ITAPAPTHMA I

MEPIAHYH TON XAPAKTHPIZTIKQN TOY ITPOIONTOX



vTo PAapUOKO 0VTO TEAEL LITO GLUTANPOUATIKT TOPAKOAOVONGT. AvTd B0 emTpéYel TO Yp1yopO
TPOGIIOPIoUO VEDV TANPOPOPLOV OCOAAELNG. ZNTEITAL OO TOLG EMAYYEALATIEG VYELNG VO AVOPEPOVY
OTOECONTOTE TOUVOLOYOVUEVES avemBOUNTES evEPYeEle. BA. mapdypapo 4.8 yia tov Tpdmo avapopdg
OVETIOOUNTWV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ahzantive 40 mg/ml evéoyo dtddvpa o€ Tpoyspiopévn chpryya

2. HOIOTIKH KAI MOXOTIKH XYNGEXH
1 ml evéoov dadvpartog mepiéyet 40 mg apPepoéntnc™.

Mo Tpoyetuopévn oupryya mepiéyet e&aydyipo 0yko tovidyiotov 0,09 ml, mov 1oodvvapel pe
TovAQyloToV 3,6 Mg aAPEPGENTNC. AVTO TOPEXEL OPEALUT TOGOTNTA Y10 TN YOPNYNon Midg Hovo
d6om¢ tv 0,05 ml Tov Tepiéyovv 2 mg aeAPepoéntnc.

*TIpwteivn oOVINENG MOV OTOTEAEITOL OO TUNHOTA TOV EEMKVTTAPIKOV TEPLOYDOV TV VILOdOYEWV 1
kot 2 Tov avOpdmvov VEGF (vascular endothelial growth factor - ayyeiakdg evéodniiaxde avéntikog
Tapdyovtag) cuvtetnypéva oto Tupe Fe tov avBpanivov IgG1 kot topackevdlerol oe K1 kdtrapa
wonkav kvéQikov kpikntav (CHO) pe v texvoroyia avacuvivacpévov DNA.

"Exdo0y0 ue yvaootn dpaon

Kdabe ml evéospov doddpatog mepiéyet 0,3 mg modvcsopPikod 20 (E 432).

IMa tov TAnpn kaTdloyo TV ekddywv, PA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H
Evéoo didhvpa (svésiuo)

Awwyég, aypopo £0G VTOKITPIVO, 160-OOUMTIKO S1GAVLLA.

4, KAINIKEYX IAHPO®OPIEX
4.1 OgpomevTikég evositelg

To Ahzantive gvdeikvutat yio evinAikovg, yio T Oepaneio

. NG VEOUYYEWKNG (VYPOV TOTOV) NAMKIIKNG EKQUAIONG TS ®YPAS kNAidag (AMD) (PA.
napbypagpo 5.1),

. ™G datapoyng g Opacns Adym deuTepomafois OONLATOG TN MYPAS KNASAG amd amdepain
QAEPac Tov apePAnotpoetdoic (kKhadikng RVO 1 kevipikng RVO) (BA. mopdypago 5.1).

o g dlatapoyng TG 6pacng Ady® dtafntikod odnpHetog e oypds kniidag (DME) (BA.
napdypago 5.1),

o g SraTapoyng TG OPACTS AOY® HVMTIKNG XOPLOEWKNG veoayyeimons (pvomk CNV) (BA.
napbypagpo 5.1).

4.2 Aocoloyio kol TPOTOG YOPNYNONS

To Ahzantive Tpoopiletal yio evo0DaA0EWDIKN £veaT LOVO.



To Ahzantive Tpémel va yopnysitatr poévo amd £e1dkevLUévo 10Tpd pe epmelpia otn de&aywyn
£VOOLUAOEIDIKDV EVEGEMV.

Aocoloyia

Yypod tomov AMD
H cuvictdpevn 660 yia 1o Ahzantive givar 2 mg apAPepoéntng, mov todvvapel pe 0,05 ml.

H Oepomeio pe 1o Ahzantive Eekiva pe pio £veon ava PV Yio TPELG S1d0yIKEG OOGELS. TN CLVEXELD
T0 pecodidotnpa tng Oepamneiog enekteivetal o€ dVO PUNVEG.

Me Baon v kpion tov Bepdmovta 1Tpod Yo TNV otk 0EHTNTO KON T OVOTOMKG ATOTEAEGLOTAL,
TO peGOdAoTNUA HETOED TV Oepameidv pmopel va dtatnpnbei otovg dvo unveg N va enektodel
TEPLOCOTEPO, (PN OLUOTOLOVTOG VA SOGOAOYIKO oynpe Bepameing Kot ETEKTAONG KATE TO 0moio T
LECOOLOGTAUATO TOV EVEGE®V OEAVovVTaL og 2- 1] 4- efdopadiaieg mpocavénoelg dote va dtotnpnoet
otabepn N onTikn 0EVTNTU KAUT TO AVOTOUIKG OTOTELEGLLOLTAL.

Edv n ontikn o&O T ko To avatopukd omote héspato exdevoboly, to pecodlactiota Oeponeiog
Oa pémel va PeEIwbovV avTIoTOLYMG.

Agv vtapyel Kamolo, amaitnon yio TopakoAovdnon avapecso otic evéselg. Me Bdaon v kpion Tov
Bepdmovta 1TPov TO TPOYPALLN EMCKEWYEWDY TOPAKOAOVONONG Umopel va gival o Guyvo amo Tig
EMOKEYELG TOV EVEGEDV.

Aev €xer peketnBel pecodidotnpa Bepameiog peyolvtepo amd 4 piveg 1 Lkpotepo and 4 gfdopddes
avaueoo otig evéoelg (BA. mapdypapo 5.1).

Agvtepomobes oidnua ¢ wypas knlidos omo RVO (khaduen RVO 7 kevipixn RVO)

H cuvictduevn 66on yia 1o Ahzantive givar 2 mg apAPepoéntng, mov wodvvapei pe 0,05 ml.
Metd v apyikn éveon, M Oepameia divetar avd pnva. To diotuo avaueca cg Svo 60celg og Ba
TPEMEL va. givort LIKpOTEPO amd Eva unva.

Edv n otk o&dtnra Kot To ovaTopkd amotelécpata deiyvouv 0Tt 0 acBevig dev emmeeleitan omd
1 Bepaneia, To Ahzantive Oa npénel va dokonTETAL.

H pnvwia Bepaneia cuveyilet péypt va emttevydei n péylotn ontiky o&dtnra Kovn vo, Uy vadpyouvv
onueio evepyod dpacTnpOTNTOS TNG VOoOoL. MTopel va ypelactobv Tpeig 1 TEPIGGOTEPO SLUSOYIKEG
unviaieg eveEcelc.

H Oeponeio umopei akorovbwg va cuveyiletal pe éva d0GoA0YIKO oynua «Ogpomeiog Kot ETEKTACN Y
pe Babaio avénon tov daotnudtov Oepaneiog dote va dtotnpnovv otabepég ot OTTIKEG KOV o1
OVOTOMIKES TTOPALETPOL, MCTOGO JEV VILAPYOLV ENOPKN GToLYEld TOL Vo Guvoyilovv T dtdpkela
OVTOV TOV SGTNUAT®V. AV 01 OTTIKEG KO/ OVOTOMKEG TAPAUETPOL EXOEVOOOVV, TO LEGOIIUCTILLN
g Oepamneiog Oa Tpénel va pelwbei avordymc.

H napakorohbnon kat to mpdypappa Oeponeiog Oa tpémnel va kabopiletar and to Bepdmovta wtpd
BAceL TNG ATOUIKNG aVTATOKPIONG TOV 0ieBgvonc.

H mapaxorovBnon tng mopeiag g vocov propei va mepthopfavel KAvikn e£ETa0T, KAVIKO
EPYUOTNPLOKO N ATEIKOVIGTIKO EAEYYO (T.). OTTIKY| TOLOYPOAPIO CLVOYNS T} PAOVOPOAYYELOYPAPIQL)

Aofintino oidnuo. ™S wypas knAidag

H cuvictduevn 66on yia 1o Ahzantive givat 2 mg a@APepoéntng, mov wodvvapet pe 0,05 ml.



H Oepoaneio pe 1o Ahzantive Eekiva pe pio éveon avd pvo, yio TEVTE S1d0YIKES OOGELG, KOl OTN
cuvéyela pia éveon kdbe dvo Pnveg.

Me Bdon tnv kpicTn ToL 10TPOd GYETIKA UE TNV OTTIKY 0EVTNTO KOV TO OVOTOUIKA OTOTEAEGLLOTA, TO
pecodidotnuo peta&d Tov Oepaneidv pumopel va dtatnpnbei otovg 2 punveg 1 va eotopikevdet, 6mwg
HE €vo d000A0YIKO oyfLa Bepameiog Kol ETEKTACTG KOTO TO 0010 T LECOSIAGTHLOTO TOV BEpamELdV
ouvnBwg avédvovtat pe mpocsavénon 2 efoopnadmv dote vo dtotnpndel otabepn 1 onTikn o&VTNTO
KOU/M TO OVOLTOLIKG omoTeEAEGHOTO. Y TAPYOVV TEPLOPIGUEVE dedoEV Yo SlouoTiaTo Oepomeiog
peyaAvtepa Tov 4 unvov. Edv n ontikn) o&dmnta kov To avaToUKE omoteAEoUATo ETOEVOOOLV, Ta
uecodactiuarta Oepaneiog Oa mpémel va peiwbodv avriotoiymd.

Agv &povv peketnbei dStootnuata Oepaneiog pikpotepa TV 4 gfdopadmv HeTobd TV evécemv (PA.
mapypago 5.1).

To mpoypappa Tapakorovdnong Oa mpénet va kabopiletar amd Tov Oepdmovta 1Tpod.

Edv ta ontikd ko avatopikd amoteAéopata delyvouy 6Tt o acbevig dev mpeleitat omd
ocvveylopevn Bepoameia, To Ahzantive 0o Tpémel va dStakomel.

Mowrikn yoprogidixn veooyyeiwon

H ocvvietdpevn d6on yia to Ahzantive eivon pia epdanal evoovarogdikn Eveon 2 mg apAPepcéntng,
nov avtiotoyei pe 0,05 ml.

[Ipdobetec d0oeLg pmopovv va yopnynbovv edv 1 otk 0£HTNTA KAV TO OVATOIKE OTOTEAEGUOTO
VTOSEIKVOOLV OTL 1] VOoOG empével. Ot vtotponég Oa mpémet va avTipetonilovot g vEeg EKONAMGELS
™G vOGOoU.

To mpoypappa Tapakorovdnong Oa mpénet va kabopiletar amd Tov Bepdmovta 10Tpo.

To dibotnua avdpeso og dvo dOceLg O€ Ba Tpémel va eival PkpoOTepPo omd £va pvaL.

E1dikoi tinfucuoi

Hratikn i/kor veppixn dvaleitovpyia
Agv &govv Tpaypotomon el e101kEC PeEAETEG 0 AoOEVEIS [LE NITATIK 1)/KOoL VEPPIKT SLUGAEITOVPYIN UE
™mv apMPepcéntn.

Ta S0bécipa dedopéva dEV DTOJEIKVIOVY OVAYKT Y10 TPOGAPIOYH TNG d60MG e To Ahzantive o€
avtove ToVG acbeveig (PA. Tapdypogo 5.2).

Himawuévos tinboouog
Agv amartovvton 10ég pubpioeis. Yndpyetl meplopiopévn eunepia og acbeveic nlikiog Gvo tov
75 etwv pe DME.

Toudarpiog ninBvouog

H acpddelo kon ) amotelecpotikotnto Tov Ahzantive og Toudid Ko €pnovg nAikicg KATm TV
18 etV dgv &xovv ek PLbeil. Agv VIAPYEL OYETIKN YPNOM TG APAMPEPCETTNG GTOV TAUSLUTPLIKO
TnBuopod v T1g evdeitelg vypod Tomov AMD, CRVO, BRVO, DME kot poomiky CNV.

Tpomog yoprynong

O1 £v30DOAOEIOIKES EVEGELS TPETEL VO TPAY LLOUTOTOLOVVTOL COLQMVA. LLE TNV KAOIEPOULEVT 10TPIKN
TPOKTIKN KO TIG IGYVOVOEG KATELOLVTPLEC 00N YiES, amd eEedKeELEVO 10TPO LE eUmElpio o
dte&aywyn evoobohoedikdv evécemv. I'evikd, Tpénet va dtaceariletor n emapkng avorcOnocio Kot
aonyio, CUUTEPIAAUPAVOUEVTG TNG (PTG TOTIKOD LKPOPLOKTOVOL EVPEDG PACUATOG (T.Y. 10d100Y(0G
oP1d6vn epappolopevn oto meploPBUAIKO dEpLa, TO PAEPAPO Kot TV OPOUALIKY ETPAVELR).



ZUVIGTOVTOL OTOADUOVOT] TOV XEPLOV, LE TN O1001KACT0 TPOETOYAGING XEPOVPYEIOV, ATOCTEPMUEVA
YAVTLO, TOCTEPOUEVO TTESTIO KOl ATOGTEPOUEVOS PAEPAPOIIAGTOAENS (1] LIGOSVVALLO).

Apéomg petd tnv evdooboloeldikn Evean, ot acbeveic mpémel va mapakolovBovvtat yio avénon e
evoopBdiag mieong. H katdAinin tapakoiovdnon pnopet va mepthappavel Eeyyo tng apdTmong
NG KEPAANC TOV OTTIKOV VELPOL 1) TovopéTpnon. Edv armatteitar, Oa mwpémel va vapyet dabéoipog
OTOGTELP®UEVOC EEOTAIGUOG Y10 TAPAKEVTINON.

Metd v eviobaroeldikn £veor), 6Tovg aobeveic mpémel va S00ovv 0dnyiec Yo TNV avapopd Tuyov
CUUTTOUATOV TOV PUTopel Vo vrodnAmvouy evooBaipitida (1.y. dAyog Tov opBaipov, epubpodTnTa
oV 0@OaApOV, PoToPofia, BoAN dpacn) ywpic kabvotépnon.

Ka0e mpoyepiopévn odpryya mpénet va ypnoponoteital yio ) Oepomeio evog opBoaipov povo. H
eEaymyn ToAamAdV d0GEMV OO 10 TPOYEUGUEVT GVPLYY UTTOPEl Vo avENGEL TOV Kivouvo
EMPUOAVLVONG | EMAKOALOVONG PAEYHOVNIG.

H npoyepiopévn oOptyya mepi€yel mepiocdTEPO Omd T GLVIGTOUEVT 00T TV 2 mg APAMPEPGETTNG
(mov 1oodvvapei pe 0,05 ml evéoipo dtdlopa). O eEaymyyog 6ykog omd T chplyya €ival 1 ToGOTNTA
oL umopet va e€ayBel amd T cvpLyya Kot dgV Eivar 0VTOC TOV TPETEL VO, PN CILOTOOEl 6TO0 GUVOAD
tov. T v mpoyepiopévn ovptyyo Ahzantive, o e&aydypog 6ykog eivatl tovAdyiotov 0,09 ml. O
EMALEOV OYKOG TPETEL VA ATOPPIATETUL TTPLY TNV EVEGT] TN GLVIGTOUENS d6onG (BA.

napypao 6.6).

H £éveon 6Lhov tov 6yKov amd v mpoyeUitopévn cOptyya Ba pwopovoe vo 00N yGeL 6€ LITEPSOCOAOYIML.
IMo va amopakpuvBov ot pucarideg aépa pali pe TNV TEPIGGELN TOV PAPUAKEVLTIKOD TPOIOVTOC,
mESTE 0pyd TO EUPOAO £TCL MOTE 1] AKPN TOV B0A®TOV GKpPov TOV guPdiov (0L 1| KOPVPY] TOV
0610v) va gvBvypapmoTel pe ™ Ypoppl docoroyiag otn cvpryya (1oodvvaypet pe 0,05 ml, onA.

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

H Belova g éveong mpémetl va, eicdyeton 3,5 — 4 mm wicw omd T0 GKANPOKEPOUTOEDEG OPLO LEGO BTNV
DOA0EdIKT KOIAOTNTA, ATOPEHYOVTAG TOV 0PLLOVTIO LECUPPIVO KOl GTOYEVOVTOG TPOG TO KEVTPO TOV
BoAPov. X cvvéyeta yopnyeitat o evéoipog 6ykog Tv 0,05 ml. Atopopetikd onpeio Tov okAnpov Oa
TPEMEL VAL YpNOILOTOLEITOL OTIG EMaKOAOVOES EVETELS.

Metd v éveon, Kabe aypnoionoinTo Tpoidv TPEMEL VO UTOPPITTETAL.
I 10 XEPIGIO TOL POPUOKEVTIKOD TPOTOVTOG TPV o T Xopnynon, PA. mapdypopo 6.6.
4.3  Avrevositeag

. YrepevaicOnoio 6tn dpactikn ovcia 1] 6€ KATOowo and Ta £K60Y TOV aVIPEPOVTUL TNV
mapdypogo 6.1.

o Evepyn 1 evdeyouevn oeOaipixn 1 teplo@Boipikn Aoinwén.

o Evepyn coPopn evoopBdiuia eieypovn.



4.4  E01Kég TPOELOOTOMGELS KU TPOPVAAEES KATA TN (p1joT

IyynAaoyotto
[pokeévov va Pertiwbei n yvnrlooudtnta TV PLOAOYIKGOV QOPUUKEVTIKOV TPOIOVIMV, TO OVOLLN
Kot 0 aplOpog TPTIONG TOL YOPTYOVLEVOD PAPUAKOVL TPETEL VO KATAYPAPETOL LLE CAPTVELQ.

Evdobaroedikéc evéoelc — oyeTICOUEVES OVTIOPACELS

O1 evOODOAOEIDIKEG EVEGELG, CUUTEPIAAUPAVOUEVOV EKEIVOV E APAPEPGETTY, £XOVV GLUGYETIOTEL LU
€vO0QOaAUITION, EVOOQOGALLO PAEYLLOVT], PNYHOTOYEVT QTOKOAANOT TOL AUPIPANGTPOEDOVS, PEN
TOL AUPPANGTPOEIB0VE KOl LTPOYEVH TPAVLATIKO Katappdktn (BA. mapdypago 4.8). Kotd
YOPNYNON TNG OQAPEPGENTNG, TPEMEL VAL YPTCLOTOLOVVTOL TAVTO KATAAANAEG AONTTEG TEYVIKEG
éveonc. EmmpocOétwc, o1 acBeveic Oa mpémel va maparxorlovbodvtar katd tn Sidprela tng fOoUAdaS
LETA TNV £VECT TPOKELEVOL Vo glvatl duvatn 1 £yKaipn Bepaneia oe TepinTmon epeaviong Aoiuwénc.
Ytoug aoBeveig Oa mpémel va 50000V 0dnyieg yio TV avapopd ympic kabvotépnon, TuyovV
CUUTTOUATOV TOV UTOPEL VO VITOONADVOLY EVOOEOaANITION KoL 0VTA Bol TPETEL VO, AVTILETOTIGTOVV
KOTAAAN QL

H mpoyepiopévn chpiryyo mepiéyel TepiocOTEPO OO TNV GUVICTMOUEVT 600T TOV 2 Mg APAMPEPCETTNG
(mov wodvvapel pe 0,05 ml). O emmAéov 6yKog Ba mpémel va amoppipOet mpv amd ™ yopnynon (PA.
mapaypdeovg 4.2 kot 6.6).

Avénoeig oy evéoeBdApia tieon éxovv Tapatnpndel evidg 60 Aentdv amd TV vOoHOAOEIKT
£veaT], CLUTEPIAOUPAVOLEV®V KoL TV EVEGEDV LE TNV apALBepoéntn (BA. Tapdypago 4.8). Aratteital
€101KT TPOPOANEY 6€ aoOeVEIG e YAADK®ULO TTOV deV EAEYYOVTAL EMAPKOS (UNV evécete To Ahzantive
eva M evoopBdApa mieon efvon > 30 mmHg). Xe Ohec TIC TEPMTMOGELS, KOt 1 evOOQOIA LI TTieoT) Kot 1)
OLUATMOT) TG KEPAANG TOV OTTIKOD VEVPOL TPEMEL EMOUEVMG VO, TOPAKOAOVOOHVTAL KoL V. EAEYYOVTOL
KOTAAAN QL.

Avocoyovikdtnta

Kabmg givar pa Ogpoanentikh Tpmteivn, vadpyel 1 mlavotnta avocoyovikottog e to Ahzantive
(BA. mapdypago 4.8). @a Tpémel vo divovtal 0dnyieg 6tovg acheveic va avapépovv Tuoxdv onueio 1
CUUTTOUOTO EVOOPOAALIOG PAEYUOVIG, T.Y. AAYOC, pmToPofia, 1| epLBpOTNTA, TO OOl UTOPEL VoL
omoTEAOVV KAVIKE onpeio Tov amodidovial o€ vepgvaicinaia.

2UOTNUOTIKES EMOPAGELS

Metd and gvdodarocdikn éveon pe avaotoreic VEGF, éxovv avapepbel cuotnuoticéc avembounteg
gvépyeleg oL TePAaUPavouy un opOodkég apoppayieg Kot aptnplakd Opoufoepupoiikd coppdavra
KoL VTAPYEL EvOg BempnTIKOC KIVOUVOG ALTESG 01 EVEPYELES VO GLVOEOVTAL [E TNV avaoToAn Tov VEGEF.
Yrdpyovv mepropiopéva dedopéva yio v acpdrela ot Bepancio acfevov pe CRVO, BRVO, DME
N pomikn CNV e 16Toptkd ayyelokol EYKEPAAIKOV ETEIGOOI0V 1 TAPOSIKMV IOYOUK®DY ETELGOdIMV
N ELEPAYUATOG TOV HVOKAPSIOV EVTOG TV TPONYOOUEVAOV 6 UNVAOV. ATOLTEITOL TPOCOYN KOTA TN
Oepaneio aVTOV TOV 0cOEVDV.

Alha

Onwg kot pe dAdeg evoovarocdikég avil-VEGF Oepaneieg yio AMD, CRVO, BRVO, DME kot

pomkr CNV, woybovv eniong ta akdrovba:

. H aocdieia kot oamoteleopatikotnTa TG Bepanciag pe tnv apAPBepséntn Kot 6tovg 600
0pOoApobe Tantoypova dev Exovv peretn0el cuatnuatikd (BA. Tapdypago 5.1). Edv die&dyetan
appotepodmAevpT Bepameio v ida ypovikn wepiodo avtd umopel va 001 yNGEL 6€ avénon g
GLOTNPATIKNG €kBeoG, TOL TBAVMOG Vo CVENGEL TOV KIVOUVO Y10 GUGTNHOTIKEG OVETIOOUNTEG

EVEPYELEC.

. H tavtdypovn yprion dAiov-wv avit — VEGF mapaydéviov (ayyelokodg evoodniakog avénTtikog
TaPAyovTag).

. Agv vapyovv dlabéciua SedoUEVE Y10 TV TAVTOXPOVN YPNON APAPBEPGENTNG UE AAAD OVTL —
VEGF oxevdopota (cuotpatikd 1 opBaipukd).

. O mapdryovteg kivdhvov mov oyetifovron Le TNV avamTuén pOYUNG TOV LEAAYYPOCTIKOD

emOnAiov tov apeEPAnctpoeldovs petd and avti-VEGF Bgpaneia yio vypod thmov AMD,
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SLUUTEPTAOUPAVOLY PEYAAN /KO VYNAT ITOKOAANGT) TOV HEANYYPMOTIKOD EMONAIOL TOV
apeipAnctpoedovg. Katd v évapén tng Oepaneiog pe v apAPepoéntn, anaiteitor Tpocoyn
o€ aoBevelg e aVTOVG TOVG TOPEYOVTEG KIVOUVOL Y10 POYUEG TOV LEAAYYPOGTIKOD emONAion

TOV QUEIPANGTPOEIBOVG,.

o H Bepomeio mpémet va d1akOTTETOL GE AGOEVELG [le PNYUATOYEVT] OTOKOAAOT) TOV
AUPIPANGTPOEBOVG 1] OTEG TNG WYPAG KNAIdag otadiov 3 1 4.

o 2TV mEPInTOON pOYUNG TOL OUEPANOTPOEISOVG, 1) 600T Ba TPEMEL va. ovaIGTOAEL KoL M
Oepamneia 0 Oa TPEMEL va apyicEL K VEOL TPV M POYUT ATOKATUCTOOEL EXAPKAOC.

. H 860m Ba mpénel va avactoiel kKot 1 Oepaneia o Oa mpémetl va apyicel vopitepa amd v

EMOUEVT TTPOYPOUUATIGUEVT Bepameia 6g KATAGTAGELS OTWG;:

- peimon g kaAvtepa dopbwpévng ontikng o&vtnrag (BVCA) katd > 30 ypaupoto og
oVyKplon pe TV televtaio aglohdynon g onTikng o&HTNTOC.

- VROUPPANGTPOEIIKT Opoppayic oV EUTAEKEL TO KeVTPkO Pobpio, 1 edv to péyebog g
apoppayiog givar > 50% tng cuvoAlkng Teployng e PAAPNG.

o N d60n Oo Tpémel vo avacsTaAel Yo pio TEPI0d0 28 NUEPOV TPV N LETE OO TPOYPAUUOTIGUEVT
N devepynOeica evoopOaAa yEpOoVPYIKY ETEUPOOT).

o H apAPepoéntn dev mpénet va xpnoiponoleital katd T SidpKelo TG KONOTG EKTOG AV TO
£voeOLEVO OQENOG VTIEPTEPEL TOV EVOEXOUEVOL KIvoDVOUL Yia TO Eufpvo (BA. Tapdypago 4.6).

. Ot yuvaikec 6€ avamopay@yiky NAKio TPETEL VO ¥PNGLLOTOIOVY OTOTEAEGHOTIKT OVTIGOAANYN

Katd Tn S1dpkela tng Oepameing Kot £0G TOLAAYIGTOV 3 UVES LETA TNV TEAELTALN
gvdoboroedikn éveon apPepoénng (BA. Tapdypago 4.6).

. Ynapyel nepropiopévn eumeipia ot Oepaneio tov acbevav pe woyorptkod Tomov CVRO kot
BRVO. H Bgpancia o cuviotdrol og acbeveic mov mapovstalovv kKAvikd onueio un
OVACTPEYIUNG ATMAELNG TNG OTMTIKNG AELTOVPYIOG Ao 1oy

I[IAnBvopoi pe mepropiopéva dedopéva

Yrdpyel povo meplopiopévn eumetpio ot Oepaneio atépov ue DME Adym dwopritn tomov [ 1 og
dwafnriote acbeveig pe HbAlc davo tov 12% 7 pe mopaymyikn dwafntikny apueipAnctpogidonddeia.
H aplPepoéntn dev £xel ueketnbei oe acbeveic pe evepyég cuoTnuaTIKEG AOMEELS 1) o8 acBeveis pe
TOVTOYPOVEG TAONGELS TV OQOAAL®Y OTTMOC OTOKOAANGT TOV AUPIPANGTPOELD0VE 1] 0T TNG WYPAS
KnAidag. Aev vmapyel emiong eumepio ot Oepancio pe apliPepcéntn o dafnTikovg acbeveig e pn
gleyyopevn veéptact. Avti 1 EAhenyn dedopévev Tpénet va AaUPAvETaL VTOYT] 0o TOV WTPO KATA
) Bepomeia TV AcHEVOV VTOV.

2m pooriky CNV dev vrapyet epnepia pe v apiPepoéntn ot Oepaneio pun Acioutdv acbevov,
acBevmv ot omoiot £xovv Tponyovuéveoc vroPAndet o Bepaneia yio poomikny CNV, kat aclevav pe
eEwPobpucéc PAGPe.

ITAnpooopisc yio ta §kdoya

Av16 10 Qapuaxo meptéyet 0,015 mg moAvcopPucod 20 o Kabe yopnyoduevn doomn twv 0,05 ml, Tov
toodvvapet pe 0,3 mg/ml. Ta moAvcopPucd pmopel vo TPoKaAEGOVY OAAEPYIKEG AVTIOPAGELC.

AvT0 TO PAppaKo TTEPLEYEL AydTEPO a6 1 mmol vatpiov (23 mg) avd povada docoloyiog, dSniadn
OVLGLOOTIKA Elval «EAeVBEPO VaTpiovy.

45  Alniemopaocsig pe AL QUPUOKEVTIKA TPOIOVTA Kol Grheg popeés aiiniemiopacng
Agv &yovv mpaypoatoromBel peAétec OAANAETIOPAGE®Y.
H ypnon ewtoduvapkng Oepaneiog pe Beptemoppivn (PDT) copninpopaticd otn Oepaneio pe

apAPepoéntn dev €xel pedetnBel, emouévag de pmopel va tekunpLodei 1o TpoPil acdleiog g
TPOKTIKNG VTG,



46 TovipétnTa, KON KOt yorlovyia

luvaikec oe avamopaymykr nikio

IMuvaikeg o€ avamopaymyikn nAKio TPETEL VO, YPTGLLOTOIOVV OTOTEAEGLOTIKT AVTIGOAANYT KOTA TN
dupkela g Bepameiog Kot Yo TOLAGYIGTOV 3 PVEG LETA TNV TEAELTALN EVOODOAOEIDIKN Eveon
apMPepoimng (BA. Toapdypago 4.4).

Kvnon
Agv VAP0V OEOOUEVO GYETIKA LLE T YPNOT TNG UPALPBEPTENTNG GE EYKDOVG.
Mehétec oe {da kotédeiEav sufpvotolikotnta (BA. Tapdypago 5.3).

[Mop’ 6T cvotnpatiky ékBeomn PETA amd 0POUAUIKT YopTyNoN Etvat TOAD Younin, n apAPepcéntn
dev TPEMEL VOL YPNGLLOTOLEITOL KATA TN OLAPKELD TNG KVTONG EKTOG EAV TO EVOEYOLEVO OPENOG
VIEPTEPEL TOV EVOEYOEVOD KIVOVVOL Y10, TO BPEQPOC.

OnAacpodg

Bdoel mold meplopiopévey dedopévav yio, Tov avOpwmo, n apMPBepcéntn unopel va anekkpivetal 6To
avOpaTvo yala og younAd enineda. H apliPepoéntn eivar Eva peydrho TpOTEIVIKO HOPLO KoL 1|
TOGOTNTO TOV PAPLLAKOV TOV ATOPPOPATUL OTTd TO VEOYVO avapévetal va ival 1 eldytotn. Ot
EMATMOGEL TNG 0QAPEPGETTNG 6TO VEOYVO/Ppépog mov OnAdlel eivar dyvmaorteg.

2av TPOANTTIKO UETPO, 0 ONAAGHOG deV GUVIGTATOL KOTA TNV JEPKELD TNG ¥PNONG TNG UPAPEPTETTNG.

Tovipdnto
Ta anotehéopata and peréteg o {da e VYNAN cvoTnUATiKy £K0e0T KOTOJEKVDOUY OTL T

aQAPEPCENTN UITOPEL VoL EMNPEAGEL APVNTIKA TIV avOPIKT Kot yovoukeio yovipuotnta (BA.
Tapdypoo 5.3). Ot emdpdoelg avTég 0ev gival OVOUEVOUEVEG LETE 0d 0POUAUIKT YOpNYNON UE TTOAD
YOUNAR cvotnuatikn éxbeon.

4.7 Emopaceis 6Ty IKAvVOTITA 001Y1161)G KO (EIPIGHOV PN UVIILATOV

H éveon pe v aplPepoéntn £xel LiKpr| EXIOPACT GTNV KAVOTNTO 001YNONG KO XEIPIGLOV
UNYOVTULATOV AOY® TV SLUVNTIKG TPOCOPIVMV SLOTAPUY®Y TS OpaonS oL oyetilovton gite pe v
éveon N pe Vv oeBaiporoyikn eE€taon. Ot acBeveig dev mpémel va 0dnyovv 1 va xerpilovrtan
UNyovApoTe LEYPL 1) Agttovpyio TG OpAcS TOVG VA 0moKATAGTAOEL ETAPKMG.

4.8  AvemOovunteg evépyeleg

2HVOWN TOL TPOOIA ACOAAELOG

"Eva 6vvoro 3.102 acbevav amotélece Tov TAnOLoUO aopireng OTIC OKTO peAETes eaong 1.
Meta&d avtav, 2.501 acbeveic vmofinbnkav o Oepaneia pe T cvvicTdpevn 6661 TV 2 MQ.

YoBapég opBuiukéc avemBOuNTeg evépyeleg 6Tov 0PBAALO VIO peéTn oyeTILONEVES LE TN
dwdtkacio g Eveong eppavicotnioy e Ayotepeg amd 1 otig 1.900 evoodahogldicég eVEGELG e TNV
aeMPepcéntn Kot TepAapPavoy TOPA®GOT), EVO0POUAUITION, OTOKOAAN G TOL AUPPANGTPOESOVG,
TPOVUATIKO KOTOPPAKTY, KATOPPAKTY, ALLOPPAYict TOV DOAOEB0VE GOUATOS, ATOKOAANGT TOV
VOAOELBOVG COUATOG Kot avENUEVT evooeBdluia tigon (BA. Tapdypago 4.4).

O o ovyvég Tapatnpnbeiosg avemBounTeg evépyeleg (o€ TovAdyiotov 5% twv acbevmv mov
vrofANnOnkav o€ Oepancio pe v aplPepointn) oy apoppayio Tov emmepukoTo, (25%),
alpoppayio Tov apePinotpoedoig (11%), petopévn ontikn o&utnra (11%), dhyog tov
opOoipov (10%), xatappdaxtng (8%), avénuévn evéoedaia tieon (8%), amokdOAAN oM TOL
VaA0£BOVS cduaTog (7%) kot e€ldpduata Tov VOAoEWOVE copotog (7%).



ITivaxog ovemBountwy evepyEimv

Ta dedopéva ao@AAELNG TTOL TEPLYPAPOVTOL TAPUKAT® TEPIAAUPAVOULY OAES TIC OveEmIBOUNTEG
gvépyeleg amo Tig okT®d perétec eaong LI otic evoei&elg vypov tomov AMD, CRVO, BRVO, DME kot
poomik] CNV pe gddoyn mbavotnta otiddous oyxEomg He T dtadikacio TG EVEoNs 1 e TO
QOPUOKEVTIKO TPOIOV.

Ot avemBOunTEC EVépYEleg TapaTiBEVTOL VA KOTYOPio OPYOVIKOD GUOTHUATOG KOl GUYVOTITO
CUUP®VA [LE TNV 0KOAOVON cvpPBoon:

IToAd cuyvéc (= 1/10), ouyvég (> 1/100 émg < 1/10), oyt suyvég (= 1/1.000 émg < 1/100), ombvieg
(>21/10.000 £m¢ < 1/1.000), un yvootig cvyxvotntog (8ev umopodv va ektipunbovv pe Paon ta
dwBéopa dedopévar).

Ev1oc k40 Katnyopiog cuyvotnTog ELOAVIONS, Ol avemBOUNTEG EVEPYEIEG TOV POPLAKOV
nmapatifevion katd eBivovsa oelpd cofapdtnToc.

Mivakag 1: Okeg o1 avemBOunteg gvépyeieg Tov appakov arnd ) Bepaneio mov avapépdniay ce
aoBeveic otig peréteg edong I (cvykevipwtikd dedopéva towv peketdv eaong III) yua tig evoeilelg
vypov TOmov AMD, CRVO, BRVO, DME kot pooniky CNV) 1§ katd ) didpkela Topakorovdnong
UETA TNV KVKAOQOPpiaL.

Kotnyopia/ Opyaviko , . .
shompe YoyvotnTa Avem@opntn evépyero
Awtapayés Tov

UVOGOTOUTIKOV Oyt ovuyvég YrepevaicOnoio***
GUOTNNOTOS

Awtapoayés Tov 0p0aipov | ITohd cuyvég  [Mewwpévn ontikn o&vnta,

Ayoppayio Tov aUPIPANGTPOESOVG

Awoppayio Tov emimepukoto, I16voc tov opOaipon
Xoyveéc P1&n tov pedayypoov embniiov Tov
AUPPANGTPOEBOVC*, ATOKOAANGN TOL UEAUYYPOOL
emBniiov Tov apuEPANcTpogdovs, Expiuiion tov
aUEPANCTPOEDOVS, Alpoppayict TOV VOAOEIBOVE
ocopatog, Katappaktne, Katappdke proimong,
[Tupnvikog Katappdrktne, Koatappditng vwokdyiog,
Algfpwon Tov Kepatogldovg, Exdopd tov
KepaToEW0VC, AvéEnuévn evooeBdiuia ieon,
Oapmn 6pacn, E&dpapata tov varogdods
OOUATOG, ATOKOAANGT) TOV VAAOEBOVS CMUATOC,
AAyog 610 onpeio g éveong, AloOnuo EEvov
oOUATOG 6TOVE 0pOoApove, Avénuévn dakpvppola,
Oidonpa Prepdpov, Apoppayio 6To onueio g
éveong, ZTIKTN kepatiTida, YePalLio Tov
EMmeQLKOTA, Yrepoio o@OaAo

Oyt ovyvég EvdopOoipitida™**, ATokoAANGN TOL
apeipAnctpogdong, Prén apeipAnctposidong,
Ipitida, Payosditida, Ipdokvrditida, ®oiepodtnteg
eokov, EAAeiupo emnAiov tov kepotoedong,
EpeOiopog oto onpeio g éveong, Mn @uolohoyikod
aioOnua otov opBaid, Epebiopdc tov Brepdpmv,
«IPOTEIVIKY OpiyAn» TpocHiov Baidpov,

Oidnpa Tov KEPATOEBOVG

TOeAwon, Tpavuatikdg Katappaktng, Y aAitido,

Imovieg Ynonvo

Mn yvootig SrAnpiTido****
oVYVOTNTOG

* Kataotdoelg yvootég og oxetildpeves pe v vypov tomov AMD. ITapatnprfnkayv pLoévo otig HeAETEG Yo TNV
vypov Tomov AMD.



** EvdopBoipitido pe Betikn KoAMEPYELD Kot ApvnTIKN KOAMEPYELQL.

*** Avapopég vepevaictnciog copmeptiappavopévov eEoviIaTog, KVNopov, KVidmong Kot LEPOVOUEVOY
TEPIMTOCEDY GOPAPDV AVUPVAAKTIKAV / AVOPLAUKTOEWODYV OVTIOPAGEWDV.

*EEE AvaQopEG 0md TOpaKoA0VON o LETE TV KUKAOPOpPia.

LHeprypagn emideyuévaov ovemBountwy evepyeiy

e peréreg eaong I yuo v vypod TOmov AMD, vnpée po adENon TG EMMTOONG TNG ALLOPPOYig
TOV EMITEPVKOTA G€ aoBeVeig ToL AdpPavay avti-Opoufoticod tapdyovtes. Avti n ovénuévn
enintoon frav mTopopote petald Tav acbevav mov Oepamedoviay pe poviumovudumn Kot
aeMPepcéntn.

Apmprokd Opoppoeuforikd emercddia (ATES) eivar avemBounteg evépyeteg mov oyetilovtan
duvnTiKa pe T cvotnpatiky avaotoin Tov VEGE. Yzdpyet Osmpntikog kivovvog aptnplakdv
OpoppoepPorikdv enelc0dimV, CLUTEPIAAUPOVOUEVOD TOV AYYELNKOD EYKEPAAIKOD ENTEIGOO10V Kot
EUQPAYLATOG TOV LLOKOPITIOL HETA TNV VOODAAOEDIKN Yoprynon avactorléwv Tov VEGF.

e KMViKES dokes pe apiPepoéntn oe acbevelg ue AMD, DME, RVO kot poomiky CNV, €xet
mopatnpnOet po yapnAn cvyvotnta aptplakov Opopposppforikdv encicodiov. ['a ddeg Tic
evoei&elg, oev mopatnpnonke a&loonueiotn d1Popd OVAUESH GTIC OUAOEG TOV BepamedTniOy LE
aQMPBEPGETT KOl OTIG OVTIOTOLYES OULASES GUYKPLOTC.

Onoc kat pe 0deg Tig BepamevTikég TPOTEIVES, VITAPYEL TOAVOTNTO Y10, OVOGOYOVIKOTNTA LLE TO
Ahzantive.

Avaopd moavoroyoduevav avemfounTmv EVEPYEIDV

H avagopd mboavoroyobuevov avemBOunTmv evepyelmv PETH amd T YopnyNnon &delog kKukAopopiog
TOL QUPUAKEVTIKOD TPO1dVTOG elvar onpovTtikh. Emitpénet T cuveyn mapakolovdnon e oyEong
0PEALOVC-KIVOVVOV TOV QUPUUKEVTIKOD TPOIOVTOC. ZNTEITOL 0TO TOVE EMOYYEAUATIEG TOV TOUEN VYELOG
VO 0VOPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVES OVETIOVUNTEG EVEPYELEG LECH TOL EBVIKOD
GLOTNLOTOG OVOPOPEG Tov avaypdeetal oto [apdptnua V.

49 Ymnepdoooloyia

2TIG KAWVIKEG OOKIUEG, PN OILoTomOnKay d00Elg £C Kol 4 mg G€ UNvidio LECOOIUCTNLOTO KO
VI PEAV LEUOVOUEVEG TEPIMTMOGELG VITEPOOGOAOYING te 8 mg.

H vrepdocoroyia pe avEnpévo 0yKo Eveong Wopel va, avENCEL TNV EVOOPOAALLL TEST). ZVVETMDC, O
TEPIMTOOT VITEPSOGOAOYING, TPEMEL VO TapakoAovOeiTaL 1| EvE0POdA LI, Tieon Kat, €AV KpiveTal
amapaitnto oo to Bepdmovta wtpod, va Eekva emapkng Oepameia (A, Tapdypago 6.6).

5. DOAPMAKOAOTTKEX IAIOTHTEX

51 ®@oppokodovopikEs 1010TNTEG

Dapuaxobepomevtikn katnyopio: OeOoloAoyucd / avtioyyeloyeveTikol mapdyovteg
Kodwkoég ATC: SO1LAOS

H agpAPepoéntn eivar pia avacuvovacuévn TpaTeiv 6OVINENG TOL ATOTEAEITAL OO TUNUOTO TV
eEmruTTAPIK®V TEPLOY DV TV VIodoyxEwv] Kat 2 Tov avBpomvov VEGF cuvtetnyuéva oto tunpa FC

Tov avBpomivov 1gG1.

H apMPepoéntn mapackevdletar og K1 kdttapa wodnkov kivélikov kpikntaov (CHO) pe v
teyvoioyio avacuvovacuévov DNA.
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H agpABepoéntn dpa mg d10A0TOS «mapamilovnTiKocy vrodoyéag mov deopedel tov VEGF-A kot PIGF
Le VYNAGTEPT GLYYEVELD ATTO O,TL OL PVGIKOT TOVG LTOSOYELG KO UTOPEL LLE TOV TPOTO OVTO VOl
ovaoTeiAEL T GUVOEST Kot EVEPYOTOINGCT AVTAOV TV GLYYEVOV VItodoyséwv VEGF.

To Ahzantive givotl Blo-opogd€C PaPUAKEVTIKO TPOidV. AemTOpEPELG TANPOQPOPiES sival dtabEéatueg
o1ov dikTvoKko Tono Tov Evponaikod Opyaviouod @apudkov https://www.ema.europa.eu.

Mnyaviopog dpdong

O ayyelokog evdodniokog avéntikdc napdyovras-A (VEGF-A) kat 0 TAAKOUVTIOKOG avENTIKOG
napdyovtag (PIGF) etvon péln tng owoyévelng VEGF ayyeloyevetik@v mapaydvimv Tov Pmopovy va
SpovV MG 1oYLPOTL LUTOYOVOL, XNUEIOTOKTIKOL TOPAYOVTES KOL TOUPAYOVTES OYYELOKNG OLOEPATOTITOG
v o evooOniakd kottapa. O VEGF dpa pésm 000 vmodoyémv tuvpootvikig kivaonsg, VEGFR-1 kat
VEGFR-2, mov givat mapovteg oty emipdaveilo v evoodnilakdv kuttdpmv. O PIGF cvvoéetan povo
otov VEGFR-1, o omoiog givan emiong mapdv oty empdveie tov Agvkokvttdpov. H extetapévn
gvepyomoinomn avtdv TV vrodoyéwv arnd tov VEGF-A propel va £yl o¢ omotérecia maborloyikn
veoayyeimon kal vrepfoikn ayystokn dwamepatdomra. O PIGF pmopel va £xet cuvepykn dpdon pe
tov VEGF-A cg avtég T1c diepyaoieg kot givar emiong yvmotd 0TI TPOdyEL Tr AEVKOKVTTOPIKY O1fnon
TOV 1GTOV KOL TV OYYELWNKT QAEYLOVT.

Dapuokodvvaukéc emdpioElc

Yypod tomov AMD

H vypod tomov AMD yapaktnpiletor and taboloywkn yoproedikn veoayyeiwon (CNV). Awappon
aipatoc kat vypov amd v CNV pmopel va TpokaAEGEL TAYVVOT TOL AUEIPANGTPOEIBOVS 1] oldN Lo
M/Ka1 VITo-/EVE0aUPIPANGTPOEISIKT] OUOPPOYid, LE ATOTEAEGILO TV ATMAELD OTTTIKNG 0EHTNTAG.

e aobeveig mov vroPANONKay oe Bepancia pe v apMPepoéntn (pia Eveon avd pva yo

3 01080y 1K0DG UNVEG, Kal OTN GUVEXELN o éveon kdOe 2 uNVEG), 1] TAYLVGN TOL KEVTPOL TOL
apeipAnoctpogidovg [CRT] peidbnke cvvtopo petd v Evapén tng Oepaneing Kot exiong petmbnke to
péco péyebog g PAaPng CNV, anoteAéopota T omoio eival avtioToly o e EKEiva oV
mapatnpovvtal pe ) povipmioopdunn 0,5 mg unviciog.

2t perétn VIEW 1 mopatnpndnkov péoec peuwoelg oto CRT oty ontikn Topoypagpio cuvoyng
(OCT) (-130 kau -129 microns tnv eBdouddo 52 yia tnv opdda ¢ aprPepcsintng 2 mg kdbe dvo
punveg Kot v opdda g pavyulovpdunng 0,5 mg kdbe pnva, avtiotorya). Eniong, oto ypovikd
onueio tov 52 gfdopadmv, ot perétn VIEW2 mapotnpinkav péoeg peimoeig oto CRT pe Baon to
OCT (-149 ka1 -139 micron yio T1¢ opddeg peAéTng g apAPepointng 2 mg kabe 00 UAVES KoL TNG
pavipmovpaunng 0,5 mg kabe piva, avtictouya).

H peimon tov peyébovg tng CNV kot 1 peiowon tov CRT yevikd dtotnpnOniay 6to dg0tepo £10G TMV
UEAETAV.

