ITAPAPTHMA 1

MEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



vTo PAapUOKO 0VTO TEAEL LTO GUUTANPOUATIKN TOPAKOAOVONOT. AVTo Ba eMLTpEWeL TO YP1YOpPO
TPOGOOPIoUO VEDV TANPOPOPLAOV OCPAAELNS. ZNTEITAL OO TOVG EXUYYEALOTIEG VYELOG VO AVOPEPOVY
omoteodmote mhovorloyoleves avembountes evépyetec. BA. mapdypapo 4.8 Y10 Tov TpOTO avapopis
AVETBOUNTOV EVEPYELDV.

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Yesafili 40 mg/ml gvéoipo d1dhvpa og Qroridio

2. IOIOTIKH KAI ITIOXOTIKH XYNO®EXH
1 ml evéoov dwwivpatog mepiéyel 40 mg apPepoénmc*.

"Eva prodidio mepiéyet e€aydyyto 6yko tovidyiotov 0,1 ml, mov woodvvapel pe tovAdyiotov 4 mg
apMPepoimtng. Avtd mapéyel ®PEMUN TOGOTNTA Y10 TN XOPNyNon piog povo d6ong twv 0,05 ml mwov
TEPIEYOLY 2 Mg APAIPEPCGETTNG.

*Tpwteivn 6OVINENG TOL OTOTEAEITAL OTTO TUNLOTO TOV EEOKVTTOPIKOV TEPLOYDV TV VTOJ0YEMV 1 Kot
2 tov avBpdmivov VEGF (aryyeiaxodg evoobniiarog avénTikdg Topdyoviog)

ocvvteTnypéva oto Tuipe Fe tov avBpomvov IgG1 kot Ttopackevaletol o€

K1 xottapa mobnkov kivélikov kpikntod (CHO) pe v teyvoloyia avacvvdvacpuévov DNA.

IMa tov TAnpn KaTdrhoyo TV €KOOY®V, PA. mapdypaeo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
Evéopo didAopa (evéoipo).

Awovyéc, Aypopo £mG VTOKITPIVO, 160-OGUMTIKO SIGAVLLA.

4, KAINIKEYX TIAHPO®OPIEX
4.1 OgpamevTikég gvositelg

To Yesafili evdeikvoton yia evniikovg, yo ) Oepameio

o NG VEOUYYELOKNG (LYPOD TOTOV) NAIKIOKNG EKQVAIONG TNG W)PiG KNAidag (AMD) (BA.
Tapdypoeo 5.1),

o G SoTopoyng TG 6pAcNS AOY® SVTEPOTOOOVG O1ONIOTOG TG WYPAG KNAIdAG 0d amdppaén
oAEPag Tov auePAnotpogidong (khadwkng RVO 1 kevipuig RVO) (BA. mapdypago 5.1),

. NG JTOPOYNG TNS OpaoTg AOY® S1afnTikoy odnuatog TG wypag kniidag (DME) (BA.
Tapaypoao 5.1),

. NG JTOPOYNG TN OPOOTG AOY® LVOTIKNG YOPLOEWIKNG veoayyeimong (Lomkn CNV) (BA.
Tapaypoeo 5.1).

4.2  Aocoloyio kol TpOTOG YOPNYNONS
To Yesafili tpoopiletar yio evdobahogldikn Eveon povo.

To Yesafili mpémetl va yopryeitor povo amd eE101kevUEVO 10TPO L epmelpia. 6T de&aymyn
EVOODOLOEISIKDY EVECEMV.



Aocoloyia

Yypod tomov AMD
H ocvvietdpevn d0on yio to Yesafili eivon 2 mg aplPepcéntng, mov icodvvapel pe 0,05 ml.

H Bepameia pe to Yesafili Egxiva pe pio éveon avd piva yuo Tpelg dtadoykég S00EIC. ZInv GuVEKELN
T0 pecodldotna g Bepaneiog enekteiveTal og 60O PNVEGS.

Me Bdomn tnv kpion Tov BgpAmovTa 1TPOY Yo TNV ONTIKN 0EVTNTA KA T OVOTOUIKE,
OTOTEAEGLLATAL, TO HECOJATTN A HETAED TV Bepaneidv pmopel va dratnpndei otovg d0o pRves N va
enektafel TEPIOCOTEPO, YPTOUOTOIDVTAG EVOL DOGOLOYIKO oynpa Oepameiog Kol ETEKTOONG KOTA TO
omoio T0. LEGOIUGTNLOTO TV EVESEMV avEGVOVTAL 68 2- 1| 4- gfJopad1nieg TPOCAVENTELS DOTE VL
SdtatnpnBet otabepn| otk 0EHTNTA KON TO AVOTOUIKE OTOTEAEGLOTA.

Ed&v n orttikn o&vtnto Kovr To avaTopUiKG amoTeAEcHaT EMOEV®OOVV, To LEGOSIOGTHLOTO
Oepaneiog Oa Tpémel va peimBodv avtioTolymg.

Aev vrdpyel KATO0 amTaitnon Yo Topokoiovdnen avapeoa oTig evécels. Me Bdomn v kpicn Tov
Oepamovta 1Tpod TO TPOYPOULO ETICKEYEDMV TOPOKOAOVONONG LTopel va. glvarl TTo Guyvo o Tig
EMOKEYELG TOV EVEGEDV.

