPepcéntn 2Q4) kot

3)  oewtornéio pe Alep e oypdc kniidag (evepyn opdda erEyyov).

Hexwvovtag amd v efdopdda 24, ol acbeveic mov mAnpovcay Evayv TPpoKaBopIGUEVO 0VAO OTMOAELNS
g Opaong NTav emieEpot va Adfovy mpochetn Bepaneia: o acbeveic otnv opdda g
apAMBepoémtng uropovoay vo Adfovv Aélep kat ot acbeveic 6NV opdado eAEYYOV Hmopodoay va
Aapovv apiiPepoén.

Kat otic 900 peréteg, To KOPLo KOTOUANKTIKO GNUEID OTOTEAEGLOTIKOTNTOG TV 1 HEGT UETABOAN
Katd v gfdopdda 52 tng kadlvtepa dtopBoduevng dpacnc (BCVA) amd tnv apyikn T Kot ot 500
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opadec tov aeAPepointn 208 kot apiPepointn 2Q4 amodeiyOnioy oTATICTIKG GNUAVTIKES Kot TOV
AVATEPEC MG TPOC TIV ORAd EAEYYOV. AvTd TO dQELOG dratnpnOnke péxpt v efdopado 100.

Aentopepn amoteréopato and TV avéivon tov peretd@v VIVIDPME wou VISTAPME napovscidova
otov Ilivaka 5 kot 6to Zynua 4 TopaKdTo.
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IMivakag 5: ExPdoeic anotehespatikétnrog katd tv efdopdda 52 kat v efdopdda 100 (IIMpng avéivon dedouévav LOCF) otic peréteg VIVIDPME

VISTAPME
Expaoceg
ATOTELEGPOTIKOT VIVIDPME VISTAPME
nrog
52 efdonadeg 100 epdopadseg 52 efdopadeg 100 efdopaodseg
AoMpepoéntn | ApoMPBepoénty | Yrapyovoo | AohPepoéntn | AohMPepoéntny | Yaapyovea | ApmPepointny | ApmPepoén | Yrmapyovoa | AohPepoéntn | Aohpepoé | Yrapyovoa
2mg Q8 A 2 mg Q4 evepyog 2mg Q8 A 2 mg Q4 evepyog 2mg Q8 A ™m evepyog 2mg Q8 A n evepyog
(N =135) (N =136) Ogpancio (N =135) (N =136) Ogpancio (N =151) 2mg Q4 Ogpamncio (N =151) 2mg Q4 Ogpancio
(A&rlep) (A&rlep) (N =154) (M&rlep) (N =154) (M&rlep)
(N =132) (N =132) (N =154) (N =154)
Méon petaforn
omv BCVA
ommg petpronie
HE oV mvoica 10,7 10,5 1,2 9.4 11,4 0.7 10,7 12,5 02 11,1 11,5 09
AVALYVOPLONG
YPOULAT®V
ETDRSE and
TNV OPYIKN TWA
Awpopd cTov
LLéco 01N
pé0odo LSBIE 9,1 9,3 8,2 10,7 10,45 12,19 (9,4 - 10,1 10,6
(97,5% CI) (6,3-11,8) (6,5-12,0) (5,2-11,3) (7,6 - 13,8) (7,7-13,2) 15,0) (7,0-13,3) (7,1-14,2)
Avaroyia Tov
acOevav pe
2 15 ypdppota 33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
Kké€pSOg omd TV
opyuT] T
Srabuiopévn
AAE
?507‘%%2“0) 24% 23% 19,0% 26,1% 23% 34% 20,1% (152?5_3?6 5
' (13,5-34,9) (12,6 - 33,9) (8,0-29,9) (14,8 - 37,5) (13,5-33,1) (24,1 - 44,4) (9,6 - 30,6) ' ) '
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Metd v évapén g Oepanciag pe 5 unviaieg evéoerg

O péoog LS kot to CI pe Baon éva poviého ANCOVA pe ) pérpnon apyucng s BCVA og cuppetafint kot tapdyova yio thv opdda Oepancioc. Emmpoodétme, n mepoyn
(Evpdnn/Avotpario évovt lonwviag) cvpmepidiednke wg napdyovtag yio. tny VIVIDPME wai 10 1010p1kd epepdypotog tov pookapdiov (MI) kavn ayyeioxol eyKe@aikon
ene16odiov (CVA) wg mapdyovtog yuo v VISTAPME,

H dopopd etvon n opdda g apiiepoénng peiov v opdda vadpyovoag evepyod Bepaneiog (Aélep)

H dopopd pe to didotpa epmiotocivig (CI) kot to otatiotied Edeyyo vroloyileton pe xpnomn evog oxnpatog otddong katd Mantel-Haenszel npocappocuévo katd mepioyn
(Bvpodnn/Avctpario évavrt Iommviac) yio v VIVIDPME o 10tpikd 1610pted epopdypotog tov pookapdiov (MI) 1 ayyeioxod eykepolkot enelcodiov (CVA) yio tnv VISTAPME
BCVA: Best Corrected Visual Acuity (KaAdtepa do0pBopévn ortikn o&vtnta)

LOCEF: Last Observation Carried Forward (Ate&aymyn tehevtaiog mapatnpnong)

LS: Mécog ot pébodo tov ehoyiotov tetpaydvov (Least Square) mopaydpevog péco ANCOVA

Cl: Confidence interval (Aidotpo gpmiotocivig)
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Yympa 4: Méon petaporn oty BCVA 6mtm¢ petpndnke e Tov mivaka avoyvopiong YPoURAToY
ETDRS and v apyikn tiuf péypt v efdoudado 100 otig peréteg VIVIDPME o VISTAPME
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ERSopdadeg
—fl— AQAIBEPTETTN 2 Mg Q8 _‘_Acp)\lsspcémn 2 mg Q4 eRdopddeg

eBdouAdEC
_@_Yndpxoucu evepydg Beparreia (AIep)

O1 emdpaoelc g Bepaneiag oTig aEl0A0YNGIES VTOOUADES (.. NAKia, POAO, GUAN, APYIKN TN
HbA ¢, apywm Ty ontikng o&vtnrag, mponyovpevn avti-VEGF Oeponeia) o ka0 pedétn kot ot
GUVOLAGLEVT] GVIADOT NTAV YEVIKA COLPOVES LLE TO OMOTEAEGLATO GTOVG GLVOAMKOVE TANBVGLLOVG.

T1ig peréteg VIVIDPME kan VISTAPME, 36 (9%) xon 197 (43%) acOeveic éhafav mponyoduevn

avti- VEGF Oepaneia, avtictoya, pe 3-unvn 1 peyodlotepn mepiodo Ekmivong. Ot emdpdoeic g
Bepameioc otV voouddo TV acBevdV 01 omoiot elyav TponyovUEVLS AaPet Bepameia e Evav
avactoAréa Tov VEGF ftav mapopoieg pe exeiveg mov mapotnpnoniay oe acbeveic ol omoiot dev giyav
TponyoupEVDG AdPetl Bepaneia pe évav avactorén VEGF.

Aocbeveic pe appotepdmievpn voco Ntav emthéSipot yia vo Adfouvv avti-VEGF Ogpaneia otov dAro
0pBOAUO TOVG EGV 0T KpVOTOY avoryKaio omd tov watpd. Tt pedétn VISTAPME 217 (70,7%)
aoBevelc TG apMPBepaéntng EAAPoV OUEOTEPOTAEVPES EVECELS APALPEPCETTNG LEXPL TV

eBdopada 100, evd otn perétn VIVIDPME 97 (35,8%) acheveic g aphBepointng édafav
Swpopetikn avti-VEGF Oepomeio otov dAA0 0@BoAud tovg.

Muo aveEdptnn cvykprrikn peAétn (DRCR.net Protocol T) éxove yprion evoc véAKTOV 60G0A0Y1KOD
OYNUOTOG e BACT avoTNpd KPTnplo exavainyng Oepaneiog kaboplopueva and To amoTeAEcUaT TG
e&étaonc OCT kot Tnv 6pacn. Ztnv opdda Bepomeiog pe apAifepoéntn (n=224) tnv gfoopndda 52,
aVTO TO 60GOAOYIKO GYNI 001 YNCE MG amoTéEAEGA 01 aobeveic va Aaufdavouy Eva uéco

0po 9,2 evéaelg, mov eivat ToPOUOL0 UE TOV apliud yopnynong 60cemv oty oudda
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apMPepcéntng 2Q8 otig peréteg VIVIDPME au VISTAPME, 6mov svvorikd n anoteleospatikdtta
¢ Oepoameiog oy opdda Oepameiog ue aphPepoéntn Protocol T ftav cuykpiciun pe v opddo
apMPepoéntng 2Q8 otig peréteg VIVIDPME kon VISTAPME, Sty opéda Protocol T mapatnpridnke
évag Hécog 0pog képdovg Pertioong 13,3 ypauudtov pe éva 42% tov actevav vo xouv KEPOOg
TovAdytotov 15 ypaupota oty 0pact| Toug omd Ty apytkn Tipr. To aroTeAéGHATA AGOAAELNG
£0e1Eav OTL 1 GLVOAIKY| ETIMTOON 0POUAUIKOV KOt 1) OPOUAUIKOV aVETIBOUNTOV EVEPYELDY
(ovumepriapfovopuévav Tov aptnplakmyv Opopfospporlikav encicodiov — ATEs) fitav cuykpicipa o
OAeG TIC opddec Bepameldv o€ KAOe pHelétn Kot LETAED TV LEAETMV.

H VIOLET, pio moAvKevTpIK, TUYOLOTOUUEVT], OVOTYTNG EMICTLOVONG, EAEYYOUEVT LE EVEPYO
eappako perétn 100 gfdopdadmv, oe acbeveig pe DME, cuvékpive tpio S10popeTiKd S0GOAOYIKA
oynuota g apAepoéntng 2 mg yio tn Oepaneio tov DME, petd amd tovddyiotov Evay xpdvo
Oepaneiog pe otabepd pecodiaotnuata, Katd tov onoio n Oepaneio Eekivnoe pe 5 dadoyikéc punviaieg
d00g1g akolovBovpeveg amod yopnynon kdbe 2 pnveg. H pedétn a&loAdynoe tn pn-katmTepoOTnTo. TNG
apAMPBepoémtng 2 mg xopNYOVUEVNS HECH EVOC BOGOAOYIKOD oyYNUTOC Oepameiog Kot ETEKTUONG
(2T&E 6mov 1o dtactipata TV evécemv datnpninkay 6to eldyioto Tav 8 efoouddny Kol oTodIaKd
emekTadnKov PAcEL TOV KAVIK®V KOl OVOTOMK®OV OTOTEAECHATOV) Kot TNG apAPepséntng 2 mg
xopnyovuevng avaroya pe tig avaykeg (2PRN dmov ot acbeveic mopakorovBovviav kabe 4 efdouddeg
KoL 1 xoprynomn ywotov otav ypetalotay, pe PAcn To KAMVIKE Kot oVOTOUIKG ATOTEAEGLLOTO), O
ovyKkplon pe aeAPepoéntn 2 mg yopnyovuevns kdOe 8 efdopadeg (2Q8) yia 1o devtepo Kot TPiTo £T0G
Oepamneiog.

To k0pro katanktiko onueio amoteheopatkotnrag (aArayn otny BCVA and v évapén émog v
efdopdoda 52) frav 0,5 £ 6,7 ypaupato oty opdda 2T&E ko 1,7 + 6,8 ypdppata oty opdado 2PRN
og ovykpion pe 0,4 £ 6,7 ypapupoto otnv opdde 2Q8, enttuyydvoviog GTATIGTIKN UN-Kat®TepodTnTa, (P
<0,0001 ko ywo T1c dv0 cvykpicelg, NI mepifdpio 4 ypouudtov). Ot adrayéc otmv BCVA a6 v
évapén €ng v efoopdda 100 ftav 6 CUVETELD LLE TO OTOTEAEGLLOTO TNG

efdopadag 52: -0,1 £ 9,1 ypapparta otny opdoa 2T&E war 1,8 + 9,0 ypdupota otnv opdda 2PRN ce
ovykpion pe 0,1 £ 7,2 ypaupata otnv opudda 2Q8. O pécog apifuodg evécemv o€

dtdomua 100 efdopadwv nrav 12,3, 10,0 kon 11,5 yia ta 2Q8fix, 2T&E ka1 2PRN, avtictouyo.

Ta Tpoeid ac@AAELNC MG TPOG TO 0PHUAUIKE Kot GLOTNLKG cvufauato Kot otic 3 opddeg Oepameiog
NTav TapoOUoLd (e aVTA oL TapatnpnOnkav otig facikég peréteg VIVID kar VISTA.

Yy oudda 2T&E, ot avénoeic Kot o1 HEIDCELS OTO, LECOOIOGTILOTA TNG £VEGNC NTOV OTN JOKPLTIKN
EVYEPELD, TOV EPEVVI|TI. XT1 LEAETN cvoTHONKAY AENGELS TV 2 EBSOUAd®V.

Mok yopioegidiky veoayyeiwon

H acpdiela kou 1 amoterespotikdtnTo TG APAMPBEPCETTNG AEOAOYNONKAV GE L0l TUYOOTONUEVT,
TOAVKEVTPIKT], SUTAA TOVPAT, EAEYXOLEVT] LLE EIKOVIKO QApLOKO LeAETN o€ Actdteg aoeveig pe
poorik CNV. 'Eva cbvolo 121 acBevav vrofAndnkay ce Bepomeio kot ftay a&loAoy oot Yo
amoteleopatikotnta (90 pe apiiPepoéntn). O nhikieg Tov acbevav kopaivoviav and 27 £mg 83 etmv
pe péon tipn o 58 £tn. T pekém g ponikng CNV, nepimov 1o 36% (33/91) tov acbevav mov
TuyotomomOnkay o Bepaneia pe apiPepoéntn frav nhiog 65 eTdVv 1 peyYaldTEPOL KOl TEPITOV

70 10% (9/91) fitav 75 etV N peyalvtepot.

O1 acBeveic ToyatonomOnkav oe ovaroyia 3:1 yia va Adfovv gite 2 mg aeAiPepointn evdoioroetdikd
1N EVEGELG EIKOVIKOD QUPUAKOL YOPTYOVUEVEG Ui POPA KOTA TNV EVapEn TG LEAETNG UE TPOGOETES
€VEOELG YOPNYOOUEVEG UNVIOLIG GE TEPITTMGT| EXLUOVAG 1 VTOTPOTNG TS VOGOV UEXPL TNV

gfdoudda 24, 6tav a&loroyndnke 1o KOPLo kataAnKkTiko onueio. Katd tnv efdopudda 24, ot acbeveig
o1 omoiot glyav apykd Tvyotomombel oe eucoviKd PAPUAKO NTOV KATAAANAOL VTTOYNHPLOL Y10, VO Adfovy
v TpmTn 060M TG apAMPepcéntng. Akorovbwc, ol aobeveig kat 6TIG VO OUASEG CLVE LGV Va. Eivarl
KOTAAANAOL LTOYNELOL Y10, TPOGOETEC EVEGEIC OE TEPIMTMGT EXLUOVIG 1) VITOTPOTNG TNG VOGOV,

H Sropopd peta&d twv opddwv Bepameiog NTav GTOTIGTIKE GNUOVTIKN VIEP TG OQALBEPCENTNG Y10 TO
KOP10 KataAnkTko onueio (petafoin otnv BCVA) kot 10 enifePatmtikd de0TEPELOV KATOAANKTIKO
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onueio amoterecuatikotnTog (Ovoloyio Tov acBevav mov képdicay 15 ypaupota otnv BCVA) katd
v gPfodopdda 24 oe chykpion pe v apyikn Tun. Ot dtepopic Kot yio To 600 KATUANKTIKG onueio
drnpnOnkav €wg tnv efdoudoa 48.

Aentopepn anoteAéopata amd v aviivon e perétmg MYRROR rmapovsidlovrol otov
[Tivako 6 kot 610 Zyqua 5 Tapoakdato.

Mivaxag 6: ExPdoeic amotelecuatikdtntog katd tnv fdopndada 24 (kbpia avaAven) Kot KoTd Thv
eBdopada 48 ot perétn MYRROR (ITAfpng avéivon dedopévaov LOCFAY)

Expaoeig MYRROR
UTOTEAECPOTIKOTNTAG 24 Epdopadseg 48 Epdopadeg
AoMPepointn Ewoviké | AoMpepoéntn 2 mg | Ewkoviké eappoxo/
2mg Qappoko (N =90) A@MBepointny 2 My
(N =90) (N =31) (N=31)
Méon petafoin otnv
BCVAP 6nmg petprnke
pe ™ Boduporoyia 12,1 -2,0 135 3,9
avayvdpIoNG YPOUUATOV (8,3) 9,7) (8,8) (14,3)
ETDRS ond v apykn
ui (SD) ®
Awpopd 6Tov péco 141 9,5
ot uédodoAE) (10,8-17,4) (5,4 -13,7)
(95% Cl)
Avodoyio Tov acBevodv pe
> 15 ypappato k€pdog and 38,9% 9,7% 50,0% 29,0%
TV OPYIKN TN
Yrafuopévn 29,2% 21,0%
Sgpopd T4 (14,4 - 44,0) (1,9-40,1)
(95% Cl)

A)
B)

I

A)
E)

£T)

LOCEF: Last Observation Carried Forward (Awe&aymyn tedevtaiog mopatinpnong)
BCVA: Best Corrected Visual Acuity (Kaivtepa dopbwpévn ontikr] o&vtntoa)
ETDRS: Early Treatment Diabetic Retinopathy Study (MeAétn TpdUNG AVTILETOTIONG TG OLOPNTIKNG

apeiinotpoeidondfetog)
SD: Standard Deviation (Tvmikn omoxiion)

Méaoog LS: Méoog ot péfodo tav ehayictmv tetpaymvev (Least Square) mopayopevos HEG® LOVTEAOL

ANCOVA

Cl: Confidence Interval (AtGotua epmiotocivng)
MLS péon drapopd kot 95% CI Baoet evog poviéhov ANCOVA pe v opdda Oepomeiog Kot tn xdpa
(ovopooieg ympag) g otabepés emdpaoets, kot Tnv apykn Ty BCVA o¢ coppetafint.

H Swopopd kot 1 Ty 95% CI vroroyilovran pe ypnon tng dokung Cochran-Mantel-Haenszel (CMH)
TPOGOAPUOGUEVT VIOl TN XDPa (OVOUAGIEG XDPOG)
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Yyqpo 5: Méon petafoAn omd v apykn Tiun émg v Efdondda 48 otnv ontikn o&dtnta Kotd
oudoa Bepameiag yio ™ perétn MYRROR (ITApng avaivon dedopévev, LOCF)

MYRROR
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Méon petaBoAr otnv oTITiKA oguTNTA
(ypappara)

Hodrorpikodg minBuoog

O Evpomnaikdg Opyoviopog Poppdkmy €xel SOGEL ATOALNYT A TNV VTOYPEMST] VITOPOANG TOV
OTOTELECUATOV TOV HEAETMV HE TO POPUOKEVTIKO TPOIOV aVOPOPAG TTOV TEPLEYEL OPAIPEPCETTN OE
OAEG TIG VTTOKOTNYOPIEG TOL TAUSLOTPIKOL TANBVGHOD GTOLG TANBVGHOVG VYo THTOL AMD, CRVO,
BRVO, DME ka1 poonikng CNV (BAére mapdypo@o 4.2 Y10, TANPOQOPIEC GYETIKA UE TNV TOLIINTPIKY
xpfion).

5.2 ®uppoKOKIVTIKES IOLOTNTES

H apABepoéntn yopnyeitor amegvbeiog 610 VOAOEISEG MU Y10 VO AGKTGEL TIG TOTIKESG OPACELS TG
oToV 0QBaANO.

Amoppoéenon / Katavoun

H apABepoéntn amoppopdtar apyd amd Tov 0pOOALO GTN GUGTNUATIKN KOKAOPOPI HETH TNV
evOOLOADON YOPNYNOT KOl TOPATNPEITOL GTN CLCTNHOTIKT KLKAOQOpia Kupimg w¢ Eva avevepyo,
otafepo cvumioko pe Tov VEGEF. Evtottolg, povo 1 «edehBepn apMPepcéntny eivar ikavn va
deouevoet Tov evdoyevny VEGF.

Y& U0, QupUaKOKIVITIKY VITopEAET o€ 6 acleveic pe veoayyelakn, vypov tomov AMD ue cuyvi
detypatolnyio, ol HEYIGTEC CLYKEVTIPMGELS TAUCUATOG TG EAEVBEPNC APAMPBEPTENTNG (CLOTNATIKY
Cmax) NTov youniéc, pue péomn tiun mepirov 0,02 pukpoypoppdpio/ml (evpog 0 £wc 0,054)

evtog 1 émg 3 nuepdv petd omd evoodaA0EdIKN Eveon 2 mg, Kot NTaV U aviyvedoIUeS 600 efSOUAdES
HETE TN Yopnynom ¢ 00ong oxedov e 6Aovg Tovg acbeveis. H aplPepcséntn de cuosompevETALl GTO
TAGG O, Le TNV evooborogldikn yoprynon kade 4 efoopddes.

H péon péyiot ovykévipwon TAAcUaTog TG eAe0Bepng apAiepodntng etvan

nepinmov 50 g 500 popéc kAT Ao TN GVYKEVIPWOGOT APAPEPGENTIG TOV OTOLTEITOL Y10, TNV
OVOGTOAN TG Proroyikng dpactnpiotrag tov cvotnuatikov VEGF katd 50% oe poviéla og {oa,
oT0 omoia TapaTNPNONKAV HETABOAEC TNC OPTNPLOKNC TTEGNC OPOTOV TO KUKAOPOPOLVTH, ETUTEDN, TNG
erevBepng apMPepointng EpBacav mepimov ta 10 pucpoypappdpio/ml, Kot ETECTPEYE GTNV APYIKY
TN 0TOY T EMIMEDD EMEGAY KATO amd mepimov 1 pkpoypappdpio/ml. Extipdron 0t petd tnv
EVOODUAOEIDIKT YOpNYNON 2 Mg GTOVG 0o0EVELS, 1 HEGT] LEYIOTN CLYKEVTPMOT TAAGLOTOC TNG

e ev0epnc apAPepaintng eivon Tavo omd 100 gopéc yaumAdtepn amd T GUYKEVIPWOOT) TG
apAMPepcéntng mov amatteiton yio T déopevon tov cvotnpatikod VEGF katd to npiov g péylotng
Tipng (2,91 pkpoypappdpio/ml) og o perétn pe vylelg eBehoviéc. Tuvenme, GLOTUATIKEG
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QOPUOKOSVVOIKES EMOPACELS, OTWG LETAPOALC TNG OPTNPLOKNG TTieoms, stvar amiBave.

Dappokokvnrikég vmoperéteg o acbeveig ue CRVO, BRVO, DME 7 poorikn CNV pe péon Crax
g ehevlepng apAPepcEnTnG 6T0 TAGGLA HTOV TOPOUOLO LE TIG TIUEG OE

evpoc: 0,03 émc 0,05 pkpoypappdpia/ml Kou ot oTopkéC TIHEC dev Eemépacay

ta 0,14 pkpoypouudpro/ml. Zvvendg, ot GLYKEVIPMOGELS TNG eAeVOEPNC APAPEPCENTNG GTO TAGGHA
Ka06ploay TIG TYEG YOUNAOTEPA 1) KOVTE GTO KATAOTEPO EMIMEDO KAT® OO TO OPLOL AVIYVEVCT|G YEVIKA
evtog piag efoopddac. Mn aviyvedoIUES GUYKEVTPMGELS EMLTEDYONKOV TPV amrd TNV EMTOUEV
yopnynon uetd ond 4 efdouddeg oe OAOVG TOVG oobeveic.

Amofoin
Agdopévov tov 0TL N apMPBepoéntn eivor Evag BepamevTiKOC Tapdyovtag e Pdorn Tpwteivn, dev Exovv
TpaypoTomoln el peréteg HeTafoAIGHOV.

H ehevBepn apAiPepoéntn decpevel tov VEGF yia va oynuaticet éva otabepd, adpaviég cOUTA0KO.
Onwg kot pe ahleg peydreg mpmteiveg, etvat avouevopevo 6ti 1 kdBopor T0co g eAedBepng 660 Kot
NG OEGUEVUEVNG APAPEPCEMTNG YIVETOL LECH TPOTEOAVTIKOV KATABOAMGHOD.

Negpkr) dvciettovpyia
Agv &yovv Tpaypatonom el e1dkég peétec o€ aobevelg pe veppikn SucAgttovpyia Le TV
apAMPepcémntn.

H gpoppokokivntikny avéivon tov acBevov otn pedét VIEW2, and tovg onoiovg 10 40% &iye
veppikn dvoettovpyia (24% Mmia, 15% pétpro ko 1% cofapny), dev amokdivye dlopopic OGOV
aQPOPA TIC GLYKEVTPMGELC TAACUATOS TOV PUCTIKOD QUPUAKOL UETH amd EVOODAAOEISIKT yOpTyNon
k@0e 4 1 8 eBdouddes.

[opopora aroteréopata napatnpnnkay oe acbeveig pe CRVO ot perétn GALILEO, og acBeveic
ue DME ot perétn VIVIDPME o 6g acleveic pe poomixi CNV ot nedétn MYRROR.

5.3 Mpoxiivikd dedopéva Yo TNV A6QAALEL0,

Emdpdoeig mov mapatnpnnkay o pun KAVIKEG LEAETEC GYETIKA LE TNV TOEIKATNTO
emovaAoUPavOLEVOV dOGE®V, SUMIOTOONKAV HOVO G GLGTNUOTIKY £kBeon Tov BewpnOnke 6TL NTOV
OMNUOVTIKG TAVE® OO TO OVATATO 0p1o £KOEGMC TOV avOPOTOV HETA amTd EVOODOAOELOIKT YOPNYNoT
oV TPoop1lOUEVT KAVIKT] SOGT|, DITOONADVOVTAG UIKPT GLGYETION UE TNV KAWVIKY XPNOT).

HopatmpnOnioy dStafpdoelg kol EEEAKDGELS TOV OVOTVEVGTIKOD EMONAIOD OTIG PVIKEG KOYYEG OF
TONKOVG GTOVE 0TO10VG Eytve EVOODAOELSIKT YOPNYNON AQMPBEPGETTNG, e GLGTNUATIKT £kbeon
Tove amo T péyiotn £kbeon tov avBpomov. H cvotnuatikn £ékBeon pe Baon v Cmax kot AUC ya
v eleb0epn apMPepcéntn NTav mepimov 200 kot 700 popég vynAdTEPT, OvTicTo K, OTAY
oLYKPIONKE e TIG avTIGTOLEC TIUEG TTOV TOPATPNONKOY GTOVG AVOPDOTOVE HETE amd EVOODAAOELOIKN
d60m 2 mg. 210 avdTaTo ENiNEdO 0T0 0moio dev mapatnpNOnKay avemBounteg evépyeleg (NOAEL)
tov 0,5 mg/opBaiud ctovg mBNKove, N cvotnuatiKy £kbeom NTav 42 Kot 56 popég VYNAOTEPN LE
Baon v Cmax kot AUC, avtictouyo.

Agv &yovv TparypatonomOel LEAETES Yo TV EVOEXOUEVN LETOALAELOYOVO 1] KOPKIVOYOVO dPAoT TNG
apMPepcéntng.

M emidpacmn g apAPepoéntng oty evoounTpla avamtuén Katadeiydnke oe peréteg g epPpuikng
avantuéng oe éykva kovvélia pe evoopAEPia (3 émg 60 mg/kg) kabadg kot vroddpia (0,1 g 1 mg/kg)
yopnynon. To exninedo NOAEL g untépag frav ot 66om tov 3 mg/kg 1 1 mg/kg, avtictoyo.
NOAEL yia v emdpacn oty avarntoén dev avayvopiotnke. X d6on tov 0,1 mg/kg,
ocvotnpatiky ékfeon pe faon v Cmax kKot T cwpevtiky AUC yio v ehedbepn apAiPepoéntn oy
nepinov 17 kan 10 popéc vymAdtepn, avtictolya, 6Tav GLYKPIONKE LE TIC AVTIGTOYEG TILEG TTOV
mapotnphOnKay otoug avBpmdTovg HETA amd gvdobologldikn 066N Twv 2 mg.
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O1 emdpacelg otV avOPIKn Kot yuvaikeio yovipuodtnto atoloynnkay mg uépog pog bunvng puerétng
og TONKOVG HE EVOOPAEPLA Yoprynon agAifepoéning oe dOGElS mov KupdvOnkay amd 3 £mc 30 mg/kg.
[Mopatnpndnke amovoia 1| akavovVIeTn EPUNVOPPLGIL Le LETAROAEG GTO EMITEDD TV ONAVK®V
OPHOVAOV OVOTOPAYMOYNG KoL LETAPOAES OTI] LOPPOLOYID KO KIVNTIKOTITO TOV CTEPLOTOC, OE OAN TO.
emimedo d0onG. Me Bdon ™V Cmax kot AUC yuo v edevBepn apAiepoéntn mov mapatnpnonkay oty
evoopA&Pia 06om Twv 3 mg/kg, N cvouatikn £ékBeon frav wepimov 4.900 kot 1.500 popég
VYNAOTEPT, OVTIGTOLYKE, 0O TNV EkBECT] TOV TapaTPONKE 6TOVG AVOPDITOVE PETE OO
€vooDaA0EDIKT 0001 2 mg. Olec 01 LETOPOAEC NTOV AVUCTPEWIUEC.

6. OAPMAKEYTIKEXZ IAHPO®OPIEX
6.1 Koatahoyog ekdoywmv

IToAvoopPiko 20 (E 432)

Iotdivn

L-iot1divn, povoiidpikn povoidpoyAmpikn
Aévodpn tpeololn

Y dpo&eidio tov vatpiov (yio puOuion pH)

Y dpoyropikd 0&D (Yo puBuiom pH)

"Ydmp yio evéoipa

6.2 AocvppatéTnTe

EXeiyel peketdv oyetikd pe tn ouuPfoatdmmra, To mepov QUpUUKELTIKO TPOioV OgV TPEMEL VA
AVOUETYVOETOL UE GAN POPLOKEVTIKE TPOTOVTAL.

6.3 Awbpkero Long

3 xpévia

6.4 Idwitepeg TpoPLAAEELS KOTA TN QUAIEN TOV TPOTOVTOG
dvrdcoete og yoyeio (2 °C éwg 8 °C).

Mnv KatoyoyeTe.

DoAdooeTE GTOV OPYIKO TEPIEKTT Y10 VO TPOGTOTEDETOL QIO TO PG,

H iheiot) xoyéin pmopei va puAdcceTol ktoc Wouyeiov og Beprokpacio pukpotepn tov 30 °C
uéypt 14 nuépeg. Metd 1o Avorypo Tng KOWEANG, TPOY®PNOTE GTNV EvEST VIO GoNTTTEG CLVONKEG.

6.5 @Yo Kl GLETUTIKE TOV TEPLEKTN

Awddvpa o€ Tpoyepucpévn ouptyya (Yool tomov 1) emonuacuévn e ypopur d0coAoyiog, Le TOU
eloydpnong pe éuPporo (eractopepéc elaotikd) Kot mpocsapuoyéa acoareiog Luer-lock pe topa
dxpov (Ehaotouepég ehaotikd). Kabe mpoyepiopuévn cvpryya nepiéyet 6yko 0,165 ml. Méyebog
ovokevaoiag g 1 Tpoyepiopuévng cupryyag.

6.6 Idwitepeg TpoPuLAAEELS OmOpPIYNS KOl GAAOS YEPIGUOG

H mpoyepiopévn copryya mpoopileton yio pia povo ypnomn wovo oe Evav oeBoipd. H eEaymyn
TOAMATADV dOCEWDV OO TPOYELUGLEVT CUPLYYO UTOPEL VO LENGEL TOV KivOuvo HOAVVOTG Kot

emakolovOng Aoipwénge.

H mpoyspiopévn cOpryyo mepiéyel meptocOTEPO OO T GLVICTMUEVT 0OGT TV 2 Mg aPMPBEPGETTNG
(mov wodvvapei pe 0,05 ml).
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Odnyies xprjons e mpoyeuiopEvys oipryyas:

Dvraén ko emBsOpnon

dvidooete 10 Afglir o€ yoyeio otovg 2 °C — 8 °C. Mnv KoToyvyETe.
DVAAGGETE TNV TPOYEUICUEVT] GUPLYYO GTO EEMTEPIKO KOVTL Y10 VoL
TPOGTATEVETAL OO TO PG,

Ipwv amd ) ypron, N un ovorypévn cuckevacio kKoyéing tov Afglir
umopel va euhayBel oe Beppokpacia pkpdtepn towv 30 °C yio Eo¢ Kot
14 nuépeg. Metd To dvorypo TG KOWEANC, TPOYWPNOTE CTNV EVECT)
Vo donmreg cLVONKEG.

EEH::E@:.I

To Afglir eivon éva dtowyég Kot dypopo £m¢ ELOPPOE KAGTAVOKITPIVO
Stdvpa.

<

To dudivpa Bo Tpémel va eEAEYYETOL OTTTIKA Y10 TVYOV EEVO GOUATIOW,
BolepoTNTO /KO ATOYPOUATIGUO 1 OTOLOONTOTE UETAPBOAN OTN
(QULGOIKT ELPAVIOT) TPV A0 TN YOPTYNOT). € MEPIMTWOOT) TOL
mapotnpndel Kdwowo and o dVO, ATOPPIYTE TO POPUOKEVTIKO TPOIOV.

Mnv To {pNGLLOTTOLELITE EAV 1] GLOKEVAGIO 1] 1 TPOYELIGHEVT GUPLYYQ
glvan kateoTpapupévn N £yl Anéet.

IIpogTopacio kot yop1ynon

Ka0e mpoyepiopévn oopryya mpénet va ypnoiponoteitat yio m Oepamneio evdg opBaiiod povo.
Mnv avolyete TNV AmOCTEIPOUEVT] TPOYEUGUEVT] GLOKELOGTN KUWEANC TNG CVPLYYOS £E® OO TO

KkaBopd dmoudTio yopnynong.

Mo mv evoobarogidikn Eveon, Oa mpénel va ypnoipomoindei Perdva éveong 30 G X ¥2 ivtoag.
XPNOIUOTOUGTE AGTITY TEYVIKT] Y10 VO EKTEAEGETE Ta. kO ovOa fripata.

Ieprypagn mpoyepiopévig ovpryyog

Mwua
ouplyyag

2nuadl 86ong 0,05 ml

AaBn
daxTuAou

.

Luer lock

EAaoTiké TTwpa-

‘EuBoAo

Orav giote éropot va yopnynoete to Afglir, avoi&te To kovti
KoL BYGATE TNV OTOGTEPOUEVT] GUGKELOAGIO KOYEANG.
EEKOAAMNOTE TPOGEKTIKA T1 GLOKELOGTO KVWEANC YO VO, TNV
avoifete, S106(QaAIfovTag TN CTEPOTNTO TOV TEPLEYOUEVDV
™mG. DVAGETE TN GUPLYYO GTOV OTOGTELP®UEVO SICKO PEYPL
va €ioTte £TO101 Y1a TN GuvapLoAdynon.