H perétn ALTAIR 61e€nyon oe lanwveg acbeveic ywpig mponyovuevn Bepomevtikny aywyn yio, Tnv
vypovL tHmov AMD ko €d€1&e mapopola amoteréospata pe TG perétes VIEW, ypnoonowdvrog 3
apyIKEG Unviaieg evéaelg apAPepoéntng 2 Mg, akolovBoVUEVES Ao Lid EVEST] LET atd 2 PNVEG Kot
ocvveyilovtog pe éva 6ocoA0YKd oynpa Bepameiog Kot ETEKTOONG e LETOPANTE LECOOACTILOTOL
Oepomeiog (mpocapproyég ava 2 efdouddeg N 4 eBOOUAOES) HEXPL TO UEYIOTO LEGODIAGTNLO TV 16
efdopddwv chpemva pe ta Tpokabopiopuéva kprhple. Xtnv efdopdda 52, vnpEav HEGES LELDTELS
070 ayog ToV KevipikoL apuiPAnotpocidovg (CRT) pe Bdon 1o OCT oamnd -134,4 kou -126,1 microns
Yo TNV Opada TV 2 EBSOUAO®Y TPOGAUPIOYNG KOl avTioTOol O Y1 TV opdda TV 4 fdouddnv
npocapuoyne. H avoroyia tov acbevov yopig vypd pe Bdon 1o OCT v efdopdda 52 Rtav 68,3%
kot 69,1% otig opddeg 2 ko 4 efdopddwv Tpocappoyng avtiototyo. H peiwon tov CRT yevikd

St pndnke oto dVo Bepamevtikd oxéAn Katd To devTepo £10¢ TG perétng ALTAIR.

H peiétn ARIES oyedidotnke yio va S1EpEVVIGEL T UN-KOTMOTEPOTNTO TOL JOGOAOYIKOD GYNLOTOG
Oepaneiog Kol eméktaong yio TV apAiPepoéntn 2 mg, o onoio Eexivnoe apécme LETA amd TN

YopNyNon 3 apyik®dv Unviciov evEGEmV Kol P0G ETOLEVNG EVEONG LETE amd 2 UNVES, EVOVTL TOV
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d060A0YIKOV oyNuatog Bepaneiog kot eméktaong mov Eekivnoe petd and 1o TpdTo £tog Oepanciog. [a
aoBeveic mov ypeldotnray Oepaneio cuyvotepn and kdbe 8 efdopades (Q8), yio TovAdyloTOV Hio
@opd kotd TN O1dpketa g peréng, to CRT mapéueve vyniotepo, aArd n péon peiwon tov CRT and
v évapén €mg v efdopdda 104 ftav -160,4 microns, Topdpoto pe eKeivn TV aclevadv mov Erafav
Oepaneio ava 8 efoopddeg (Q8) N oe MydTEPO GLYVE SloGTHLATA.

Asvtepomobes oidnua e wypdg knlidog omé CRVO kor BRVO

2mv CRVO ka1 BRVO, napovcidletot ioyoiio Tov apeiBANcTpoetdong 1 omoio EVEPYOTOLEL TNV
anedevBépwon VEGF mov pe 1 oepd tov amootabepomnolel Tig opytég GLUVOEGELC Kol TPOAYEL TOV
TOALOTAOGLOGUO TV evoodnlak®dv kuttapov. H vrepékppacn tov VEGF oyetiletot pe t Avon tov
OLLOTOUUPIPANOTPOEIIIKOD PPAYILOD, TNV OLENUEVT ayYELOKT dlomePATHTNTA, 0101 L0l TOV
AUEIPANGTPOEIDOVS, KOl EMTAOKES GTN) VEOUYYEIWDOT).

Y& aoBeveig mov voPAndnKayv oe Bepancia e 6 cuveyOUEVEG UNViaieg evEaelg aplPepoéntng 2 mg
TOPATNPNONKE L0 GUVEYNG, YPNYOPN KOl IGYVPT| OVOTOUIKT avTtomdkpion (Ommg petpndnke and
Bertiwoelg oto péco CRT Katd v efdopada 24, n peiwon tov CRT frav ototiotikd avatepn o
avtibeon pe v opdda eléyyov kot otig Tpeig pedétec (COPERNICUS yia v CRVO: -457 vs. -145
microns; GALILEO yuo tqv CRVO: -449 vs. -169 microns; VIBRANT yiwo. tnv BRVO: -280 vs. -128
microns

Avt 1 peloon and v apykn| T oto CRT dwotnpndnke péxpt to 1éhog tng kdbe pehéng v
gBdopada 100 otnv COPERNICUS, v gBdopdada 76 otnv GALILEO kot tv gfdoudda 52 oty
VIBRANT.

Awafntiko oionua e wypag knAioag

To dwfntikd oidnua g oypds knAidag, eival erakdiovo g dapntiknig apePAnctpocidonadeiog
Kot yopoaktnpiletal and avénpévn ayysiodlamepatotnTo Kot PAAPN ota Tpryoedn Tov
AUEPANGTPOEBOVG 1| 0TToio UTTOPEL VO £XEL MG AMOTEAEGLLOL TV OTIMAELN OTTIKNG 0&VTNTOC. X€
acBeveic mov vroPAnOnKay oe Oepancio e TV aPAMPBEPGETTN, 1| TAELOVOTNTO T®V OTOIOV
kaBopiotnke Ot1 giyav Safntn Tomov I, mapatnpnBnke cvviopa petd v Evapén g Bepaneiog
YPIYOPN Kot 1oupY| ovTamdkplon g tpog T popeoroyia (CRT, DRSS erinedo).

g peréteg VIVIDPME ko VISTAPME 6 aceveic mov Aapfavay Oepomeia pe apliPepoéntn oe
oVYKPLoT HE TNV opdda eAEYyov Aéilep mopatnpnOnKe LUK GTOTIGTIKA GNUOVTIKOTEPT LEOT LEION
06710 CRT amd v apykn T katd tnv efdopdda 52 frav -192,4 kot -183,1 microns yio Tig opuddeg
g apMPepaéntng 2Q8 kot -66,2 kai -73,3 microns yia TG OpAdES EAEYYOVL, avtioToya. Katd tnv
gpdopdoda 100, n peimon datnpnbnke pe -195,8 ko -191,1 microns yio T1g OPAOES TNG
apAMBepoémtnc 2Q8 kat -85,7 kat -83,9 microns yia Ti opddeg eAEyyov, otic pekétec VIVIDPME o
VISTAPME gvticTouyo.

Mua BeAtioon > 2 nudrov oto DRSS afoloynonke pe mpokabopiopévo tpomo otig VIVIDPME kan
VISTAPME H k)ipoxa DRSS ftav fabporoyiom oto 73,7% tmv acbevadv oty VIVIDPME kat 610
98,3% 1oV acbevav oty VISTAPME, Katd v epdopdda 52, 27,7% xot 29,1% Tov opddmv e
aprPepointng 2Q8, kot 7,5% ko 14,3% tov opddwv eréyyov Tapovsiacay po Bertioon

> 2 nudrtov oto DRSS. Kotd mv efdoudda 100, ta avtictorye mocootd nrav 32,6% ot 37,1% tov
opadmv tng aprPepoéntng 2Q8 kot 8,2% xat 15,6% t@v opddmv eLEYyoL.

H perétn VIOLET cuvékpive Tpia S10(popeTikd S0GOA0YIKA GYRHATO TNG ApAPEPCERTNG 2 mE Yol TN
Oepaneio tov DME, petd and tovAdyiotov Evav ypovo Bepameiog e otabepd LesodoosTLoTa, KoTd
Tov omoio 1 Beparneia Eekivnoe pe 5 dadoyikég punviaieg 60celg akoAovBolpeves amd yoprynon kade
2 unvec. Tnv gfdopdda 52 kar tnv gfdoudda 100 e perétng, SnAadn To devTEPO KoL TO TPITO £T0G
Bepamnceiog, o1 péoeg aArayég oto CRT nrav kMvikd Topopoies Yo To 00GOA0YIKAE oynpota Oepamneio
Kot v enéktaon (2T&E), pro re nata (2PRN) kot 2Q8, avtictoyo, -2,1, 2,2 kot -18,8 microns tnv
gpdopdoa 52 ko 2,3, -13,9 ko -15,5 microns v gfdopada 100.
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Mok yopiogidixy veoayysiwon

H poomikn yoprogidikn veoayysimon (powmiky CNV) amotelel cuyvn attio andieiog g Opaons 6
EVAAIKEG pe TaBOAOYIKN LL®Tio. AVOTTOGGETOL OC UNYXOVIGHOG ETOVAMONG TPUDHOTOC LETE Ol
pnéetg g pepppavng tov Bruch kot avtimpocsmnedel To To ameAnTko Yo TV 6pocn cOUPape 6TV
TaBoLOYIKY| Lo®Tia.

e aoBeveic mov voPAndnkoyv oe Oegpancio pe v apMPepoéntn ot perétn MYRROR (pio éveon
yopnyovpevn Katd v Evapén g Bepaneiag, pe Tpocheteg eVEGELC YOPNYOVLEVEG GE TTEPITTOON
EMPOVNIG 1 LITOTPOTNG TNG VOGoV), To CRT peiddnke cvviopa petd v Evapén g Beponeiog veép
g apMPepoéntng katd v efdopdda 24 (79 microns kot 4 microns yio, TNV opudoa Oepameiog
aeMPepcEnTng 2 mg Ko TNV opudda EAEYYOV, ovTioTorya) Kot dtotnpnonie puéypt v efdoudda 48.
Eniong peiovdnke to péco péyedog g PAdpng CNV.

KAwun ooteleopotikdTnTo Kot acOAAEL

Yypod tomov AMD

H acpdieia kot 1 amotelecpatikdOTNTo TG APALPEPCETTNG a&loAoynOnKay o€ 300 TUYAIOTONUEVEC,
TIOAVKEVTPIKES, OIMAA-TUPAES, EAEYYOLEVES e VTTApovoa evepyd Bepameio peréte oe acbevelg pe
vypov TOmov AMD (VIEW1 kau VIEW2) pe éva covoro 2.412 acBevav vroPAndnkav ce Oegpaneio
Kot rav a&loloynotpot yio anotelecpatikotnto (1.817 pe v apiiPepoéntn) Ot nhikies Tmv
aocBevov kopaivovtay amd 49 émg 99 etmv e va péso 6po nAIKiag to 76 £T1). e avTEC TIC KAVIKEG
ueAéteg, mepimov 10 89% (1.616/1.817) twv acbevodv mov Tuyatomombnkay o Oepaneio pe tnv
apAPepoéntn Nrav nikiog 65 eT1dv 1 peyokvtepot kot mepimov to 63% (1.139/1.817) frav nixiog
75 €10V 1 peyolvtepot. Xe KaOe pekétn, ot acbeveig TuyatomomOnkay pe avaroyio 1:1:1:1 oe 1 anod 4
00GOAOYIKA GYNUATA:

1) apMBepoéntn 2 mg, yopnyodpeva ke 8 efdouadeg petd and 3 apycég unviaieg d6ce1g
(apMPepoéntn 2Q8),

2) apMPepoéntn 2 mg, yopnyovueva kabe 4 efdouddec (apiifepointn 2Q4),

3) apMPepoéntn 0,5 mg, yopnyovueva kabe 4 gfdopddec (apiiepoéntn 0,5Q4) Kot

4) povipmilovpdunn 0,5 mg, yoprnyodueve kébe 4 £fdonddeg (pavipmiovpdunn 0,5Q4).

210 6g0TEPO £T0C TMV LEAETMV, 01 0OEVEIC GUVEYIGAY TNV OPYIKT TUYOIOTOMUEVT] S0GOAGYNOT] OAAGL
LLE TPOTOTONLEVO SOGOAOYIKO YN KOOI YOUUEVO OTd TNV EKTIUNGT TOV ONTIKMOV KOl T®V
OVOTOUIKAOV OTOTEAEGUATOV, LE HEYLOTO KaBOPlOpEVO amd TO TPOTOKOAAO SOGOAOYIKO
pecodtdotnua 12 efdouddwv.

Kot o11g d00 peréteg, To KOPLO KOTAANKTIKO OMUEID OTOTEAECUATIKOTNTOGC NTAV 1 OVOAOYio TV
acBevav oty opdda tpwtokoAlov (Per Protocol Set) mov dwatipnoav v 6pacn, dniadn andieto
Myotepov and 15 ypoppdtov ontikig o&0TnTog Katd v EfGopddn 52 omo TNV apyiKn TIun.

> perét VIEW1, kotd v gfdoupdda 52, 10 95,1% twv acbevodv otnv opdda apiPepoéntng 2Q8
dwtnpnooav v dpacn, e cvykpion pe 10 94,4% tov acbevav otny opudda pavipmiovpaunng 0,5Q4.
2t pedétn VIEW2, xotd v gfdopdda 52, to 95,6% tov acbevov oty opddo apiiPepoéntne 2Q8
dtnpnoav v dpacn oe cVykpion pe 10 94,4% tov acbevdv otny oudda pavipmiovpaunng 0,5Q4.
Kot otig dvo peréteg n apMPepoéntn katadeiydnke 0Tt eivar Un Kat®TEPT Kol KAVIKE 1G000OVOUT [E
v opdda pavipmoopaunng 0,5Q4.

Aentopepn amoTeEAEGLATO OO T CLUVOLOGUEVT] AVAALGT] Kol TV 000 PHEAET®V TaPOoVG1AlovVToL GTOV
[Mivaka 2 kot oo Zynpo 1 mtopoakdro.
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Mivaxag 2: ExBaoeig anotedespotikodtntag Kotd v efdopdada 52 (koupta avaivor) Kot Kotd T
eBSopado 96, cuvdvacuéva dedopéva omd Tig peréteg VIEW1 ko VIEW2P)

"ExBaocn Aphpepointn 2Q8 9 Pavipmlovpapnn 0,50Q4
OOTELEGPUUTIKOTTAG (apMPepoéntn 2 mg kabe (pavipmloopaunn 0,5 mg kade
8 eBdoudioeg petd amd 3 apyikéc 4 gBdopddeg)
unviaieg 006G€1g)
(N =607) (N =595)
EBdoudda 52 EBooudda 96 EBooudda 52 EBooudda 96
Mécog ap1Buodg evésemv 7,6 11,2 12,3 16,5
Mécog apBuog evésewv 42 47
(amd efdouddeg 52 émc 96) ' '
Avoiroyio acBevav pe < 15
YPURHOTO OTOAEI 06 TV 95,33%" 92,42% 94,42%°) 91,60%
OPYIKT TN ’ ’ ’ ’
(PPS™)
Aogopd” 0,9% 0,8%
(95% CI)® (-1,7, 3,5 (-2,3, 3,8)™
M¢éon petafoin otnvy BCVA
Omm¢ peTpndnke pe ™
Babuoroyia avayvmpiong 8,40 7,62 8,74 7,89
ypappdrov ETDRS? ond
TNV OPYIKN TN
Awopopd 6Tov HEGO 61N
1éfodo LS™ (ypappota -0,32 -0,25
ETDRS)" (-1,87,1,23) (-1,98, 1,49)
(95% C™
Avodroyio acBevav pe
> 15 ypappata kEpSOG amd 30,97% 33,44% 32,44% 31,60%
TNV OPYIKN TN
Awgopd” -1,5% 1,8%
(95% CI)™ (-6,8,3,8) (-3,5,7,1)
A)

BCVA: Best Corrected Visual Acuity (Koivtepa d10pbwpévn omtikn o&btnTo)
ETDRS: Early Treatment Diabetic Retinopathy Study (MeAétn mpdiung avtipetdmiong g Stopntikng
apepAnotposidoniadeiog)
LS: Méocog ot pébodo tov elayiotov tetpaydvav (Least Square) mapayouevog péso ANCOVA (Avaivon
TG GLVOLUKVLLOVOTG)
PPS: Per Protocol Set
B) Full Analysis Set (FAS — ITAjpng opéda avélvong), Last Observation Carried Forward (LOCF —
AeEaymyn tehevtaiog mapatnpnong) Yo OAES TIG aVOAVGELS EKTOS amd TV avaAoyio TV acBevdv Tov
Sdwtnpnoav v ontikn o&utnta katd v eBdopdada 52, ) onoia givar n opddo tpwtokdAlov (PPS)
H dapopd eivar 1 tipn g opddag apAPepcénmg peiov Ty tiun g opddag poavipmiovpdpmng. Mo Oetikn
TN EVVOEL TV apMPepoént).
Atdotpa epmicotoovvng (Confidence interval — CI) vroloyl{dpevo HECH KOVOVIKNG TPOGEYYIONG
Metd v évapén g Bepameiog pe tpelg pnviaieg 600e1g
"Eva dutdotpa epmiotocivng mov Ppicketat €& 0AokApov mave and -10% vrodeikviet Pn KatoTEPOTNTO TG
aQAMPePOETTNG OC TPOG TN POVILTILOV LAY

Y}
A)

E)
1)
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Yype 1. Méon petafoin oty otk o&0TnTo amd TV apyitkn Ty péypt tnv efdopdda 96 yu to
cuvdvacpéva dedopéva omd Tig peréteg Viewl ko View?2

(ypdppara)

Méon peTaBoAn oTnv oTITIKA ogUTNTa

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

ERdouddeg
—{1— AgAiBepatTTn 2 mg PaviymdgoupdapTn 0,5 mg Q4 eBdoudadeg
Q8 eBdouadeg

2 ouvVAGEVN avaivon Tev dedopévav tov peletdv VIEW]1 kot VIEW2, 1 apAiepoéntn
KaTéoe1Ee KMVIKG, ONUOVTIKEG LETOPOAES 0Td TNV APy KN TN 6TO TPOKOOOPIGHEVO dgvTEPEDOV
KOTOANKTIKO ONUEI0 OTOTELECUATIKOTNTOG GVUP®VE, e To National Eye Institute Visual Function
Questionnaire (NEI VFQ-25), yopig khvikd onuavtikég diapopég otn pavipmioopaunn. To péyebog
OVTOV TOV PETAPOADV NTOV TOPOUO10 LE EKEIVO TOVL TOPATNPEITOL OTIG ONUOGIEVUEVEG LEAETEG, KOL TO
omoio avtioTtolyel oe avénomn kotd 15 ypdppata oty KAipoko «kaAbtepa S10pHoUEVNC OTTIKNG
o&vtnragy (BCVA).

210 de0TEPO £TOG TV LEAETMV, 1] ATOTEAEGLOTIKOTNTA dlaT P ONKe YeEVIKA KaBOAN TN StdpKeELo TNG
perémng (tehevtaiog agtorAdynonc) katd v efdopada 96 kot yia to 2% - 4% tov achevov
amott)Onkay OAeg o1 evéaelg e unviaia Bacn, evo yia To £va Tpito TV actevdv aratthdnke
TOLAGYIoTOV o £veo pe pecodtdotna Bepaneiog poévo Eva pnqva.

O1 pewwoeig ot péon éxtaon s CNV ntov eppaveic oe OAES T1G H0GOLOYIKES OPAdES Kot GTIS dVO
peréTec.

Ta 0mOTEAEGUATO OTOTEAEGLOTIKOTNTOG O OAEG TIG OEIOAOYNOLUES VITOOUAdES (.. NAKia, VLo,
QLAY], 0PYIKN TN OTtTIKNG o&vTNTag, Tomoc PAAPNC, uéyebog PAAPNC) o KAOe peEAéTn Kal 6T
GLUVOLAGLEVT AVIAVOT TOV AVAAOYO LLE TOL OATOTEAEGLLOTO, GTOVG GLVOAMKOVS TANOVGLLOVG.

H ALTAIR ftov pio ToADKEVIPIKY, TUYXOLOTOLNUEVT), OVOIKTNG EMGTILAVONG LEAETN 96 efdopadmv o€
247 ldnwveg acbeveic yopig mponyovpevn Bepamevtikn aymyn yio v vypov Tomov AMD, 1 onoia
oYEO1AOTIKE Y10 VO 0ELOAOYNGEL TNV ATOTELEGUATIKOTNTO KO TNV AGQAAELN TNG OQAPEPCETTNG
axoAoVdDVTaG 600 SPOPETIKE LEGOJASTHHATA TPOSUPHOYNG (2 efdonddes Kot 4 gfdopddes) Le Eva
d060A0YIKO oynua Oepameiog Kot EMEKTAGC.

O)ot o1 acbeveig Erapav unviaieg 06celg apliPepoénng 2 mg yo 3 uiveg, akolovbodueveg amnd pio
€veon UeTa oo J1doTnpa TV 2 unvev. Xty efdopdda 16, o1 acbeveig Tuyatomombnkay 1:1 og 600
Oepamevtikég opadec: 1) Bepaneia e apAifepoéntn kot enéktaom pe 2 fdoUddES TPOSUPLOYAG KoL
2) Bepomeia pe apMPepoéntn kot enéktaot pe 4 foonddeg mpocappoyns. H enéktaon 1
€AOYLOTOTOINGT TOV HEGOJIGTAATOG TG Oepameiag amopacictnke pe PAcn T0 OTTIKA Koum
OVOTOUIKG KPLTHPLO TOL ElYOV OPIOTEL GTO TPOTOKOAAO LE EVa LEYIOTO pecodidotna Bepaneiog Tmv
16 eBdopdadmv Kot yio Tig 00O OUAdES.

To k0p1o KoTaANKTIKO onpeio amoteAecpuaTikdTTag fTay N péon petaforn oty Kiipako BCVA and
™V apykn Tiun oty efdopdda 52. Ta dgutepoyevi KATAANKTIKA OTHELR AMOTEAECULATIKOTNTOS TV

N avaroyio tov acBevdv mov dev £xacav > 15 ypdupota Kot n avoroyio tov acevav mov képdioav
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TovAdyiotov 15 ypappata otny Kiipoke BCVA amd v apyikn Tiun otnyv efdopdda 52.

Koatd v efdopdda 52, ot acbeveic 6to okéA0g TG Bepameiag Kot ETEKTOONC LE TIG 2 EBOOAdES
TPOGOPHOYNG KEPOIGAY £Val LEGO TV 9 YpapUdT®V amd TNV apyIKn T 6 GOYKplon e ta 8,4
yphppota yo Ty opdda tov 4 efdouddwv tpocappoyns [LS péon dapopd ota ypaupato (95%CI): -
0,4 (-3,8,3,0), ANCOVA]. H avaloyia tov acBevadv mov dev Exacav > 15 ypaupato oe 300
Bepamevtikd okéAn NTav mapdpola (96,7% oty opdda twv 2 efdopddwv Kot 95,9% otnv opdda 4
gfdouddwv tpocapuroyng). H avaroyia tov acbevav mov képdicav > 15 ypdupota oty efdopdda 52
ntav 32,5% oty opdda twv 2 gfdopddwv tpocappoyns kot 30,9% oty opudda twv 4 gfdopddwv
nmpocoppoyne. H avoroyio tov acBevdv mov enéktevay To pecodidotnia g Beponeiog Tovg og 12
gBoopadeg M mapamdve NTav 42,3% oty opdda TV 2 efdopddwv tpocapproyng kot 49,6% otnv
opado Tov 4 efdopadmv tpocapuoyne. Emmiéov, otny opudda tov 4 fdopddmv Tpocaployns to
40,7% 1oV acbevdv EKavay eTEKTAOT TOV pecodoTnHdTeV og 16 gfdondades. Katd tnv tedevtaia
eniokeyn émg v gfdopada 52, to 56,8% kar 57,8% tav aclevdv oTig opddeg TV 2 fOOHAd®mV Kot
4 gfoopad®V TPOGAPUOYNG OVTIGTOLYA, EIYOV TPOYPAUUATIGUEVT TV EXOUEVT EVECT] OE €Va
pecodidotnua 12 efdouddwmv 1 Kol TopaTave.

Koatd to de0tepo £10¢ TG HEAETNG, N OMOTEAEGHATIKOTNTO YEVIKA dtotnpriOnke péypt Kot v
tehevtaio agohdynon v efdopdda 96, pe péon Pektimon oty 6pacn 1 onTikn o&VTNT Ao TNV
apykn enioxeyn 7,6 ypappdtov yo v opdda Tomv 2 efdou2 efdopuddmy mposapoyng kot 6,1
YPARUAT®V yio TV opdda TV 4 efdopadwv tpocapproyns. H avaioyia tov acBevov mov enéktevay
T0 pecodidotnua tng Oepaneiog Tovg o 12 gfdopddeg 1 mapamdve NTov 56,9% yio v opdda tov 2
gpdopadwv mpooapuoyng kot 60,2% yio v opdda tv 4-efdonddmv tpocsappoyns. Katd v
terevtaia enickeyn Tpv amd v efSopdda 96, To 64,9% kot 61,2% TV 0cbevdv oTIC OpAdES TV 2
gfdouddmv Kot 4-efSoUAd®V TPOGUPLOYNS AVTIGTOLYO, EiYOV TPOYPAUUATIGUEVT] TNV ETOUEVT EVECT)
og éva pecodidotnua 12 gfdopddmv 1 kot tapandve. Koatd t didpkela Tov dgvtepov £Tovg
Bepamneiog, o1 aoBeveig oTig opddes TV 2 gfdopadmv kat 4 gfdopddmv mpocapuoyns Erafav Katd
péco o6po 3,6 ko 3,7 evéselg, avtiotorya. Katd tn ddpkela tng d1etovg Bepamevtikng meptddov ot
aocBeveic éhaPav katd péco 6po 10,4 evéoelc.

Ta onTiKd Kot GLOTNIKE TPOPIA 0cEAAELNG TV TOPOLOLO LE TV ATOTEAEGLATIKOTNTO, TTOV
mapotnpnOnke otig facikéc peréteg VIEW1 kot VIEW2,

H ARIES fTav pio TOADKEVTPIKY|, TUYOLOTOEVT], AVOIKTIG EMONLOVOTG, EAEYXOLEVT] LE EVEPYO
oappoko perétn dudpketog 104 efoopddwv, o 269 acbeveic pe vypov Tomov AMD Yy TV ontoia dev
glyav AaPet Oepaneio. H pelémn oyxedidonke yio vo SIEPELVIOEL TN UN-KATOTEPOTNTO OGOV 0POPA TNV
OTOTEAECUATIKOTN T KOOMDG Kt TNV AGPEAELR TOV SOGOAOYIKOL GYNLatog Oepaneiog kol ETEKTOONG,
T0 omoio Eekivnoe petd amd 3 dradoyikég unviaieg 606€1C okoAovBovpeves amd pio Eveon PETA omd

2 UAVES £VavTL TOL B0GOAOYIKOD oyfLatog Bepareiog kot eméktaomg mov Eekivnoe PeTd amd T0 TPAOTO
étog Bepameiog.

H perétn ARIES diepehvnoe emiong 10 10c06Ttd TV 060evdv oL ypetdotnkay Oepaneio cuyvotepn
amo ke 8 efdouddeg pe faomn tnv andeacn Tov epevvnti. Ao ToVg 269 acbeveic, 62 acbeveig
éhafav ovyvotepn 06on, ToLAd IoTOV pHio opd kKaTd T ddpkea TG perétng. Ot aocBeveig avtol
mopépevay otn HeAETn kat Ehafov Bepameio cOpE@VO pe T PEATIOTN KAMVIKY Kpion Tov gpguvnTn,
oAAG Oy cLYVOTEPQ Ao KGOE 4 gfdopndadec, Kot To LeGOdcTANATE OEPATEING TOVG UTOPOVLSAV VO
TopaTofodv Kot T 6T cuvexela. Metd v amdeacm yio cuyvotepn Bepamneia, T0 LeG0dACTNLA
Bepaneioc NTav katd péco 6po 6,1 gfdopddec. Tnv ERSopndada 104, n BCVA ftav younidtepn oe
aofeveic mov ypeldoTKay o EvTOTIKY Oepameia, TOLAGYIGTOV piot POPA KOTA TN SLUPKELR TNG
LEAETNG, 0€ aUYKploT pe acbeveig mov dev ypeldotnkay kot 1 péon arlayn otnv BCVA oand v
évapén €mg 1o TEA0g TG perétng nrav +2,3 + 15,6 ypapparta. Meta&d tov acbevav mov vrofAnonkay
og o ovyvn Bepameia, To 85,5% Swtnpnoe v dpaot, dniadn Exace Arydtepa and 15 ypappota Kot
10 19,4% xépdioe 15 1 meprocodTepa ypdupota. To mpopid acpdielog Tov acbevav Tov vtoPAnOnKay
o€ Bgpamneia mo cvyvn and kdbe 8§ efdopddes, Tav GVYKPICIHO Ue To dedopéva aopdielag Tov VIEW
1 xou VIEW 2.
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Aegvtepomabes oidnua e wypas knlidos oméo CRVO

H acpdieia kot 1 amotelecpatikdOTNTo TNG APALPEPCETTNG a&loA0yNONKaY o€ SVO TUYAIOTONUEVEC,
TOAVKEVTPIKES, SIMAA-TOQAEG, eEAeYYOLEVEG e elkoVIKT Oepameio peréteg o aobeveic e devTepoTabEC
otdnua e wypds kniidog amd CRVO (COPERNICUS and GALILEO) pe éva cuvoro 358 acBevidv
vrofAnnkav o Bepaneio kot NTov AEI0A0YNGILOL Yo TV AToTEAESHLATIKOTNTO, (217 pe v
apMBepoémtn) Ot nAikieg Tov acbevdv kopaivovtoy amd 22 ewg 89 etdv ue éva péco 6po niikiog

64 etcv. X1 CRVO pelétecg, mepimov 10 52 % (112/217) tv acbevadv mov tuyoiomomdnkay pe tnyv
apMPepcéntn NTav niikiog 65 etdv N peyaivtepot kot nepinmov o 18% (38/217) ntav 75 etdv 1
peyaArvtepotl. Kot otig 800 peléteg, ot acheveic ToyororomOnkay pe avaloyia 3:2 eite oe 2 mg
apMPepcéntng yopnyovueva kabe 4 efdouddeg (2Q4) eite otV opdado eAéyyov 6mov Erafav
eoviKéG evéoelg ke 4 efdouddeg yio éva ohvolo 6 evécemv.

Metd and 6 cuveyoueveG Unviaieg evEcelg, ol acbeveic Elafoav Bepoameio povo dv TAnpovcoy
TpoKaboplopHEVa KpLTHPLe ETOVOYOPNYNONGS NG Bepameiog, ktdg and Tovg acbeveig oTnv opdda
eléyyov g nerétng GALILEO, ot omoiot cuvéyisay va AapBavouy EIKOVIKEG EVEGELS LLEYPL TNV
gBdopada 52. Metd amd avtd to Ypovikod ornpeio, 6hot o1 acbeveig mov BepamevTnkay TAnpovoav
TpoKoHoPIGUEVE KPLTHPL.

Kot ot1g 800 peréteg, To KOPLO KOTOANKTIKO GNUEID OTOTEAECUATIKOTITOG NTAV TO TOCOGTO TOV
acBevav mov kEpdicav TovAdytotov 15 ypaupata oty BCVA katd v efdopdada 24 e cOykplon pe
™V apykn Tiun. Mo deutepebovoa PeTaPANTY OTOTEAEGUATIKOTNTOG TAV 1) LETAPOAN GTNV OTTIKY|
o&vtnta Katd Vv fdopdda 24 e GUYKPIOT LLE TNV OPYLKN TLLY.

H dwpopd petald tov opddmv Bepameiog NTov GTATIGTIKA OTULAVTIKT VTEP TNG APAPEPCETTNG Kot
oT1g 000 perétec. H péyiom Bektioon oty omtikn o&vtnto enitedyOnke otovg 3 unveg pe
enokoAovdn 6Tabeponoinomn g TPOg TV OTTIKY 0ELTITA KOl MG TPOG TO KEVIPIKO TAYOG TOV
apPPANCTPOELDOVG LEYPL TOVG 6 pnveg. H otatiotikd onpavtiky dtapopd dtotnpndnke péyxpt tnv
gfdopada 52.

Agmtopepn amotelécaTa OO TNV AVAALOT| Kol TOV 00O PEAETOV mapovstdiovtal otov [Tivoka 3 kot
OTO ZyMLo 2 TOPaKATO.
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IMivaxag 3: ExPaoceic omotekecpaticomtag kotd Ty efdopddo 24, eBdonddo 52 kar efdopudda 76/100 (ITAqpng avérvon dedopévov LOCFY) otig peléteg

COPERNICUS xo1r GALILEO
Expacsig COPERNICUS GALILEO
OTOTELEGRATIKOTY 24 gfdopadeg 52 gfdopndocg 100 epoopndoeg 24 gfoopnadeg 52 gfdopdodeg 76 efoopadseg
Tag AohPepoin Ouddo AoMpepoén | Opddoa |AohPepoén Opao Opad
m k", m eréyyov ™m= Opado | Apmpepoin o AoMpepoén | Opdda |AemPepoin a
2 mg Q4 EAEYXO 2mg B) 2mg ehéyyovtrt ™ ghéyyo ™m E)\éyyo m? ehéyyo
(N =114) (ND: 7 (N =114) (N =114) 9 2 mg Q4 v 2mg v 2 mg v?
3) N=73 (N=173) (N =103) (N (N =103) [(N=68) (N=103) [(N=68
) = 68) )
Avoloyio T@v
acBevav pe kEPOOg
> 15 ypaupato 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
opaong omd TV
OPYIKT] T
gfg(gg‘;g@ﬂ) 44,8% 25,9% 26,7% 38,3% &21739(;% (21830;%
(95% Cl) (33,0 - 56,6) (11,8 - 40,1) (13,1 - 40,3) (24,4 -52,1) 22.7) 42.6)
Twn p p <0,0001 p = 0,0006 p = 0,0003 p <0,0001 p = 0,0004 p = 0,0004
Méon petafoln
omv BCVAD émog
petpnOnke pe
Babporoyio 17,3 -4,0 16,2 3,8 13,0 15 18,0 33 16,9 3,8 13,7 6,2
aAvayvVaPLoNG (12,8) (18,0) (17,4) (17,1) a7,7) 17,7 (12,2) (14,1) (14,8) (18,1) (17,8) 17,7
ypoppdTomv
ETDRS" omd v
apyun T (SD)
Awpopd 6tov péco 147
ot pébodo 21,7 12,7 11,8 (10 ,8 ) 13,2 7,6
LSATAE) (17,4 - 26,0) (7,7-17,7) (6,7-17,0) 18’7) (8,2-18,2) (2,1-13,1)
(95% ClI) '
Twn p p <0,0001 p <0,0001 p <0,0001 p <0,0001 p <0,0001 p =0,0070
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A H Sragopd sivan 1 T ¢ opddag aprPepoéntng 2 mg otic fdopddec Q4 peiov Ty T e opddag eAEyyov

B Aogpopé kon Stdotpa epmictocvvic (CI) vroroyifovrar pe ypron e Soxiuic Cochran-Mantel-Haenszel (CMH) mpocappocpévn yio meproyy (Apepir| £VavTt Tov
vrorowov kocpov Yo v COPERNICUS kot Evpoymn évavtt Aciog/Eypnvikod yio tv GALILEO) ko katnyopia apyucng tinhs BCVA (> 20/200 kon < 20/200)

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

ETDRS: Early Treatment Diabetic Retinopathy Study (MeAétn mTpdyng avtipeT®dmiong g dofntikng apeifAnctposidonddeioc)

LOCF: Last Observation Carried Forward (Ae&oywyr| tekevtaiog Tapatipnong)

SD: Standard deviation (Tvmikn amdkiion)

LS Méoog ot pébodo tov ehayictmv tetpaydvov (Least Square) and ANCOVA

) Awapopé otov péco otn uéfodo tmv ehayicTov TeTpaydvav kot Sidotnue eumotocvvng (CI) pe Baon éva poviého ANCOVA e mapdyovieg Thv opdda Ospomeiog, Tnv
mepoyn (Apepikn évavtt Tov vrdrourov kOGpov Yo TV COPERNICUS kot Evponn évavtt Aciag/Eipnvucod yio qv GALILEO) kot v katnyopia apywkr tiuns BCVA
(> 20/200 xou < 20/200)

> perétn COPERNICUS, ot acbeveig oty opdda eréyyov uropodoay vo AdBovy a@MPBEPCERTN avAAOYQ LE TIG OVAYKEG TOVG IE oLyvOTNTa PEYPL Kot KAOe 4 edopadeg
KAt TN SLdpKeELo TG TEPLOSOL 0md TV eBdoada 24 £mg v efdopdda 52° o1 aobeveic elyov emoréyelg kKabe 4 efdopddeg

2 perétn COPERNICUS, ot acbeveig 1660 oty opdda eEAEyyov 660 kat oty opdda apiPepoéntng 2 mg EAafav apiiPepoéntn 2 Mg avaAoya LE TIG AVAYKEG TOVG LE
ouyvotnTa HEXPL Kot kaBe 4 efdonddes Eextvavtog amd v efdopada 52 £wc v efdopdda 96° o1 acheveig elyov VTOXPEMTIKES TPIUNVINIEG EMOKEYELS, OAAG LTOPOVOAY VO,
€XOVV EMOKEYELS OKOUN Kot pLe ouyvotnta Kabe 4 efdopdadeg edv ftav amopaitnto

2 perém GALILEO, ot acBeveic 1060 oty opdda eAéyyov 060 Kot oty opddo apAPepcséntng 2 mg éafav apAPepcéntn 2 Mg avaroyd Le TG ovaykes Tovg kae

8 efdopddeg Eextvavtag amd Ty efdopdda 52 £mg v efdopdda 68 o1 acheveic elyav vToypeTIKES emokéyelg kabe 8 efdopddec.

)]

E)

X17)

Z)
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Yyqpe 2: Méon petafoin, omd TNy apyikn T €mg tnv efdopdda 76/100, otnv ontikn o&vTNTa
katd opada Oepaneiog yio Tig peréteg COPERNICUS woar GALILEO (ITAnpng avaivon dedopévamv)

COPERNICUS
20

\+173
2 5L attAhassapaa
= ] S D
-% 7\ : gy B W A +13.0
g 10 _ quegm ] PRNaue Hnviaia PRN pe
E 5 : e : heas I(;\OT-%HOTO EKTETAPEVA
g E_ 5 _ Sooohoyia : LTS peoodlacThpaTa TTapakoAoubnaong
53 | ; oot
= ; g [
== 5 oo T P - Qe -® +1.5
8 0 4r : ;" *
3 . i
e B \. il ._x 4.0
-LZ?J 0 4 8 121620 29 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96100

EBOopadeg
GALILEO
' N 14:180
o e
E A b ¢ Y A, A
E | o e
vy B & | i & A
o ' ] sl A 1137
13 A Tto@epry | PRN pepnviaia | PRN pe
Eg 10 Mnviaia | pecodiacTrpaTa ERIEIR{IEYE
S5 Socodoyia | napakolouBnong  MEOOdIOTHATA
- \ TTangKoAouBnong.. 6.2
E g' 5 = 143 e e et o ® +6.
"_2_ g . _‘ '_‘_. ..... ¢ Ees x
o~ : . I
o 5 w}_. ‘
E 0 o o S L 1
£l |
[y |
3 s L |
= 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76
EBOOMAdEC
—A—AQABepoémm 2mg *— Opada eAEyXOU HapPTUPWY

X Y1odnAwvel TNv aAAayr) Tng opddag eAéyxou oe PRN Bepartreia ye apAMiBepoémtn 2 mg

¥ peiétn GALILEO, 10 86,4% (n = 89) tng opddag apiPepoéntng kot to 79,4% (n = 54) g
gwovikng opadag glyav apdatmon CRVO og apyn tyr. Katd mv efdopdda 24, avt frav 91,8%
(n =89) otv opdda apriPepointng kat 85,5% (n = 47) otnv eikovikn opddo. Avtég ot avaroyieg
St Onkav katd v efdopndada 76 pe 84,3% (n = 75) oty opdda aprPepoéntng kat 84,0% otnv
EIKOVIKT oA,

> pekétn COPERNICUS, 10 67,5% (n = 77) tng opddag apiipepoéntng ko 1o 68,5% (n = 50) g
giovikng opadag eiyav apdroon CRVO wg apywn tiun. Katd v efoopdada 24, avt) ftav 87,4%
(n =90) otV opdda aprPepointng kat 58,6% (n = 34) oty ekovikn opdda. AvTég ot avaroyieg
St nkav xatd v efdopdda 100 pe 76,8% (n = 76) otnv opdda apAPepcséntng Kot 78%

(n =39) oV ewoviky opdda. Or acbeveic 6NV E1KOVIKT Opade iy TNV ETAOYT va. AGBovv
apAPepcéntn amd v gfdoundda 24.

H evepyetikn| enidopaon tng Bepanciag pe v apMPepcéntn ot Acttovpyia TG OpaonS NTav
ToPOUOLN OTIG VTOOUASES TV acHevdVY KaTd TNV Evapén, e KOAN KOl U KOAT OUAT®oN
apeipAnotpogdong. Ot emdpdoelg tng Oepaneing o OAeg TG AEI0AOYNGIUES VITOOUAOES (.. NAKiaL,
@OAO, QUAY, APYIKT TN OTTTIKNG 0EVTNTOC, KATAGTACT] AUATOCNS OUEIPANGTPOEIOOVS, ObpKELL
CRVO) og kd0e perétn frav yeEVIKO COUQ®VO UE TO OTOTEAEGUATO TOV GUVOAMKOV TANBVCUOV.

2 cuvdvacpévn avdivon tov dedopévav tov peret®v GALILEO kot COPERNICUS,

apAPepoéntn £0e1Ee onUAVTIKG KAVIKES aAAOYEG O OYEoN LE TIC apyLke TIHEG Evapéng oTo
TPOKOOOPIGUEVO OEVTEPEDOV KATUANKTIKO CTUELD OTOTEAEGLOTIKOTITOG TOV OTOTEAOVGE TO
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gpotnuatordylo tov EBvikov Opbaiporoyikov Ivetitoutov Ontikig Aettovpyiog (NEI VFQ-25). To
LEyeBog anT®V TV 0ALAYDV TAV TAPOUOL0 LE EKEIVO TOV TOPOVGLALETOL OTIS OMLOCIEVIEVEG LEAETES
KoL To omoio avtiotolyel o€ avbEnon Katd 15 ypappoto oty kKhpoko «kaAdTepa S10pOmUEVNG OTTIKNG
o&vragy (BCVA).

Aevtepomabés olonua s wypds kniidas omo BRVO

H aocpdleio kot 1 amotelecpoTikOTnTO TG APAPEPTENTNG 0EIOAOYNONKAV GE [0, TUYXOLOTOTNUEVT],
TOAVKEVTPIKT), OUTAN-TVOAN, EAEYYXOLEVT LE EKOVIKT Bepameio LEAETN GE 0oOEVEIS Le denTEPOTOOES
olonua ¢ oypdc knAidag andé BRVO (VIBRANT) mov cuumeptAddupave nu-Kevipikn g
aueipAncTpoedikng eAEPag. Tuvolkd 181 acOeveic vropfAndnkav oe Oepaneia kot a&loroyndnkoy
v v amotedespaticotnra (91 pe v apiPepoéntn). Ot nhikieg T@v acbevav kopaivovay and 42
€mG 94 etdv pe éva péoo dpo nhikiag 65 etmv. Xt BRVO perémn, mepinov to 58% (53/91) tov
acfevav mov TuyoomoOnKay pe v aplPepoéntn fTav nikiog 65 TV 1 HEYRADTEPOL KO TEPiTOV
10 23% (21/91) jrav 75 e1ddv 1 peyolvtepot. Xt perétn, ot acbeveic TuyatomomOnkay pe ovaioyio
1:1, eite o€ opddo 2 mg apAPepcsintng yopnyovpeva kdbe 8 efSopadec akoAovODOVTIG 6 0PYLKES
unviaieg evécelc, 1| o opdoa pmtomné&iog Aélep yopnyovpevn oty apyikn enickeyn (opdada eEAEYoV
Aéep). Ot acbeveic otnv opdda eléyyov Aélep umopovoav va Aapovy emmpdcodetn potonnéio Aéilep
(ovopdaletan © Oepameio drdlomong pe Aélep’) oty apyn g efdouddac 12, pe o ArydTtEPO SLUoTN LN
avapeca otic Oepaneiec 12 efoopnddeg. Me Bdon ta mpokabopicpéva kpitnpla ot acbeveig otnv opdoa
ue Aéep umopovoav vo Adfouvv Bepaneio didcmong pe apiPepoéntn 2 mg omd v efdondada 24 pe
xopnynon ke 4 gfdopddec ya 3 pives axorovfovpevn yio kabe 8 efdopddec.

X perétn VIBRANT, 1o mp@tedov KOTOANKTIKO o1Uel0 OmOTEAEGIATIKOTNTOGS NTAV TO TOCOGTO TWV
acBevav mov képdicav TovAdyiotov 15 ypaupata oty BCVA katd v gfdopdda 24 cg cvykpion pe
TNV OPYIKT OPOCT) KOl 1 ORLASA TNG PAPEPGENTNG TAY AVATEPT) TNG OUAdAG EAEYYOL Aélep.

"Eva 6gutepehov kaTOANKTIKO OMUEI0 OTOTEAECUATIKOTNTOG NTAV 1] LETAPOAT GTNV OTTTIKY 0&LTNTA
Katd TV efoopdda 24 og cHYKPIoT LE TNV OPYIKT TIUR, 1] OO0 NTOV GTATICTIKA GTIUAVTIKT VIEP TNG
apAPepoémntng ot perétn VIBRANT. H mopeio g ontikng BeAtioong nTav paydaio kot EQTace T
UEYIOTN TN OTOVG 3 UNVEG LE SLUTPNON TV OTOTEAECUATOV PEYXPL TO pnva, 12,

2mnv opdda tov Aélep, 67 acbeveig EraPav Bepaneio dSicwong pe v aeAPepcintn pe Evapén v
gPdopada 24 (Opdda eréyyov pe evepyn Bepameio/ aphPepoéntng 2 mg) pe amotélespo Pedtioong

oV onTikn o&HTNTa TEPITOL 5 Ypdupota amd tnv efoopndda 24 £mg 52.