Agv €yel pedemBel pecodtdotnpa Bepaneiog peyarhtepo amd t€60epig UVES 1) LUKPOTEPO OO

4 gBfdopadec avapeoa otic evéoelc (PA. mapdypopo 5.1).

Aevtepomabés oidnuo s wypas knlidos amo RVO (kladikn RVO 1 kevipikn RVO)

H ocvvictdpevn 66om yia to Yesafili givar 2 mg apiPepoéntng, mov wodvvapel pe 0,05 ml.
Metd v apywkn Eveon, 1 Bepomeia divetar avd prva. To didotnpo avapeoa oe dvo d6celg o€ Oa
TPENEL VO, €IVl PIKPOTEPO amO £va, UNval.

Ed&v n otk o&otnto Kot To. avoaTtoptkd arotelécpata dgiyvouy 6Tl 0 achevig dev enmpeleiTol amd
1 Bepamneia, To Yesafili 0o npémel va SoakdmteTon.

H punviaio Bepameio cvveyilel péypt va emrevydei  p€ylot ontikn o&HTNTA KOV va. Uy vIdpyovv
onueia evepyol dpacTnplOTTOS TNG VOG0V, MTOPEL VO YPELIGTOVV TPELS 1| TEPIGCOTEPEG OLOGOYIKES
UNVIOIEG EVEGELG.

H Oepaneio propei axorovBmg va cuveyiletar pe Eva Soc0A0yKd oynua «Bepameiog kot
eméxTaongy He Babaio avénon tov dStuotnpdtev Bepaneiog mote va dtatnpndovv otabepés ot
OTTIKEG KOU/T) Ol OVOTOHIKES TTOPALETPOL, (OGTOGO OEV VITAPYOVV ENOPKT GTOYEIR TOL V. Guvoyilovv
1 SIEPKELD OVTAOV TOV SGTNUAT®V. AV 01 OTTIKES KOU/T OVOTOUIKES TOPAUETPOL EMSEV®OOHV, TO
pecodiaotnua tng Oepaneiog Oa wpénet va perwbdei avardywg.

H mapaxorovbnon kat to npoypoppa Oepaneiog Oa npénel va kabopiletar amd to Ogpdmovta 1oTtpod
Baoel TG ATOMKNG AVTATOKPIOTG TOV acHevong.

H mapaxorovBnomn g mopeiog e vocov pnopet vo tepthapPdvetl kKAvikn e€€taom, KAViKO
EPYOOTNPLOKS 1) ATEWKOVIOTIKO EAEYYO (T.). OTTIKY| TOLOYPAPic GUVOYNG 1] PAOLOPOAYYELOYPAPIL).

Awofntiro oionuo e wypag kniidog
H ocvvietdpevn do6on yio to Yesafili eivon 2 mg apiPepcéntng, mov icodvvapel pe 0,05 ml.

H Bepameia pe to Yesafili Egxiva pe pia éveon ava piva, yio Tévie S10d0yIKEG SOGELS, KOl GTN
cuveéyela pia éveon kabe dvo pnvec.

Me Bdon tnv Kpion Tov 10Tpov GYETIKA [LE TV OTTIKN 0EVLTNTO KOVT] TO OVOTOLKE OTOTEAEGLOTAL,
TO HEGOdAGTN IO HETAED TV Bepameidv propel va doutnpnbel otovg 2 pnveg N va eEatopkevbet,
OTOG e Eva BOGOAOYIKO oynua Oepameiag Kol ETEKTACTG KOTA TO OO0 TO, LEGOJIOGTH LT TOV
Oepameidv cuvnBmg awédvovtol pe Tpocsavénon 2 efdopddwv dote va drotnpndel otabepn n



OTTIKY] 0EVTNTO KOU/T TO OVOTOUIKA AmOTEAEGHATA. Y TTAPYOVV TEPLOPIOUEVD DEDOUEVQ, Y10
dwwotpoata Bepomeiog peyodvtepa tov 4 unvov. Edv n ontikn o&btnta Ko/ To ovatopukd
amoteAéopaTa EMOEV®OOOVV, Ta pecodiactripata Oepaneiog Oa Tpémet va peuwbovv avtictoiymd.
Agv &rovv peretnfei dStootnuarta Oepameiog pikpdtepa tov 4 fdopddov petaly tov evécemv (PA.
mapaypoeo 5.1).

To mpoypoppa tapakorlovdnong Ba tpénetl va kKabopiletar and Tov Bepdmovta 1aTpo.

Edv to ontikd kon ovatopukd anotedéspoto delyvouv 0Tt 0 acBevig dev mpeleitar amd T
ovveyLopevn Bepamneia, to Yesafili Oa npémet va dtokomet.

Mowmixy yoproeidky veooyyeiwon

H ocvvictdpevn doon yo to Yesafili eivon pia epdmaé evoobarogidikn| Eveon 2 mg aplPepoéning,
mov 1oodvvapel pe 0,05 ml.