XpNOILOTOIDVTOG AGTTTY TEYVIKY], PYGATE TN GUPLYYQ OO
TNV OTOGTEPMUEVT] GUGKEVOAGIO KOWEANG.
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To va apaipéoete 10 TOUA TG CUPLYYOS, KPOTNOTE TN
oUPLYYQ LE TO £VO YEPL EVA YPTCLLOTOLEITE TO AAAO YEPL Yid
V0L KPATNGETE TO MO TNG CUPLYYOS LLE TOV VTIYXEPA KOl TO
OglKktrn. ATOGTAGTE TO TOWN TNG GUPLYYAS (UNV TEPIOTPEPETE

N otpifere).

Inpeioon: o va punv exnpeactel opvnTikd 1 GTEPOTNTA
TOV TPOiOVTOG, PNV Tpafnéete 10 EUPoAo TPOG T TICW.

XPpNOHOTOIDVTOG ACTTIT TEYVIKY|, TEPLOTPEYTE GTADEPA Lol
Belova éveong 30G X %2 ivioag endve oto dxpo Luer lock
g cvpLYYyoC.

Kpatdvtog ™ cOpryya pe ) erodva va kottalel Tpog ta
TV, ELEYETE TN GUPLYYQ Y10, PUCUAISEC.

Edv vrapyovv uoodideg, KTumnote amaAd T cUPLYYa LE TO
OAKTLAO GG LEYPL OAEC O1 PLGOAISEC VO aVEBOLY GTO TTAV®
uépoc.

Aaipéote TPooseKTIKE TO TOL TG PeAdvag Tpafmdvtog To
gvbela.

E&olelyte Oleg TIg puoOLideC Kot amoPaiiete TV Tepicoela
TOV PAPUAKELTIKOD TPoiovTog TECOVTAG apYd To EUPoro yia
va euBuypoppicete TV Gkpn ToV BoA®TOV dKPOL TOV
euPorov pe T podpm Ypopun 00Goloyiag 6T cVPLYYa
(mocotnTa TOL 16odVVaEL e SO LKpOoAiTp).

Inpeimon: Kavte v éveon apéomg LeTd TV TANPOOT TNG
copryyag

Kdavte éveon apyd £0¢ 6TOL T0 EAUGTIKO TAOUN PTAGEL GTO
TENOG TNG SVPLYYOS Y10 VO ATEAELOEPDGEL TOV OYKO TMV
0,05 ml. Empepordote T ropiynon g TApovg 061G
EAEYYOVTOG OTL TO EAACTIKO IO EYEL PTAGEL GTO TELOG TOL
Bapelod g cvpryyoc.

H npoyepiopévn cdpryya mpoopileton yio pia pdvo ypnon.
H e£aymyn molhamimv 600V amd Ui, TPOYELGUEVT
ovpryya pmopet vo avéNoel Tov Kivouvo eTtOADVoTG Kot
enakoAovONg Aolpwéng.

Ka0e ayxpnoipomointo Qaprakevtikd Tpoidv 1| VITOAELLL
TPEMEL VAL ATOPPINTETOL COUPOVA LE TIS KOTA TOTOVG

1Y VOVCEG GYETIKEG OLOTAEELS,
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7. KATOXOX THX AAETAY KYKAO®OPIAX
Sandoz GmbH

Biochemiestr. 10

6250 Kundl

Avotpia

8. APIOMOX(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1867/001

9. HMEPOMHNIA MPQTHX EFKPIXHX/ANANEQXHY THX AAEIAX
Hpepopnvia mpmtng £ykpiong: 13 Nogpfpiov 2024
10 HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANpoPopieg Yo 10 TOPOV PUPUOKEVTIKO TPOioV gival dtabéaieg otov SikTvaKd TOTO
tov Evpomaikod Opyavicuod @apudkov: https://www.ema.europa.eu
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vTo QAPLOKO QVTO TELEL LTTO CLUTANPOLOTIKY TOPaKoAOVONGN. AVTO B emMITPEWYEL TO YP1IYOPO
TPOGIOPIGUO VEDV TANPOPOPIOV AGPAAELNG. ZNTEITOL 0d TOVG ETAYYEAUOTIEG VYEING VO OVAPEPOLY
omolecdnmote mhavoloyovueveg avemBountec evépyeiec. BA. mapdypago 4.8 yia tov 1pdmo avagopdc
OVETOOLNTOV EVEPYEILDV.

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Afglir 40 mg/ml evéoipo didlvpo 6e PLaAiolo

2. MMOIOTIKH KAI ITOXOTIKH LYNGEXH
1 ml evéoipov dradduartog mepiéyet 40 mg apiiPepoimng®.

Kdabe praridio mepiéyet 9,6 mg apiPepoéntng o didivpa 0,240 ml. Avtd mapéyer @eéiun mocd o
Yoo TN Yopfynomn piog povo d6ong twv 0,05 ml mov wepiéyovv 2 mg apMPepcéning.

*Ipwteivn oOVINENG TOL ATOTEAEITOL OO TUHOTO TOV EEOKVTTAPIKAOV TEPLOYDV TOV
vodoyémv 1 kai 2 tov avOpmmvov VEGF (ayysiokog evootniiakdg avéntikog mopayoviog)
ovvtetnyuéva oto tunmue Fe tov avBpdnivov IgGl kot tapackevdletor oe K1 kdtrapoa modnkmv
Kwelikov kpikntdv (CHO) pe v teyvoroyia avacvvdvacuévovr DNA.

"Exd0y0 LE yvooTth dpaon

KaBe yopmyoduevn 60om 0,05 ml mepiéyet 0,02 mg moivcopPiko 20 (E 432)

Mo tov TA\pn kaTdhoyo TV ekddywV, PA. Tapdypago 6.1.

3. OAPMAKOTEXNIKH MOP®H
Evéowo ddAvpa (evéoipo)

AwoyEg, dypopo €0 EAUPPOS KAGTOVOKITPLVO, 1G0-OOUMOTIKO SLIAVLL.

4, KAINIKEX IAHPO®OPIEX
41 OgpomevTikég gvoeitelg

To Afglir evéeixvotar yia evniikovg, yio tn Oepaneio

° NG VEOYYELOKNG (VYPOV TUTOV) NMKLOKTG EKPVALONG TNG 0)PAS KnAidag (AMD) (BA.
mapdypago 5.1),

° ™G draTapoyng TG Opacns AOY® devTePOTaBONG OWONIATOS TNG W)PAG KNAdaG and amdppatn
eAEPaC Tov apeiPAnotpoedoic (kKhadikng RVO 1 kevipikhic RVO) (BA. mapdypogo 5.1).

° g dlatapayng TG 6pacng Ady® dtofnTikod ownuatog e oypds kniidag (DME) (BA.
mapdypago 5.1),

° g S10Tapayng TG OPACTG AOY® HVMTIKNG XOPLOEDIKNG veEouyyeimang (Lommik CNV) (BA.
napaypago 5.1).

4.2  Aocoloyio ko1 TpOTOG YopNyNONS
To Afglir tpoopileton yio evdodaroetdikn Eveon povo.

To Afglir mpémet va yopmyeitan povo omod eEe1dikevpévo 1atpo e epmelpio ot debaymyn

36



EVOOVOAOEIKMV EVECEMV.

Aocoloyia

Yypod tomov AMD
H cuvictdpevn 86om yia to Afglir sivan 2 mg apiifepoénmg, mov icodvvapei pe 0,05 ml.

H Oepancio pe o Afglir Eexiva pe pia Eveon avd piva yio tpeig S1a80yIkég 606EIC XTr GLUVEYELN TO
pecodidotnua g Oepaneiog emekteiverol o dVO PNVEC.

Me Bdon v kpion tov Ogpdmovto 1Tpod Y10, TNV OTTIKT 0EVTNTO KOUT TO AVOTOUIKA ATOTEAECUATA,
TO pECOdATTNH HeTa&D TV Bepameidv pmopel va dtotnpn el oTovg d00 punveg 1 va emektadei
TEPLGCOTEPO, YPNOLOTOLOVTOS £V H0C0A0YIKO oyfua Bepameiog Kot ETEKTAONG KATA TO OTO10 Ta
HeGOdGTAUATA TOV eVEcE®Y av&dvovTor og 2- )| 4- efdopadiaieg mpocavénoelg mote vo dtatnpnbei
otabepn) N omTikn 0EHTNTA KOU/T TO OVATOMIKG, ATOTEAEGLOTO.

Edv n ontikn o&dtnta ko o avatopkd amoteAéspota endevoboiyv, To pecodiactipata Oepameiog
0o pémel vo petmBovv avTicToiyme.

Agv vmapyetl Kamowa omaitnon Yo Tapakolovdnon avapesa otig evéoels. Me Bdomn tnv kpion Tov
Bepamovta 1TPov TO TPOYPALLO EMCKEYEDV TOPAKOAOVONGTG Umopel va eival o cuyvo oo Tig
EMOKEWYELG TOV EVEGEMV.

Agv &yel pehemBei pecodidotnpa Bepaneiog HeyaAdTEPO OO TEGOEPLG UNVEG 1| KPOTEPO

and 4 gfdonadeg avaueoa otig evéoels (PA. mapdypapo 5.1).

Aevtepomabéc oionua e wypas kniidag and RVO (kiadikn RVO 1 kevipixn RVO)

H cvvietdpevn d6om yia o Afglir eivon 2 mg apiBepoéntng, mov icodvvauei pe 0,05 ml.
Metd v apyikn éveon, M Oepameio divetan avd punva. To didotuo avauesa ce Svo 60ceLg og Oa
TPENEL VO, Efvorl LIKpOTEPO amd £val Pnva.

Edv n omtikn o&bTnto kot To ovOTOUIKG amoTEAEG LT OETYVOUV OTL 0 0I0OEVTG OV ETmPEAEiTaL O
) Oepameia, To Afglir 0o Tpénel va draxdmTETOL.

H punviaio Bepoameio cuveyilel péypt va emitevybei n u€ylotn otk o&0TNTO KOUT VO UV DITEPYOLV
onuUeln EVEPYOD dPAGTNPLOTNTOC TNG VOGOV, MTopel va ypelacTodV TPEIG 1 TEPIOGOTEPO SLODOYIKEG
Unvioies EVEGELC.

H Bepoameio umopel axorovbwg va cuveyiletat pe Eva d0G0A0YIKO oyNo. «Oepameiog KOETEKTOOTO»
pe Badpiaio adénon tov dwwotnudtov Beponciog dote va datnpnBolv otabepés ol omTikég Kav 1 ot
OVOTOMKES TOPALETPOL, OGTOGO JEV VTAPYOLV ENOPKT GTOoLYElR TOL Vo cuVoYilovv T dtbpKeld
QVTOV TOV SCTNUATOV. AV 01 OTTTIKEG Ko/ 1 AVOTOUIKES TAPAUETPOL ETOEVMOBOVV, TO HEGOIIOCTH LA
g Oepameiog Oo Tpémet va petmbei avardymg.

H mopaxoiovOnon kat to Tpoypappa Oepaneiog o mpémet va kabopiletor amd o Bepdmovia wTpd
Baoetl g atopkng avTamoKpiong Tov achevoug.

H mapakorovOnon g mopeiag tng vooov umopet va meptrappdvel khvikn eEétaor), KMviko
EPYOOTNPLOKO 1] OTEIKOVIOTIKO EAEYYO (T.). OTTIKN TOUOYPAPiCt GUVOYNG 1 PAOVOPOYYELDYPOPIa)

Awafintiro oionua e wypog knAidog
H cuvictdpevn 860 yia to Afglir sivan 2 mg apiifepoénmg, mov wcodvvapei pe 0,05 ml.
H Ogpancio pue to Afglir Eexiva pe pia Eveon avd uiva, yio tévie S1a80y1kég SOCELS, KOl GTI GUVEXELN

pia éveon kaBe dvo pnvec.
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Me Bdon v kpicn Tov 1Tpod GYETIKA UE TNV OTTIKN 0EVTNTO KOV T OVOTOULIKG, OTOTEAEGLOTA, TO
pecodtdotnua petald tmv Bepameidv pumopel va drtatnpndei otovg 2- uiveg 1 va eéatopikevdet, dnmc
ne éva 50coA0YIKO oyfuo Bepameiog Kot ETEKTAONC KATE TO 0010 TO LEGOIIUGTAILATA TOV OEPUTEIDY
ocuvnbmg avédvovtal pe Tpocavénon 2 efdopddwv ote va diatnpndel otabepn n ontikn o&H T
KOUT| TO OVOTOMIKG, omoTeAEGHOTO. Y TAPYOVV TEPLOPIGUEVE, dEdOUEVO Yia dooTiuaTe Oepameiog
peyorvtepo v 4 unvav.Edv n otk 00T T Ko/ TO 0VOTOMIKG AmOTEAEGLATO ETOEWV OOV, TO
pecodactiuata Oepaneiog 0o mpénel va peiwbodv aviiotoiywe. Agv €govv peketndei dtoothipata
Bepameiog pikpotepa Tov 4 gfdopddov petald tov evésewv (PA. mapdypapo 5.1).

To wpodypoppa TapakorlovtOnong Ba tpénet va kabopiletal and tov Bepdmovta 10Tpo.

Edv ta omTikd Kot ovatopkd omote éopuato 0iyvouv Ot 0 acbevic dev weeleitor amd
ocuvveyllopevn Bepameia, to Afglir Oa npénet va drakonei.

Mowmixi yopiogidiky veoayyeiwon

H cuvictdpevn d0on yio o Afglir eivon pia epamaé evéobarogidkn éveon 2 mg apAifepoéntng, mov
avtiototyet pe 0,05 ml.

[Ipdobetec d6oe1g pmopovv va yopnyndovv edv 1 otk 0EHTNTA KAV TO OVATOUIKE OTOTEAEGLOTOL
VTOSEKVOOLV OTL 1] VOoOG empével. Ot votponés Oa mpémet va avTipetonilovTol mg vEEg EKONAMGCELS
™G vOoOov.

To wpodypoppa tapakorlotOnong Ba tpénetl va kKabopiletal and Tov Bepdmovta 1aTpo.

To dioT o avaueca 6e Svo 60ceLg Oe Oa TPETEL VoL Elval WIKPOTEPO 0T Eval Unva.

Ewdwoi mhvbnopoi

Hroixn 1/kou veppixn dvolertovpyio
Agv &yovv Tpaypatonom el e1d01kég peétec o€ aobevelg e NIoTIKn /Kot VEQPIKT dOLGAELTOVPYI LUE
aQALPepoEmTY.

Ta Sr00éc1a dedopéva SV LTOSEIKVIOVY AVAYKN Y10 TPOCAPUOYN TNG d00TG Le apAMPBEPTENTN GE
avTov¢ Tovg acbeveic (PA. Tapdypago 5.2).

Hlxoiwuévog mvbnouog
Agv amoitodvion e101KéG puBuioelg. Yrdpyel mepropiopévn eunepia og acheveic nikiog Gveo
tov 75 etv pe DME.

THoidrazrpirog ninBoouog

H acedieia ko 1 amotedeopatikotnta tov Afglir oe moudid kot eprfovg dev éxovv tekunpimbei. Agv
VIAPYEL CYETIKN YPNOT TNG APAPEPCETTNG GTOV ToUSLOTPLKO TANBVOUO Yo TIG EVOEIEELS VYPOV TOHTTOV
AMD, CRVO, BRVO, DME xat poomiki CNV.

Tpdroc yopynong

O1 evOODOAOEIDIKEG EVEGELG TTPETEL VOL TPAYLLOTOTOIOVVTOL COLPOVA LE TNV KaBEp@UEVT] 10TPIKN
TPOKTIKN KoL TIG 16YVOVOEG KATeELOLVTNPLEC 00N YiES, amd e£e1dkeLEVO 10TPO LE EUmELPin 0T
deEaymyn evooiaAoedKaY evécemv. ['evikd, mpémet va dtacpaiiletor ) emapkng avoicOnoio Kot
acMyio, CUUTEPIAAUPOVOUEVTG TG (PTIONG TOTKOD LKPOPLOKTOVOL EVPEDG PACUATOG (T}, 10d100Y0g
o106V €QapUoloOpEVT] 6TO TEPLOPOUALIKO OEpLLA, TO PAEQOPO KOL TNV OPOUAUIKY ETLPAVELD).
2UVIGTOVTOL ATOAVLAVOT) TOV XEPLADV, LE TN O10OIKAGI0 TPOETOLOGIOG YEPOVPYEIOD, ATOCTEPOUEVOL
YAVTLO, TOCTEIPOUEVO TTESIO KOl ATOGTEPOUEVOS PAEPAPOIIAGTOAENS (1] 1IGOIVVALLO).

H Pehdva g éveong mpénel va eicayetol 3,5 — 4 mm wicw amd T0 GKANPOKEPUTOELDEG OPLO UEGO GTNV
DOAOESIKT KOIAOTNTA, ATOPEHYOVTAG TOV 0pLLOVTIO LEST|UPPIVO Kol GTOYEVOVTOG TPOG TO KEVTIPO TOV
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BoAPov. Xt cvvéyeia yopnyeitatl o evéotuog 0ykog Tmv 0,05 ml. Awpopetikd onueio Tov okinpov Oa
TPEMEL VAL YPNOLUOTOLEITOL OTIG EMAKOAOVOES eVETELS.

Apéomg petd v evooboAoeldkn Eveor), ol 0oBevelg mpénel va mapakolovBovvtal yio avénen g
evdopOdAac Tieons. H katdAAnin mapakorohOnon propel va meptiapfdavel EAeyyo g apdtmong
NG KEPOANG TOL OTTIKOL veVPoL N Tovouétpnon. Edv amatteital, 0o mpémel va vapyet otabéoipog
OTOCTEPMUEVOG EEOTMGLOG Y10 TAPUKEVINGOT).

Metd v evooboroeldikn EveoT), 6TOVG aobevels Tpémet va 00000V 0dNYieg Yo TNV ava@opa TuxOV
CUUTTOUATOV TOL UTOPEL VO VITOONADVOLY evio@BaApitidn (T.). dhyog Tov opBaipov, epuBpdtnTa
Tov 0pBaALOV, poToPofia, BoAN 6pacn) ywpig kabvotépnon.

Kd&0e prodidro mpémet va ypnoiponoteitor yuo tn Oepaneio evog opbBaipov povo. H e&aywmyn
TOALOTADV 0OGEMV Ao £va PLoAid0 pmopel va avéNoeL Tov Kivouvo empuoluveng 1 emokorovdng
preypovig.

To QraAidio Tepiéyel TEPIGGATEPO OO TI GLVICTAOUEVT 000 TV 2 mg apAPepséntng (Tov
toodvvapel pe 0,05 ml evéoipo diddopa). Kabe groridio Afglir tepiéyet dyko 0,240 ml ko dev
nwpoopiletal vo, xpNoIUOTOIEITOL GUVOALKEA. O EMTAEOV OYKOG TPEMEL VU UTOPPITTETAL TPLY TV
éveon ™G ouvieTOpEVG 800N (BA. Tapdypago 6.6).

H éveon 6Lov tov 6yK0oL ToL ELEAioL Ba uTopovGE va 001 YN GEL 68 vepdocoroyia. o va
amopakpuvhohv o1 puoaAideg agpa poll pe TV TEPICOELD TOV POPLAKEVTIKOV TPOTOVTOG, TIEGTE Pyl
10 éUPoro €161 DGTE TO EMiMEdO GKPO TOV EUPOLOL Vo eVBLYPOUIIGTEL LE TN YPAUUT d0c0A0Yi0G TTOV
vrodetkvoet 0,05 ml endvm ot cvpryya (loodvvapei pe 0,05 ml, . 2 mg apMBepoénng) (BA.
mapaypdeovg 4.9 kat 6.6).

Metd v €veon), Kabe aypnolponoinTo mpoidv TPEMEL VO OTOPPINTETOL.
["a 10 xep1opd TOL EAPUAKEVTIKOD TPOTOVTOG TPV OO TN XOp1yNom, PA. mapdypapo 6.6.
4.3 Avtevosieg

YrepevoroOnoia o1 dpactikn ovoia apAPepséntn 1 o€ KATO10 Ao TO £KO0YO TOV AVOPEPOVTOL
otV mapdypaeo 6.1.

Evepyn M evoeyopevn opaipikn 1 mepro@Boipkn Aoipwén.

Evepyn coPapn evdoedaiia greyOVY.

4.4  E101kég TPOELOOTOUMGELS KON TPOPVAAEELS KATA TN Y P1joN

Iyniacwétna
[Tpoxeévov va, BeATiwBel 1 tyvnAaSLOTNTA TOV BLOAOYIKOV QOPHOKEVTIKOV TPOIOVTI®V, TO OVOLLN
Kol 0 0plOUOG TOPTIOAS TOV YOPTYOVULEVOL PUPLAKOV TPEMEL VO, KOTOYPAPETAL LLE GOPTVELL.

Evdoboloeducés evéoels — oxetilopeves avtidpdoelg

O1 evdoHOAOEOIKEG EVETELS, CVUTTEPILAUPAVOLEV®Y EKEIVOV LE APAMPEPGETTN, EXOVV CLGYETIOTEL LE
evooQBoAUITION, EVOOQOAALLLO PAEYLOVT], PNYUATOYEVH OTOKOAANGT] TOV AUEIPANGTPOEDOVS, pPriEN
TOV QUEPANGTPOEIBOVS KoL 10TPOYEVT TPALLOTIKO Katappdktn (BA. mapdypapo 4.8). Katd
yopriynon tov Afglir, mpénel va ypnoonotovviol mdvta KotdAAnAes Gonmteg TEXVIKEG EVEOTC.
Emumpocbitmg, ot acOeveic Ba mpémet va mapakoiovBovvTorl Kotd T didprela g EfSopddag LeTd TV
éveon TPokeUEVOD va eivar duvarn N Eykarpn Bepaneia og TepinTmon epupdviong Aoipméne. Ltovg
acOeveic Oa Tpémel va 0000V 0dnyieg Yia TV avagopd ympic KabvoeTéEPNOT, TVYOV CUUTTOUATOV TOV
Uopel va vTodNAGVOLY evooPOaApiTION KoL aVTA o TPETEL VO, AVTILETOTGTOVY KATUAANACL.

To @laAidi0 TTEPIEYEL TEPIGTOTEPO ANO TNV CLVIGTMUEVT dOCT TV 2 Mg aPAPEPTENTNG (TOV
eodvvapet pe 0,05 ml). O emmAéov dykog Oa npémel va amoppiedei Tpv amd ) yopnynon (BA.
mapoypapovg 4.2 kot 6.6). Avénoceig oty evéopBdiiua mtigon £yovv mopatnpndel viog 60 Aemtdv
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omd TV €vO0DAAOEOIKT £VEGT, CUUTEPIAAUPOVOUEVOV Kl TV EVECEOV LE apABepaéntn (BA.
mopdypoeo 4.8). Amorteitan 101K TPOPVANEN o€ aeOeVEIC [Le YAAUK®UA TOL deV EAEYXOVTOL ETMUPKDG
(unv evéoete o Afglir evéd 1 evdopbaiia mtieon eivar > 30 mmHg). Xe dleg TI TEPMTOGELG, KOl M
evOoPOIALO TTiEDT] KoL 1] AULATOOT| TNG KEPUATIC TOL OTTIKOD VEDPOL TTPETEL EMOUEVAOS VO
TOPOKOAOLOOVVTOL KOl VO EAEYYOVTOL KATOAANAQL.

Avocoyovikotnto

Kabog eivon po Oepamevticy mpmteivn, vwdpyet  mibavotnta avocsoyovikdtnrag pe to Afglir (BA.
apaypapo 4.8). ®a mpénet vo divovion 0dnyieg otovg aobeveis va avapépovy Toyxdv onueia 1
CUUTTOUOTO EVOOPOAAIAG PAEYUOVIG, .Y, TTOVO, POTOPOPia, 1| EpuOpOTITA, TO OO0 UTOPEL VO
amoTELOVV KAVIKA orpeia Tov amodidovtal o€ vrepevatsnaia.

2VOTNUOTIKES EMOPAGELS

Metd amd evoovarocidikn Eveon pe ovaotorelg VEGF, éxouv avapepbel cuotnuatikég ovemBounteg
evépyeleg mov mePIAapPavouy un o@OaAKES arploppayieg kot aptnplakd OpopupospupoAiikd couBdvro
KoL VLdpPyEL Evag BePNTIKOS KIVOLVOC OVTEC 01 EVEPYELES VO GUVOEOVTOL LE TNV avaoToAn Tov VEGEF.
Yrapyovv meplopiopéva dedopéva yio Tnv acedieia ot Bepancio acBevaov pe CRVO, BRVO, DME
N pontk] CNV pe 16Ttoptkd ayyelokod eYKEPUATKOD ETEIGOOI0V 1] TUPOSIKDOV IOYOUK®DOY EXELGOOIMV
N ELPPAYUATOS TOV LVOKOPSIOL EVTOC TV TPOTYOOUEVOV 6 unvav. Amatteitol Tpocoyn Kot
Oepamneio aVTOV TOV acOeVOV.

Al
Onwg kot pe dAlec evoovarogidikég avil-VEGF Ogpamneieg yio AMD, CRVO, BRVO, DME kot
pvorikn CNV, 1oyvovy eniong ta akoiovda:

. H acpdleio kor | amotelespoticotnto g Oepanciog pe a@APepointn Kol 6Tovg dVO
0BaA0VC TavTOYpOVa dev £xovv peretndel cuotnuotikd (PA. mopdypoeo 5.1). Edv die€dyetat
appotepomievpn Bepameia Ty 1010 ¥povikn TePiodo avtd pmopel va 0dNynoeL o avénom g
oLOTNUATIKNG EkBgonC, OV TOAVMOG Vo 0ENGEL TOV KIVOUVO Y10 GLGTNUOTIKEG aVETIOOUNTEG

evépyelec.

. H towtoypovn ypnon ardev avii—VEGF mapaydviov (ayyelokdc evoodnitokdg avéntikog
TOPAYOVTaG).

° Agv vtapyovv dlabEctua Sed0UEVA Y10 TV TAVTOYPOVN YPNOT APAPEPGETTNG UE AL OVTI—
VEGF oxevdopato (GuoTnUaTIKA 1) 0QOaALKd).

. Ot Topdyovteg Kivdvvov mov oyetifovtol pe TNV avantuén poyUng Tov LEAXYP®OTIKOD

emOniiov tov apEPAnoTpogdong petd and avil-VEGF Oepaneia yio vypod tomov AMD,
CUUTEPTAQUBAVOLY LEYIAN T/Ko DVYNAT] OTOKOAANON TOV HeEAayyp®OTIKOD emniiov Tov
apepAnotpoedovs. Katd v évapén g Oepamneiog pe to Afglir, anorteiton tpocoyn o€
ac0eveic pe anTohg TOVG TOPAYOVTEG KIVODVOD Y10 POYUEC TOV HEAYYP®OTIKOD ETONAIOL TOVL

OUPPANGTPOELDOVG.

. H Oepancio mpénel va dtokomtetal o€ acheveic pe priylatoyevn amokOAANGT ToV
apPPANCTPOELDOVG 1) OTES TNG WYPAG KNALdag otadiov 3 1| 4.

o 2V TEpinTmon pOYUNS TOL OUEPANGTPOE0VC, 1) 060N Oa TPETEL VL 0VOOTOAETL KoL 1)
Oepaneia o Oa mpémel va apyicel ek VEOL TPV 1 pOYUN ATOKOTAGTAOEL ETOPKADC.

o H d60m 6a mpémetl va avactarel kon 1) Bepoaneio o Ba Tpémel va apyicel vopitepa amd v

EMOUEVN TPOYPOUULOTICUEVT] Depareia 6€ KOTOOTAGELS OTMC:

- peiwomn g kaAvtepa dopbmpévng omtikng o&vmtog (BVCA) katd > 30 ypdppata o€
ovYKpLoN pe TNV TeAgvTaia a&loldynon g onTiKNnG o&vTNTag.

- VIOUPIPANGTPOEIOIKT opoppayio 1oV EUTAEKEL TO KeEVTPIKO Pobpio, N edv To péyebog g
apoppayiag eivar >50% g cuVOAKN G TEPLOYNS TNG PAAPTS.

o H 8601 0o pémel va avactadel ylo pio Tepiodo 28 nuepdv TPV 1 LETA A0 TPOYPOUUATICUEVN
1N devepynBeica evooeBaAa yelpoVpYIK ETEUPOON.
. To Afqlir dev mpémet va ypnoyomoteiton KoTd T SIGpKeLn TG KONONG EKTOG EAV TO EVOEXOUEVO

OQENOG VILEPTEPEL TOV EVIEXOUEVOD KIvODVOD Y10, TO EUPpuo (PA. Tapdypapo 4.6).
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. O1 yuvaikeg o€ ovamopoy®YIK NAKIC TPETEL VA YPTCUYLOTOIOVV OTOTEAEGUUTIKT OVTIGOAANYT
Katd tn d1dpKeln TnG Bepomeiog Kat Yo TOVAdIoTOV 3 UNVEG UETE TNV TEAEV TN
evdoboroeidikn éveon apiiPepoimng (BA. Toapdypago 4.6).

. Ynapyetl mepropiopévn eumeipio otn Bepaneia twv acbevav pe woyopkod tomov CVRO kat
BRVO. H 8epancio d¢ suvictarotl og acbeveic mov mapovstdlovy KAVIKE onpeio un
OVOGTPEYIUNG OMAELONG TNG OTTIKNG AELTOVPYING amd 1GYOLpLic.

I[IAnBuopoi pe tepropiopéva dedopéva

Yrapyetl povo meplopiopuévn eumeipia ot Beponeio atopmv pe DME Adym Safntn tomov 1 1 og
dwafntikods acbeveic pe HbAlc dve tov 12% 1 pe mapaymykn dwafntikn apeipAnctpoedonddeia. H
apAPepoéntn oev xel peretn el o acbeveic pe evepyéc cuotnuoTKEG AOUMEELS 1 6€ aoBevels pe
TaVTOYPOVEG TOONGELG TV 0QPBUAUDY OTTWG UTOKOAANGT] TOL OUPIPANCTPOEIOVS 1) 0T TNG ®YPAG
KnAidac. Aev vrdpyet emiong epmepio ot Oeponeio pe Afglir oe Swafntikodg aobeveic ue un
eleyyouevn vaéptact). Avti 1 EAAey 0edoUEVOVY TPETEL VO, AAUBAVETAL DTTOWYT] 0TT0 TOV 1TPO KATH
) Ogpamneia tov aclevov autdv.

2t poonikn CNV dev vndpyet epnepio pe to Afglir o Oepancio un Aclotdv acbevav, acbevav ot
omoiot &yovv Tponyovuévmg vrroPAndei e Bepaneio yio poomik) CNV, kot aclevav pe eEopfobpikég
BAGPec.

[IAnpopopiec yio 0 EKd0y
Av16 10 Qapuako mepiExel Ayotepo omd 1 mmol vatpiov (23 mg) avd povado docsoroyiag, dniadn
0VCLOOTIKG Elval «eAevBEPO VaTpiov».

Av16 10 dappoko mepiéyet 0,02 mg molvcopPikov 20 oe kabe yopnyoduevn dd6on 0,05 mi
(50 pkporitpa) dradvpatog. Ta molvcopPikd umopei va TPOKAAEGOVY OALEPYIKEG AVTIOPAGELC.
Potote tov as0evi| cag edv £xel kKdmola yvooT| aliepyia.

45 Allemopaosic pe GALo QUPPOKEVTIKA TPOIOVTA Ko GAheg popPEéc aiiniemiopacng
Agv éyovv paypatonomOel peAétec OAANAETIOPAGEWMY.

H ypnon pwtoduvapukng Bepaneiog pe Beptemopoivn (PDT) copumdinpopatikd ot Oepaneio pe
apAMPepoémtn dev Exel peketnOel, emopévac de pumopel vo tekunplobel To TpoPil acPArENS TG
TPAKTIKNG QVTNG.

4.6 Tovipétnra, kKOO Kot yorovyio

Tuvaikec 6g avamopoy®yikn nAtkio

INuvaikeg o avomapaymyikn nAKio TPETEL VO, XPTCLLOTOI0VV OTOTEAEGHOTIKY OVTIGCOAANYT KOTA TN

dtapkela g Bepameiog Kot yio TOLAGYIoTOV 3 UVES LETA TNV TEAELTALO EVOODAAOELDIKT EvEOT
apMPepoénng (BA. Topdypago 4.4).

Kdvnon
Agv VIAPYOVY GEOOUEVO CYETIKE LLE TN YPNOT TS UQAPEPCENTNG o€ £YKVLOVG. MeAéteg o (ma
katéde&av epppvotoéikdmra (PA. mapdypapo 5.3).

Iap’ 611 1 cvoTNuaTIKY £K0gon PeTd amd o@Ouluikn yopRynon eivar oAb yaunin, to Afglir dev
TMPEMEL VO, YPTCULOTTOIEITAL KATA TN S1APKELD TG KOTONG EKTOG €AV TO EVOEXOUEVO OPEAOG VTTEPTEPEL
TOV gVOEYOLEVOL KIVOUVOL Y10, TO PPEQPOG.

OnAaopuog

Me Bdor mohd meplopiopéva dedopéva yia Tov dvOpmmo, eival dyvooTo v 1 apMPBepcEnTn pnopet
Vo, ameKKPIveTol 610 avBpdmivo yaka o€ yaunAd enineda. H apiiBepoéntn sivan Eva peydho
TPAOTEIVIKO LOPLO KOl 1] TOGHTNTO TOL PAPLAKOV TOV OTOPPOPATUL OO TO VEOYVO AVAUEVETAL VO VOl
eldyotn. O emdpdoeic e apAPepoéntng oto EuPpvo/veoyvo mov OnAdlet dev eival YvooTEC.
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Q¢ mponmtikd uétpo, o Onhacudc dev cuviotdton Katd tn ypron tov Afglir.

Tovomo

Ta anoteAéopota amd peéteg o (Mo pe VYNAN cLGTNUOTIKY £KBEOT KOTadEKVHOLV OTL M
aQALPBEPCETTN UITopEl VoL EMNPEAGEL APVNTIKA TV avOPIKT Kot yuvoukeia yovipotnto (PA.

Tapaypa@o 5.3). Ot emdpacelc 0VTEC deV Elval AVOUEVOIEVES LETE OO 0QOAALKY] XOPTYNON LE TOAD
YOUNAT cvoTnuatikn ékbeon).

4.7 Emopacels 6Ty IKAvVOTNTA 001]Y161)G KOL YELPLGHOV PN UVI|LATOV

H éveon pe 1o Afglir el pukpn enidpacn oty KavoOTTo 06MyNoNE Kol XEPICUOD UNYOVILETOV
AOY® TV SLVNTIKA TPOCMPIVMY SloTapay®V Tng Opacnc mov oyetilovtar gite pe v éveon N ue myv
opBodporoyikn e&taot. Ot acOeveig dev mpémet va 0dnYoUV 1 va yepilovTon Pnyoviueto LExpt n
Aertovpyia TG OpaoNG TOVG VO OMOKATACTAOEL ETOPKDG.

4.8  AvemOOunteg evépyeleg

20VoYN TOV TPOPIA AGOAAELOC

"Eva ovvoho 3.102 acBevav amotérece Tov mAnbuoud acedielag otic okTd peréteg eaong 111
Meto&d avtav, 2.501 acBeveic vrofAndnkayv o Bepameia pe T cvvicT®pEVT 666 TV 2 M.