Aentopepn aroteAéopara amd v avdivon g peréng VIBRANT napovcidlovrot otov [ivaka 4
Kol 6T0 Zynpo 3 TapoKdT.
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Mivaxag 4: ExPdoeic anotelecpatikdmrag katd v efdopdada 24 kot efdopada 52 (ITAnpng
avéivon dedopévaov LOCF) otn perétn VIBRANT

ExBéoeic VIBRANT
OTTOTEAECLOTIKOTNTOG
24 Epoopdodsc 52 Epoopdosec
AohPepoénty | Evepyog opdoa AohPBepoénty Evepyoc opada
2 mg Q4 (A&lep) 2 mg Q8 (M&lep)/
(N=091) (N=190) (N=91)% AoMBepoinTn 2
mg®
(N=90)
Avodloyia tov achevdv pe 52, 7% 26,7% 57,1% 41,1%
> 15 ypappora képdog
amd v opytkn T %
Troduopévn dtapopdte) 26,6% 16,2%
(%) (2,0, 30,5)
(95% C|) (13,0, 4011) p = 0,0296
Tup | H=0,0003
Méon petafolf otnv 17,0 6,9 17,1 12,2 (11,9)
BCVA 6mog petprifnke (11,9) (12,9) (13,1)
pe ™ Podporoyio
aVayVOPLoTG YPOUULAT®V
ETDRS and v apywn
i (SD)
Awpopd 6Tov PEGo 0T 10,5 5,2
uébodo LS A1) (7.1,14,0) (1,7,8,7)
(95% ClI) p <0,0001 p = 0,0035%
Twn p

A H Sragopd gtvan 1 i g opddag apriPepoéntng 2 mg otic fdopnddeg Q4 peiov tnv Tipd g opddog

eléyyov Aélep
B)

Y]

Awapopd kar 95% (CI) vroroyilovton pe ypion tng dokiung Mantel-Haenszel mpocoppocpévn yio teptoyn
(Apepwn évavtt larwviog) kot katnyopio apykng Tiung
LS: péon dwogopd kot 95% CI Baon tov poviéhov ANCOVA pe v opdda Oepaneiog, kotnyopio apytkng

BCVA (> 20/200 Ko < 20/200)

Ty BCVA (> 20/200 kot < 20/200) kot wepoyn (Notia Apepikn évavrt lotmviog) og otabdepég emdpdoelg
kat opykn T BCVA og coppetafint).
BCVA: Best Corrected Visual Acuity (KaAbtepa dtopBmpévn ontikny o&otntar)

A)

E)

Amd v gfdopdda 24 ) Bepancio pe v opdda Bepaneiog apAPepcEnTNG TopaTdONKE Yo OAOVG TOVG
acBeveic amod 4 efdopddeg o 8 efdopddeg puéypt v efdopdoa 48.
Katd v évapén g efdopddas 24 ot acBeveig otny opdda Aéilep prnopodoay va Adfovv Bepaneia didcmong

pe apAPepoéntn) e6v VINPYE TOVAAYLOTOV Eva TPOKOBOPIOUEVO KPLTPLO EMA0YNG. ATO TO GOVOAO,
67 acBeveic o avt ™V opdda Elafav Bepaneio dSiomong pe apiPepoéntn. To otabepd docoroyiKd oynpa
dowong pe apiPepcéntn Nrav 3 popég apMPepoéntn 2 mg kéOe 4 efdopnddec axorlovBovpevo omd evécelg

K60 8 efdopddec.
I OvopooTik] TIHA=p
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Yyqpe 3:  Méon petaforn oto BCVA ommg petpndnke amd ETDRS BaOpoioyio I'pappdtov katd
v efdopdda 52 otn perétn VIBRANT

VIBRANT
20
+17.0 &
o I i S W T
E Al
s 15 s :
o
; A& ! )
< A : .~ &g 4122
5% A - —o
z2g 107 !
52 A +6.9,
£z e
g | o
S o |
= ------------- o ]
§ ] _//. I
= bd !
0 & i

4 8 12 16 20 24 28 32 36 40 44 48 52
ERdouddeg
—&A— AgpNBepoéTn2mg = e @~ Opada eAéyxou Aéiep

O ap1Budg TV acbevdv e KOAN OUATOOT, KOTA TV Evopén T LEAETNG, oL Eekivnoay oywyn UE
apMBepoéntn | potonnéio Aélep nTav 60% kot 68% avtictorya. Katd tnv efoopdda 24 avtég ot
avaoyieg nrav 80% kot 67% avtictoyo. v opddo pe v apAPepoéntn n avoroyio tov acbevov
pe opdtoon datnpninke péypt tnv efdopdda 52. Xtnv opdda Aélep, 6Tov o1 acheveig mAnpovcav
Ta Kprrnpla va AdPovv Bepaneio dtacmong pe apPepcséntn and v efoopdda 24, n avaioyia tTwv
acfevav pe apdtoon ovénonke oto 78% katd v gfdopdada 52.

Awafntino oionua e wypag knAidag

H aocpddelo kot omotedecpatikdTnTa TG apAPepointng a&loloynniay g dVO TUYOLOTOUEVEG,
TOAMVKEVTPIKEC, SIMAA-TVPAEC, EvepYE eAeyxOUeveS HeléTeg oe acBeveic ue DME (VIVIDPME and
VISTAPME) "Eva 6hvoro 862 acBevdv ot omoiot vroPAidnkay o Bepameio kat RTav a&loloyioiot
Y10l ATOTEAEGATIKOTNTO O 576 TuyaiomomOnkay pe v apAPepcéntr. Ot nAikieg Tov acbevav
Kopaivovtay omd 23 emg 87 €TV pe €va PEGo 6po nAkiog 63 etdv. Xtig DME pelétec, mepimov 10
47% (268/576) tov acbevmdv mov Tuyotomombnkay pe TNy apAiPepcéntn rav nikiog 65 etov 1
peyoAvTepot kot mepimov to 9% (52/576) nrav 75 etdv N peyodvtepol. H mhelovotnta tov aclevov
KoL 0TIG 0V0 peléteg glyav Awpritn tomov 11

Kot ot1g dvo peréteg, ol aobeveig TuoyatomomOnkav pe avaroyia 1:1:1 oe 1 and 3 docoroykd
oynpoToL:

1) apMPepoémtn 2 mg, yopryoduevo kabe 8 efdoudadeg petd and 5 apyikéc unviaisg dOcelg
(apMPepoéntn 2Q8),

2) apMPepoémn 2 mg, yopnyovueva kabe 4 gfdopddes (apriPepointn 2Q4) kai

3) dwtonnéia pe Aélep g oypac KNAIdAG (evepyn opdoa EAEYYXOV).

Eexwvovtag amd v efdoudda 24, ol aceveic mov mAnpovcay Evay TpokabopIoUEVO 0VS0 UTMAELNG
g Opaong NTav emdéSipot va Adpovv tpdcobetn Bepaneia: ot acbeveic 6TV opdada TG
apAPepoéntng umopovoay vo AdBovv Aéilep Kot ot acbeveic atnv opdda eAEyyov pmopodcay vo
AdBovv apMPepcéntn.

Kot otig dvo peréteg, to KOplo KOTAANKTIKO ONUEi0 amOTEAESHATIKOTNTAG TAY 1] LEOT LETAPOAN
KaTd TV gfoopdoa 52 e BCVA and v apytkf T kot ot 600 opddec g apAiPepodéntng 2Q8 kot
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apMPepcéntng 2Q4 amodelydnKoy oTOTIGTIKH CNUOVTIKEG KOL TAV OVAOTEPES G TPOG TNV OUAOM
eréyyov. Avtd 10 6pehog dratnpnonke péxpt v gfdopada 100.

Agntopepn amotedéopata amd v aviivon tov peketdv VIVIDPME ko VISTAPME napovsialovron
otov [ivaka 5 kot oto Zynua 4 mtopaKdto.
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Mivaxag 5: ExPaoceic amotekecpaticdmrag kotd Ty efdopddo 52 kar tv efdopdda 100 (ITApng aviivon dedopsvav LOCF) otic pedétec VIVIDPME kon

VISTAPME
Exfaceig VIVIDPVE VISTADME
OTOTELEGPATIKOTTOG
52 gBdopadeg 100 epoopdadseg 52 efdopadeg 100 epoopdaodeg
AoMBepoé |AohpPepoé | Yrmapyovs | ApmPepcé |AomPepcé | Ymapyovoa |AohPepot |ApPepos | Yrapyovoa [AohPBepcé |[ApmPepoén | Yrapyovoa
14| ) a evEPYOS 14| 14| gvepyog ) ) gvepyog 14| ] gvepyog
2mgQ8A | 2mg Q4 Ogpomeio |2mg Q8~A | 2mg Q4 Ocpancia [2mgQ8A | 2mg Q4 Ocpomeio (2mgQ8A | 2mg Q4 Ocponeio
(N=135) | (N=136) (A&rlep) (N=135) | (N=136) (M&rlep) (N=151) | (N=154) (A&rlep) (N=151) | (N=154) (A&rlep)
(N =132) (N =132) (N =154) (N =154)
Meéon petaforn otnv
BCVA 6nog
netpfifnie pe tov 10,7 10,5 1,2 9.4 11,4 07 10,7 12,5 02 11,1 11,5 0,9
TVAKO, oVOryvopLong
ypoppdtov ETDRSE
oo TNV OPYIKT TN
Apopd ctov péco 91 9,3 10,45 12,19
om uédodo LSBIE 8.2 10,7 10,1 10.6
6,3 - 6,5 - (7,7 - 9.4 - !
(97,5% CI) 11,8) 12,0) (5.2- (76 - 13,2) 15,0) (7.0- i
11,3) 13,8) 13,3) (1.1-14.2)
Avadoyio Tov acbevov
ue = 15 ypippora 33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
KEPBOG 0mmd TV apyIKN
™wn
Srafuopévn 24% 23% 26,1% 23% 34% 20,1% 25,8%
Sapopa e 19,0%
(135 - | (12,6 - (14,8 - (135 -| (241 - (9,6 - (15,1 -
(97,5% CI) 34,9) 33,9) 8,0 - | 37,5) 33,1) 44.4) 30,6) 36,6)
29,9)

A Metd v évapén g Oepaneiog pe 5 pnvioicg evéoelg
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B O péooc LS kat 1o CI pe Bdon éva poviého ANCOVA pe ) pétpnon apyikng tuic BCVA og cvppetofAntd kot mapdyovio yio tv opdda Oepomeiog. Emimpocdétag,
neproyn (Evpdnn/Avetpario évavtt lonwviog) cvopurnepifednke og mapdyovtag yio Ty VIVIDPME, «at 1o 16t0ptcd epgpdyporog tov pookapdiov (MI) ko/m ayyetakod
gykeoAkov encicodiov (CVA) wg mopdyovrag yio v VISTAPME,

I' H dwapopd eivan 1 opddo thg apriBepointng petov mv opddo vdpyovcog evepyod Bepanciog (Aéilep)

A H d1a9opd pe 1o Sidotnua gpmotocvvng (CI) kot 1o otatiotikd édeyyo vrohoyiletol pe ypron evog oyfpatog otddiong kotd Mantel-Haenszel tpocapuocuévo Kotd
neproyn (Evpdnn/Avetpario évavtt lonmviog) yio v VIVIDPME kot watpid 16t0pikd epepdypatog Tov puokoapdiov (MI) 7 ayyeiakod eykepaitkod eneicodiov (CVA) yia
v VISTAPME

E BCVA: Best Corrected Visual Acuity (Kalbdtepa S1opOmpévn ontikt] o&btntor)

LOCF: Last Observation Carried Forward (Atie&oymyn televtaiog Topatipnong)

LS: Méoog ot pébodo tov ehayictov tetpaydvov (Least Square) mapaydpevos pécw ANCOVA

Cl: Confidence interval (Atdotnpo gumictoohvig)
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Yyqpe 4:  Méon petaforn oty BCVA 6nwg petpridnke pe Tov Tivaka ovayvaopiong YpouudToy
ETDRS om6 v apyiky tiun péxpt v efdopdda 100 otig peréteg VIVIDPME o VISTAPME

15 =

A-A +114
+9.4

4 ®. il
N S A as sdiadac 2 SOU S BW 22 2 RIY
4 12 20 28 36 44 52 60 68 76 84 92 100

Méon petaBoAn atnv oTrTIKA o&uTNTa
(ypdupara)

EBdouddeg
VISTA
15
14+12.5
L ARy s +11.5
10 a +11.1

76 84 92 100

52 60 68
ERdouddeg
—{J}— APAiBepotTiTn 2 mg Q8 eBdopadeg ———— APNBepOETITN 2 Mg Q4 £BBONGDES

Méon petaBoAr otnv oTITIKA o&uTNTa
(ypappara)

[ Opdda eAéyyou

O1 emdphoelg g Oepanciog otig a&loAoynoieg VITOopddes (.. nAkia, EVAO, GLAT, APYIKT TN
HbAlc, apyikn tiun ontikng o&vtntag, tponyovuevn avti-VEGF Oepaneia) og ke pedétn ko otn
GLVOLOCHUEVT] AVAALGT NTAV YEVIKG COUPMVES UE T OMOTEAEGUATO GTOVE GUVOAKOVG TANOLGUOVC.

Tuig peréteg VIVIDPME o VISTAPME 36 (9%) kou 197 (43%) aoBeveic ELafav mponyoduevn ovti-
VEGF 0O¢epaneia, avtiototya, pe 3-unvn 1 peyorlvtepn nepiodo ékmivong (washout). Ot emidpdoeig g
Oepaneiog otV vVIooudda TV acHevmv o1 omoiot giyav TponyovpEvag AaPet Bepancia pe Evav
avactoréa Tov VEGF ftav mapopotes pe exetves mov mapatnpndnkay oe acbeveic ot onoiot dev elyov
TpoNyovpHEVmG AdPet Bepameia pe Evav avactorén VEGFE.

AocBeveic pe appotepomievpn voco Nrav emréEpot Yo va AdPovv avti-VEGF Oepoaneia otov dAlo
0POAAIO TOVC EGV AVTH KPVOTAV avoryKaio amd Tov wrpd. T perém VISTAPME 217 (70,7%)
acBeveic g apMPepoéntne ELafov appoTeEPOTAELPES EVECELS APAPEPGENTNG UEXPL TNV

efdopada 100, evéd ot perétn VIVIDPME 97 (35,8%) acbeveic e aphPepoéntng édapav
Sdwpopetikn avtl-VEGF Bepaneia otov dAlo opBaiud tovg.

M aveEdptnn ocvykprtikn perétn (DRCR.net Protocol T) ékave yprion evog VEAKTOV OGOAOYIKOD
oYNUOTOG [E Ao avatnpd Kpitipla exavainyng Oepaneiog kaboploueva and To amoTELECUATA TG
e&étaong OCT kot tnv 6poaot. Ztnv opdda Bepaneiag pe appepcséntn (n = 224) v gfdopdda 52,
oVTO TO 00GOAOYIKO GYAIO 001 YNGE MG ATOTELEGHN Ot aoBeveig va Aaufavouy éva uéco 6po 9,2
EVEGELG, TOV Eival TOPOUOL0 LE TOV aplBud yopnynons 60cemvy oty opdda apAifepcéntng 2Q8 otig
ushéteg VIVIDPME o VISTAPME, dmov cuvolikd 1 amotedespaticdmta g Oepomsiog oty opndda
Oepaneiog pe apiiPepaéntn Protocol T ftav cuykpiciun pe tqv opdda tng apiPepoénne 2Q8 otig
nerétec VIVIDPME kan VISTAPME, Ty opéda Protocol T mapatnpridnke évag pécog 6pog képdong
Beitimong 13,3 ypappdtov pe éva 42% tov acbesvov va égovv képdoc TovAdyiotov 15 ypaupota

27



oV 6pac1| Tovg and TV apytkn Tiun. Ta aroteléopata aopaieiag £61Eav OTL 1] GUVOAIKN EMIMTOON
0POOALIKAOV KO U1 0POOAIKAOV aveTBOUNTOV EVEPYELOV (CUUTEPTAOUPAVOLEV®V TOV OPTNPLUKDV
OpopPoepforxmv enercodiov — ATEs) ntav cuykpicia oe OAeS TIC opdoeg Bepaneidv o€ KGO
UEAETT] Kot PHETOED TOV LEAETDV.

H VIOLET, o ToAVKEVTPIKY], TUYUIOTOUNUEVT], OVOIKTIG EMIOTILOVONG, EAEYYOLEVN LE EVEPYD
obappoko perétn 100 efoopddmv, oe acbeveic pe DME, cuvékpive tpia Stapopetikd 00GOA0YIKE
oynuota g apAPepoéntng 2 mg yia tn Oepaneio tov DME, petd amd tovidyictov Evay ypdvo
Oepamnciog e otabepd pecodlootnpata, Kotd tov onoio 1 Oepaneio Eekivnoe pe 5 dtadoyikég Pnviaieg
d6ce1g akohovBovpevee amd yoprynon Kabe 2 punveg. H pedétn a&loldynoe tn un-KatmtepdTnTo. TNG
aeMPBepcéntng 2 mg xopNYOOUEVOL HECH EVOG DOGOAOYIKOD Gy LOTOG Bepameiog Kot ETEKTOONG
(2T&E o6mov ta Stootipota Tav evécemv datnprinkav oto erdyioto tov 8 fdopuddmv Kot otadiakd
eMEKTAOMNKOV PACEL TOV KAVIKOV KO OVOTOLUK®OV OTOTEAECUAT®V) Kal TG apABepoéntng 2 mg
yopnyovuevov avdioya pe Tig avaykes (2PRN omov o1 acbeveig mapakorovBovvray kdbe 4 efdopdadeg
KoL 1) XOp1yNomn ywotov o6tav xpetalotay, pe BAcn To KAVIKE Kot 0VOTOUIKG amOTEAEGLOTA), OF
GVYKPLoTN HE TNV apAPepcséntn 2 mg yopryovpevov kbe 8 efdopddeg (2Q8) yio 1o devTePo Kt Tpito
£t1o¢ Oepamncioc.

To kvpro kotaAnKTikd onueio amotereouatikétntog (oAlayn oty BCVA and v évapén éog v
gBoopada 52) ntav 0,5 = 6,7 ypaupota oty opado 2T&E kot 1,7 + 6,8 ypdupata otnv opndda 2PRN
o€ ovykpion pe 0,4 £ 6,7 ypaupato oty opdon 2Q8, exTuyXavovIoc GTATIOTIKN UN-KAT®TePHTNTA (P
< 0,0001 kou y1o 116 dV0 ovykpicels, NI nepifopro 4 ypappdtwv). Ot adlayéc otnvy BCVA amd v
évapén €wc v gfdouddo 100 frav o cuvémela pe ta amoteréopota g efdopddag 52: -0,1 £ 9,1
ypdupota oty opddo 2T&E kot 1,8 £ 9,0 ypaupata oty oudda 2PRN ce cvykpion pe 0,1 £ 7,2
ypdupota otnv opddo 2Q8.

O pécog apBpog evéoemv og dtdotnua 100 efdopddmv ntav 12,3, 10,0 ko 11,5 yo ta 2Q8fix, 2T&E
ka1 2PRN, avtictoyya.

Ta Tpopik ao@AreNG OC TPOG TO OPHAAUIKA KOl CLOTNIIKA GVUPBapaTa Kol oTig 3 opades Bepameiog
Ntav mapdpota pe ovtd tov mapatnpnonkay otig Pacwcés peréteg VIVID ko VISTA.

Yy opdda 2T&E, ot avéfoeig Kot o1 HEIDOELS OTA LECOOIUGTIHOTA TNG £VESTC TTOV OTN SOKPLTIKN
EVYEPELD TOV EPELVNTY. X1 HEAETN cvoTNBNKaV avénoelg Twv 2 eBSopdd®V.

Mowmixn yopiogidin veoayysiwon

H ac@dieia kot 1 amoTeAeoHATIKOTNTA TG AQAPEPCENTNG AEI0AO0YNONKOV GE L0 TUYOLOTOINUEVT,
TOAVKEVTPIKY], SUTAG TOQAT, ELEYXOUEVT LE EIKOVIKO PAPUOKO HEAETN o€ Aclitec aoBeveic e
poomikn CNV.

"Eva oovolo 121 acBevadv vrofAndnkav oe Bepaneio Kot Ty a&loAoynGLOL Y10 ATOTEAEGLOTIKOTI T
(90 pe v apMPepaéntn). O nhikiec TV acbevav kKopaivoviay amd 27 £mg 83 etdv pe péomn T ta
58 étn. Xt perém e poomikng CNV, wepintov 10 36% (33/91) tev acbevdv mov Tuyaiomomonkoy
og Bgpameia pe v apABepoéntn NTov nhkiog 65 etdv 1 peyaivtepot ko mepinov o 10% (9/91)
Arav 75 eTdv 1 peEYaADTEPOL.

O1 acbeveig TuyatomomOnkoy og avaioyio 3:1 yio va AdPovv gite 2 mg apMPBepcéntng
eVOOLOAOEIDIKE 1 EVECELS EIKOVIKOD QAPLLAKOV YOPTNYOOUEVES Lia popd KaTd TNV EvapEn TG LEAETNG
ue TpOebeTEG EVEGELS YOPTYOVUEVEG UNVIOIMG GE TEPIMTMOT EMUOVIG 1 VIOTPOTNG TNG VOGOV UEYPL
v eRdopdda 24, 6tav a&loAoyndnke To kOplo KataAnkTikd onueio. Koatd v efdoudda 24, ot
acBeveic o1 omoiot glyav apyikd TuyaomomBel oe 1KOVIKO PAPLOKO NTAV KATAAANAOL VTOYNPLOL Yol
va AdPouv v TpdTn 0601 TNG APAPEPCEMTNG. AKoAOVB®S, 01 aoBevel] Kot 6TIC V0 OUAdES
CLVEXIOAV VO, EVOL KOTAAANAOL VTTOYNPLOL Y10 TPOGHETEG EVECELS O TEPIMTMON EMUOVIG T} VTOTPOTNG
™G vOGov.

H dwapopd peta&d tov opddmv Oepameiog NToV OTOTIGTIKG GNUOVTIKN VTEP TNG APAPEPGENTNG Y10 TO

KOP10 KoTaAnkTikd onueio (petafoin oty BCVA) kot 1o emPefoimticd 6gutepehov KATOANKTIKO
onueio amotedecpatikdTnTog (avaroyio Tov acBevav tov képdicav 15 ypaupata otnv BCVA) katd
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v efdoudda 24 oe ohyKplon pe TV apykn T, Ot Slopopég Kat yio To V0 KOTOANKTIKA onpeio
dwnpnnkav €mg tnv efdopdda 48.

Aemtopepn amoteléopata amd v avaivon g perétns MYRROR nopovsialovtot otov Ilivaka 6
KOl 6TO ZyNpo 5 TapoKdTm.

Hivakag 6: ExPdoeic amotelecpatikdmmrag katd v gfdopdada 24 (kbpla ovaAven) Kot Kot v
eBdopdada 48 ot perétn MYRROR (ITMpng aviivon dedopévav LOCFY)

Expaoeig amotereopatikdTnTOC MYRROR
24 EBoonddsg 48 Efdopnadseg
AoMPepointn Ewoviké ApMPepointn Ewoviké
2mg Qappaxo 2mg oappaxo/
(N=90) (N=31) (N=90) AoMBepointn
2mg
(N=31)
Méon petaporn otnv BCVAP 6nmg
petpnonke pe  Pabuoroyia avayvodpiong 12,1 -2,0 13,5 3,9
ypappdrov ETDRS and v apywn T (SD) (8,3) 9,7) (8,8) (14,3)
B)
Awpopd. 6tov péco ot uébodo A 14,1 9,5
(95% ClI) (10,8 - 17,4) (5,4 -13,7)
A}/aloyia v ac@svd)'v usr> 15 ypapporto 38.9% 9,7% 50,0% 29.0%
KEPSOG otd TNV aPYIKY T
Stabuopévn dtapopd XA 29,2% 21,0%
(95% CI) (14,4 - 44,0) (1,9 -40,1)

A LOCEF: Last Observation Carried Forward (Awe€ayomyn tehevtaiog Tapatipnong)
B) BCVA: Best Corrected Visual Acuity (Koldtepa Stop@opévn ontikr) oEdtnTor)
ETDRS: Early Treatment Diabetic Retinopathy Study (Melétn mpdiung avTipetdmiong e dtapnTikig

apeipAnotpocdonddelac)

SD: Standard Deviation (Tvmkn andkiion)
Méaoog LS: Méoog ot péfodo tav ehayiotov tetpaymdvev (Least Square) mapaydpevos péc® LOVIELOL

)

ANCOVA

4 CI: Confidence Interval (AtGoTnuo epmIGTOGHVIC)

E)

MLS péon drapopd kat 95% CI Bdaoet evog poviéhov ANCOVA pe v opdda Bepameiog kot tn ydpo
(ovopacieg ydpag) g otabepic emdpacels, kat v apyiky T BCVA oc coppetafinm.

D H Sapopd ko  tiuf 95% CI vroroyilovrar pe yprion g doxiufig Cochran-Mantel-Haenszel (CMH)
TPOGAPLOCLEVT Y10 TN XDPa (OVOUOGIEG YDPOAG)
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Yyqpa 5: Méon petaforn amod v apyikn tiun £oc v ERdoudda 48 otnv omtikn o&btnta
Katd opdoda Oepaneiog yio T perétn MYRROR (ITAnpng avaivon dedopévov,
LOCF)

MYRROR

+13.5

(ypaupara)

Méon peTafoAl oTnv oTITIKA o&UTNTA

5 L ERdopddeg
—— AQAiBepotTn 2 mg @ OPAda eAEyxou

Hodwotpucde Ttinbovoude

O Evpomnaikoc Opyovioudg Gapudkmv Exel SOGEL amaAloyn arnd TNV LIoYPEMSN VIOBOANG TV
OTOTEAECUATOV TMV PEAETMV UE TNV OQAPEPGENTY G€ OAES TIG VTOKATYOPIES TOV TALSIOTPIKOD
TANOBLG OV 6TOVE TANBLGLOVG VYpoD TOTOVL AMD, CRVO, BRVO, DME kot poomikig CNV (BAéne
TopAypapo 4.2 yio TANPOPOPIEC GYETIKA LLE TNV TOOLUTPIKY XP1oN).

52  ®appokokiviTIKEG 1010TNTES

H agpABepoéntn yopnyeiton amevbeiog 6T0 VOAOEDES GO Y10 VO, 0OKNGEL TIG TOTIKESG OPAGELC TOV
oTov 0pOaAO.

Amoppoéenon / Katavoun

H agplBepoéntn amoppopdrtal apyd amd Tov opOaAUd GT1 GUOTNUATIKN KUKAOPOpPIo LETE TNV
€vOOLOADON YOPNYNOT KOl TOPUTNPEITOL GTN CVCTNUOTIKT KUKAOQOpPia Kupimg 0¢ Eva avevepyo,
otabepd cvumioxo pe tov VEGF. Eviovtolg, uovo 1 «ehevBepn apliPepcéntny givar tkavn va,
deouevoet Tov evooyevny VEGF.

X€ Lo QOPUOKOKIVITIKY DTOUEAETN o€ 6 acBevelg te veoayyelok, vypov Tomov AMD e cuyvn
detypatoAnyio, ot HEYIOTEC GLYKEVTIPMGEIS TAAGHATOG TG EAEV0EPNC APAMPBEPTETTNG (GLOTNATIKY
Cmax) tav younAés, pe péon tun nepinov 0,02 pukpoypappdpio/ml (gvpog 0 £mg 0,054) evtog 1 Emg
3 Nuepdv PETA amd eVOODOAOEIDIKT £VEST 2 ME, KOL NTAV W] OVIYVEVGLIES 00O EROOAdES LETA T
yopNyNnon g 660mg 6yedov e OA0VG Tovg aobeveic. H apiiepoéntn de cuoowpevETAL GTO TAAGLO
LE TNV EVO0DaAOESIKN Yopnynon ke 4 fdouddec.

H péon péyiotn ocvykévipwon mAdopatog g eAe0epng apAPepoéntng eitvar mepimov 50 £wg

500 @opég kdT® amd T GLYKEVIPWOOT] APAPBEPGENTNG TOV OTALTELTOL Y10, TNV AVOGTOAN TNG PLOAOYIKNG
dpaotnpotntog Tov cuatnuatikod VEGF katd 50% o povtéia o (da, ota omoia mapatnpnonkay
UETAPOAEG TNG APTNPLOKNG THESTG APOTOV TO KUKAO(QOPOUVTO eNimeda TG eAg0Bepg apPBepcéntng
£pBacav mepimov ta 10 pukpoypappdpo/ml, Kot EmECTPEYE GTNV APYIKN TIUR OTAV TO EMIMEdH EMECAY
Kdt® amod mepinov 1 pkpoypapudpro/ml. Extipdtot 6Tt petd v evooiaAogdkn yopnynon 2 mg
o1ovg acbeveig, n péon péylotn cuykévipmon TAdGHaTog Tng ehevbepng apPepoénng eivar mhvo
oamd 100 popéc younAdtepn amd T CLYKEVIP®ON TNG APAMPEPGENTNG TOL OTALTEITAL Y10 TN OECUELON
tov ovotnuatikod VEGF katd 1o uiov g puéytomg tyung (2,91 pikpoypapupdpio/ml) o pio pedén
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UE vyteic e0eAOVTEG. ZUVENMG, GUGTNUATIKES PUPUAKOOVVUUIKES EMOPACELC, OTMS LETOPOAES TNG
apTNPLOKNG TTieonc, etvar aniBaves.

Doppokokivntikég vroperéteg o acbeveig ue CRVO, BRVO, DME 7 povoniky CNV pe péon Crax
g ehevbepng apAPepoéntng 6To TAAGHO HTOY TaPOUOLN e TIS TIEG o€ gvpog: 0,03 Emg

0,05 pukpoypappdpro/ml Kot ot atopikég TIpéG dev Eemépacav ta 0,14 pikpoypappdapia/ml. Xovenac,
01 GLYKEVTPMOGELS TNG EAEVOEPNG APAPEPTENTNG 6TO TAAGHO KABOPIGAV TIG TILES YOUNAOTEPO. 1] KOVTA
GTO KOTMTEPO EMMEDO KAT® GO T OPLOL AVIXVELONG YEVIKA eVTOG piog fdopddag. Mn aviyvedoieg
GUYKEVIPMGELS EMTEVYONKAY TPV OO TNV EMOUEVT YOPNYNON UETA amd 4 efOopadeg oe OAOVG TOVG
acBeveic.

Amofoin
Agdopévov tov 0TL N apAPepoéntn givar Evag BepamevTIiKOC Tapdyovtag e Pdorn Tpwteivn, dev Exovv
npoypatomondel peréteg petafoAlopov.

H ehevbepn apiiPepoéntn decpevel tov VEGF yua va oynuatioet éva otabepd, adpaviéc OUTA0KO.
Onwc kat pe dAdeg peydieg mpwteives, eivar avapevopevo 6t 1 kdBapor t6co g eAedBepng 660 Kot
NG OEGUEVUEVTG APAPEPGENTNG YIVETAL HECH TPOTEOAVTIKOD KATABOAIGHOV.

Neppwr dvciertovpyia
Agv &govv mpaypotomoin0el e101kéC peréteg o acBevei e veppikn ducAettovpyia pe v
apMPepcéntn.

H eoppoakokivntikny avdivon tov acBevav otn perétn VIEW2, and tovg omoiovg 10 40% &iye
veppikr duciettovpyia (24% ma, 15% pérpra kar 1% cofapny), dev anokdivye dapopic OGov
aQOPA TIC GVYKEVTPMGELS TAAGATOS TG OPAGTIKNG OVGINGC LETA 0d EVOODAAOEISIKT YOP YoM
KkéBe 4 1 8 efoopddeg.

Hapopotla amoteréspata Tapatnpndnkav oe acbeveic pe CRVO ot pedétn GALILEO, og acOeveig
e DME ot pedém VIVIDPME, ot og acbeveic pe poomucy CNV ot pedét MYRROR.

5.3 IIpoxlvikd ogdopéva yia TV acQdreia

Emdpdoeig mov mapatnpndnkav oe pn KAVIKEG LEAETEC GYETIKA UE TNV TOEIKOTNTO
EMOVAAAUPOVOLEVOV dOGEMV, SOMIGTOON KAV LOVO GE CLGTNLOTIKY £kOeomn TTov BewpnOnie 6TL NTOV
ONUAVTIKA TAV® 00 TO avAOTUTO 0p1o EKBeoN TOL avOPOTOL UETA ATd EVOOVUAOEIDIKT YOPYNON
TNV TPOoOPLLOLEVT] KAMVIKT dOOT|, DVTOONADVOVTOG LUKPYT] GLGYETION LE TNV KAWVIKY] Yp1oT.

HopatmpnOnkov defpdoelg kot eEEAKDOELS TOV OVOTVEVGTIKOD ENONAIOL OTIG PIVIKEG KOYYEG O
TONKOVE 6TOVE OTOIOVG EYve EVOODOAOEIOIKT YOPYNON AQAPBEPCETTNG, LE CVOTNHATIKN £KOEoT
Thvo and ) péylotn €kbeon tov avBpmmov. H cuatnuatikn ékbeom pe faon v Cmax kot AUC yuo
v elevBepn apMPepcéntn NTav tepimov 200 kot 700 popég vynAdTEPT, OVTIGTOLYE, OTOV
oLYKPIONKE e TIG AVTIOTOLES TIUEG TTOV TOPTNPNONKOY GTOVG AVOPOTOVE HETA 0d EVOODAAOEISIKT
doom 2 mg. 10 avATHTO ENINEdO GTO 0M0i0 dev maponpHOnKay avemBounteg evépyeieg (NOAEL)
v 0,5 mg/opBuiud ctovg TOMKovE, 1 cuoTnUaTiKn EkBgon NTav 42 Kot 56 opég vYNAOTEPT Le
Baomn v Crax kar AUC, avtictoyo.

Agv &govv mpaypotomon el HEAETEG Yo TV EVOEXOUEVT LETAALAEIOYOVO 1) KAPKIVOYOVO dPAGT TNG
apMPepcéntng.

Mua enidpaon g apAPBepcEnTNG TNV evoounTpLo ovATTTLEY KaTadeiyOnKe oe peAéteg e eUPPLIKNG
avantuéng oe éykva kovvéla pe evoopAéPia (3 émg 60 mg/kg) kabag kot vroddpia (0,1 émg 1 mg/kg)
yoprynon. To eninedo NOAEL tn¢ untépag nrav ot 66on tov 3 mg/kg 1 1 mg/kg, avtictouya.
NOAEL yio v emdpacn oty avamtvén égv avayvopiotnke. Xt 66on tov 0,1 mg/kg, 0
ocvotnpatiky ékfeon pe faon v Cmax kot T copevtiky AUC yia tnv ehevbepn apAiPepointn Ntav
nepinmov 17 kot 10 popég vynAotepn, avtictoryo, OTav cuykpiOnke Le TIG AvTICTO(ES TILES TOV
mapatnpnnkoy otovg avlpdmovg petd omd evéobarocdikn 060 Twv 2 mg.
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O1 emdpaocelg otV avopikn Kot yovaikeio yovipotnta agtoloynnkov og Hépog piag 6Unvng LeAETNg
og TONKOVG e VOoPAEPLa Yoprynon apiifepoéntng oe dOcelg mov KoudvOnkay amd 3 £mg 30 mg/kg.
Mopatnpndnke amovoia 1 axavovioTn epunvoppucio pe petaforés ota eminedo T@V ONAvkdV
OPLOVAV OVOTOPOYMYNG Kol LETOPOAES TN LOPPOAOYIO KOt KIVITIKOTITO TOV OTEPLOTOC, O OAO T
emimeda d6omG. Me Bdon v Cmax kot AUC yuo v eAevBepn apAiPepcéntn mov mapotnpnonkay oty
gvooAéPla 06om Tov 3 mg/kg, N cvonuatikn ékbeon Nrav wepinmov 4.900 kot 1.500 @opéc
VYNAOTEPT, avTioTOLYND, 0O TNV EkBeoT TOV TOpO TP ONKE GTOVG AVOPDTOVE PETA AUTTO
gvdobaroegldikn 060 2 mg. Olec ot petaforéc NTav avacTPEYILEC.

6. OAPMAKEYTIKEX MIAHPO®OPIEX
6.1 Kaoataroyog ekdoywv

IToAvoopPiko 20 (E 432)

Y opoyrlmpikn 10T1divn povoidpikn| (Yo poBpon tov pH)
Iotdivn (yro pvOuion tov pH)

XAwplovyo vaTplo

Zaxyopdln

"Yomp yio evéoiua

6.2 AocvpupatotnTeg

EX\etyer peletdv oyetikd pe t coppfatodtnta, To Topodv POPUIKEVTIKO TPOIOV dEV TPEMEL VAL
OVOUELYVOETOL LE BAAQ POPUOKEVTIKG TTPOTOVTOL.

6.3 Awdpxera ong
2 ypovia
6.4 Idwitepeg mpourdierg koTd ™) QUACEN TOV TPOIOVTOS

duvrdooete og yoyeio (2 °C - 8 °C).
Mnv KatoyoyeTe.
DVAAGGETE GTNV APYIKT] GLOKEVAGI Y10 VO TPOCTATEVETOL OO TO PG,

H «herot] koyéAn pmopel va puAddooetal eKTOG Wouyeiov kKdtom twv 25 °C uéypt 24 mpeg. Metd 1o
AVOLYLLO TNG KVWEANG, TPOYMPNOTE GE O10IKAGIO VITO AoTTTEG GLUVONKEG,.

6.5 ®@Yon Kol GVOTATIKA TOV TEPLEKTN

Aldopo 6€ TPOoyEGUEVT] GUPTYYO (TOAVUEPES KUKAIKTG OAEPIVIG) EMICTLOGUEVT] UE YPOLLUN
docoioyiag, pe Topa eloy®pnong pe EuPoro (YAwpoPouTUAIKO EAACTIKO) KoL TPOCAPUOYEN
apoieiog Luer-lock pe nopo cvpryyog (yAopoPovtulikd ehactikd). Kdbe mpoyepiopévn
ovpryya mepiéyet e€aydyipo 6yko tovidyiotov 0,09 ml. Méyeboc cvokevaoiog tng

1 mpoyepopévng cHptyyag.

6.6 Idwitepeg TPOPUVAAEELS ATOPPLYNG KO AALOG YEIPLGNOG

H mpoyepiopévn odpryya mpoopiletar yuo pio povo xpnon povo oe Evav opBaipd. H eEaymyn
TOALOTADV 0OGEMV OO TPOYEUGUEVT cVPLYYa WTOPEl Vo dbENGEL TOV KivOuvo LOALVGNG Kot
emaxoAovONg Aolpwénc.

Mnv avolyete TNV OTOCTEPOUEVT KOYEAN TNG TPOYEUICLLEVIG GUPLYYaS EKTOG TG Kabapng aibovcag
yoprynonge. Kabe aypnoiponointo gopuakentikd mpoidv 1 VITOAEILLO TPETEL VO OTOPPITTETOL
SUUO®VA LLE TIG KOTE TOTOVE 16YV0VGEC GYETIKES dlaTAEELS.
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H mpoyepiopévn cdpiyya mepiéyel meptocOTEPT TOGOTNTA OO TNV GLVICTOUEVT 600T TV 2 MY
apMPepoéntng (isodvvoun pe 0,05 ml).

To dudlvpa Oo Tpémel va edeyybel ontikd yro Toyov EEVI copATIOIKT VAN KOUT AmoypOUOTICUO 1] Yio
KéOe PeETOPOAN TNG PLGIKNG EUPAVIOTG TPV OO TN (PTOT|. L€ TEPITTMOOT TOV TAPOTNPEITAL KATL OITd
TO, TOPATAV®, OTOPPIYTE TO PUPLOKEVTIKO TPOTOV.

To v evdodaroedikn éveon, mpémetl vo ypnoomombel Berova éveong 30 G x ¥z inch.
AVT0 T0 10TPOTEYVOAOYIKO TPOIOV dEV TEPIAOUPAVETAL OTN CLYKEKPIUEVT) GLOKELOGIO.

Odnyies yra T xpijon TS TPOYEUIGUEVNS GUPIYYaG:
I"a v TPOETOUACETE TNV TPOYELUGLEVT] GUPLYYO Y10 XOPTYNON G€ EVIIAIKEC, GKOAOVONGTE OAO TOL
pruoto TopakdTo.

1. Orav eiote £toyot va yopnynoete 1o Ahzantive, avoi&te to kovti kot BydAte v
OTOGTELPOUEVT] GVGKEVOAGIO THTOV KVWEANG. EEKOAANGTE TPOGEKTIKA T1) GLOKELOGIO TOTOV
KUWEANG Yo vo TNV avoitete, dtaoorilovtag Tn oTelpdtnTa TV Tepleyopévav e Puidaéte
TN GUPLYYO GTOV AMOGTEPMUEVO dIoKO LEYPL VO EI0TE £TOLOL YO TN GUVAPLOAOYNOT).

2. XpnoomoimvTog donmn TeXVIKn, fyddte T chplyyo amd TNV OTOGTEPOUEVT CLCKEVAGIN
TOTOV KLWEANG.

3. T va a@alp€ceTe To0 TOU TG
GUPLYYOC, KPOUTNOTE T CUPLYYO. LLE TO
&va Y€pl EVM YPTCLOTOLELTE TO GALO
YEPL Y10 VO KPOTHGETE TO TMOUO THG ZYXTPO®H!
GUPLYYOG LLE TOV OVTIXEPA KO TO
oeiktn. [Mapoakarovue tpocétte: [pénet
Vo cLOTPEYETE (UNV OTOGTAGETE) TO
OO TNG cVPLYYOG.

Y

4. Enueioon: o va unv emnpeactel apvnTikd 1 GTEPOTNTO TOL TPOIOVTOG, 1 PABd0G TOL
eUPOLOL deV givol TPOCAPTNILEVT GTO ELOGTIKO TMOLM ELGYMDPNONC.

5. Xpnowomolidvrag Gonmn TEXVIKY,

ePLoTPEYTE 0TOdEPA TN PEAOVA Eveomg F

enavm oto axpo Luer-lock tng /

GUPLYYOC. @ ‘m
=

7 4
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6. Kpotovrog m ovpryya pe tn ferdva va
Kortalel Tpog Ta TAV®, EAEYETE TN F\
ovpryya v puoaAidec. Edv vhpyovv
(QVOOAIDEG, KTUTNGTE ATOAL T cOPLYYO
LE TO JGKTLAO Gag UEYPL OAEG O1
QLGOAMOES va. avEPoVY 6TO TAV® LUEPOG. (((

2
(5

7. O gmmAéov 6yKoc Ba Tpémel va amoppipbel mpv amd ) yoprynon. E&aietyte Oleg Tic
QLGOMOEG KOt aTOPAALETE TV TEPIGGELN TOV PUPRUKEVTIKOV TPOiOVTOG, MELovTaC apyd
70 £upolo Yo va gvBvypappicere TNV dKpn Tov BoAmMTOV dKpov Tov guféiov (6L TV
Kopu@1 Tov 06L0v) pne T ypapp docoroyiag 6T cvPLYYa (TOGHTNTA TOV IGOJVVALEL e
0,05 ml, dnA. 2 mg apMPBepcénng).

Inpeioon: Avt n akpPng torofétnon tov uPOrov eival TOAD GNUOVTIKY, ETELON 1|
AavBaopévn tomoBétnon tov euPfodrov pumopel vo 0dNynoeL 6 mapoyn dOOTG LEYAADTEPNG T

LUIKPOTEPNG OO TNV EMCNHOCUEVT.

AlGAvpo peTd TV

, amoPBoin Tmv
E!JB(’)XO L QUGOAIOV aEPQ KOt TNG
pe Bodo A A MEPIGGELNG PAPLAKOD
fg)pc:xakﬁa - Axpn tov A T "papn
e Cpoppn OohmToD o docoroyiag
Adidopo G 0G 010V 10LG POV TOV
—Axpn 00 euporov ‘ ‘

B0oAwTtov AKpov
oL guPorov

8. Kavre éveon evd miélete T0 EUPoro TPOcEKTIKG Kl pe oTofepn Tigon. Mnv ackeite emmAéov
mieon poMg to £UPOLO PTAGEL GTO KATM UEPOG TNG oVpLyyas. Mnv yopnyeite 1o
VTOASIUROTIKG O1dAVpa TOV TOPATNPEITAL 6T GUPLYYC.

9. H mpoyepouévn oopryyo mpoopiletat yia pio povo ypnon. H e&ayonyn nollamiov 666ewmv amd
Lo TPOYEUIGUEVT] SOPLYYa LITOPEL VA, dVENGEL TOV KivOLVO ETUOAVVONG 1) ETAKOAOVONC
Preypovig.

Kd&0e aypnoyomnointo poaprakenTtikd Tpoidv 1 DTOAEUN TPETEL VO OTOPPITTETAL GOUPDVE, LIE
TIC KOTA TOTOVG IGYVOVOEG OYETIKEG OLUTAEELC.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX
Formycon AG

82152 Martinsried/Planegg
T'eppoavia
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8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1888/002

9. HMEPOMHNIA ITPQTHX EI'KPIZHX/ANANEQXHY THX AAEIAX

Huepounvia tpmc £ykprong: 13 Iavovapiov 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TANPoPopieg Yio TO TOPOV PUPUOKEVTIKO TPoioVY gival Slabéaiueg oTov SKTLAKO TOTO
tov Evponaikod Opyovicpov ®apudkev: hitps://www.ema.europa.eu.
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vTo PAapUOKO 0VTO TEAEL LITO GLUTANPOUATIKT TOPAKOAOVONGT. AvTd B0 emTpéYel TO Yp1yopO
TPOGIIOPIoUO VEDV TANPOPOPLOV OCOAAEING. ZNTEITAL OO TOLG EMAYYEALATIEG VYELNG VO AVOPEPOVY
OTO1ECONTOTE TOUVOLOYOVUEVEG avemBOUNTES evEPYELeC. BA. mapdypapo 4.8 yia tov Tpdmo avapopdg
OVETIOOUNTWV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ahzantive 40 mg/ml gvéoyo dtéAvpo € Ploiidio

2. HOIOTIKH KAI MOXOTIKH XYNGEXH
1 ml evéoyov doAdpatog mepiéyet 40 mg apAPepoéntng®.

"Eva gloAido mepiéyet eaydyipo 6yko tovidytotov 0,1 ml, mov icodvvapei pe tovAdyiotov 4 mg
AQAPEPTENTNG. AVTO TOPEYEL WPEALUN TOCOTNTA Y10, TN YOoprynon piag pévo do6ong tov 0,05 ml mov
nepLEYoLvV 2 mg aPMPBEPGETTNG,.

*TIpwteivn oOVINENG TOL OTOTEAEITOL OO TUNLOTA TOV EEMKVTTAPIKOV TEPLOYDOV TV VILOdOYEWV 1
kot 2 Tov avOpdmvov VEGF (vascular endothelial growth factor - ayyeiakdg evéodniiaxdg avéntikog
Tapdyovtag) cuvtetnypéva oto Tupe Fe tov avBpanivov IgG1 kot topackevdlerol oe K1 kdtrapa
wonkav kvéQikov kpikntav (CHO) pe v texvoroyia avacuvivacpévov DNA.

"Exdo0y0 ue yvaootn dpaon

Kdabe ml evéopov doddpatog mepiéyet 0,3 mg moivcsopPikod 20 (E 432).

IMa tov TAnpn kaTdloyo TV ekddywv, PA. Tapdypapo 6.1.

3. OAPMAKOTEXNIKH MOP®H
Evéoo didhvpa (svésiuo)

Awwyég, aypopo £0G VTOKITPIVO, 160-OOUMTIKO S1GAVLLA.

4, KAINIKEYX IAHPO®OPIEX
4.1 OgpomevTikég evositelg

To Ahzantive gvdeikvutat yio evinAikovg, yio T Oepaneio

. NG VEOUYYEWKNG (VYPOV TOTOV) NAMKIIKNG EKQUAIONG TS ®YPAS kNAidag (AMD) (PA.
napbypagpo 5.1),

. ™G datapoyng g Opacns Adym deuTepomafois OONLATOG TN MYPAS KNASAG amd amdepain
QAEPac Tov apePAnotpoetdoic (kKhadikng RVO 1 kevipikng RVO) (BA. mapdypago 5.1).

o g dlatapoyng TG 6pacng Ady® dtafntikod odnpHetog e oypds kniidag (DME) (BA.
napdypago 5.1),

o g SraTapoyng TG OPACTS AOY® HVMTIKNG XOPLOEWKNG veoayyeimons (pvomk CNV) (BA.
napbypapo 5.1).