[Ipo6cbeteg 606e1g pmopovV va yopnynBovv edv 1 OTTIKY 0EVTNTO KOUT TO, OVOTOUIKG ATOTEAEGILOTA
VROJEWVOOVV OTL 1 VOG0G eMéVEL. O VITOTPOTEG Bl TPETEL VOL AVTIHETOTLOVTOL G VEEG
EKONADGELS TG VOGOV.

To mpoypoppa mapakorlovdnong o mpénet va kabopiletar and Tov Bepdmovta 1aTpo.

To didopo avapesa oe dvo d0ceLg Og Bo TPEMEL VAL Elvat LIKPOTEPO OO £Vl UNVA.

Edikoi minbvopoi

Hrmortikn n/kou veppixy dvoleitovpyia
Agv &ovv mpaypotonomOel e101kéEg LEAETEC 6€ aoBeVElg e NTOTIKN 1/KaL VEQPIKT dSLGAELTOVPYiD LUE
™V aQAMPepGENT.

Ta daBéaia dedopéva dev LTOSEIKVOOVY aVAYKN Yo TPooapoyn TG doomg pe to Yesafili 6g avtolg
Tovg aoBeveic (BA. mapdypapo 5.2).

Hlawuévos mdvOnoudos
Agv amaitodvton €101KéC pvOpicels. Yrdpyel mepropiopévn epmelpio oe acbeveic nlikiog dve tov
75 etdv pe DME.

Houdrozpirog wAnBoouog

H acpdlelo Kot 1 amoteAeoLaTikdTNTO TG APAPEPGENTNG O€ TOUdIA Ko €@riPovg dev Exouv
TekunpuwOel. Aev VIAPYEL GYETIKN XPNOT TNG APAPEPGENTNG OTOV TALIIATPIKO TANOVGUO Yia Tig
evoei&etg vypov tomov AMD, CRVO, BRVO, DME kot poomiky CNV.

Tpoémog yoprynong

O1 evOODOAOEIIIKEG EVEGELG TPETEL VO TPOLY LATOTOLOVVTOL GUUPMOVO, LE TNV KAOIEP®UEVT 1ULTPIKT
TPOKTIKT Kol TIG 16Y00Voeg kaTevhuvimpieg 0dnyieg, omd e£edtkevpévo 1oTpo e umelpia 6
deEaymyn evooiaroedkav evécemv. ['evikd, Tpénet va dtacporiletor | emapkng avarsncio kot
aonyic, CUUTEPIAOUPOVOLEVIC TNG XPNONG TOTIKOD HIKPOPLOKTOVOL EVPEDS PAGUATOC (TT.X. 10100)0G
oP1odvn epappoldpevn oto meptoehaipkd dépua, To PAEPAPO Kol TV 0OPOOAUIKY ETPAVELD).
ZUVIGTAOVTOL OTOADLOVGT] TOV XEPLAOV, LE TN d0SIKAGIN TPOETOLAGING YELPOVPYEIOV, OTOCTEPOUEVA.
YAVTLO, ATOCTEPMUEVO TESIO KOl ATOGTEP®UEVOS PAEQPOSIAGTOAENS (1] 1000VVALO).

H BeAdva g éveong mpémel va eicdyetor 3,5 — 4 mm 7ic® omd 10 GKANPOKEPATOEIEG OPLo PEGH TNV
VOAOELOIKT] KOIAOTNTA, OTOPEVYOVTOC TOV 0plLOVTIO LECTIUPPIVO KOl GTOXEVOVTOS TPOC TO KEVIPO TOV
BoAPod. Zn cuvéyetla xopnyeital o evéoyog 0ykog tov 0,05 ml. Atopopetikd onpeio Tov oKANPOH
yrova Oa Tpémet va ypnoiponoteiton otig emaxdiovbeg evécelc.



Apéomc petd tnv evooboAoEdIKT EveoT), 01 0o0gvelg TpEmeL Vo TopakoiovBovviol yio adEno g
evoopBddog Tieong. H xatdAinAn mtapokolobnon pmopel va mepiiapfavel ELeyyo e opudTmong
NG KEPOUANG TOVL OTTIKOV VELPOL 1) TovopETpnot. Edv anatteiton, O mpénet va vdpyet dtabéotpog
OTOOTEPMUEVOG EEOTAIGUOC Y10, TOPOUKEVTION.

Metd v evdoiarogldikn £veot), 6Toug acbeveig mpémel va 50000V 0d1yieg yio TV avapopd Tuyov
CUUTTOUATOV TOL UTOPEL Vo VTTOINADGVOLV evooPBaipiTida (TT.). TOVOG Tov 0PBUALLOD, EpLOPOTNTA TOV
oBaipod, potopofia, Born dpacn) ywpic kabvostépnon.

KdéBe prorido npémet va ypnoponoteiton yio ) Oeponeio evog opBaipov povo. H eEaywyn nolhanidv
d0cemVv and Eva PLaAid10 umopel va avéNncet Tov Kivouvo eToluveng Ko ETakKOA0VONG QAEYLOVIG.