YoBapég opBaipikéc avemBounteg evépyeleg otov oPBaAUO VIO HEAETN OETILOUEVEG LE TN
dradkacio g Eveong eppaviotnkay og Ayotepes omd 1 otig 1.900 evEobaAogIdIKES EVESELS e
apMBepoémtn kot TepAaufovay TOPA®GT, EVOOPOUAUITION, OTOKOAANGN TOV GUPLBANGTPOELOOVG,
TPOVUOTIKO KOTOPPAKTY], KOUTAPPAKTT), OUOPPAYiC TOV DOAOEIBOVS CMUATOS, OTOKOAATGN TOL
VOAOELBOVG GOUATOG Kot avENUEVT evoopBiiia tigon (BA. Topdypago 4.4).

O1 mo ovyvég mapatnpnbeices avemBOUNTES EVEPYELES (08 TOLVAGYIGTOV 5% TV 060EVAOY OV
vroPAnOnkav oe Bepancio pe apAPepcéntn) NTov apoppayic Tov emmePLKOTA (25%), apopporyio
oV apEPANSTPoEdovs (11%), petwpévn ontikn o&btnta (11%), diyog Tov 0eBoipov (10%),
Katapparg (8%), avénuévn evéoeBaiua igomn (8%), 0moKOAANGN TOV VAAOELBOVS GOLATOS (7%)
Kot eEOPOUATA TOV VAAOEBOVG GOLATOG (7%).

[Tivokog ovemfountov evepyEI®V

Ta dedopéva aoPAULELNG TTOV TEPLYPAPOVTAL TAPUKAT® TEPIAAUPAVOLY OAEG TIG OVETIOOUNTEG
EVEPYELEG A0 TIG OKT® peAETeC paong LI otic evdeigelg vypov Tomov AMD, CRVO, BRVO, DME kot
poomiki CNV pe e0Aoyn mBavotnTa artiddovg oxEons e T dadikacio g Eveong i Le To
QOPUOKEVTIKO TPOIOV.

Ot avemBOuntec evépyeleg mopatieviol ava Katnyopio opyovikod GUGTHUATOS KOl GLYVOTNTO
oOpe@VO pEe TV akoAovd cdpfacm: [ToAd cuyvéc (>1/10), cvyvég (>1/100 émg <1/10), byt cuyveg
(>1/1.000 éwg <1/100), omavieg (>1/10.000 £wc <1/1.000), un yvoothg cuyxvotntag (dev Hmopodv va
extyum0ovv pe Baon ta dwbéoipa dedopéva).

Evtoc¢ ka0 katnyopiog cuyxvotntog ELEAVIONS, Ol aVETIOOUNTEG EVEPYEIEG TOL PUPLLAKOD
mapotifevtan katd eBivovca celpd cofapdtnTag.
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Hivaxag 1: Okeg o1 avemBOunTeg evépyeie Tov eapudikov ard T Bepomeio Tov avapépnkoy ce
aoBeveic otic perétec edong I (cuykevipotikd dedopéva tov peletdv eaong 1) ywo tig evoeibelg
vypov Tomov AMD, CRVO, BRVO, DME kot pvoriky CNV) 1 katd tn didprela mapakorlovnong
UETA TNV KVKAOQOPpiaL.

Koatnyopia/ Opyaviko , . .
chempa oyvotnTa Avem@opntn evépyera
AwoTapay£g Tov

VOGOTOUTLKOV Oy ovyvég YrepevaroOnoio***
GULOGTIHNOTOG

Awtoapayéc Tov 090aipov | IToAd cuyvég Mewwpévn onttikry o&vtnto, Aoppayio Tov
AUPIPANCTPOEIBOVE, Alloppayio TOL EMTEPLKOTA,
I16vog Tov 0@BaALLOD

Yuyveéc Prén tov perayypodov emBniiov tov
aUPIPANCTPOEIBOVC™, ATOKOAANGY| TOVL
HeAayypOOL EMONAIOL TOV OUPPANGTPOEIDOVC,
Ex@idion tov apgipAnotpogidone, Ayoppayio Tov
voAoeovg copatoc, Katappditng, Katappdaking
@AowoMg, [Tupnvikdc katappaxtne, Katappdictng
VIoKAy10G, Aldfpmon tov kepatoedois, Exdopd
TOV KEPUTOELWDOVG, AVENLEVT EVOOPOAL L0 TTigo,
Oaumn 6paocn, EEpdpaTo Tov VOA0EBOVG
OOUOTOC, ATOKOAANGT TOV VOAOESOVG COUATOG,
Alyoc 610 onueio g éveong, AicOnua EEvov
OMOUOTOC 6TOVG 0QOaAOVG, AvENUEVT dakpvppOLa,
Oidnua Preedapov, Alpoppayio oto onueio tng
gveong, XTIkt kepatitida, Ymepaiuio Tov
emmeEukoTa, Ymepoaio o@haiion

Oyt ouyvég EvdopOaiuitidon **, ATokdAAnon TOL
auePAnoTpogidong, PHén apeipAnctpoeidong,
Ipitida, Payosditida, Ipdokvkritida, Goiepotnteg
@axoV, EAdeppa emBnAiov Tov kEPATOEIOOVG,
Epebiopog oto onpeio g éveone, Mn guoiohoyikod
aiocOnua otov 0pBaAnd, Epebioudg tov frepdpmv
«TPOTEIVIKN OpiyAN» Tpdcsbiov Bordpov, Oidnua
TOV KEPATOEWDOVG

Toeplwon, Tpavpatikdc katappaktgs, YaAitida,

Zmavieg Ymomvo

M ywootlie | 5 o oimares
oLUYVOTNTOG

Kotaotdoeic yvootéc og oxetilopeveg pe v vypod tomov AMD. TTapatnpndnkav povo otig
UEAETEG YOl TNV LYPOL TOTOL AMD

EvdopBoipuitida pe Oetikn KOAAMEPYELD KO APVITIKT] KOAMEPYELLL

Avapopéc vepevaiotnciog couneptlappovopévev e£ovonuatog, Kvnopol, Kvidmwong Kot
UEHOVOUEVOV TEPIMTMOCENDY GOPAPOV AVOPLVAAKTIKDV / 0VOQUAOKTOEIOMV OVTOPAGEDV
Avapopég and TopakoAovdnoT HETA TNV KUKAOPOpia

**

*k*k

*kk*k

Leprypagn emideyuévav avem@ountwy evepysiv

Ye peréteg eaong I yio tqv vypod oV AMD, vIpée pia aOENGN TG ETITTOGNC TNG CLUOPPUYING
TOV EMIEPLKOTO. 0 acbeveic Tov Adupavay avii-Opoupwtikovg Tapdyoviec. Avt n avénuévn
eminToon Ntav mapopoo petald Tav actevov mov Oepamedoviay pe pavipmovpdpn Kot
apMPepcémntn.

Apmprokd Opopuposuporikd enercooia (ATEs) eivan avembounteg evépyeteg mov oyetilovtan
duvnTikd pe ) cvotnpatiky avactodn tov VEGF. Yrdpyet Oempnricog kivovvog aptnplaxdv
Opopposuforikdv enelG0dimV, GLUTEPIAAUPOVOUEVOD TOV AYYELNKOD EYKEPUAIKOD ETEIGOOI0V Ko
EUPPAYUOTOG TOV LLOKOPIIOV HETA TNV EVOODAAOELDIKT YopTynon avactoréwy Tov VEGF.
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e kKMviég dokiuég e apMPepoéntn oe acbeveic ue AMD, DME, RVO kot poomiky CNV, €xet
mapotnpnOel pa yopnAn cvyvotnta aptnplakav Bpopfoepforikmv eneicodiov. [a oleg Tig
evoei&elg, oev mapotnpnnke a&loonpeimtn dlopopd avapeso 6T Opades Tov BepamedTnray e
AQALPBEPCETTN KO OTIG AVTIOTOLYES OLASES GVYKPIONC.

Onog kot pe OAeg TI¢ OepamevTIKég TPOTEIvES, VIdpyEl TOovOTNTA Yio avocoyovikotnto, Le to Afglir.

Avopopb mOavorloyoduevav avemBOUNT®V EVEPYELDY

H avagopd mboavoroyodpuevov avemBountov evepyeimv PETH amd T Yopnynon adelog KukAopopiag
TOL POPUOKEVTIKOD TPOTOVTOG elval onuavtiky|. Emitpénet tn cvuveyn mopakolovdnon g oyéong
0PEALOVG-KIVOVVOL TOV PUPHOKEVTIKOD TPOTOVTOC. ZNTeital amd TOvg EXOyYEAUOTIEG TOL TOUEN VYEING
VoL OVOPEPOVY OTTOLEGONTOTE TLHOVOALOYOVUEVEG OVETIOOUNTEC EVEPYEIEG LEG® TOV BVIKOD
GUGTILLOTOG OVOPOPAS TOV avaypapetot oto [apdptnua V.

49 Ymepdooolroyia

2T1G KAWVIKEG OOKIUEG, ¥pNoLomom Koy 600elg £¢ Kol 4 mg 6€ Unvicio LeCOSIOCTILLOTO KOt
VI PEAV HEPOVOUEVEG TEPMTMOGELG VITEPOOCOAOYIAG e 8 mg.

H vrepdocoroyia pe avénuévo 0yKo £veong umopet vo avéncet v evooeOdApa Tieon. ZUVENMS, 6
TEPITTOOT VITEPOOGOAOYING, TPETEL VO TapaKOAoVOEITOL 1] EVOOPOIALN TigoT Kat, €AV KpiveTal
amapaitnto oo to Bepdmova wtpod, va Eekva emapkng Bepameio (BA. Tapdypago 6.6).

5. OAPMAKOAOI'IKEX IAIOTHTEX

51 @oppokodVVIPIKES 1O1OTNTES

dappakobepomevtikn katnyopio: OpBoiporoyucd / avtiayyeloyevetucol mtapdyoviec Kodikog ATC:
SO1LA05

H apABepoéntn elvar pia avoouvovacuévn TpoTeiv) GOVINENG TOL ATOTEAEITOL OO TUNUOTO TOV
eEOKVTTAPIKDVY TEPLOYDV TV LTOdOYEMVL Ko 2 Tov avOpdmivov VEGF cuvtetnyuéva oto tuqua Fe
Tov avOpomvov IgGl.

H apABepoéntn napackevaletor og K1 kuttapa modnkov kivélikov kpikntov (CHO) pe v
Texvoroyia avacvvdvacpuévou DNA.

H apABepoéntn dpa g d10AvTdHS «mapamlovnTikdcy vrodoyéag mov deopevel tov VEGF-A kot PIGF
Ke VYMAGTEPT GLYYEVELD ATTO 0,TL Ol PUGIKOT TOVG LTOSOYELG KO UITOPEL LLE TOV TPOTO AVTO VAL
OVOOTEIAEL TN GUVOEGT] KO EVEPYOTOINGN OLTAOV TOV cLYYEVOVY VTTodoyEmv VEGF.

To Afglir eivon Bro-opog1dég pappoakevtikd mpoidv. Aentopepeic mnpogopisg eivor dabéoiuec oTov
diktvaxod tomo tov Evpomaikod Opyaviouod @apudkov: hitps://www.ema.europa.eu.

Mnyoviouog dpdong

O ayyelokog evdotnokog avéntikdc napdyovras-A (VEGF-A) kot 0 TAakouvTiokog anEntikdg
nmopdyovtag (PIGF) eivar péin g owkoyévelog VEGF ayyeloyevetikmv mapaydviov mov Uropody va
dpoVV MG 1GYVPOL HTOYOVOL, YNUEIOTAKTIKOTL TAPAYOVTES KO TOPAYOVTES Oy YELOKNG OLOTEPOUTOTNTOG
v ta evoobnAtaxka kottapa. O VEGF dpa pécwm dvo vrodoyéwv tuposvikng kivdong, VEGFR-1 kot
VEGFR-2, mov givatl mopovieg oty empavela tov evéodniokav kuttapov. O PIGF cuvééetal povo
otov VEGFR-1, 0 onoiog givat emiong mopmv otnv empdveio Tov Agvkokvttdpov. H extetapévn
EVEPYOTOINOT VTOV TV VIodoyéwv amd tov VEGF-A umopei va £yel og amotéiespa mtaboroykn
veoayyeimon kot vrepPoik| ayyslokn dwomepardtnta. O PIGF umopei va £xel cuvepyikn dpdon e
tov VEGF-A cg autég T1g diepyacieg Kot ivart eniong yvwotod 0Tt Tpodyel T AEVKOKLTTAPIKY dtdnon

44



TOV 10TOV KAl TNV AYYEWOKT QAEYLOVT.

Dapurokodvvatkéc EmdpAoElc

Yypod tomov AMD

H vypov thmov AMD yapoxtnpiletor omd maboroyikn yoproedikn veoayyeioon (CNV). Awappon
aipatoc kat vypov amd v CNV pmopel vo TpoKaAEGEL TAYVVOT TOL AUEPANGTPOEIZOVE 1) OIdN LA
/Kot VTO-/EVOOAUPIPANGTPOELOIKT QLLOPPOYIOD, LE ATOTEAEGIN TV ATMAELD OTTTIKNG 0ELTNTOC.

Ye aoBeveic mov voPAnOnKav oe Bepancia pe aphPepcéntn (pia Eveon ava pqva yuo TpELg
StadoykoVe UAVES, Kol 6T cLVEXELN pia £veon Kabe 2 uiveg), 1 mhyvvon Tov KEVIPOL TOV
appipAnotpoedovg [CRT] peidbnke cvvtopa petd v Evapén tng Oepaneiog kot emiong peidonke to
péco péyebog g PAapng CNV, anotedéopota To omoio gival avtioTolyo pe eKeiva Tov
mapoTnPovVTaL pE T poviumovudpn 0,5 mg unviaiog.

Yt peiém VIEW 1 mopatmpnniov péceg peiwoelg 6to CRT oty ontikn topoypagio cuvoyng
(OCT) (-130 xau -129 microns v gpdoudda 52 yio. v opdda g aprPepointng 2 mg kabe 600
unveg kat v opdda g pavyulovudunng 0,5 mg kabe unva, avtictotya). Exiong oto ypovikd
onpeio Tmv 52 gfdopddmv, ot perétn VIEW?2 mapatnphnkav péceg peiwvoeic oto CRT pe Baon to
OCT (-149 ko -139 micron yia T1¢ oOpadeg peAéng g apAPepoéntng 2 mg kGOs 600 pNveg Ko ™G
paviumilovpdumng 0,5 mg kébe punva, avtictowya). H peimon tov peyébovg tg CNV kot 1 peicwon tov
CRT yevika satnprnkav oto de0TEPO £T0G TOV HEAETAOV.

H peAiém ALTAIR 61e€nydn oe lanwveg acbeveic ywpig mponyovuevn Bepomevtikny aywyn yio, Tnv
VYpo¥ TOTOLV AMD Ko €d€1Ee Tapopola amoteAEcpaTo pe TG peléteg VIEW,

YPTOLOTOIDVTOG 3 APy LKES UNVIOIES EVEGELS APMPBEPTENTNG 2mg, akoAOVOOVLEVEG A0 Lol EVEST
petd and 2 pnveg kot cvveyilovrag pe Eva Socoloyikd oynua Oepameiog Kot emékTaong pe HETAPANTA
pecodlaotnuate Oepaneiog (Tpocappoyéc avd 2 efdopndadec 4 efdoudadec) uéxpt to PHEYIGTO
pecodidotna v 16 efdopddmv cuppva pe To tpokabdopiouéva Kpitipla. v efdopdoan 52,
vpEav PEceg HELDOELS 6TO TTAY0G TOL KEVTIPIKOV apeiPAnotpogdovs (CRT) pe Baon to OCT

a6 -134,4 kot -126,1 microns yia Ty opdda Tov 2 BOOUAd®mV TPOCUPUOYNS KL OVTIGTOLYO YioL TNV
opada tov 4 gfdopadmv tpocappoyne. H avaroyio tov acbevav yopic vypd pe pdon to OCT v
epdopdda 52 frav 68,3% kot 69,1% otig opdadeg 2 ko 4 efdopddwv Tpocappoyng avtictoryo. H
peioon tov CRT yevikd dtatnprdnke ota d00 Bepamentikd oKEAN Katd To d€0TEPO £TOG TNG UEAETNG
ALTAIR.

H peiétmn ARIES oyedidotke yio va S1EpEUVIGEL T UN-KOTMOTEPOTITO TOV JOGOAOYLKOD GYLOTOG
Oepameiog Kot EnEKTAONS Yo TNV apAPepoéntn 2 mg, To omoio Eexivioe aUESMG LETA OO T
YopNYNOoM 3 OPYIK®V UNVIOIOV EVEGEDV KoL L0 ETOUEVNG EVEONG LETA AO 2 PVEG, EVOVTL TOV
d0c0A0YIKOV oynuatog Bepameiag Kot eTEKTACNG TOL Egkivioe peTd amd to TpdTo £tog Oepameiog. I
acBeveic mov ypeldotnray Oepaneio cuyvotepn amod kibe 8 efdoudadeg (Q8), yio TovAGYIGTOV pio
@opa katd tn diaprela g neAétng, o CRT mapépeive vynhdtepo, aAld n péon peimon tov CRT and
v évapén éwg v efdopdda 104 ftav -160,4 microns, Topopotd He eKEiv TV acbevav mov Elafov
Oepaneio ava 8 efdopddeg (Q8) N o AydTEPO GLUYVE SlOGTHLOTA.

Agvtepomobéc oionua e wypas kniivog oxd CRVO ka1 BRVO

v CRVO ka1 BRVO, napovcidletot ioyoptio Tov ap@ifAnctpogtdods 1 omoia vepyonolel Tnv
anehevbépwon VEGF mov pe 1 oepd tov amootafepomolel Tig opiytég GLVOEGELS KoLl TPOAYEL TOV
TOAATANGLOGLO TV evootnAlakdv kKuttdpwv. H vrepékppaor tov VEGF oyetileton pe t Avon tov
OLLOTOOUPIPANGTPOEIIIKOD PPAYILOD, TV OLENUEVT ayYELOKT SLOTEPATOTITA, 01010l TOV
AUPIPANGTPOELDOVG, KOl EXITAOKES GTI VEOUYYEI®MON.

e aobeveig mov voPAnOnkav oe Oepaneia pe 6 cuveyodUEVEC UNVIaiEC EVEGELS apMPepointng

TapoTNPNONKE (o GLUVEXNG, YPNYOPT KOL IGYXVPN AVOTOUIKT OVTOTOKPIoT (OTTmG LeTpnOnKe amd
Beitidoelg oto péco CRT Katd v efdopada 24, n peimon tov CRT ftav 6T0116TIKA avidTEPN O
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avtifeon pe v opdida eAéyyov kot otig Tpeig puerétec (COPERNICUS yo v
CRVO: -457 vs. -145 microns; GALILEO ywo, tnv CRVO: -449 vs. -169 microns; VIBRANT yuo v
BRVO: -280 vs. -128 microns

Avt n petwon and v apykn T oto CRT dotnpndnke péypt to téAog ¢ kdbe perétng v
efdoudoa 100 otnv COPERNICUS, tv epdoudda 76 otnv GALILEO ka1 tnv gfdopdda 52 otnv
VIBRANT.

Mo fintino oionuo. e wypis KnAoos

To dwaPntikd oidnua g wypag knAidag, eival emaxoiovdo g defntikng apeipAnctpogdonddeiog
Kot yopoaktnpiletal and avénuévn ayyslodlamepatotnTo Kot BAAPN ota Tpryoedn Tov
OUPIPANCTPOELDOVG 1) OOl UTOPEL VO EYEL MG AMOTEAEGLLOL TNV ATIMOAELD OTTTIKNG 0EVLTNTOG.

Y& aoBeveic mov voPAnOnKay ce Oepancio pe apMPepcéntn, 1 TAEWOVOTNTA TOV OTOIWV KabopioTnKe
ot iyov oaPn tomov 11, mapatnpndnie cOviopa petd v évapén g Oepameiog ypryopn Kot
woyvpn avtandkpion oc tpog ™ popeoroyia (CRT, DRSS erninedo).

g peréteg VIVIDPME o VISTAPME e acOeveic mov AapBavay Ospaneio pe apMPepoéntn oe
oLYKPLOT HE TNV opada eAéyyov Aéilep mapatnpnOnKe pUia oTATICTIKE oNUavTIKOTEPT HECT LElOT
010 CRT amod v apykn T Kotd tnv efdopdda 52 frav -192,4 kot -183,1 microns yuo T 0padeg
™™g apMPepoéntng 2Q8 kot -66,2 kot -73,3 microns yio TI¢ opddeg eAEyyov, avtiotoryo. Kotd v
efodoudda 100, n peimon dtnpndnke pe -195,8 kot -191,1 microns yia TG OPASES TNG
apMPepoéntng 2Q8 Ko -85,7 ko1 -83,9 microns yia Tic opddeg eAEyyov, otic peréteg VIVIDPME o
VISTAPME gvticToryo.

Mia Bedtioon > 2 Pnudtwv oto DRSS afoloynonke pe npokadopiopévo tpdmo otig VIVIDPME an
VISTAPME H xhipaxo DRSS fitav Baduporoyroiun oto 73,7% tov acdevadv oty VIVIDPME xoy

010 98,3% 10V acbevidv otnv VISTAPME, Katd tv eBdoudda 52, 27,7% xat 29,1% twv ouddmv g
apMBepoéntng 2Q8, kot 7,5% wot 14,3% tov opddwv ehéyyov mopovciocay po Bertioon

> 2 pnudrov oto DRSS. Katd v efdoudoa 100, ta avtictoryo tocoostd nov 32,6% kot 37,1% tov
opadwv g apAPepoéntng 2Q8 kat 8,2% kot 15,6% tov opddmv eAéyyov.

H peiétm VIOLET cuvékpive tpio S10popeTikd d0G0A0YIKA oynuaTe TN apAPBepcéntng 2 mg yio
Oepameio Tov Atofnticod Ownuatog g Qypac Kniidag, petd amd tovhdyiotov évay xpovo
Oepameiog pe otabepd pecodlaothuota, Kotd tov onoio n Ogpaneio Eekivnoe e 5 dadoyikéc unviaisg
d00e1g axorovbovpeveg amd yoprynon kébe 2 unveg. Tnv efdopdda 52 kot v efdopdada 100 g
HEAETNG, ONAadN To deDTEPO KoL TO Tpito £Tog Oepameiag, o1 péceg adlayég oto CRT frav KAvikd
TapOUOLEG Yia TO S50o0A0YIKG oyRuoto Oepaneio kot v enéktoon (2T&E), pro re nata (2PRN)

kot 2Q8, avtiotoya, -2,1, 2,2 kot -18,8 microns v gfdoudda 52 ko 2,3, -13,9 ko -15,5 microns v
eBdopdoa 100.

Mok yopioeidixn veoayyeiwon

H pvorikn yoprogidikn veoayyeimon (pvoniky CNV) anotehel cuyvn artio ondAglag tng Opacng o€
EVAAIKEC P TAOOAOYIKT LVOTI0. AVOTTOGGETOL MG UNYAVIGUOC ETOVAMOTG TPAVUNTOC LETO OO
pnéetg e pepPpdvng tov Bruch kot aviurpocmmevel o mo aneintikod yio Ty 6pacn cHpupapa oty
mafoA0YIKN HooTia.

Ye aoBeveic mov vroPAnOnkav og Bepancia pe apMPepoéntn ot perétn MYRROR (pia éveon
yopnyovpevn Katd v &vapén tng Oepameiag, pe TpoOcOeTEC EVEGELS YOPTYOVUEVEG GE TEPIMTMOT)
EMUOVNG 1 VTOTPOTNG TNG VOG0ov), To CRT peiddnke cdvioua petd v évapén e Oepaneiog viép
g apMBepaéntng katd v efdopndda 24 (79 microns ko 4 microns yio, Ty opdda Oepomeiog pe
apAMPepcéntn 2 mg Kot TNV opada eEAEYYoL, avtioTolya) Kot dtatnpnonke péxpt tnv gfdopdda 48.
Eniong peiddnke 1o péco péyebog g PAaPNng CNV.

KAwvikn omoteAeoHOTIKOTITO KOl GO QAAELQ,
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Yypod tomov AMD

H acpddeio kon 1 amotelecpotikdtnto TG apAMPepcéntng a&toloyndnkav oe 600 TVYUOTOMUEVEG,
TOAMVKEVTPIKEG, SUMAA-TVQALG, EAEYYOLEVEG Le VITApYovsa evepyd Bepameia peAéTeg e aobeveic e
vypo¥ TOomov AMD (VIEW1 kau VIEW2) e éva cuvoro 2.412 acBevav vofAndnkav oe Oepaneia
Kot NTav a&lodoynoipot yio amoterecpatikotnta (1.817 pe apiPepoéntn) O nAikieg Tov acbevav
Kopaivovtay omd 49 émg 99 etdv pe éva néco 0po nALKiog Ta 76 £T1). Xe avTéG TIG KAMVIKEG UEAETEC,
nepinov 10 89% (1.616/1.817) twv aclevav mov tuyotomothdnkay og Bepomeio pe apiifepoéntn NTov
niiog 65 etdv 1 peyarvtepot Kot mepimov to 63% (1.139/1.817) frav nhkiog 75 etdv 1
peyoAvtepol. Xe Kabe perétn, ol acheveig TuyoromomOnkay pe

avaroyio 1:1:1:1 e 1 amd 4 S0GOAOYIKA Gy LOT:

1) apAPepoéntn 2 mg, yopnyovueva kdbe 8 gfdopddec petd amd 3 apyikég unviaieg 061G
(apMPepoémtn 2Q8),

2) apMPepoimtn 2 mg, yopryoovueva kébe 4 efdopddes (aprpPepointn 2Q4),

3) apMPepoéntn 0,5 mg, yopnyodueva kébe 4 efdopnades (apiPepoéntn 0,5Q4) ko

4) poviumooudpn 0,5 mg, yopnyovueva kabe 4 efdouddec (povipmlovuapn 0,5Q4).

210 6eVTEPO £T0G TMV LEAETMV, 01 0COEVEIG GUVEYIGOV TNV OPYLKT] TUXOLOTOINUEVT] HOGOAOYNOT QAL
L€ TPOTOTONUEVO HOGOAOYIKO GYMLLOL KOOI YOVUEVO OO TNV EKTIHNOT TOV OTTIKAOV KOl TOV
OVOTOUK®OV OTOTEAEGUATOV, LE UEYIOTO KaBop1{OUEVO ammd TO TPMTOKOAAO BOGOAOYIKO
pecodidotnpa 12 efdopddmy.

Kot otic 900 peréteg, To KOPLo KOTAANKTIKO GNUEID OTOTEAEGLOTIKOTNTOG NTAV 1 AVOAOYio TV
acOevav oty opdda tpwtokoAlov (Per Protocol Set) mov dwuthipnoav thv 6pacn, dniadn andieia
Myotepov and 15 ypappdtov ontikig o&vtntag Kotd v fdoudda 52 amo tnv apyikn Tiun.

¥t pedét VIEW1, xotd v gfdopdda 52, to 95,1% tov acbevadv oty opndda

apAPepoéntng 2Q8 drutnpnoav v 6pacn, oe cOykpion pe to 94,4% tov acbevdv otny opdda
pavipmioopdpng 0,5Q4. Ztn perétn VIEW2, katd v gfdopdda 52, to 95,6% tov acbevav otnv
opada apipPepcéntng 2Q8 dwutpnoav v 6pacn o€ cuykpion pe to 94,4% tov acbevov oty
opada pavipmifoopdpng 0,5Q4. Kat otig dvo peréteg n apiiPepoéntn katadeiybnke 6Tt eivor un
KOTATEPT Kot KAVIKG 16080vaun pe v opdda pavipmioopdfng 0,50Q4.

Aentopepn omoTELECUATA OTO TN CLUVOVAGHEVT] AVAADGT] KOl TOV 000 LEAET®V TAPOLGIALOVTaL GTOV
[Mivaxa 2 kot oto Zynpa 1 tapakdto.
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Hivaxag 2: ExPaoeig anotedespotikdtnrag Kot v fdoudda 52 (kupra avaivon) Kot Kotd tnv
eBdopada 96, cuvdvaouéva Sedopévo and Tig peréteg VIEW1 kar VIEW2E)

"ExBaon ApmPepointn 2Q8 B Pavipmiovpafn 0,5Q4 (pavumloovpdpn 0,5 mg
OTOTELECUUTIKOTNTOG (apMPepoénn 2 mg K60 4 efdopddeg)
kG0 8 efdopnadeg petd
amd 3 apyKéS Unviaieg (N =595)
d00¢e15)
(N =607)
EBdopdda 52 | Efdopada 96 EBdopdda 52 EBdopdda 96
Méoog apfudg 7,6 11,2 12,3 16,5
gvéoenv
Méoog apBpodg
gvécenv (amd 4,2 4,7
gfdopddec 52 £wg 96)
Avoloyio acBevav pe
< 15 ypappota
andAELD Ao TV 95,33%8) 92,42% 94,42% B 91,60%
apyIKn TN
(PPS A
Awgopd” 0,9% 0,8%
(95% CI)» (-1,7,35% | (-2,3,3,8)™
Méon petafoin otnv
BCVA 6nwg
petpnonKe pe
Babporoyia 8,40 7,62 8,74 7,89
AVOyVAPLONG
ypappdtov ETDRSA
Omd TNV aPYIKN TN
Awpopd otov péco
ot pébodo LS 0,32 0,25
(ypéppota ETDRS)Y | (11,87, 1,23) | (-1,98, 1,49)
(95% CI)»
Avaroyio acbevov pe
2 15 ypappoto képdog 30,97% 33,44% 32,44% 31,60%
amo TNV aPYIK TN
Awgopd” -1,5% 1,8%
(95% CI)» (-6,8,3,8) (-3,5,7,1)

A)

)

A)
E)
1)

BCVA: Best Corrected Visual Acuity (Kalvtepo diopbwpévn omtikh o&dtnTor)

ETDRS: Early Treatment Diabetic Retinopathy Study (MeAétn mpdiung avtpetdriong g Sropnriknig
apeAnotpoedondfeiac)
LS: Méoog ot pébodo tov ehaylotov tetpaydvov (Least Square) napayoupevog péoowo ANCOVA
(Avdlvon g cuvdlaKOUOVGTG)

PPS: Per Protocol Set

Full Analysis Set (FAS — ITAfjpng opdda avéAivong), Last Observation Carried Forward (LOCF —
Ate&oy@yn TeAeVTOLOG TOPATHPNONG) Y10 OAES TIG AVOAVGELG EKTOG OO TNV AVOAOYia TV 0ofevdv mov
Swtnpnoav v otk o&vTnTo Kotd TV €fdopdda 52, n onoia ivar 1 opdda Tp@tokdAlov (PPS)

H dapopd eivat ) tipn g opddag apAiPepcséntmg peiov v tiun g opddag pavipmilovpndfng. M

OeTikn Tun gvvoei v apMPepcént.

Atdotpa epmiotocvvng (Confidence interval — CI) vroloylldpevo HEc® KOVOVIKNG TPOGEYYIONG
Metd v évapén g Bepameiog e Tpelg unviaieg 660e1g
"Eva dudotnpa epmiotocivng mov Ppicketat €€ oAokAnpov mave amd -10% vrodetkviet Un KatotepOTNTO
mg aQAPEPTENTNGC MG TPOG T pavipmilovpdfn
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Yympo 1. Méon petafoln oty onTiky oEVTNTO od TV OPYLKT TN
uéypt v fdopada 96 yo o cuVOLAGHEVE BESOUEVE OO TIG
peiéteg Viewl kot View?2
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4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 83 92 96
ERdopadeg
—8— AQAIBEPTETTN 2 mg Q8 eRBOpAdEC* —O— Pavipmdoupdapn 0,5 mg Q4 eBdopddec*

21N cuVOLAGHEV avaAlvom TV dedopévev Tov peletdv VIEW1 kow VIEW2, n apAiPepoéntn
KOTESEIEE KMVIKG ONUOVTIKEG LETOPOAES OO TNV aPYIKT TIUT GTO TPOKOOOPIGUEVO EVLTEPEVOV
KOTOANKTIKO oNUEio amoTELecHATIKOTNTOG cVUP@Ve. e To National Eye Institute Visual Function
Questionnaire (NEI VFQ-25, Epotnuatordyio Asttovpyiog tng Opaong tov EOvikod
OBaAiporoyucod Ivetitovtov tov H.ILA.), yopic kAvikd onuavtikéc d1opopic ot povipmilovpdpn.
To péyeboc avtdv TV peTaformdv NTov TapOUOL0 LE EKEIVO TOV TAPATNPEITOL OTIS ONHOCIEVUEVECG
UEAETEG, Kal TO 01010 avtioTolyel oe avénon katd 15 yphupoata oty KAIpoKe «KaAbTEPQ
dropbopévng omtikng o&vmragy (BCVA).

270 0gVTEPO £T0C TOV LEAETMV, 1] AMOTEAEGHOTIKOTN T SlatnpOnKe yevikd kaBOAn T dtdpKela Tng
uerétng (terevtaiog aloldoynong) katd v efdoudda 96 kot yio to 2% - 4% tov acbevov
amortOnkay OAeg o1 evéaelg oe punviaia Pdon, evd yio. to £va Tpito TV acbevav amaithOnke
TOVAGYIoTOV i £veon pe pecodtbotnpa Oepaneiog povo éva pnva.

O1 pewwoelg ot péon éxtacn e CNV frav epeaveic oe OAEG TIC S0GOAOYIKES OUASEC Kot GTIG 600
HEAETEG.

Ta amOTEAEGLOTO ATOTEAEGLOTIKOTNTOC O OAEG TIG 0EIOAOYNOUES VTTOOAdES (TT.y. NAkia, OO,
QULAN, apyikn TR onTiKNg 0&vTNTaG, TOTOG PAAPNS, HEYeBog PAAPNG) oe KdBe perétn Kot ot
GUVOLOCUEVT AVAALGT MTAV AVOAOYO LIE TA OTOTEAEGUATO, GTOVS GLVOAKOVG TANHLGLOVC.

H ALTAIR fjtov pio TOADKEVTPIKT, TUYXOLOTOUEVT], OVOIKTNG Mo UaveNS HeAET 96 efdondadmv

og 247 lanwveg acBevels ywpig mponyovuevn Bepomevtikng aymyn| yio v vypov Tomov AMD, 1) onoia
OYEOATTNKE YO VO, 0ELOAOYNGEL TV OMOTEAEGUOTIKOTNTO KoL TV 0CQAAELD TG APAMPBEPCETTNG
aKoA0VOMVTAG dVO SUPOPETIKA LEGOINUCTHUOTO TPOGaPLOYNS (2 efdopadeg Kot 4 eBSoUAOES) (e Eval
d0oc0A0Y1KO oyfua Bepomeiog Kot EMEKTAONG.

Ohot o1 acbeveig Erapav punviaieg 66celg apPepoéntne 2 mg yio 3 ufvec, axolovBodueveg omd pio
éveon petd amd Siotnpo Tev 2 unvav. Xty gfdoudada 16, ov acbeveig tuyatomomOnkav 1:1 og dvo
Bepancvtikég opddeg: 1) Oepancio ko enéktoom pe aphPepoéntn pe 2 eopddes TPosupUoyns Kot 2)
Oepameio kKo eméxtaon pe aphPepcéntn pe 4 efdopdadec tpocapuoyne. H enéxraon 1
EAOYLGTOTOINGT) TOV HEGOJIAGTAIATOC TG Oepameing amopaciotnie e PAcT To, OTTIKA KoM
OVOTOKG KPLTAPLOL IOV €0V 0p1loTel 6T0 TPWTOKOAAO LE Eva pUéYoTo pecodidotna Bepomeiog

v 16 efdopddwv Kot yio tig 500 OpAdES.