4.2 Aocoloyio kol TPOTOG YOPNYNONS

To Ahzantive Tpoopiletal yio evo0DaA0EWDIKN £veaT LOVO.
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To Ahzantive Tpémel va yopnysitatr poévo amd £e1dkevLUévo 10Tpd pe epmelpia otn de&aywyn
£VOOLUAOEIDIKDV EVEGEMV.

Aocoloyia

Yypod tomov AMD
H cuvictdpevn 660 yia 1o Ahzantive givar 2 mg apAPepoéntng, mov todvvapel pe 0,05 ml.

H Oepomeio pe 1o Ahzantive Eekiva pe pio £veon ava PV Yio TPELG S1d0yIKEG OOGELS. TN CLVEXELD
T0 pecodidotnpa tng Oepamneiog enekteivetal o€ dVO PUNVEG.

Me Bdon v kpion Tov BepdmovTa 1Tpov Y10 TNV OTTIKN 0EVTNTO KOUT TO OVOTOUIKA ATOTEAECHOTA,
TO HECOJIACTNHO LETOED TV Bepamelmv pmopei va, dtatnpnBel otovg dvo Unveg 1 va enektadel
TEPIOGOTEPO, YPTNOLUOTOLOVTOG £V SOGOAOYIKO Gynua Bepameing Kol ETEKTACTC KATE TO 0010 TOl
LEGOJGTA LT TOV EVEGEDV avEdvovTal og 2- 1 4- efdopadiaieg mpocavénoelg mate va dtoTnpn et
otafepn 1 OTTIKY 0EVTNTA KOUT TO OVOTOUIKE OTOTEAECUATA.

Edv n ontikn o&O T ko To avatopukd omote héspato exdevoboly, to pecodlactiota Oeponeiog
Oa mpémel va Pelwbovv avTIoTOl MG,

Agv vtapyel Kamolo, amaitnon yio TopakoAovdnon avapeso otic véselg. Me Bdaon tnv kpion Tov
Bepamovta 1TPOov TO TPOYPALLN EMICKEWYEWDY TOPAKOAOVONONG Umopel va gival o Guyvo amo Tig
EMOKEYELG TOV EVEGEDV.

Agev €xel peketnBel pecodidotnpa Bepaneiog peyolvtepo amd 4 piveg 1 Lkpotepo and 4 gfoopddes
avaueoo otig evéoelg (BA. mapdypapo 5.1).

Aegvtepomobes oidnua ¢ wypas knlidog omo RVO (khaduen RVO 7 kevipixn RVO)

H cuvictduevn 6601 yia 1o Ahzantive givat 2 mg apAPepoéntng, mov wodvvapel pe 0,05 ml.
Metd v apyikn éveon, M Oepameia divetan avd pnva. To diotuo avauesa o€ dvo 60celg og Ba
TPEMEL va. gfvor LIKpOTEPO amd Eva unva.

Edv n otk o&dtnra Kot To ovoTopkd amoteAécpata deiyvouv 0Tt 0 acBevig dev emmeereitan omd
1 Oepaneia, To Ahzantive Oa npémnel va dokdnTETOL.

H pnvwia Bepaneia cuveyilet péypt va emttevydei n péylotn ontiky o&dtnra Ko vo, Py vadpyouvv
onueio evepyod dpacTnproTNTOS TG VOoou. MTopel va ypelactoby Tpeig 1 TePIocOTEPO SLUSOYIKEG
unviaieg evEcelc.

H Oepomeio umopei axorovbwc va cuveyiletat pe Eva d0GoA0YIKO oy «Ogpomeiog Kot ETEKTACN Y
pe Babuaio avénon tov daotnudtov Oepaneiog dote va dtotnpnovv otabepég ot onTIKEG KOV o1
OVOTOMIKES TOPALETPOL, MCTOGO EV VILAPYOLV ENAPKN oTOLYElD OV vV Guvoyilovv T dtdpkela
OVTOV TOV SIGTNUAT®V. AV 01 OTTIKEG KO/ OVOTOLUKEG TAPAUETPOL EXOEVOOOVV, TO LEGOIUGTI LN
g Oepamneiog Oa Tpénet va pelwbel avardywmc.

H napakorotOnon kat to mpdypapua Oepomneiog Oa tpénel va kabopiletar and to Bepdmovta wtpd
Bacel TG aTOUIKNG aVTATOKPIONG TOV acbevonc.

H mopaxoAiovdnon g mopeiag tng vocov umopel va meptlapfavel kKAvikr| eEétaon, KMviko
EPYUOTNPLOKO N OMEIKOVIOTIKO EAEYYO (T.). OMTIKY] TOLOYPAPIO. CUVOYNC T} PAOVOPOAYYELOYPOPia,)

Awofintino oidnuo. ™ wypas knAidag

H cuvictduevn 6601 yia 1o Ahzantive givar 2 mg apAPepoéntng, mov toodvvapel pe 0,05 ml.
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H Oepoaneio pe 1o Ahzantive Eekiva pe pio éveon avd pvo, yio TEVTE S1d0YIKES OOGELG, KOl OTN
cuvéyela pia éveon kdbe dvo Pnveg.

Me Bdor tnv kpicTn Tov 10TPod GYETIKA UE TNV OTTIKY 0EVTNTO KOV TO OVOTOUIKA OTOTEAEGLLOTO, TO
pecodidotnuo peta&d Tov Oepaneidv pumopel va dtatnpnbei otovg 2 punveg 1 va eotopikevdet, 6mwg
HE €vo d000A0YIKO oyfLa Bepameiog Kol ETEKTACTG KOTO TO 0010 T LECOSIAGTHLOTO TOV BEpamELdV
ocvvnbog avédvovtar pe Tpocavénon 2 efdouddwv dote va dtatnpndel otabepr n otk o&HnTaL
KOU/M TO OVOLTOLIKG omoTeEAEGHOTO. Y TAPYOVV TEPLOPIGUEVE dedoEV Yo SlouoTiaTo Oepomeiog
peyaAvtepa Tov 4 unvov. Edv n ontikn) o&dmnta kov To avaToUtKE omoteAEoUaTo ETOEVOO0LV, TO
uecodactiuarta Oepaneiog Oa mpémel va peiwbodv avriotoiymd.

Agv &povv peketnbei dStootnuata Oepaneiog pikpotepa TV 4 gfdopadmv HeTobd TV evécemv (PA.
mapypago 5.1).

To mpoypappa Tapakorovdnong Oa mpénet va kabopiletar amd Tov Oepdmovta 1Tpod.

Edv ta ontikd kot avatopikd amoteAéopato delyvouy 6Tt o acbevig dev mpeleitat omd
ocvveylopevn Bepaneia, To Ahzantive 0o Tpémel va Stakome.

Mowrikn yoprogidixn veooyyeiwon

H ocvvietdpevn d6on yia to Ahzantive eivon pia epanal evoovarogdikn Eveon 2 mg apAPepcéntng,
nov avtiotoyei pe 0,05 ml.

[Ipdobetec d0oeLg pmopovv va yopnynbovv edv 1 otk 0£HTNTA KAV TO OVATOIKE OTOTEAEGUOTO
VTOSEIKVOOLV OTL 1] VOoOG empével. Ot vtotponég Oa mpémet va avTipetonilovot g vEeg EKONAMGELS
™G vOGOoU.

To mpoypappa Tapakorovdnong Oa mpénet va kabopiletar amd Tov Bepdmovta 10Tpo.

To dibotnua avdpeso og dvo dOceLg O€ Ba Tpémel va eival PkpoOTepPo omd £va pvaL.

E1dikoi tinfucuoi

Hratikn i/kor veppixn dvaleitovpyia
Agv &govv Tpaypotomon el e101kEC PeEAETEG 0 0OOEVEIS [LE NIATIKY 1)/Kol VEPPIKT SLVGAEITOVPYIN UE
™mv apMPepcénT.

Ta S10bécipa dedopéva dEV DTOJEIKVIOVY OVAYKT Y10 TPOGAPUOYH TG d6oNG e To Ahzantive o€
avtobs Tovg acbeveig (BA. mapdypaeo 5.2).

Hlixiowuévog ninBoouog
Agv amartovvton 10ég pubpioeils. Yndpyel meplopiopévn euneipia og acbeveic nlikiog dvo tov
75 etwv pe DME.

Taidrarpirog ninBoouog

H acpddeio kon ) amotelecpotikotnto Tov Ahzantive og Toudid Ko pnBovg nAiking KATm TV
18 etV dev Exouv TekuNplobel. Agv VIAPYEL GYETIKN YPNON TG APAPEPCETTNG GTOV TAUSLUTPLIKO
TnBvopod o T1g evdeitelg vypod Tomov AMD, CRVO, BRVO, DME kot poomiky CNV.

Tpomog yoprynong

O1 £v30DOAOEIOIKES EVEGELS TPETEL VO TPAY LLOUTOTOLOVVTOL COLQMVA. LLE TNV KAOIEPOULEVT 10TPIKN
TPOKTIKN KO TIG IGYVOVOEG KATELOLVTPLEC 00N YiES, amd eEedKeELEVO 10TPO LE eUmElpio o
dte&aywyn evoobohoedikdv evécemv. I'evikd, Tpénet va dtaceariletor n emapkng avorcOnocio Kot
aonyio, CUUTEPIAAUPAVOUEVTG TNG (PTG TOTIKOD LKPOPLOKTOVOL EVPEDG PACUATOG (T.Y. 10d100Y(0G
oP1d6vn epappolopevn oto meploPBUAIKO dEpLa, TO PAEPAPO Kot TV OPOUALIKY ETPAVELR).
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ZUVIGTOVTOL OTOADUOVOT] TOV XEPLOV, LE TN O1001KACT0 TPOETOYAGING XEPOVPYEIOV, ATOCTEPMUEVA
YAVTLO, TOCTEPOUEVO TTESTIO KOl ATOGTEPOUEVOS PAEPAPOIIAGTOAENS (1] LIGOSVVALLO).

H Behdva g éveong mpémel va ecdyetal 3,5 — 4 mm 7o amd To GKANPOKEPOTOEIDEG OPLO UEGT GTNV
DOAOESIKT KOIAOTNTA, ATOPEVLYOVTAG TOV OPLLOVTIO HECT|UPPIVO KOl GTOYEVOVTOS TPOG TO KEVTIPO TOL
BoABov. X1n cvvéyela yopnyeital o evésipog 0ykog twv 0,05 ml. Awgpopetikd onpeio tov okAnpov Ba
TPEMEL VAL YPNOLUOTOLEITAL OTIG EMAKOAOVOEG EVETELS.

Apéomg petd v evOoLAAOEIDIKT EVEDT), Ol 00OEVEIC TPEMEL VAL TAPOKOAOVOOVVTOL V1oL AOENCT) TG
evdopBdApag mieons. H xatdAAnin mapakoiovnon propel va mepthapfavel EAeyyo TG oUAT®ong
NG KEPOANG TOL OTTTIKOD VEDPOL 1) Tovouétpnon. Edv amarteital, 0o mpémnel va vadpyetl Stabécyiog
OTOCTEPMUEVOG EEOTMGLOG Y10 TOPAKEVINGT).

Metd v evooboA0EdIKT EVEDT], GTOVG 0e0eVElg TTpEmeL va 6000VV 0dNYies Yo TNV avapopd TVYOV
CUUTTOUATOV TOV UTOPEL VO VITOONADVOLY evio@BaApitida (TT.Y. GAyog Tov 0pBaAo, EpuBpdtnTa
oL 0BV, wToPofia, BoAN dpacm) ywpic kabBvoTépnon.

Kda0e praridro mpémet va ypnoyiomroteitar yio tn Oepaneio vog opBaipod povo. H eEaymyn
TOALOTADVY 0OGEMVY amd Eva PLOAIII0 UTopel Vo dLENGEL TOV KivOUVo EMPOAVVONG 1| EMOKOAOVONG
Preypovig.

To @oAidio TepiEyel TEPIGGOTEPO ATO TN CLVICTOUEVT d00T TV 2 mg aPAPEPTENTNG (TOV
toodvvapet pe 0,05 ml evéoipo dtdivpa). O e€aydyiog 6yKog amd To QLOAISIO ivol 1) TOCOTNTO TOV
umopet va eEayBel amd To Praridlo kot dgv gival avtdg mov Tpémetl va ypnoiponondel 6to GHVOAO Tov.
To to rokidio Ahzantive, o e&aydyiog 6yKog givat tovidyiatov 0,1 ml. O emurhéov 0ykog mpémer
VO, aTOPPITTETUL TPV TNV £VEST TIG GUVIGTAONEVIS 001G (BA. mapdypapo 6.6).

H éveon 6Lhov tov 6yK0oL ToL PLEASioL Ba uTopohae va 00N YN GEL o€ vepdocoroyia. [ va
amopakpvvBohv o1 puoaAideg aépa pali Le TV TEPICOELD TOV POPLOKEVTIKOV TPOIOVTOG, TIEGTE APyl
T0 £UPoAO €161 MGTE TO eminedo GKkpo Tov eUPOAov va evBuypopoTel Pe TN YpauU docoAoYiag Tov
vrodetkvoet 0,05 ml endvm ot cVpryya (loodvvapei pe 0,05 ml, dni. 2 mg apMPepcéntng) (PA.
mopaypdeovg 4.9 kot 6.6).

Metd v éveon, KaOe aypNOLOTOINTO TPOTOV TPEMEL VA ATOPPITTETAL.

I"a 10 ¥eP1opPd TOL PAPUAKEVTIKOV TPOTOVTOG TPV Ao TN XOpNynon, PA. mapdypapo 6.6.

4.3  Avrevdsiteg

. YrepevaicOnoio 6tn dpacTikn ovcio 1] 68 KATOW0 and T £KO0Y TOV OVOPEPOVTUL TNV
mopaypapo 6.1.

. Evepyn 1 evdeyouevn opBaipixn 1 mepro@Boipikn Aoipwén.
. Evepyn coPoapn evoopBdiia eieypovr.
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4.4  E01Kég TPOELOOTOMGELS KU TPOPVAAEES KATA TN (p1joT

IyynAaoyotto
[pokeévov va Pertiwbei n yvnrlooudtnta TV PLOAOYIKGOV QOPUUKEVTIKOV TPOIOVIMV, TO OVOLLN
Kot 0 aplOpog TPTIONG TOL YOPTYOVLEVOD PAPUAKOL TPETEL VO KATAYPAPETUL LLE CAPTVELQ.

Evdobaroedikéc evéoelc — oyeTICOUEVES OVTIOPACELS

O1 evOODOAOEIDIKEG EVEGELG, CUUTEPIAAUPAVOUEVOV EKEIVOV E APAPEPGETTY, £XOVV GLUGYETIOTEL LU
evO0QOaAUITION, EVOOQOGALLN PAEYLLOVT], PNYHOTOYEVT QTOKOAANOT TOL AUPPBANGTPOEDOVS, PREN
TOL AUPPANGTPOEIB0VE KO LTPOYEVH TPAVLATIKO Katappdktn (BA. mapdypago 4.8). Kotd
YOPNYNON TNG OQAPEPGENTNG, TPETEL VA YPTCLOTOLOVVTOL TAVTO KATAAANAEG AONTTEG TEYVIKEG
éveonc. EmmpocOétwc, o1 acBeveig Oa npémel va maparxorlovbodvtar katd tn didprela g BOoUadag
LETA TNV £VECT TPOKEEVOL Vo glval duvatn 1 £ykaipn Bepaneia oe TepinTmon epeaviong Aoiuwénc.
Y1oug aobeveig Oa mpémel va 60000V 0dnyieg yia TV avagopd ympic kabvotépnon, ToyovV
CUUTTOUATOV TOV UTOPEL VO VITOONADVOLY EVOOEOIANITION KoL 0VTA B0l TPETEL VO, OVTIUETOTIGTOVY
KOTAAAN QL

To @loAid10 TTEPLEYEL TEPIGGOTEPO OO TNV GLVICTMOUEVT 0001 TV 2 Mg aPAPepoéntng (Tov
eodvvapet pe 0,05 ml). O emumhéov 6ykog Ba mpénetl va amoppredei mpv amd T yoprynon (BA.
mapaypdeovg 4.2 kot 6.6).

Avénoeig oy evéoebdiuia tieon Exovv Tapatnpndel evioc 60 Aentdv amd TV EVOODAAOEIOIKT
€vean), oVUTEPIAOUPAVOUEVOVY KoL TV EVEGEDV e TNV dpAPepoéntn (BA. mapdypapo 4.8). Anarteiton
€101KT TPOPOANEY G€ 0oOEVEIG e YAADK®LLO TTOV deV EAEYYOVTAL EMAPKDG (UNV evéoete To Ahzantive
ev M evoopBdApua mieon eivor > 30 mmHg). Xe Ohec TIC TEPMTOGELS, KOt 1] EvOOQOAALI TTieoT) KO 1)
OLULATMGCT TNG KEPAANG TOL OTTIKOD VEVPOL TPEMEL ETOUEVOG VO TAPAKOAOLOOVVTAL Kot VoL ELEYYOVTOL
KOTAAANAQL.

Avocoyovikotnta

Kobng givar pra Bepangutikn tpmteivn, vrdpyel 1 mBavotnta avocoyovikotntog e to Ahzantive
(PA. mapdypago 4.8). Oa mpémet va divovtal odnyieg 6tovg acbeveic va avapiépovy Tuxdv onueia 1
CUUTTMOUOTO EVOOPOAAUIOG PAEYUOVNIG, T.Y. AAYOC, pmToPOfia, 1| epLOpOTNTA, TO OOl UTOPEL VO
amoTeLoHV KAVIKG onpeia Tov amodidovtol o€ vrepevatcnaia.

ZVOTNUOTIKEG EMOPAGELS

Metd and evdooiaroedikn éveon pe avaotoreig VEGF, éxouv avapepbel cuotnuatikég ovemBounteg
EVEPYELEG TOV TEPIAAUPAVOLY U1 0QOAAUIKES arpoppayieg Ko aptnplokd Opouposupoiikd coufdavro
KoL vdpyel Evag BePNTIKOG KIVOLVOC OVTEC 01 EVEPYELES VL GUVOEOVTOL LE TNV avacToA)] Tov VEGEF.
Yrdpyovv mepropiopéva dedopéva yio v acpdreia ot Bepancio acbevov pe CRVO, BRVO, DME
N wormk) CNV e 16Toptkd ayyelokod EYKEPOAKOV EMELGOOI0V 1) TAPOSIKAOV IGYOUIKDV ETELGOS IOV
N EUPPEYILATOG TOV LVOKAPSTIOL EVIOC TOV TPOTYOVUEVOV 6 UNVOV. ATOTEiTaL TPOGoYn KOTd TN
Oepamneio aVTOV TOV 0G0EVDV.

Al

Onwg kot pe dAdeg evoovarogdikég avtl-VEGF Ogpamneieg yio AMD, CRVO, BRVO, DME a1

pvorik CNV, 1oyvovy eniong ta akoiovda:

o H acpdieln kot 1 amoterespotikdTnTo TNG OEpomeiog pe TV apAPEPGENTN Kol GTOVG dVO
0pBaAL0E TavToOYpOva dev Exovv peretndel cuotnuotikd (PA. mapdypaeo 5.1). Edv de&dystal
appotepdmAevpn Oepameia v id1a ypovikn mepiodo avtd umopei va 00N YNGEL 6€ avénon g
GLOTNHOTIKNG £kBeong, oL TBAVMOG Vo 0VENGEL TOV KIVOLVO Y10 GUGTNUOTIKEG OVETIOOUNTEG

EVEPYELEC.

o H tavtoxpovn yprion arhov-ov avit — VEGF mopaydviov (ayyelokog evoodniakog avEnticog
TaPAYOVTaG).

. Agv vrdpyovv S1aB€CLO SEGOUEVA Y10 TNV TAVTOYPOVN PO OEAPBEPCERTNG LE GAL OVTL —
VEGF ckevdopata (GuoTHatikd 1 0@0aipukd).

. Ot Tapdyovieg Kivdvvov mov oyetilovtol e v avamtuén poyung Tov LEAXYYPOOTIKOD

emBOniiov tov apePAnoTpoedodc petd and avii-VEGF Bgpaneia yio vypov thnov AMD,
ovumeptAapdvouy peydan 1i/kot VYNAN amoKOAANGCT TOV LEAAYXPMOTIKOD EMONAIOL TOV
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apeipAnctpoedong. Kotd v Evapén tng Oepaneiog pe v apAPepoéntn, amatteitol 1pocoyn
o€ aobevelg pe avTovg TOLS TAPAYOVTES KIVOUVOL Y10l POYLES TOV HEAXYYPMOOTIKOV EMOMNAIOD
TOL AUPPANGTPOEOVG,.

. H Bepaneio mpénel va SrokdnTETON GE ACOEVEIG e PIYUATOYEVT] ATOKOAANGY| TOV
AUPIPANGTPOEBOVG 1 OTEG TNG WYPAG KNAIdag oTadiov 3 1 4.

o 2V TEPInT®OON pOYUNRS TOV AUEPANGTPOE0VCE, 1) 6601 O TPEMEL Vo ovaGTOAET KoL M
Oepameio o O Tpémel va apyicel K VEOL TPV 1| pOYUT AoKATOCTAOEL ETAPKAOC.

o H d60n B mpémer va avactarel kou 1 Oepamneia og Oo mpémet va apyicel vopitepa amod v

EMOUEVT TPOYPOUUATIGUEVT Bepameia 6 KATAOTACELS OTWG:

- peimon g kaAvtepa dopbwuévng ortikng o&vtnrag (BVCA) katd > 30 ypaupoato og
ovYKplon pe TNV Tekevtaio a&loAdynon g onTikng o&vnTag.

- VIOUPPANGTPOELIIKT Ooppayic TOV EUTAEKEL TO KEVTPIKO Bobpio, 1) v To péyebog g
awpoppayiag etvar > 50% g cvvoAikng meployng s PAAPNG.

. 1 860om Ba Tpémel va avactodel Yo pio wepiodo 28 nuepdv TP N LETA OO TPOYPUUUOTIGHEVT
1N devepynbeica evéopOaApLa yepOVPYIKT ETEUPOCT).

o H aplPepoéntn dev mpénel va xpnolponoleital kotd T SidpKelo TN KONOTG EKTOG EAV TO
evOEOLEVO OPENOG VTIEPTEPETL TOV EVOEYOLEVOL KIvdDVOUL Yia TO Eufpvo (BA. Tapdypapo 4.6).

. O1 yuvaikes o€ avomopoy@ytkn NMKio TPETEL VoL YPNGLULOTOI0VV AITOTEAECLLOTIKY OVTIGUAATYT

Katd tn S1dpkela tng Oepameiag Kot Emg TOLAAYIGTOV 3 UVEC LETH TNV TEAELTALN
gvdoboroeldikn éveon apPepoénng (BA. mapdypago 4.6).

. Yrdpyer mepropiopévn eumepia ot Oepaneia Tov acbevav pe wwyotpcod tomov CVRO kot
BRVO. H Bepaneia d¢ cuviotdton og acheveic mov mapovstdlovy kivikd onpeia pn
OVACTPEYIUNG ATMAELNG TNG OTTIKNG AELTOVPYIOG ATO 1YL

ITAnOvopuoi pe mepopicuévo dedouéva

Yrdpyet povo mepropiopévn eumelpia otn Bepaneio atépmv pe DME Adyo dwapntn tomov I 1 og
dwafnrikode acbeveig ue HbAlc avo tov 12% 7 pe mopaymykn dafntikny augipAnctposidonddeia.
H agplBepoémntn dev éxerl peketbei oe acbeveic e evepyég cuoTuaTIKEG AoMEEIG ) o€ acbeveic pe
TAVTOYPOVEG TAONGCELS TV OPOUAUDYV OTWS OTOKOAANGN TOL AUPIPANGTPOEIDOVG 1) O TNG WYPAS
KNAdag. Agv vdpyet emiong eumelpia ot Bepaneia pe apAPeposntn oe daPnTikoc acbeveic e un
gleyyopevn vaéptact). Avtn 1 EAhenym dedopévmv TPETEL va AAUPAVETAL VTOYT OO TOV 0TPO KATE
T Oepaneia TV 0cOeVHY AVTOV.

2 pooriky CNV dev vrdpyetl epmeipio pe v aeAPepoéntn ot Oepaneia pn Aclotov acdevav,
acBevav o1 omoiot £yovv mTponyovuéveg vToPAndel og Oepameia yio pvomiky CNV, kot acbevov pe
eEwPobpucéc PAaPec.

HOAnpogopiec y1o Ta Ekdoya

Av10 t0 Pappako mepiéyetl 0,015 mg morlvcopPikov 20 og kdbe yopnyovpevn do6on Twv 0,05 ml, wov
oodvvapet pe 0,3 mg/ml. Ta ToAvsopPikd propel va TPoKOAEGOVY HALEPYIKEG UVTIOPAGELC.

AvT10 TO QappaKo TTEPLEYEL AYdTEPO 0td 1 mmol vatpiov (23 mg) avd povada docoloyiog, dSnAadn
0VLOLAOTIKA Elval «edevbepo vaTpiovy.

4.5  AlMremopaosig pne GALo QUPRUKEVTIKG TPOTOVTO KOl GALES popPég arlinieniopaong
Agv €govv mpaypotomomn el peréteg aAANAETISPACE®V.
H ypnion owtodvuvapkng Oepaneiag pe Pepremopeivn (PDT) copninpopaticd otn Oepaneio pe

apMPepcéntn dev Exel peketnOel, emopévac de pmopel va Tekunplodel o TpoPik aoeIrENG TNG
TPOKTIKNG OVTNC.
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46 TovipétnTa, KON KOt yorlovyia

luvaikec oe avaropaymykn nikio

IMuvaikeg o€ avamopaymyikn nAKio TPETEL VO, YPTGLLOTOIOVV OTOTEAEGLOTIKT AVTIGOAANYT KOTA TN
dupkela g Bepameiog Kot Yo TOLAGYIGTOV 3 PVEG LETA TNV TEAELTALN EVOODOAOEIDIKN Eveon
apMPepoimng (BA. Toapdypago 4.4).

Kvnon
Agv VAP0V OEOOLEVO GYETIKA LLE T YPNOT TNG UPALPEPTENTNG GE EYKVOVG.
Mehétec oe {da kotédeiEav gufpvoto&ikotnta (BA. Tapdypago 5.3).

[op’ 6T cvotnpatiky ékBeomn PETA amd 0POUAUIKTY YopTyNoN Etvat TOAD Younin, n apAPepciéntn
dev TPEMEL VOL YPNOGLLOTOLEITOL KATA TN OLAPKELD TG KOOGS EKTOG EAV TO EVOEYOLEVO OPEAOG
VIEPTEPEL TOV EVOEYOEVOD KIVOVVOL Y10, TO BPEPOC.

OnAacpodg

Bdoel mold meplopiopévey dedopévav yio, Tov avOpwmo, n apMPBepcéntn unopel va anekkpivetal 6To
avOpaTvo yala og younAd enineda. H apliPepoéntn eivar Eva peydrho TpOTEIVIKO HOPLO KoL 1|
TOGOTNTO TOV PAPLLAKOV TOV ATOPPOPATUL OTTd TO VEOYVO avapévetal va ival 1 eldytotn. Ot
EMATMOGEL TNG 0QAPEPGETTNG 6TO VEOYVO/Ppépog mov OnAdlel eivar dyvmaorteg.

2av TPOANTTIKO UETPO, 0 ONAAGHOG deV GUVIGTATOL KOTA TNV JEPKELD TNG ¥PNONG TNG UPAPEPTETTNG.

Tovipdnto
Ta anotehéopata and peréteg o {da e VYNAN cvoTnUATiKy £K0e0T KOTOJEKVDOUY OTL T

aQAPEPCENTN UITOPEL VoL EMNPEAGEL APVNTIKA TIV avOPIKT Kot yovoukeio yovipuotnta (BA.
Tapdypoo 5.3). Ot emdpdoelg avTég 0ev gival OVOUEVOUEVEG LETE 0d 0POUAUIKT YOpNYNON UE TTOAD
YOUNAR cvotnuatikn éxbeon.

4.7 Emopaceis 6Ty IKAvVOTITA 001Y1161)G KO (EIPIGHOV PN UVIILATOV

H éveon pe v aplPepoéntn £xel LiKpr| EXIOPACT GTNV KAVOTNTO 001YNONG KO XEIPIGLOV
UNYOVTULATOV AOY® TV SLUVNTIKG TPOCOPIVMV SLOTAPUY®Y TS OpaonS oL oyetilovton gite pe v
éveon N pe Vv oeBaiporoyikn eE€taon. Ot acBeveig dev mpémel va 0dnyovv 1 va xerpilovrtan
UNyovApoTe LEYPL 1) Agttovpyio TG OpAcS TOVG VA 0moKATAGTAOEL ETAPKMG.

4.8  AvemOovunteg evépyeleg

2HVOWN TOL TPOOIA ACOAAELOG

"Eva 6vvoro 3.102 acbevav amotélece Tov TAnOLoUO aopireng OTIC OKTO peAETes eaong 1.
Meta&d avtav, 2.501 acbeveic vmofinbnkav o Oepaneia pe T cvvicTdpevn 6661 TV 2 MQ.

YoBapég opBuiukéc avemBOuNTeg evépyeleg 6Tov 0PBAALO VIO peéTn oyeTILONEVES LE TN
dwdtkacio g Eveong eppavicotnioy e Ayotepeg amd 1 otig 1.900 evoodahogldicég eVEGELG e TNV
aeMPepcéntn Kot TepAapPavoy TOPA®GOT), EVO0POUAUITION, OTOKOAAN G TOL AUPPANGTPOESOVG,
TPOVUATIKO KOTOPPAKTY, KATOPPAKTY, ALLOPPAYict TOV DOAOEB0VE GOUATOS, ATOKOAANGT TOV
VOAOELBOVG COUATOG Kot avENUEVT evooeBdluia tigon (BA. Tapdypago 4.4).

O o ovyvég Tapatnpnbeiosg avemBounTeg evépyeleg (o€ TovAdyiotov 5% twv acbevmv mov
vrofANnOnkav o€ Oepancio pe v aplPepointn) oy apoppayio Tov emmepukoTo, (25%),
alpoppayio Tov apePinotpoedoig (11%), petopévn ontikn o&utnra (11%), dhyog tov
opOoipov (10%), xatappdaxtng (8%), avénuévn evéoedaia tieon (8%), amokdOAAN oM TOL
VaA0£BOVS cduaTog (7%) kot e€ldpduata Tov VOAoEWOVE copotog (7%).
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ITivaxog ovemBountwy evepyEimv

Ta dedopéva ao@AAELNG TTOL TEPLYPAPOVTOL TAPUKAT® TEPIAAUPAVOULY OAES TIC OveEmIBOUNTEG
gvépyeleg amo Tig okT®d perétec eaong LI otic evoei&elg vypov tomov AMD, CRVO, BRVO, DME kot
poomik] CNV pe gddoyn mbavotnta otiddous oyxEomg He T dtadikacio TG EVEoNs 1 e TO
QOPUOKEVTIKO TPOIOV.

Ot avemBOunTEC EVépYEleg TapaTiBEVTOL VA KOTYOPio OPYOVIKOD GUOTHUATOG KOl GUYVOTITO
CUUP®VA [LE TNV 0KOAOVON cvpPBoon:

IToAd cuyvéc (= 1/10), ouyvég (> 1/100 émg < 1/10), oyt suyvég (= 1/1.000 émg < 1/100), ombvieg
(>21/10.000 £m¢ < 1/1.000), un yvootig cvyxvotntog (8ev umopodv va ektipunbovv pe Paon ta
dwBéopa dedopévar).

Ev1oc k40 Katnyopiog cuyvotnTog ELOAVIONS, Ol avemBOUNTEG EVEPYEIEG TOV POPLAKOV
nmapatifevion katd eBivovsa oelpd cofapdtnToc.

Mivakag 1: Okeg o1 avemBOunteg gvépyeieg Tov appakov arnd ) Bepaneio mov avapépdniay ce
aoBeveic otig peréteg edong I (cvykevipwtikd dedopéva towv peketdv eaong III) yua tig evoeilelg
vypov TOmov AMD, CRVO, BRVO, DME kot pooniky CNV) 1§ katd ) didpkela Topakorovdnong
UETA TNV KVKAOQOPpiaL.

Kotnyopia/ Opyaviko , . .
shompe YoyvotnTa Avem@opntn evépyero
Awtapayés Tov

UVOGOTOUTIKOV Oyt ovuyvég YrepevaicOnoio***
GUOTNNOTOS

Awtapoayés Tov 0p0aipov | ITohd cuyvég  [Mewwpévn ontikn o&vnta,

Ayoppayio Tov aUPIPANGTPOESOVG

Awoppayio Tov emimepukoto, I16voc tov opOaipon
Xoyveéc P1&n tov pedayypoov embniiov Tov
AUPPANGTPOEBOVC*, ATOKOAANGN TOL UEAUYYPOOL
emBniiov Tov apuEPANcTpogdovs, Expiuiion tov
aUEPANCTPOEDOVS, Alpoppayict TOV VOAOEIBOVE
ocopatog, Katappaktne, Katappdke proimong,
[Tupnvikog Katappdrktne, Koatappditng vwokdyiog,
Algfpwon Tov Kepatogldovg, Exdopd tov
KepaToEW0VC, AvéEnuévn evooeBdiuia ieon,
Oapmn 6pacn, E&dpapata tov varogdods
OOUATOG, ATOKOAANGT) TOV VAAOEBOVS CMUATOC,
AAyog 610 onpeio g éveong, AloOnuo EEvov
oOUATOG 6TOVE 0pOoApove, Avénuévn dakpvppola,
Oidonpa Prepdpov, Apoppayio 6To onueio g
éveong, ZTIKTN kepatiTida, YePalLio Tov
EMmeQLKOTA, Yrepoio o@OaAo

Oyt ovyvég EvdopOoipitida™**, ATokoAANGN TOL
apeipAnctpogdong, Prén apeipAnctposidong,
Ipitida, Payosditida, Ipdokvrditida, ®oiepodtnteg
eokov, EAAeiupo emnAiov tov kepotoedong,
EpeOiopog oto onpeio g éveong, Mn @uolohoyikod
aioOnua otov opBaid, Epebiopdc tov Brepdpmv,
«IPOTEIVIKY OpiyAn» TpocHiov Baidpov,

Oidnpa Tov KEPATOEBOVG

TOeAwon, Tpavuatikdg Katappaktng, Y aAitido,

Imovieg Ynonvo

Mn yvootig SrAnpiTido****
oVYVOTNTOG

* Kataotdoelg yvootég og oxetildpeves pe v vypov tomov AMD. ITapatnprfnkayv pLoévo otig HeAETEG Yo TNV
vypov OOV AMD
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** EvdopBoipitido pe Oetikn KoAMEPYELQ KOl APVTTIKT KOAMEPYELQ

*** Avapopég vrepevaictnciog copmeptiappavopévov eEoviIaTog, KVNopov, Kvidmong Kot LEPOVOUEVOY
TEPITTOCEDV GOPAPAV AVOPVAUKTIKAV / OVAPUAAKTOEWODV AVTIOPACEDY

*EEE Avapopég omd mapoakorlovBnon petd v Kukhoopia

LHeprypagn emideyuévaov ovemBountwy evepyeiy

e peréreg eaong I yuo v vypod TOmov AMD, vnpée po adENon TG EMMTOONG TNG ALLOPPOYig
TOV EMITEPVKOTA G€ aoBeVeig ToL AdpPavay avti-Opoufoticod tapdyovtes. Avti n ovénuévn
enintoon frav mopopon petald Tav acbevov mov Oepamedoviay pe paviumov b Kot
aeMPepcéntn.

Apmprokd Opopposuforikd emercddia (ATES) eivar avemBounteg evépyeteg mov oyetilovtan
duvNTiKa pe T cvotnpatiky avaotoin Tov VEGE. Yzdpyet Osmpnrikog kivouvog aptnplakdv
OpoppoepPorikdv enelc0dimV, CLUTEPIAAUPOVOUEVOD TOV AYYELNKOD EYKEPAAIKOD ENTEIGOO10V Kot
EUQPAYLATOG TOV LLOKOPITIOL HETA TNV VOODAAOEDIKN Yoprynon avactorléwv Tov VEGF.

e KMViKES dokes pe apiPepoéntn oe acbevelg ue AMD, DME, RVO kot poomiky CNV, €xet
mopatnpnOet po yapnAn cvyvotnta aptplakov Opopposppforikdv encicodiov. ['a ddeg Tic
evoei&elg, oev mopatnpnonke a&loonueiotn d1Popd OVAUESH GTIC OUAOEG TOV BepamedTniOy LE
aQMPBEPGETT KOl OTIG OVTIOTOLYES OULASES GUYKPLOTC.

Onoc kat pe 0deg Tig BepamevTikég TPOTEIVES, VITAPYEL TOAVOTNTO Y10, OVOGOYOVIKOTNTA LLE TO
Ahzantive.

Avaopd moavoroyoduevav avemfounTmv EVEPYEIDV

H avagopd mboavoroyobuevov avemBOunTmv evepyelmv PETH amd T YopnyNnon &delog kKukAopopiog
TOL QUPUAKEVTIKOD TPO1dVTOG elvar onpovTtikh. Emitpénet T cuveyn mapakolovdnon e oyEong
0PEALOVC-KIVOVVOV TOV QUPUUKEVTIKOD TPOIOVTOC. ZNTEITOL 0TO TOVE EMOYYEAUATIEG TOV TOUEN VYELOG
VO 0VOPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVES OVETIOVUNTEG EVEPYELEG LECH TOL EBVIKOD
GLOTNLOTOG OVOPOPEG Tov avaypdeetal oto [apdptnua V.

49 Ymnepdoooloyia

2T1G KAWVIKEG OOKIUEG, PN OILOTTOmONnKaY d00ELS £0C KAl 4 mg GE UNVidio LECOOIUCTNLOTO KO
VI PEAV LEPOVOUEVEG TEPIMTMOGELG VITEPOOGOAOYING te 8 mg.

H vrepdocoroyia pe avénpévo 6yKo Eveong Wmopel va, avENCEL TNV EVOOPOAALL TEST). ZVVETHDC, OF
TEPIMTOOT VITEPOOGOAOYING, TPEMEL VO TapaKkoAovOeiTaL 1| V0O, Tieon Kat, EGv KpiveTal
amapaitnto oo to Bepdmovta wTpod, va Eekva emapkng Oepameia (BA. Tapdypago 6.6).

5. DOAPMAKOAOTTKEX IAIOTHTEX

51 ®@oppokodovopikEs 1010TNTEG

Dapuaxobepomevticn katnyopio: OpOoloAoyud / avtioyyeloyevetikol mapdyovteg
Kodkdég ATC: SO1LAOS

H agpAPepoéntn eivar pia avacuvovacuévn TpaTeiv 6OVINENG IOV AmoTEAEITAL OO TUNUOTO TV
eEmruTTAPIK®V TEPLOY DV TV VIodoyxEwv] Kat 2 Tov avBpomvov VEGF cuvtetnypéva oto tunua FC

Tov avOpomivov 1gG1.

H apMPepoéntn mapackevdletan oe K1 kdttapa wobnkadv kivélikov kpikntaov (CHO) pe v
texvoroyio avacuvovacuévov DNA.
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https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

H agpABepoéntn dpa mg d10A0TOS «mapamilovnTiKocy vrodoyéag mov deopedel tov VEGF-A kot PIGF
Le VYNAGTEPT GLYYEVELD ATTO O,TL OL PVGIKOT TOVG LTOSOYELG KO UTOPEL LLE TOV TPOTO OVTO VOl
ovaoTeiAEL T GUVOEST Kot EVEPYOTOINGCT AVTAOV TV GLYYEVOV VItodoyséwv VEGF.

To Ahzantive givotl Blo-opogd€C PaPUAKEVTIKO TPOidV. AemTOpEPELG TANPOQPOPiES sival dtabEéatueg
o1ov dikTvoKko Tono Tov Evponaikod Opyaviouod @apudkov https://www.ema.europa.eu.

Mnyaviopog dpdong

O ayyelokog evdodniokog avéntikdc napdyovras-A (VEGF-A) kat 0 TAAKOUVTIOKOG avENTIKOG
napdyovtag (PIGF) etvon péln tng owoyévelng VEGF ayyeloyevetik@v mapaydvimv Tov Pmopovy va
SpovV MG 1oYLPOTL LUTOYOVOL, XNUEIOTOKTIKOL TOPAYOVTES KOL TOUPAYOVTES OYYELOKNG OLOEPATOTITOG
v o evooOniakd kottapa. O VEGF dpa pésm 000 vmodoyémv tuvpootvikig kivaonsg, VEGFR-1 kat
VEGFR-2, mov givat mapovteg oty emipdaveilo v evoodnilakdv kuttdpmv. O PIGF cvvoéetan povo
otov VEGFR-1, o omoiog givan emiong mapdv oty empdveie tov Agvkokvttdpov. H extetapévn
gvepyomoinomn avtdv TV vrodoyéwv arnd tov VEGF-A propel va £yl o¢ omotérecia maborloyikn
veoayyeimon kal vrepfoikn ayystokn dwamepatdomra. O PIGF pmopel va £xet cuvepykn dpdon pe
tov VEGF-A cg avtég T1c diepyaoieg kot givar emiong yvmotd 0TI TPOdyEL Tr AEVKOKVTTOPIKY O1fnon
TOV 1GTOV KOL TV OYYELWNKT QAEYLOVT.

Dapuokodvvaukéc emdpioElc

Yypod tomov AMD

H vypod tomov AMD yapaktnpiletor and taboloywkn yoproedikn veoayyeiwon (CNV). Awappon
aipatoc kat vypov amd v CNV pmopel va TpokaAEGEL TAYVVOT TOL AUEIPANGTPOEIBOVS 1] oldN Lo
M/Ka1 VITo-/EVE0aUPIPANGTPOEISIKT] OUOPPOYid, LE ATOTEAEGILO TV ATMAELD OTTTIKNG 0EHTNTAG.

e aobeveig mov vroPANONKay oe Bepancia pe v apMPepoéntn (pia Eveon avd pva yo

3 01080y 1K0DG UNVEG, Kal OTN GUVEXELN o éveon kdOe 2 uNVEG), 1] TAYLVGN TOL KEVTPOL TOL
apeipAnoctpogidovg [CRT] peidbnke cvvtopo petd v Evapén tng Oepaneing Kot exiong petmbnke to
péco péyebog g PAaPng CNV, anotedéopota T omoio eival avtioTolyo e EKEiva oV
mapatnpovvtal pe ) povipmioopdunn 0,5 mg unviciog.

2t perétn VIEW 1 mopatnpndnkov péoec peuwoelg oto CRT oty ontikn Topoypagpio cuvoyng
(OCT) (-130 kau -129 microns tnv eBdouddo 52 yia tnv opdda ¢ aprPepcsintng 2 mg kdbe dvo
punveg Kot v opdda g pavyulovpdunng 0,5 mg kdbe pnva, avtiotorya). Eniong, oto ypovikd
onueio tov 52 gfdopadmv, ot perétn VIEW2 mapotnpinkav péoeg peimoeig oto CRT pe Baon to
OCT (-149 ka1 -139 micron yio T1¢ opddeg peAétng g apAPepointng 2 mg kabe 500 UAVES KoL NG
pavipmovpaunng 0,5 mg kKabe piva, avtictouya).

H peimon tov peyébovg tng CNV kot 1 peiowon tov CRT yevikd dtotnprfniay 6to 6g0tepo £T0G TMV
UEAETAOV.

H perétn ALTAIR 61e&nydn oe lanwveg acbeveic ywpig mponyovuevn Bepomevtikny aywyn yio Tnv
vypov tHmov AMD ko €d€1&e mapopola amotedéospata pe TG perétes VIEW, ypnoonowdvros 3
apyIKEG Unviaieg evéoelg apAPepoéntne 2 mg, akolovBoVUEVES Ao Lia EVEST) LETH atd 2 PNVEG Kot
ocvveyilovtog pe éva docoAoyikd oynpa Bepameiog Kot ETEKTOONG e LETOPANTE LECOIACTILOTOL
Oepaneiog (mpocapuroyég ava 2 efdouddeg N 4 eBOOUASES) HEXPL TO UEYIOTO HEGODIAGTILO TV 16
efdopddwv chpemva pe ta Tpokabopiopuéva kprrhple. Xtnv efdopndda 52, vnpEav LEGEG LELDTELS
070 ayog ToV Kevipikol auPAnotpocidovg (CRT) pe Bdon 1o OCT oand -134,4 ko -126,1 microns
Yo TNV Opddo TV 2 EBSOUAO®Y TPOGUPIOYNHG KOl AvTioTOYO Y1 TV opdda TV 4 fdouddnv
npocapuoyne. H avoroyia tov acbevov yopig vypd pe Bdon 1o OCT v efdopdda 52 Rtav 68,3%
Kot 69,1% otig opddeg 2 kot 4 efdopddwv Tpocappoyng avtiototyo. H peiwon tov CRT yevikd
St pndnke oto dVo Bepamevtikd oxéAn Katd To devTepo £10¢ TG perétng ALTAIR.

H peiétn ARIES oyedidotnke yio v S1EpEVVIGEL T UN-KOTMOTEPOTNTO TOL JOGOAOYIKOD GYLOTOG
Oepaneiog Kol eméktaong yio v apAiPepoéntn 2 mg, 1o onoio exivnoe apécmg PHETA amd T

YopNYNon 3 apyiKdv Unviciov evEcEmV Kol LI0G ETOUEVNG EVEONG LETE amd 2 UNVES, EVOVTL TOV
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d060A0YIKOV oyNuatog Bepaneiog kot eméktaong mov Eekivnoe petd and 1o TpdTo £tog Oepanciog. [a
aoBeveig mov ypeldotnray Bepaneio cuyvotepn anod kdbe 8 efdopades (Q8), yio TovAdyioTOV pHio
@opd kotd TN O1dpketa g peréng, to CRT mapéueve vyniotepo, aArd n péon peiwon tov CRT and
v évapén €mg v efdopdda 104 ftav -160,4 microns, Topdpoto pe eKeivn TV aclevadv mov Erafav
Oepaneio ava 8 efoopddeg (Q8) N oe MydTEPO GLYVE SloGTHLATA.

Asvtepomobes oidnua e wypdg knlidog omé CRVO kor BRVO

v CRVO ka1 BRVO, napovcidletat ioyoiio Tov apeiBANcTpoetdong 1 omoio EVEPYOTOLEL TNV
anedevBépwon VEGF mov pe 1 oepd tov amootabeponolel Tig o@iytég GLUVOEGELS Kol TPOAYEL TOV
TOALOTAOGLOGUO TV evoodnlak®dv kuttapov. H vrepékppacn tov VEGF oyetiletot pe t Avon tov
OLLOTOUUPIPANOTPOEIIIKOD PPAYILOD, TNV OLENUEVT ayYELOKT dlomePATHTNTA, 0101 L0l TOV
OUEIPANGTPOEIDOVS, KOL EMTAOKEG GTN VEOUYYEIWOT.