To @loAid10 TEPLEYEL TEPIGTOTEPO OO T GLVIGTMUEVT 000N TV 2 Mg APAPEPGENTNG (TOV 1605V VapEl
pe 0,05 ml evéoipo ddlopa). O eEaymypog 6ykog and 1o erodidio ivol n TocoTNTO TOL UTOPEL VoL
e€ayBel amd To PraAidio Kot dev givorl avTodg ToL TPETEL va ypnoorondei 6Tto chHvord Tov. [ To
@uoAido Yesafili, o e§aydyipog 6yKkog etvar tovAdyiotov 0,1 ml. (O emumwdéov 6ykog Tpémer va
omroppinTeTOL TPLV TV £VEST TNG GUVIGTAONEVIS 0601G (PA. Tapdypapo 6.6).

H éveon 6Lhov Tov dyKov Tov Plaoidiov Ba propovoe va 0dnynoel o€ vrepdocoroyia. [a va
amopakpLvhoHV o1 puooLideg aépa pall pe TNV TEPIGCELN TOL POPUAKEVTIKOD TPOIOVTOG, TECTE APYa
T0 £UPoro €161 MGTE TO EMiNedO AKPO TOoL EUPOAOL VO EVOVYPAPLUGTEL e TN YPOUUT 00GOAOYi0G TOV
vrodekvoet 0,05 ml endvo otn ovpryya (toodvvapel pe 0,05 ml, dnA. 2 mg apPepoéntng) (BA.
apaypdeovg 4.9 kar 6.6).

Metd v éveon, kGO aypnoyLomoinTo TPOoidV TPEMEL VO UTOPPITTETOL.

INa 1o yepiopd TovV PAPROKEVTIKOD TPOIOVTOG TTPLY amd TN YopNYNon, PA. Tapdypapo 6.6.

4.3 Avrtevositeg

o Yrepevauohnoio ot SpacTiki ovcia 1 6€ KATO0 Ao To EKS0Y0 TOV AVAPEPOVTOL GTNV
TapAypoo 6.1.

o Evepyn 1 evdeydpevn o@Bodpukn 1 meplo@Bopiikn Aoipnmén.

. Evepyn coPapn evdoeBdiuia ereypovi.

4.4 E101kég TPOELOOTOU|GELS KU TPOPVAAEELS KATA TN Y p1]oN)

Iyvnlooipdtnto

[Tpokepévou va PertimBel 1 yvnAacuoTnTo TV PLOAOYIK®V QOPUUKEVTIKMV TPOIOVI®MV, TO GVOLO KoL
0 apOpOG TAPTISOG TOV YOPNYOVLEVOL (OPHAKOV TPETEL VO, KOTOYPAPETOL LIE CAPNVELOL.

Evdotahoeldikéc eviéoelc — oyetildueves avTidpdoelc

O1 ev30D0A0EOKEG EVEGELS, CUUTEPIAAUPBAVOUEVOV EKEIVOV LE OQAMPBEPTETTY], EYOVV GUOYETIOTEL e
eVOOQOOAUITION, EVOOPOAALLL. PAEYLOVT], PYLATOYEV OTOKOAANGT] TOV ap@IBANcTpoedovs, pRén Tov
apPIPANCTPOEIBOVS KOt 1TPOYEVT] TPOALHOTIKO Katappaktn (BA. Ttapdypapo 4.8). Katd ™ yoprynon
AQMPEPGETTNG, TPETEL VO, YPTGLULOTOIOVVTOL TAVTO KOATAAANAES AOTTTEC TEYVIKES EVEGNG.
Emnpocbétmg, ot acheveic Oa mpémel va mapakoiovBodvtal Katd T Sidprela tng EPOoUAdas HETH TNV
&veon TPOKEEVOL va givar duvath 1 £yKopn Bepaneio o€ mepintmon epeavions Aoipméng. Ztovg
acBeveig Oa Tpémet va 5000vv 01 yieg Yo TV avapopd xmpig kabuoTépnor, TVYOV GUUTTOUATOV TOV
pmopel va vTodNA®VOLY EVEOPOUAUITION Kol 0VTE B0 TPETEL VO AVTIUETOTIGTOVV KOUTAAATAQL.

To @loAid10 TEPLEYEL TEPIGTOTEPO OO T GLVIGTMUEVT 00T TV 2 Mg APAPEPGENTNG (TOV 1605V VapEl
pe 0,05 ml). O gmmAéov dykog Oa mpémel vo amoppipbel tpv amd ™ yoprynon (PA. mapaypdeovg 4.2
Kot 6.6.).



Avénoceic oty evdoeBdiia wicon Exovv mapatnpndei evtog 60 Aentdv amd TV evoobHOAOEDIKY EveoT),
GUUTEPIAOUPOVOUEVOV KoL TOV EVECE®V LE TNV apMPepoéntn (BA. Tapdypapo 4.8). Amorteital €101k
TpoPOAEN o€ aobevelg pe Yhaokopa Tov dev eEAEyyovTal emapkmg (Unv evéoete to Yesafili evo n
evoopOdA o tieom eivar > 30 mmHg). Xe Oleg TIC TEPIMTAOGELG, KOl 1| VOOPOGAI Tieon Kot M
OLULATMOT TNG KEPAANG TOL OTTIKOV VEVPOL TPEMEL ETOUEVAOS VAL TOPAKOAOVOOVVTOL Kot Vo EAEYyovTaL
KOTAAANAQL

Avocoyovikdtnto

KaBdg 1 aplPepoéntn eivor po Oepamentiky mpmteiv, vadpyet 1 mOovOTnTe 0VOGOYOVIKOTNTOG LE TO
Yesafili (BA. mapdypago 4.8). o pémel va divovtal 0dnyieg 6Tovg acheveic va ava@Epovy TuyoV
onueia | COLPUTTONOTO EVEOPOAALLOG PAEYLOVIGC, Y. TOVO, pToPOoPia, 1| puBpdTa, TOL OTOi0 pOopEl
Vo 0TOTEAOVV KAVIKA onpeio Tov amodidovtal o€ vrepevoicincia.