To kbp1o KataAnkTkd onpeio amotedespotikdTnTag NTav n péon petaforn oty kiipoka BCVA and
v apykn Tien oty efdopdda 52. Ta dgvtepoyevi) KATOANKTIKA onpeio 0mOTEAEGLOTIKOTITOG NTOV
N avoroyia Tov acBevav mov dev Exacav =15 ypappota kot 1 avoloyio TV achevdv Tov KEPSIGOV
TovAdyiotov 15 ypaupoato otny kKiipoka BCVA and v apyikn tiun oty efdopdda 52.
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Kotd v gfdoudda 52, o1 acbeveic 610 okélog ¢ Oepomeiog Kot ETEKTOOTG UE TIC 2 EPSOUAdES
TPOCAPHOYNG KEPOIGAY £VOL LEGO TV 9 YPOUUATOV OO TNV apyIKT T € COYKPIOT LE

ta 8,4 ypappato yio v opdde tov 4 efdopddmv mpocappoyng [LS péon dtapopd oto ypappoto
(95%CI): - 0,4 (-3,8,3,0), ANCOVA]. H avaroyia tov acOevdv mov dev éxacav >15 ypdupota oe 360
Bepamevtikd okéAn NTov mapopota (96,7% oty opdda tov 2 gfdopddwv kot 95,9% oty

opada 4 efdopadwv tpocsapuroyng). H avaroyio tov aclevaov mov képdicav >15 ypaupota oty
efdoudoa 52 Nrov 32,5% oty opddo tov 2 efdouddwv Tpocapuoyng kot 30,9% oty opdda

TV 4 gfdouddwv Tpocapuoyns. H avaroyia tmv acbevdv mov enéktevay 10 HeGOIAGTILA TG
Oepaneiog Tovg og 12 gfdopadec | mopoandve Mrav 42,3% oty opdda Tov 2 eSoUAd®mV TPOSUPUOYNG
kot 49,6% oty oudda tov 4 gfdouddwv tpocappoyns. Emmiéov, oty opdda twvd efoopddmv
npocapoyng to 40,7% tov acbevav Ekovay enéktoot Tav pesodiactnudtov o 16 efdoudodss. Kota
v tehevtaio emiokeyn Emg v gfdopdda 52, to 56,8% kar 57,8% twv acbevov oTig opddeg

TV 2 fdouddov Kot 4 efdopddmv TPocapHOYNS AVTIGTOLLO, EiYAV TPOYPUUUATICUEVT TNV ETOUEV
éveon oe éva pecodtdotnua 12 BSoUAdmV N KOl TPOTAV®.

Katd to de0tepo £€T0¢ TG HEAETNG, 1) OMOTEAEGHATIKOTNTA YEVIKE StoTnpOnke péypt kot Tnv
terevtaio aglodoynon v efdoundda 96, e péon Bertimon oy 6pact 1| onTiK 0EHTNTA OO TV
apykn enickeym 7,6 ypoppdTmv yio Ty opddo tov 2 efdou2 eBSoUAd®Y TPOGUPUOYNAS

kot 6,1 ypoppdtov yio v opdda tov 4 gfdopadmv mpocapuoyne. H avoroyia tov acbevov mov
eMEKTEVAV TO pecoddotn e TG Bepaneiag Tovg og 12 efdopddeg 1 mopandve Mrav 56,9% yo tnv
opada Tov 2 gfdopadmv tpocaproyng kot 60,2% yio v opdda Tav 4-f6oudowny TPOGOPLOYTS.
Katd v televtaia eniokeyn npv amd v gfdopdda 96, to 64,9% xar 61,2% twv acbevdv otig
opddeg tv 2 fdouddwv Kot 4-gfdoUddwmv TPOGUPHOYNS AVTIoTOLYO, EIYOV TPOYPOUUATICUEVT TNV
emouevn éveon og Eva pecodtdotnua 12 efdouddmyv 1 kot waporave. Katd m didpkeio Tov dedTEPOL
£€tovg Oepameiag, ol acbeveig otic opadec TV 2 gfdonddmv kat 4 efdopddmv Tpocapuoyng Erapoy
Katd péco 0po 3,6 kot 3,7 evéoelg, avtiotorya. Katd ) didpkeia g d1eT00¢ BepaneuTikng teptodon
ot acBeveig éraPav katd péso 0po 10,4 evéoels.

Ta onTiKd Ko cuoTnKd TPoeih ac@aieiog NTOV TOPOLOLN LE TNV OTOTELEGULATIKOTITO TOV
mapotnpnOnke otig Pacikég peréteg VIEWL ko VIEW2.

H ARIES ftav o ToAVKEVTPIKT, TUYOLOTOUNUEVT, OVOLYTNG EMICTLOVONG, EAEYYOUEVN LE EVEPYO
eapuoko perétn duapkerag 104 efdopddmv, o 269 acbeveig pe vypod THmov AMD Yo TV omoia dev
glyav Mapet Oepaneio. H pelétn oyxedldotnke yio vo SIEPEVVNGEL T UN-KOTMTEPOTNTO, OGOV 0QPOPA TNV
OTTOTELECUATIKOTNTO KOOMG KOl TNV AGPAAELN TOL SOCOAOYIKOD GYAIATOG Oepameiog Kol ETEKTAOTG,
70 onoio Eekivnoe PETE omd 3 S1adoyIKEG pnviaieg 000E1S akoAovBovpEVES 0o [ia £vEST HETA

amod 2 PVES EVOVTL TOV S0GOAOYIKOD GYNLLOTOG Bepameiog Kol EnEKTaoNS Tov Eekivnos Petd amd o
TPMTO £10¢ Bepameiog.

H peAiém ARIES diepehivnoe eniong 1o m0ocootd Tmv acBevdv mov ypetdotnkay Bepaneio cuyvotepn
amo kafe 8 efdouadec pe Paorn v amdéeacn Tov gpevvnth. And Tovg 269 acbeveig, 62 acbeveig
Elofav ocuyvotepn dOGN, TOLAAYIGTOV pict POPA Kotd T dtdpkela ¢ perétne. Ot acbeveig avtol
TopEUEVOY 0T HEAETN Kal EAaPav Oepameio cOpE@VA Le T BEATIOTN KAMVIKT Kpion Tov epeuvnTy,
aALG Oy cLyvOTEPO Ao KGOE 4 gfdopddeg, Kot To pecodiactipata Oepaneiog Tovg pmropovceoy va
mopoTafovy Kot TAAL ot cuvEKELD. Metd TV andpacn yio cuyvotepn Bepaneio, To HEGOSIATTNIC
Oepameiog NTov Kotd uéco 6po 6,1 epoounadec. Tnv EBdoudda 104, n BCVA ftav yoaunlotepn oe
ao0eVElC TOV YPELACTNKAY IO EVTOTIKN Bepameio, TOLAGYIGTOV pia opd KoTd TN OEPKELN TNG
HeAETNG, o€ oOyKplomn pe acBeveic mov dev ypeldotniay kot 1 péon oArayn otnv BCVA and v
évapén €mg to TEAOC TG nerétg nrav +2,3 £ 15,6 ypdupoato. Metaéd tov acBevov wov vrofAndnkoay
o€ mo ovyvn Bepameia, to 85,5% Satnpnoe v dpao), dniadn Exoaoce Aydtepa amd 15 ypdupata kot
10 19,4% xépdioe 15 1| meprocotepa ypaupata. To mpoeil acpdrelag towv acdevodv mov vrofAndnkay
o€ Oepameia o cuyvn amod kdbe 8 efdopndadec, NTav GVYKPICIHO LE To OESOUEVE ACPAAELOG TV
VIEW 1 kot VIEW 2.
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Aevtepomabés oionua e wypds knAidas omo CRVO

H acpdleio kot 1 amotelecpotikdtnTo TG apAMPepcéntng a&toloynonkav oe 600 TVYUOTOMUEVEG,
TOAVKEVTPIKEG, OUTAA-TUPALC, EAEYYOUEVEG Le ElKoVIKT Bepameio pehéteg o€ acbeveig pe devtepomafég
oidnua ¢ oypds kniidoag amd CRVO (COPERNICUS and GALILEO) pe éva cvvoro 358 acOevav
vrofAnnkav o Bepaneio kat frav aEloAoyNGILOL Yia TNV amotelespatikdtTa (217 pe
apMPepoéntng). O nAikieg tov acbevdv kopaivovtay amd 22 eng 89 etdv pe éva péco 6po

nikiog 64 etdv. 1i¢ CRVO peléteg, mepimov 10 52 % (112/217) tev acbevodv mov tuyatomombnkoy
ue apMBepcéntn NTov nAkiog 65 etdv N peyordrepot kot wepinmov 1o 18% (38/217) ntav 75 etdv 1
peyorvtepot. Ko otig dvo peréteg, ot acbeveig Tuyotoromniay pe avaioyio 3:2 gite og 2 mg
apAPepoéntng yopnyovueva Kabe 4 efdouddeg (2Q4) gite otnv opdda eAéyyov 6mov Ehafav
EIKOVIKEG evEoelg kKaOe 4 efdopnddec yio évo civoro 6 evécemv.

Metd and 6 cuveydueveg unviaieg evécelg, ot acbeveic Elafav Bepameio povo dv TAnpovcoay
TpokaboplGUEVa KPLTHPLO ETAVayopNyNong tng Oepameiag, ektog amd Tovg acbeveic otnv opdda
eréyyov ¢ nerétng GALILEO, ot omoiot cuvéyioay vo AapuBavouy lKoVIKEG EVEGELG UEXPL TNV
gfdopada 52. Metd and avtd 1o ypovikd onpeio, 6Aot o1 acheveic mov BepanedTniay TAnpovGaV
Tpokabopiouéva KpLTHpLo.

Kot otig dvo peréteg, To KOp1o KATaANKTIKO ONUEl0 OMOTEAEGHOTIKOTITAG 1|TAV TO TOGOGTO TOV
acBevav mov képdioav Tovrdyiotov 15 ypaupata otnv BCVA kotd v efdopdda 24 o cbykpion pe
™V apykn Tun. Mia dgutepehovoo LeTaPANT ATOTEAEGUATIKOTITOC T)TOV 1) LETOPOAN GTNV OTTIKY
o&btra katd TV efoopdda 24 6e GUYKPLOT| LE TNV OPYLIKT TIUT.

H dropopd petald tov opddmv Oepameiog NTov GTATIGTIKA CUOVTIKY VTEP TNG APAPEPCETTNG KoL
oTIG 000 perétec. H péyiom Peitiooon oty omtikn o&utnta enttedynke 6tovg 3 UAVeC Le
eMoKOAOLON 6TadEPOTOINGCT MG TPOG TNV OTTIKY 0ELTNTA KOl G TPOG TO KEVIPIKO TTAYOG TOV
apPPANCTPOEIdOVG LEYPL TOVG 6 pves. H otatiotikd onpavtiky dtapopd dtatnpnonke péxpt tnv
efdoudoa 52.

Agmtopepn amoteléopata omd TNV avaivon kol Tov dVo peketdv mapovstalovial otov ITivaka 3 kot
GTO Zynua 2 TopaKdTo.
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Mivaxog 3: ExPaoceic amotedeopatikdtntog kotd thv efdouddo 24, eBdoudada 52 kot efdopudda 76/100 (ITAnpng avdrvon dedopévov LOCFD) otig pedéteg COPERNICUS

kot GALILEO
Expaoeg COPERNICUS GALILEO
OTOTELECHUTIKG
™mrog 24 gfoopaoeg 52 gfdopadeg 100 gpoopdodes 24 gfoopaocg 52 gfoopaocs 76 gpoopaocs
AoMBepoéntn | Opada | AehPepoéntn Opéoo AoMPepoéntn Opéoo AoMBepoéntn | Opada | AohPepoéntn | Opada | AehPepointn Opéda
2 mg Q4 elhéyyov 2mg ehéyyov® ) eléyyovtE? 2 mg Q4 ehéyyov 2mg EA&yyov 2 ehéyyov 2
(N=114) (N=73) (N=114) 2mg (N =103) (N =68) (N =103) 2mg
(N=173) (N=114) (N=73) (N =68) (N =103) (N =68)
Avaioyia Tov
acOevav pe
KEPOOG
215 ypappata 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
opaong and v
apykn T
Zrofpopévn 44,8% 25,9% 26,7% 38,3% 27,9% 28,0%
Spopd B 1 (33,0 - 56,6) (11,8-40,1) (13,1 - 40,3) (24,4 -52,1) (13,0-42,7) (13,3-42,6)
(95% CI)
Tymp
p <0,0001 p = 0,0006 P=0,0003 p <0,0001 p = 0,0004 p=0,0004
Méon petafoin
otnv BCVAD
ommg petpronie
ue ™ Poduporoyio 17,3 -4,0 16,2 3,8 13,0 15 18,0 3,3 16,9 3,8 13,7 6,2
AVALYVOPLONG (12,8) (18,0) (17,4) (17,1) @77 17,7) (12,2) (14,1) (14,8) (18,1) (17,8) a7,7
YPOUUATOV
ETDRSD and v
apywn T (SD)
Awpopd cTov
I;isscz) 1("512 15526080 217 12,7 11,8 14,7 13,2 7,6
(95% CI) (17,4 - 26,0) (7,7-17,7) (6,7 -17,0) (10,8 -18,7) (8,2-18,2) (2,1-131)
Tym p
p <0,0001 p <0,0001 p <0,0001 p <0,0001 p <0,0001 p=0,0070
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A)
B)

A)

E)

1)

Z)

H Swapopd eivar n Tiun g opddog aprPepointng 2 mg ot efdopddes Q4 pelov v iU g opddog erEyyov

Awpopd ko didotnpa epmiotocivig (CI) vroroyilovar pe xprion g dokyng Cochran-Mantel-Haenszel (CMH) mpocappocpévn yia meployf (Apepikn £vavTt Tov VIOAOITOL KOGHOL Y10 TNV
COPERNICUS kot Evpdnn évavtt Aciag/Eipnvikod yio tyv GALILEO) kou kotnyopio apyknig tyis BCVA (> 20/200 kon < 20/200)

BCVA: Best Corrected Visual Acuity (KaAvtepa dtopfopévn ontikn o&otnta)

ETDRS: Early Treatment Diabetic Retinopathy Study (Melétn npdiung avtipetdniong g dofntikng apetBAnctposidonddeiog)

LOCEF: Last Observation Carried Forward (Awe&aymyn tedevtoiog Tapatipnong)

SD: Standard deviation (Tvmikf andkiion)

LS: Méoog ot pébodo tmv ehayiotov tetpaydvov (Least Square) andé ANCOVA

Apopd otov péco ot péBodo Tov erayiotmv teTpaydvev kat didotnua epmietoctvig (CI) pe Baon éva poviého ANCOVA pe mopdyovteg v opdda Bepameiog, v teptoyf (Apepikn £vovt Tov
vrdrorov kdéopov i v COPERNICUS kan Evpdnn évavtt Aciog/Eipnvikod yia tnv GALILEO) kot tv katnyopio apykn tyufig BCVA (> 20/200 kou < 20/200)

2t perétn COPERNICUS, ot acOeveic otnyv opdda eEléyyov pmopovoav va Adfovv aeAPepcénmr avAaioyo Le TIC aVAYKEG TOVG He GuyvOTNTO LEYPL Kot KGO 4 efdopddec Katd Tn StipKeELd TNG TEPLOSOL
a6 v gfoopdda 24 £mg v efdopdda 52+ o1 acheveig eiyav emoréyelg kdOe 4 efdopddes

2t perétn COPERNICUS, ot acbeveic 1060 oty opdda eAéyyov 660 Kot oty opdda apiPepoéntng 2 mg EAafav apMPBepcéntn 2 mg aviAoya HE TIG 0VAYKES TOVG LE GUYXVOTITA HEYPL KOl

K0g 4 gfdopddes Eexvavtag amd v efdopdda 52 £mg v efdopdda 96 o1 acheveig eiyav VIOYPEMTIKEG TPYNVINIES EMOKEWYELG, OAAL LTOPOVGAV VO £XOVV EMGKEYELS KON KOL [LE GLYVOTNTO

K60g 4 efdopddeg Gv fTav anapaitnto

¥t perét GALILEO, ot acBeveic 1060 oty opdda eAEyyov 660 Kot oty opdda apiPepoéntng 2 mg EAafov apiPepoéntn 2 mg avaAoyo Le TIG avaykes Toug kKabe 8 efdopddes Eekvdvtag and v
ePfdonada 52 £mg v efdopdda 68 o1 acbevels elyav vroypewTikég emokéyelg kabe 8 efdopddec.
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Yyqpo 2: Méon petafoin, omd v apytkn Tiun éog v gfdopdada 76/100, oty ontikr o&btnTa KaTtd
opdoa Bepamneiag yia tic peréteg COPERNICUS kot GALILEO (ITApng avédAvorn de00ouévmy)
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E % | +6.2
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Q
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3 1
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0 4 81216202:428323640444852566064687276
' ERSopAdEC
—&——  AQMBepottin 2 mg ——Q—— ' Ouada eAéyxou paptipwv

¥ YmodnAwvel Tnv aAayr] TnG ouadag eAéyxou o PRN Beparreia pe apAiBepaéTn 2 mg

¥ pekétn GALILEO, 1o 86,4% (n=89) ¢ opddog apAiPepointng kot 10 79,4% (n=54) tng
€IKoVIKNG opadog elyav apdtwon CRVO wg apywkn tiun. Katd tv efoopdada 24, avt) frav 91,8%
(n=89) otV opdda aprPepcintng kot 85,5% (n=47) otnv g1Koviky opada. AVTéG o1 ovaAoyieg
dtotnpnOnkay katd v efoopdda 76 pe 84,3% (n=75) otnv opdda apiPepcéntng kot 84,0% oty
EIKOVIKT OpAdaL.

¥t peiétn COPERNICUS, 10 67,5% (n=77) g opddog apiPepcéntng kot to 68,5% (n=50) g
ewovikng opadag eiyav opdrwon CRVO wg apywn tiun. Katd v efoopndada 24, avtn Nrav 87,4%
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(n=90) omv opdda apAPepoéntng Kot 58,6% (n=34) otnv gwovikn opdoda. Avtég ot avaroyieg
SratnpnOnkav kotd v efdopdda 100 pe 76,8% (n=76) oty opndda aprPepoéntng kot 78% (n=39)
otV gwKovikn opdda. Ot acBeveic otnyv guKovikn opdda iyov tnv emthoyn va Adovv apliBepoéntn
amo v efdopdda 24.

H evepyetikn enidpaon g Bepanciog pe apAPBepséntn o1 Aettovpyia TG OpUGN NTAV TOPOLOLN
OTIG LTOOWAOES TV 0.60evdV KaTd TNV £vapén, e KOAT KOl U1 KOAT OUATOOT AU@BANCTPOEIdONG.
O emdpdoeic g Oepaneiog oe OAES TIC 0.ELOAOYNGIUEC VITOOUAOES (.. NAKi, VUAO, VAT, OPYIKN
TN omtTikng o&vNTOg, Katdotaor apudtoong augipAnctpoeldong, didpketo, CRVO) oe kabe peiétn
NTOV YEVIKA GCOUO®VO UE TO OMOTEAEGUATO TV CUVOMKOV TANOLCUOV.

1 cvvdvacpévn ovaivon Tev dedouévev tov peietov GALILEO kot COPERNICUS, 1
aPAPepcémntn £0e1Ee ONUOVTUCH KAMVIKEG OALAYEG OE OYECT) LLE TIG OPYIKEG TIUEG Evapéng 6To
TPOKaBOPIGUEVO OEVTEPEHOV KATAANKTIKO ONUEID ATOTELEGUATIKOTITOG TOV OTOTEAOVGE TO
gpoTnuaToAdyo Tov E6vikod Ogbaiporoyikod Ivetitovtov Ontikng Asttovpyiag (NEI VFQ-25). To
Ué€yebog aVTOV TV AALUYDY TV TOPOUOLO LE EKELVO TOV TOPOVGIALETOL OTIC ONUOGIEVUEVES LEAETEC
Kot 70 omoio avtiotoyel og avénomn katd 15 ypdppata oty kKiipoxa «kodlotepa Stopfwpévng onTikng
o&vmragy (BCVA).

Aevteporabés oidnua s wypds knlidos amdé BRVO

H acpdleio kot 1 amoTteAecLOTIKOTNTO TG APAMPEPTETTNG OEIOAOYNONKAV GE 10, TUYOLOTOINUEVT,
TOAVKEVTPIKT], SIMAN-TUQAT, ELEYXOLEVN HE ElKoviKN Bepoameio pedétn o aobeveig pe devtepomadég
oldonpa g oypds knAidag and BRVO (VIBRANT) mov cuumeptAdpfove Npi-KeVIpikn g
apPPANGTPOoEdKNG PAERAG. Zuvolikd 181 acbeveic vrofAndnkav cg Oepameia kot a&loloynOnKay
v TV amoterespotikotnta (91 pe apAiifepcéntn). Ot nhikieg Tov achevav kopaivovay

and 42 ewg 94 €1dv pe Eva péco 0po nlikiag 65 etdv. Xtn BRVO pedét, nepinov to 58% (53/91)
TV acfevdv mov TuyaomomOnkay pe aplPepoéntn frav nikiog 65 eTdv 1| peyaldtepol Kot TEPimov
70 23% (21/91) RTav 75 etdv 1 peyardtepotl. N peAétn, ol acbeveig Tuyotomombnkay pe

avaloyia 1:1, eite og opdda 2 mg apAfepcénng yopnyovpeva kabe 8 efoopddeg

axolovBmvrtag 6 apykég unviaieg evéoels, 1| og opado potomn&iog A&Wep Yop1yOOLEVT] GTNV OPYIKY|
emiokeyn (opdda eréyyov Aélep). Ot acbeveic oty opdda eAéyyov Aélep pmopovcay vo, Adfouvv
emmrpocbetn pwtonnéio Aéilep (ovoudletal © Oepomeio didcmong pe Aéilep’) oty apyn TG
efdopadag 12, pe o Myotepo ddotnpa avipesa otic Oepaneieg 12 efoopddec. Me Baon to
nmpokabopicpéva kpitipla ot acbeveic otnv opdda pe Aélep pmopovcav vo Adfovv Bepomeio
docmong pe apAPepoéntn 2 mg and v efdoudda 24 e yopnynon kabe 4 efdoudodeg yio 3 pnveg
akoAovBovpevn Yo kKabe 8 efdopdadec.

¥t pedét VIBRANT, 10 Tp@TEVOV KOTOANKTIKO GNUEID OTOTEAEGLLOTIKOTITOG NTOV TO TOGOGTO TV
acevav mov képdicav TovAdytotov 15 ypauparta oty BCVA katd tv efdopdado 24 ce cbykpion pe
™V apyKn 0pacn Kot 1 opdda TG ApAPEPGETTNG TV AVAOTEPT) TG ORAd0S EAEYYOL Aélep.

"Eva devtepedov KoToANKTIKO OMUEi0 OTOTEAECUATIKOTNTAG NTAV 1) LETAPOAT GTNV OTTIKY 0&LTN T
Kot TV gfoopdda 24 o€ cOYKPION LE TNV QPYIKT TIUN, 1| OTTOL0 HTAV GTATIOTIKG GNUAVTIKN VIEP TNG
apAPepoéntng ot pelétn VIBRANT. H mopeia tng ontikng feltioong tav paydaio Kot EQTOcE Tn
UEYIOTY TN 6TOVG 3 UVEG UE S10THPTOT TOV OTOTEAEGUAT®V HEXPL TO punva 12.

>mnv oudda tov Aéilep, 67 acbeveig Ehafav Oepameia dSilowong pe apAfepcsintn pe évopén mv
eBdoudda 24 (Oudoda eEléyyov e evepyn Oepameio/ apAiPepoéntn 2 mg) e amotéAesio Peltioong
oTNV OTTIKY 0&LTNTA TEPiMOV 5 ypappata omd Ty gfdopdada 24 Emg 52.

Aentopepn aroteAécpara amd v avdivon g perétnc VIBRANT mapovcidlovrol otov
[Tivoko 4 kot 610 Zyquo 3 TUpaKATo.
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Hivaxag 4: ExPdoeic amoteleocuatikotntog katd tnv epoopndada 24 kai efoopada 52 (ITinpng
avdivon dedopéveov LOCF) ot pedétn VIBRANT

Expaoceig VIBRANT
OTOTELECUUTIKOTNTOG
24 Epdopadeg 52 Efdopadeg
AoMPepoint Evepyog opada AoMmpepointn 2 Evepydg opdda
n2mg (A&lep) mg Q8 (A&lep) /
Q4 (N=90) (N=91) ¥ AopMPepoéntn
(N=91) 2 mg®
(N=90)
Avodoyio Tov acBevadv pe 52, 7% 26,7% 57,1% 41,1%
>15 ypappato k€pdog amod
™mv apykn T %
Trofpiopévn Stapopd B 26,6% 16,2%
(%) | (13,0,40,1) (2,0, 30,5)
(95% ClI) p =0,0003 p=0,0296
Ty p
Méon petaforn otnv 17,0 6,9 17,1 12,2 (11,9)
BCVA 6nwc petpndnke pe (11,9 (12,9) (13,1)
) Baduporoyio avayvdpiong
ypaupdreov ETDRS an6 v
apyucn Ty (SD)
Awpopd 6Tov pHéco o 10,5 5,2
4 L AT
néfodo LS ™) sy | (1140 (1,7,87)
Ty p p<0,0001 p=0,0035°Y

A)

I

A)

E)

1)

H dapopd eivar 1 tipn g opddag aprifepcséntng 2 mg otig fdopddeg Q4 peiov v T g opddag

eléyyov Aélep

Awapopd kar 95% (CI) voroyilovtan pe ypnon tng dokung Mantel-Haenszel Tpocappoouévn yio
nepoy (Apepikn évavt lorwviog) ko katnyopio apyikng Tiung BCVA (> 20/200 kat < 20/200)
LS: péon dwpopd ko 95% CI Baon tov poviéhov ANCOVA pe v opddo Oepaneiog, kotnyopia
apyucng s BCVA (> 20/200 kot < 20/200) kot teployn (Notion Apepikn évavtt lonwviag) og otabepéc
emdpaoelg kot apykn tiu BCVA o¢ coppetafint.
BCVA: Best Corrected Visual Acuity (KaAbdtepo dtopBopévn ontikn o&otnrta)
Ao v gfdopdda 24 m Bepaneio pe v opdda Oepomeiog aprPepcséntng mapatddnke Yo GAOVS TOVG
acBeveig amd 4 efdonddec o 8 efdopdoeg puéypt tnv fdondada 48.
Katd v évapén g efdopddag 24 ot acbeveig oty opdda Aéilep pnopovoay va Adfouvv Bepameio
Sllowong 1e aQAPEPGETTN €AV VIPYE TOLAUYIOTOV VO TPOKADOPIGUEVO KPLTHPLO ETAOYNG. AT TO
oVvolo, 67 acbeveig og avtn v opdda EhaPav Bepaneia didowong pe apiPepcoéntn. To otabepd
d0c0L0YKd GyNua dtbomong pe apMPepoéntn ftav 3 popés apriPepcséntn 2 mg Kabe 4 efdopddeg
axoiovBovpevo amd evéoelg kKGbe 8 gfdopddes.

OVoUaoTIKY TIW=p
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Yyqpe 3: Méon petaporr oto BCVA omwg petpndnke and ETDRS BabuoAioyio I'pappdtov katd
v gfoopdda 52 otn perétn VIBRANT

90 = VIBRANT
+17.0
+17.1
5
+12.2
10

Méan MetaBoAn atnv Otk OgUTNTA
(Tpdppara)

4 8 12 16 20 24 28 32 36 40 44 48 52

EBAOMAAEXZ

— g\(ﬁ:\éﬁﬁpcéﬂm —(O— 0udda EAéyxou AéiZep
O ap1Bu6s TV acbevav pe koA apdTmon, katd v Evoapén g Lerétng, mov Eekivnoay aywyn pe
apMPepoéntn | potonnéio Aéilep nTav 60% kot 68% avtictoya. Katd tnv efoopdda 24 avtég ot
avaoyieg nrav 80% kot 67% avtictoya. Ztnv opdda pe apAMPepcintn 1 avoroyio Tov aclevov pe
alpdroon dlatnpnonke uéypt tnv efdopddae 52. Xtnv oudda Aélep, 6Tov o1 aobeveic mAnpovcay Ta
kprrhipla. vo Aapovv Oepaneia dtlowong pe apAPepcéntn omd v gfdopdda 24, n avaroyio Tov
aclevav pe apdtoon avéndnke oto 78% kotd v gfdondada 52.

Mo fintiro oidnuo. e wypis knAioog

H acpdlelo kot amotedeopatikdTTa TG apAPepotntng a&loloyndnikay e VO TUYOLOTOUEVEG,
TOAVKEVIPIKES, SIMAG-TOPALC, evepyd edeyydueveg peléteg oe ooOeveic pe DME (VIVIDPME and
VISTAPME) "Evo, chvolo 862 acbeviv ot omoiot vmofAndnkav e Ogpameio kot firav a&ioloyfioiuot
Y10l ATOTEAEGOTIKOTNTO 01 576 Tuyaiomombnkav pe apAiPepoéntn. Ot nhikiec Tov acbevav
Kopaivovtay omd 23 emg 87 etV e éva néco 0po nAkiog 63 etdv. tig DME peléteg, mepimov

10 47% (268/576) v a50evidv mov TuyatoTomONKay e apipPepoéntn NTov nhikiog 65 etdv N
peyorvtepot kot mepimov to 9% (52/576) Nrav 75 etdv N peyoivtepol. H mielovotnta tov aclevov
KoL 6TIG dVO peAéteg glyav Awapritn tomov 11

Kot otig dvo peréteg, ot acbeveig ToyotomomOniay pe avaroyio 1:1:1 o 1 and 3 docoroyikd

oynpoTo:

1)  apMPepoéntn 2 mg, yopnyodueva kabe 8 efdouddec petd amd 5 apyikéc unviaisg d66€1G
(apMPepoéntn 2Q8),

2) apAMPepcéntn 2 mg, yopnyovueva kdbe 4 gfdopdadss (apriPepointn 2Q4) ko

3)  ogotomn&ia ue Aélep g oypdg knAidag (evepyn ouddo Ay OL).

Eexwvavtag amd v efdoudda 24, or acbeveic mov mAnpovcay Evay TpokabopIGUEVO 0VA0 OTMOAELNS

g 6paong NTav emiéSipot va Adfovv tpdcsbetn Bepaneia: o1 acbeveig oty opudda g

apAMPepoémtng uropovoay vo Adfovv Aélep kat ot acbeveic oTnV opdado EAEYYOV Umopodoay Vo

Aapovv apiiPepoén.

Kot otic dvo peréteg, to KOplo KOTOANKTIKO GNUEID OMOTEAEGUOTIKOTNTOG NTOY 1 LEOT HETAPOAN
Katd v gfdopdda 52 tng kedlvtepa dtopBoduevng dpacnc (BCVA) amd tnv apyikn T Kot ot 000
ouadec apAPepointng 2Q8 kat apAiPepaéntne 204 amodeiybnkay GTATIOTIKA GNUOVTIKES KoL T)TOV
AVATEPES MG TPOG TNV OPAdA EAEYYOV. AVTd TO dpeLOG dratnpnbnke péypt v efdopada 100.
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Aemtopept| anotedéopato and v avéivon tov peretdv VIVIDPME a1 VISTAPME nopovsidovrat
otov [livaka 5 kot 6to Zynua 4 TopakdTto.
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IMivaxog 5: ExPaoceig amotedeopoaricdtnrog kord thv efdonddo 52 kot tv efdopdde 100 (TIApng avéivon dedopévav LOCF) otic perétec VIVIDPME ko

VISTAPME

Expaocerg
OTOTELEGPATIKOTNTOG

VIVIDPME

VISTAPME

52 gfdopadeg

100 epdopadeg

52 efdopadeg

100 epdopadeg

AoMpepointn
2mg Q8 A
(N =135)

AoMpepoin
™2 mg Q4
(N =136)

Yrapyovca
gvepyog
Ogpomeia
(MrLep)
(N =132)

AoMpepoin
™m
2mg Q84
(N =135)

AoMpepoin
™m
2mg Q4
(N =136)

Yrapyovea
gvepyog
Oepameia
(Mrtep)
(N =132)

AoMpepoin
™m
2mgQ8~A
(N =151)

AoMpepoént

n
2mg Q4
(N =154)

Yrapyove
o evEPYOS
Oepameia
(Mrtep)
(N =154)

AoMpepoin
™m
2mg Q8 A
(N =151)

AoMpepointn
2mg Q4
(N =154)

Yrapyovoa
gvepyog
Oepameia
(Mrtep)
(N =154)

Méon petaforn otnv
BCVA 6nwg petprinke
e Tov mivoka
avVayvVOPIoNs
ypoppédtov ETDRSE
oo TNV aPYIKN TN

10,7

10,5

1,2

9,4

11,4

0,7

10,7

12,5

0,2

111

11,5

Awpopd oTov LEGO 6N
uébodo LSBI'E (97,5%
Cl)

9,1
(6,3-11,8)

93
(6,5 - 12,0)

8,2
(5,2 -11,3)

10,7
(7,6 - 13,8)

10,45
(7,7-13,2)

12,19
(9,4 - 15,0)

10,1
(7,0 - 13,3)

10,6
(7,1-14,2)

Avodoyia Tov acbevav
pe > 15 ypdppato
KEPOOG AImd TNV OPYIKN
T

33%

32%

9%

31,1%

38,2%

12,1%

31%

42%

8%

33,1%

38,3%

13,0%

Ytofopévn
StapopaHE

(97,5% Cl)

24%
(13,5 - 34,9)

23%
(12,6 - 33,9)

19,0%
(8,0 - 29,9)

26,1%
(14,8 - 37,5)

23%
(13,5 - 33,1)

34%
(24,1-44,4)

20,1%
(9,6 -
30,6)

25,8%
(15,1 - 36,6)
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Metd v évapén g Oepanciag pe 5 unvioieg evéoerg

O péoog LS kot to CI pe Baon éva poviého ANCOVA pe ) pétpnon apycng s BCVA og cuppetafint kot tapdyova yio thv opdda Oepancioc. Emmpocétme, n mepoyn
(Evpdnn/Avotpario évavtt lonwviag) cvpmepiiiednke wg napdyovtag yia v VIVIDPME, ko1 10 1610p1kd epepdypatog tov pookopdiov (MI) kavn ayyelokod eykepoitkol engtcodion
(CVA) og napéyovrag yio tnv VISTAPME,

H dapopd tvon n opdida g apiifepoénng peiov v opdda vedpyovoag evepyod Bepaneiog (Aélep)

H dopopd pe to didotpa epmiotocivig (CI) kot to otatiotied Edeyyo vroloyileton pe xpnomn evog oxnpatog otddong katd Mantel-Haenszel npocappocuévo katd mepioyn
(Bvpodnn/Avctpario évavt lormviac) yio tv VIVIDPME xau 10tpikd 1610ptcd epopdypotog tov pookapdiov (MI) 1) ayyeioxod eykepolkot enelcodiov (CVA) yio tnv VISTAPME
BCVA: Best Corrected Visual Acuity (KaAdtepa do0pBopévn ortikn o&vtnta)

LOCEF: Last Observation Carried Forward (Ate&aymyn tehevtaiog mapatnpnong)

LS: Mécog ot pébodo tov ehoyiotov tetpaymdvov (Least Square) mopayopevog péoo ANCOVA

Cl: Confidence interval (Aidotpo gpmiotocivig)
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Yympa 4: Méon petaforn oty BCVA 6mtm¢ petpndnke e Tov mivaka avoyvopiong YPoURAToY
ETDRS and v apyikn tiuf péypt v efdoudado 100 otig peréteg VIVIDPME o VISTAPME

Méon peTaBoAr oTnv OTITIKY 0EUTNTO
(ypappoTa)

Méon peTaBoAr oTnv OTITIKY 0EUTNTO
(ypappoTa)

EBSopdadeg

—l— ApAiBepaéTiTn 2mg Q8 ——ag——AQNBEPTETTN 2 Mg Q4 BBOPAdES
eBdOLGdEC
_Q_Yrrdpxoucu evepyog Beparreia (Aiep)

O emdpaoeig g Oepaneiog oTig a&loAOYNOIEG VTOOUADES (.. NAKIN, PVUAO, GUAT, OPYLIKT TIUN
HbA ¢, apywm Ty ontikng o&vtnrag, Tponyovpevn avti-VEGF Ogponeio) o ka0 pedétn kot ot
GUVOLAGLEVT] GVIAVOT HTAV YEVIKA COLPOVES LLE TO OMOTEAEGLATO GTOVG CLVOAMKOVS TANBVLGLLOVG.