Y& aoBeveig mov voPAndnKayv oe Bepancia e 6 cuveyOUEVEG UNViaieg evEaelg aplPepoéntng 2 mg
TOPATNPNONKE L0 GUVEYNG, YPNYOPN KOl IGYVPT| OVOTOUIKT avTtomdkpion (Ommg petpndnke and
Bertiwoelg oto péco CRT Katd v efdopada 24, n peiwon tov CRT frav ototiotikd avatepn o
avtibeon pe v opdda eléyyov kot otig Tpeig pedétec (COPERNICUS yia v CRVO: -457 vs. -145
microns; GALILEO yia tnv CRVO: -449 vs. -169 microns; VIBRANT vyia tnv BRVO: -280 vs. -128
microns

Avt 1 peloon and v apykn| T oto CRT dwtnpndnke péxpt to 1€hog tng kébe pehéng v
gBdopada 100 otnv COPERNICUS, v gBdopdada 76 otnv GALILEO kot v gfdoudda 52 oty
VIBRANT.

Arafntino oionua e wypag knAidag

To dwfntiko oidnua g oypds knAidag, eival erakdiovo g dapntiknig apePAnctpocidonddeiog
Kot yopoaktnpiletal and avénpévn ayysiodlamepatodtnTo Kot PAAPN ot Tpryoedn Tov
aUEIPANGTPOEBOVG 1| 0TTolo UTTOPEL VO £XEL MG AMOTEAEGLLOL TV OTIMAELN OTTIKNG 0&0TNTOC. X€
acBeveic mov vroPAnOnKay oe Oepancio e TV aEAMPBEPGETTN, 1| TAELOVOTNTO T®V OTOIV
kaBopiotnke 6t1 giyav Safntn tomov I, mapoatnpnBnke cvviopa petd v Evapén g Bepaneiog
YPIYOPN Kot 1oupY| ovTamdkpion g tpog T popeoroyia (CRT, DRSS eninedo).

g peréteg VIVIDPME ko VISTAPME 6 acBeveic mov Aapfavay Oepomeia pe aplipepoéntn oe
oVYKPLoT HE TNV opdda eAEYyov Aéilep mopatnpnOnKe LUK GTOTIGTIKA GNUOVTIKOTEPT LEOT LEION
06710 CRT amd v apykn T katd tnv efdopdda 52 frav -192,4 kot -183,1 microns yio Tig opuddeg
g apMPepaéntng 2Q8 kot -66,2 kot -73,3 microns yio T OpadeS EAEYYOL, avtioTotya. Katd tnv
gpdopdda 100, n peimon dratnpnbnke pe -195,8 ko -191,1 microns yio T1g OPAOES TNG
apABepoimtnc 2Q8 kat -85,7 kat -83,9 microns yio Tic opddeg eAEyyov, otic pekétec VIVIDPME o
VISTAPME gvticTouyo.

Mua BeAtioon > 2 nudrov oto DRSS afoloynonke pe mpokabopiopévo tpomo otig VIVIDPME kan
VISTAPME H klipaka DRSS Rrav Boduoroynoiun 610 73,7% tov acbevédv oty VIVIDPME kot 610
98,3% 1oV acbevav oty VISTAPME, Katd v epdopdda 52, 27,7% xon 29,1% Tov opddmv g
aprPepointng 2Q8, kot 7,5% ko 14,3% tov opddwv eréyyov Tapovsiacay po Bertioon

> 2 nudtov oto DRSS. Kotd mv efdoudda 100, ta avtictorye mocootd nrav 32,6% ot 37,1% tov
opadmv tng aprPepoéntng 2Q8 kot 8,2% xat 15,6% t@v opddmv eLEYyoL.

H perétn VIOLET cuvékpive Tpia S10(popeTikd S0GOAOYIKA GYNUATA TG ApMPEPCETTNG 2 Mg Yol TN
Oepancio tov DME, petd and tovAdyiotov Evav ypovo Bepameiog e otabepd LesodoeTLoTa, KOTA
Tov omoio 1 Beparneia Eekivnoe pe 5 dadoyikég punviaieg 60celg akoAovBolpeves amd yoprynon kade
2 unvec. Tnv gfdopdda 52 kar tnv gfdoudda 100 e perétng, SnAadn To devTEPO KoL TO TPITO £T0G
Bepamnceiog, o1 péceg aArayég oto CRT nrav kMvikd TapoOpoieS Yo To 00GOA0YIKA oynpota Oepamneio
Kot v enéktaon (2T&E), pro re nata (2PRN) kot 2Q8, avtictoyo, -2,1, 2,2 kot -18,8 microns tnv
gpdopdoa 52 ko 2,3, -13,9 ko -15,5 microns v gfdopada 100.
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Mok yopiogidixy veoayysiwon

H poomikn yoprogidikn veoayysimon (powmiky CNV) amotelel cuyvn attio andieiog g Opaons 6
EVAAIKEG pE TaHOAOYIKN LL®Tio. AVOTTOGGETOL OC UNYXOVIGHOG ETOVAMONG TPUDHOTOC LETE Ol
pnéetg g pepppavng tov Bruch kot avtimpocsmnedel To To amednTiko Yo TV 6pocn cOUPae otV
TaBoLOYIKY| Lo®TTia.

e aoBeveic mov voPAndnkoyv oe Oepancio pe v apMPepoéntn ot perétn MYRROR (pio éveon
yopnyovpevn Katd v Evapén g Bepaneiag, pe Tpocheteg eVEGELC YOPNYOVLEVEG GE TTEPITTOON
EMPOVNIG 1] LITOTPOTNG TG VOGoV), To CRT peiddnke cvviopa petd v Evapén g Bepaneiog vaép
g apMPepoéntng Katd v efdopdda 24 (79 microns kot 4 microns yio, TNV opudda Oepameiog
aeMPePcEnTNGg 2 mg KoL TNV OUdda EAEYYOV, ovTioTory) Kot dtotnpnonie puéypt v efdoudda 48.
Eniong peiovdnke to péco péyebog g PAdpng CNV.

KAwun ooteleopotikdTnTo Kot acOAAEL

Yypod tomov AMD

H acpdieia kot 1 amotelecpatikdOTNTo TG APALPEPCETTNG a&loAoynOnKay o€ 300 TUYAIOTONUEVEC,
TOAVKEVTPIKES, OIMAA-TUPAES, EAeYYOLEVES e VTTApovoa evepyd Bepameio peréte o€ acbevelg pe
vYpov TOmov AMD (VIEW1 ko VIEW2) pe éva covoro 2.412 acBevav vroPAndnkav ce Oepaneio
Kot tav a&loroynotpot yio anotelecpatikotnto (1.817 pe v apiiPepoéntn) Ot nhikies tmv
aocBevov kopaivovtay amd 49 émg 99 etmv pe éva péco 6po NAIKiag Ta 76 £T1). X aUTEC TIC KAVIKEG
ueAéteg, mepinmov 10 89% (1.616/1.817) twv acbevodv mov Tuyatomombnkay o Oepaneia pe tnv
apAPepoéntn Nrav nikiog 65 eTdv 1 peyokvtepot kot mepimov to 63% (1.139/1.817) frav nikiog
75 eTmv N peyaAvtepol. e kabe perétn, ot acbeveic Tvyoomombnkoay pe avaroyio 1:1:1:1 o 1 anod 4
00G0AOYIKA GYNUATA:

1) apMBepoéntn 2 mg, yopnyodpeva kabe 8 efdouadeg petd and 3 apyicég unviaieg d6GE1g
(apMPepoéntn 2Q8),

2) apMPepoéntn 2 mg, yopnyovueva kabe 4 efdouddec (apiifepoéntn 2Q4),

3) apMPepoéntn 0,5 mg, yopnyovueva kabe 4 gfdopddec (apiiPepoéntn 0,5Q4) kot

4) povipmiCovpdunn 0,5 mg, yoprnyodueve kébe 4 efdonddeg (pavipmiovpdunn 0,5Q4).

210 6e0TEPO £T0C TOV LEAETMV, 01 00OEVEIC GUVEIGAY TNV OPYIKT TUYOIOTOMUEVT] H0GOAGYNOT] AL
LLE TPOTOTONLEVO SOGOAOYIKO YN KOOI YOOUEVO OO TNV EKTIUNGT TOV ONTIKMOV KOl T®V
OVOTOUIKAOV OTOTEAEGUATOV, L HEYLoTO KaBoplOpEVO amd TO TPOTOKOAAO SOGOAOYIKO
pecodtdotnua 12 efdouddwy.

Kot 611 d00 peréteg, To KOPLO KOTAANKTIKO GMUEID OTOTEAECUATIKOTNTOGC NTAV 1 OVOAOYiO TV
acBevav oty opdda tpwtokoAlov (Per Protocol Set) mov datpnoav v dpaon, dniadn andleio
Myotepov and 15 ypopudtov ontikig 0&0TnTog Katd v EfSopddn 52 amo TNV apyikn Tum.

> perét VIEW1, kotd v gfdopdda 52, 1o 95,1% twv acbevodv otnv opdda aprPepoéntng 2Q8
dwtnpnooav v d6pacn, e cvykpion pe 10 94,4% tov acbevav otny oudda pavipmilovpaunng 0,5Q4.
Yt pedétn VIEW2, xotd v gfdopdada 52, to 95,6% tov acbevav oty opddo apiiPepoéntne 2Q8
datnpnoav v dpacn oe cVykpion pe 10 94,4% twv acbevav otny oudda pavipmiovpaunng 0,5Q4.
Kot otig dvo peréteg n apMPepoéntn katadeiydnke 0Tt eivar un Kat®TEPT Kot KAVIKE 16000VOUT [E
v opdda pavipmifoopaunng 0,5Q4.

Aentopepn amoTEAEGLOTA OO T1 GLVOLOGCUEVT] OVAALGN Kol TV 000 HEAETMV TAPOLGLALOVTOL GTOV
[Mivaka 2 kot oto Zynpo 1 mtopokdro.
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Mivaxag 2: ExBaoeig anotedespotikodtntag Kotd v efdoudada 52 (koupta avaivor) Kot Kotd Ty
eBdopdda 96, cuvdvacpéva dedopéva amd Tic peréteg VIEW1 kor VIEW2P

"ExBaocn Aphpepointn 2Q8 9 Pavipmlovpapnn 0,50Q4
UTOTELECPUTIKOTTOG (apMPepoéntn 2 mg kabe (pavipmloopaunn 0,5 mg kade
8 eBdoudioeg petd amd 3 apyikéc 4 gBdopddeg)
unviaieg 006G€1g)
(N =607) (N =595)
EBdoudda 52 EBooudda 96 EBooudda 52 EBooudda 96
Mécog ap1Buodg evésemv 7,6 11,2 12,3 16,5
Mécog apBuog evésewv 42 47
(amd efdouddeg 52 émc 96) ' '
Avoiroyio acBevav pe < 15
YPURHOTO OTOAEI 06 TV 95,33%" 92,42% 94,42%°) 91,60%
OPYIKT TN ’ ’ ’ ’
(PPS™)
Aogopd” 0,9% 0,8%
(95% CI)® (-1,7, 3,5 (-2,3, 3,8)™
M¢éon petafoin otnvy BCVA
Omm¢ peTpndnke pe ™
Babuoroyia avayvmpiong 8,40 7,62 8,74 7,89
ypappdrov ETDRS? ond
TNV OPYIKN TN
Awopopd 6Tov HEGO 61N
1éfodo LS™ (ypappota -0,32 -0,25
ETDRS)" (-1,87,1,23) (-1,98, 1,49)
(95% C™
Avodroyio acBevav pe
> 15 ypappata kEpSOG amd 30,97% 33,44% 32,44% 31,60%
TNV OPYIKN TN
Awgopd” -1,5% 1,8%
(95% CI)™ (-6,8,3,8) (-3,5,7,1)
A)

BCVA: Best Corrected Visual Acuity (Koivtepa d10pbwpévn omtikn o&btnTo)
ETDRS: Early Treatment Diabetic Retinopathy Study (MeAétn mpdiung avtipetdmiong g Stopntikng
apepAnotposidoniadeiog)
LS: Méoog ot pébodo tov ehayiotov tetpaydvav (Least Square) mapayouevog pécow ANCOVA (Avéivon
TG GLVOLUKDLLOVOTG)
PPS: Per Protocol Set
B) Full Analysis Set (FAS — ITAjpng opéda avélvong), Last Observation Carried Forward (LOCF —
AeEaymyn tehevtaiog mapatnpnong) Yo OAES TIG aVOAVGELS EKTOS Ad TV avaAoyio TV 0oBevdv Tov
Sdwtnpnoav v ontikn o&utnta katd v eBdopdada 52, ) onoia givar n opddo tpwtokdAlov (PPS)
H dapopd eivar 1 tipn g opddag apAPepcéntmg peiov Ty tiun g opddag pavipmiovpdpmng. Mo Oetikn
TN VVOEL TV apMPepoént).
Atdotpa epmicotoovvng (Confidence interval — CI) vroloyl{dpevo HECH KOVOVIKNG TPOGEYYIONG
Metd v évapén g Bepameiog pe Tpeig pnviaieg 600eig
"Eva dutdotpa epmiotocivng mov Ppicketat €& 0AokApov mave and -10% vrodeikviet Pn KatoTEPOTNTO TG
aQAMPePOETTNG OC TPOG TN POVILTILOVUAUTT

Y}
A)

E)
1)

48




Yype 1. Méon petafoin oty otk o&0TnTo amd TV apyitkn Ty péypt tnv efdopdda 96 yu to
ouvdvacuéva dedopéva amo Tig peréteg Viewl ko View2

(ypdppara)

Méon peTaBoAn oTnv oTITIKA ogUTNTa

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

ERdouddeg
—{1— AgAiBepatTTn 2 mg PaviymdgoupdapTn 0,5 mg Q4 eBdoudadeg
Q8 eBdouadeg

21 ouvVAGEVN avaivon Tev dedopévav tav peletdv VIEW] kot VIEW2, 1 apAiepoéntn
KaTéoe1Ee KMVIKG, ONUOVTIKEG LETOPOAES 0Td TNV APy KN TN 6TO TPOKOOOPIGHEVO dgvTEPEDOV
KOTOANKTIKO oNUEI0 0mOTELECUATIKOTNTOG GVUP@Ve, pe To National Eye Institute Visual Function
Questionnaire (NEI VFQ-25), yopig khvikd onuavtikég diapopég otn pavipmioopaumnn. To péyebog
OVTOV TOV PETAPOADV NTOV TOPOLO10 LE EKEIVO TOVL TOPATNPEITOL GTIG ONUOGIEVUEVES LEAETEG, KOL TO
omoio avtioTtolyel oe avénomn kotd 15 ypdppata oty KAipoko «kaAbtepa S10pHoUEVNC OTTIKNG
o&vtnragy (BCVA).

270 deVTEPO £TOG TV LEAETMV, 1] ATOTEAEGLOTIKOTNTA dlaTn P OnKe YeEVIKA KaBOAN TN StdpKELD TNG
perémng (tehevtaiog aroAdynong) katd v efdopada 96 kot yia to 2% - 4% tov achevov
amott)Onkay OAeg o1 evéaelg e unviaia Bacn, evo yia To £va Tpito TV actevdv aratthdnke
TOLAGYIoTOV o £veo e pecodtdotnpa Bepaneiog poévo Eva pnva.

O1 pewwoeig ot péon éxtaon s CNV ntov epgaveic oe OAES T1G 0GOLOYIKES OPAdES Kot GTIS SO
peréTec.

Ta 0mOTEAEGUATO OTOTEAEGLOTIKOTNTOG O OAEG TIG OEIOAOYNOLUES VITOOUAdES (.. NAKia, VLo,
QLAY], OPYIKN TN OTTTIKNG o&vTNTag, TOToC PAAPNC, néyeBog PAGPNC) o KAOe peAétn Kal ot
GLUVOLAGLEVT AVIAVOT TOV AVAAOYO LLE TOL OMOTEAEGLLOTO, GTOVG GLVOAMKOVS TANOLGLLOVG.

H ALTAIR ftov pio ToADKEVIPIKY, TUYOLOTOLNUEVT), OVOIKTNG EMOTLAVONG LEAETN 96 efdopadmv o€
247 ldnwveg acbeveic yopig Tponyovpevn Bepamevtikn aymyn yio v vypov Tomov AMD, 1 onoia
oYEO1AGTIKE Y10 VO 0ELOAOYNGEL TNV ATOTELEGUATIKOTNTO KOL TNV AGQAAELN TNG OQAPEPCETTNG
aKoAoVODVTAG 000 SLPOPETIKE LEGOIASTHHATA TPOSUPHOYNG (2 efdopddes Kot 4 efdopddes) Le Eva
d060A0YIKO oynua Oepameiog Kot EMEKTAGNC.

O)ot o1 acbeveig Erapav unviaieg 06celg apliPepoénng 2 mg yuo 3 uiveg, akolovBodpeveg amnd pio
€veon UeTa omd JdoTna TV 2 unvev. Xty efdopdda 16, ot acbeveig tuyatomombnkay 1:1 og 600
Oepamevtikég opadec: 1) Bepaneia e apAiPepodéntn kot enéktaomn pe 2 fdoUddES TPOCAUPLOYAG KoL
2) Bepameio pe apMPepoéntn Ko enéktaon pe 4 efdopnadeg mposapuoyns. H enéxtaon 1
€AO(LGTOTOIN G TOV HEGOJIGTALOTOG TG Oepameiag amopaciotnke pe PAcn To OTTIKA Koum
OVOTOUIKE KPLTHPLO TOL ElYOV OPIOTEL GTO TPOTOKOAAO LE EVa LEYIOTO pecodIdotna Bepaneiog Tmv
16 eBdopdadwv Kot yio Tig 0V OUAOES.

To k0p1o KoTaANKTIKO onpeio amoteAecpuaTikdTnTag fTay N péon petaforn oty Khipako BCVA and
™V apykn Tiun oty efdopdda 52. Ta dgutepoyevi KATAANKTIKA OTHELR AMOTEAECULATIKOTNTOS 1TOV

N avaroyio tov acBevdv mov dev £xacav > 15 ypdupota Kot n avoroyio tov acbevav mov képdioav
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TovAdyiotov 15 ypappata otny Kiipoke BCVA amd v apyikn Tiun otnyv efdopdda 52.

Koatd v efdopdda 52, ot acbeveic 6to okéAog TG Bepameiag Kot ETEKTOONC LE TIG 2 EBOOAdES
TPOGOPHOYNG KEPOIGAY £Val LEGO TV 9 YpapUdT®V amd TNV apyIKn T 6 GOYKplon e ta 8,4
yphppota yo Ty opdda tov 4 efdouddwv tpocappoyns [LS péon dapopd ota ypaupato (95%CI): -
0,4 (-3,8,3,0), ANCOVA]. H avaloyia tov acBevav mov dev xacav > 15 ypaupato oe 300
Bepamevtikd okéAn NTav mapdpola (96,7% oty opdda tev 2 efdopddwv Kot 95,9% otnv opdda 4
gfdouddwv tpocapuroyng). H avaroyia tov acbevav mov képdicav > 15 ypdupota oty efdopdda 52
ntav 32,5% oty opdda twv 2 gfdopddwv tpocappoyns kot 30,9% oty opudda twv 4 gfdopddwv
nmpocoppoyne. H avoroyio tov acBevdv mov enéktevay To pecodidotnia g Beponeiog Tovg og 12
eBoopadeg M mapamdve NTav 42,3% oty opdda TV 2 efdopddwv tpocapproyng kot 49,6% oty
opado Tov 4 efdopadmv tpocapuoyne. Emmiéov, otny opudda tov 4 fdopddmv Tpocaployns to
40,7% 1oV acbevdv EKavay ETEKTACT) TOV HeECOdOTNHATOV og 16 gBdondades. Katd tnv tedevtaia
eniokeyn émg v gfdopdada 52, to 56,8% kat 57,8% tav acevodv 6Tig opddeg Tmv 2 efdopddmv Kot
4 gfoopad®V TPOGAPUOYNG OVTIGTOLYA, EIYOV TPOYPAUUATIGUEVT TV EXOUEVT EVECT] OE €Va
pecodidotnua 12 efdouddwmv 1 Kol TopaTave.

Koatd to de0tepo £10¢ TG HEAETNG, N OMOTEAEGHATIKOTNTO YEVIKA dtotnpriOnke péypt Kot v
tehevtaio agohdynon v efdopdda 96, pe péon Pektimon oty 6pacn 1 onTikn o&VTNTa Ao TV
apykn enioxeyn 7,6 ypappdtov yo v opdda Tmv 2 efdou2 efdopuddmy mposapoyng kot 6,1
YPARUAT®V yio TV opdda TV 4 efdopadwv tpocapproyns. H avaioyia tov acBevov mov enéktevay
T0 pecodidotnua tng Oepameiag Tovg o€ 12 efdopddeg ) mapamdvo NTov 56,9% yia v opdda tov 2
gpdopadwv mpooapuoyng kot 60,2% yio v opdda tv 4-efdonddmv tpocsappoyns. Katd v
terevtaia enickeyn Tpv amd v efSopdda 96, To 64,9% kot 61,2% TV 0cbevdv oTIC OpAdES TV 2
gfdouddmv Kot 4-efSoUAd®V TPOGUPLOYNS AVTIGTOLYO, EiYOV TPOYPAUUATIGUEVT] TNV ETOUEVT EVECT)
og éva pecodidotnua 12 gfdopddmv 1 kot tapandve. Katd m didpkeia Tov dgvtepov £Tovg
Bepamneiog, o1 aoBeveig otig opddes TV 2 gfdopadmv kat 4 gfdopddmv Tpocapuroyns Erafav Katd
péco o6po 3,6 ko 3,7 evéselg, avtiotorya. Katd tn dbpkela tng d1etovg Bepamevtikng meptddov ot
aocBeveic éhaPav katd péco 6po 10,4 evéoelc.

Ta onTiKd Kot GLOTNIKE TPOPIA 0cEAAELNG TV TOPOLOLO LE TV ATOTEAEGLATIKOTNTO, TTOV
mapotnpnOnke otig facikéc peréteg VIEW1 kot VIEW2,

H ARIES fTav pio TOADKEVTPIKY|, TUYOLOTOEVT], AVOIKTIG EMONLOVOTG, EAEYXOLEVT] LE EVEPYO
oappoko perétn dudpketog 104 efoopddwv, o 269 acbeveic pe vypov Tomov AMD Yy TV ontoia dev
glyav AaPet Oepaneio. H pelémn oyxeddotnke yio vo SIEPELVICEL TN UN-KATOTEPOTNTO OGOV 0POPA TNV
OTOTEAECUATIKOTN T KOOMDG KOt TNV AGPEAELR TOV SOGOAOYIKOL GyNpatog Oepaneiog kol ETEKTOONG,
To omoio Eekivnoe petd amd 3 dradoyikég unviaieg 606€1C akoAovBovpeves and pio Eveon PETA omd

2 UNVEG EVOVTL TOL HOCGOAOYIKOL GYNaTog Bepameiog kol enékToong Tov Eekivioe PHETA amd TO TPMTO
étog Bepameiog.

H perétn ARIES diepehvnoe emiong 10 10c00td TV 060gvdv oL ypetdotnkay Oeponeio cuyvotepn
amo ke 8 efdonddeg pe faon tnv andeacn Tov epevvnti. Ao ToVg 269 acbeveic, 62 acbeveig
éhafav ovyvotepn d6on, ToLAd IGTOV pio opd kaTd T ddpkela TG perétng. Ot aoBeveig avtol
mapépevay otn LeAEtn kat Ehafov Bepameio cOpE@vV pe T PEATIOTN KAMVIKY Kpion Tov pguvnTn,
oALG Oy cLYVOTEPQ Ao KGOE 4 gfdopdadec, Kot To LEGOJGTANATA OEPATEING TOVG UTOPOVLSAV VO
TopaTofodv Kot T 6T cuvexela. Metd v amdeaom yio cuyvotepn Bepamneia, To LeGOOAGTHLLA
Bepaneioc NTav katd péco 6po 6,1 gfdopddec. Tnv ERSopndada 104, n BCVA ftav younidtepn oe
acfeveic Tov ypeldoTKaY o EVTATIKY Oepameia, TOLAGYIGTOV piot POPA KOTA TN SIUPKELN TNG
UEAETTG, O€ aOYKploT pe acbeveig mov dev ypeldotnkay kot 1 péon ailayn otnv BCVA oand v
évapén €mc 1o TEA0g TG perétng nrav +2,3 + 15,6 ypapparta. Meta&d tov acbevav mov vrofAnonkay
og o ovyvn Bepaneio, To 85,5% Swtnpnoe v dpaon, dnAadn Exace Aydtepa and 15 ypappata Kot
10 19,4% xépdioe 15 1 meprocodTepa ypapupota. To mpopid acpdielog tov acbevav Tov vtoBAnOnKay
o Bgpamneia mo cvyvn and kabe 8 efdopddes, NTav cuykpicyo pe To dedopéva aopirelag tov VIEW
1 xou VIEW 2.
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Aegvtepomabes oidnua e wypas knlidos oméo CRVO

H acpdieia kot 1 amotelecpatikdOTNTo TNG APALPEPCETTNG a&loA0yNONKaY o€ SVO TUYAIOTONUEVEC,
TOAVKEVTPIKES, SIMAA-TOQAEG, eEAeYYOLEVEG e elkoVIKT Oepameio peréteg o aobeveic e devTepoTabEC
otdnua e wypds kniidog amd CRVO (COPERNICUS and GALILEO) pe éva cuvoro 358 acBevidv
vrofAnnkav o Bepaneio kot NTov AEI0A0YNGILOL Yo TV AToTEAESHLATIKOTNTO, (217 pe v
apAPepoéntn) Ot nlkiec Tov acBevodv Kopaivovtay amd 22 emg 89 etmv pe éva Héco 6po nMkiog

64 etdv. X1 CRVO pelétec, mepimov 10 52 % (112/217) tv acbevav mov tuyoiomomdnkay pe tnyv
apMPepcéntn NTav niikiog 65 etdv N peyaivtepot kot nepinov 1o 18% (38/217) ntav 75 etdv 1
peyaArvtepotl. Kot otig 800 peléteg, ot acBeveic Toyoromomdnkay pe avaloyia 3:2 gite oe 2 mg
apMPepoéntng yopnyoovueva kabe 4 efdouddeg (2Q4) eite otV opddo eAéyyov 6mov Erafav
eIoVIKEG evéoelg kbe 4 efdouddeg yio éva ohvolo 6 evécemv.

Metd and 6 cuveyoueveg Unviaieg eVEGelg, ol acbeveic Elafoav Oepameio povo dv TAnpovooy
TpoKaboplopHéva KpLTple ETavayopnyNong g fepaneiog, ektdg and Tovg acbeveig otnv opdda
eréyyov g nerétng GALILEO, ot omoiot cuvéyisay va AapBavouy EIKOVIKEG EVEGELS LLEYPL TNV
gBoopada 52. Metd and avtd to ypovikd ornpueio, 6hot ot acbeveic mov BepamevTnKay TANpovGOV
TPoKOHOPIGUEVE KPLTHPLC.

Kot ot1g d00 peréteg, To KOPLO KOTAANKTIKO GNUEID OTOTEAECUATIKOTITOG NTAV TO TOCOGTO TMV
acfevav mov képdisav TovAdyiotov 15 ypaupata oty BCVA katd v efdopdda 24 e cOykplon pe
™V apykn Tiun. Mo deutepgbovoa PeTaPANTY OTOTELEGLATIKOTNTOG TAV 1) LETAPOAN] GTNV OTTIKY|
o&vtnta Katd v fdopdda 24 e GUYKPIOT LLE TNV OPYLKN TILN.

H dwapopd petald tov opddmv Bepameiog NTov GTATIGTIKA OTULAVTIKT VTEP TG APAPEPCETTNG Kot
oTIg 000 perétec. H péyiom Pektioon oty omtikn o&vtnto emitedyOnke otovg 3 uveg pe
enokoAovOn 6TabepomoinoT Mg TPOG TNV OTTIKY 0ELTNTA KOl G TPOG TO KEVIPIKO TTAYOG TOL
apPPANCTPOELDOVG LEYPL TOVS 6 pnveg. H otatiotikd onpavtiky dtapopd dtotnpndnke péypt tnv
gBdopada 52.

Agmtopepn amoteAécHATA OO TNV AVAALOT| Kol TOV 00O PEAETOV Tapovstdiovtal otov [Tivaka 3 kot
OTO ZyfLo 2 TOPaKATO.
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Iivaxag 3: ExPaceic omotekecpaticomtag Kotd Ty efdopddo 24, efdonddo 52 kar efdopdada 76/100 (ITqpng avérvon dedopévov LOCFD) otig peléteg

COPERNICUS xo1r GALILEO
Expacsig COPERNICUS GALILEO
OTOTELEGRATIKOTY 24 gfdopadeg 52 gfdopndocg 100 epoopndoeg 24 gfoopnadeg 52 gfdopdodeg 76 efoopadseg
Tag AohPepoin Ouddo AoMpepoén | Opddoa |AohPepoén Opao Opad
m k", m eréyyov ™m= Opado | Apmpepoin o AoMpepoén | Opdda |AemPepoin a
2 mg Q4 EAEYXO 2mg B) 2mg ehéyyovtrt ™ ghéyyo ™m E)\éyyo m? ehéyyo
(N =114) (ND: 7 (N =114) (N =114) 9 2 mg Q4 v 2mg v 2 mg v?
3) N=73 (N=173) (N =103) (N (N =103) [(N=68) (N=103) [(N=68
) = 68) )
Avoloyio T@v
acBevav pe kEPOOg
> 15 ypaupato 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
opaong omd TV
OPYIKT] T
gfg(gg‘;g@ﬂ) 44,8% 25,9% 26,7% 38,3% &21739(;% (21830;%
(95% Cl) (33,0 - 56,6) (11,8 - 40,1) (13,1 - 40,3) (24,4 -52,1) 22.7) 42.6)
Twn p p <0,0001 p = 0,0006 p = 0,0003 p <0,0001 p = 0,0004 p = 0,0004
Méon petafoln
omv BCVAD émog
petpnOnke pe
Babporoyio 17,3 -4,0 16,2 3,8 13,0 15 18,0 33 16,9 3,8 13,7 6,2
aAvayvVaPLoNG (12,8) (18,0) (17,4) (17,1) a7,7) 17,7 (12,2) (14,1) (14,8) (18,1) (17,8) 17,7
ypoppdTomv
ETDRS" omd v
apyun T (SD)
Awpopd 6tov péco 147
ot pébodo 21,7 12,7 11,8 (10 ,8 ) 13,2 7,6
LSATAE) (17,4 - 26,0) (7,7-17,7) (6,7-17,0) 18’7) (8,2-18,2) (2,1-13,1)
(95% ClI) '
Twn p p <0,0001 p <0,0001 p <0,0001 p <0,0001 p <0,0001 p =0,0070
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A H Sragopd sivan 1 T ¢ opddag aprPepoéntng 2 mg otic fdopddec Q4 peiov Ty T e opddag eAEyyov

B Aogpopé kon Stdotpa epmictocvvic (CI) vroroyilovrar pe yprion g Soxiurc Cochran-Mantel-Haenszel (CMH) mpocappocpévn yio meproyr] (Apepir| £vavit 1ov
vrorowov kocpov Yo v COPERNICUS kot Evpomn évavtt Aciog/Eypnvikod yio v GALILEO) kot katnyopia apyuchg tinnig BCVA (> 20/200 kon < 20/200)

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

ETDRS: Early Treatment Diabetic Retinopathy Study (MeAétn nTpodyng avTipeTdmong g dofnTikng apeipAnotposidonddeioc)

LOCEF: Last Observation Carried Forward (Ate&aymyn televtaiog Topoatipnong)

SD: Standard deviation (Tvmikn amdiion)

LS Méoog ot pébodo tov ehayiotmv tetpaydvov (Least Square) amdé ANCOVA

) Awapopé otov péco ot uéBodo tmv ehayicTov TeTpaydvav kot Sidotnue eumotocvvng (CI) pe Baon éva poviého ANCOVA e mapdyovieg thv opdda Ospomeiog, Tnv
mepoyn (Apepikn évavtt Tov vrdrourov kOGpoL Yo TV COPERNICUS kot Evponn évavtt Aciag/Eipnvicod yio tqv GALILEO) kot v katnyopia apykr tiuns BCVA
(> 20/200 ko < 20/200)

> perétn COPERNICUS, ot acbeveig oty opdda eréyyov uropodoay vo AdBovy a@AMPBepcERTN avaAoYa LE TIG OVAYKEG TOVG IE ouyvoTTa PEYPL Kot KGOe 4 efdopdadeg
KAt TN SLdpKeELo. TG TEPLOSOVL 0o TV Bdoada 24 £mg v efdopdda 52° o1 aobeveic elyov emiokéyelg kKabe 4 efdopddeg

2 perétn COPERNICUS, ot acbeveig 1660 oty opdda eEAEyyov 660 kat oty opdda apiPepoéntng 2 mg EAafav apiiPepoéntn 2 Mg avaAoya LE TIG OVAYKEG TOVG UE
ouyvotnTa HEXPL Kot kaBe 4 efdonddes Eextvavtog amd v efdopdada 52 £wc v efdopdda 96° o1 acheveig elyov VTOXPEMTIKES TPIUNVINIEG EMOKEYELS, OAAG UTOPOVOAY VO,
€YOVV EMOKEYELS OKOUN Kot pLe ouyvotnta Kabe 4 efdopdadeg edv ftav amopaitnto

2 perém GALILEO, ot acBeveic 1060 oty opdda eAéyyov 060 Kot oty opddo apAPepcséntng 2 mg éafav apAPepcéntn 2 Mg avaroyd Le TG ovaykes Tovg kae

8 efdopddeg Eextvavtag amd Ty efdopdda 52 £mg v efdopdda 68 o1 acheveic elyav vToypeTIKES emokéyelg kbbe 8 efdopddec.

)]

E)

X17)

Z)
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Yyqpe 2: Méon petafoin, omd TNy apyikn T €mg tnv efdopdda 76/100, otnv ontikn o&vTNTa
katd opada Oepaneiog yio Tig peréteg COPERNICUS woar GALILEO (ITAnpng avaivon dedopévamv)

COPERNICUS
20

\+173
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= ] S D
-% 7\ : gy B W A +13.0
g 10 _ quegm ] PRNaue Hnviaia PRN pe
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EBOOMAdEC
—A—AQABepoémm 2mg *— Opada eAEyXOU HapPTUPWY

X Y1odnAwvel TNv aAAayr) Tng opddag eAéyxou oe PRN Bepartreia ye apAMiBepoémtn 2 mg

¥ peiétn GALILEO, 10 86,4% (n = 89) tng opddag apiPepoéntng kot to 79,4% (n = 54) g
gwovikng opadag glyav apdatmon CRVO og apyn tyr. Katd mv efdopdda 24, avt frav 91,8%
(n =89) otv opdda apriPepointng kat 85,5% (n = 47) otnv eikovikn opddo. Avtég ot avaroyieg
St Onkav katd v efdopndada 76 pe 84,3% (n = 75) oty opdda aprPepoéntng kat 84,0% otnv
EIKOVIKT oA,

> pekétn COPERNICUS, 10 67,5% (n = 77) tng opddag apiipepoéntng ko 1o 68,5% (n = 50) g
giovikng opadag eiyav apdroon CRVO wg apywn tiun. Katd v efoopdada 24, avt) ftav 87,4%
(n =90) otV opdda aprPepointng kat 58,6% (n = 34) oty ekovikn opdda. AvTég ot avaroyieg
St nkav xatd v efdopdda 100 pe 76,8% (n = 76) otnv opdda apAPepcséntng Kot 78%

(n =39) oV ewoviky opddo. Or acbeveic 6NV E1KOVIKT OpAde oy TNV ETAOYT va. AGBovv
apAPepcéntn amd v gfdoundda 24.

H evepyetikn| enidopaon tng Bepaneiag pe v apMPepcéntn ot Acttovpyia TN 6pacon NTav
ToPOUOLN OTIG VTOOUASES TV acHevdY KAt TNV Evapén, e KOAN KOl U KOAT QUi Tmon
apeipAnotpogdong. Ot emdpdoelg tng Oepaneing o OAeg TG AEI0AOYNGIUES VTOOUAOES (.. NAKiaL,
@OAO, QUAN, APYIKT TIUT OTTTIKNG 0EVTNTOG, KATAGTAGCT] AUATOCNS OUEIPANGTPOEIBOVS, dlbpKEL
CRVO) ot kd0e perétn frav yeviKG cOUPOVO LE TO OTOTEAEGUATO TOV GUVOMKOV TANOLCUGMV.

21 cvvovacpévn avdivon tov dedopévav tov peret®v GALILEO kot COPERNICUS, 1

a@APepoéntn £0e1Ee onUAVTIKG KAMVIKES QAAOYEG O OYEoN LE TIC apyLKES TIHEG Evaping oTo
TPOKOOOPIGUEVO DEVTEPEDOV KATAANKTIKO CTUELD OTOTEAEGLOTIKOTITOG TOV OTOTEAOVGE TO
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gpotnuatordylo tov EBvikov Opbaiporoyikov Ivetitoutov Ontikig Aettovpyiog (NEI VFQ-25). To
LEyeBog anT®V TV 0ALAYDV TAV TAPOUOL0 LE EKEIVO TOV TOPOVGLALETOL OTIS OMLOCIEVIEVEG LEAETES
KoL To omoio avtiotolyel o€ avbEnon Katd 15 ypappoto oty kKMpoko «kaAdTepa S10pOmUEVNG OTTIKNG
o&vragy (BCVA).

Aevtepomabés olonua s wypds kniidas omo BRVO

H aocpdleio kot 1 amotelecpoTikOTnTO TG APAPEPTENTNG 0EIOAOYNONKAV GE [0, TUYXOLOTOTNUEVT],
TOAVKEVTPIKT), OUTAN-TVOAN, EAEYYXOLEVT LE EKOVIKT Bepameio LEAETN GE 0oOEVEIS Le denTEPOTOOES
olonua ¢ oypdc knAidag andé BRVO (VIBRANT) mov cuumeptAdupave nu-Kevipikn g
apeipAncTpoedikng eAEPag. Tuvolkd 181 acOeveic vropAndnkav oe Oepaneia kot a&loroyndnkoy
v v amotedespaticotnra (91 pe v apiPepoéntn). Ot nhikieg v acbevav kopaivoviay and 42
€mg 94 etdv pe éva péoo dpo nhikiag 65 etmv. Xt BRVO perén, mepinov to 58% (53/91) tov
acfevav mov TuyoomomOnKay pe v aplPepoéntn fTav nikiog 65 TV 1 HEYOADTEPOL KO TEPITOV
10 23% (21/91) fjtav 75 e1ddv 1 peyolvtepot. Xt perétn, ot acbeveic TuyatomomOnkay pe ovaioyio
1:1, eite o€ opddo 2 mg apAPepcsintng yopnyovpeva kabe 8 efdopadec akoAovODOVTIG 6 OPYLKES
unviaieg evécelc, | o opdoa pmtomné&iog A&lep yopnyovpevn oty apyikn enickeyn (opdada eEAEYOV
Aéep). Ot acbeveic otnv opdda eléyyov Aélep umopodoav va Aapovy emmpdcodetn potonnéio Aélep
(ovopaletan © Oepameio drdlomong pe Aélep’) oty apyn g efdouddac 12, pe o AydTtEPO SLAoTN LN
avapeca otic Oepaneiec 12 efoopnddeg. Me Bdon ta mpokabopicpéva kpitnpila ot acbeveig otnv opdoa
ue Aéep umopovoav vo Adfouvv Bepancio didcmong pe apiPepoéntn 2 mg omd v efdondada 24 pe
yopnynon ke 4 efdopddec ya 3 pives axorovfovpevn yio kabe 8 efdopddec.

X perétn VIBRANT, 1o mp@tedov KOTOANKTIKO o1Uelo OmOTEAEGHATIKOTNTOGC NTAV TO TOGOGTO TWV
acBevav mov képdicav TovAdytotov 15 ypaupata oty BCVA katd v gfdopdda 24 ce cuykpion pe
TNV OPYIKT OPOCT) KOl 1 ORLASA TNG OPALPEPGETTNG MTAY AVOTEPT) TNG OLAdAG EAEYYOL Aélep.

"Eva 6gvutepehov kaTOANKTIKO OMUEI0 OTOTEAECUATIKOTNTAG NTAV 1] METAPOAT TNV OTTTIKY 0ELTN T
Katd TNV efoopdda 24 og chHYKPIoT LE TNV OPYIKT TIUR, 1] OTOI0 NTOV GTATICTIKE GTUAVTIKN VIEP TNG
apAPepoéntng ot perétn VIBRANT. H mopeio g ontikng BeAtioong nTav paydaio kot EQTace T
UEYIGTN TN OTOVG 3 UNVEG LE SLOTHPNON TV OTOTEAEGUATOV PEYXPL TO pnva, 12,

2mnv opdda tov Aélep, 67 acbeveig EaPav Bepaneio didcmong pe Ty aeAPepcéntn pe Evapén v
gBoopada 24 (Opada eréyyov pe evepyn Bepameio/ apiPepoéntng 2 mg) e amotéAecspo Pedtioong

oV onTikn o&HTNTa TEPimOL 5 ypdppota amd Ty efdopndada 24 Emg 52.

Aentopepn amoteAéopata amd v avdivon g peréng VIBRANT napovcidloviot otov [ivaka 4
KOl 6T0 Zynpo 3 TopoKdTm.
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Mivaxag 4: ExPdoeic anotelecpatikdmrag katd v efdopdada 24 kot efdopada 52 (ITAnpng
avéivon dedopévaov LOCF) otn perétn VIBRANT

ExBéoeic VIBRANT
OTTOTEAECLOTIKOTNTOG
24 Efoondosg 52 Efoopdosg
AohPepoénty | Evepyog opdoa AohPBepoénty Evepyoc opada
2 mg Q4 (A&lep) 2 mg Q8 (M&lep)/
(N=091) (N=190) (N=91)% AoMBepoinTn 2
mg®
(N=90)
Avodloyia tov achevdv pe 52, 7% 26,7% 57,1% 41,1%
> 15 ypappora képdog
amd v opytkn T %
Troduopévn dtapopdte) 26,6% 16,2%
(%) (2,0, 30,5)
(95% C|) (13,0, 4011) p = 0,0296
Tup | H=0,0003
Méon petafolf otnv 17,0 6,9 17,1 12,2 (11,9)
BCVA 6mog petprifnke (11,9) (12,9) (13,1)
pe ™ Podporoyio
aVayVOPLoTG YPOUULAT®V
ETDRS and v apywn
i (SD)
Awpopd 6Tov PEGo 0T 10,5 5,2
uébodo LS A1) (7.1,14,0) (1,7,8,7)
(95% ClI) p <0,0001 p = 0,0035%
Twn p

A H Sragopd gtvan 1 i g opddag apriPepoéntng 2 mg otic fdopnddeg Q4 peiov tnv tipd g opddog

eléyyov Aélep
B)

Y]

Awapopd kar 95% (CI) vroroyilovton pe ypion tng dokiung Mantel-Haenszel mpocoppocpévn yio teployn
(Apepwn évavtt larwviog) kot katnyopio apykng Tiung
LS: péon dwogopd kot 95% CI Baon tov poviéhov ANCOVA pe v opdda Oepaneiog, kotnyopio apytkng

BCVA (> 20/200 Kot < 20/200)

Ty BCVA (> 20/200 kot < 20/200) kot wepoyn (Notia Apepikn évavrt lotmviog) og otabdepég emdpdoelg
kat opykn T BCVA og coppetafint).
BCVA: Best Corrected Visual Acuity (KoAvtepa dtopBmpévn otk 0£0TNT0)

A)

E)

A7 v gfdopdda 24 ) Bepancio pe v opdda Bepaneiog apAPepcintng Topatdnke Yo OAOVG TOVG
aocBeveic amod 4 efdopdoeg o 8 efdopddeg puéxpt v efdopdoa 48.
Katd v évapén g efdopddac 24 ot acBeveig otny opdda Aéilep pnopovoay va Adfovv Bepaneia didcmong

pe apAPepoéntn) ebv VINPYE TOVAAYLOTOV £V TPOKOHOPIGUEVO KPLTPLo EMA0YNG. ATO TO GOVOAO,
67 acBeveic o avt ™V opdda Elafav Bepaneio dSicmong pe apiPepoéntn. To otabepd docoroyKd oo
dowong pe apiPepoéntn Nrav 3 popég apMPepoéntn 2 mg kébe 4 efdopddec axorovBovpevo omd evéoelg

k60 8 efdopddec.
I OvopooTik] TIHA=p
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Yyqpe 3:  Méon petaforn oto BCVA ommg petpndnke amd ETDRS BaOpoioyio I'pappdtov katd
v efdopdda 52 otn perétn VIBRANT

VIBRANT
20
+17.0 &
o I i S W T
E Al
5 BfF A ;
: A ! Y
< A : .~ &g 4122
5% A - —o
z2g 107 !
52 A +6.9,
£z e
g | o
S o |
= ------------- o ]
§ ] _//. I
= bd !
0 & i

4 8 12 16 20 24 28 32 36 40 44 48 52
ERdouddeg
—&A— AgpNBepoéTn2mg = e @~ Opada eAéyxou Aéiep

O ap1Budg TV acbevdv e KOAN OUATOOT, KOTA TV Evopén T LEAETNG, oL Eekivnoay oywyn UE
apMBepoéntn | potonnéio Aélep nTav 60% kot 68% avtictorya. Katd tnv efoopdda 24 avtég ot
avaoyieg nrav 80% kot 67% avtictoyo. v opddo pe v apAPepoéntn n avoroyio tov acbevov
pe opdtoon datnpninke péypt tnv efdopdda 52. Xtnv opdda Aélep, 6Tov o1 acheveig mAnpovcav
T Kprrnpla va AdPovv Bepameio dtacmong pe apPepcséntn and v efoopdda 24, n avaioyia Twv
acfevav pe apdtoon ovénonke oto 78% katd v gfdopdada 52.

Awafntino oionua e wypag knAidag

H acpdlelo kot omoteAecpatikdTnTo TG AQAPEPSENTNG aloloyOnKay 6€ VO TLYOIOTOMUEVEG,
TOAMVKEVTPIKEC, SIMAA-TVPAEC, EvepYE eAeyxOUeveS HeléTeg oe acBeveic ue DME (VIVIDPME and
VISTAPME) "Eva chvoro 862 acBevdv ot omoiot vroPAidnkay o Bepameio kat RTav a&loloyioijiot
Y10l ATOTEAEGATIKOTNTO O 576 TuyaiomomOnkay pe v apAPepcéntr. Ot nAikieg Tov acbevav
Kopaivovtay omd 23 emg 87 €TV pE €va PEGo 6po nAkiog 63 etdv. Ztig DME pelétec, mepimov 10
47% (268/576) tov acbevmdv mov Tuyotomombnkay pe TNy apAiPepcéntn rav nikiog 65 etov 1
peyoAlvTepot kot mepinov to 9% (52/576) nrav 75 etdv N peyodvtepol. H mhelovotnta tov aclevov
KoL 0TIG 0V0 peléteg glyav Awpritn tomov 11

Kot ot1g dvo peréteg, ol aobeveig TuoyatomomOnkav pe avaroyia 1:1:1 oe 1 and 3 docoroykd
oynpoToL:

1) apMPepoémtn 2 mg, yopryoduevo kabe 8 efdoudadeg petd and 5 apyikéc unviaisg dOce1g
(apMPepoéntn 2Q8),

2) apAPepcémntn 2 mg, yopnyovueva kde 4 gfdopdadec (apriPepointn 2Q4) kot

3) dwtonnéia pe Aélep g oypac KNAIdAG (evepyn opdoa EAEYYXOV).