ZVOTNUOTIKEC EMOPAGELS

Metd amd evooboroedikn éveon pe avaotoreic VEGF, éxovv avapepbeil cvotnpatikég avemBounteg
gvépyeleg Tov mePAapPavouv un oeBaipicég apoppayieg kot aptnplakd Opoppoepfoiikd couPavia
KoL vdpyeL Evog BemPNTIKOG KIVEUVOG 0LTEG O EVEPYELES VO GUVOEOVTAL LE TNV avaoTol) Tov VEGE.
Yrdpyovv mepropiopéva dedopéva yia v acpdrela ot Oepancia acBevov pe CRVO, BRVO, DME 7
poonik] CNV e 16Topiko ayyElKkoD EYKEPAAKOD ETEIGOSIOV 1) TAPOSIKMVY IOYOLUIKDV EXEICOOIMV 1
EUPPAYLOTOG TOV LVOKOPSIOV EVTOC TV TPOTNYOVUEVDV 6 UNVAV. ATOLTEITOL TPOGOYT KATH T
Oepomeio oLTOV TOV 0cHEVOV.

Alo

Onwg kot pe dddeg evdovoroedikég avti-VEGF Ogpaneieg yio AMD, CRVO, BRVO, DME xat
poomkn CNV, woybovv eniong ta akdrlovba:

. H aocpddera ko n arotelecpatikotnTa TG Oepaneiog pe apAPepoéntn Kot 6Tovg S0
0pBaA LoV TavTOYpOova dev £xovv LedetnBel cuotnuatid (PA. Tapdypago 5.1). Eqv die&dyston
apotepomAcpn Bepameio TnVv 1010 ¥povikn TEPI0d0 VTO HITOPEl VoL 0ONYNOEL GE OENGT TNG
oLOTNUATIKNG EkBeoNC, OV TOAVMOG VoL AENGEL TOV KIVOLVO Y10 GUGTNHOTIKEG OVETIOVUNTEG
EVEPYELEC.

. H tavtoypovn yprion dAlov avii—VEGF mapaydviov (ayyeliakdg evoodniiokog avEntikog
TOPAYOVTOG).

Agv vrdpyovv dabEcya dedoUEVA Yo TV TAVTOYPOVT YPNON APAMPEPCENTNG e GALD OVTI—
VEGF okevdopata (GuoTpHotiKd 1 0@OaApiucd).

. O1 mapdryovteg kivdhvov mov oyetifovtar pe v avamtuén pnéng tov pedayypoov emBniiov tov
ape1pAnotpoeldodc petd amd avti-VEGF Oepancio yio vypod tomov AMD, copmepiiapupdvovv
HeyaAn /Kot vynAn amokOAANGT TOL HEAXYXPOOL EMONAIOL TOV APPPANGTPOEIGOVE.

Koatd v évapén tng Bepaneiog pe aplPepcéntn, anarteiton Tpocoyn o€ acheveig e ovTovg
TOVG TOPAyovTEC KIvOHVOD Yo prEELS TOL HeEAaYyPOOL mONAIOD TOV aAUEPBANGTPOEISOVC.

o H Bepancio mpénel va dtakdnteton o acbeveig pue pnypotoyev] amokOAANGN TOV
apuePANCTPOEdOVS 1| OTES TG W)PAS KNALdag oTadiov 3 1 4.

o 2y nepintmon poyuns Tov apeBAnotpoedone, n 66on Ba mpémet va avactalel kon 1 Oepaneio
d¢ Ba mpémet vo. apyicel EK VEOL TPV 1) pOYLT OTOKATOCTOOEL EMAPKAOG.

. H 860m 0o mpénel va avactalel kot 1 Oepaneio de Oa Tpémel va apyicel vopitepa omd v

EMOUEVT TPOYPALUATIGUEV Bepameia o8 KOTOOTAGES OTMG:
o peimon g kaAvTEPa dopbmpévng omtikng o&vtog (BVCA) katd > 30 ypappota og
ovykplon pe v tekevtaio a&loAdynon g onTikng o&0TNTag.

o VIOUEPANGTPOEISIKT aoppayio IOV EUTAEKEL TO kKeEVTIPIKO Pobpio, N edv To péyebog trng
apoppayiag eivar > 50% tng cuVOAKN G TEPLOYNS TG PAGPNG.
o H d660m Ba mpénet va avactadrel yio pio mepiodo 28 nuepdv mpwv 1 HETE 0O TPOYPOUUATIGUEVT )
dtevepynBeica evoopBdiia yeipovpyikn exéupoon.
o H apAPepoénn dev Tpénet va xpnoLOTOLEITOL KATA TN S1APKELN TNG EYKVHOGVVNG, EKTOC EGV TO