T1ig peréteg VIVIDPME kan VISTAPME, 36 (9%) xon 197 (43%) acOeveic éhafav mponyoduevn

avtl- VEGF Bepaneia, avtictoya, pe 3-unvn 1 peyolotepn mepiodo Ekmivong. Ot emdpdoeic g
Bepameioc otV vIoouddo TV acBevdV 01 omoiot elyav TponyovHEVmS AaPet Bepameia e Evav
avactoAréa Tov VEGF ftav mapopoteg pe exeiveg mov mapotnpnoniay oe acbeveic ol omoiot dev giyav
mponyovpEVeg AdPetl Bepaneia pe évav avactorén VEGF.

Aocbeveic pe appotepdmievpn voco Ntov emthéSipot yia vo Adfouvv avti-VEGF Ogpaneia otov dAro
0pBOAUO TOVG EGV 0T KpVOTOY avoryKaio omd tov watpd. Tt pedétn VISTAPME 217 (70,7%)
aoBevelc TG apMPepoéntng EAAPaV OUEOTEPOTAEVPES EVECELS AQALPEPCETTNG LEXPL TV

eBdopdda 100, evd otn perétn VIVIDPME 97 (35,8%) acheveic g aphBepointng édafav
drapopetikn ovtl-VEGF Oepamneia otov dAro o@Baiud Tovg.

Muo aveEdptnn cvykprrikn pedétn (DRCR.net Protocol T) éxove yprion evoc véAKTOV 30G0A0YLKOD
oYNUaTOog e Bdomn avotnpd Kpithplo emavaAnyng Oepaneiog kabopilopeva amd To aTOTEAEGLOTA TNG
e&étaonc OCT kot Tnv 6pacn. Ztnv opdada Bepomeiog pe apAifepoéntn (n=224) v efoopdda 52,
aVTO TO B0GOAOYIKO GYNI 001 YNGE MG amoTéEAEGA 01 aobeveic va Aaufdavouy Eva uéco

0po 9,2 evéaelg, mov eival ToPOUO10 UE TOV aplOud yopnynong 60cemv oty oudda
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apMPepcéntng 2Q8 otig peréteg VIVIDPME au VISTAPME, 6mov svvorikd n anoteleospatikdtta
¢ Oepoameiog oy opdda Oepameiog ue aphPepoéntn Protocol T ftav cuykpiciun pe v opddo
apMPepoéntng *-2Q8 otic peréteg VIVIDPME won VISTAPME, Ty oudda Protocol T mapornprnke
évag Hécog 0pog képdovg Pertioong 13,3 ypapuudtov pe éva 42% tov acbevav vo Xovv KEPOOG
TovAdytotov 15 ypaupota oty 0pact| Toug omd Ty apytkn Tip. To aroTeAéGHATA AGOAAELNG
£0e1Eav OTL 1 GUVOALKY| ETITTOGN OPOUALIKMY KOt [T OPOOALUK®Y OVETIBOUNT®V EVEPYELDYV
(ovumepiiapfovouévav Tmv aptnplakmv Opopfospporlkdv encicodimv — ATEs) fitav cuykpicipa o
OAeG TIC opadec Bepameldv o€ KAOe pelétn Kot LETOED TV LEAETMV.

H VIOLET, pio moAvKeVTPIKT, TUYOLOTOUUEVT], OVOTXTNG EMICTLOVONG, EAEYYOUEVT LE EVEPYO
eappako perétn 100 gfdopadmv, oe acbeveig e DME, cuvékpive tpio S10popeTiKd d0GOAOYIKA
oynuota g apAepoéntng 2 mg yio tn Oepaneio tov DME, petd amd tovddyiotov Evay xpdvo
Oepaneiog pe otabepd pecodiaotnuata, Kotd tov onoio 1 Oepaneio Eekivnoe pe 5 dadoyikéc punviaieg
d00e1g akolovBovpeveg amod yopnynon kdbe 2 pnveg. H pedétn a&loAdynoe tn pn-katmTepoOTnTo TNG
apAMPepcémtng 2 mg xopNYOVUEVNS HECH EVOC BOGOAOYIKOD oYNUTOC Oepameiog Kot ETEKTUONG
(2T&E 6mov 1o dtactipat TV evécemv datnpninkay 6to eldy1oto Tav 8 efdouddny Kol oTadiaKd
emekTadnKov PAcEL TOV KAVIK®V KOl OVOTOMK®OV OTOTEAECHATOV) Kot TNG apAPepséntng 2 mg
xopnyovuevng avaroya pe tig avaykeg (2PRN 6mov ot acbeveic mopakorovBovvav kabe 4 efdouddeg
KoL 1 xopfynomn ywotov otav ypetalotay, pe BAcn To KAMVIKE Kot 0VOTOUIKY ATOTEAEGILOTO), O
ovyKkplon pe TNV aeMPepcéntn 2 mg yopnyovuevns kabe 8 efdopddeg (2Q8) yia To devTEPO KOt TPiTO
étog Bepomeiog.

To k0Opro katanktikd onueio amoteheopatkotnrag (aArayn otny BCVA and v évapén émg v
efdopdoda 52) frav 0,5 £ 6,7 ypaupato otny opdda 2T&E ko 1,7 + 6,8 ypdppata oty opdado 2PRN
og ovykpion pe 0,4 £ 6,7 ypapupoto otnv opddo, 2Q8, enttuyydvovTog GTATIGTIKN UN-KATt®TepoTNTa. (P
<0,0001 ko ywo Tic dvo cvykpicelg, NI mepifdpio 4 ypouudtov). Ot adrayéc otmv BCVA amd v
évapén éng v efoopdda 100 fTav 6 CUVETELD LLE TO OTOTEAEGLLOTO TNG

efdopadag 52: -0,1 £ 9,1 ypapparta otny opdoa 2T&E war 1,8 + 9,0 ypdupota otnv opddo 2PRN ce
ovykpion pe 0,1 £ 7,2 ypaupata otnv opudda 2Q8. O pécog apifuodg evécemv o€

dtdomua 100 efdopadmv nrav 12,3, 10,0 kon 11,5 yia ta 2Q8fix, 2T&E ka1 2PRN, avtictouyo.

Ta Tpoeid ac@AAELNC G TPOG TO 0PHUAUIKE Kot GLOTNKG cvufauato Kot otic 3 opuddeg Oepameiog
NTav TapOUOL [E aVTA TToL TapatnpiOnkav otig facikég peréteg VIVID kar VISTA.

Yy opdoda 2T&E, ot avénoeic Kot o1 HEIDCELS GTO, LECOOIOGTILOTA TNG EVEGNC NTOV OTN SOKPLTIKN
EVYEPELD TOV EPEVVT|TI. XT1 LEAETN cvoTHONKAY AENGELS TV 2 EBSOUAd®V.

Mok yopioegidiky veoayyeiwon

H acpdiela kou ) amoterespotikdtnTo TG ApAMPBEPCENTNG AEOAOYNONKAV GE L0l TUYOOTOUEVT,
TOAVKEVTPIKT], SUTAA TOPAT, EAEYXOLEVT] LLE EIKOVIKO QApLOKO LeAETN o€ Actdteg aoBeveig pe
poorik] CNV. 'Eva cbvolo 121 acBevav vrofAndnkay ce Bepomeio kot ftay a&loAoyN oot Yo,
amotereopatikotnTa (90 pe apiPepoéntn). O nhikieg Tov acbevav kopaivoviav amd 27 ¢wg 83 etmv
pe péon tipn o 58 étn. T pekém g pomikng CNV, nepimov 1o 36% (33/91) tov acbevav mov
TuyotomomOnkay o Bepaneia pe apliPepoéntn frav nhuiog 65 eTdV 1 peYaldTEPOL KOl TEPITOV

70 10% (9/91) fitav 75 et@dv N peyalvtepot.

O1 acBeveic TuoyatomomOnkav og avoroyia 3:1 yia vo Adfouv ite 2 Mg apAPepcéntng
€VOOUAAOEIOIKA N EVEGELG EIKOVIKOD PAPUAKOL YOPTYOVLEVEG Piat POpA KATA TNV Evapén Tng LEAETNG
pe mpOGOETEC EVEGELS YOPTYOVLEVES UNVIOLMG GE TEPIMTOON EMYLOVIE 1] VITOTPOTNG TNG VOGOU LEYPL
v gfdopdda 24, dtav a&loroyndnke 1o KOPLo KaToANKTiko onueio. Katd tnv efdoudda 24, ol
acBeveic o1 omoiot glyav apykd Tuya0TOMOEL 58 EUOVIKO PAPUAKO NTAV KATAAANAOL VTTOYNPLOL Yo
va Aapovv v TpdTN 060N TG aPMPEPTENTNG. AkoAoVB®C, o1 aoBeVelg Kol OTIG dVO OHAOEG
GUVEYIOOV VO EIVOL KATAAANAO1 DTTOYNPLOL Y10, TPOCOETEG EVEGELS GE TEPIMTMOT EMYLOVIG 1] VITOTPOTNG
™G VOGOV.
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H Srapopd peta&d twv opddwv Bepameiog NTav GTOTIGTIKE GNUOVTIKNY VIEP TG OQALBEPCETTNG Y10 TO
KOpLo KotaAnKTikd onpeio (petafoin otnv BCVA) kot 1o emiBefatmticd deuTepedov KOTAANKTIKO
onueio amoterespotTikotnTag (avoroyia tov acbevav mov képdioav 15 ypaupota otny BCVA) xotd
v gfdopdda 24 oe chykpiomn pe v apyikn . Ot dtapopés Kot yio To 600 KOTUANKTIKA oMUl
SonpnOnkav £mg tnv efdoudoa 48.

Aemtopepn amoteléopata amd TV avaivon g perétns MYRROR nopovsialoviatl otov
[Tivako 6 kot 610 Zyqua 5 Tapoakdato.

Mivaxag 6: ExPdoeic amoteleopatikdtntog katd tnv fdopdda 24 (kbpia avdivon) Kot KoTd TV
efdopdda 48 o pedétn MYRROR (ITApnc avéivon Sedopévav LOCEY)

Expaocseig MYRROR
OTOTELECUATIKOTNTOG 24 EBdopddeg 48 Epdopadec
AoMBepoéntn Ewoviko ApMpepointn Ewoviko ¢appaxo/
2mg PappoKo 2mg AoMPepointn
(N =90) (N=31) (N =90) 2mg
(N=31)

Méon petofoin otnv
BCVAP 6nmg petpr|nke
e e | 21| a0 | s
ETDRS and o tpuct 83) ©.7) (8.8) (143)
T
(SD)®

Awpopd otov péco

ot pébodolAE) 14,1 9,5

(95% ClI) (10,8 - 17,4) (5,4-13,7)
Avoroyio Tov acbevov pe
> 15 ypappoto ké€pdog 38,9% 9,7% 50,0% 29,0%
amd TNV aPYIKN TN

Ytafuopévn

Sapopd =T 29,2% 21,0%

(95% ClI) (14,4 - 44,0) (1,9 -40,1)

A LOCF: Last Observation Carried Forward (AicEayoyr tedevtaiog Tapathpnong)

B) BCVA: Best Corrected Visual Acuity (KaAvtepa dtopBmpévn ontikn o&otnto)

ETDRS: Early Treatment Diabetic Retinopathy Study (MeAétn TpdUNG AVTILETOTIONG THG AP TIKNG
apeiinotpoeidonddeiog)

SD: Standard Deviation (Tvmikn omodxiion)

Méoog LS: Mécog ot pébodo tav erayictmv tetpaymvey (Least Square) mopoyopevog HEG® HOVTELOL
ANCOVA

4) Cl: Confidence Interval (Aidotnpa epmiotocivng)

E) MLS péon drapopd kot 95% CI Baoet evog poviéhov ANCOVA pe v opdda Oepameiog kot tn ydpo
(ovopaoieg ympag) mg otabepis emdpaoets, kot Tnv apykn tiu BCVA o¢ coppetafin.

H Swapopd kot n tiuf 95% CI vroloyiCovrar pe ypron g dokung Cochran-Mantel-Haenszel (CMH)
TPOCOAPUOGLEVT YO TN XDPa. (OVOUAGIES XDPOC)

)

5T)
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Yyqpe 5: Méon petafoin amd v apykn T Eoc v EBdoudda 48 oty omtikr o&btnrta katd
opdoa Bepameiag yia tn peaétn MYRROR (ITAnpng avédivon dedopévev, LOCF)

MYRROR

151
+13.5

10

+3.9

12 16 20

ot — |,
: -2.0

5= ERSoudadeg

—l—AQAIBEPTETITN 2 Mg —O— Opdda eAéyyou

32 36 40 44 48

Méon petafoAr oTnv OTITIKA 0EUTNTA
(ypdppara)
W

Iodratpukde TAnfuoude

O Evpomnaikdg Opyoviopog Poppdkmy €xel SOGEL ATOALNYT A0 TNV VTOYPEMST] VITOPOANG TOV
OTOTELECUATOV TOV HEAETMV HE TO PAPUOKEVTIKO TPOIOV AVOPOPAG TTOV TEPLEYEL OPAIPEPCETTN GE
OAEG TIC VITOKATNYOPiEg TOV TOdTPIKOD TANBLG O 6TOVS TANBVGHOVG VYPOD TOTTOL AMD, CRVO,
BRVO, DME kot pvomikig CNV (BAéne mapdypago 4.2 yio TANPOQOPIEG GYETIKA LLE TNV TOSLOTPIKT
xpIon).

52 ®uppoKoKIVTIKES IOLOTNTES

H apABepoéntn yopnyeiton amevbeiog 610 VOAOEISEG MU Y10 VO ALGKTGEL TIG TOTMIKESG OPACELS TG
1oV 0OaAO.

Amnoppéonon / Katavoun

H apipepoéntn amoppopdtar apyd amd Tov 0pOOALO GTN GUGTNUATIKN KOKAOQOPI PETH TNV
evOOLOADON YOPTYNOT KOl TOPATNPEITOL GTN CLCTNUOTIKT KLKAOQOpia Kupimg w¢ Eva avevepyo,
otafepo cvumroko pe tov VEGEF. Evtottolg, povo 1 «edehBepn apMPepcéntny eivar ikavn va
deouevoet Tov evdoyevny VEGF.

Y& U0 QupUaKOKIVITIKY VIToUEAET o€ 6 acleveic pe veoayyelakn, vypov Tomov AMD ue cuyvi
detypatolnyio, ot HEYIGTEC CLYKEVTIPMGELS TAUCUATOG TG EAEVBEPNC APAMPBEPTENTNG (CLOTNATIKY
Cmax) NTov youniéc, pue péomn tiun mepirov 0,02 pukpoypoppdpio/ml (evpog 0 £wg 0,054)

evtog 1 émg 3 nuepdv puetd omd evoodaAOEdIKN Eveon 2 mg, Kot NTaV U aviyveDdoIUeS 600 ePSOUAdES
HETE TN Yopnynom ¢ 00ong oxedov e 6Aovg Tovg acbeveis. H aplPepcséntn de cuosompeveTal GTO
TAGG O, Le TNV evooborogldikn yoprynon kade 4 eBoopddes.

H péon péyiot ovykévipwon TAAcUaTog TG eAe0Bepng apAiepodmtng etvan

nepinmov 50 émg 500 popéc kAT Ao TN GVYKEVIPWOGOT APAPEPGENTIG TOL OTOLTEITOL Y10, TNV
aVOGTOAN TG Proloyikng dpactnpiotrag tov cvotnuatikod VEGF katd 50% ce poviéla og {oa,
oT0 omoia TapaTNPNONKAV PETABOAEG TN OPTNPLOKNE TTEGNC OPOTOV TO KUKAOPOPOLVTH, ETUTEDN, TNG
erevBepng apMPepointng EpBacav mepimov ta 10 pucpoypappdpio/ml, Kot ETECTPEYE GTNV APYIKY
TN 0TOV T EMIMEDQ EMEGAY KATO amd mepimov 1 pkpoypappdpio/ml. Extipdron 0t petd tnv
EVOODUAOEIDIKT YOpNYNON 2 Mg GTOVG 0o0EVELS, N HEGT] LEYIOTN CLYKEVTPMOT TAAGLOTOC TNG

e evBepnc apAPepointng eivor Tavo omd 100 gopéc yaumAdtepn amd T GLYKEVIPWOOT) TG
apAMPepcéntng mov amatteitol yio T déopevon tov cvotnpatikod VEGF katd to fpiov g péytotng
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Tung (2,91 wkpoypauudpio/ml) e pio peAETN pe vyielc e0eA0VTEC. ZVVETMC, CLOTNUATIKEG
QOPUOKOSVVOUIKES EMOPACELS, OTWG UETAPOALC TNG OPTNPLOKNG TTieoms, stvar amiBave.

Ddappokokivnrikég vmoperéteg o acbeveig ue CRVO, BRVO, DME 7 poorikn CNV pe péon Crax
™G ereVBepn g aPMPBEPGENTNC GTO TAAGLLA TTOV TAPOUOLOL LLE TIG TIHEC OF

evpoc: 0,03 émwc 0,05 pkpoypappdpia/ml Kot o1 oTopkéC TIHES dev Eemépacay

ta 0,14 pkpoypoppdpie/ml. Zovendc, ot GLYKEVIPMGELS TNG eAeVOePNG APAPBEPCENTNG GTO TAGGLLA
KaBOPLGaV TIC TIES YOLNADTEPO 1) KOVTA GTO KATMTEPO EMIMESO KAT® amd T APl AViyVELONG YEVIKA
evtog piag efoopddac. Mn aviyvedoIUES GUYKEVTPMGELS EMLTEDYONKOV TPV amrd TNV ETOUEV
xopnynon petd and 4 efdouddeg oe GAOLG TOVG 0oBEVELS.

Amofoin
Agdopévov Tov 0T 1 apMPepcémntn givar Evag BepamevTikog Tapdyovtag e fdorn TpmTeivn, dev £xouv
TpaypoTomoln el peréteg HeTafoAIGHOV.

H ehevBepn apiiPepoéntn decpevel tov VEGF yia va oynuaticet éva otabepd, adpaviég cOUTA0KO.
Onwg kot pe dAlec peydheg TpoTEIVES, eival avapevopeVo 0Tt 1 kdBapon TO60 TG eAedBepnc 660 Kot
™G OEGUEVEVNC APMPBEPGENTNG YIVETOL LEC® TPOTEOAVTIKOD KATUBOMGLOV.

Neppikn dvciettovpyia
Agv &yovv Tpaypatonom el e1dkég peétec o€ aobevelg pe veppikn SucAgttovpyia Pe TV
aQALPepoémTn).

H gpoppokokivntikny avéivon tov acBevov otn pedét VIEW2, and tovg onoiovg 10 40% &iye
veppikr| dvoettovpyia (24% Mmia, 15% pérpra ko 1% coPapny), dev amokdivye dapopec OGOV
aQPOPA TIC GLYKEVTPMGEIC TAACUATOS TOV PUCTIKOD QAPUAKOL UETH amd EVOODAAOEIOIKT YOpTyNoN
k60e 4 1 8 ePdopddes.

[Mopopoto amoterécpata mapatnpnnkay o acbeveic ue CRVO ot perétn GALILEO, cg acfeveic
ue DME ot perétn VIVIDPME kar o acOeveic pe poomky CNV ot perétn MYRROR.

5.3 Ipoxkivikd dedopéva Yo TNV acParero.

Emdpdoeig mov mapatnpnOnkav oe pn kKMvikég LEAETES OYETIKA PE TNV TOEIKOTN T
emovarapuPoavopevav d0cemv, dmoTOdNKaY LOVo 6g cLGTNHOTIKY £kBeon Tov BewpnOnke oL NTOV
OMNUOVTIKG TAV® OO TO OvVATATO 0p1o £KOEGMC TOV aVOPOTOV HETA amTd EVOODOAOELOIKT YOPNYNoT
oTNV TPoOPILOUEVT] KAVIKT] SOCT|, DTTOONADVOVTAG UIKPYT] GLGYETION UE TNV KAWVIKY XPTOT).

HopoatmpnOnkoy dafpdoelg kot EEEAKDGELS TOV OVOTVEVGTIKOD EMONAIOD GTIG PVIKES KOYYEG O
TONKOLG GTOVG 0TO10VG EYveE EVOOHAAOELDIKT YOPNYNON OPMPEPGETTNG, e CLGTNUATIKY £KBeo
v amo T péyiotn £kbeon tov avBpomov. H cvotnuatikn £kBeon pe Baon v Cmax kot AUC ya
v ghevBepn apAiPepoéntn rav nepinov 200 kar 700 popég vynAdTEPY, avTicTOLKO, OTOV
oLYKpIONKe e TI avTIGTOLEC TIUEG TTOV TOPOTPNONKOY GTOVG AVOPDOTOVE HETE amd EVOODAAOELOKN
0601 2 mg. 10 avadTaTo ENMiNedo 6To 0moio dev mapoTnpnONKay avemBounteg evépyeieg (NOAEL)
tov 0,5 mg/oeBaiud otovg mhNKovg, N cvotuoTikn £kBeon Ntav 42 kot 56 eopéc vynAidtepn Ue
Baon v Cmax kau AUC, avtictouya.

Agv &yovv TpaypatonomOel LEAETES Yo TV EVOEXOUEVN HETOAAAELOYOVO 1] KOPKIVOYOVO dPAoT TNG
aQALPBEPCETTIG.

M emidpacmn g apAPepointng oty evoounTpla avamtuén Katadeiydnke oe peréteg g epuPpuikng
avantuéng oe éykva Kovvélla pe evoopAEPia (3 mg 60 mg/kg) kabodg kot vroddpia (0,1 émc 1 mg/kg)
yopnynon. To exninedo NOAEL tng untépag frav ot 66om tov 3 mg/kg 1 1 mg/kg, avtictoyo.
NOAEL yw v emdpacn otnv avantoén dev avayvopiotnke. Xtn 66on tov 0,1 mg/kg, n
ocvotnpatiky €ékfeon pe faon v Cmax kKot T cwpevtiky AUC yio tnv ehedbepn apAiPepoéntn ftav
nepinov 17 kar 10 @opéc vymAdtepn, avrtictolya, 6Tav GLYKPIONKE LE TIC AVTIOTOYES TIUES TTOV
mopoTnpNONKay 6ToVg avOp®OTOVG HETA Ao gvdobologdikn 666n TV 2 mg.
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O1 emdpacelg otV avOPIKN Kot yuvaikeio yovipuodtnto agtoloynnkay mg uépog pog bunvng perétng
oe TONKOVG pE EVOOPAEPLA Yoprynon aeAPepoénng e dOGELg oV KupdvOnkay amd 3 o 30 mg/kg.
[opatnpndnke amovoia 1| akavovVIeTn EPUNVOPPLGIQ Le LETAROAEG T EMITEDD TV ONAVK®V
OPLLOVDV OVOTOPOYMYNG Kot LETAPBOAEC GTI LOPPOAOYIO KOl KIVTIKOTITO TOL GTEPLOTOC, GE OAQ TOL
emimedo d0onG. Me Bdon ™V Cmax kot AUC yuo v elevBepn apAiepoéntn mov mapatnpnonkay oty
evoopAEPa 06om Twv 3 mg/kg, 1 cuoTnuatikn £ékBeon ftav wepimov 4.900 kot 1.500 popég
vynAdTEPT, avTicToryKa, amd TV kBeon Tov TapaTNPNONKE GTOVG AVOPOTOVE LETA 0d
€vOoDaA0EDIKT d00T 2 mg. OXeC 01 LETOPOAEC NTOV AVUCTPEWIUEC.

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Kotaroyog ekdoywmv

IToAvoopPiko 20 (E 432)

lotdivn

L-1ot1divn, povoidpikn Lovoidpoyrmpikn
Aévodpn tpeololn

Y dpo&eidio tov varpiov (yo pvOuion pH)

Y dpoyropikd 0&D (Yo puBuiom pH)

Yowp yia evéoiua

6.2 AocvpparéTnTeg

EXeiyel peketdv oyetikd pe tn ovuPoatdmra, To mepov QUpUUKELTIKO TPOioV OgV TPEMEL VA
OVOLLELYVOETOL LUE OALD POPLOKEVTIKE TPOTOVTOL.

6.3 Awgpkero Long

3 xpévia

6.4 Idwitepeg TpoPuLAAEELS KOTA TN QUAIEN TOV TPOTOVTOG

dvAdooete og yoyeio (2 °C £mg 8 °C).

Mnv KatoyoyeTe.

DVAACOETE GTOV APYLKO TEPIEKTT Y10 VO TPOGTATEVETAL OO TO PG,

H keiotn xoyéin tov Afglir umopet va puidooeton ektdc youyeiov og Beprokpacio pukpoTepn
v 30 °C péypt 14 nuépeg. Metd 1o avorypa Tov QroAdion, Tpoy®pNoTe 6€ d10dIKAGIN VIO AOTTTEG
ouvonKec.

6.5 @Yo Ko GLOTUTIKG TOL TEPLEKTN

Awddvpa o€ PraAidto (yvori tomov 1) pe mopo eiloym®pnong (Ehactopepég EAUGTIKO), Kol BEAOVA e
oidtpo 18 G. Kdabe prarido mepiéyet 6yko tovidyiotov 0,240 ml. Méyebog cuokevaoiag 1 proridio
+ 1 Beddva pe piltpo.

6.6 Idwitepeg TPoPLAGEELS aTOPPIYNGS KOl GALOG YEPIGUOG

To @raAidio wpoopiletar yio pia povo ypnom Hovo oe Evay oeOoAud.

Kd&Be proridio mepiéyel meplocodTepn TOCOTNTA OO TNV CLUVIGTOUEVT 0OCT TV 2 Mg AQMPEPGETTNG
(1oodvvaun pe 0,05 ml). O emimhéov dykog o mpémet va amoppipbel mTpv amd T xopnynon.

Odnyies yra. ™ ypHon Tov ProA1diov:
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D®vAaEN Ko emBeDpPN OGN

dvidcoete 10 Afglir o€ yoyeio atovg 2 °C — 8 °C. Mnv KoToyvyeTe.
dvidcoete T0 PLOAiISI0 6TO EEMTEPIKO KOVTI Y10 VOL TPOGTATEVETAL
omd TO POC.

IIpwv amd n gpnion, To un avorypévo groridlo tov Afglir pmopet va
ovAoyOel og Beppoxpacio pucpdtepn tov 30 °C yio £og Kot

14 nuépeg. Metd 10 dvorypa Tov PLoALdIon, TPOYWPNOTE O
dtadkasio vt donmreg GLVONKEC.

To Afglir givor éva dtawyEg Kot Axpopo £0¢ ELOPPDS KOGTAVOKITPIVO
Sdvpa.

To Afglir 0o mpémer va eléyyeton omtikd yio toydv Eéva copotiow,
BolepoTNTO /KO ATOYPOUATIGHO 1 OTOLOONTOTE UETAPOAT OTN

(PLOIKT ELPAVIOT) TPV ATO TN YOPNYNOT]. € TEPIMTOOCT TOL
napatnpnOei kamolo and o 6o, amoppiyte to Afglir.
Mnv 10 %pMCILOTOLELTE EGV 1) GLOKEVAGIN, TO PLOAISIO /KO GANEC
TOPEYOUEVES LTPIKEG GUGKEVEG EXOVV KOTASTPAQEL 1] £xouv AREeL.

IIpogTopacio kot yoprynon
Kd&Be proAidio mpémet va ypnoiponoteitar yuo tn Oepaneio evog oOaAov povo.

IMa v Tpoetolpacio Kol TNV EVOODOAOELSIKT] £VECT] OMALTOVVTOL 01 AKOAOLOES 1ATPIKEC GLOKEVEG
piag xprong:
o M appreio Behdva o1 nong 5 um (18 G X 1% ivioa), AmocTEP®UEVT), TOV TOPEYETAL LLE TO
(PLOAId10
M ovpryyo 1 ml pe évoeién d6omg 0,05 ml, amootelpopévn
Muo Berova éveong 30 G X Y2 viomv, amocTeElp@UEVT.

XPNOHOTOOTE GONTTY TEXVIKN Y10 VO, EKTEAEGETE T 0KOAOVON PrpLaTO TPOETOILOGTNG,

Awdwkooia éveong

AQapéoTE TO TPOSTATEVTIKO TAUGTIKO MW, A0 TO PLOALOL0.

S

KoabBapiote To mhve pé€poc tov proidiov pe Evo Lavinhdxl pe
OVOTVEL AL
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Zuvdéote ) Perdva Sunong 18 G x 1%, wromv, 5 micron
o€ [ omooTelpmpévn cvpryyo pe Luer-lock.

[Tiéote ™ Perova dBnong 610 KEVIPO TOV TMOUATOG TOV
Qloldiov péypt va sloayfel TANpmg 1 Perdva 6To PlaAidlo
KoL To dKpo va oyyi&el To KATm 1 TO KAT® GKPO TOV
Qlodiov.

XpNOILOTOIDVTOG AGTTTH TEYVIKT OVOPPOPTGTE OAO TO
mepieyoUevo Tov proidiov Afglir péoa otn cHpryya,
datnpdvTog To PLaAidio o 0pbia BEom, EAAPPDG KEKMUEVY
Y10, Vo, S1EVKOAOVEL TV T PN avappoenon. [a va
UTOTPEYETE TNV EICAYWYN 0épa, PeParmbeite 6T1 TO
Ao&otunpévo dxpo g Perdvag omdnong eivan fubicpévo
GTO0 VYPO. LuveYIoTE VO YEPVETE TO PLOAIOIO KOTA TNV
avappoeNom, SaTnpdVTag To AoEOTUNUEVO AKPO TNG fEAOVIG
dmoOnong Pubicpévo oto vYpPo.

Beoawwbeite 611 10 EpPoro TpafiéTon ETapPKOS TPOG TO TIGM
otav adeldleTe T0 PLOAISIO Y10 VO 0OELACETE EVTEANDC TN
Beldva dinonc.

Aogapéote ) Perdva d1Bnong amd T cOptyya Kot
oamoppiyte KotdAAnha tn PeAdva dtibnong.

Ynpeimon: H Beddva o nong dev mpénetl va
YPNOOTOEITOL V1o EVOODAAOEIDIKN EvEDT).

IIpocappodote ™ Perova éveong 30 G X ¥4 ivioag ot
ovptyya otpifovtag otabepd ) Peddva Eveong 6To AKPO TG
ovpryyog Luer-lock.

Aaipéote TPooseKTIKE TO TOL TNG Peldvag Tpafmdvtog To
gvbeia.

10

Kpatdvtog ™ cOpryya pe ) edodva va kottalel Tpog ta
Thvo, eAéyEte T oOpLyya Yo puoaAideg. Edv vrapyovv
QLOOAIDEG, KTUTNOTE ATOAG TN COPLYYA UE TO dAUYTVAD GOG
UEYPL OAEC O1 PLGUAISEC VO AVEBOLY GTO TAV® HEPOC,.

T'a va e&ahetyete OAeg ot QuoaAidec kol vo amoPAndel
TEPIGGELD TOL PAPUAKOL, TIEGTE APYE TO EPPOAO £TGL DOTE TO
dkpo tov guPodrov va gvbvypapIoTEL PE TN YPOUUY TTOL
onuewvet 0,05 ml o ovpryya.

Inueioon: Kdavte v éveon apéomc LETA TNV TOPACKELT
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11

Kdavte éveon apyd £0¢ 6TOL T0 EAUGTIKO TOUN PTAGEL GTO
TENOG TNG GVPLYYAS Y10, VO, XopnyHoeL Tov 6yko tmv 0,05 ml.
Empepordote T yopiynomn g tipovg 6061g eAEYOVTOG
OTL TO EAUCTIKO TAOWUO, EYEL PTACEL GTO TELOG TOL KLAIVOPOL
g oVOpLyyoc.

12

To @raridio mpoopiletar yia pia povo ypnon. H e€aywyn
TOAALOTADV 0OGEMV Ao £Va, LOVO PLaAidIo umopel va avénoet
ToV Kivouvo empoivveng kat emakdAovdng Aoipméng.

Ka0e ayxpnoipomointo Qaprakevtikd Tpoidv 1| VITOAELLL
TPEMEL VAL ATOPPINTETOL COUPOVA LE TIG KOTA TOTOVS
1Y VOVGEG GYETIKEG OLuTAEELS,

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
Avotpia

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1867/002

9. HMEPOMHNIA ITPQTHXE EI'KPIXHYXY/ANANEQYHYX THX AAEIAX

Huepounvia mpatg £ykpiong: 13 Noeufpiov 2024

10 HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepeic TANpoPopieg Yo 10 TOPOV PUPUOKEVTIKO TPOioV gival dtabéaieg otov SikTvaKO TOTO
tov Evponaikod Opyavicpov dapudakmv: https://www.ema.europa.eu
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IHAPAPTHMA 11
ITAPAXKEYAXTHYX THX BIOAOTI'TKQX APAXTIKHE OYXIAX KAI
IHHAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AITIOAEXMEYXZH TQN
ITAPTIAQN
OPOI'H IIEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHXEIX THX AAETIAYX KYKAO®OPIAX

OPOI'H ITEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATNIOTEAEXMATIKH XPHXH TOY ®»APMAKEYTIKOY ITPOIONTOX
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A.  TAPAXKEYAXTHX THX BIOAOI'TKQX APAXTIKHY OYXIAX KAI
ITAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AIIOAEEMEYZH TQN ITAPTIAQN

Ovopa xai d1ev6vvon tov TapackevLaoth NS PLoAoYIKOE dPUCTIKNAG 0VGiog

Novartis Pharmaceutical Manufacturing LLC,
Business unit Menge$

Kolodvorska cesta 27

1234 Menges

YhoBevia

Boehringer Ingelheim Fremont Inc.
6701 Kaiser Drive Fremont
California 94555

Hvopéveg IoAteieg ng Apepikng

Ovopa xai d1ev6vvon Tov TOPOCKEVOOTH TOV Eivol VITELOVYOC Y10 TNV OTOOECLELTT] TMV TOPTIOWV

Novartis Manufacturing
Rijksweg 14
Puurs-Sint-Amands, 2870
Béiyo

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
Avotpia

Lek Pharmaceuticals d.d.