Eexwvovtag amd v efdoudda 24, ol aceveic mov mAnpovcay Evayv TpokabopIoUEVO 0VS0 UTMAELNG
g Opaong NTav emdéSipot va Adpovv tpdcobetn Bepaneia: ot acbeveic 6TV opdada TG
apAPepoéntng umopovoay va AdBovv Aéilep Kot ot acBeveic oty opdda eAéyyov pmopodoay vo
AdBovv apMPepcéntn.

Kot otig dvo peréteg, to KOplo KOTAANKTIKO ONUEi0 amOTEAESHATIKOTNTAG TAY 1] LEOT LETAPOAN
KaTd TV gfoopdoa 52 e BCVA and v apytkf T kot ot 600 opddec g apAiPepoéntng 2Q8 kot
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apMPepcéntng 2Q4 amodelydnKoy oTOTIGTIKH CNUOVTIKEG KOL TAV OVAOTEPES G TPOG TNV OUAOM
eréyyov. Avtd 10 6pehog dratnpnonke péxpt v gfdopada 100.

Agntopepn amotedéopata amd v aviivon tov peketdv VIVIDPME woan VISTAPME napovsialovron
otov [livaka 5 kau oto Zynua 4 TopaKdto.
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Mivakag 5: Expaceig anoteleopatikoémrog katé v efdoudda 52 kot v eBdopdada 100 (ITAfpng avéivon dedopévamv LOCF) otig uedéteg VIVIDPME kon

VISTAPME
Exfaceig VIVIDPVE VISTADME
OTOTELEGPATIKOTTOG
52 gBdopadeg 100 epoopdadseg 52 efdopadeg 100 epoopdaodeg
AoMBepoé |AohpPepoé | Yrmapyovs | ApmPepcé |AomPepcé | Ymapyovoa |AohPepot |ApPepos | Yrapyovoa [AohPBepcé |[ApmPepoén | Yrapyovoa
14| ) a evEPYOS 14| 14| gvepyog ) ) gvepyog 14| ] gvepyog
2mgQ8A | 2mg Q4 Ogpomeio |2mg Q8~A | 2mg Q4 Ocpancia [2mgQ8A | 2mg Q4 Ocpomeio (2mgQ8A | 2mg Q4 Ocponeio
(N=135) | (N=136) (A&rlep) (N=135) | (N=136) (M&rlep) (N=151) | (N=154) (A&rlep) (N=151) | (N=154) (A&rlep)
(N =132) (N =132) (N =154) (N =154)
Meéon petaforn otnv
BCVA 6nog
netpfifnie pe tov 10,7 10,5 1,2 9.4 11,4 07 10,7 12,5 02 11,1 11,5 0,9
TVAKO, oVOryvopLong
ypoppdtov ETDRSE
oo TNV OPYIKT TN
Apopd ctov péco 91 9,3 10,45 12,19
om uédodo LSBIE 8.2 10,7 10,1 10.6
6,3 - 6,5 - (7,7 - 9.4 - !
(97,5% CI) 11,8) 12,0) (5.2- (76 - 13,2) 15,0) (7.0- i
11,3) 13,8) 13,3) (1.1-14.2)
Avadoyio Tov acbevov
ue = 15 ypippora 33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
KEPBOG 0mmd TV apyIKN
™wn
Srafuopévn 24% 23% 26,1% 23% 34% 20,1% 25,8%
Sapopa e 19,0%
(135 - | (12,6 - (14,8 - (135 -| (241 - (9,6 - (15,1 -
(97,5% CI) 34,9) 33,9) 8,0 - | 37,5) 33,1) 44.4) 30,6) 36,6)
29,9)

A Metd v évapén g Oepaneiog pe 5 pnvioicg evéoelg
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B O péooc LS kat 1o CI pe Bdon éva poviého ANCOVA pe ) pétpnon apyikng tuic BCVA og cvppetofAntd kot mapdyovio yio tv opdda Oepomeiog. Emimpocdétag,
neproyn (Evpdnn/Avetpario évavtt lonwviog) cvopurnepifednke og mapdyovtog yio Ty VIVIDPME, «at 1o 16T0ptcd epgpdypotog tov pookapdiov (MI) xow/m ayyetakod
gykeoAkov eneicodiov (CVA) wg mopdyovrag yio v VISTAPME,

I' H dwapopd eivan 1 opddo thg apriBepointng petov mv opddo vdpyovcog evepyod Bepanciog (Aéilep)

A H diapopd pe 1o Sidotnua epmotocvvng (CI) kot 1o otatiotikd édeyyo vrohoyiletol pe ypron evog oxfpatog otddiong kotd Mantel-Haenszel tpocappocuévo Kotd
neproyn (Evpdnn/Avetpario évavtt lommviog) yio v VIVIDPME ko watpid 16t0pikd epepdypatog Tov puokapdion (MI) 7 ayyeiakod eykepaitkod eneicodiov (CVA) yia
v VISTAPME

E BCVA: Best Corrected Visual Acuity (Kalbdtepa S1opOmpévn ontikt] o&btntor)

LOCF: Last Observation Carried Forward (Atie&oymyn televtaiog Topatipnong)

LS: Méoog ot pébodo tov ehayictov tetpaydvov (Least Square) mapaydpevos pécw ANCOVA

Cl: Confidence interval (Aldotnpo gpmiotoshvg)
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Yyqpe 4:  Méon petaforn otnv BCVA 6nwg petpridnke e Tov Tivaka ovayvaopiong YpouudTomy
ETDRS om6 v apyiky tiun péxpt v efdopdda 100 otig peréteg VIVIDPME o VISTAPME

15 =

A-A +114
+9.4

4 ®. il
N S A as sdiadac 2 SOU S BW 22 2 RIY
4 12 20 28 36 44 52 60 68 76 84 92 100

Méon petaBoAn atnv oTTIKA o&UTNTa
(ypdupara)

EBdouddeg
VISTA
15
14+12.5
L ARy s +11.5
10 a +11.1

76 84 92 100

52 60 68
ERdouddeg
—{J}— APAiBepotTiTn 2 mg Q8 eBdopadeg ———— APNBepOETITN 2 Mg Q4 £BBONGDES

Méon petaBoAr otnv oTITIKA o&uTNTa
(ypappara)

[ Opdda eAéyyou

O1 emdphoeig g Bepanciog otig a&loAoyNoIeg VITOOUAdES (.. NAKia, EVAO, QLAT, APYIKT TN
HbAlc, apyikn tiun ontikng o&vtntag, tponyovuevn avti-VEGF Oepaneia) og ke pedétn ko otn
GLVOLOCHUEVT] AVAALGT NTAV YEVIKG COUPMVES UE T OMOTEAEGUATO GTOVE GUVOAKOVG TANOLGUOVC.

Tuig peréteg VIVIDPME o VISTAPME, 36 (9%) kou 197 (43%) aoBeveic ELafav mponyoduevn ovti-
VEGF 0O¢epaneia, avtiototya, pe 3-unvn 1 peyorlvtepn nepiodo ékmivong (washout). Ot emidpdoeig g
Oepaneiog otV vVIooudda TV acHevmv o1 omoiot giyav TponyovpuEvag AaPet Oepancia pe Evav
avactoréa Tov VEGF ftav mapopotes pe exetves mov mapatnpndnkay oe acbeveic ot onoiot dev elyov
TpoNyovpHEVmG AdPet Bepameia pe Evav avactorén VEGFE.

AocBeveic pe appotepodmievpn voco Nrav emréEpot v va AdPovv avti-VEGF Oepoaneio otov dAlo
0POAAIO TOVC EGV AVTH KPVOTAV avoryKaio amd Tov wrpd. T perém VISTAPME 217 (70,7%)
acBeveic g apMPepoéntne ELafov appoTeEPOTAELPES EVECELS APAPEPGENTNG UEXPL TNV

efdopada 100, evéd ot perét VIVIDPME, 97 (35,8%) acbeveic e aphPepoéntng édapav
Sdwpopetikn avtl-VEGF Bepaneia otov dAlo opBaiud tovg.

M aveEdptnn ocvykprtikn perétn (DRCR.net Protocol T) ékave yprion evog VEAKTOV OGOAOYIKOD
oYNUOTOG [E Ao avatnpd Kpitipla exavainyng Oepaneiog kaboploueva and To amoTELECUATA TG
g&étaong OCT kot tnv 6poaot. Ztnv opdda Bepaneiag pe aplPepcséntn (n = 224) v gfdopdda 52,
oVTO TO 00GOAOYIKO GYAIO 001 YNGE MG ATOTELEGHN Ot aoBeveig va Aaufavouy éva uéco 6po 9,2
EVEGELG, TOL Eival TOPOUOL0 LE TOV apltBud yopnynons 66cemv oty opdda apAfepcséntng 2Q8 otig
ushéteg VIVIDPME o VISTAPME, dmov cuvolikd 1 amotedespaticdmta e Oepomsiog oty opndda
Oepaneiog pe apiiPepaéntn Protocol T ftav cuykpiciun pe tqv opdda tng apiPepoénne 2Q8 otig
neréteg VIVIDPME kan VISTAPME, Ty opdda Protocol T mapatnprifnke évag pécog 6pog képdoug
Beitimong 13,3 ypappdtov pe éva 42% tav acbesvov va égovy képdoc TovAdyiotov 15 ypaupota

61



otV 6pac1| Tovg and TV apytkn Tiun. Ta aroteléopata ao@aieiag £61Eav OTL 1] GUVOAIKN EMIMTOON
0POOALIKAOV KoL U1 0POOAKAOV aveTBOUNTOV EVEPYELOV (CUUTEPTAOUPAVOUEV®Y TOV OPTNPLUKDV
OpopPoepforxmv enercodiov — ATEs) ntav cuykpicia oe OAeS TIC opdoeg Bepaneidv o€ KGO
UEAETT] Kot PHETOED TOV LEAETMV.

H VIOLET, o ToAVKEVTPIKY], TUYUIOTOUNUEVT], OVOIKTIG EMIOTLOVONG, EAEYYOLEVN LE EVEPYO
obappoko perétn 100 efoopddmv, oe acbeveig pe DME, cuvékpive tpia dStapopeTikd 00GOA0YIKE
oynuota g apAiPepoéntng 2 mg yia tn Oepaneio tov DME, petd amd tovidyictov Evay ypdvo
Oepamnciog e otabepd pecodlootnpata, Kotd tov onoio 1 Oepaneio Eekivnoe pe 5 dtodoytkég pnviaieg
d0c¢e1g akohovBovpeveg amd yopriynon kabe 2 uvec. H pelétn a&loddynoe 1 un-KototepoTnTa Tng
aeMPBePcEmTNG 2 Mg YOPNYOOUEVOL HECH EVOG DOGOAOYIKOD GYNLOTOG Bepameiog Kot ETEKTOONG
(2T&E o6mov ta Sootipoto Tev evécemv datnprinkay oto grdyioto tov 8 efdopnddmv Kot oTadiokd
eneKTAONKOV PACEL TOV KAVIKOV KO OVOTOLUK®OV OTOTEAECUAT®V) Kol TG apAPepoéntng 2 mg
yopnyovuevov avdioya pe Tig avaykes (2PRN o6mov o1 acbeveig mapakorovBovvray ke 4 efdopndadeg
KoL 1 XOp1yNomn ywotov 6tav xpetalotay, pe BAcn To KAVIKE Kol OVOTOUIKA AmOTEAEGLOTA), OF
GUYKPLoTN HE TNV aAPepcséntn 2 mg yopryovpevov kdbe 8 efdopddeg (2Q8) yio 1o devtepo Kt Tpito
€t1o¢ Oepamneioc.

To kvpro KotaAnKTikd onueio amoteleouatikdtnTog (0Arayn otnv BCVA and v évapén £og v
gfoopada 52) ntav 0,5 = 6,7 ypaupota oty opdda 2T&E kot 1,7 + 6,8 ypdupato otnv opndda 2PRN
og ovykpion pe 0,4 £ 6,7 ypauuato oty opdoa 2Q8, exttuyydvoviog GTATIOTIKN UN-Kat®TepdTNTa (P
< 0,0001 kot o 16 300 ovykpioeic, NI mepbmpio 4 ypappdtmv). Ot ariayég otnv BCVA and v
évapén €wc v gfdouddo 100 frav oe cuvénela Le ta amoteréopata g efdopddag 52: -0,1 £ 9,1
ypbupota oty opddo 2T&E ko 1,8 £ 9,0 ypaupata oty oudda 2PRN oe cvykpion pe 0,1 + 7,2
ypdupoto otnv opddo 2Q8.

O pécog apBpog evécemv og dbdotnua 100 efdopddmv ntav 12,3, 10,0 ko 11,5 yo ta 2Q8fix, 2T&E
ka1 2PRN, avtictoyya.

Ta Tpoeik ao@ArENG OC TPOG TO OPHAAUIKA KOl CLOTNHIKA GVUPBapaTa Kot oTig 3 opdades Bepameiog
Ntav mopdpota pe ovtd Tov mapatnpnonkay otig Pacwcés peréteg VIVID ko VISTA.

Yy opdda 2T&E, ot avéfoeig Kot o1 HEIDOELS OTA LECOOIUGTIOTA TNG £VEONC TTAV OTN SIKPLTIKN
EVYEPELD TOV EPELVNTY. X1 HEAETN cvoTNONKaV avénoelg TV 2 BSopad®V.

Mowmixn yopiogidwn veoayysiwon

H ac@dieia kot 1 amoTeAeSHATIKOTNTA TG AQAPEPCENTNG AEI0A0YNONKOV GE L0 TUYOLOTOINUEVT,
TOAVKEVTPIKT], SUTAG TOQAN, ELEYXOUEV LE EIKOVIKO PAPUOKO HEAETN o€ Acldtec aobeveic e
poomikn CNV.

"Eva ovvoho 121 acBevadv vofAndnkav oe Bepaneio Kot fTav a&loAoynGLOL Y10, ATOTEAEGUOTIKOTI T
(90 pe v apMPepaéntn). O nAikiec TV acbevav kKopaivoviay amd 27 £mg 83 eTdv pe péomn T ta
58 étn. Xt perém e poomkng CNV, wepinov 10 36% (33/91) t@v acbevdv mov Tuyoomomdnkoy
og Oepameia pe v apABepoéntn NTov nhkiog 65 etdv 1 peyaivtepot ko mepinov 1o 10% (9/91)
Arav 75 eTdv 1 LeEYaADTEPOL.

O acbeveig TuyatomomOnkoy og avaroyio 3:1 yio va AdPovv gite 2 mg apMPepcéntng
eVOOLOAOEIDIKE 1 EVECELS EIKOVIKOD QAPLLAKOV YOPTNYOVUEVES Lia pOopd KaTd TNV EvapEn TG LEAETNG
ue TpOGbeTEG EVEGELS YOPTYOVUEVEG UNVIOIMG GE TEPIMTMOT EMUOVIAG 1 VIOTPOTNG TNG VOGOV UEYPL
v eRdoudda 24, 6tav a&loAoyndnke To kOplo KataAnktiko onueio. Koatd v efdoudda 24, ot
acBeveic o1 omoiot glyav apyikd Tuyaomombel oe 1KOVIKO PAPLOKO NTAV KATAAANAOL VTOYNPLOL VoL
va AdPovv v TpdTn 0601 TNG APAPEPCEMTNG. AKOAOVO®S, 01 aoBevels Kot 6TIG 500 OUAdES
CULVEXIOAV VO, EIVOL KOTAAANAOL VTTOYNPLOL Y10 TPOGHETEG EVECELS O TEPIMTMON EMYUOVIG T VTOTPOTNG
™G vOGov.

H drapopd peta&d tov opddmv Oepomeiog NToV OTOTIGTIKG GNUOVTIKN VIEP TNG APAPEPGENTNG Y1 TO

KOP10 KoTaAnKTiKd onueio (petafoin oty BCVA) kot 1o emPefoimticd 6gutepehov KATOANKTIKO
onueio amotedeopatikdTnTog (avaroyio Tov acBevav Tov képdicav 15 ypaupata oty BCVA) katd
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v efdoudda 24 oe oOyKpion pe TV apykn T, Ot Slopopég Kat o To V0 KOTOANKTIKA onpeio
dwnpnnkav €mg tnv efdopdda 48.

Aemtopepn amoteléopata amd v avaivon g perétns MYRROR nopovsialovtot otov Ilivaka 6
KOl 6TO ZyNpo 5 TapoKdTm.

Hivakag 6: Expdoeic amotelecpatikdmrag katd v gfdopdada 24 (kbpla ovaAvon) Kot Kot v
eBdopdada 48 o perétn MYRROR (ITMpng avidivon dedopévav LOCFY)

Expaoeig amotereopatikdTnTOC MYRROR
24 EBoonddsg 48 Efdopnadseg
AoMPepointn Ewoviké ApMPepointn Ewoviké
2mg Qappaxo 2mg oappaxo/
(N=90) (N=31) (N=90) AoMBepointn
2mg
(N=31)
Méon petaporn otnv BCVAP 6nwmg
petpnonke pe  Pabuoroyia avayvodpiong 12,1 -2,0 13,5 3,9
ypappdrov ETDRS and v apywn T (SD) (8,3) 9,7) (8,8) (14,3)
B)
Awpopd. 6tov péco ot uébodo A 14,1 9,5
(95% ClI) (10,8 - 17,4) (5,4 -13,7)
A}/akoyia v ac@svd)'v us'> 15 ypapporto 38.9% 9,7% 50,0% 29.0%
KEPSOG otd TNV aPYIKY T
Stabuopévn dtapopd XA 29,2% 21,0%
(95% CI) (14,4 - 44,0) (1,9 -40,1)

A LOCF: Last Observation Carried Forward (Aie&orymyn Tekevtaiog mapatnpnong)

B)

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

ETDRS: Early Treatment Diabetic Retinopathy Study (Melétn mpdiung avTipetdmiong e dtapnTikig

apeipAnotpocdonddelac)

SD: Standard Deviation (Tvmikn anoxiion)
Méaoog LS: Méoog ot pébodo tav ehayictmv tetpaymvev (Least Square) mopoydpevos HEG® LOVTELOL

)

ANCOVA

4 CI: Confidence Interval (AtGoTnuo epmIGTOGHVIC)

E)

MLS péon drapopd kat 95% CI Bdaoet evog poviéhov ANCOVA pe v opdda Bepameiog kot tn ydpo
(ovopacieg ydpag) mg otabepic emdpacels, kat v apyiky T BCVA oc coppetafinm.

D H Sapopd ko  tiuf 95% CI vroroyilovrar pe yprion g doxiufig Cochran-Mantel-Haenszel (CMH)
TPOGAPLOCLEVT Y10 TN XDPa (OVOUOGIEG YDPOAG)
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Yyqpa 5: Méon petaforn amod v apyikn tiun £oc v ERdoudda 48 otnv omtikn o&btnta
Katd opdoda Oepaneiog yio T perétn MYRROR (ITAnpng avaivon dedopévov,
LOCF)

MYRROR

+13.5

(ypaupara)

Méon peTafoAl oTnv oTITIKA o&UTNTA

5 L ERdopddeg
—— AQAiBepotTn 2 mg @ OPAda eAEyxou

Hodwotpucde Ttinbovoude

O Evponaikoc Opyovioudg Gapudkmv Exel SOGEL amaAloyn arnd TNV LIoYPEMSN VIOBOANG TV
OTOTEAECUATOV TMV PEAETMV UE TNV OQAPEPGENTY G€ OAES TIG VTOKATYOPIES TOV TALSIOTPIKOD
TANOBLG OV 6TOVE TANBLGLOVS VYpoD TOTOVL AMD, CRVO, BRVO, DME kot poomikig CNV (BAéne
Topaypapo 4.2 yio TANPOPOPIEC GYETIKA LLE TNV TOOLUTPIKY XP1oN).

52  ®oppoxokiviTIKEG 1010TNTES

H agpABepoéntn yopnyeiton amevbeiog 610 VOAOEWDES GO VIO VO, 0OKNGEL TIG TOTIKESG OPAGELC TOV
oTov 00OaAO.

Amoppoéenon / Katavoun

H agplBepoéntn amoppopdrtal apyd amd tov opOaAUd GT1 GUOTNUATIKN KUKAOPOPIo HETE TNV
€vOOLOADON YOPNYNOT KOl TAPAUTNPEITOL GTN CLCTNUOTIKT KVKAOQOpio Kupimg ¢ £va avevepyo,
otabepd cvumioxo pe tov VEGF. Eviovtolg, uovo 1 «ehevBepn apliPepcéntny givar tkavn va,
deouevoet Tov evooyevny VEGF.

X€ Lo QOPUOKOKIVITIKY DTOUEAETN o€ 6 acBevelg te veoayyelok, vypov Tomov AMD e cuyvn
detypatoAnyio, ot HEYIOTEC GLYKEVTIPMGEIS TAAGHATOG TG EAEV0EPNC APAMPBEPTETTNG (GLOTNATIKY
Cmax) ftav yopunAés, pe péon tun nepinov 0,02 pukpoypappdpio/ml (gvpog 0 £mg 0,054) evtog 1 Emg
3 NuepdV PETA amd eVOODOAOEIDIKT £VEST 2 ME, KOL NTAV W] OVIYVEVGLIES 00O EROOAdES LETA T
yopNyNnon g 660mg 6yedov e OA0VG Tovg aobeveic. H apiiepoéntn de cuoowpevETAL GTO TAAGLO
LE TNV EVO0DAAOESIKN Yopnynon kabe 4 efdouddec.

H péon péyiotn ovykévipwon mAdopatog g eAe0epng apAPepoéntng etvar mepimov 50 £wg

500 @opég kdT® amd T GLYKEVIPWOOT] APAPBEPGENTNG TOV OTALTELTOL Y10, TNV AVOGTOAN TNG PLOAOYIKNG
dpaotnprotntog Tov cuatnuatikod VEGF katd 50% o povtéia o (da, ota omoia mapatnpnonkay
UETAPOAEG TNG APTNPLOKNG THESTG APOTOV TO KUKAO(QOPOUVTO eNimeda TG eAg0Bepg apPepoéntng
£€pBacav mepimov Ta 10 pukpoypappdpio/ml, Kot EmECTPEYE GTNV APYIKN TIUR OTAV TO EMIMEdH EMECAY
Két® amod mepinov 1 pkpoypappdpro/ml. Extipndtot 6Tt petd v evooiaAogdkn yopnynon 2 mg
o1ovg acbeveig, N péon péylotn cuykévipmon TAAGHaTog Tng ehevbepng apPepoénng ivar mhvo
omd 100 popéc younAdtepn amod TN CLYKEVIP®ON TNG APAMPEPGETTNG TOL OALTEITOL Y10 TN OECUELON
tov ovotnuatikod VEGF katd 1o uioev g puéytomg tyung (2,91 pikpoypappdpio/ml) o€ puio pedén
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UE vyteic e0eAOVTEG. ZUVENMG, GUGTNUATIKES PUPUAKOOVVUUIKES EMOPACELC, OTMS LETOPOAES TNG
apTNPLOKNG TTieonc, etvar aniBaves.

Doppokokivntikég vroperéteg o acbeveig ue CRVO, BRVO, DME 7 pvonikiy CNV pe péon Crax
g ehevbepng apAPepoéntng 6To TAAGHO HTOY TaPOUOLN e TIS TIEG o€ gvpog: 0,03 Emg

0,05 pukpoypappdpro/ml Kot ot atopikég TIpéG dev Eemépacav ta 0,14 pikpoypappdapia/ml. Xovenac,
01 GLYKEVTPMOGELS TNG EAEVOEPNC APAPEPTETTNG 6TO TAAGHO KABOPIGAV TIG TIUES YOUNAOTEPO, 1] KOVTA
GTO KOTMTEPO EMMEDO KAT® GO T OPLOL AVIXVELONG YEVIKA eVTOG piog fdopddag. Mn aviyvedoeg
GUYKEVIPMGELS EMTEVYONKAY TPV OO TNV EMOUEVT YOPNYNON UETA amd 4 efOopadeg oe OAOVG TOVG
acBeveic.

Amofoin
Agdopévov tov 0TL N apAPepoéntn givor Evag BepamevTIiKOC Tapdyovtag e Pdorn TpoTeivy, dev Exovv
npoypatomondel peréteg petafoAlopo.

H ehevbepn apiiPepoéntn decpevel tov VEGF yua va oynuatioet éva otabepd, adpaviéc OUTA0KO.
Onog kot pe dAdeg peydieg mpmteives, eivat avapuevopevo ot 1 kdBapor toco g eAedBepng 660 Kot
NG OEGUEVUEVTG APAPEPGENTNG YIVETAL HECH TPOTEOAVTIKOD KATABOAIGHOV.

Neppwr dvciertovpyia
Agv &govv mpaypotomoin0el e101kéC peAéteg o acBevei e veppikn ducAettovpyia pe v
apMPepcémntn.

H eoppokokivyntikny avéivon tov acBevav otn perétn VIEW2, and tovg onoiovg 10 40% ciye
veppikr duciertovpyia (24% ma, 15% pétpra kar 1% cofapn)), dev anokdrvye dapopic 6Gov
aQOPa TIC GVYKEVTPMGELS TAAGHATOS TG OPACTIKNG OVGING LETA 0md EVOODAAOEISIKT YOPT YoM
K& 4 1 8 efoopddeg.

Hapopola amoteréspata Tapatnpndnkay oe acbeveic pe CRVO ot pedétn GALILEO, og acBeveig
ne DME ot pedém VIVIDPME ot 68 acbeveic pe poonucy CNV ot pedét MYRROR.

5.3 IIpoxlvikd ogdopéva yia TV acQdreria

Emdpdoeig mov mapatnpndnkav oe pn KAVIKEG LEAETEC GYETIKA UE TNV TOEIKOTNTO
enOvaAQUPOVOLEVOV dOGEMV, SOMIGTOON KAV LOVO GE CLGTNUOTIKY £kOeomn Tov BewpnOnie 6TL NTOV
ONUAVTIKA TAV® 00 TO avAOTUTO 0p1o EKBeong Tov avOpdOTOL LETA ATd EVOOVUAOEIDIKT YOPYNON
TNV TPOOPLLOLEVT] KAMVIKT dOOT|, DVTOONADVOVTOG LUKPYT] GLGYETION UE TNV KAWVIKY] YpIon.

HopatnpnOnkov defpdoelg kot EEEAKDOELS TOV OVOTVEVGTIKOD ENONAIOL OTIG PVIKEG KOYYEG O
TONKOVE GTOVE OTOIOVG EYve EVOODOAOEIDIKT YOPYNON AQAPBEPCETTNG, LE CVOTNHATIKN £KOeoT
whvo arnd ) péylotn €kbeon tov avBpmmov. H cuatnuatikn ékbeomn pe faon v Cmax kot AUC yuo
v elevBepn apMPepcéntn NTav tepimov 200 kot 700 popég vynAdTEPT, OVTIGTOLYE, OTOV
oLYKPIONKE e TIG AVTIOTOLES TIUEG TTOV TOPTNPNONKOY GTOVG AVOPOTOVE HETA 0d EVOODAAOEISIKT
doom 2 mg. 10 avATHTO ENINEdO GTO 0M0i0 dev maponpHOnKay avemBounteg evépyeieg (NOAEL)
v 0,5 mg/opBuiud ctovg TOMKovE, 1 cuoTnUaTiKn EkBgon NTav 42 Kot 56 opég vYNAOTEPT Le
Baomn v Crax kar AUC, avtictoyo.

Agv &govv mpaypotomon0el HeAETEG Yo TV EVOEXOUEVN LETAALAEIOYOVO 1) KOPKIVOYOVO dPAGT TNG
apMPepcéntng.

Mua enidpaon g apAPBepcEnTNG TNV evoounTpLo ovATTTLEY KaTadeiyOnKe oe peAéteg e eUPPLIKNG
avantuéng oe éykva kovvéla pe evoopAéPia (3 émg 60 mg/kg) kabadg kot vroddpia (0,1 émg 1 mg/kg)
yoprynon. To eninedo NOAEL tn¢ untépag nrav ot 66on tov 3 mg/kg 1 1 mg/kg, avtictouyo.
NOAEL yio v emdpacn oty avamtvén égv avayvopiotnke. Xt 66on tov 0,1 mg/kg, 0
ovotnpatiky ékfeon pe faon v Cmax kot T copevtik] AUC yia tnv ehevbepn apAiPepoéntn oy
nepinmov 17 ko 10 popég vynAotepn, avtictoryo, OTav cuykpiOnke Le TIG AVTICTO(ES TILES TOV
mopatnpnnkoy otovg avlpdmovg petd omd evéobarocdikn 060 Twv 2 mg.
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O1 emdpacelg otV avopikn Kot yovaikeio yovipotnta agtoloynnkov og uépog piag 6Unvng LEAETNG
og TONKOVG e VOoPAEPLa Yoprynon apiifepoéntng oe dOcelg mov KoudvOnkay amd 3 £mg 30 mg/kg.
Mopatnpndnke amovoia 1 axavovioTn epunvoppucio pe petaforés ota eminedo T@V ONAvkdV
OPLOVAV OVOTOPOYMYNG Kol LETOPOAES TN LOPPOAOYIO KOt KIVITIKOTITO TOV OTEPLOTOC, O OA T
emimeda d6omG. Me Bdon v Cmax kot AUC yuo v eAevBepn apAPepoéntn mov mapotnpnonkay oty
gvooAéPla 06om Tov 3 mg/kg, N cvonuatikn ékbeon Nrav wepinmov 4.900 kot 1.500 @opéc
VYNAOTEPT, avTioTOLYKM, 0O TNV EkBeCT TOV TOpOTNPTONKE GTOVG AVOPDTOVE PETA AUTTO
gvdobaroegldikn d6om 2 mg. Olec ot petaforéc NTav avacTPEYILEC.

6. DOAPMAKEYTIKEX IAHPO®OPIEX

6.1 Kaoataroyog ekdoywv

IToAvoopPiko 20 (E 432)

Y opoyrlmpikn 10T1divn povobidpikn| (Yo pvBpon tov pH)
Iotdivn (yro pvOuion tov pH)

XAwplovyo vaTplo

Zaxyopdln

"Yomp yio evéoiua

6.2 AocvpupatotnTeg

EX\etyer peletdv oyetikd pe t coppfatodtnta, To Topodv POPUIKEVTIKO TPOIOV dEV TPEMEL VAL
OVOUELYVOETOL LE BAAQ POPUOKEVTIKG TTPOTOVTOL.

6.3 Awdpxera ong

3 ypdvia

6.4 Idwitepeg mpourdierg koTd ™) QUACEN TOV TPOIOVTOS

duvrdooete og yoyeio (2 °C - 8 °C).

Mnv KatoyoyeTe.

DVAAGGETE GTNV APYIKT] GLOKEVAGI Y10 VO TPOCTATEVETOL OO TO PG,

To Khelotd PloAidlo umopel va euAdcoeTal KTOG Yoyeiov og Beppokpacio pikpodtepn tov 25 °C yu
£m¢ 24 dpec. MeTd TO AVOlYpLa TOV QLOALSTIOV, TPOYWPNOTE GE Sladikacio vVITd donmTeg GLVOTKEC.

6.5 ®@VYon Kol GLOTUTIKA TOV TEPLEKTN

Aldhopo og PLaAido (Yoori tomov 1) pe topa sioydpnong (eAactouepés Bovtoikd eraotikd). Kabe
QLoAido mepiéyel eaymyyo dyko tovidyiotov 0,1 ml. MéyeBog cuokevaciag 1 graiidiov.

6.6 Idwitepeg mpouvrdierg amopPIYNS KoL GALOGS YEPIOUOG
To @uoAidio Tpoopiletar yuo pio poVo xpnom Hovo oe Evay opOaluo.

To @Aidio Tepi€yetl TePLosOTEPT TOGHTNTO OO TNV GUVICTMOUEVN 00GT TV 2 Mg APAMPEPCENTNG
(1oodvvaun pe 0,05 ml). O emimhéov 6yKog Oa Tpémet va amopplpbel Tpv amd Tt Yopnynon.

To d1dAvpa Ba wpémel va ereyyBel omTIKA Y100 TUYXOV EEVI COUOTIOIOKT VAT KO OTOYPOUOTICHO 1| Yo
K&Be peTafoir] TG PLGIKNG ELPAVIONS TPV OO TN XPNOT. € MEPIMTOCT TOV TAPATNPEITAL KATL 0T

TO TOPATAV®, ATOPPLYTE TO POPUAKEVTIKO TPOTIOV.

I'a v Tpogtopacio katl TNV evooHOAOEOIKT Eveon ypetdlovTtal Ta akOAoVOa 10TPOTEXVOLOYIKA
poidvTa piog ypnong:
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- (o, amootepouévn Beddva pe gidtpo 5 micron (18 gauge x 1% inch)

- po. anootepopévn cvptyya Luer-lock tov 1 mi

- o arootelpmpévn Bedova Eveong 30 G X ¥ inch, amapaitntn yio tnv evooboroeldikn Eveon
AVTA TO, 10TPOTEYVOLOYIKA TTPOTIOVTO OEV TEPIAAUPAVOVTOL GTI) GUYKEKPLUEVT] GUCKEVAGIA.

0onyies yia ™y yprHon tov PLaiidiov:

1. AQa1péoTE TO TAUGTIKO TMOLO KOl ATOAVUAVETE TO EEDTEPIKO HEPOG TOV EAUCTIKOD TAOUATOG
ELoYDPMNONG TOL PLIALdioL:

2. Yovoéate pia Belova pe eidtpo 18 G, 5 micron oe pia amootelpwpévn cvptyya Luer-lock tov
1ml:

3. Yrpadéte ) Pelova e @IATpo PEGH GTO KEVIPO TOL TAOUATOG EIGYDPTONG TOV PLOALSIoV PEYPL N
BeAddva va etcayBel eviehdg LESO 0TO PLOAIdI0 Kot TO GKpo TNG Vo ayyi&el Tov Tubuéva 1 Tnv
KAT® AKpT TOL PLOALSiOV.

4. XPNOYOTOIDVTOG AOTTTTY TEYVIKY, AVTANGTE OAO TO TEPIEXOUEVO TOV PLOAdI0L Tov Ahzantive
péca ot cHpLyya, S1oTNPOVTIS TO PLOAid0 o€ dpBia BECT, EAAPPDC KEKALLEVO Y10, VO
S1EVKOADVETE TNV TAN PN GvtAnon. [ v amotponn g elcoywyng aépa, emPepaidote dti t0
axpo g Perdvag pe piktpo givar fubicpévo péoa 6to vYpd. Zuveyiote va YEPVETE TO PLOAISI0
KOTA TNV AVTANOT] KPOTMOVTOG TO AKpo NG PeAdvag pe eidtpo Pubiopévo pésa oto vypo:
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5.

7.

9.

To dxpo g
Berovag

Kottalel Tpog
T0L KAT®

BePaimbeite 6t1n pafdoc tov euforov Exel tpafnytel ETapK®S TPOG TA TCW KUTA TNV
EKKEVOON TOL PLOALSIOV, £T01 MOTE VoL 0dEIBGEL TANP®G 1| PeAOva e pilTpo.

Aogapéote ) Perdva pe ¢IATpo amd T cVPLYYE KOl OTOPPIYTE TNV LE GOOTO TPOTO.
Inueioon: H Belova pe ¢pidtpo dev mpoopiletart yio vo YpNOOTOLEITOL Yio EVOODAAOEIOIKN
éveon.

XpNooTolidvTog Aot TEXVIKT, TEPIOTPEYTE 6Tabepd o feddva éveong 30 G x ¥z inch
endvem oto dxpo Luer-lock tnc oupryyag:

Kpatdvtog tn ocvpryya pe ) Beldva va kortdlel mpog ta ndvm, eEAEyETe T cuptyya yuo
QPLGOAOEG. EGv vtdpyovv puooiides, KTLUTNOTE AmaAd T cOPLYYd LE TO dAKTUAO Gag UEXPL
O)Leg 01 PUGOAIdEG VO avVEPOVY GTO TAV®D UEPOC:

E&adetyte OAeg TIC LOAAIDEG KOl ATOPAAAETE TNV TEPIGOELD TOV PAPHUAKEVTIKOD TPOIOVTOC,
méCovtag apyd to £uPolo, £T61 MGTE TO MiMESO AKPO TOV EUPOAOL Va evBLYPOUIIGTEL LE TN
ypapun wov vrodetkviel 0,05 ml endve otn cHpryya:
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Tpoppn ) AGdopa petd
docoroyiog, ™mv amoforn
v 0,05 ml TOV QUGOAIS®V

aépa Kot ToV
TEPIGGIOV
©apuUaKOY

Eninedo dxpo
guporov

10. To @uAidio mpoopiletar yio pia poévo ypnon. H eoaywyn moAlomAdv 066emv amd £vo Praiidto
umopel va av&NGeL ToV Kivouvo EMPOAVVONG Kol EmaKOAOVONG AoTpmEng.

Ka0e aypnoionointo papuokentikd Tpoidv 1 VTOAEUUN TPETEL VO UTOPPITTETAL GOUPDVO, [LE TIG
KATO TOTOVS 1GYVOVGEG OYETIKEG OLUTAEELS.

7. KATOXOX THX AAEIAY. KYKAO®OPIAX

Formycon AG

82152 Martinsried/Planegg
Teppovia

8. APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/24/1888/001

9. HMEPOMHNIA ITPQTHX EI'KPIXHX/ANANEQXHX THX AAEIAX

Huepounvia tpoc £ykprong: 13 Iavovapiov 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANPoPopieg Yo TO TOPOV PUPUOKEVTIKO TPoioy gival d1abéaieg oTov SIKTLAKO TOTO
tov Evponaikod Opyavicuod dapudkwv: https://www.ema.europa.eu
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ITAPAPTHMA 11

MAPAXKEYAXTHE(EZ) THE(TQN) BIOAOTIKQX
APAXTIKHZ(QN) OYZIAL(QN) KAI
MAPAZKEYAXTHX(EX) YHEYOYNOZ(OI) I'IA THN
ANIOAEZIMEYZH TOQN HAPTIAQN

OPOI'H TIEPIOPIEMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H TIEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. TAPATKEYALTHZ(EX) THZ(TQN) BIOAOTIKQE APAXTIKHE(QN) OYZIAL(QN)
KAI IAPAZKEYALTHXZ(EX) YHEYOYNOZX(OI) I'lA THN ATIOAEEMEYXZH TQN
MAPTIAQN

‘Ovopa kat dievbovvon tov(tewv) mapackevact(®v) the(tov) Brodoyikdg dpaoctikne(dv) ovoiog(mv)

AGC Biologics, Inc.
21511 23" Dr. SE, Bothell
Washington (WA) 98021 HITA

‘Ovoua kot 61evfvven tov(tev) Topackevost(dv) mov sivar veedfuvvoc(ol) yio TV amodéGUELSH TOV
ToPTId®V

Formycon AG
Fraunhoferstralle 15

82152 Martinsried/Planegg
Teppovia

Midas Pharma GmbH
Rheinstrasse 49

55218 Ingelheim am Rhein
Teppovia

270 £VILTIO POAAO 0JNYIOV XPHONG TOV PAPUAKEVLTIKOD TPOIOVTOC TPETEL VAL OVALYPAPETOL TO OVOLLOL
Ko 1) 31evBuvon ToL TAPACKELAGTN TOL glval VIEHOHVVOG Y10 TNV ATOSEGUEVOT TG CYETIKNG TAPTIOAC.

B. OPOI'H HEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppaKeLTIKO TPOTOV Yo TO 0molo amatteital TEPLopIcévN WTptkn cvvtayr| (BA. mtapdptnua I:
Iepiinyn tov Xapaktnpiotik®v tov [Ipoidvrog, mapdypopog 4.2).

I AAAOI OPOI KAI AITAITHZEIX THX AAEIAYX KYKAO®OPIAX
o Ex0¢oe1g meprodikig mapakorovdnong g acpaierag (PSURSs)

Ot amaitioelg yuo tnv vrofoAr towv PSURS yia to ev Adym @appoakentikd mpoidv opilovrot
GTOV KOTAAOYO UE TIG Nuepounvieg avapopds s Evaong (katdrioyog EURD) mov mapatiBeton
otV mapdypapo 7, Tov apbpov 107y, g odnyiag 2001/83/EK kot kaOe emaxodiovdng
EMKOPOTOINONG OTWS OMLLOGIEVETAL GTNV EVPOTOAIKT SIKTVAKN TOAT Y10l TAL QAPLLOKOL.

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

o Yyéo10 owayeipiong Kivovvov (XAK)

O Karoyog Adetag Kvkiopopiag (KAK) Oa die&aydyel Tig amaitodpeveg dpactnplotTnTes Kot
TOPEUPACELS PAPUOKOETAYPVTVIOTG OGS KATAYPAPOVTAL AETTOUEPADS GTO SLUE®VNOEV ZAK
mov mapovstaietat oty evotnta 1.8.2 g ddetag Kuklopopiog Kot 0molecdNToTE EMAKOAOVOES
gyKekpléveg ovobempnoeilg tov ZAK.

"Eva emaiporompévo XAK Oa mpénet va katotedei:
. Metd and aitnpa tov Evponaikod opyoavicpod @apudkov,
o Onotednnote TpomomoleiTal To GVOTN A Sloyelptong KivdOvov, E101KE MG ATOTEAEG L
AMYNG VEOV TANPOQOPLOY TOV LITOPOVV VO ETLPEPOVY GNLAVTIKY ALY GTN oYEon
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0PEALOVC-KIVOVVOD 1| O OMOTEAEG O, TG EMITELENG EVOG GNUAVTIKOD OPOCTLLOV
(papUOKOETAYPOTVIOT| T} EAAYLOTOTTOINGT) KIVOVUVOUL).

Edv n vropoin pag PSUR kot n emikoiponoinon tov ZAK cvumintovv, dvvatot vo, katotedodv
TOVTOYPOVAL.

2votuo PopUaKoETaypOTYNONS

O KAK zmpénet va 106(paAicel 6TL TO GUGTNIO POPUOKOETOYPOTVNONG TOV TAPOVGIALETAL TNV
Evomnta 1.8.1. g ddetag kukhopopiag £xel eykotactadel Kot AEITOVPYEL TPV KoL KOTE T
dlapKelo KUKAOQOPIOG TOL PAPUAKEVTIKOD TPOTOVTOG GTIV Ayopd.

. EmnpoocOeta pétpa ehayiotonoinons Kivouvov

O KAK éyet ovoppmvinoet va mapdoyel evpomokd Extaidevtikd Yo yio to Ahzantive. [pwv ond
v kukAopopia o kdbe Kpdrog Méhog, o0 KAK mpémetl vo cuUQ®VIGEL Y10 TO TEAKO EKTOOEVLTIKO
VAo pe v EBvikn Appodia Apyn. O KAK dwaoparilel, e cuvéxeia culntnoemy Kot GUHE®VIDY
ue tic Ebvikéc Apuoddieg Apyéc og ka0 Kpdroc Méroc mov 1o Ahzantive kukhogopet, 6t1 Ho
mapEyeTol o€ OAEG TIC 0QOaAOLOYIKES KMVIKEC, TOV TO Ahzantive avapévetat va ypnoiponombet yio
N Oepaneio evnAikov 000eVAOV, ETIKAIPOTOIUEVO TAKETO TATPOPOPLDY Y10, TOV 10.TPd OV Ha
TePLEYEL TO, akOAoLOa GTotyEin:

DVALESIO TANPOPOPLOV TTOV APOPOVV TOVG LTPOVGS

Mayvnrtookdnnon g Sedikaciog evOoaloeldIkng EVeong

Ewovoypappo g dradikaciog evooDaAogdkng Eveong

[Mokéto mAnpoeopLdY Yio Tov acbevn

Ot mnpopopieg Yo ToV 10TPO GTO EKTAUOEVLTIKO DAKO TPETEL VO TEPLEYOVV TO TOPUKAT® OLGIHON
ctoyyeia:
o Teyvikég yio evO0DOAOEIDIKN £vesT) cuUTEPIAAUPAVOUEVTG TNG XPNONG Miag Beddva Eveong
30 G, kot g yoviog £yyvong

. EmpePaiowon tov 6Tt T0o QLOAIdI0 KO 1) TPOYEHIOLLEVT GUPLYYQ TTpoopilovtar udvo yia pic xpnon
€ EVIIAIKEC

. H avdykn yuo v amofoin mepicosiog dykov amd T cvpryyo Tptv omd v £veorn Ahzantive yio
TNV amoQLYN VEPIOCOAOYING

. [Moparxorovdnon tov acBevdv petd TNV evOoDAAOEIOIKT £VECT] GLUUTEPIAAUPUVOREVNS TG
TAPAKOAOLONGOTG TG OTTIKNG 0EHTNTOG KAt avEnomng tng evoopBdipog tieong petd v éveon

. Baokd onpeio Kot COUTTOUOTO TOV OVETIBOUNTOV EVEPYELDV TTOV GYETI(OVTAL LE

£VOOVAAOEIDIKY £vEoT cupmepAapPoavouévng e evooeBulpitidag, Tng evooeOaiog
QAEYHOVTG, TNG avENUEVNG evOOEBaALILOG TiEoNC, TNG POYLUNG TOV LEAQYYPOOTIKOV emOnAion
TOV QUEIPANGTPOEIB0VS KAl TOV KOTOPPAKTN

. IMovaikeg acBeveig o avamapaymyikn nAkio Tpénel vo AAPOVY ATOTEAEGLOTIKY OVTICOAANYY
Kol 01 £YKVEG yuvaikeg o€ Oa mpémet va Aafovv to Ahzantive.

To makéto evUépmONG TV GBEVAOY TOL EKTOOEVTIKOD VAIKOD TEPIAAUPAVEL EVa EVILEPMOTIKO
001Y6 acbevoic «O 0dnydc cog Yo To Ahzantive» kot pio aKoVGTIKY £€kd0cn avtov. O
EVILEPMTIKOG 001YOC 00BEVOVG TTEPIEXEL TIG AKOAOVDEG OVGIMOELG TANPOPOPIES:
DvAro Odnymv Xprong
[Towoi Ba mpémet va, Oepamedovtor pue To Ahzantive
[ag vo mpogtouachei yo tn Oepaneio pe Ahzantive
IMowa eivan Ta PripoTa ToL akolovbovv T Oepaneio pe Ahzantive
Boowd onpeia kot copntopato Tov cofopdv avemtBOiunTov evepyeidy COUTEPIAUUPBAVOUEVIC
g evoopOaApiTIONG, TNG EVOOPOAAUING PAEYUOVIG, TNG ALENUEVIC EVOOQOGALING TTiEOTG, TNG
POYUNG TOV HEAOYXP®OTIKOD EMOMAIOL TOV AUEIPANGTPOEIDOVE, KOl TOV KOTAPPAKT
. [ote va avalntioet enciyovca epovtida and Tovg enayyeAUOTIEG TOL TOUEN VYEiNG
o IMuvaixkeg acBeveic o avamapaymykn nikia TpEnel vo, AABOVYV ATOTELEGUATIKY AVTIGOAAYN
Kol 01 £YKVLEG Yovaikes o€ Oa mpénet va Adfovv To Ahzantive.
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ITAPAPTHMA III

EINIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. EIIIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

NNPOI'EMIXMENH XYPIITA

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ahzantive 40 mg/ml gvéoipo S10AV0. GE GE TPOYEUIGUEVT] GVPLYYO.
apMPepcéntn

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

1 mpoygicpévn cvpryya mepiéxet 3,6 mg apPepcsénng oe 0,09 ml droivpatog (40 mg/ml).