EVOEYOLEVO OPELOG VTIEPTEPEL TOV EVOEXOLEVOL KLvdUVOUL Ya To £UPpuo (BA. mapdypao 4.6).
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o O1 yuvaikeg o€ avomopoy®ytkn NAKio TPETEL VL YPNCLUOTOIOVV TOTEAEGLLOTIKY OVTIGOAANYT
Katd ™ ddpkeln g Bepaneiog Kot £ TOLAGYIOTOV 3 UVEG LETA TNV TEAELTALN EVOOVAAOEIOIKN
éveomn apMPepoémng (PA. Topdypapo 4.6).

. Yrdpyel mepropiopévn epmelpio atn Oepameia tov acbevov pe woyopikod tomov CVRO kat
BRVO. H O¢pamneia de cuviotdton og acbeveic mov Tapovstdlovy kKAvikd onpeio pn
OVOOTPEYIUNG OTMAELOG TNG OTTIKNG AEITOVPYING OO 1YL,

Ouddec 060evav e TEPLOPIGUEVH OEGOUEVO,

Yrapyer povo mepropicpévn epmeipio ot Oepomeio atopmv pe DME Adyw dafrtn tomov 1 1 og
dwPntikodvs aobeveig pe HbAlc dve tov 12% 1 pe mapaywykn stofntiky apeiBANcTpogldondadeia.

H apMPepoéntn dev éxel pehetnBel o aobeveig pe evepyéc cuotnratiKéG AOIUOEELS 1] o€ aoBEVELS e
TOVTOYPOVEG TAONGELS TOV 0POOAUDY, OTWS ATOKOAANON TOV AUPIPANGTPOEIBOVG 1 0T TNG WYPAG
KnAidoc. Aev vapyet emiong epmelpia ot Oepaneia pe apAPepcsintn o drofnticovg acheveic pe pun
gleyyopevn véptacn. Avti 1 EAAENYT SESOUEVAOV TTPETEL VOL AAUPAVETOL LTOYT ad TOV YIOTPO KOTA TN
Oepaneia TV 0cOeVOY aVTOV.

2 poorikn CNV dev vmapyet epnepia pe v apMPepoéntn ot Oepaneio un Aclotdv acbevav,
aoBevdv ot omoiot Exovv Tponyovpévmg voPAnbel og Bepaneia yio poomkny CNV kot acbevav pe

eEwPobpikéc PAaPec.

ITAnpogopiec yio ta £kdoya

AVTO TO POPLOKELTIKO TTPOIOV TTEPLEXEL MydTEPO 0td 1 mmol vatpiov (23 mg) avd povada doong, eivol
avtd mov ovopdlovpe «erevBepo vatpiovy

4.5 AMAemOpacEg pE AALO QUPUOKEVTIKA TPOTOVTA KUl AAAEG HOPPES aAANAETIOpaONG
Agev €yovv mpaypatonom el peAéTeg AAANAETOPAGEWY.

H ypnon ewtoduvopukng Oepanciog pe verteporfin (PDT) copminpopotikd otn Ogpomeio pe
apMPepoimtn dev €xel peketnOel, emopévag de punopel va tekunplodel 1o Tpoeil acEAreng TG
TPUKTIKNG OVTNC.

4.6 TovipétnTa, KUNGN KOl Yorovyia

Tvvaikec og avomopory@yikn nAkio

TIMuvaikeg o€ avoamapayykn nAKio TPETEL VO XPNOLLOTOIOVV ATOTEAEGIATIKT AVTICOAANYT KOTE TN
dwbpkera g Bepameiog kot o TOLAGYIGTOV 3 Uiveg LeTd TNV TeEhevTaio evOODOAOELOKT £vEDT
apMPepoéntng (PA. mopdypapo 4.4).

Konon

Agv vrapyovv dedopéva oYETIKA e TN (PNOT TG APAPBEPCETTNG GE £YKDOVC.
Meléteg oe (Do katédei&av epfpvotoéikotnra (PA. mapdypago 5.3).

[Map’ 6T | cvoTNHOTIKY £KOE0T LETA OO 0POAALILKT YOPTYNON EIVOL TOAD YOUNAN, 1| APAPEPGETTN
OgV TIPEMEL VOL P CLUOTOLEITOL KOTA TN SLUPKELD TNG KUNONG EKTOC EAV TO EVOEYOUEVO OQELOG VITEPTEPEL
TOL EVOEYOHEVOL KIVIVUVOL Yo TO BpEPoc.

ONnAaeUOS

Bdoetl mold meplopiopévav dedopévav Yo Tov avOpwmo, 1 aAPEPCETTN UTOPEL VO ATEKKPIVETOL GTO
avOpomivo yaro o€ younAd enineda. H apAPepoéntn givar évo peydio TpmTeivikd Hopto Kot m
TOGOTNTA TOL POAPUAKOV TOL ATOPPOPATAL OO TO VEOYVO avaUEVETAL VO gtvar 1) ELdyioTn. Ot
EMATMOGELC TNG APAPEPGENTNG 6T0 VeEOYVE/Ppépog Tov OnLalel eivan dyvmoTeg.