Verovskova ulica 57

1526 Ljubljana

YA oBevia

270 évtumo GOAAO 0dNYLDV YPTOTG TOL PUPHOKEVTIKOV TPOIOVTOG TPEMEL VO, OvVaryPAPETOL TO OVOLLOL
Kot 1 31eVBVVET| TOL TAPACKELOGTN TTOL Elvar VTEHOVVOC Y10 TNV ATOSEGEVGT TG CYETIKNG TAPTIOAC.
B.  OPOI'H HEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
DappokevTikd TPoidy yio 10 omoio amatteiton TePlopiouévn oTpikr] cuvtayr| (PA. mapdptnua I:
[Mepiinyn tov Xapaktnpiotikdv tov [poidvtog, Tapdypopog 4.2).

I AAAOI OPOI KAI AITAITHXEIX THX AAEIAY KYKAO®OPIAX

. Ex0¢og1g meprodukng mapakorovdnong g acedirerag (PSURs)

O amaitioelg yio v vrofoAr] twv PSURS yio to ev Adym @apuakevticd mpoidv opiloviat otov
KatdAoyo pe Tig nuepounvieg avapopds s Evoong (katdioyog EURD) mov mopatifeton otnv

mapaypapo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kan kdbe emakdiovdng emikaiponoinong
OM®G ONUOGIEVETAL GTIV EVPMOTATKY] OIKTLOKT] TUAT Y10l TO POAPHLOKAL.

A.  OPOI'H HEPIOPIXMOI XXETIKA ME THN AX®AAH KAI ATOTEAEEMATIKH
XPHXH TOY ®PAPMAKEYTIKOY ITPOIONTOX
. Yyéor0 orayeiprong Kivovvov (ZAK)
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O Kéroyog Aderoc Kvkhogopiag (KAK) Ba die&aydyet TIc omattodUEVES SpACTNPLOTITES KO
TOPEUPACELG POPLOKOETOYPOTVNONG OTWS KATOYPAPOVTUL AETTOUEPDS 6TO CLUPMVNOEV ZAK oV
nmapovctaletar oty evotnta 1.8.2 g ddetag kuklopopiog Kot 0molecdNToTe EMaKOA0V0EC
eyKekpluéveg ovabempnoetlg tov ZAK.

"Eva emucaportompévo XAK Oa wpénet va katotedei:
e Metd and aitnpa tov Evponaikov opyavicpot Goppdkov,
o Onotednnote TPOTOTOLEiTOL TO CUGTNHE dloXEIPIONG KIVOUVOUL, E01KA G ATOTELEGILO ANYNG
VE®V TANPOQOPLDY TOV UTOPOVY VO ETLPEPOVY GNUAVTIKT OAAAYT OTN GYECT] 0QELOVC-KIVIUVOL
N ®G ATOTEAEG LA TG EMITEVENG EVOG OTUAVTIKOD OPOCT|LLOV (QUPLLOKOETAYPVOTVI|ON 1
elo1oTOomOoIN o KIvduVov).

Edv n vropoin pag EIITA kon 1 emkopomoinon tov LAK copmintovv, dOvator va katatefodv
TAVTOYPOVAL.

2vomuo PoapuokosmoypOTVNONC

O KAK 7pémet va 106(QpaAicEL OTL TO GUGTNILO POPUOKOETOYPOTVIONG TOV TOPOVGIALETAL GTNV
evotnra 1.8.1 ¢ ddeiag kukhoopiag £xel eykatooTadel Kot AEITovpyEl Tptv Kot Katd T d1dpKeLo
KUKAOPOPTIOG TOV PUPLLOKEVTIKOD TPOIOVTOC GTNV ayopd.

. EmnpdécOeta pétpa ehoyrotomoinons Kivovvou

O KAK £ygtl cupQOVNGEL VO TOPACKEL EVPOTAIKO eKTaldevTikod VAKO Yo to Afglir.
[pwv and v KuKAopopia Kot Katd tn didprela {ong Tov Tpoidviog og kabe Kpdrog Mélog, o KAK
00 CLLEMVICEL Y10 TO TEAKO EKTAOELTIKO LAKO pe Trv EBvikn Appodio Apyn.

0O KAK dwc@arilel, o€ ouvéyeto cuintosmv Kot copeoviag pe tig EOvikég Apuddieg Apyég o kabe
Kpdrog Mélog mov to Afglir kukhogopei, 61t Ba mapéyeton o OAeG TIG 0POAALOAOYIKEG KAVIKES, TOV
1o Afglir avauévetat va ypnoomombei, enikaipomotnuévo TOKETO TANPOPOPLDY Y1 TOV 10Tpd 7oV Oa
TEPIEYEL TOL AkOAOVOO GTOLYE D!

. [TInpo@opieg Tov aPOPOVY TOVE 1ATPOVG

° Maoyvnrookomnon g Sladikaciog evooioloeldikng Eveong
. Ewovoypappa e dtodikaciog evooiaAogIdIKng EVECNS

. [Mokéta TANPoPopPIdY Yia TOV achevn

Ot mAnpoopieg yio ToV 1TPO GTO EKTOLOEVTIKO DAKO TPEMEL VAL TEPIEXOLV TO TOPAUKAT® OLGLDON
octoyeio:
. Teyvikég yio evOODAAOEIDIKN EveoT cuuTEPIAUUBaVOUEVTG TNG XPNoNG Miag BeEAova

éveonc 30 G, ka1 g yoviag £yyvong

. H mpoyepiopévn odpryyo kot to groridio tpoopilovtor pdvo yo pio yprion

. H avayxn yio tv amofoAn nepicoeiog dykov amd ™ ovpryya npv amd tnv Eveon Afglir yua v
AToQLYT VIEPSOGOAOYING

o [MopakorovOnon tov acbevav petd v voolaAogdIKY| £vEST CLUTEPIAAUPAVOUEVIC TNG
TopaKoAovONGNC TG OTTIKNG 0EVTNTAG Kol aENONS TG EVOOPOaLLLOG TieonC LET TNV €veo

o Boowd onpeio kot copntdpota Tov avemtBiunTmv evepyeudv Tov oyetilovtot pe

€vO0DAAOEIDIKT £vean cupumeptlapPoavoprévng g evooeBolpitidag, tng evoopOaipag
QAEYHOVTG, TNG avENUEVNG eVOOEBdALILOG TiEoNS, TG POYUNG TOL LEAAYYPOCTIKOD TONAion
TOV QUEIPANGTPOEIBODE Kol TOV KOTOPPAKTY

. INvvaikeg aoBeveig og avamapaywyikn nAtkio Tpémel vo AABovV OTOTEAEGUATIKN AVTIGUAANY)
Ko ot £yKveg yovaikeg de Ba mpémer va Aafovv to Afglir.

To makéto evuépmong TV acBeVOY TOV EKTOOEVTIKOD VAIKOD TEPIAAUPAVEL Eval EVNLEPOTIKO 001YO

aoBevong Kol pio 0KOLOTIKT k0001 ovTov. O EVNUEPMTIKOC 001Y0G acBevong TEPIE)EL TIg akOAOVOEG
0VLGLMOELS TANPOPOPIES:
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DdvAlo Odnyiwv Xprong

ITowot Ba Tpémer va Bepamedovtar e to Afglir

Ii¢ va mpoetopaotel yio ) Oeponeio pe Afglir

Moo givat ta Pripata Tov axoiovBovv ) Bepaneio pe Afglir

Boowkd onpeio kot GopnTdpoTo TV 6oPapdv avemBOUNT®V EVEPYELOV GUUTEPIAAUPAVOUEVNS
™G evoopOaipitidag, g evooeOaApIag AEYUOVIC, TG 0LENUEVNC EVOOPOAL LG TTiEoNC, TNG
POYUNG TOV HEANYYP®GTIKOD EMONAIOD TOV aAUEPANGTPOEIBOVE KOt TOV KATOpPAKTN

[Tote va avalntoel enciyovoa @povtido amd TOVG ETAYYEALOTIEC TOV TOUEN VYELOG

IMvaikec aocBeveic o€ avoamapaywyikn nAtKio TpEmel vo AABOVY OTOTEAECUATIKT AVTIGOAANYT)
Kol 01 £YKVeg yovaikeg de Oa mpénet vo AdPouv to Afglir.
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ITAPAPTHMA III

ENNIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. ENIXHMANXH
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA
KOYTI

Mpoygpiopuévn odpryyo

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX

Afglir 40 mg/ ml evéoyo didAvpa 6€ Tpoysuiouévn cOptyya
apAMPepcéntn

| 2. LYNOEXIH XIE APAXTIKH(EX) OYZIA(EY)

KdbBe mpoyepuospévn oopryya mepiéyet 6,6 mg apiPepoéntng o 0,165 ml drodivporog (40 mg/ml)

| 3. KATAAOTI'OX EKAOXQN

"Exdoyo: moAvcopPikd 20 (E 432), 1ot1divn, L-1ot1divn, povoidpikr LovoidpoyAmpikn, S1évudpn
Tpearoln, VOPoEEiBIO TOV VATPiIOL, VOPOYAWPIKO 0D, VO®P Y0 EVEGIUA.

| 4. OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéopo didivpa

1 mpoyeuiopévn cvptyya mepiéyet 0,165 ml droidpartoc.
1 660m v 2 mg/0,05 ml.

| 5. TPOIIOX KAI OAOX XOPHI'HXHX

Evdotoloedwn yoprynon.

INa pio povo ypnion.

Awofdote 10 OALO 0N YLDV YPYoNG TPV ot TN YOPYNon.

Avolyete TV 0mOCTEP®UEVT KOYEAN UOVO €VTOC TNG Kabapng aifovoag yoprynong.
[Tepiooeia 0yKov mpémetl va aparpeiton Tpv amd TV EVEST).

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEIOYN KAI
AEN ITPOXEITIZOYN TA TTAIAIA

Noa puidooetar o€ 0éon, TV omoia dev PAETOLY KAl dev Tpooeyyilovy Ta Tondid.

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

| 8. HMEPOMHNIA AHEHX

AH

[1]

H
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9. EIAIKEX XYNOHKEX OPYAAEHX

dvlacoete og Yyouyelio. Mnv KatayOyETE.
DVALAGGETE GTOV OPYLKO TEPLEKTY] Y10l VO, TPOGTOTEVETOL OO TO PG,

10. IAIAITEPEX TPO®YAAZEEIX I'A THN AITOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTON ‘H TON
YIHOAEIMMATQON I10Y ITIPOEPXONTAI AIIO AYTA, E@OOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
Avotpia

12. APIOMOZX(OI) AAEIAX KYKAO®OPIAX

EU/1/24/1867/001

13. APIOMOZX ITAPTIAAX

[Toaptida

| 14. TENIKH KATATAEH I'TA TH AIAGEXH

| 15. OAHTI'IEX XPHXHX

| 16. TTAHPO®OPIEX XE BRAILLE

H a1tiodAdynon yuo va punv meptanedei n ypaen Braille sivon amodekt).

17. MONAAIKOX ANAT'NQPIXTIKOX KQAIKOX — AIZAIAXTATOX T PAMMQTOX
KQAIKAX (2D)

A160106T0TOG YPOUL®TOS KMo (2D) mov gépel Tov TEPIANPOEVTO LOVOSIKO aVayVmPIoTIKO KOOIKO.

18. MONAAIKOX ANATNQPIETIKOXZ KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
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EAAXIETEX ENAEIZEEIX TIOY NPEIIEI NA ANATPA®ONTAI XTIZ ZYXZKEYAXIEX
KYYEAHX (BLISTER) 'H ZTIXZ TAINIEX (STRIPS)

YYZKEYAXIA TYIIOY KYYEAHX (BLISTER)

Mpoygpiopuévn odpryyo

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOZX KAI OAOX XOPHTHEZHX

Afglir 40 mg/ml evéoipo didivpua
apAMPepcéntn
Evdotologdkn yopnynon

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX
| 3. HMEPOMHNIA AHEHX
EXP

4. APIOMOX ITAPTIAAX

Lot

5. AAAA XTOIXEIA

0,165 ml
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EAAXIXTEX ENAEIZEIX ITIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX
EINIXHMANXH

poygpiopévn odpryyo

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHTHZHZ

Afqglir 40 mg/ml evéoipo dtéAvpa
apAPepcéntn
Evdobarosidikn yopiynon

| 2. TPOIIOX XOPHI'HXHX

| 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

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

0,165 ml

6. AAAA XTOIXEIA
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ENAEIZEIX ITOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA
KOYTI

DroAio0

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IIPOIONTOX

Afglir 40 mg/ml evéoipo didlvpo og PLaAidlo

apAMPepcéntn

| 2. LYNOEXH XE APAXTIKH(EX) OYZIA(EX)

KabBe guokidio mepiéyet 9,6 mg aphpPepoéntng o 0,24 ml dtoddpatog (40 mg/ml).

| 3. KATAAOI'OX EKAOXQN

"Exdoyo.: moAvoopPikd 20 (E 432), 1ot1divn, L-1ot1divn, povoidpikr| LovoidpoyAmpikn, S1évudpn
Tpeardln, VOPoeidio Tov vaTpiov, VOPOYAMPLKO 0ED, VIMP Y10 EVEGILLAL.

| 4. OAPMAKOTEXNIKH MOP®H KAI ITIEPIEXOMENO

Evéopo didAvpa

1 proAidio twv 0,24 ml, Berova dynong 18 G.
1 860m twv 2 mg/0,05 ml.

| 5. TPOIIOX KAI OAOX XOPHI'HXHX

Evdobarosidn yoprynon.

IMa pia gpion povo.

AwBdaote T0 EUALO 0ONYIDV XpHioNG TPV amd TN YOPNYNON.
H nepiooeia dyxov mpénet va aparpeitor mpv amd v Eveon.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEIOYN KAI
AEN ITPOXEITIZOYN TA TTAIAIA

Noa puidooetar o€ 0éon, TV omoia dev PAETOLY KAl dev Tpooeyyilovy Ta Tondid.

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

| 8. HMEPOMHNIA AHEHX

AH

[1]

H
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9. EIAIKEX XYNOHKEX OPYAAEHX

dvlacoete o€ Yoyeio.
Mnv KatoyoyeTe.
DdvAdoceTE GTOV OPYLKO TEPIEKTN Y10 VO TPOGTATEVETOL OO TO PG,

10. TAIAITEPEX TIPO®YAAEEIX I'TA THN AITOPPIYH TQN MH
XPHEZIMOIIOIHOENTOQN ®APMAKEYTIKOQN NPOIONTQN ‘H TOQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
Avotpia

12. APIOMOZX(OI) AAEIAYX KYKAO®OPIAX

EU/1/24/1867/002

13. APIOMOX ITAPTIAAX

[Toaptida

| 14. TENIKH KATATAEH I'TA TH AIAGEXH

| 15.  OAHTIEX XPHEHX

| 16. TTAHPO®OPIEX XE BRAILLE

H a1tioAdynon yuo va unv mepiainedei ) ypoen Braille ivor amodekt.

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

A166146T0TOG YPOUU®TOS KMok (2D) mov pépel Tov TEPIANPOEVTO LOVOSTIKO OVOyVOPIGTIKO KOOIKO.

18. MONAAIKOX ANATNQPIXETIKOXZ KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

PC
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EAAXIXTEX ENAEIZEIX [TIOY ITPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX
EINIXHMANXH

DroAio0

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(Ol) XOPHTHZHZ

Afqglir 40 mg/ml evéoipo dtéAvpa
apAPepcéntn
Evdobarosidikn yopiynon

| 2. TPOIIOX XOPHI'HXHX

| 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

| 5. HNEPIEXOMENO KATA BAPOZX, KAT’ OI'KO'H KATA MONAAA

9,6 mg/0,24 ml

| 6. AAAA XTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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@VYAro ooV piong: IIAnpoopics yia Tov a.60evi)

Afglir 40 mg/ml evéeipo drahvpa 6€ TPOYERIGUEVY GVPLYYQ
apAMPepcéntn

vTo QAPUOKO aVTO TEAEL LITO GLUTANPOUATIKT TOPAKOAOVONOT. AVTO Ba EMLTPEWEL TO YP1YOPO
TPOGIOPICUO VEDV TANPOPOPLOV acpaAeloc. Mmopeite va fonbnoete péow g avapopdg mbavmv
AVETBOUNTOV EVEPYEIDV TOL EVOEXOUEVMG TopovGLaleTe. BA. T€hog g mapaypdeov 4 yio Tov TpOTo
avaopdc avemBOUNTOV EVEPYELDV.

A doTte TPOGEKTIKG 0AOKANPO TO PVALO 00N YLAV YP1)ONG TPV GG YopNYNOEl VT TO

QOAaPLOKO, O1OTL TEPLAGUPAVEL CNUAVTIKES TANPOYOPIES Y10, GOG.

- DdoraEte avTd TO EUALO 0INYIDV YpNonG. Towg ypelaotel va to druPfdcete Eavd.

- Edv éxete mepartépm amopieg, pOTNOTE TOV Y1OTPO GOG.

- Edv mapatnpnoete kKamowo avemBOunTn evépyeia, EVIUEPADOTE TOV YLOTPO 0aG. AVTO 1GYDEL Kot
v K60 Thavn avemiBOUNTN EVEPYELD TTOV JEV AVAPEPETOL GTO TAPOV POAAO 0O YLDV YPNONG.
BAéne mopaypago 4.

T Tepréyel 1o Tapov OALO 00NYLOV:

T givan to Afglir kot mowa ivon 1 gpriomn Tov

T npénel va yvopilete npv oag yopnynei to Afglir
i Oa cag yopnyndei to Afglir

[Mbavég avembounteg evépyeteg

Mo vo purdocete o Afglir

[epreydpeva g cvokevaciog Kot AOTES TANPOPOPIES

S

1. T givan To Afglir kon o givan 1 xpiion Tov

To Afglir eivor éva idlopo Tov yopnyeitol pe éveon pHEcH 6TO HATL GTOVG EVAAIKEG YioL T Ogpameial
KOTOGTACEMY TOV LOTIOL TOV ovopdlovtot

- veoayyelakn (VypoD TOTOV) NAKIOKT EKPOALGT TS @YPAS KNAidag (vypod timov AMD),

- dwaTapayn g Opaong and devtepomafég oidnua TG wypds knAldag mov opeiietal o€
amoppaln eAEPag Tov apeiPinotpoedovg (kradikig RVO (BRVO) 1 kevrpkng RVO
(CRVO)),

- UEL®UEVT] Opacn AOY® SofnTiKoy 01dnHatog g o)pds kniidag (DME),

- HELOPEVN Opao AOY® HVUOTIKNAG XOPLOEBIKNG veoayyeimons (Lvmmikn CNV).

H apMPepoénn, n dpactiky ovsia tov Afglir, amoxdeist T dpactmpiotnto pog opddac Tapayovioy,
nov givan yvootol og VEGF-A (ayyelakdg evéodniiakog avéntikdg mapdyovtag A) kot PIGF
(ThaxovvTlaKdg oENTIKOS TOPAYOVTaG).

e aobBeveic pe vypod TOHmov AMD kot pooniky CNV, avtol ot mapdyovieg, 0tav Bpickoviol 6
avénuévn TosoOTNTA, GVOYETILOVTAL GTO U1 PLGLOAOYIKO CYNUATIGLO VEOV ALLOPOP®V Oy YEIWV GTO
HATl. AVTA TO VEQ OLLOGOPT. OYYELD LTTOPOVV VO TPOKAAEGOLV T1] S10PPOT] CLGTATIKMY OHLOTOG LEGO
07O MATL Kol €makOA0VON BAAPT TOV 1IGTOV TOL HATIOD TOL £ivar LIELBVVOL Yo TV OpOOT).

Ye aoBeveic pe CRVO, copPaivel amd@paén 6To KOPLo QpoPOpo ayYElo TOV LETAPEPEL Q0L LOKPLYL
a6 Tov auePAnotpotdn. Qg andvrnon, ta enineda Tov VEGF avédvovtal mpokaidvtag tn Soppon
VYPOD UEG GTOV AUPIPANGTPOEIN KOl KOTA GLUVETELD 00N YoUV Gg e€oidnonTng wypdc knAidag, (to
TUALO TOV OUPPANGTPOELBOVE TTOV Eivar VTELOLVO Yio, T AETT OPACT]) KOTAGTAGT TTOL ovoudleTot
oidnua g oypdg knAidac. Otav 1 oypd kniida yepiletr pe vypo, n kevipiky 6paon yivetor Ooin.

Y& aoBeveic pe BRVO, pa 1 meptocdtepeg S1akAadMGELS TOV KOPLOV QUHOPOPOV ayYEIOV OV
UETAPEPEL TO APl LOKPLE 0 TOV appIpAnotposdn, epnodiletal. Qg emaxdiovbo, Ta enineda VEGF
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OLEAVOVTAL TPOKAADVTOG TV OLPPOT| VYPOL EVTOG TOL UUPIPANGTPOEIIN KOl GUVETMG TPOKOUADVTOG
olonpa ¢ oypac knAidag.

To dwaPntikd oidnua Tng ypas KNAidag eival T0 «POVOKOUANTOV OUEIPANGTPOEIB0VE TO 0010
ovpPaivel og acbeveig pe daPn Ady® S1appong vYPOL Ao To ALLOPEOPO. ayyeio EVTOG TG WY PAG
KnAdag. H oypd knAida eival o tunpa Tov apeiBANctpogidovg vehbuvo yia v Kok 6pacn. Otay
N oypd knAida yepilet ue vypo, n KeVIpikn 0pact yivetor OoAr.

To Afglir éxel kataderyBel 6Tt oTapOTE TV AVATTVLEN VEOV U1 PLCIOAOYIKOV AUOPOP®Y aYYEIDV 6TO
KAt To 0moia cvyvd mapovctdfovy dlappon vYPov 1 arpoppoyovv. To Afglir propei va Bonbnoet o
otabepomnoinon kal, € TOALEG TEPUTTMGELS, OTN PEATIOOT TG AMMAELNG TNG OPOCTG TOL GYETILETAL IE
v vypov tomov AMD, CRVO, BRVO, DME kot poomiky CNV.

2. T apéner va yvopilete Tpy va oog yopnyn0sci to Afglir

Agv 00 cag yopnynOsi To Afglir
o€ mePImTON dAhepyiog 6TV aQAPEPGETTN 1| GE OTO0ONTOTE GALO OTO TO GLGTATIKA CVLTOV
TOL PAPUAKOV (AVOPEPOVTOL GTNV TOPAYpa@o 6).

- eaqv &xete evepyn N evogyOUevn LoAvvon péca 1 yop® omd To patt (0eOoAKY 1] TEPLOEOOALIKY
Aolpwén).

- eav &xete coPfopn GAEYUOVI TOL UATION (TOV LITOJEIKVVETAL 0Td TOVO 1} EpLOPOTNTQ).

Ipocdomouoeis Ko TPoPVAAEELS

Amgvbuvieite otov yiatpd cag mpv cag yopnyndei to Afglir:

- €qv £xete YAOOK®LO.

- eqv €xete 10TOPIKO AAWEe®VY 1 EELOPOUATOVY GTNV OpacT] oG Kot edv €xete pa Eapvikn avénon
Tov peyéBovg Kat Tov aptBpod TV eE1poUdTOV.

- €Qv TpoypaTomomOnke N eivot TPoyPoUUTIGUEVT] YELPOVPYIKT EXEUPACT GTOV 0QOOANS Gag
EVTOG TV TPONYOVLEVOV 1] TOV ETOUEVAOV TEGTAPOV ERSoUAd V.

- eav &xete coPapn popen CRVO 1 BRVO (ioyoypukny CRVO 11 BRVO), 1 Ogpancia pe to Afglir
d¢ cuviotdrat.

EmumAéov, etvar onpavtikd va yvopilete o1t

- 1N 0CPAAELN KO 1) OTOTEAECUATIKOTNTA TG AQALPEPTETTNG OTAV YOpPMYELTUL KOl GTOVG dVO
0POaALOVC TavTOYPOVA OeV £xovv LeAeTnOel GLGTNUHOTIKA Kot EAV YIVEL YP1OT LE AVTO TOV
TpOTo pmopel va avéndet o kivouvog vo TapoLGLIGTOVY YEVIKG aVETIOOUNTEG EVEPYELEG.

- ot evéoelg pe to Afglir pmopodv va npokaiécovy abénon oty nicon tov patiod (evéodaiuia
nieon) o€ opiouévoug aobeveig eviog 60 Aemtdv amd v éveon. O yrotpdg cog Oa
TOPOKOAOLONGEL TNV TiEST TOL HOTIOD UETE TNV €veon.

- €qv ovamtOEETE Lol LOADVOT] T} PAEYLOVT] OTO E0MTEPLKO TOV UOTION (EVOoPBoAUiTION) 1 GAAES
EMMAOKEG, UTOPEL VO ELPOVIGETE 0POUALIKO TOVO 1| avENEVN duopopia, ETOEVOVLEVT
epuBpOTNTA TOL HOTIOD, BOAN 1| HEI®UEVT OpaoT), Kot ovénuévn evoictnoia 6To g,
Omo100NTOTE GUURTAOUATO EIVOL GTULOVTIKO VO SLyVOGTOVV KOl VO OVTILET®TIGTOOV OGO TO
duvaTOV GUVTOUOTEPO.

- 0 yrtpog cag Oa eEléyEel edv Exete GALOVS TAPAYOVTEG KIVOUVOL TTOV UITOPEL VO AVENGOVY TNV
mOovOTNTO PYENG 1] OTOKOAANONG GE LOG EK TM GTIPAO®MY 6TO TG® HEPOS TOL OPOUALOD
(amokOAIN oM AUEPBANGTPOEOVE 1} PNEN KAl pOYUN 1 ATOKOAANGT] TOV UEAXYYPOCTIKOD
emBnAiov tov apeIPAnotpoetdoic, ondte o€ avth v nepintwon to Afglir Oa tpénet va
xopnynOel pe mpocoyn.

- 10 Afglir dev mpémet va ypnoonoteital KoTd T S1GPKELD TNG EYKVIOGVUVNG EKTOG EAV TO
EVOEYOUEVO OQELOC VITEPTEPEL TOL EVOEYOUEVOL KIVODVOL Y10 TO OyEVVITO PPEPOC.

- 01 YUVOIKEG OE OVOTAPUYOYIKT NAKIN TPETEL VO YPOLOTOI0VV OTOTEAEGUOTIKT] AVTIGOAANYT)
Katd TN d1dprela TG Bepameiog Kot yio TOVAGIGTOV TPELG EMTAEOV UNVES HETA TNV TEAELTOIN
éveon tov Afglir.

H ovompatikn ypnon avactoréov tov VEGF, mapopoiwv oveidv pe ekeiveg mov tepiéyet to Afglir,
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oyetileron duvnTikd pe tov Kivouvo onuovpyiog Opoupov tov aipatog ot omoiot PpAalouvv Ta apoedpa
ayyeia (meprotatikd OpopuoeBOAKOV apTnPLOKOV ETEIGOJIMY) TOV UTOPEL VOL 001y GOV GE
KopALOKN TPOGPOAN N AYYELKO EYKEPAMKO ENEIGOO10. OE®PNTIKA VIAPYEL EVOG KIVOUVOG TETOIOV
ocvppaviov petd v éveon tov Afglir oto patt. Yrdpyovv meplopiopévo. dedopéva yio v ac@OAELd
o1 Begpancia acBevav pe CRVO, BRVO, DME kot poomik) CNV ot ontoiot £xovv vmootel ayyelokd
EYKEPAAKS EMEIGOI10 1 ELOPPV EYKEPOUAMKO (TAPOSIKO 1GYOLUKO EMEIGHO10) 1] KaPOLaKT TPOSPOAN
evtog Tmv Tponyovpevoy 6 pnvav. Edv kdmolo and avtd cog agopd, To Afglir o yopnynei pe
TPOGOYN.

Yrdpyetl povo meplopiouévn eumeipio otn Bepomneio

- acBevav pe DME Aoyw oapnn tomov L.

- daPnTikdv pe ToAd vyYMAES péoeg TIPEG cakyapov Tov aipatog (HbAlce dvm tov 12%).

- SfnTiK®V pE po Tanon Tov 0eBoAumdy Tov TpoKaieitotl omd To SafnTn 1 omoic ovoudleTon
TOPOYWYIKN StofnTikn apeifAnctposidonddeio.

Agv vrapyet eumeipio otn Oepameio

- acBevav pe ofeleg AomEetg.

- acevav pe dAlec TabNGES TOV 0QOUAUDY OTTMG ATOKOAANGT TOV AUPIPANGTPOELBOVG 1| 0T
™G YPAg KNAIdOG.

- SLPNTIKOV pe pun EAEYXOUEVT], DYNAT 0pTNPLOKY| TTiEDT).

- un Acwtov acbevav e pvomkr CNV.

- acevav o1 omoiot £yovv mponyovuEvmg VToPAnOel o Oepameia yio poomiky CNV.

- acBevav pe PAdPeg £Em and To KeEVTIPIKO onueio TS wypdg knAidas (eEmPobpucég PAaPeg) Yo
pvomiky CNV.

Edv xdmoto amod to mopondve Gog apopd, 0 YoTpog cag Oa AGBel vtoyn avtiy v EAAenym
TANPOPOPLOV OTaV oag yopnynoet Bepancia pe o Afglir.

Howora ko £pnpor

H ypnion tov Afglir og maidid 1| epnPovg nhikiag katm Twv 18 etdv dev éxet pekembei kabmg n vYpov
tomov AMD, CRVO, BRVO, DME «at pponiky CNV gtvar tabfceig mov Tposfalovy Kupimg Tovg
EVAAIKEC. ZUVETMGC 1) XPNOT] TOL OEV aPOPE BTNV TNV NAMKIOKT OpAda.

Alro gappoxa kot Afglir
Evnuepdote tov y10tpd cog edv ypnoiponoteite, £xete mpOGOATO YPNCILOTOMGEL 1] WTtopel val
YPNOUYLOTOGETE GALO QAPHLOKAL.

Kinon ko Onioopoc

- IMvaikeg oe avomapaymyikn nAkio TPETEL VO, XPTGLLOTOIOVV OTOTEAEGUUTIKY OVTIGUAANYT
Katd tn odpkela g Bepomeiog Kot Yo TOVAG(LOTOV TPELS EMTAEOV PVEG LETA TNV TEAELTAIN
éveon tov Afglir.

- Agv vmapyet epmepia amd ™ xpnon g apAepointng oe ykveg yovaikeg. To Afglir dev
TPETEL VAL YPTCILOTOLEITAL KATE T S1APKELD TG EYKVHOGVVIG EKTOC EAV TO EVOEYOLEVO OPEAOG
vrepTeEPEL TOL EVIEXOLLEVOL KIvdUvoL Yia To EpPpvo. Edv eicbe éykvoc 1 oyedidlete va peivete
£yxvog, ou{ntote Yo 10 Bépa avto pe tov YoTpd cag mpwv ) Oepomeia pe to Afglir.

- Mukpéc mocdtreg Tov Afglir umopei va nepdoovy 610 avOpmmivo yéAa. Ot EMRTOGES 6TO
veoyvo/Bpéepog mov Onialel eivan dyvooteg. To Afglir dev cuvictdrol katd v didpkeia Tov
Onraocpov. Edv nialete, cvlntote ue tov yatpd oag mpwv amd v Oepaneio ue Afglir.

Oonynon Ko YEPIGROS POV RATOV

Metd v éveon cag pe to Afglir, propei va eppavicete opropuéveg Tpocmpvég SLoTapoyEs g
opaong. Mnv odnyeite N xepileote pnyovipata yio 660 Ypovikd dtdotna S10pKobv oUTES Ol
SlTaPaYES.

To Afglir mepréye

To papuaxo avtd mepiéyel Aryotepo amd 1 mmol vatpiov (23 mg) avd d6om, gival avtd mov
ovoudlovpe «erevBepo vatpiovy.
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To eoppaxevtikd avtd Tpoiov nepiéyet 0,02 mg TtoAvcopPikod 20 ot kdbe yopnyoduevn 66om 0,05 ml
(50 pkporitpa) dtarvpatog. Ta molvcopPikd umopei va TPOKAAEGOVY OALEPYIKEG OAVTIOPAGELC.
Evnuepaote 10 yotpd cog eqv £xeTe 0MOIONTOTE YVOGT GAAEPYiaL.

3. IMog 0a oog yopnyn0si to Afglir

"Evag yrotpdg éumelpog ot yoprynon evécemv oto pdtt Oa kdvetl v éveon tov Afglir péoa oto pdtt
coc Vo aonmrteg (kabapés Kot pe amooteipmon) cuvOnKec.

H cvvictduevn d6om eivon 2 mg aprPepoéntng (0,05 ml).
To Afglir yopnyeitaw o¢ éveon péoa oto uatt oag (evéodaroedikn éveon).

[Ipwv v €veon, o y1aTpdc oag B XPNOLULOTOIGEL ATOAVUOVTIKO 0QOaALLKO S1dAvpa Yo va kabapicet
TO UOTL GO TPOGEKTIKA, £TGL MGTE VO, AmoPevyOel n uoAVVe. O yaTpdc cog Bo cag xopnynoet eniong
€VaL TOTTIKO ovOoONTIKO Y1 VO EAATTMGEL 1) VO ATTOTPEYEL TOV TOVO OV 16MG GOG TPOKAAEGEL 1] £VEDT).

Yypod tomov AMD
Ot aoBeveic pe vypov Tomov AMD Ba Aapfdvovv Bepomeia pe pio éveon avd pnqva yio Tpetg
1000y KEG OOGELC KOl TN CLUVEXELD LE Lo aKOMO EVEST] LETA 0O AAAOVG dVO UNVEC.

O ywTpog oag Bo amoPacicel Qv TO LEGOOIAGTNILA TG Bepameiog OVAUESH GTIC EVECELS UTOPEL VO
drotnpn et yia kéBe dvo pRveg N Ba Tpénetl oTadlakd vo enektadel o HEGOSIOCTAMATO

TV 2- N 4- efdopddwv epdGoV 1 Katdotaon cog Exel otabepomoindel. Eqv n katdotoch cog
emdsVmOEeL, TO LECOSAGTNUE, AVAUESA TIG EVEGELS UTOPEL Vo, puetmbet.

Extég edv mopovcidoete kamolo TpoPANHa 1 60¢ GLUPOVAEWEL SLOPOPETIKG O Y1UTPOG Gag, OV
VILAPYEL AVAYKT amd EGAG VO EMICKEPTEITE TO Y1UTPO GOG OTNV TEPTI000 PETAED TMV EVEGEWV.

Agutepoma0ig oidnpua TS OYpas knAidas andé RVO (krhadua] RVO 1) kevrpki) RVO)
O ywatpog oag Oa kabopioet 1o mo amoterecpaTikd BepamevTicd TpoOYpapua Yo 0ds. Ou ekvioete
) Oepomeio oag pe o oepd and unviaisg evéoeig Afglir.

Ta ypovikd dooTaTO AVALESH GE VO EVESELS O Ba Tpémet va elvar LKPOTEPA OO VAL LVaL.

O ywtpdc cag pmopei vo anopacioet T dtokonn tng Oepanciog pe to Afglir edv dev enwpeleiote amod
ouTH.