3. KATAAOI'OX EKAOXQN

"Exdoya: TTolvcopPikd 20 (E 432), vdpoyrmpiky 16T1divn povoddpiki, 1oTidivn, yAwptovyo vatpio,
cokyapoln, HVOwP Yo EVESTULAL.

4, OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéowo d1dAvpa

1 wpoyeopévn ovpryyo mepiéyet 3,6 mg apiiPepointng o 0,09 ml dwwAdpatog (40 mg/ml).
Movn 8601 2 mg/0,05 ml

| 5. TPONOX KAI OAOX(OI) XOPHTHIHX

Evdoboroedikn ypnon.

T"a pio gpion povo.

AwBdote To OALO 0INYIDV YPNoNG TPV AT TN YOPHyNon.

Avolyete TNV amoGTEIPO®UEVT] KOWEAN LOVO €vTOg TG Kabapng aibovoag yoprynong.
H nepiooeia dyxov mpénet va apatpeital Tpv amd v Eveon.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OITIOIA TO ®APMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI E OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZEITIZOYN TA ITAIATA

Na euidooetal o€ 0éom, TV onoia dev PAETOLY Kt deV TPOooeYYilovv Ta, TOLOA.

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

‘ 8. HMEPOMHNIA AHEHX

EXP
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9. EIAIKEX XYNOHKEY OYAAEHX

Ddvraccete o€ Yoyeio.
Mnv Katoyoyete.
Duidooete oTNV OPYIKT CLCKEVAGIN Y10l VO TPOGTATEVETAL OO TO PWG.

10. IAIAITEPEX IPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH
XPHEIMOIIOIHOENTOQN ®APMAKEYTIKON MTPOIONTQN 'H TQN
YIHOAEIMMATQN I10Y ITIPOEPXONTAI AIIO AYTA, E@OXON AIIAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOQY THX AAEIAYX KYKAO®OPIAX

Formycon AG
82152 Martinsried/Planegg
Teppovia

12.  APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1888/002

13.  APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAZH I'lA TH AIAOGEXH

| 15. OAHTIEL XPHEHX

‘ 16. TAHPO®OPIEX XE BRAILLE

H oitiodAdynon yio va unv mtepiinedei n ypaen Braille sivotl amodextn

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

A16d100T0TOC YPOUU®TOS KOdKaS (2D) Tov pépet Tov TEPIANPBEVTO LOVAITKO OVOYVOPLOTIKO KMOKO.

18. MONAAIKOX ANAI'NQPIZTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

OYAAO THX XYXKEYAXIAX TYIIOY BLISTER

IMPOIEMIZEMENH XYPIITA

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX KAI OAOX(OI) XOPHI'HEHX

Ahzantive 40 mg/ml gvéoyo StdAvpo. 6€ Tpoysuicuévn chpryya
apMPepcénn
Evdobaroeidkn ypnon

2. ONOMA KATOXOY THX AAETAYXY KYKAO®OPIAX

Formycon AG

3. HMEPOMHNIA AHEHX

EXP

4, APIOMOZX ITAPTIAAX

Lot

5. AAAA XTOIXEIA

3,6 mg/0,09 ml
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

EINIXHMANXH

IMPOIEMIZEMENH XYPIITA

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX(OI) XOPHI'HEHX

Ahzantive 40 mg/ml gvécipo Sidlopa
apMPepcéntn
Evdobdaroctdkn ypnon

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOX ITAPTIAAX

Lot

‘ 5. INEPIEXOMENO KATA BAPOX, KAT’ OI'KO'H KATA MONAAA

3,6 mg/0,09 ml

| 6.  AAAA LTOIXEIA
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ENAEIZEIX ITIOY IIPEIIEI NA ANAT'PA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

KOYTI

Drorioo

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ahzantive 40 mg/ml gvéoipo dtdAlvpo o€ Plaridio
aeMPepcéntn

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

1 praAidio mepiéyel 4 mg apMPepoénng oe 0,1 ml Swwdvpotog (40 mg/ml).

3. KATAAOI'OX EKAOXQN

"Exdoya: TTolvcopPikd 20 (E 432), vdpoyrmpiky 16T1divn povoddpiki, 1oTidivn, yAwptovyo vatpio,
coKkyapoln, HVOWP Yo EVEGTLAL.

4, OAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéoo d1dAvpa

1 prodido mepiéyet 4 mg aeiPepoéntng o 0,1 ml dwwAduatog (40 mg/ml).
4 mg/0,1 ml

Movn 86om: 2 mg/0,05 ml

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

Evdotaiocidikn yprion.

To pio gpnion povo.

AwPaote T0 POALO 0INYIOV XPNONG TPV OO T YOPNYNOT).
H nepiooeia 6ykov mpémet va apotpeital Tptv amd Ty Eveon.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION IPEIEI NA ®YAAXIETAI XE OEXH THN OITOIA AEN BAEIIOYN KAI
AEN ITIPOZEITIZOYN TA ITAIAIA

Na pvidooetar o€ Béom, v onoia dev PAETOLV Kat dev Tpooeyyilovv Ta TOdIdL.

| 7. AAAH(EX) EIAIKH(EX) HIPOEIAOTIOIHEH(EIZ), EAN EINAI ATIAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX
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EXP

9. EIAIKEYX XYNOHKEYX OYAAZEHX

dvAdooete og yoyeio.
Mnv katoyoyete.
DVAAGGETE GTNV OPYLKT] GUCKEVAGIN Y10 VO TPOCTATEVETOL OO TO PG,

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN 'H TOQN
YIHHOAEIMMATQN IIOY IPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAYX KYKAO®OPIAX

Formycon AG
82152 Martinsried/Planegg
Teppovia

12.  APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/24/1888/001

13.  APIOMOZX ITAPTIAAX

Lot

‘ 14. TENIKH KATATAEZEH I'lA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TAHPO®OPIEX XE BRAILLE

H aitioAdynon yio va pnv mtepiinedei n ypaen Braille sivor amodextn

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

A163106T0TOC YPOUU®TOC KDdKag (2D) mov épet Tov TepAn@BEvTo, LoVASTKO 0VOYVOPLOTIKO KMOIKO.
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18. MONAAIKOZXZ ANAI'NQPIEZTIKOXZ KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQIIO

PC
SN
NN
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
YTOIXEIQAEIX XYXKEYAXIEX

Drorioro

‘ 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY IPOIONTOX KAI OAOX(OI) XOPHTHZHX

Ahzantive 40 mg/ml gvéoipo Siddvpa
apAMPepoéntn
Evdotaiogdikn yprion

‘ 2. TPOIIOX XOPHI'HXHX

| 3. HMEPOMHNIA AHEHE

EXP

4, APIOMOZX ITAPTIAAX

Lot

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

4 mg/0,1 ml

6. AAAA XTOIXEIA
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B. ®’YAAO OAHI'TQN XPHXHX
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®viro oYLV rpiong: IIAnpogopiss yro Tov a60evi|

Ahzantive 40 mg/ml gvéoyuo didlvpa o€ Tpoyspicuévny copLyya
apMPepoéntn

vTo @apuoko ovtd TeEAEl LTO GLUTANPOUATIKT TOPAKOAOVONOT. AVt Ba emTpéyel TO Yp1yopO
TPOGOLOPIOUO VEDV TANPOPOPLDY acPaAElnG. Mmopeite va fondnoete pésm g avapopdg mlavov
OVETIOOUNTOV EVEPYELDV TTOV EVOEYOUEVMG TTopovotdlete. BA. T€hog g mapaypdpov 4 yio Tov Tpdmo
avapopdg avemBOHUNT®OV EVEPYELDOV.

AP aoTE TPOGEKTIKA OAOKANPO TO QVAAO 0ONYLOV PN OGS TPLY 6aS KopNyN el avTd TO

PappoKo, o10TL TEPLAGUPAVEL CNUAVTIKES TANPOPOPIES Y10 GOG.

- DvrdEte avtd TO EUALO 0dNYIBVY Ypons. Towg ypelaotel va to dufdcete Eavd.

- Edv éxete meportépw amopieg, poTNOTE TOV Y10TPO GOG.

- Edv mapatnprioete Kamolo avemBOunTn evEPYELD, EVILEPMGTE TOV YIATPO GOG. AVTO IGYVEL KOl
v k60e mhovr avemBOUNTN EVEPYELD TOV DEV AVAPEPETOL GTO TAPOV PUALO 0dMYIDV YXPT|ONE.
B\éne mapdypago 4.

T ePLéyeL To TOPOV PUALO 0ONYLOV:

T etvan to Ahzantive kat ot gtvon 1 xpnon Tov

T mpénet va, yvopilete npv oag yopnynOei to Ahzantive
[ag Ba cag yopnynbei to Ahzantive

[MBavég avemBounteg evépyeteg

[ag vo puidocete To Ahzantive

[epreydpeva g cvokevOGiog Kot AOTEG TANpoPopieg

oL E

1. Tu givan To Ahzantive ko owa givan n prion Tov

To Ahzantive givor éva 61dAvpa Tov yopnyeitor pe £veEon HEGH GTO PATL GTOVE EVAAKEG Y10, TN
Oepamneio KoTOOTAGE®V TOL POTIOD TOL OVOUALoVTOL

- veooyyewkn (vypov THTOV) NAKLOKY EKPOALON TNG ®YPS KNAidag (vypov tomov AMD),

- dwartapoayn g Opaong and devtePOomabEg oidnua TG wyPds KNAidog mov opeiletal 6e AmdEPUEn
eAEPag Tov apeiPAnctpoeidovg (kKhadikig RVO (BRVO)N kevipikig RVO (CRVO)),

- pelopévn 6pacn AoYm dafnTikod ownpatog g wypas knAaidag (DME),

- HEWPEVN Opaon AOY® HVOTIKNG XOPLoEIKN¢ veoayyeimong (Lvomik) CNV).

H agpABepoénn, n Spactikr ovsio tov Ahzantive, amokAeiel T dpactnploTnTa LG Opadag
TapayovVIoV, Tov gival yvaotol g VEGF-A (ayystokdg evoodnAtokdc avEntikdg Tapdyovtag A) Kot
PIGF (mhokovuvtiokdg avénTikdg mapiyovtag).

Xe aoBeveig pe vypod TOToL AMD pveniki) CNV avtoi ot Tapdyovteg, 0tav Ppickoviat og avénuévn
T0GHTNTO, GLGYETIOVTOL GTO T PUCIOAOYIKO GYNLOATIOUO VEDYV AILOQIPOV ayYeimv 6To pdtl. Avtd
TO VEQ QLUOPOPA 0yYELD UTOPOVV VO, TPOKAAEGOLV TN JPPOT) GLGTUTIKMOV OIILATOG LEGE GTO UATL KO
v enakoiovdn PAAPN TV 16TOV TOL HaTov IOV ival vevBVVOL Yia TNV OPACT).

Y& aobeveic pe CRVO, copPaivel and@poén 6to KOPLo aopopo ayyElo Tov UETAPEPEL OO, LLOKPLYL
amo Tov auePAnoTposidn. Qg andvrnon, ta eninedo Tov VEGF avEdvovtal tpokaidvag tn doppon
VYPOY PEGA GTOV AUPIPANGTPOEIDT KOl KOTA GUVETELD 01 YOoUV Gg e€oidnon tng oypdg kniidag, (To
TUNLO. TOV AUPPANGTPOELBOVG TTOV Eivat LTeEVBVVO Yo TN AemT dpac), KATAGTACT TOV OVOUALETaL
oidnua g oypdg knAidac. Otav n oypd knAida yepiletl pe vypo, 1 KeVIPIKN Opach yivetor o).

e aobBeveic pe BRVO, pio 1 meptocotepeg S1aKAAOMGELS TOV KOPLOV aplo@dpov ayyeiov mov
UETAPEPEL TO Oiipla LokpLd omd Tov apeipAnctpoedn, epnodiletar. Q¢ emaxdiovbo, ta eninedo VEGF
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av&AVOVTaAL TPOKOAMDVTAG TNV SPPOT] DYPOL EVTIOG TOV AUPIPANGTPOELDN| KOl GUVETNDG TPOKUADVTOG
oidnua g oypdg knAidog.

To dwfnrid oidnua g oypds knAidag eival d10yKwor Tov apeBAncTpoedods To omoio cupPaivel
o€ aobevelg pe drafnt AdY® dpLYNG VYPOV amd T ALLOPOPO AYYEID GTO ECMTEPIKO TNG OYPIS
knAidag. H oypd knAida eival éva tpuiua tov apgipAnotpogtdonc vrevduvo yuo v kain 6pact. Otav
N oypd knAida yepiletl pe vypo, n kevipikn Opacn yiveror BoAn.

H apMPepoéntn éxet kataderyOel 6TL oTOpOTA TNV AVATTLEN VEOV LT QUGIOAOYIKMOV OLOPOP®OY
ayyelov oto pdTL, Ta 0moia cLYVA TAPOLGSLALovY dtappor] VYPOL 1 apoppayodv. H apAiepoéntn
umopei va Pondnoel ot otabeponoinon kat, 6€ TOAAEG TEPUTTOGELS, 6T PEATIOOT TNG ATMOAELNG TNG
opaong mov oyetileton pe v vypov Tomov AMD, CRVO, BRVO, DME ka1 poori CNV.

2.

T péner va yvopilete mpv oog yopnyn0dei to Ahzantive

Agv 0a oog yopnyn0si to Ahzantive

o€ MePInTOON aAlepyiog oTNV APAMPEPCETTN 1) GE OTOLOONTOTE AALO OTO TO GLGTUTIKG OVTOD
TOV QOPUAKOV (OVAPEPOVTOL 6TV TOPAypapo 6).

edv Eyete evepyn N evogyoOpevn LOAvvon Léca N YOP® omd To PATL (0QOUAUIKY 1 TEPLOPOAALIKN
Aoiuwén).

€qv £yete coPapn PAEYLOVI TOV HATIOV (TOL VTOJEKVOETAL OO TOVO 1| EpLOPOTNTAL).

IIpog1domTou|oELS KoL TPOPUAGEELS
AmevBuvbeite otov Y10Tpd cog mpwv cag yopnynbei to Ahzantive:

edv €xete yYAAOKOO.

€0 &xete 16TOPIKO AApyemV 1 eE0pOUATOV GTNV OPOoT CaG Kot €0V Exete o EAQViK) avénon
Tov peyébovug Kot Tov appod TV eEI3pmUATOV.

€4v mpoypatomromOnKe 1 eivol TPOYPAUUOTIGUEVT] YEPOVPYIKN EXEPPAOT GTOV 0QOOALO Gag
EVTOC TV TTPONYOOUEVAV 1] TOV ETOUEV®V TECTAP®VY ERSOUASDV.

eav éyete soPfapn popenl CRVO 1 BRVO (oyouiky CRVO 71 BRVO), n Ogpancia pe 1o
Ahzantive 6¢ cuvicTatal.

EmumAéov, eivan onpovtiko va yvopilete ot

N AGPAAELN KOL 1] OTOTEAEGLOTIKOTNTO, TG APAPEPCETTNG OTOV YOPNYEITOL KUl GTOVS dVO
0pBaAL0VE TaVTOYPOVA OV £Y0VV LEAETNOEL GLOTNLATIKA Kot €AV YIVEL PO LE OVTO TOV
Tpémo pmopel va avEndel o kKivduvog va mapovslacTovV YEVIKE avemiBOuuNTeg EVEPYELEG.

o1 gvéaelg e To Ahzantive UTopovV Vo TPOKAAEGOLV Uid aENGT TNV TEST TOV HOTLOD
(evdopBdApa mieon) oe opiopévoug acbeveic evtdg 60 Aemtdv amd v éveon. O yatpds oag Ha
TO OPAKOAOLOEL LTO pETA TNV éveon).

€4v avamtHéete o LOAVVOT N PAEYUOVT OTO ECMTEPIKO TOV HaTION (evEopOaiuitidn) 1 GALES
emmAoKég, umopel va eppavicete opBadpikd movo 1 avénuévn dvoeopio, ETOEWVOOUEVT
gpLOPOTNTA TOV HaTIOD, BOAN N HelUEVT Opaon, Kot avEnpévn evatstncio 6To Pwc.
OmoladNmoTe CLUTTOUATO EIVOL OTULAVTIKO VO S10yVOGTOOV KOl VO OVTILETOTIGTOVY OGO TO
duvaTOV GUVTOUOTEP.

0 YuTpog cog Ba eAEyEet edv Exete dALOLG TAPAYOVTES KIVOUVOL TTOV UTOpEl va, avéfcovy Ty
mBavotnTa pHENG 1 amokOAANoNG Hiog ek TV 6TIPAdWV 610 TToW PEPOS TOV 0PBAALOV (payun
TOV HEANYYP®OTIKOV EMONAIOL TOV aUEPBANGTPOEDOVC), OTOTE GE QLT TNV TEPITTOOT M
apAPepoéntn o mpémer va xopnynOei pe mpocoyn.

N 0QAPEPCETTN OEV TPEMEL VAL YPTCLUOTOLEITOL KATA TN SIAPKELN TG EYKVUOCVVNG EKTOC EAV TO
evogYOLEVO OPENOG LIIEPTEPEL TOV EVOEYOIEVOL KIVODVODL Y10l TO aryévvnto Bpépog,.

01 YUVOIKEG O€ OVATOPOY YK NAKIO TPEMEL VOL XPTCLOTOLOVY OMOTEAEGLOTIKT AVTIGUAAN YN
KaTA TN S1dpKela TG BePameing Kot Y1 TOVANYIGTOV TPELG EMTAEOV UNVEG LETH TNV TEAEVTOLN
éveon tov Ahzantive.

H ovompoatkn gpnon avactorénv tov VEGF, mapdpoimv ovoidv e eketves mov mepiéyet to
Ahzantive, oyetileton duvnTikd pe Tov Kivouvo dnovpyiog Opoupwv Tov aipatog ot oroiot palovv
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T OUOPOPA OyYELD (TEPIGTATIKG aPTNPLOUKDY OpopBoeUPOAKOV ETEIG0dIMV) TOV UTOPEL VO

001 YNNGOLV GE KaPAKT TPOGPOATN 1] AyYELOKO EYKEQPOAKO ENEICOO10. Be@PTIKA VITAPYEL £VOLG
Kivouvog T€To1v cuuPavtov petd v éveon tov Ahzantive 610 pdtl. YITOpYOLV TEPLOPIGUEVD
dedopéva, yio v acpdiela ot Bepaneio acbevav pe CRVO, BRVO, DME kot pvomiky CNV ot
0m0101 £Y0VV VTOCTEL OYYELNKO EYKEPUAIKO EMELGOIIO0 1] EAAPPV EYKEQPUMKO (TAPOSIKO 1GYALULKO
EMELGO010) N KAPSLOKN TPOGPOAN EVIOC TV TPONYOUUEVOV 6 nvdv. Edv kdmoto and avtd cog
a@opd, To Ahzantive Qo yopnynOei pue Tpocoym.

Yrdpyet povo meplopicévn eunelpia otn Bepaneio

- acBevov pe DME Adyw st tomov .

- SwfnTik®v pe ToAd VYMAES PHEGES TIES GaKyapov Tov aipatog (HbAlc dvam tov 12%).

- Swfntikedv pe o tabnon tov 0eBoipumdv Tov TpoKadsitat amd To dtaprtn 1 owoio ovoudleTan
TOPOYOYIKN SN TIKN apeiPAnoTposidonddeia.

Agv vrdpyet epmeipio ot Oepaneio

- acBevov e o&eiec Aoméers.

- aoBevov pe dAleg TaBNGES TV 0POUAUDY OTMOE ATOKOAANGT TOV AUEIPANCTPOEOOVG 1] O
™G OYPAG KNALdAG.

- SLPNTIK®V e Un EAEYXOLEVT] LYNA 0PTNPLOKT TEDT.

- un Actatov acBevav pe poomiky CNV.

- acOevav ot omoiot £xovv TponyovuEves vtoPAn el o Bepameia yio poomiky CNV.,

- acBevav pe BAaPeg EEm amd TO KEVTIPIKO HEPOG TG @Y PAc kNAldag (eEmPobpucég PAaPeg) ya
poomiky CNV.

Edv xémoto amd to mopandve cog apopd, o Yotpog oag Oa AABel vtoyn avtiy TV EAAEyM
TANPOQOPLDV OTOV Gag yopnynoet Bepaneia pe to Ahzantive.

Mowora ko £gnpor

H yprion g aplPepoénng o€ modid 1 €pnPoug kdtm Tov 18 etmv dev £xel peketn el Kabmg 1
vypov tOmov AMD, CRVO, BRVO, DME kot poonikny CNV givol tabnoeig mov tpocfilovy Kupimg
TOVG EVIIMKEG. ZUVETMG 1] YPNCT TOL JEV OPOPE GLTIV TNV NAIKLOKT] OUada.

Allo @appoxa ko Ahzantive
Evnuepdote Tov y101pd G0G €0V ¥PNCILOTOLEITE, EXETE TPOGPATO YPNCUYLOTOIGEL 1] LTOPEL Vo,
YPNOUYOTOGETE GALD QAPLLOKAL.

Kinon ka1 Oniaopdg

- IMvaikeg og avamopay®yki NAKio TPETEL VO YPNCUYLOTOIOVY OTOTEAEGUATIKT OVTIGUAANYT
KaTd T d1GpKeLn TG Bepomeiog Kot Yo TOVARYIGTOV TPELG EMTAEOV UVEG LETH TNV TEAELTAIN
éveon tov Ahzantive.

- Agv vdpyet epmelpio amd tn xpNon g apAPepoéning o Eykveg yuvaikec. To Ahzantive dev
TPENEL VAL YPTCLOTOLEITAL KATA TN S1APKELN TNG EYKVHOGVVIG EKTOC EAV TO EVOEYOUEVO OQELOG
vepTeEPEL TOV £vOEXOEVOL KIvdUVOL Yo To EuPpuo. Edv giote éykvog 1 oyedidlete va peivete
£€yKvog, ocvl{nmorte yuo 1o BEpa avtd pe Tov yatpd cag tpwv T Beponeia pe To Ahzantive.

- Miukpég mocdtreg TG apMPepoéntng unopei va mepdcovy ato avOpdmvo yaia. Ot ETTTOCELS
670 veoyvo/Ppépog mov OnAalet eivar dyvaooteg. To Ahzantive dev cuvictdrtol KoTd TV
duapketa Tov INhacpov. Edv 0nlalete, ocuintiote pe tov yiatpd ocag mpv omd v Oepameio pe
Ahzantive.

0o yNon KoL YEPLOROS PNY AV LATOV

Metd v éveon oag pe to Ahzantive, pmopel vo ELQOVIGETE OPIGLEVEC TPOSMPIVES SLOTAPUYES TNG
opaong. Mnv odnyeite N xepileote pnyovipoata yio 660 ypovikd dtdotnpa S1opKody aVTES Ot
dloTapayéc.

To Ahzantive mepiéyer molvoopPiko kot vétplo
To Ahzantive mepiéyet mohvoopPiko 20 (E 432) kot yAwprovyo vdrpro.
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Av16 t0 Pappako mepiéyetl 0,015 mg morlvcopPikov 20 cg kdbe yopnyovuevn doon Twv 0,05 ml, wov
wodvvapel pe 0,3 mg/ml. Ta moAvcopPikd propel va TPoKOAECOVY AALEPYIKES OVTIOPACELS.
Evnuepdote Tov y10Tpd Gog €0V £XETE OMOIEGONTOTE YVAOGTEG OALEPYiES.

AvTo6 TO QappaKo TTEPLEYEL AydTEPO atd 1 mmol vatpiov (23 mg) avd d66m, dNA. OLVGLUCTIKA Eival
«ekevbepo vatpiovm.

3. Mg yopnysitor To Ahzantive

"Evog yrotpog Eumelpog o yopiynomn evécewv 6to PaTt Ba kdvel tnv éveon tov Ahzantive péca 6to
patt cog vo donmreg (kabopic Kot Pe 0mooTeipoT) cuVONKES.

H cuvictduevn 86om givon 2 mg apiiPepoéntng (0,05 ml).
To Ahzantive yoprnysiton @¢ éveon pésa oto patt cog (evoobaroeldikn Eveon)).

IIpwv v €veon, o Yatpdg cag Ba pNGILOTOINGEL ATOAVUAVTIKO 0QOAAUIKO d1dALLA Yo va, Kabapioet
TO HATL GOG TPOGEKTIKA, £TOL OGTE VO amo@evyBel 1 podlvvon. O yatpdg cag Ba cag yopnynoet eniong

£va TOTIKO ovaloONTIKO Y10 VoL EAATTMGEL 1] VO ATOTPEYEL TOV TOVO TTOV 16MG GOG TPOKAAEGEL 1] EVEGT).

Yypodv tomov AMD

Ot acBeveig pe vypov Tomov AMD Ba Aappdavouv Bepaneio pe pio éveon avd punva yo Tpelg
S10d0YIKEG BOGELG KO OTI] GUVEYELN LE OKOUA Hia £vEST) LETE amd aAAovg dv0 unves. O ylotpoc cog Ba
amo@ocioet €4v To pecodidotnua tng Oepaneiog avaueca oTig evEcelg Umopel va otatnpnOel yio kabe
dvo pnveg M Ba mpénetl oTadlokd vo erektabel o pecodtooTniaTe TV 2- 1| 4-gfO0UAdmV OGOV M
KOTAOTAOT G0g £YEl oTafepomonOet.

Edv n xotdotaon oag emidevobel, To necoddotnpa avipeso Tic EVEGELG UTopEl va PeLDEL.

Ex16c¢ €dv Tapovoidoete KAmolo TpoPAnpa 1] 60¢ GUUPBOVAEYEL SLAPOPETIKA O YIUTPOS GOG, OEV
VILAPYEL AVAYKT 0O EGAG VO EMCKEPTEITE TOV Y1ATPO Gag OTNV TEPi0d0 UETAED TOV EVEGEWV.

Aevreporabic Oidnuo e Qypoc Kniidoc omo RVO (kladikn RVO 1 kevipikn RVO)

O ywtpog oag Oa kabopicel To To amoTeAeGHATIKO DepamenTiKd TPOYpOUpD Yio €60G. Ao gxvioeTe
T Bepameia 6og e pia oelpd amd pnviaisg evéoelg Ahzantive.

To ypovikod didoTnpa avipeco og dvo evéoelg Og o Tpémet va eivorl pikpdTepa 0md Eva Univa.

O ywTpdg oa¢ Umopel va amopaciost Tn dlakony| g Oepaneiog e To Ahzantive edv dev enmpeleiote
omd ovti).

H Ogpancio cog Oa cuveyiotel pe unvioieg evéoelg uéypt va atadepomonbel n KaTdoTo.cN GOC.

O ywatpog oag Oa mapakorovdel v avtamoxpion cag ot Bepoameio kot TOOVOS Vo cuveyicel T
Oepamneio avEAVOVTOG OTASIOKE TO, LECOSIOGTILOTO OVAUEST OTIG EVEGELG TPOKEUEVOD VO SLOTNPOEL
pa otabepn| katdotaon. Edv n kotdotacn cag apyicel va emdevaveTal LeTd TV TopdToct TV

pecodactnuatov Bepomeiog, o YoTpdg oag 0o LEIMGEL TO, S10UGTALOTO OVTIGTOTYO.

Avaioya pe TV avTamokpion mov 0o £yete otn Bepameia 0 Y1oTpOG oG Bol ATOPAGIGEL TO TPOYPOLLLLLOL
mopakoAovOnoNg oxeTikd pe Tig e&eTdoelg kot Bepaneieg cag.

Awafintiro oldnuo e wypac knliooc (DME)

Ot acBeveic pe DME 0o Aappdvovv Bepameio pe pio £veoT ove unqva, yio Ti TPMTEG TEVTE SUOOYIKES
d00ELS Kal 6T GUVEKELD pia Eveor kAOe dVO pPnvec.
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To pecodidotnua peTa&d tov Oepaneidv umopel va dtatnpnbdei otovg 600 PRveg 1 vo TpocaprocTel
oTNV KaTdoTaon oag, pe faon tnv e&étacn Tov yutpod coc. O yatpog cog 0o omo@acicel GYETIKA e
T0 PHYpappa yu T1g e&etdoeig mopakolovdnong.

O ywtpdg cag pmopei va amopacioet T dakonn g Oepaneiog pe Ahzantive edv OBempet 6Tt dgv
oeeleiote amd T ovveylouevn Bepaneia.

Mowmiky CNV

Ot acBeveic pe poomik CNV vrofdaiiovton o Oepameio pe pio epdmol éveon. Oa AdPete mepattépm
€VEGELG LOVO €0V 01 EEETAGELG TOV YIOTPOL GOG ATTOKOADYOVV OTL 1] KATAGTOCT GOg Ogv £xEl PEATIOOEL.

To ypovikd dtdotnua LETAED TV 000 eVEGE®V OgV TTPEMEL VoL VAl LUKPOTEPO TOL EVOG UNVOG.

Edv n xotdotaon oog e£apavioTel Kol 0T GUVEYELN ETAVELUPAVIOTEL, O YIOTPOG GOG UTOPEL VL apyioet
Eavd ™ Bepameioa.

O y1atpog oag Oa amoPaciceEl GYETIKA e TO TPOYPOUUA Yo eEETATELG TOPOKOAOVOTONG.

Aentopepeic 0dnyieg ¥pong mapEXovior 6To TEA0G TOL PVALOL 0INYIDY YPNCTG OTNV TAPAYPOPO
«I1dg va TpoeTodoeTe kal vo xopnynoete to Ahzantivey.

Eév mtapaierpOsei pro d6on Tov Ahzantive
KAeiote éva véo pavtefov yia e£€taon Kot yoprynon g Eveonc.

Awoxom) ¢ Oepameiog pe To Ahzantive
Yvppovievbeite Tov yuoutpod cag mpv dStoukdyete T Oepoaneia.

Edv éxete meptocoOTEpPEG EPOTICELS GYETIKA LLE TN YPTOT] AVTOV TOV QUPUAKOV, POTIOTE TOV Y10TPO
cOg.

4, IMBavég avemOBOUNTES EVEPYELEG

Onwg 6Ao To. pAPLOKO, £TCL KOL 0VTO TO PAPLOKO UTOPEL VO TPOKAAEGEL AVETIOOUNTEG EVEPYELEG, OV
Kot 6gv Topovclalovtatl 6 GAOVG TOVG AvEpMOTOLC.

Eivat duvatév va mopovcstoctodv arrepyikés avTiopdacsls (vrepevaictncia). Avtég pmopel va givan
ooPapéc KO OTULTEITOL VO ETIKOIVOVI|GETE LE TOV YIOTPO GUS OUECMG.

Me 1t yopnynomn g A@APEPGENTNG, LTOPEL VO TOPOVGLUGTOVY OPIGUEVES OVETIOVUNTEG EVEPYELES
7oV enMPealovv Tovg 0POUAIOVE AOY® NG dtadikaciog Tng Eveons. OpIoUEVEG amd aVTEG UTOPET Va
glvar oofapég kot meprrappfdvovv TOQAmo1, cofapr) Aoipmén 1| @Areypovi] 670 E6AOTEPIKO TOV
00Balpov (evooeBaruitidn), arokériinen, pién N apoppayic TS POTOLLAIcONTNS 6TIPAd0S 6TO
Tic® péPog Tov 0pOaApov (amokoAinon 1 p&N Tov ApEIPANGTPOEdOVS), B6A®en Tov UKoV
(xoTappaxng), apoppayio Tov 0@OaApov (coppayic Tov LOAOEWOVS COUNTOC), ATOKOAAN G TG
LehaTIvVADO0VG 0V610G 6TO E6OTEPIKO TOL 0POAAROV 0Té TOV APUPLPANGTPOELON (ATOKOAANGY| TOV
VOAOEIBOVE GMUATOC) Kot avENon TG Tigons péca 6tov 0pBaipod, BA. Tapdypapo 2. Avtég ot
cofapéc avemBounteg evépyeleg mov ennpealovv Tovg 0pBuipovs Tapatnpnnkay og Arydtepeg and 1
o115 1.900 evéoelg otig KAMviKég PeAéTeG.

Edv &xete Eapvikn peimon tng dpacng 1 avénon Tov Tovov Kot epuBpoTnTa 6TOVG 0POUANODS PETA
TNV £VEDT), EVI|UEPACTE TOV YUTPO 0O APEGOC.

Koatdloyog Tov avemOopuntov evepyelt®v mov ava@éponkay
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AxoAovbel £vag KOTAAOYOG TV AVETIHOUNTOV EVEPYEIDV OV avapEépOnke OTL SuvnTikd oyetilovTat
pe  dwdkacio Tng Eveonc N Le To pappoko. Mmopel va unv Tapovctdoste Kopio and auTtés.
ITavrote va cuintdte omolecdmote TOAVOAOYOVLEVES AVETIOVUNTEC EVEPYELEG LE TOV YIUTPO COG.

oAb ovyvég avemOOUNTES EVEPYELES (UmOpET Vo ernpedoovy mepiaootepa oo 1 ota 10 aroua):

- emdeivwon g 6paong

- aloppayio 6to Tow PEPOC Tov 0POUAOD (apopparyic. TOL GUEPANGTPOEIZOVS)

- KOKKIVO LLATLO TPOKOAOVILEVO OTO OLLOPPAYI LUKPDV ULLOPOP®V OYYEI®V OTIC EEMTEPIKES
6T01PAdEC TOV 0POUAOD

- 7TOVOG 6TOV 0QOaAUO

Yoyvég avemBoOuNTES EVEPYELES (Umopel va ernpedoovy ugypt 1 ota 10 aroua):

- amokOAANoN N pREN evOC €K oTIPAdWV 6TO oW PEPOC TOV OPOUALLOD TOL TPOKAAEL AALWYELG
POTOG € KIVOVLEVA OTIYLLOTO TOV UEPIKEG POPEG 0ONYEL GE AMMAELN TNG OPAONG
(poyun*/amokdAANo”N TOL PEAAYXPOOTIKOD EMBNAIOL TOL OUPIPANCTPOELSOVG,
amokOAANon/pIEN Tov ApPPANGTPOELD0VC)

- EKPUALOT TOV AUPIPANCTPOEOOVG (dtaTapayr TG OPUCNC)

- alpoppayio Tov 0@OuAoD (apoppayics GTO VAAOEIDEG CAOLM)

- 0PIoUEVEC LOPPEC B0 mONC TOV PakoD (KaToppaKTng)

- avénon g wieong Tov oEHaAIOD

- Klvovpeva atiypata oty opoon (eEdpmpota)

- amokOAANoN TG LEAUTIVOO0VG 0VGING GTO ECAOTEPIKO TOV 0QOHAANOD 0O TOV AUPIPANGTPOEIN
(amoxOAAN O™ TOV VAAOEWOVS TOV 0ONYEL GE AAUYELS PMTOG Kol E1OPMDLLALTOL)

- aioBnon 6t vdpyel KATL LEGH GTO [LATL

- aLENUEVN TOPAYOYT dAKPVWOV

- mpné&po tov Prepdpov

- apoppayio ot 0éom éveong

- gpLOHPOTNTO TOL UATION

Kartaotdoeig yvootéc g oxetilopeves pe v vypov tonov AMD, mapatnpndnkav poévo oe

aoBevelc e vyYpov Tomov AMD.

Oy ovyvég avemOOUNTES EVEPYELES (UTTOpET Vo, exnpedoovy uéxpt 1 ato 100 droua):
- aAAEPYIKEG avTIOpACELS (VTEpELOGONGio)**
- cofapn eAeypovi N Aoipmén péca oto patt (evooeOaipitidn)
- QAeyHovI TNG ip1dag Tov patiov 1 dAhov onueiov tov opBaipov (1pitda, payoeditidoa,
1PLOOKVKAITION, «TPOTEIVIKY OpiyAn» Tov Tpochiov Holdpov)
- napa&evn aicOnon oto pdrt
- epefiondc tov PAeeapov
oidnua otV Tpdcbio oTo1dda Tov BoAPov (Tov KePATOEIBOVS)
**"Eyxyovv avaeepOel odhepykég avtidpacelg omwmg eEavinua, eayovpa (kvnopog), epudpd
eEavOnuata (Kvidwon) Kot LEPIKEG TEPIMTMGELS GOPAUPDOV AAAEPYIKOV (OVOPUANKTIKY] /
OVOPUAOKTOELONG) AVTIOPAGE®V.

Yravieg avemOOUNTES EVEPYELES (Umopel vo. exnpedoovy uéxpt 1 ara 1.000 droun):
- TOPL®ON

- B0Amo™N TOV EAK®OY AOY® TPAVLATICUOD (TPAVHOTIKOC KATOPPAKTNG)

- eAeypovi g (eAaTvddoug 0vGiog 6T0 E6MTEPTKO TOL 0PHAALOD

- OOV GTO HATL

Mn yvoo1iig ovyvoTnTag (dgv pmopovv va extiunBovv pe Paon ta dtbéoia dedopéva):
- QAEYLOVN TOV AELKOV TUNLOTOC TOL HOTIOD OV GYETILETON He EpLOBPOTNTA KOl TOVO
(orkmpitidn)

211c KAWIKEG doKIEG, LITPEE pial aOENCT TV TEPIGTAUTIKAV OLLOPPAYING OO LIKPA opo@dpa oyyeio
oT1g emTEPIKEC 6TOPRASEC TOV 0POUALOD (a1poppayic TOL EMMEPLKOTA) 08 UGOEVEIS [1E VYPOV TOHTTOV
AMD mov Adupavoy avtimnktikd. H avénon autov tov TepioTatik@v NToy Tapoprole HETaSd Tov
acBevov mov BepamevovTay pe povIUTILOVHAUTT Kot ApAPBEPCETTN.
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H ocvotmpatiky xpnon avactoréov tov VEGF, ovcidv mopdpoimv pe ekeiveg mov mepiéyoviol 6to
Ahzantive, duvnrikd oyetiletot pe Tov kivéuvo dnuiovpyiag Opoufov aipatog Tov EPaccovy Ta
alpo@opa ayyeia (aptnproaxdv Opoppoeuforikdv enelc0dimv) mov UTopel vo 0dNYHcoVY G€ KaPIIOKT
TPOSPoln 1 eYKEQOAKS eNEIGOO10. YTapyel OempnTikdg KivOLVOG TETOIWV EMEIGOSIMV LETH TNV EVEOT)
™G aQAPEPCEMTNG LEGA GTOV 0QOAALO.

Onmg kot pe 6Aeg TIG OEpOmEVTIKES TPMTEIVES, VITAPYEL TOUVOTITO AVOGOAOYIKNG AVTIOPOOTG
(oymuatiopog avticoudtov) pe to Ahzantive.

Ava@opd avemOounTOV gvepyELOV

Edv mapatnproete kdmola avemBountn evépyela, EVIEPMOTE TOV YIOTPO GaG. AVTO GYVEL KOl Yo
KGO TOAVY aveETIBVUNTN EVEPYELD TTOV JEV AVAPEPETOL GTO TAPOV PVAAO 0dNYIDV YpNoNs. Mmopeite
emiong va avoeépete avemBounteg evépyeteg amevbeiog, HEG® TOV €6VIKOD GUGTHUATOG AVAPOPAS TTOV
avaypagerol oto Hapdptuo V. Méocw tng avagopds avemfopuntov evepyeudv Lopeite va
Bonbnoete 61N GLALOYN TEPICGOTEPMY TANPOPOPLDOV CYETIKE LLE TNV ACPAAELN TOV TAPOVTOC
QOPUAKOV.

5. Iog va puhaocoete To Ahzantive

o To @appoako ovtd TPETEL VO PLAACCETAL G PEPT] TOV OeV TO PAETOVV Kol Ogv TO POAVOLY Tl
TOLO14L.

. Na un gpnoyonoteite avtd T0 PAPHOKO HETA TNV NUEPOUN VIR AENG TOV AVAQEPETAL OTO

XAPTIVO KOUTL Kot otV emtonpaven petd v évoeiEn EXP. H nuepounvio AnEng eivai n
Televtaio NUEPO TOV UNVO TTOL OVOQEPETOL EKEL.
o duvrdooete og Yoyeio (2 °C émg 8 °C). Mnv katonyvyeTe.

. H un avorypévn xoyédn pumopel va puiayfel ektdg yoyeiov katw amo 25 °C yio £mg Kot
24 dpec.

. DuAGooETE GTNV APYIKN) CLCKEVAGIN Y10l VO TPOCTATEVETAL OO TO PG,

. Mnyv metdite APUOKO GTO VEPO TNG OTOYETEVOTG 1] 6TA OKLOKE amoppippata. Potiote tov

POPUOKOTOLO GOC Y0 TO TMOG VO TETAEETE TO, PAPLLOKO TTOV OV YPNOLUOTOLELTE Mo AvTd TOL
pétpa Ba fondncovv oty mpoctacia Tov TePPEALOVTOG.

6. Iepreydpevo. TG 6VOKEVAGING KOL AOTES TANPOPOpPiEg

T tepréyer to Ahzantive

- H dpaoctikn ovoia eivat: apiPepcséntn. Mia mpoyepiopnévn cOptyya meptéyel e£oy®@yio 6yko
tovAdyiotov 0,09 ml mov 1oodvvapei pe TovAdyiotov 3,6 mg apMPBepcéntng. Mo TpoyeUGUEVT
ovpryya mapéyel pia doon 2 mg aeMpPepoéntng o 0,05 ml.

- Ta @il ocvototikd givor: moAvcopPiko 20 (E 432), vopoyrwpikn 1otidivn povoiidpikn (yio
pBOoT tov pH), 10T1divn (Yoo pOBuon tov pH), yAoprovyo vétpilo, cakyapoln, HVOwp yio
gvéoyo. BA. mapdypoaeo 2 «To Ahzantive mepiéyel molvoopPiko kai vaTpiom.

Epg@avien tov Ahzantive kot TepleyOPEVO. TG CVOKEVO.GIOG

To Ahzantive eivat éva evéoyo S1dAvpa (EVEGIO) GE [LoL TPOYEUIGHEVT cOptyya. To didivua gival
Gxpopo €mg vrokitpwvo.

Méyeboc cuokevaociag tng 1 Tpoyspiopuévng cupryyas.

Karoyog Adgrog Kvkhogopiag
Formycon AG

82152 Martinsried/Planegg
Teppovia
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Hopackevactig

Formycon AG
Fraunhoferstrale 15

82152 Martinsried/Planegg
Teppovia

Midas Pharma GmbH
Rheinstrasse 49

55218 Ingelheim am Rhein
Teppovia

IMo omoladnmote TANPOPOPio. GYETIKG LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPAKAAEIGTE VO
angvBuvbeite otov Tomiko avtimpdésmmo tov Katdyov g Adetag Kvkiopopiag:

Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A./AG
Tél/Tel: +32 38207373

bbarapus
Tepa ®apma EAJ]
Ten.: +359 24899585

Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf.: +45 44985511

Deutschland
ratiopharm GmbH
+49 (0) 731 402 02

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

E)lrada
TEVA HELLAS AE.
TnA: +30 2118805000

Espafia
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Ireland
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Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg
Teva Pharma Belgium N.V./S.A./AG
Tel/Tel: +32 38207373

Magyarorszag
Teva Gyogyszergyar Zrt.
Tel.: +36 12886400

Malta

TEVA HELLAS A.E.
il-Grecja

Tel: +30 2118805000

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel.: +48 223459300

Portugal
Teva Pharma - Produtos Farmacéuticos, Lda.
Tel: +351 214767550

Romania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524

Slovenija



Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi; +354 5503300

Italia
Teva Italia S.r.l.
Tel: +39 028917981

Kvnpog
TEVA HELLAS AE.
EX\ada
TnA: +30 2118805000

Latvija

UAB Teva Baltics filiale Latvija

Tel: +371 67323666

Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911

Suomi/Finland
Teva Finland Oy
Puh/Tel: +358 201805900

Sverige
Teva Sweden AB
Tel: +46 42121100

To mwapov UAA0 00N YOV yp1ioNs avaBewp1Onke Yo TELEVTAIL POPE GTIG

Aentopepeic mAnpogopieg yio 1o eapuako avtd givar dtabéoieg 6to dikTvakd T0mo Tov Evpomaikon
Opyavicpod Oopudxov: https://www.ema.europa.eu.
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O Tinpo@opieg Tov akorovBov amevOvvovTal povo o€ emayyeipoTicg vysiog:
I®Og va TpoeTopndoete Kol va yopnynoere to Ahzantive

H npoyepiopévn ovpryya 0o mpénetl va ypnoiponoteitol yia n Ogpamneio pévo evog opOaipov.
Mnv avolyete TNV amocTEPOUEVT] KOWEAT TNG TPOYEUIOUEVTG CVPLYYOS EKTOG TNG KoBapng aibovcag
xopnynong.

H wpoyepiopévn odpryya mepi€yel mepIocOTEPT OO TNV CUVIGTMUEVT dO0T TV 2 MY apAPepcEntng
(mov 1wodvvapovv pe 0,05 ml). O emmAéov OYKOG TPENEL VO, ATOPPITTETOL TPV AITO TNV YOPTIYNON.

To d1dAvpa Ba wpémetl va ereyyBel omTIKA Y100 TUYOV EEVI COUOTIOIOKT VAN KO OTTOYPOUOTIGHO 1] Yol
k@B petafoir] TG PLOIKNG ELPAVIONE TPV OO T XPNOT). L€ MEPIMTOCT TOL TAPATNPEITOL KATL 0T
TO, TOPOTAVE®, OTOPPIYTE TO POUPLOKEVTIKO TPOTOV.

H pn avorypévn evokevacio TOmov koyéAng puropei va dtotnpndel ektdg yoyeiov katw and 25 °C yu
£€m¢ ko 24 dpeg. Metd To GAvorypa TG KOWEANG, TPOYMPNOTE LE TN SodKacio VIO AoNTTEG
cuvOnkeg.

I v evdobaroedikn éveon, mpémet va ypnoiponombel ferova veong 30 G x ¥ inch.
Av16 10 10TPOTEYVOAOYIKO TPOIOV deV TEPIAAUPAVETAL GTN CLYKEKPIUEVT) GLGKELOGIA.

Oonyieg y1a T xpijon TS TPOYEUIGUEVNS GUPIYYaS:

1. Orav giote étoot va yopnynoete to Ahzantive, avoi&te 1o kovTi kKot BydAte tnv
OTOGTELPMUEVT] GUOKEVOAGIO TOTOV KVWEANG. EEKOAANOTE TPOGEKTIKG T1) GCLGKELOGIO TOTOV
KOWEANC Yo Vo TNV avoiete, Stao@orilovtag Tn oTepdTNTO TOV TEPLEYOUEVOY TNC. DVAGETE TN
GLPLYYO GTOV ATOGTEPOUEVO dIGKO UEYPL VO EIGTE £TOUOL Y10 TN GLVAPUOAOYNON.