Zav TPOANTTIKO PETPO, 0 ONAAGLOG dEV GUVIGTATOL KOTA TNV SLAPKELN TNG YPNONG TOV APALPEPGETTT).

Tovipdémra

To amoteAéopata amd perétec o {0 e VYNAT GLGTNUATIKY £KOECT KATASEIKVOOLV OTL N
apMPepoEmTn PTOPEl VAL ETNPEAGEL OPVNTIKA TNV avOPIKT Kot Yovoukeio yovipotnta (BA.

mapdypaeo 5.3). Ot emdpaocelg avtég dev gival avOUEVOUEVES HETA aO OQOUALIKT YOPTYNOT LE TTOAD
YOUNAY cuoTnuaTikn £kBeom

4.7 Emoipacelg oty IKavOTNTo 001YN01G KOl (EPIGROV UNYUVIILATOV

H éveon pe apAfepoénn €xet pikpn emidpocn otV IKOVOTHTO 031YNONG KoL XEPLGHOD U0V LATOV
AOY® TOV SLVNTIKE TPOCOPIVAOV SATAPOYDV TNG OPACTG OV cyeTilovTon ite e TV £veon 1 LE TNV
opBoiporoywkn e&€tao. Ot acBeveic dev mpémet va 0dnyolv 1| va xepilovrorl pnyovipota HExpt m
Agrtovpyio TG OPAGNG TOVG VA 0TOKATAGTAOEL ETOPKDG.

4.8 AvemOOunteg evépysieg

20VoY™ TOV TPOQPIA acQAAELNC

"Eva 6Ovoro 3.102 acBevov amotélece tov TANOLGHO 0o@ALelng 0TS OKTD peAéteg @dong III. Metagn
avt®dv, 2.501 acbeveic vrofAndnkav oe Bepaneia pe ™ cvvictdpevn 66om TV 2 mg.

YoPapéc 0pBarpukég avemBounTeg evépyeleg 6Tov 0QBOANO VIO HEAETN oyeTILOUEVES e T dlodtKacia
g éveong eppaviotnkay og Ayotepeg amd 1 atig 1.900 evéoboroeldikég eveécelg e apAMPEPCETTY Kot
mepAApPavay TOEA®MGT], EvOOEOIAUITION, ATOKOAANOT TOV AUEPANGTPOEIOOVS, TPAVUATIKOG
KATOPPAKTNG, KATAPPAKTY, QLOPPAYIN TOL VOAOEIO0VE COUOTOC, ATOKOAANGT) TOV VOAOELBOVG
ompoToc Kot ovénuévn evéopdiia micon (PA. mapdypapo 4.4).

Ot o cvyvég Tapatnpnbeiceg avemBounTeg evépyeteg (o€ TOLVAGYLIOTOV 5% T®V acBEVAY IOV
vroPAnOnkav oe Bepancia pe apiPepoéntn) Nrav aoppayio Tov emmepukota (25%), apoppayio Tov
ape1pAnotpoetdoic (11%), peiopévn ontikr| o&utnta (11%), dhyog tov opBaiuov (10%), katapplrtng
(8%), avénuévn evoopBaiia ntieomn (8%), amokOAAN oM ToL VAAOEWOVS cOUATOS (7%) Kot eEOpd T
ToV VOLoEWOVG cmpatog (7%).

IMivokac overt@Ountov EVEPYELDY

To dedopéva AGOALELNG TOL TEPLYPAPOVTAL TAPUKAT®D TEPILAUPAVOVYV OLEG TIC AVETOVUNTES EVEPYELES
amod T1g okt pehéteg edong I otig evdei&elg vypod Tomov AMD, CRVO, BRVO, DME kot poomikn
CNV pe g0Aoyn mhovotnto oitiddous oYEoTG HE T S1dIKAciol TG EVEGNG 1 LE TO PAPLOKEVTIKO
TPOIOV.

O1 avemBounteg evépyeleg mapatiBevtal ava KoTnyopiol 0pyovikod GUGTHLOTOG KOl GUYVOTITO
cOpova pe v akoiovdn copPacn: ITodd cvyvég (= 1/10), cvyvég (= 1/100 £mg < 1/10), &yt cuyvég
(= 1/1.000 éw¢ < 1/100), ondvieg (= 1/10.000 énc < 1/1.000)

Evtog ka0e katnyopiog cuxvotnTog ELOAVIONS, Ol AVETBOUNTESG EVEPYELES TOV PAPUAKOL Tapatifevtat
katd POivovsa celpd cofapomrac.