H Oepancio cag Oa cuveyiotel pe unviaieg evéoelg uéxpt va otabeponombei n Katdotac 6og.

O ywatpog oag Ba mapakorovdel v avtamodKpior| cog otn Bepomeio Kot TOAVOS Vo cLVEYIGEL TN
Oepamneio AVEAVOVTOG GTASIOKE, TO, LEGOJIAGTILLOTO OVALESO, OTIC EVEGELG TPOKELLEVOD VO SLOTNPTOEL
o otabepn| katdotaor. Edv 1 KotdoTtaon cog apyicel vo, ETIOEVOVETAL LETE TNV TAPATACT) TOV
pecodaotnudtov Bepaneiag, o YaTpds oag 8o LEUDGEL TO. S1OGTLOTO OVTIGTOTYOL.

Avaloya pe v avtamdkpion mov Ba Exete ot Bepameio 0 Y0TpOg cag 0o aTOPAGIGEL TO TPOYPOLLULA
napakoloOnong oxetikd pe TG e&etdoelg kol Oepaneieg cog.

Awafinuixo oionuo e wypdg kniivoac (DME)
O acBeveic ue DME 6a Aappdavouv Bepaneio pe pio £veoT ove unva yio Tig TPMTEG TEVTE OLUOOYIKES
dOGELG KOl 0T GUVEKELD [E pio Eveon kdBe 600 pnveg oto eENg.

To pecodidotnpa petald Tov Bepaneldv uropet va dtornpndei otovg d00 PUNVEC 1| VoL TPOGAPUOCTEL
oTNV KaTdoTaon oag, Le faon tnv €£€tacT Tov yuuTpov coc. O yatpog cag 0o 0mo@ucicel GYETIKA e
TO TPOYPOUUA Y10 TIG EEETAGELG TOpakKOAOVON TG,

O ywtpdc cag pmopei vo anopocicet T dwokonh tng Oepanciog pe to Afglir edv Bewpel 6T dev
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oeereioTe amd T cvveylopevn Bepamneia.

Mowmixy CNV

Ot aoBeveic pe poomky CNV vropdiloviar og Bepaneia pe po epdmas Eveon. o Aapete mepartépm
evéaelg Lovo v ot e€eTdoelg Tov Y1oTpol GO¢ OTOKAADYOLY OTL 1) KOTAGTUOT GaG OV £xel PeATImOEL.

To xpovikd dtdotnpo pHeTald TV 000 evécemv Oev TPEMEL Va. eival LIKPOTEPO TOL EVOG UNVOG.

Edv n xatdotaon oog eEapaviotel Kot 6T GLUVEXEL EMAVEUPAVIOTEL, O YIOTPOC GG UITOPEL Vo opyiceL
Eava tn Bepaneia.

O ywatpog oag Oa amoPacicel GYETIKG LE TO TPOYPALLO Y10 eEETATELG TOpaKkolOLONONG.

Agmtouepeic 00Myiec ¥pNONG TOPEYOVTIOL GTO TEAOC TOL PVAAOD 0dNYIDV ¥PNOTG TNV TAPAYPOPO
«IId¢ vo mpoetoudoete ko va yopnynoete to Afglir oe evilkecy.

Eav naparerg0sei pua d6om tov Afglir
Keiote éva véo pavtePov yo e£€Taom Kot Yopnynon g EVEoTg.

Awoxom) g Oepanciag pe To Afglir
YvuPovievbeite Tov ylotpd cag Tpv dlakoyete T Oepameia.

Edv &xete meprocdTEPEG EPOTNOELG GYETIKA LE TN XPNOT AVTOV TOL PUPLAKOV, POTNOTE TOV YLUTPO
GOC.

4. MBavéc avemBOuNTES EVEPYELEG

Onwg 6Aa Ta pApHOKa, £TGL KOL 0VTO TO PAPLOKO UITOPEL VO TPOKAAEGEL AVETOOUNTEG EVEPYELEG, OV
Kot 6gv Tapovctalovial 6€ OAOVG TovG avOpdOTOLG.

Eivai duvatov va Tapovciastouy adiepyikéc avidpdoelc (vrepevaicincia). Avtég umopei va givan
cOPOPEC KON OTALTELTAL VO ETLKOLVOVI|GETE UE TOV YLUTPO GOS UPECOG.

Me 1t yopnynon aeAPepcEntng, UTOpEL Vo, TOPOVGLOGTOOY OPICUEVEC OVETIOVUNTESG EVEPYELEG TTOV
emnpedovv Toug 0PBaALOVG AOY® TG dladikaciag TG éveonc. Opiopéveg and avtéc pnopet va eivot
cofapég xor meprrappdvouv TOQL®o1, cofapn) Aoip®in 1 ereypovil 6To £6OTEPLKO TOL 0POAANOD
(evbo@Baipitidn), amokdéiinon, pién 1 apoppayio g POTO-gvaicONTNS 6TIGO0C 6TO Ticw
pépog Tov 090aipov (amokdAinon N pnén tov apePAncTpogdovc), B6maon Tov PaKoy
(katappaKTng), apoppoyic Tov 09OaAR0D (apoppayic TOL VOAOEWBOHE COUNTOC), ATOKOAANGT TS
ehaTIVOO0VG 0VGI0G 6TO ECMTEPIKO TOV 0QPOIANOD 07T6 TOV GUPIPANGTPOEON (OTOKOAANGN TOVL
VOA0EB0VE CMUATOC) Kot avénon g mieong péca 6tov 0Oaipod, BA. Tapdypapo 2. Avtég ot
cofapéc avemBounteg evépyeteg mov ennpedlovv Ttovg opBaipos Tapatnpnnkay oe Arydtepeg

amo 1 otig 1.900 evéoelg otig KAMVIKEG PEAETEG.

Edv éxete Eapvikn peimon g dpaocng 1 avénon Tov Tévou Kot puhpdTnTo 6TOVG 0POUAALOVS LETA
oo TNV £VECT] EVIIUEPMDOTE TOV YLUTPO 60S APEcMC.

Katdroyog TV avemOOunTov evepyet®@v mov avapiponkay

AxolovBel £voc KATAAOYOS TOV AVETIBOUNTOV EVEPYELDY TOV avaPEPONKE OTL duVNTIKA GYeETICOVTIN
pe T dwdikacio Tng Eveong N Le T0 PappoKo. Mmopel va, unv TopovuclaceTe Kopio ond avTég.
[Tévtote va cu{ntdte omolecdNToTE TOAVOLOYOOUEVEG OVETIHOUNTEG EVEPYELEG LE TOV YIATPO GOG.

oAb ovyvéig avemOOUNTES EVEPYELES (UTTOpEL Vo, enpedoovy mepioaotepa, amd 1 ota 10 droua,):
- emdeivaon g Opaong

- aloppoyic 6To To® PEPOG TOL 0POUALOD (apoppayic, TOV AUEIPANGTPOELBODS)
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- KOKKIVOL LATIO TPOKOAOVIEVE, OO OLUOPPUYi, LUKP®Y OUOPOPOV ayYEIDV OTIC EEOTEPIKEG
oToAdEC TOV OPBUALLOD
- TOVOG 6TOV 0POAAUO

Yuyvég avemBOpunteg evépyereg (Umopei va emnpedoovy péxpt 1 ota 10 dropa):

- amokOAAnon N pRéN evog ek TV oTIAS®Y 0T0 TGM PEPOG TOV 0POUALLOD, TTOV TPOKUAEL AGUYELS
QMOTOC Ue KIvoOueva oTiypoto Kol UEPKES QopEc odnyel oe ammAewn Opaong (poyun™
/0OKOAANGT TOL HEAXYYPMOOTIKOV EMONAIOL TOV aUEPANGTPOEBOVC*, amokoAinen /pén Tov
OUPPANGTPOELDOVG)

o *Kotootdoelg yvootéc og oyetilopeveg pe v vypod tomov AMD. Iapatnprinkav udévo
o€ aobeveig pe vypov thmov AMD.

- EKQOUALOT TOV AUPIPANGTPOEISOVG TTOL TPOKAAEL dlaTapory TG OPUGTC

- alpoppayic Tov 0@OUALOD (aLpoppayict 6TO VOAOEIGEC COLN)

- 0OpLoUEVEG LOPPES BOAmANG TOV POV (KOTOPPAKTNG)

- avénon g mieong Tov oEHAALOY

- KlvoOuEeva otiypata oty 0poon (eEdpmpata)

- amokOAANoN TG LEAATIVAOOOVG 0VGING 6TO ECWTEPIKO TOV OPOUALLOV 0l TOV APPPANCTPOEN
(amokOAAN O™ TOV VAAOEIBOVE TOV 0ONYEL GE AGUYEIC PMTOG Kot ELOPOUATO)

- aicOnon ot vVapyEL KATL HEGH GTO PATL

- avénuévn Topaymyn daKpOLOV

- mpn&uo tov PAepapov

- opoppayio 6to onueio g £veong

- £pLOPOHTTA TOL HOTLOD

Oy ovyvég avemOopnteg evépyeteg (umopet va ennpedcovv uéypt 1 ota 100 dropa):
- aAAEPYIKEG avVTIOPAGELS (VTEpEVOLGONGla)**

o] **Eyovv avapepOel adlepyikéc aviidpdoeic Omwg eEavOnua, payodpa (kKvnopodg), epubpd
eavinuata  (kvidwomn) kKol UEPIKEG  TEPWTMOELS — COPOP®V  OAAEPYIKADV
(VOPUAOKTIKT/ OVOQUAAKTOELONG) OVTIOPACEMV.

- coPoapn eAeypovi | Aoipmén pésa oto patt (evooeOaruitidn)

- QAEYOVT TG PO TOL HOTIOD 1 GAAWDV oTueiV Tov 0BaApoD (pitda, payosditida,
1PLOOKVKALTION, «TPMOTEIVIKY OUiYAN» TOL Tpochiov Baldpov)

- mapa&evn aicBnon oo pdt

- epebiopog Tov Prepdpov

- oidonpa oty Tpdchia 6To1Pada Tov PorPol (Tov KEPATOEBOVS)

Yaavies avemOopunteg evépyereg (unopei va eanpedcovy péypt 1 ota 1.000 dropa):
- TOPA®ON

- 00 won TOV PaKOV AOY® TPAVUATIGUOV (TPAVUATIKOS KATAPPAKTNC)

- @Aeypovn g Celativddovg ovciog 6To ecmTEPKO TOL 0PHAALLOD

- OOV GTO UATL

Mn yvootig ovyvotnTog (dev pmopolv va ektiunBovv pe fdaon ta dtabécipa dedopéva):
- (QAEYLOVT] TOV AEVKOD TUNUOTOG TOV LOTION OV GYETILETAL e epuOPOTNTO KO TOVO
(oxAnpitida)

211G KAMVIKEG OOKIUES, LN PEE oL aHENCN TOV TEPICTATIKMY OLULOPPAYING amd HUKPE Oopopo oyyeio
0TI eEMTEPIKEG 0TOPAOES TOV 0POUALOD (arpoppayic TOV ETIMEPLKOTA) GE OCOEVEIC LLE VYPOV TOTOL
AMD mov AapuPavav avtimnktikd. H avénon autdv Tov TepioTtatikay fTay Tapopuote. LETaéd Tov
acBevav mov Bepamevoviay e pavipmilovpdapn Kot aeAPepETTY.

H ocvotpatikny xpnon avactoréov tov VEGF, ovoidv mopdpoimv pe ekeiveg Tov mepiéyoviol 6To
Afglir, Suvntikd oyetileton pe tov kivovvo BpouPwv aipaTog Tov EPAGGOLY T UOPOPa. OYYEIa,
(aptprokdv Bpopfoepforikdv ene1G0dimV) TOL UTopel va 03N YHOOLY G KOPILaKN TPOGPOAN 1
£YKePaMKo enelc0610. Yrapyet Oewpnrikdc kivouvog T€To1mv enclcodiov puetd tny £veon tov Afglir
péca otov opOHaAuo.
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Onog kot pe 0Aeg TIc OepamenTikég TPMTEIVEG, LTAPYEL TOAVOTNTO OVOGOAOYIKNG OVTIOPAOTG
(oymuatiopog avitowudtov) pe to Afglir.

Ava@opd avemOvunTOV EVEPYELOV

Edv mapoatnprioete kamoto avemBOUNTN EVEPYELN, EVILEPDOGTE TOV Y1UTPO GaG. AvTO 1GYVEL KO Y10,
KéOe TOavN avemBOUNTN EVEPYELD TOV JEV AVAPEPETAL GTO POV EVALO 0dN YDV Ypons. Mropeite
emiong va avoeépete avemBounteg evépyeieg amevbeiog, LEG® TOV E6VIKOD GUGTNUATOG OVOPOPAS TOV
avaypdaeetor oto Hopdptnua V. Méocw g avagopdg avemBOuntmv evepyeldv pumopeite va
Bonbnoete 611 GLALOYN TEPIGCOTEPWOV TANPOPOPLDV CYETIKE LLE TNV AGPAAELD TOL TAPOVTOC
QOPUAKOL.

5. Iag va pvrdceste 10 Afglir

. To papuako ovtd TPETEL Vo PLAACGETOL GE UEPT) TOV OgV TO PAETOVV Kol OeV TO POAVOLY Tl
ToudLd.
. Na pn gpnolponoteite ovtd T0 PAPUOKO LETE TNV NUEpOUNVia ANENG TOV AVOPEPETL GTO KOVTL

Kot oty emonuavon petd tnv évosién AHEH / EXP. H nuepounvia Anéng ivor 1 teAevtaio
NUEPA TOV UNVO, TTOV OVOPEPETOL EKEL.

. dvidooete og yoyeio (2 °C éwg 8 °C). Mnv KatayvyeTe.

. H pn avorypévn koyéln pumopet va puiaydei ektdg yuyeiov oe Beprokpacio pkpotepn
tv 30 °C yia £o¢ kot 14 nuépec.

o DuAdoceTe GTOV OPYLKO TEPIEKTY Y10 VO TPOGTATEVETOAL OO TO PG,

. Mnv metdite @APULAKO GTO VEPD TNG OMOYETELGNG 1] GTA OKLOK(A amoppinpote. Potmote tov
(QOPUOKOTTOLO GOG Y10, TO TAG VO TETAEETE TO, PAPUAKE, TTOV OEV YPTCIULOTOIELTE T, AVTd TOL
pétpa Bo fonbncovv 6Ty Tpoctacio Tov TEPPAAAOVTOG.

6. Iepreyépeva TG GVOKEVAGING KO AOWTEG TAPOPOPIES

T negpréyer to Afglir

- H dpaoctikn ovoia gival: apiiPepcéntn. Kabe mpoyepuspévn oopryya mepiéyet 6,6 mg
apAPepoéntng og dddopa 0,165 ml. Avtd mapéyel ®@EMUN TOGOTNTA Y10, TN XOPNYNOoN Hiog
uévo d6onc 0,05 ml wov mepi€yovv 2 My apAPepeéntng.

- Ta dAle cvotatikd sivat: ToAvcopPikd 20 (E 432), iotidivn, L-1ot1divn, povobidpikn
povobdpoyrmpikr], S1EvudpT TpeaAdln, VOPoEeidio Tov vatpiov (yia phbuion tov pH),
VOPOYA®PIKS 0&D (Yo puBLon Tov pH), HOWP Yo evéoiua.

BAéne ‘To Afglir mepiéyel’ oy Topdypaeo 2 Y10 TEPIGCOTEPEG TATPOPOPIES.

Epgavien tov Afglir kon agpreyopeva e 6voKeLOGiog

To Afglir givar éva evéoipo didivpua (evEso) o€ o Tpoyeicpévn ovptyya. (Yool tomov I)
EMICNUAGLEVT LLE YPOUUT S0COA0YING, IE TOUO EIGYDPNONG HE EUPoro (EAacTOouUEPES ELOGTIKG) KOt
npooappoyéa aceareiog Luer-lock pe mopa dxpov (ehactopepés ehaotikd). To didAvpa givar
SLYES, dypoo £m¢ ELIPPDS KAGTAVOKITPLVO.

MéyeBoc cvuokevaoiag 1 mpoyepicuévng chpyyog.

Karoyog Adsrog Kvkiogopiag
Sandoz GmbH

Biochemiestr. 10

6250 Kundl

Avotpia

Hopaockevaotg
Novartis Manufacturing
Rijksweg 14
Puurs-Sint-Amands, 2870
Béhyo
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[Ma omoladfmote TANPOPOPIiL GYETIKA LE TO TOPOV PAPUOKEVTIKO TPOidV, TapaKaieiche va

amgvBuvbeite otov TomiKd avtimpdommo Tov Katdyov tng Adeiog Kvuihopopiag:

Belgié/Belgique/Belgien
Sandoz nv/sa
Tél/Tel: +32 2 722 97 97

Bbbarapus
Canpno3 bearapus KUT
Ten.: +359 2 970 47 47

Ceska republika
Sandoz s.r.o.
Tel: +420 234 142 222

Danmark/Norge/island/Sverige
Sandoz A/S
TIf/Simi/Tel: +45 63 95 10 00

Deutschland
Hexal AG
Tel: +49 8024 908 0

Eesti
Sandoz d.d. Eesti filiaal
Tel: +372 665 2400

E\rada

SANDOZ HELLAS MONOITPOXQITH A.E.

TnA: +30 216 600 5000

Espafia
Sandoz Farmacéutica, S.A.
Tel: +34 900 456 856

France
Sandoz SAS
Teél: +33 149 64 48 00

Hrvatska
Sandoz d.o.o.
Tel: #3851 2353 111

Ireland
Rowex Ltd.
Tel: + 353 27 50077

Italia
Sandoz S.p.A.
Tel: +39 02 81280696

Kvmpog

SANDOZ HELLAS MONOITPOXQITH A.E.

(EALGS0)
Tn: +30 216 600 5000

Lietuva

Sandoz Pharmaceuticals d.d filialas

Tel: +370 5 2636 037

Luxembourg/Luxemburg
Sandoz nv/sa (Belgique/Belgien)
Tel/Tel.: +32 2 722 97 97

Magyarorszag
Sandoz Hungéria Kft.
Tel.: +36 1 430 2890

Malta
Sandoz Pharmaceuticals d.d.
Tel: +35699644126

Nederland
Sandoz B.V.
Tel: +31 36 52 41 600

Osterreich
Sandoz GmbH
Tel: +43 5338 2000

Polska
Sandoz Polska Sp. z 0.0.
Tel.: +48 22 209 70 00

Portugal
Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00

Romania
Sandoz Pharmaceuticals SRL
Tel: +40 21 407 51 60

Slovenija
Sandoz farmacevtska druzba d.d.
Tel: +386 1 580 29 02

Slovenské republika
Sandoz d.d. - organiza¢né zloZzka
Tel: +421 2 48 200 600

Suomi/Finland
Sandoz A/S
Puh/Tel: +358 10 6133 400
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Latvija
Sandoz d.d. Latvia filiale
Tel: +371 67 892 006

To mapov evAro 0dNYLAOV YprioNg avedepOnke Yo TeELeVTAIN POPA OTIG

Aentopepeic mAnpopopiec yuo 1o apuaKo avtd gival dtabéoiueg otov diktvakd 1émo Tov Evpomaikov
Opyaviepov Goppdxkov: https://www.ema.europa.eu.

O T po@opicg Tov akorovBoOv arevdivovTal povo o erayyelpoTieg vysiog:

H mpoyspiouévn cOpryyo mepiéyel meptocdTeP omd TNV CLVIGTOUEVT dOGT TV 2 Mg AEAMPEPGETTNG
(mov 1oodvvapovv pe 0,05 ml). O emmAéov OYKOg TPEMEL VO, ATOPPITTETOL TPV OO TN YOPTYNOT.

Odnyies xprjons e mpoysuiopvys cipryyas:

DvraéN ko emBsOpnon

dvidooete 10 Afglir o€ yoyeio otovg 2 °C — 8 °C. Mnv KoToyvyeTe.
DVAAGGETE TNV TPOYEULICUEVT] GUPLYYO OTO EEMTEPIKO KOVTL Y10 VoL
TPOGTATEVETAL OO TO PG,

Ipwv amd t ypnon, N Un ovorypévn cuokevacio kKuyéing tov Afglir
umopet va euhayBel oe Beppokpacio pkpdtepn tov 30 °C yio Eo¢ Kot
14 nuépeg. Metd To Gvoryla TG GLOKEVACIAG KOWEANG, TPOYMPNOTE
VO donmTeG CLUVOTNKEG.

To Afglir eivon éva dtowyég Kot dypopo £0¢ ELOPPOE KOGTAVOKITPIVO
] E:E@:] Stédvpo.

To dudivpa Bo Tpémel va eEAEYYETOL OTTIKA Y10 TVYOV EEVO GOUATIONW,
BolepoTNTa /KO ATOYPOUATIGUO 1| OTOLOONTOTE UETAPBOAN OTN

(PLOIKT ELPAVIOT) TPV A0 TN YOPNYNOT]. € TEPIMTOOCT] TOL
@ mapotnpndel Kawowo and o dVO, ATOPPIYTE TO POPUOKEVTIKO TPOIOV.

Mnv to {pNGLLOTTOLELTE EAV 1] GLOKEVAGI 1] 1 TPOYELIGHEVT GUPLY YU
glvan kateoTpapupévn N £yl Anéet.

IIpogTopacio kot yopiynon

Kd&0e mpoyepucpévn oopryya mpénet vo, yprnoiponoteitor yo tn Oepameio evog opBaipon povo.
Mnv avolyete TNV ATOCTEIPOUEVT TPOYEUGUEVT] GLOKELOGTN KUWEANG TNG CVPLYYOS £E® OO TO
kaBopd dmudTio yopnynong.

Mo mv evoobarogidikn Eveon, Oa mpénel va ypnoiporoindei Perdva éveong 30 G X ¥2 ivtoag.
XPNOIUOTOUGTE AGTTITY TEYVIKT] Y10 VO EKTEAEGETE Ta. kO ovOa frjpata.
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Heprypoogn mpoyemopévig copryyag

Mwpa Aapn
ouplyyag daxTuAou

2nuadl 86ong 0,05 ml

.
| |

EAaoTIKO TTWOA:

~l Il

Luer lock 'EHBO)\O

1 Orav giote £topol va yopnynoete 1o Afglir, avoi&te to kovti
Kot ByGATe TNV AmOCTEPOUEVT] GUGKELOGTN KUWEANC.
EEKOAAMOTE TPOGEKTIKA T1 GLOKELOGTO KVWEANC Y1 VO, TV
avoitete, 0106QUALOVTOC TN GTEPOTNTA TOV TEPLEYOUEVMV
mg. DvAAETE TN GUPLYYO GTOV OTOGTEIPMOUEVO dIGKO HEYXPL
va €10TE £TOUOL Y10 TN GLVOPUOADYNON.

2 XpNOoOTOIDVTAG AoTTTY TEXVIKY, PydAte TN 6Vptyya omd
TNV OTOCTEPOUEVT] CLCKELOGIO KVWEANC.
3 To va apaipéoete 10 TOUA TG CUPLYYOS, KPOTNOTE TN

GUPLYYO LLE TO £Va YEPL EVM YPTCILOTOLEITE TO GALO XEPL Y10
V0L KPOTNOETE TO TMUM TG CUPLYYOS LLE TOV AVTIYXELPA KOl TO
dglktrn. ATOGTAGTE TO TOWN TNG GUPLYYAS (UNV TEPITPEPETE

N otpifete).

Inpeimon: o va unv emnpeactel apvnTikd 1 6TEPOTNTO
TOV TPOiOVTOG, PNV Tpafnéete 10 EUPOAO TPOG T TICW.

XPpNOHOTOIDVTOG ACTTIT TEYVIKY|, TEPLOTPEYTE GTADEPA Lol
Belova éveong 30 G X ¥2 ivicag endvm oto dxpo Luer lock
g cVpLYYyoC.
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Kpatdvtag tn ovpryya pe ) Beldva va Kotalel Tpog ta
TV, ELEYETE TN GUPLYYQ Y10, PUCUAISEC,

Edv vrapyovv puoodidec, KTumnote amaAd T cUPLYYa LE TO
OAKTLAO GG LEYPL OAEC O1 PLGOAISEC VO aVEBOLY GTO TTAV®
uépoc.

A@aipéote mPooseKTIKE TO TOL TNG PeAdvag TpafmdvTog To
gvbela.

E&alelyte Oleg TIg puoOLideC Kot amoPaiiete Ty Tepiooela
TOV PAPUAKELTIKOD TPoiovTog TECOVTAG apYd To EUPoro yia
va euBuypoppicete TV akpn 1oV BoA®TOV dKPOL TOV
gUPOAOL pE TN podpn Ypopp] Socoloyiag ot cvpLyy
(mocotn T Tov 160duvapel pe 50 puKpoiitpa).

Inpeimon: Kavte v éveon apéomg LeTd TV TANPOOT TNG
coptyyag

Kdavte éveon apyd £0¢ 6TOL T0 EAUGTIKO TOUN PTAGEL GTO
TEAOG TNG SVPLYYOS Y10 VO ATEAELOEPDOGEL TOV OYKO TMV
0,05 ml. Empeporcdote T ropfiynen g tipovs 606nc
EAEYYOVTOG OTL TO EAACTIKO IO EYEL PTACEL GTO TELOG TOL
KLAIVOPOL NG cLPLYYaG.

H npoyepiopévn odpryya mpoopileton yo pia povo ypnon. H
e€aymyn TOAMATA®V S0CE®V O U0 TPOYEUGUEVT GLPLYYA
umopel va av&noet tov Kivouvo emporvveng Kot
enaxkoAovong Aoipwéng. Kabe oypnoipomointo
QOPUOKEVTIKO TPOIOV 1] VITOAELLIL TPETEL VO ATOPPITTETOL
GOV, LLE TIG KATO TOTOVG 10YVOVGES OYETIKES SLOTAEELS.
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@VYAro ooV piong: IIAnpoopics yia Tov a.c0evi)

Afglir 40 mg/ml evéerpo dralvpa 6 Prarioro
apAMPepcéntn

vTo PAPLOKO 0VTO TEAEL LTO GLUTANPOUATIKT ToPpAKOAOVONOT. AVTO Ba EMLTPEWEL TO YP1YOPO
TPOGIOPICUO VEDV TANPOPOPLOV acpaAeloc. Mmopeite va fonbnoete péow g avagopdg mbavmv
AVETBOUNTOV EVEPYEIDY TOL EVOEXOUEVMG TTopoLGLaleTe. BA. T€A0g TG maparypdpov 4 yio Tov TPOTOo
avaQopdc avembOuNTOV EVEPYELDV.

A dote TPOGEKTIKG 0AOKANPO TO PVALO 00N YLAV YP1)ONG TPV GG YopNYNOEl VT TO

QOAaPLOKO, O1OTL TEPLAGUPAVEL GNUAVTIKES TANPOQOPIES Y10, GOG.

- doArGEte avTO TO EUALO 0INYIDV YprioNG. Towg ypelaotel va to defdcete Eavd.

- Edv éxete mepartépm amopleg, pOTNOTE TOV Y1OTPO GOG.

- Edv mapatmpnoete Kamowo avemBOunTn evépyela, EVIUEPADOTE TOV YLOTPO 0aG. AVTO 1GYVEL Kot
v K60 Thavn avemiBOUNTN EVEPYELD TTOV JEV AVAPEPETOL GTO TAPOV GOAAO 0O YLDV YPNONG.
BAéne mopaypago 4.

T Tepréyel 1o Tapov QOAAO 0ONYLOV:

T givan To Afglir kot ol givon 1 ypron T0V

Tipénet va yvopilete npv oag yopnynbei to Afglir
i Oa cag yopnyndei to Afglir

[MBavég avembounteg evépyeteg

Mo vo purdocete To Afglir

[epreydpeva g cvokevaciog Kot AOTES TANPOPOPIES

oL E

1. T givan To Afglir kon o givan 1 xpiion Tov

To Afglir etvon éva idlopo ov yopnyeitol pe éveon PHECcH 6TO HATL GTOVG EVAAIKEG Y10 T Ogpameial
KOTOGTACEMY TOV LOTIOL TOV ovopdlovtot

- veoayyelakn (VYPov TOTOV) NAIKLOKT EKQOALGT TG @YPAS KNAidag (Vypod THmov AMD,

- dwaTapayn g Opaong and devtepomafég oidnua TG wypas kKnAidag mov opeiietal o€
amoppaln eAEPag Tov apeiPinotpoeidovg (kradikrig RVO(BRVO)N kevipikrig RVO (CRVO)),

- UE®UEVT OpacT AOY® SofnTikod 0101 Hatog g oypds kniidag (DME),

- HE®UEVT] OpaCT AOY® HVOTIKNG XOPLOEDIKNG veouyyeimang (Loomikh CNV).

H apMPepoénn, n dpactiky ovsia tov Afglir, amoxdeist tn dpactmpiotnto pog opddac Tapayoviomy,
mov gtvar yvootol g VEGF-A (ayyelaxog evoodniiokog avéntikog mapdyovtag A) kot PIGF
(ThaxovvTlaKdg oVENTIKOS TOPAYOVTaG).

Ye aoBeveic pe vypod TOmov AMD pveniky CNV avtol ot Tapdyovieg, 6tav Bpickoviatl og avénuévn
TOCOTNTA, CLGYETILOVTAL GTO [11] PLGLOAOYIKO CYNUATIGUO VEOV ALLOPOP®V ayYEI®V 6TO HATL. AVTA
7o, VEQ LHOPOPOL Oy YELD LITOPovV VO TPOKAAEGOVV TN S10PPOT] GLGTATIKOV OLATOC LEGO GTO UATL Kot
Vv gnaxoAovdn BAGPT TOV 1IGTOV TOL HATION TOL Eival LIEVBVVOL Yio TV OPOOT).

e aoBeveic pe CRVO, cvpfaivel andepoén 61o KOpLo atplo@opo ayyeio mov LETUPEPEL OipLo LOKPLA
a6 Tov auePAnoTpogdn. Qg andvrnon, ta eninedo Tov VEGF avédvovtal mpokaidvtag tn dappon
VYPOY PEGO OTOV AUPIPANGTPOEION KOl KOTA GLUVETELD 001 YOUV Gg e€oidnom Tng wypdc knAidag, (To
TUNLLOL TOV OUPIPANGTPOEIBOVE TTOV Eivar VTELOLVO Y10 TN AETT OPACT]), KATAGTUGT TOL ovoudleTol
olonua ¢ oypdc knAidag. Otav  oypd knAida yepuilel pe vypo, N KeVIPIKN Opacn yivetal Ooin.

Ye aoBeveic pe BRVO, wa 1 meptocdtepeg S1akAadMGELS TOV KOPLOV CUUOPOPOV ayyEIOV OV
UETAPEPEL TO Oiiplo LoKPLd omd Tov apeiAnctpostdn, epnodiletal. ¢ emaxdAovbo, ta eninedoa VEGF

aLEAVOVTOL TPOKOAMVTOG TNV SLOPPOT] VYPOL EVTOG TOL AUPIPANCTPOELIN KOl GUVETHDG TPOKOAMDVTOG
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olonpa ¢ oypac knAidag.

To dwaPntikd oidnua tng wypdg knAidag eivat StOYK®GT ToL AUPIPANCGTPOEIBOVG TO 0010 GLpPaivel
o€ aoBeveig pe draPfnn AOYw S1apLYNS VYPOD Amd T ALUOPOPA OYYELD OTO ECMTEPIKO TNG WYPAS
knAdag. H oypd knAida eival éva tufipa tov apgiPAnotpogldoic vrevbuvo yuo v kain opacn. Otov
N 0P KNAlda yepilel pe vypd, 1 KeVIpIKY 0pacn yiveror BoAn.

To Afglir éxel kataderyBel 6Tt oTapOTd TV AVATTVLEN VEOV U1 GLCIOAOYIKOV AUOPOP®Y aYYEIDV 6TO
natt, To omoia cvyvd mapovetdovy dappon vypov 1 arpoppayovv. To Afglir uropei va Bonbnoet o
otabepomnoinon Kat, € TOALEG TEPTTMGELS, OTN PEATIOOT TG AMMAELNG TG OPOCT|G TOL GYETILETAL IE
v vypov Totov AMD, CRVO, BRVO, DME «ot pvomky CNV.

2. T péner va yvopilete Tpy va oag xopnyn0ei to Afqlir

Agv 00 cag yopnyn0si to Afglir

- o€ mePImTOoN aAlepyiag otV apMPBEPCETTN 1) G€ OTOLOONTOTE AAAO OO TO, GLGTOTIKG AVTOV
TOV PUPLAKOL (OVaPEPOVTOL GTHV TOPAY PO 6).

- eav £yete evepyn N evogyduevn nolvven péoa 1 yopm omd To patt (0QOoAK 1} TEPLOQOAAIKY
holpwén).

- eaqv &xete coPfopn AeyHovi TOL LATION (TOV LITOJEIKVVETAL 0md TOVO 1} EpLOPOTNTAL).

Ipocdomou]oeis Ko TPoPUAAEELS
Amevbuvbeite otov yuatpo cag mpv oag yopnyndet to Afglir:

- €av £yete YAOOK®O.

- eaqv €xete 10TOPIKO AAye®VY 1 EELOPOUATOV GTNV OpacT] oG Kat ehv €xete o Eapvikn avénon
Tov peyéBovug Kat Tov aptBpod TV eE1poUdTOV.

- €0V TPy UATOTOONKE 1] EIVOL TPOYPAUUATIGUEVT] XEPOLPYIKT ETEUPAOT] GTOV 0QPOAAUS GOGC
EVTOG TV TPONYOVLEVOV 1] TOV ETOUEVAOV TEGCAPOV ERSoUAdMV.

- eav &xete coPapn popen CRVO 11 BRVO (1oyoyuxy CRVO 1 BRVO), 1 Ogpameio pe to Afglir
decvvioTdrTon.

EmumAéov, etvar onpavtikd va yvopilete o1t

- N ACPAAELD KOL 1] ATOTEAEGLOTIKOTNTO, TG APAPEPTETTNG OTOV YOPNYEITOL KOl GTOVG dVO
0Baipobg TavTdypova dev Exovv LeAeTnBel GLGTNUATIKA KOL EQV YIVEL ¥PNOT LE OVTO TOV
Tpomo pmopel va awéndel o Kivouvog va TapovuGLaGTOVY YEVIKA avemBOunTeg EVEPYELEC.

- ot evéoelg pe to Afglir umopovv va mporkaiésovy avénorn oty mieon tov potiov (evooeOdiui
mieon) o€ opiopévoug aobeveic evidg 60 Aentdv and v éveon. O yoTpdc cag Ba T0
mopakolovdel avtd petd TV Eveon.

- €av avamtHéete o LOALVOT 1 PAEYHOVI] GTO ECMTEPIKO TOL UATION (EVOOPOOAUITION) 1) AAAEG
EMITAOKEC, UTopEl va eppavicete 0eBuAKd Tovo 1 avénuévn Suoeopio, ETOEWVOOUEVT
gpLOPOTNTA TOV pATIOV, BoAN N} LetwUEVT OpaoT, Katl avEnpévn evaustnoia 6To EwG,.
Ono1dNTOTE CLUTTOUOTO ELVOL CTLLOVTIKO VO S1OYVOGTOVY KOl VO OVTILET®TIGTOVV OGO TO
SuVaTOV GUVTOUOTEPO.