2. XpNolomoimvtag AoTT TEYVIKY, PydAte T cOptyya omd TV AmTOCTEPMUEVT] GLCKEVAGIOL
TOTOL KLYEANG,.

3. T va apoapécete To TOUA TG
oVPLYYOC, KPUTOTE T CUPLYYA. LLE TO
&va x€p1 EVM YPTCLOTOLEITE TO GALO
YEPL Y10 VO KPOTHGETE TO TMUOL TNG YXYXTPOO®H!
GUPLYYOC LLE TOV OVTIXELPA KOl TO
dgiktn. [apakarodue mpocétte: Tpémet
V0. GUGTPEYETE (UNV OTOCTACETE) TO
OO TNG CVPLYYAG.

s

4. XEnueioon: o va unv ennpeactel apvnTikd 1 GTEPOTNTO TOL TPOIOVTOG, 1 PABSOG TOV
eUPOLOV dev glval TPOGAPTNUEVT GTO EAACTIKO OO ELGYDPTONG.
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5. Xpnowomoidvrag Gonmn TEXVIKY,
ePLoTPEYTE 0TOdEPA TN PEAOVA £veomg
enivem oto axpo Luer-lock ¢
GUPLYYOC.

6. Kpoatovtag ) cvpryya pe ) erova va
Kotalel Tpog To TAvVE, EAEYETE TN
ovpryya Yo puooride. Eqv vmapyovv
QLGOMOES, KTLUTTNOTE ATAAG TN cVPLYYW
UE TO OGKTLAS Gag HEYPL OAEG OL
QLVOOAIdEG VO OVEBOVY GTO TAV® PEPOG.

7. 'E&aieiyte OAEC TIC QUGOAIDES KOl ATOPAALETE TNV TEPICOGELN TOV PUPRUAKEVTIKOD
npoidvtog, méCovrag apyd 1o Epporo Yo va gvBvypappicete TNV GKpn 1oV B0A®MTOV dKpoV
10V guPorov (6t TNV Kopve1} Tov B6A0v) e T Ypoupq 606010Yi0S 6T GUPLYYX (TOCOTNTO
7ov odvvapel pe 0,05 ml, . 2 mg apliPepoénng).

Inpeioon: Avt n akpiPng toroBétnon tov uPOrov eival TOAD GNUOVTIKY|, ETELON |
AavBaouévn ToroBEétnon tov pPorov pmopel va 0dnNyNoEL o€ Tapoyn d6oNG LeYOADTEPNG N

UIKPOTEPNG OO TNV EMGTHLOGUEVT.

AldAvpo petd v

, amofoAn Tmv
EHB(’)XO L QUGOMS®V aépa Kat TNG
pe 660 il - nepiooelog papudikon
g)g)oc;aMSa R Akpn TV 001N
x.@ Cpopps OohmToD | | docoroyiog
Ao G 0G0L0OYI0LG dKpov Tov
— Akpn t0v euporov ‘ ‘

0oAwTtov AKpov
OV EUPOLOV

8. Kawvre éveon evd miélete T0 £UPoro mpoceKTIKG Kot pe otafepn Tigorn. Mnv aokeite emmAéov
mieomn HOAG 1o EuPolo pTdcel 6To KAT® HEPOG TG SVpLYYaS. Mny yopnyeite 10
VAOAELPUPOATIKG SLAAVPO TOV TOPOTNPEITOL 6T CVPLYY .

9. H mpoyepicuévn opryya mpoopiletar yio pia poévo yxpnon. H e&aywyn moAlamidv 666emv amod
L0 TPOYEUIOUEVT GVPLYYO UTTOPEL v 0DENGEL TOV KivOUVOo ETUOAVVOTG 1| ETOKOAOLONG
@reypovng.

Ka0e oypnoipomointo @aplokenTikod mpoiov 1 VIOAELLLO TPETEL VO OTOPPITTETUL COLPDOVO UE
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TIG KOTA TOTOLG 10YVOVGES GYETIKESG OLUTAEELG.
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®viro oYLV rpiong: IIAnpogopiss yro Tov a60evi|

Ahzantive 40 mg/ml gvéopo Sidivpa o€ Qraridlo
apMPepoéntn

vTo @apuoko ovtd TeEAel LTO GLUTANPOUATIKN TOPAKOAOVONGT. AVt Ba emTpéyel TO Yp1yopo
TPOGOLOPIOUO VEDV TANPOPOPLDY acPaAElnG. Mmopeite va fondnoete pésm g avapopdg mlavov
OVETIOOUNTOV EVEPYELDV TTOV EVOEYOUEVMG TTopovotdlete. BA. T€hog g mapaypdpov 4 yio Tov Tpdmo
avapopdg avemBOHUNT®OV EVEPYELDOV.

AP aoTE TPOGEKTIKG OAOKANPO TO QVAAO 0ONYLOV PN OGS TPLY 6aS yopnyN el avTd TO

PappoKo, o10TL TEPLAAUPAVEL CNUAVTIKES TANPOPOPIES Y10 GOG.

- DvidEte avTd TO EUALO 0dNYIDV Xpons. Towg ypelaotel va to duPdcete Eava.

- Edv éxete meportépw amopieg, poTNOTE TOV Y1OTPO GOG.

- Edv mapatnprioete Kamolo avemBOunTn evéEpyELa, EVILEPMGTE TOV YIATPO GOG. AVTO GYVEL KOl
v k60e mhovr avemBOUNTN EVEPYELD TOV DEV AVAPEPETOL GTO TAPOV PUALO 0SBV YXPT|ONG.
BA\éne mapdypago 4.

T epLéyeL To TOPOV UALO 00N YLOV:

T etvan to Ahzantive kat ot eivon 1) xpnon Tov

T mpénet va yvopilete mptv oag yopnynOei to Ahzantive
[ag Ba cag yopnynbei to Ahzantive

[MBavég avemBountes evépyeteg

[ag vo puidocete To Ahzantive

[epieydpeva g cvokeLOGiNG Kot AOTEG TANPOPOpPieS

oaprwNE

1. Tu givan To Ahzantive ko owa givan i prion Tov

To Ahzantive givor éva 61dAvpa Tov yopnyeitor e £veEon HEGN GTO LATL GTOVE EVAAKEG Y10, TN
Oepamneio KoTaoTAGE®V TOL POTIOD TOL OVOUALOVTOL

- veoayyelakn (LYPOL TOTOV) NAKLOKT EKPUALOT] TNG 0)PAG KNAldag (vypol Tomov AMD),

- dlatopayn g Opaong and devutepomabég oldnpa TG wyPac KNAdag mov opeiletal o€ AmdOEPUEn
QAEPag Tov apeiPAnctpoedong (kKhadikig RVO (BRVO)N kevipikig RVO (CRVO)),

- pelopévn 6pacn AoYw dafnTikod ownpatog g wypas knAidag (DME),

- HEpEVN Opaon AOY® HVOTIKNG XOPLOEWIKNE veoayyeimong (Lomik) CNV).

H agpApepoénn, n dpactiki ovsio Tov Ahzantive, amokAeiel T dpactnploTnTa LOG OUAdOG
TaPAyOVIOV, Tov gival yvaotol g VEGF-A (ayystokdg evoodnAtakdc avEntikdg tapdyovtag A) Kot
PIGF (mhokovvtiokog avEntikds mapdyovtag).

Y& aoBeveig pe vypod TOmoL AMD pveniki) CNV avtol ot Ttapdyovies, 0tav Ppickovial og avénpévn
T0GHTNTO, GLGYETIOVTOL GTO LT PUCLOAOYIKO GYNUATIOUO VE®V AHLOQOPOV ayYeimv 6To pdtl. Avtd
TO VEQ QUOPOPa 0yYELD UTOPOHV VO, TPOKAAEGOLV TN SAPPOT) GLGTUTIKMOV OIILOTOG HEGH GTO UATL KO
v enakoiovdn PAAPN TV 16TOV TOL HaTov oL ival vevBVVOL Yo TNV OPAOT).

Ye aoBeveic pe CRVO, copPaivel and@poén 6to KOPLo aoPopo ayyelo Tov ETAPEPEL OO, LoKPLYL
amo Tov auePAnoTposidn. Qg andvrnon, ta eninedo Tov VEGF avEdvovtal tpokaidvag tn doppon
VYPOY PEGA OTOV AUPIPANGTPOEIDT KOl KOTA GUVETELD 0O YOOV og e€oidnon tng oypdg kniidag, (To
TUNLO TOV AUPIPANGTPOELBOVG IOV Eivart LTEVBVVO Yo TN AemT OpacT), KATAGTACT TOV OVOUALETOL
oldnua g oypdg knAidac. Otav n oypd knAida yepiletl pe vypo, 1 KeVIpIKN Opacn yivetar Ooir.

e aobBeveic pe BRVO, pia 1 meptocotepeg S1aKAAOMGELS TOV KOPLOV alo@dpov ayyeiov mov
UETAPEPEL TO aiiplo LoKpLd omd Tov apeipinctpoetdn, epnodiletar. Qg emaxdiovbo, ta eninedo VEGF
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av&AVOVTaAL TPOKOAMDVTAG TNV SPPOT] DYPOL EVIOG TOV AUPIPANGTPOELIN| KOl GUVETNDG TPOKUADVTOG
oidnua g oypdg knAidog.

To dwfnrid oidnua g oypds KnAidag eival 10yKwomn Tov apeBAncTpogdods To omoio cupPaivet
o€ aobevelg pe drafnt AdY® dpLYNG VYPOV amd T ALLOPOPO AYYEID GTO ECMTEPIKO TNG OYPAS
knAidag. H oypd knAida eival éva tpufiua tov apeipAnotpogtdonc vrevduvo yuo v kain 6pact. Otav
N oypd knAida yepiletl pe vypo, n kevipikn Opacn yiveror BoAn.

H apMPepoéntn éxet kataderyOel 6TL oTOpOTA TNV AVATTLEN VEOV LT QUGIOAOYIKMOV OLOPOP®OY
ayyelov oto pdTL, Ta 0moia cLYVA TAPOLGSLALovY dtappor] VYPOL 1 apoppayodv. H apAiepoéntn
umopei va Pondnoetl ot otabeponoinon kat, 6€ TOAAEG TEPUTTOGELS, 0TI PEATIOOT TNG ATMOAELNG TNG
opaong mov oyetileton pe v vypov Tomov AMD, CRVO, BRVO, DME ka1 pooriki CNV.

2.

T péner va yvopilete mpv oog yopnyn0dei to Ahzantive

Agv 00 cag yopnyn0ei To Ahzantive

o€ MePInTOON aAlepyiog oTNV APAMPEPCETTN 1) GE OTOLOONTOTE AALO OTO TO GLGTUTIKG OVTOD
TOV QOPUAKOV (OVAPEPOVTOL 6TV TOPAypapo 6).

edv Eyete evepyn N evogyoOpevn LOAvvon Léca N YOP® omd To PATL (0QOUAUIKY 1 TEPLOPOAALIKN
Aoiuwén).

€qv £yete coPapn PAEYLOVI TOV HATIOV (TOL VTOJEKVOETAL OO TOVO 1| EpLOPOTNTAL).

IIpog1domTou|oELS KoL TPOPUAGEELS
AmevBuvbeite otov Y10Tpd cog mpv cag yopnynbei to Ahzantive:

edv €xete yYAAOKOO.

€dv £xete 16TOPIKO AApye®V 1 eE0pOUATOV GTNV OPOoT CaG Kot €0V Exete o EAQViKN avénon
Tov peyébovug Kot Tov appod TV eEI3pmUATOV.

€4v TpoypatoromOnKe 1 eivol TPOYPAUUOTIGUEVT] YEPOVPYIKN EXEPPAOT GTOV 0QOOALS Gag
EVTOC TV TTPONYOOUEVAV 1] TOV ETOUEV®V TECTAP®VY ERSOUASDV.

€av éyete soPfapn popenl CRVO 1 BRVO (oyouiky CRVO 1 BRVO), 1 Ogpancia pe to
Ahzantive ¢ cuvicTdtal.

Emumiéov, eivan onpovtiko va yvopilete ot

N AGQPAAELN KOL 1] OTOTEAEGLOTIKOTNTO, TG APAPEPCETTNG OTOV YOPNYEITAL KUl GTOVS dVO
0pBaAL0VC TaVTOYPOVA OV £Y0VV LEAETNOEL GLOTNLATIKA Kot €AV YIVEL PO LE OVTO TOV
Tpomo pmopel va avEndel o kKivouvog va mapovslacTovV YEVIKE avemiBounTeg evEPYELES.

o1 gvéoelg [e To Ahzantive UTopovV Vo TPOKAAEGOLV Uid aENGT GTNVY TEST TOV HOTLOD
(evdopBdApa mieon) oe opiopévoug acheveic evtdg 60 Aemtdv amd v €veon. O yatpds cag Ha
TO OPAKOAOLOEL LTO pETA TNV éveon).

€4v avamtHéete o LOAVVOT N PAEYUOVT OTO ECMTEPIKO TOV HaTION (evEopOaiuitidn) 1 GALES
emmAoKEG, Umopel va eppavicete opBaipikd movo 1 avénuévn dvoeopio, ETOEWVOOUEVT
gpLOPOTNTA TOV HaTIOD, BOAN N Hel®UEVT OpaoT, Kot ovENIEVN evatstncia 6To poc.
OmoladNmoTe CLUTTOUATO EIVOL OTULAVTIKO VO S10yVOGTOOV KOl VO OVTILETOTIGTOVY OGO TO
duvaTOV GUVTOUOTEPO.

0 YuTpog cog Ba eAEyEet edv Exete dALOLG TAPAYOVTES KIVOUVOL TTOV UTOpEl va, avéfcovy Ty
mBoavotnTa pHENS 1 amokdAANoNG piog ek TV oTAdWV 610 TioW HEPOG TOV 0PBAALOD (pOYUN
TOV HEANYYPMOTIKOV EMONAIOV TOV AUEPBANGTPOED0VS), OTOTE GE QLTH TNV TEPITTOON 1
apAPepoéntn o mpémer va xopnynOei pe mpocoyn.

N 0QAPEPCETTN OEV TPEMEL VAL YPTCLUOTOLEITOL KATA TN SIAPKELN TG EYKVUOCVVNG EKTOC EAV TO
evogYOLEVO OPENOG LIIEPTEPEL TOV EVOEYOIEVOL KIVODVODL Y10l TO aryévvnto Bpépog,.

01 YUVOIKEG O€ OVATOPOY YK NAKIO TPETEL VOL XPTCLOTOLOVY OMOTEAEGHOTIKT AVTIGUAAN YN
KaTA TN S1dpKela TG BEPamEinG Kot Y10 TOVANYIGTOV TPELG EMTAEOV UNVEG UETH TNV TEAEVTOLN
éveon tov Ahzantive.

H ovompoatkn gpnon avactorénv tov VEGF, mapdpoimv ovoidv e eketves mov mepiéyet to
Ahzantive, oyetiletat duvnTika pe Tov Kivévvo dnuovpyiag Opoupwv tov aipartog ol onoiot epalovv
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T OUOPOPA OyYELD (TEPIGTATIKG aPTNPLOKDV BpopBoeUPOAKOV ETEIG0dIMV) TOV UTOPET VO

001 YNGOLV GE KapAKT TPOGPOAT 1] AyYELOKO EYKEQPOAKO ENEICOO10. Be@PTIKA VITAPYEL £VOG
Kivouvog T€To1v cupuPavtov petd Ty éveon tov Ahzantive 6to pdtl. YTOpYOLV TEPLOPIGUEVD
dedopéva, yio v acpdiela ot Bepaneio acbevaov pe CRVO, BRVO, DME kot pvoriky CNV ot
010101 £Y0VV VTOCTEL OYYELOKO EYKEPUAIKO EMELGOIIO0 1] EAAPPV EYKEQPUMKO (TAPOSIKO 1GYALUKO
EMELGO010) N KAPSLOKN TPOGPOAN EVIOC TV TPONYOUUEVOV 6 nvdv. Edv kdmoto and avtd cog
a@opd, To Ahzantive Oo yopnynOei pue Tpocoym.

Yrdpyet povo meplopicoévn eumelpio otn Bepaneio

- acBevov pe DME Ad6yw St tomov .

- SfnTik®V pe ToAD VYNAES PHEcES TIES Gakyapov Tov aipatog (HbAlc dvem tov 12%).

- Swfntikov pe o Tanon tov 0eBoiumdv Tov TpoKadeitat amd To dtapritn 1 owoio ovoudleTan
TOPAYOYIKN SN TIKn apiPAnotposidonddeia.

Agv vdpyet epmeipio ot Oepaneio

- acBevov e o&eiec Aoméers.

- aoBevov pe dAdeg TaBNGES TV 0POOAUDY OTMOG OTOKOAANGT TOV AUEPANCTPOEOOVE 1] O
™G OYPAG KNALdAG.

- SLPNTIK®V pe Un eAEYXOLEVT LYNA 0PTNPLOKT TTEST.

- un Actatov acBevav pe poomiky CNV.

- acOevov ot omoiot £xovv TponyovpEveg vtoPAnOel o Bepameia yio poomiky CNV.,

- acBeviv pe PAAPeC EEm amd TO KEVTIPIKO HEPOG TG @Y Phg knAldag (eEmPobpucés PAaPec) yia
poomiky CNV.

Edv xdmo1o amd ta mapoandve cog apopd, o Yiatpog cag Oa Adel vToyn avtiy TV EAAEyM
TANPOQOPLDV OTOV Gag yopnynoet Bepaneia pe to Ahzantive.

Howowa ko £épnpor

H ypnion mg apiPepoéntng oe modid 1 epnPous kdtm tov 18 etdv dev €xet pehetnBel kabmg n
vypov tOomov AMD, CRVO, BRVO, DME kot pvoriky CNV givol Tabnoeilg mov 7pocfilovy Kupimg
TOVG EVIIMKEG. ZUVETMG 1] YPNOT TOL EV APOPA QLTI TNV NAIKIOKT OUADCL.

Alro oappoxa ko Ahzantive
Evnuepmaote tov yiatpd cog £6v pNOULOTOIEITE, EXETE TPOCEATA YPT|CLOTOCEL 1 LITOPEL Vo
YPNOYLOTOGETE GALD PAPLLOKOL.

Kinon ka1 Oniaopdg

- IMvaikeg og avamopaymyki NAKio TPETEL VO YPNCUYLOTOIOVY OTOTEAEGUOTIKT OVTIGOAANYT
KaTd T ddpKeln TG Bepameiog Kot Yo TOVAIYIOTOV TPELG EMTAEOV UVES PETH TNV TEAELTAIN
éveon tov Ahzantive.

- Agv vrdpyet epmeipio amd TN xpNnon e apMPepcéning o £ykveg yuvaikes. To Ahzantive dev
TPEMEL VAL YPTCILOTOLEITAL KATA TN SIGPKELN TNG EYKVHOGHVIG EKTOC EAV TO EVOEYOUEVO OPELOG
vreptepel Tov evdgXOIEVOL KIvdUuVOL Yo To £uPpuo. Edv giote éykvog 1 oyedidlete va peivete
£yKvog, ocvl{nmorte yuo 1o BEpa avtd pe Tov yatpd cag Tpwv T Beponeia pe To Ahzantive.

- Mikpég mocdtreg TG apAPepoéntne unopet va mepdcovy 6to avOpdmvo yaia. Ot ETTTOCELS
670 veoyvo/Ppépog mov Onralet eivar dyvooteg. To Ahzantive dev cuvictdtol KoTd TNV
dapketa Tov INhacpov. Edv 0nlalete, ouvintiote pe tov yiatpd oag tpv omd v Bepameio pe
Ahzantive.

00 yNoN KoL YEPLOROS PNY OV LATOV

Metd v éveon oag pe to Ahzantive, pmopel vo ELQAVIGETE OPIGUEVEC TPOSMPIVES SLOTAPAYES TNG
opaong. Mnv odnyeite 1 xepileote pnyovipoata yio 660 ¥povikd dtdotnpa S1opkodv auTES Ot
SoTapoyés.

To Ahzantive mepiéyer molvoopPiko kor véTplo
To Ahzantive mepiéyet moivoopPiko 20 (E 432) kot yAwprovyo vatpro.
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Av16 10 Pappako mepiéyetl 0,015 mg morlvcopPikov 20 cg kdbe yopnyovuevn doon Twv 0,05 ml, wov
wodvvapel pe 0,3 mg/ml. Ta moAvcopPikd propel va TPoKOAECOVY AALEPYIKES OVTIOPACELS.
Evnuepdote Tov y10Tpd Gog €0V £XETE OMOIEGONTOTE YVAOGTEG OALEPYiES.

AvTo6 TO QappaKo TTEPLEYEL AydTEPO atd 1 mmol vatpiov (23 mg) avd d66m, dNA. OLVGLUCTIKA Eival
«ekevbepo vatpiovm.

3. Mg yopnysitor To Ahzantive

"Evoc yrotpog Eumelpog ot yopiynomn evécewv 6to PaTt Ba kdvel tnv éveon tov Ahzantive pésa 6to
patt cog o donmreg (kabopic Kot pe 0mooTteipor) cuVOnKeS.

H cuvictduevn 86on givon 2 mg apiiPepointng (0,05 ml).
To Ahzantive yoprnysiton @¢ éveon péso oto patt cog (evoobaroeldikn Eveon)).

IIpwv v €veon, o Yatpdg cag Ba pNGLOTOINGEL ATOAVUAVTIKO 0QOaAUIKO dtdAvLA Yo va, Kobapioet
TO HATL GOG TPOGEKTIK(, £TCL OGTE VO amo@evyBel 1 poivvon. O yatpdc cag Ba cag yopnynoet eniong

&val TOTIKO ovaloONTIKO Y10 VoL EAATTMGEL 1] VO ATOTPEWYEL TOV TOVO TTOV 16MG GOG TPOKAAEGEL 1] EVEGDT).

Yypodv tomov AMD

Ot acBeveig pe vypov Tomov AMD Ba Aappdavouv Bepaneio pe pio éveon avd punva yo Tpelg
S10d0YIKEG DOGELG KOL OTI GUVEXELN E OKOUA ia £vEoT HETE amd aAAovg dv0o unves. O ylotpoc cog Ba
amo@ocioet €4v To pecodidotnua tng Oepaneiog avaueca oTig evEcelg Umopel va otatnpnOel yio kabe
dvo pnveg M Ba mpénetl oTadokd vo erektabel o pecodtooTnATe TV 2- 7| 4-gfO0UAd®mV OGOV M
KOTAOTAOT G0g EYEl oTadepomonOet.

Edv n xotdotaon oag emidevobel, To Hecoddotnpa avipeso Tic EVEGELG UTopEl va PeLDEL.

Ex16¢ edv Tapovoidoete KAmolo TpoPAnpa 1 60¢ GUUPBOVAEYEL SLAPOPETIKA O YIUTPOS GOG, OV
VIAPYEL AVAYKT 0O EGAG VO EMICKEPTEITE TOV Y1ATPO Gag oTNV TEPi0d0 UETAED TV EVEGEWV.

Aevreporabic Oidnuo e Qypoc Kniidoc omo RVO (kladikn RVO 1 kevipikn RVO)

O ywtpog oag Oa kabopicel To To amoTeAeGHATIKO DepamenTiKd TPOYpOUpD Yio €60G. Ao gxvioeTe
T Bepameia 6og e pia oelpd amd pnviaisg evéoelg Ahzantive.

To ypovikod didoTnpa avipeco g dvo evéoelg Og o Tpémet va eivol pikpdTepa 0md Eva Univa.

O ywTpdG oa¢ Umopel va amopaciost Tn dlakony| TG Oepamneiog e To Ahzantive edv dev enmpeleiote
omd ovti).

H Oepancio cog Oa cuveyiotel pe unvioieg evéoelg uéypt va atadepomonbel n KaTdoTo.oN GOC.

O ywatpog oag Oa mapakorovdel v avtamoxpion cag ot Bepoameio kot TOOVOS Vo cuveyicel T
Oepamneio avEAVOVTOG OTASIOKE TO, LECOSIOGTILOTO OVAIEST OTIG EVEGELG TPOKEUEVOD VO SLOTNPNOEL
pa otabepn| katdotaon. Edv n kotdotacn cag apyicel va emdevaveTal LeTd TV TopdToct TV

pecodactnuatov Bepomeiog, o YoTpdg oag 0o LEIMGEL TO, S10UGTALOTO OVTIGTOTYO.

Avaroya pe TV avtamokplon mov 0o £yete otn Bepameia 0 Y1oTpOg oG Bo ATOPAGIGEL TO TPOYPOLLLLLOL
mopakoAovOnoNg oxeTikd pe Tig e&eTdoelg kot Bepaneieg cag.

Awafintiro oldnuo e wypac knliooc (DME)

Ot acBeveic pe DME 0o Aappdvovv Bepameio pe pio £veoT ove unqva, yio Ti TPMTEG TEVTE SUOOYIKES
d00ELS Kal 6T GUVEKELD pia Eveor kAOe dVO pPnvec.
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To pecodidotnua peTa&d tov Oepaneidv umopel va dtatnpnbdei otovg 600 PRveg 1 vo TpocaprocTel
OTNV KaTdoTaon oag, Le faon v e&étacn Tov yutpod coc. O yatpog cog 0o 0mo@ucicel GYETIKA L
T0 PHYpappa yu T1g e&etdoeig mopakolovdnong.

O ywtpdg cag pmopei va amopacioet T dtakonn g Oepanciog pe Ahzantive edv OBempet 6Tt dgv
oeeleiote amd T ovveylouevn Bepaneia.

Mowmiky CNV

Ot acBeveic pe poomik CNV vrofdaiiovton o Oepameio pe pio epdmol éveon. Oa AdPete mepattépm
€VEGELG LOVO €0V 01 EEETAGELG TOV Y1OTPOL GOG ATOKOADYOUV OTL 1] KATAGTOGCT G0G Ogv £yl felTioDEL.

To ypovikd dtdotnua LETAED TV 000 eVEGE®V OgV TPEMEL VO VAl UKPOTEPO TOL EVOG UNVOG.

Edv n xotdotaon oog e£apovioTel Kol 0TI GUVEYELN ETAVEUPAVIOTEL, 0 YIOTPOG GOG UTOPEL v, apyioet
Eavd ™ Bepameia.

O y1atpog oag Oa amoPacicel GYETIKA [LE TO TPOYPOUUA Yo EEETATELG TOPOKOAOVOTONG.

Edav mrapaierpBei pa 6661 Tov Ahzantive
Keiote éva véo pavtePov yio e&€taomn Kot xopnynon tng EVeong.

Awoxomi) s Oepameiog pe To Ahzantive
Yvppovievbeite Tov yuotpod cag mpv dtokdyete T Oepaneia.

Edv éxete meptocoTEpEg EPOTNOELS GYETIKA LIE TN YPTOT] AVTOL TOV QUPUAKOL, POTHOTE TOV Y10TPO
oG,

4, IMBavég avemOBOUNTES EVEPYELEG

Onwc 6Aa 0 Péppaka, ET0L Kot 0VTO TO PAPLOKO UTOPEL VoL TPOKAAESEL OVETIOOUNTES EVEPYELES, OV
KoL 0gv mopovotdlovtal 6e OAOVE TOVS 0vVOPDTOLG,.

Eivat duvatév va mopovcstastodv ahrepyikés avTiopacels (vrepevaichnoia). Avtég pmopei va givan
cofapéc Ko 0TOLTEITOL VO ETIKOIVOVI|GETE LE TOV YIOTPO GUS OUECMG.

Me 1t yopnynon g 0QAPEPGERTNG, LTOPEL VO TOPOVGLUGTOVY OPICUEVES OVETIOVUNTEG EVEPYELES
7oV ennpealovv Tovg 0POuAIOVS AOY® NG dtodikaciog Tng Eveons. OploUEVES amd aVTEG UTOPET Va
glvar ooPapég kot meprrappdvovv TOQL®ao1, cofapr Aoipmén 1| @Areypovi} 6To E6AOTEPIKO TOV
0@0aAipov (evoopOaipitidn), awokéiinon, pién M aypoppayio TS POTOLLAIcONTNS 6TIPGO0G 6TO
oo péPog Tov 0pOaipov (amokoAinon 1 p&N Tov apEIPAnctpoedovs), 06hmen Tov UKD
(xoTappaktng), apoppayio Tov 0@OaAipoV (aoppayio TOL VOAOEWBOVS COUATOS), ATOKOAAN O TG
CehaTvO0VG 0V610G 6TO E6OTEPIKO TOV 0pOaLNOD 0Té TOV ApPIPANGTPOEdN (TOKOAANGT| TOV
VOAOEBOVE GMUATOC) Kot avEN6N TG Tigons péca 6tov 0Baipod, BA. Tapdypapo 2. Avtég ot
cofapéc avemBounteg evépyeleg mov ennpealovy Tovg opBoipovs Tapatnpndnkay oe Arydtepeg and 1
otig 1.900 evéoelg otic KMviKéG LEAETEG.

Edv &yete Eapvikn peimon g 6paong 1 avénon tov Tévou Kot pufpoTnNTa 6TOVS 0POUALODS HETA
TNV £€VECT), EVI|UEPAGTE TOV YUTPO GO APicOGC.

Koatdroyog Tov avemOipntov evepyei@dv mov ava@ipdnkay

Axohovbel évag KaTAAoY0g TV avemBOUNTOV EVEPYELDY OV avapEépOnke oTL duvnTikd cyetilovat
pe TN dadtkacio Tng £veong M e TO QApLaKo. Mmopel va, Uy Topovctdcete Kopio amd avTés.
[Tavtote va cu{nNTdte 0mo1EGONTOTE TOAVOLOYOVUEVEG OVETIOVUNTEG EVEPYELEG LE TOV YIATPO GOGC.
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IMoAd ovyvéc avem@ounTeg evépysereg (umopel va ernpedoovy mepiooodtepa oo 1 aro 10 droua):

- emdeivwon g 6paong

- aipoppayio 610 Tiow PEPog Tov oeBaAoD (aoppayio Tov AUEPANCTPOEBOVS)

- KOKKIVOL LATIO TPOKOAOVIEVO., OO OLLOPPOYic. KP®Y AHOPOpV ayyeiov oTIC EOTEPIKEG
67101PAdeC TOV 0POAAOD

- 7OVog 6ToV 0QOaAUO

Yoyvég avemOOunTeg evépyeres (umopel va exnpeacovy uéxpt 1 ota 10 droua):

- amokOAANoN N pREN evOC €K oTIPAdWV 6TO oW PEPOC TOV OPOAALOD TOL TPOKAAEL AALYELG
QMOTOG E KIVODLEVE OTIYLOTO TOV UEPIKEG POPEG 0ONYEL GE AmMAELD, TNG OPAONG
(poyun*/amokOAAN O TOL PEAAYYPOOTIKOD ETONAIOL TOL OUPIPANGTPOELDOVG,
amokOAANoN/pNEN ToV ApEIPANGTPOEB0VS)

- EKPUALOT] TOV AUPIPANCTPOEOOVG (dtaTapayr TG OPUCNC)

- atpoppayio Tov 0EHUALOD (COppaYict GTO VUAOEIDEG COLLN)

- OPIGLEVEC LOPPEG BOAMONG TOL PAKOV (KATOPPAKTNG)

- avénon g wieong tov oeHaAIOD

- KIVOUpEVO atiypata oty opoot (eE10pmpota)

- amokOAAN 6N TG LEAUTIVOO0VG OVGING GTO E0AMTEPIKO TOV 0QOHAANOD 0O TOV AUPIPANGTPOEIN
(amoxOAAN O™ TOV VAAOEWOVS TOV 0ONYEL GE AAUWYELS PMTOG Kol EE1OPMDLLALTOL)

- aictnon o6t vapyeL KATL péca 6To AT

- oLENUEVT TTOPAYOYT SAKPVMOV

- TPNEo Tov PAEEpOL

- aoppayio otn Béom éveong

- gpLOPOTNTO TOL UATION

Kotaotdoelg yvootéc wg oyetilopeveg e tnv vypov tomov AMD, mapatnpinkay povo cg

acBeveic pe vypod Tomov AMD.

Oyt ovyvég avemOOUNTES EVEPYELES (UTopET Vo, exnpedoovy uéxpt 1 ota 100 droua):
- aAAEPYIKEG avTIOPACELS (VTEpELOGONGin)**
- cofapn eAeypovi 1 Aoipmén pésa oto patt (evoopOaipitidn)
- QAeyHoVI TNG ip1dag Tov patiov 1 dAhov onueiov tov opBaipov (1pitda, payoeditidoa,
1PLOOKVKAITION, «TPOTEIVIKY OpiyAn» Tov Tpochiov Holdpov)
- napa&evn aicOnon oto pdtt
- epefiondc tov PAeeapov
oidnuo otV mpdcbio oTodde Tov BoAPov (Tov KepATOEISOS)
**"Eyxyovv avoeepOeil odhepykég avtidpacelg 6nwmg eEavinua, eayovpa (kvnopog), epudpd
eCavOnpota (kvidmon) Kot Lepkég TEPITTMGELS GOPUPOV AAAEPYIK®Y (AVOPUAOKTIKY /
OVOQUAOKTOELONG) AVTIOPAGE®DV.

Yravieg avemOopunTEeS evépyeareg (umopel vo. exnpeaoovy uéxpt 1 oro 1.000 aroua):
- TOPA®ON

- B0Amo™N TOV EAK®OY AOY® TPAVLATICUOD (TPAUVHOTIKOC KATOPPAKTNG)

- eAeypovn ¢ CeEAaTvddovg ovsiog 6To E0MTEPIKO TOV 0PHUALLOD

- OOV GTO HATL

Mn yvoo1iig ovyvoTnTag (dgv pmopovv va ektiunBovv pe Paon ta dtbéoia dedopéva):
- (QAEYLOVI TOL AEVKOV TUNLOTOG TOV HOTIOV OV GYeTileTal pe epuBpodTNTO KO TOVO
(okAnpitidon)

211c KAWIKEG SoKIEG, LITPEE ol aDENCT TV TEPIOTAUTIKAV OLLOPPAYING OO LIKPA opo@dpa oyyeio
oTig eEmTepIKEG aTo1PAdES TOL 0POAALLOD (atpoppayio TOV ETITEPLKOTA) GE ACHEVEIG e VYPOV TOTTOV
AMD mov AduPavoy avtimmktikd. H avénon autdv tov TeploTatik@v NToy Tapouotle HETasd Tov
acOevov mov Bepamevovay pe poavIUTILOVUAUTN Kot ApAPEPTETTN.

H ovompotikn yprion avactorémv tov VEGF, ovsudv mopdpotwv e ekelveg TOV TEPLEYOVTUL GTO
Ahzantive, duvntikd oyetiletor pe Tov xivouvo dnpiovpyiog Opdupov aipotog Tov PPAccoVVY T

apo@dpa ayyeio (aptnplaxdv Opoppoepfoikdv ene160dimV) TOL PTOPEL VoL 03NYNCOVY GE KAPIIOKT|
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TPOoPorn 1 eYKEQOAKS ENEIGO010. YTapyel OempnTikdg KIVOLVOG TETOIMV EMEIGOSIMV UETH TNV EVEOT)
g apMPepoéntng péca oTov opHaAud.

Onwg kot pe 6Aeg TIG OepUmEVTIKES TPMTEIVES, VTAPYEL TOUVOTITO AVOGOAOYIKNG AVTIOPOOTG
(oymuotiopog avticopdtov) pe To Ahzantive.

Ava@opd avemOounTOV gvepyELOV

Edv mopatmpnoete kamowo avemBOUNTN eVEPYELD, EVIUEPDOCTE TOV YIOTPO GG AVTO 1GYVEL KOL Y10l
KGO TOAVY aveTIBOUNTN EVEPYELD TOV JEV AVAPEPETOL GTO TAPOV PUAAO 0dNYIDV YpNons. Mmopeite
emiong va avoeépete avemBounteg evépyeteg amevbeiog, HEG® TOoV €0VIKOD GUGTHUATOG AVAPOPAS TOV
avaypapetarl ato [Hopaptnua V. Mécwm g avaeopic averiBuunTOV EVEPYEIDOV UTOPEITE Va
BonBnoete 6T CLALOYN TTEPIGGOTEP®V TANPOPOPLDOV GYETIKA LE TNV OCPAIAELN TOV TOPOVTOG
QOPUAKOV.

5. Iog va puiaccete To Ahzantive

o To @appako ovtd TPETEL VO PLUAACGETAL GE PEPT| TOV deV TO PAETOVY Kol dgv TO POAvVOLY Tl
TodLd.

. No prn xpnoyonoleite avtd T0 PAPUOKO HETA TNV NUEPOUNVIL AENG TOV OVAQEPETAL OTO

XAPTIVO KOUTL Kol otV emtonpavon petd v évoeiEn EXP. H nuepounvio AnéEng eivai n
Televtaio NUEPO TOV UNVA TTOL OVOQEPETOL EKEL.
o dvrdooete og Yoyeio (2 °C g 8 °C). Mnv Katayvyete.

. To un avotypévo @loAidlo uropei va puioyei ektog yoyeiov o Oepuokpacion KpOTEPT TV
25 °C yo éog 24 mpeg.

. DvAdoceTe GTNV APYIKN) CLCKEVAGIN Y10 VO TPOGTATEVETAL OO TO PG,

. Mnv ztetdite @APLOKO GTO VEPO TNG OTOYETEVOTG 1] 6TA OKLOKE amoppippata. Potiote tov

(POPUOKOTOLO GOG Y0 TO MG VO TETAEETE TO, PAPLAKO TTOL OEV YPTCIUOTOIEITE Tl AVTA TaL
pétpa Ba fondncovv oty Tpoctacia Tov TEPPAALOVTOG.

6. Iepreydpevo. TS GVOKEVAGIOG KOL AOTES TANPOPOPiEg

T epréyer to Ahzantive

- H dpaotikn ovcia sivat: aprPepcséntn. Eva @loAidio mepiéyet eEaydyilo 6YKO TOVANYIGTOV
0,1 ml mov wodvvauel pe TovAdyiotov 4 mg aeAPepoéntng. ‘Eva grolidio mapéyet pia 66om 2 mg
apMpPepoénng og 0,05 ml.

- Ta dhia cvototikd givorl: moAvcopPiko 20 (E 432), vépoylopikn 1otidiv povobidpikn (yio
p0Oon tov pH), 1otdivn (Yo pvBon tov pH), yAoprodyo vatpio, cakyapoln, Héwp yi
gvéoyo. BA. mapdypoao 2 «To Ahzantive mwepiéyet molvoopPikod kaoi vETpiom.

Epg@avien tov Ahzantive kot wepieyo eV, TG CVOKEVO.GIOG

To Ahzantive eivau éva evéoyo didivua (evéoo) o€ €va laAidto. To dtdAlvpa eivat dypopo Emg
VIOKITPIVO.

Méyebog cvuokevaciog 1 graidiov.

Karoyog Adgrog Kvkhogopiag
Formycon AG

82152 Martinsried/Planegg
Teppovia

Mopoackevaotig

Formycon AG

Fraunhoferstrale 15

82152 Martinsried/Planegg
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Teppovia

Midas Pharma GmbH
Rheinstrasse 49

55218 Ingelheim am Rhein
Teppovia

IMo omoladnmote TANPOPOPio. GYETIKG LLE TO TAPOV PAPUAKEVTIKO TPOTOV, TAPAKAAEIGTE VO
amevBuvleite otov TOMKS avTpdsmmo Tov Katdyov g Adstoc Kvkiopopiog:

Belgié/Belgique/Belgien Lietuva

Teva Pharma Belgium N.V./S.A./AG UAB Teva Baltics

Tel/Tel: +32 38207373 Tel: +370 52660203

Bouarapust Luxembourg/Luxemburg

Tesa ®apma EAJT Teva Pharma Belgium N.V./S.A./AG

Ten.: +359 24899585

Ceska republika

Teva Pharmaceuticals CR, s.r.o.

Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf.: +45 44985511

Deutschland
ratiopharm GmbH
+49 (0) 731 402 02

Eesti

UAB Teva Baltics Eesti filiaal

Tel: +372 6610801

EALGda

TEVA HELLAS AE.
TnA: +30 2118805000

Espaia
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Ireland

Teva Pharmaceuticals Ireland

Tel: +44 2075407117

island

Teva Pharma Iceland ehf.

Tél/Tel: +32 38207373

Magyarorszag
Teva Gybgyszergyar Zrt.
Tel.: +36 12886400

Malta

TEVA HELLAS A.E.
il-Grecja

Tel: +30 2118805000

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z o.0.
Tel.: +48 223459300

Portugal
Teva Pharma - Produtos Farmacéuticos, Lda.
Tel: +351 214767550

Roméania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.
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Simi: +354 5503300 Tel: +421 257267911

Italia Suomi/Finland

Teva Italia S.r.l. Teva Finland Oy

Tel: +39 028917981 Puh/Tel: +358 201805900
Kvbzpog Sverige

TEVA HELLAS A.E. Teva Sweden AB

EALGSQ Tel: +46 42121100

TnA: +30 2118805000
Latvija

UAB Teva Baltics filiale Latvija
Tel: +371 67323666

To wapov AL 00N YIOV YprioNS avaBewp1Onke Yo TELEVTOIO POPd GTIG

Agmtopepeic TAnpopopieg yia 10 PApproKo avtd givor dabéoieg oto diktvaKo TOTo Tov Evponaikon
Opyavicpod Gopudkmv: https://www.ema.europa.eu.
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O Tinpo@opieg Tov akorovBov amevOvvovTal povo o€ emayysipoTicg vysiog:
To @uoAidio Oa wpémet va, ypnolponoleital yio T Oepameia pévo evog 0@Oaipo?.

To @adidio Tepi€yel TEPLGGOTEPT] OO TV GLVIGTOUEVT dO0T TV 2 MY apMPBepcéntng (Tov
toodvvapovy pe 0,05 ml). O emmAéov OYKOg TPEREL VO, ATOPPITTETUL TPV OO TNV XOPTYNOT.

To d1dAvpa Ba wpémel va ereyyBel omTIKA Y100 TUYXOV EEVI COUOTIONOKT VAN KO OTTOYPOUOTICUO 1] Yo
K&Be petafoir] TG PLGIKNG ELPAVIONS TPV OO TN XPNOT. ZE MEPIMTOGCT TOV TAPATNPEITOL KATL 0T
TO, TOPOTAVE®, OTOPPIYTE TO POUPLOKEVTIKO TPOTOV.

To pn avorypévo elarido pmopel va dtatnpndel ektdc yoyeiov og Bepuokpaciao pukpdtepn tov 25 °C
v €0 24 ®pec. MeTd 10 dvotypa Tov PLoALdion, TPoYwPNoTE Ue TN dtodtKacio VO GoNTTES
ouvOTKes.

I'a v Tpogtopacio katl TNV evooHOAOEIOIKY Eveon ypetdlovTtal Ta akOAoLOa 10TPOTEYVOLOYIKA
poidvta piog ypnong:

o amootelpmpuévn Beddva pe eidtpo 5 micron (18 gauge x 1% inch)

o amootepmpuévn ovpryya Luer-lock tov 1 mi

pio amootelpopévn felova éveong 30 G X ¥ inch, amapaitntn yio tnv evoobHoAoedIKn Eveon
AVTA TO 10TPOTEXVOLOYIKA TTPOTIOVTO OEV TEPIAAUPAVOVTOL GTI GUYKEKPLUEVT] GUCKEVOGIAL.

Oonyies yia ™y ypion tov praiidiov:

1. AQapéoTe TO TAUGTIKO TOLA, KO ATOAVUAVETE TO €EMTEPIKO UEPOC TOV EANCTIKOD TOUATOG
E10YDOPNONG TOL PLIALdioL:

2. Yuvdéote pa Perdva pe eiktpo 18 G, 5 micron og o amootepouévn cvpryya Luer-lock tov
1ml:

3. Erpadéte ) Pelova e @IATPo PEGH GTO KEVIPO TOL TAOUATOG EIGYDPTONG TOV PLOALSIon pEYPL N
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Belova va eicaydel evieAdg HEGO 0TO PLOAISIO Kot TO GKpo NG Vo ayyi&el Tov Tubuéva 1§ v
KAT® AKp™M TOV PloAdiov.

XpNOYOTOIDOVTOG ACTTTTY TEYVIKT], AVTANGTE OAO TO TEPIEXOUEVO TOL PLOAdiov Tov Ahzantive
péca otn ohPLYYa, SOTNPOVTAG TO PLOAIdI0 o Opbila BEom, ELappdg KEKALEVO Yia va
O1eVKOADVETE TNV TAN P AvTAnon. ['o v amotpony| ¢ elcaywyne oépa, emPefaimote 6TL T0
dkpo ¢ Perdvag pe eiltpo eivar fubiopévo péca oto vYpod. XvveyioTte vo YEPVETE TO PLOAIOLO
KATA TNV AVTANOT KPOTOVTOG TO GKpo TG PeAdvag pe eidtpo Pubicuévo pésa oto vypo:

To dxpo g
Berovag

BePoimbeite 6t1 1 pdfdog Tov pfdrov Exel Tpafnytel ETapK®S TPOG T TOW KOTA TNV
EKKEVOON TOV PLoAdiov, £T01 OOTE Vo adeldoel TANP®C 1 PeAdva pe GilTpo.

Apapéote tn Perdva pe IATPO amd T GUPLYYa Kol 0TopPiYyTe TNV IE 0OGTO TPOTO.
Ynueimon: H Beldva pe gpiltpo dev mpoopileTat yio vo, ¥pnGULOTOLEITOL Y10 EVOODALOEOKN
éveon.

XpNOOTOIOVTOG AGNTTN TEXVIKT], TEPIOTPEYTE 6TabEP o feddva éveong 30 G x ¥z inch
enavo oto dxpo Luer-lock tng ocvpryyoc:

Kpatdvtog ) cvpryya pe t eAdva vo, kottdlel mpog ta ndvm, eEAEYETe TN cupLyya Yo
ovoaAideg. Eav vdpyovv pueoiidec, KTumnoTE OaAG Tr GUPLYYO LLE TO SAKTVAO GOG UEYPL
O\eG 01 PUGOAIdEG VO avEPOVY GTO TAV®D UEPOC:
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9. E&aletyte OAeg TIC UOAAIDEG KOl ATOPAAAETE TNV TEPIGGELN TOV PAPUAKEVTIKOD TPOIOVTOC,
méCovtag apyd to EuPolo, £T61 AGTE TO MIMESO AKPO TOV EUPOAOL Va evBLYPOUIIGTEL LE TN

ypapun mov vrodetkvoel 0,05 ml endve otn cHpryya:

Tpappn docoroyiag
v 0,05 ml

Atdhopa petd
™mv amofBorn
TV QUGOAIS®V
aépa Kot ToV
nepicoov
PoppaKov

Emninedo dxpo
euforov

10. To ¢uoAidio mpoopiletar yio pia uoévo ypnon. H e&aywyn moAlamAdv 066EmV amd £vo PraAidlo
umopei va awénoet tov kivouvo empdiuveng kat erakodAovdng Aoipnméng.

Ka0e aypnoionointo eapuokentikd Tpoidyv 1 VITOAEUN TPETEL VO UTOPPITTETAL GOUPOVE, JLE TIG
KOTO TOTOVS 1Y VOVGEG OYETIKEG SLUTAEELS.
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