- 0 Yiatpdg cag Ba eAéyEet edv Exete AAAOVE TAPAYOVTES KIVODVOL TTOV UTOPEL VO DENGOLY TV
mOavoTTo pENG N AMOKOAANGNG Hiag €K TV oTIPAOWV 6TO oW PEPOS TOV 0PBAALOD (pwYUN
TOV PEANYYPMCTIKOV EMOMNAION TOV AUPIPANGTPOEIS0DS), OTOTE GE AT TNV TEPITTOOT TO
Afglir 6a mpénet va yopnynOei ue mpocoyn.

- 1o Afglir dev mpémet va ypnotpomoteiton katd T SIGPKELN TG EYKVHOGVVNG EKTOG EGV TO
EVOEYOUEVO OPELOG VTIEPTEPEL TOL EVIEXOUEVOL KIVODVOL Y10l TO AYEVVITO PPEPOC.

- 01 YUVOIKEG GE OVATOPUYWYIKN NAKIQ TPETEL VAL YPNCUYLOTOOVV OTOTEAEGUATIKY] OVTIGUAANYT
Katd Tn O1dpKeLo TG OEpOmEinG Kot Y10 TOLVAG(IGTOV TPELG EXTMAEOV UNVEG UETE. TNV TEAEV TN
éveon tov Afglir.

H ovotpotikn gpnon avactorémv tov VEGF, mapduoimv ovoidv pe exeiveg mov mepiéyet to Afglir,
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oyetileron duvnTikd pe tov Kivouvo onuovpyiog Opoupov tov aipatog ot omoiot PpAalouvv Ta apoedpa
ayyeia (meprotatikd aptnpok®dy BpoppoeuPolkdv ETe1G0dimY) TOV UTOPEL VAL 001y GOV GE
KopALOKN TPOGPOAN N AYYELKO EYKEPAMKO ENEIGOO10. OE®PNTIKA VIAPYEL EVOG KIVOUVOG TETOIOV
ocvppaviov petd v éveon tov Afglir oto patt. Yrdpyovv meplopiopévo. dedopéva yio v ac@OAELd
o1 Begpancia acBevav pe CRVO, BRVO, DME kot poomik) CNV ot ontoiot £xovv vmootel ayyelokd
EYKEPAAKS EMEIGOI10 1 ELOPPV EYKEPOUAMKO (TAPOSIKO 1GYOLUKO EMEIGHO10) 1] KaPOLaKT TPOSPOAN
evtog Tmv Tponyovpevoy 6 pnvav. Edv kdmolo and avtd cog agopd, To Afglir o yopnynei pe
TPOGOYN.

Yrdpyetl povo meplopiouévn eumeipio otn Bepomneio

- acBevav pe DME Aoyw oapnn tomov L.

- daPnTikdv pe ToAd vyYMAES péoeg TIPEG cakyapov Tov aipatog (HbAlce dvm tov 12%).

- SfnTIK®V pE po Tabnon Tov 0eBoAumdy Tov TpoKaieitol omd To SafnTn 1 omoic ovopdleTon
TOPOYWYIKN StofnTikn apeifAnctposidonddeio.

Agv vrapyet eumeipio otn Oepameio

- acBevav pe ofeleg AomEetg.

- acevav pe dAlec TabNGES TOV 0QOUAUDY OTTMG ATOKOAANGT TOV AUPIPANGTPOELBOVG 1 0T
™G YPAg KNAIdOG.

- SLPNTIKOV He pun EAEYXOUEVT VYNAN apTNPLOKT TTiEO.

- un Acwtov acbevav e poomkr CNV.

- acOevav o1 omoiot £yovv mponyovuEvmg VToPAnOel o Oepameia yio poomiky CNV.

- acBevav pe PAdPeg EEm amd To KEVIPIKO UEPOS TNG ®YPAS KNAidag (eEmPobpiiés PAdPec) yia
pvoniky CNV.

Edv xémoto amod to mopondve Gog apopd, 0 Yotpog oag Oa AdBel vroyn avtiy v EAhenym
TANPOPOPLOY OTOV oag yopnynoet Bepancia pe to Afglir.

Howora ko £pnpor

H ypnion tov Afglir oe maidid 1} epnPoug kdtm Twv 18 etdv dev éxet peretndei kabmg n vypov THTOL
AMD, CRVO, BRVO, DME «ot pporikiy CNV givar tabnocelg mov Tposfarovy Kupimg Toug
EVAAIKEC. ZUVETMGC 1) XPNOT] TOL OEV APOPE TNV TNV NAMKIOKT OHAda.

Alro gappaxa kot Afglir
Evnuepdote tov yotpd cog edv ypnoiponoteite, £xete mpOGOATA YPNCILOTOMGEL 1] WTopel val
YPNOUYLOTOGETE GALO QAPHLOKAL.

Kinon ko Oniaopog

- IMvaikeg oe avomapaymyikn nAkio TPETEL VO, XPTGULOTOIOVV OMOTEAEGUOTIKY OVTIGUAANYT
Katd tn odpkela g Bepameiog Kot Yo TOLAG(LOTOV TPELS EMTAEOV PVEG LETA TNV TEAEVLTAIN
éveon tov Afglir.

- Agv vmapyet epmepio amd ™ xpnon g apABepointng o ykveg yovaikeg. To Afglir dev
TPEMEL VO, YPTCLULOTTOIEITOL KT TN S1APKELN TNG EYKVHOGVVIG EKTOC EAV TO EVOEYOLEVO OPEAOG
vreptePEl TOL EVOEXOLEVOL KIvduvou Yia To EuPpvo. Edv eicbe £ykvoc 1 oxedidlete va peivete
£yxvog, cu{ntoTe Yo 10 Bépa avTo pe tov YoTpd cag mpwv ) Oepomeio pe to Afglir.

- Mikpéc mocdmreg Tov Afglir umopei va nepdoovy 610 avBpmmvo yéAa. Ot EMTTOGES 6TO
veoyvo/Bpéeog mov Inraler eivar dyvooteg. To Afglir dev cuvictdrol katd v didpkeia Tov
Onraopov. Edv nialete, ovlntiote ue tov yatpd oag mpwv amd v Oepaneio pe Afglir.

Oonynon Ko YEPIGROS PNYOVRATOV

Metd v éveon cag e to Afglir, propei va eppavicete optopéveg Tpocmpvég SLoTopoyEs Tng
opaong. Mnv odnyeite N xepileote pnyovipata yio. 660 Ypovikd ddotna d1opKohV QUTEG Ol
STOPaYES.

To Afglir mepiéyer

To papuaxo avtd mepiéyel Arydtepo amd 1 mmol vatpiov (23 mg) avd d6om, givol avtd Tov
ovoudlovpe «erevBepo vatpiovy.
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To eopuakevtikd avtd Tpoiov nepiéyet 0,02 mg ToAvcsopPikod 20 ot kdbe yopnyoduevn 66om 0,05 ml
(50 pkporitpa) dtarvpatog. Ta molvcopPikd umopei vo TPOKAAEGOVY OALEPYIKEG AVTIOPAGELC.
Pwtote tov aoBevn cog eqv €xel Kamola Yvootn aAlepyia.

3. IMog 0a oog yopnyn0si to Afglir

"Evag yrotpdg éumelpog ot yoprynon evécemv oto pdtt Oa kdvetl v éveon tov Afglir péoa oto pdtt
coc Vo aonmrteg (kabapés Kot pe amooteipmon) cuvOnKec.

H cvvictduevn d6om eivon 2 mg aprPepoéntng (0,05 ml).
To Afglir yopnyeitaw o¢ éveon péoa oto uatt oag (evéodaroedikn éveon).

[Ipwv v €veon, o y1aTpdc oag B XPNOLULOTOIGEL ATOAVUOVTIKO 0QOaALLKO S1dAvpa Yo va kabapicet
TO UOTL GO TPOGEKTIKA, £TGL MGTE VO, AmoPevyOel n uoAVVe. O yaTpdc cog Bo cag xopnynoet eniong

€VaL TOTTIKO ovOoONTIKO Y1 VO EAATTMGEL 1) VO ATTOTPEYEL TOV TOVO OV 16MG GOG TPOKAAEGEL 1] £VEDT).

Yypoo tomov AMD

O1 acBeveig pe vypov Tomov AMD Ba Aappdavouvv Bepaneio pe pio €veor avd unva yo TpeLg
1000y KEG OOGELC KOl TN CLUVEYELD LE OKOUA [iol EVEST] HETA At AAAOVG dVO UNVEC.

O ywatpog oag Ba amopacicel edv To pecodidotna tng Bepaneiog avapecso oTig EVEGELG UTOPEL Va
drotnpn et yio kéBe dvo pRveg N Bo Tpénetl oTadlakd vo enektabel o pEGOdOCTANATO

TV 2- 1 4- efdouddwv epdoov 1 Katdotacn cog Exel atabepomoindei. Eqv n katdotoon cog
emdEVmOEeL, TO LECOSAGTNUE, AVAUESA TIG EVEGELS UTOPEL Vo, puetmbet.

Extég edv mopovcidcete kamolo TpofANHa 1 60¢ GLUPOVAEWEL SLOPOPETIKG O Y10TPOG Gag, OEV
VIAPYEL OVAYKT omd EGAC VO EMICKEPTEITE TO YIUTPO GO TNV TEPT000 UETAED TMV EVEGEWV.

Agvreporabdic Oidnua the Qypac Knlidac arnd RVO (kAadixn RVO 1 kevipikn RVO)

O ywTpog oag Ba kabopicel 10 mo amoteAecaTIKO BepamevTikd TPIYpappa Yo €666, Oa Eekivioete
™ Bepameia oag pe pa oelpd amod pnviaieg evéoeig Afglir.

To xpovikd ddotnpa avapeca e dvo evéoelg o Ba Tpémel va etvar pkpdTeEPa amd Eva Pival.

O ywtpdg cag propei vo anoeacicel T dlokonn tng Oepanciog pe to Afglir edv dev enwpeleiote amod
oTh.

H Bepancio cag Oa cuveyiotel pe punviaieg evéoeig péxpt va otabeponombei n Katdotacr| cog.

O ywatpog oag Oa mapakorovdei v avtamokpio”n cog ot Oepomeio kot TOAVOS Vo cuveyicel T
Oepaneio AVEAVOVTOG OTASIOKE TO. LECOJIOGTILLOTO OVALESO OTIG EVEGELG TPOKELLEVOD VO SLOTNPTOEL
o otabepn| katdotaor. Edv 1 Kotdotaon cag apyicel vo, ETOEVOVETAL LETE TNV TAPATACT) TOV

pecodactnudtoy Bepomeiag, o YuTpdc oag 0o LEIMGEL T, SIOGTALLOTO OVTIGTOLYCL.

Avdloya pe v avtamdkpion mov Ba Exete ot Bepaneio 0 yioTpdc oag Bo amoPacicel To TPOYPULLLLL
TopoKoAovONONC oYeTIKA UE TIG €TAGELS Kot Oepoameieg cag.

Awofntio oionuo. e wypac kniiooc (DME)

Ot aoBeveic pe DME 6a Aapfdavovv Bepomeia pe pia €veon avd pqva yio TG TpaTeg TEVTE SLO0YIKES
d0GELS Kal 6T GuVEKELD pia £veon KaOe dVO Unveg

To pecodidotnpa petald Tov Bepaneldv uropet va dtornpndei otovg dV0 PUNVEC 1| VoL TPOGAPUOCTEL
oTNV KatdoTtaon oag, Le faon tnv e&€tacT Tov yuuTpov coc. O yatpog cag 0o 0mo@ucicel GYETIKA |
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70 TPOYPALLLLO. Yo TIG EEETACELS TOPOKOAOVONONC.

O ywtpdc cag pmopei vo anoeocicel T dlokonn g Oepanciog pe Afglir edv Bewpei 6t dev
opekeiote amo T cvvellopevn Bepamneio.

Mowmixy CNV

Ot aoBeveic pe poomky CNV vropdiloviar o€ Bepaneia pe po epdmas Eveon. o Aapete mepartépm
evéaelg Lovo v ot e€eTdoelg Tov Y1oTpol GO¢ OTOKAADYOLY OTL 1) KOTAGTUOT Gag oV £xel PEATImOEL.

To ypovikd drdoTna HETOED TV 000 EVEGE®MV gV TPETEL VO EIvVOL LIKPOTEPO TOV EVOG PNVOG,.

Edv n xatdotaon oog eEapaviotel Kot 0T GLVEXEL EMAVEUPAVIOTEL, O Y1TPOC GG UITOPEL Vo opyiceL
Eava tn Bepaneia.

O y1atpog cag Oa amoPaciGEL GYETIKG, LE TO TPOYPOULO Y10 eEETATELS TOpaKoAOVOT oG,

Eav naparergOsei pua d6om tov Afglir
Keiote éva véo pavtePov yio e£€Taom Kot Yopnynon g Eveong.

Awrxom) g Oepanciag pe To Afglir
YvuPovievbeite Tov yloTpd cag Tpv dlakoyete T Bepameia.

Edv éxete meplocdtepeg EpMTIGELG GYETIKA LLE TT] YPTOT AVTOV TOL PAPUAKOV, POTNOTE TOV Y1ATPO
oG,

4. MBavéc avemBOuNTES EVEPYELEG

Onwg 6Aa 1o pAPLOKO, £TCL KOL 0VTO TO PAPLOKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEG EVEPYELEG, OV
Kot 6gv Topovctalovial 6 OAOVG TovG avlpOTOLG,.

Eivai duvatov vo Tapoucilastouy airepyikég avTidpacsig (vmepevoictncia). Avtég pmopei va sivar
cofapéc Ko aTOLTEITAL VO, EMIKOIVOVI|GETE ILE TOV YO TPO 060G ApuécmC.

Me ™ yopnynon tov Afglir, uropel vo, mapovclootody oplopuéveg avemIBOUNTEG EVEPYEIEG TTOV
emnpedlovv Toug 0PBaALOVG AOY® TG dadikaciog G éveonc. Opiopéveg and avtéc pnopet va ivot
cofapég ko meprrappdvovv TOQLm®o, cofapn) Aoip®in 1 ereypovil 610 £6OTEPLKO TOV 0POaANOD
(evbo@Barpitidn), amokdéiinon, pién 1 apoppayio g @OTOLLAicONTNS 6TIPAd0G 6TO Tic®
pépog Tov 090Baipov (amokdAinon N prén tov auePAncTpoedovc), 86rmon Tov PaKoy
(xoTappaktng), apoppayio Tov 0@OaAipev (cpoppayic TOL LOAOEWOOVS COUATOC), ATOKOAAN O TG
LehaTIVOO0VG 0V6L0G 6TO EGMOTEPIKO TOV 0QPOUANOD 076 TOV APPIPANGTPOELON (ATOKOAANGT TOV
VOA0EO0VE OMUATOC) Kot avénon ™G Tieong péca 6tov 0Oainod, BA. Tapdypapo 2. Avtég ot
cofapéc avemBounteg evépyeteg mov ennpedlovv tovg 0pBaipos Tapatnpnnkay oe Arydtepeg

amo 1 otig 1.900 evéoelg otic KAVIKEG PEAETEG.

Edv éyete Eapvikn peimon g dpaong 1 avénon tov Tévov Kot puBpdTnTa 6ToVS 0POUANOVS pEeTd
TNV €VECT], EVIILEPDGTE TOV YLUTPO 60S apicmC.

Kotdroyog TV avemOOunTov evepyet®@v mov avapEponkay

AxolovBel £voc KATAAOYOS TOV AVETIOOUNTOV EVEPYELDY TOV avaPEPONKE OTL duVNTIKA GYeTICOVTOIN
pe T dwdikacio TNg £veong N Le T0 Pappoko. Mmopel va unv TapoucldceTe Kopio ond avTég.
[Tédvtote va cu{ntdte omolecdNTOTE TOAVOLOYOOLEVEG VETIHOUNTEG EVEPYELEG LE TOV YIATPO GOG.

IMoAvd ovyvéig avemOOuNTES EVEPYELES (Lmopel va exnpedoovy tepiocdtepa amd 1 oto 10 droua):
- emdetvoon g dpaong

- apoppayia 6to miow HEPOS TOV 0POUALOD (apoppoyic TOL AUEPANCTPOELOOVS)
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KOKKIVOL LATIO TPOKOAOVIEVE, OO OLUOPPUYi, LUKP®Y OUOPOPOV ayYEIDV OTIC EEOTEPIKEG
oToAdEC TOV OPBUALLOD
TOVOG 6TOV 0POAAUO

Yuyvég avemBOpunteg evépyereg (Umopei va emnpedoovy péxpt 1 ota 10 dropa):

amokOAAnon 1 pNéN evog ek oTIPAdwV 610 Tow UEPOG TOV OPOAALOV TOV TPOKAAEL AALELG
QMTOG UE KIVODLEVA OTIYLOTO TOV UEPIKES POPES 00NYEL 6 amdAELo, TG OpacTg (poyun™
/0mOoKOAAN O™ TOV HEAOYXP®GTIKOD EMONAIOL TOV aUEPANGTPOEIOVCE, amokOAANoT/PMEN TOV
OUPPANGTPOELDOVG)

EKQOAOT TOV APPIPANGTPOEdOVG (Sratapayn TG 6pAcNS)

alpoppayio Tov 0@OUALOD (apoppayict GTO VOAOEIGES COLLL)

opLopéVeS HOPPES BOA®ANG TOV PaKoD (KATOPPAKTNG)

avénon g mieong Tov oEHAALOY

KIvovuevo, otiypato otnyv opoon (eE0pmpota)

amokOAANGN ¢ LeEAATIVAOO0VE 0VGING OTO ECMTEPIKO TOV 0POAAUOD aTd TOV AUPIPANGTPOELN
(amoxOAAN O™ TOV VAAOEIBOVS TOV 0dNYEl GE APWYELS PMTOG Kot EEOpDLATO)

aicOnomn ot vIapyEt KTl péca 6TO pATL

ALENUEVT TOPAYOYT doKpO®V

mpn&o tov PAepapov

awpoppayio 6to onpeio tng £veong

£pLOPOTNTA TOL HOTLOD

*Kotootdoelg yvootéc og oyetlOUeVES e TNV vYpoL TOTov AMD, mapotnpndnikay wovo ce
acBeveic pe vypod Tomov AMD.

Oy svyvég avemBOUNTES evépyereg (umopel vo emnpedoovv puéypt 1 ota 100 dropa):

aAAEPYIKEG avVTIOPAGELS (VTEpEVOLGONGla)**

coPoapn eAeypovi | Aoipmén pésa oto patt (evooeOaiuitidn)

QAEYOVT TNG 1P1OOC TOL LOTIOD 1 GAAWDV oTueiny Tov 0PBuAoD (pitda, payosditida,
1PLOOKVKALTION, «TPMOTEIVIKY OUiYAN» TOL Tpochiov Baddpov)

mapa&evn aicBnon oo pdtt

epebiopog Tov PAepdpov

oionpa oty Tpdchia 6To1Pada Tov PoAPol (Tov KEPATOESOVS)

** Eyovv avapepOel oAiepyicég avtidpacelc Ommg eEavinua, eayovpo (kvnoudc), epudpd
eEavinuata (Kvidmon) Kot PepikKéG TEPITTAOCELS GOPAPDOY AALEPYIKAOV (OVOLQUANKTIKT) /
AVOPUAOKTOELONG) OVTIOPAGE®DV.

Yaavies avemOounteg evépyereg (unopei va eanpedcovy péypt 1 ota 1.000 dropa):

THPA®ON

00Amon TV PaK®OV AOY® TPAVUATICUOD (TPOVHOTIKOS KATUPPAKTNG)
oAeypovn g Celatvdddovg ovciog 6To ecmTEPKd TOL 0PHAALLOD
OOV GTO HATL

Mn yvootig ovyvotnTog (dev pmopolv va ektiunBovv pe fdaon ta dtabécipa dedopéva):

(QAEYLOVT] TOV AEVKOD TUNUOTOG TOV LOTION OV GYETILETAL e epLOPOTNTO KO TOVO
(oxAnpitida)

211G KAMVIKEG OOKIUES, LN PEE o aHENCN TOV TEPICTATIKMY ALILOPPAYING amd HUKPE Oopopo oyyeio
0TI eEMTEPIKEG 0TOPAOES TOL 0POUALOD (arpoppayicl TOV ETIMEPLKOTA) GE OCOEVEIC LLE VYPOV TOTTOV
AMD mov Aapupavav avtimnktikd. H avénon autdv Tov TepioTtatikay fTay Tapoprote. LETaéd Tov
acBevav mov Bepamevoviay e pavipmilovpdapn Kot apAPepETTT.

H ocvotpatikny xpnon avactoréov tov VEGF, ovoidv mopdpoimv pe ekeiveg Tov mepiéyoviol 6To
Afglir, Suvntikd oyetiletan pe tov kivovvo dnuovpyiog BpouPeV aipaTog ToV PPAGGOVY TA ULLOPOPA
ayyeia (aptnploxdv OpouPoeuPoiikdv enelcodiny) Tov propel vo 001 yNoovy o€ Kapdlakn TpocBoin
N eYKeQOAKO ene1c0610. Ymhpyetl Ocmpntikdg Kivouvog tétolmv enelcodiov petd v éveon tov Afglir
péca otov opHaAud.
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Onog kot pe 0Aeg TIc OepamenTikég TPMTEIVEG, LTAPYEL TOAVOTNTO OVOGOAOYIKNG OVTIOPAOTG
(oymuatiopog avitowudtov) pe to Afglir.

Ava@opd avemOvunTOV EVEPYELOV

Edv mapoatnprioete kamoto avemBOUNTN EVEPYELN, EVILEPDOGTE TOV Y1UTPO GaG. AvTO 1GYVEL KO Y10,
KéOe TOavN avemBOUNTN EVEPYELD TOV JEV AVAPEPETAL GTO POV EVALO 0dN YDV Ypons. Mropeite
emiong va avoeépete avemBounteg evépyeieg amevbeiog, LEG® TOV E6VIKOD GUGTNUATOG OVOPOPAS TOV
avaypdaeetor oto Hopdptnua V. Méocw g avagopdg avemBOuntmv evepyeldv pumopeite va
Bonbnoete 611 GLALOYN TEPIGCOTEPWOV TANPOPOPLDV CYETIKE LLE TNV AGPAAELD TOL TAPOVTOC
QOPUAKOL.

5. Iag va pvrdceste 10 Afglir

. To papuako ovtd TPETEL Vo PLAACGETOL GE UEPT) TOV OgV TO PAETOVV Kol OeV TO POAVOLY Tl
ToudLd.
. Na pn gpnolponoteite ovtd T0 PAPUOKO LETE TNV NUEpOUNVia ANENG TOV AVOPEPETL GTO KOVTL

Kot oty emonuavon petd tnv évosién AHEH / EXP. H nuepounvia Anéng ivor 1 teAevtaio
NUEPA TOV UNVO, TTOV OVOPEPETOL EKEL.

. dvidooete og yoyeio (2 °C éwg 8 °C). Mnv KatayvyeTe.

. To pun avotypévo @raridio propel va puiaydel ektdc yuyelov og Beppokpacio pikpoTepT
tv 30 °C yia £o¢ kot 14 nuépec.

o DuAdoceTe GTOV OPYLKO TEPIEKTY Y10 VO TPOGTATEVETOAL OO TO PG,

. Mnv metdite @APULAKO GTO VEPD TNG OMOYETELGNG 1] GTA OKLOK(A amoppinpote. Potmote tov

(QOPUOKOTTOLO GOG Y10, TO TAG VO TETAEETE TO, PAPUAKE, TTOV OEV YPTCIULOTOIELTE T, AVTd TOL
pétpa Bo fonbncovv 6TV TpocTacio Tov TEPPAAAOVTOG.

6. Iepreydpeva TN 6VOKELUGLOG KOl LOUTEG TANPOPOPIES

T epiéyer to Afglir

- H dpaoctikn ovoia givat: apiPepcéntn. Kabe eroridto nepiéyet 9,6 mg apiepoénng oe
dtéAvpa, 0,240 ml. Avtd mopéyet ®PEAUN TOGOTNTA Y1 TN YOopNynon piog udévo déong 0,05 ml
oV TEPLEYOLVY 2 MY apAPepoEmTNC.

- Ta dAle ovotatikd sivar: TolveopPikd 20 (E 432), iotdivn, L-1ot1divn, povobidpikn
HOVOLOpoYAmPIKY], S1EVLOPT TPEAAOLN, VOPOEEISIO TOV vaTpiov (Yo phOuen Tov pH),
VOPOYA®PIKS 0&D (Yo pOBon Tov pH), KéWP Yo evéaa.

BA\éne ‘“To Afglir mepiéyel’ onv mapdypa@o 2 yio TEPIGGOTEPES TATPOPOPIES.

Epgavien tov Afglir kan agpreyopeva g 6vokevOGiog

To Afglir eivar éva gvéotpo dtdAvpa (evéoipo) og éva elaiidwo (yvari tomov I) mov dtabétel Tdpol
(ehooTopepéc KaovTtoovk) kal feAova dndnong 18 G. To didivpa etvar dtowyEg, Aypopo £0¢ EAAPPOC
kaotavokitpvo. Méyebog suokevaciog 1 @laridio + 1 Behdva dionong.

Karoyog Adcrag Kvkiogopiog

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
Avotpia

MMopookevacTi|g
Sandoz GmbH
Biochemiestr. 10

6250 Kundl
Avotpia
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Lek Pharmaceuticals d.d.
Verovskova ulica 57
1526 Ljubljana

Y\ oBevia

[Ma omoladfmote TANPOEOPIL GYETIKA LE TO TOPOV PAPUOKEVTIKO TPOidV, TapaKaieiche va

amgvBuvbeite otov TomiKo avtimpdommo Tov Katdyov tng Adsiog Kuihopopiag:

Belgié/Belgique/Belgien
Sandoz nv/sa
Tél/Tel: +32 2 722 97 97

Bbbarapus
Canpno3 bearapus KUT
Ten.: +359 2 970 47 47

Ceska republika
Sandoz s.r.o.
Tel: +420 234 142 222

Danmark/Norge/island/Sverige
Sandoz A/S
TIf/Simi/Tel: +45 63 95 10 00

Deutschland
Hexal AG
Tel: +49 8024 908 0

Eesti
Sandoz d.d. Eesti filiaal
Tel: +372 665 2400

E\rada

SANDOZ HELLAS MONOITPOXQITH A.E.

TnA: +30 216 600 5000

Espafia
Sandoz Farmacéutica, S.A.
Tel: +34 900 456 856

France
Sandoz SAS
Teél: +33 149 64 48 00

Hrvatska
Sandoz d.o.o.
Tel: +3851 23 53 111

Ireland
Rowex Ltd.
Tel: + 353 27 50077

Italia
Sandoz S.p.A.
Tel: +39 02 81280696

Lietuva

Sandoz Pharmaceuticals d.d filialas

Tel: +370 5 2636 037

Luxembourg/Luxemburg
Sandoz nv/sa (Belgique/Belgien)
Tél/Tel.: 4322722 97 97

Magyarorszag
Sandoz Hungaria Kft.
Tel.: +36 1 430 2890

Malta
Sandoz Pharmaceuticals d.d.
Tel: +35699644126

Nederland
Sandoz B.V.
Tel: +31 36 52 41 600

Osterreich
Sandoz GmbH
Tel: +43 5338 2000

Polska
Sandoz Polska Sp. z 0.0.
Tel.: +48 22 209 70 00

Portugal
Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00

Romania
Sandoz Pharmaceuticals SRL
Tel: +40 21 407 51 60

Slovenija
Sandoz farmacevtska druzba d.d.
Tel: +386 1 580 29 02

Slovenska republika
Sandoz d.d. - organiza¢na zlozka
Tel: +421 2 48 200 600

Suomi/Finland

Sandoz A/S
Puh/Tel: +358 10 6133 400
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Kvmpog

SANDOZ HELLAS MONOITPOXQITH A.E.
(EALGS o)

TnA: +30 216 600 5000

Latvija
Sandoz d.d. Latvia filiale
Tel: +371 67 892 006
To mapov evALo 0dNYIAOV YprioNg avede®pOnke Yo TeEAeVTAIO POPA OTIG

Aemtopepeic TANPoPopieg Yo TO PAPHOKO AVTO givol SIBEGIUES GTOV SIKTLOKO TOTO Tov Evpmmaikod
Opyaviepov Ooppdxkmv: https://www.ema.europa.eu.

O Tipo@opicg Tov akorovBoOv arevOivovTal povo o erayyshpoTieg vysiog:

To @laAidio Tepiéyetl meplocdTEPT OO TNV CLVIGTMOUEVT 3OO TV 2 mg aPAPEPGERTNG (TTOV
eoduvapovv pe 0,05 ml). O emumhéov 0YKOG TPEMEL VOL ATOPPITTETOL TPV GO TIV YOPTNYNON.

0onyies yro. Ty xpron Tov Piaiidiov:

Dvraén ko emBsOpnon

dvidooete 10 Afglir o€ yoyeio otovg 2 °C — 8 °C. Mnv KoToyvyeTe.
DvAdocete TO PLOAIS0 GTO EEMTEPIKO KOLTL Y10 VO TPOGTATEVETOL
ond T0 POC.

Ipwv amd ™ ypnon, To un avorypévo elaiidlo tov Afglir uropei va
ovAayBel oe Beppokpacia pkpdtepn tov 30 °C yuo Emo¢ Kat

14 nuépeg. Metd 10 Gvorypa Tov PLoALdIoD, TPOYWPNOTE O
dtadkacio vd donmTeg GUVOIKEC.

To Afglir eivon éva dtowyég Kot dypopo £m¢ ELOPPOE KAGTAVOKITPIVO
Sdvpa.

To Afglir Bo mpémer va eléyyeton omtikd yio. toydv Eéva copatiow,
BolepoTNTa /KO ATOYPOUOTIGUO 1 OTOLOONTOTE UETAPBOAN OTN

(PLOIKT ELPAVIOT) TPV ATO TN YOPNYNOT]. € TEPIMTOGCT] TOL
@ mapatnpndei kamolo and o 6o, amoppiyte to Afglir.

Mnv 10 %pMCILOTOLELTE EGV 1) CLOKEVAGIN, TO PLOAISIO /KO GANEC
TOPEYOUEVES LUTPIKEG GUGKEVEG EYOVV KATASTPAQEL 1] £xouv AREeL.

IIpogTopacio kot yoprynon
Kd&Be prodidio mpénet va ypnoiponoteitar yo tn Oepaneio evog oOaAov povo.

IMa v Tpoetolpacio kot TNV EVOODOAOELSIKT] £VECT] OMALTOVVTOL Ol AKOAOLOES 1ATPIKEC GUOKEVEG
piag xprong:
o M apfreia Behdva o1 onong S um (18 G X 1% ivtoa), amocTelp®UEVT), TOV TAPEXETAL LLE TO
(PLOAd10
Muo oOpryyo 1 ml pe évdeiEn d6omg 0,05 ml, amoctelpopévn
Muo, Berova éveong 30 G X %2 tviodmv, amocTeElp@UEVT.
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XPNOHOTOOTE GONTTH TEXVIKN Y10 VO, EKTEAEGETE T 0KOAOVON PrpLaTO TPOETOIAGTNG,

Awdwkooia éveong

AQapéoTE TO TPOSTATEVTIKO TAUGTIKO MW, A0 TO PLOALOL0.

'\e‘éﬁ;g\\

KoBapiote t0o Tav® pé€POG TOL ELOASIOL [E £Vl LOVTAGKL LE
OLVOTVEL AL

Yuvdéote ) Perova dmbnong 18 G x 1% wiomv, 5 micron o€
o amootelpmpuévn ocvptyya pe Luer-lock.

ITiéote ) Perdva dtBNoNG 6TO KEVIPO TOV TAOUNTOS TOV
Qloldiov péypt va sloayel TAnpmg 1 Peddva 6To PlaAidlo
KoL TO GKPO VoL ayyiEEL TO KATM 1) TO KAT® GKPO TOL
@loAdiov.

XPpNOOTOIDVTOG (AOTTTT TEYVIKT 0voppoPi|oTe OAO TO
meplEXOUEVO Tov proAdiov Afglir pésa otn cvpryyo,
datnpdvTog To Plaiidio o 0pbia BEom, EAAPPDG KEKMUEVY
Y0 VO OLEVKOADVEL TNV TA PN avappéonen. o va
UTOTPEYETE TNV EIGAYOYN 0€pa, PeParmbeite 6TL TO
Ao&otunpévo akpo tng Perovag dnmbnong eivar fubicpévo
GTO VYPO. ZVVEYIoTE VAL YEPVETE TO PLAAIOI0 KT TNV
avappoeNom, dSaTnpdVTag To AoEOTUNUEVO GKPO TNG fEAOVIG
dmBnong Pubiouévo oo vYPo.

6 Beoawmbeite 611 10 EpPoro TpafiéTon ETapPKOS TPOG TO TIGM
otov 0deldleTe TO PLOAISLO Y10 VO 0OELACETE EVIEAMG TN
Belova S nonc.

7 Apaipéote T Perdva donong and T cHpryya Kot
omoppiyte KotdAAnAa T PeAdva dtibnong.

Inpeioon: H Belova dmbnong dev tpénel va
YPNOUOTOEITOL Y10 EVOODAAOEIDIKN EVEDT).
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IIpocappodote ™ Perova éveong 30 G X ¥4 ivioag ot
ovpryya otpifovrog otabepd T PeAdva Eveonc 6To AKPO TNG
ovptyyog Luer-lock.

Apapéote TPOoEKTIKA TO KAAvuUa TNg fEAOVag TpapavTag
t0 gvbeia.

Kpatdvtag tn ovpryya pe ) Beldva va Kottalel Tpog ta
Thvo, eAéyEte T oOpLyya Yo puoaAideg. Edv vrapyovv
QOLGOMOEG, KTUTNOTE OMAAL T cVPLYYA LE TO OAYTLAD GOG
UEYPL OAEC O1 PLCOAIDEG VA 0VEBOVYV GTO TAV® UEPOG,.

10

T'a va eEahetyete OAeg o1 QuoaAidec kol vo amoPAndel
TEPICOELN TOV PAPUAKOL, TIECTE APy TO EPPOLO £TG1 DGTE TO
aKpo Tov gUPOrloL va guBVLYPOUUOTEL PE TN YPOUUN TTOV
onueidvet 0,05 ml ot ovpryyo.

Inueioon: Kdavte v éveon apéomc LETA TNV TOPACKELT

11

Kdavte éveon apyd £0¢ 6TOL T0 EAUGTIKO TAOUN PTAGEL GTO
TELOG TNG GUPLYYaS Y10, VO, YopnyNHoet Tov oyko tmv 0,05 ml.
Empepoardote T yopiynon s tApovg d6ong eLEyyovTog
OTL TO EAUCTIKO TOUA EYEL PTACEL GTO TEAOG TOL KVAIVOPOL
g ovpryyag.

12

To @uaiidio Tpoopiletar yio pia povo ypnon. H e&aywyn
TOALATADY dOCEWMV ATd Eva LLOVO PLoAidlo pmopel va avénoet
TOV Kivouvo emporvveng kot enakodAovdng Aoipwéng.

Ka0e ayxpnoipomointo Qaprakevtikd Tpoidv 1| VITOAELLL
TPEMEL VAL ATOPPINTETOL COLPOVA LE TIC KOTA TOTOVE
LOYVOVGEC GYETIKES OLOTAEELG.
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