Mivaxkag 1: ‘'OLeg or avemOOUNTES EVEPYELEG TOV QUPNEKOV 0o TN Ogpameio Tov avoPEpOnkay 6
ao0Beveic oTic perétes @aong I (ovykevipoTiKd dgdopéva TV peret@dv eaong III)



Yo Tig EvoEigelg vypov Tomov AMD, CRVO, BRVO, DME kot poomk CNV) 1 katd
TN SLEPKELN TAPAKOLOVON OGNS HETA TV KVKLOPOPIX

VOAOEWB0VG COUOTOG,
AXyog o Béom
éveong,

AloOnpa E€vov
GMUOTOC GTO PLATLOL,
Avénuévn daxpoppoua,
Oidnpa Prepapov,
Apoppayio otn 0éom
éveonge,

Ytk kepatitida,
Yrepaytio tov
EMTEPLKOTA,
Yrepopio o@Ooipov

Katnyopio/opyo . . . " . .
N IToAd ovyvég Yuyvég O ovyvég Xrdvieg
Awrtopayig YnepevarocOnoio***
IVOGOTTOLTIKOD
GUGTI|LUTOG
Awrtapayég tov | Mewopévn Poyun tov Evdopfaipitida**, Toprwon,
0p0aipov ontikn o&vnra, ULEAQLYYPOCTIKOD AmokoAAnoN T0V Tpoavpotkd
Ayoppayio Tov emBnAiov Tov ape1pAnctpoeldong, o
apeipAnctpostd apepAnctpogdonc*, Pnén KaToppakTn
ov¢, Amoko6AAnon Tov apePANoTPOESOVG, G,
Ayoppayio Tov UEAOLYXPOCTIKOD Ipitida, YoAitida,
EMMEPVKOTA, emOniiov tov Payoeditida, Ynoémoo
Akyog tov apePANGTPOELSONG, Ipwokvkiitida,
0pOaApod Ex@oMon tov ®olepdTNTES GOKOD,
apePAnoTpoeldong, "EAMeypa embniiov
Aoppayio tov TOV KEPATOELOOVG,
VOAOEWB0VG GOUOTOG, Epebiopodg oto
Kotoppdxng, onpeio g €éveong,
Kotappditng Mn pucoroykd
PAOLDITG, aicOnua otov
[Mopnvikodg 0pOaALO,
KOTAPPAKTNG, Epebiopog tov
Kartappdxng Brepdpwv,
VIOKAW10G, KIPOTEIVIKN OPiyAN»
Afpmon tov npdchiov Boddpov,
KEPOTOELSO0VG, Oidnua tov
Exdopd tov KEPUTOELDOVG
KEPOTOELDOVG,
AvEnpévn
evoopOalia Tigon,
Opaon Bopm,
E&idpopota Tov
VOAOEWB0VG GOWOTOG,
Amoko6AAnoT Tov

* Kataotdoelg yvootég og oxetilopeves pe v vypov tomov AMD. [MapatmpnOnkav povo otig LeAETEG Yo TV VYPOL

Tomov AMD.

**  Evio@Oalpitida pe OeTikr KOAEPYELD KOt apyNTIKT KOAMEPYELD
*¥*% - Avogopég vrepgvaicOnoiog cupmeprapfavopévav e£avinpatog, KVnopHo, Kvidmong Kot LEHOVOUEVOV TEPTTOCEDY
GoPop®OV AVAPLANKTIKOV / OVAPUAAKTOEODV AVTIOPACEMV.

Ieprypagn emdeyuévaov avembountwv evepyeidv

e peréteg eaong I yuo tnv vypov timov AMD, vafpe o avénon g ENImTOOoNG TG Aoppayiog
TOV EMMEPVKOTO 68 acbeveig mov AdpuPavay avti-Opoupotikovg mapdyovtes. Avti 1 avEnuévn




eninTmon Nrov Topopoln PeTall Tov achevav mov Bepoamevovtay pe pavipmi{ovpdpn Kot
apMPepcémntn.

Apmnpraxd OpopPoepporuct eneicodio (ATEs) givar avembounteg evépyeieg mov oyetiCovol duvnTikd
Le T ovotnpoTikn avaotoAr Tov VEGFE. Yzrdpyet Oempnricog kivovuvog aptnplakdv
OpopPoepPolK®dV EMEIGOFIMV, CUUTEPILALBOVOUEVOD TOV OYYELOKOD EYKEPOAIKOD ETELGOSI0V KOl
EUPPAYLOTOG TOV LVOKOPIIOV HETA TNV EVOOVOAOELDIKN YopnyNon avactoréwv tov VEGF.

e KhMvikég doxipég pe apPepoéntn oe acbevelg ue AMD, DME, RVO «ot poomikny CNV, éyet
moapatnpnOet o xapnin cuyvotnto apmplokodv Opopfospforikmdv enelcodimv. ['a dleg Tig evdeiles,
dev mapatnpnOnie afloonueimt Slopopa aVAIESH GTIG OUAOEG TTOL BgpamedTNKAY LE APAPEPGETT
KOl OTIG OvVTIoTOLYEG OUADES GVYKPLIONG.

Onwmg kot pe 0Aeg T1c Bepanevtikég mpoTeives, vITapyeL THAVOTNTA Yo avocoyovikoTnta e To Yesafili.

Avo@opd TOavoA0YOOUEVMV OVETIOVUNTOV EVEPYELDV

H avapopd mBoavoroyobpevov avemBOUNT®V EVEPYELOV LETA OO TN XOPNYNOT| AOEL0G KLUKAO(POPIOG
TOV POPUOKEVLTIKOV TPoidvToc elvan onuavtiky. Empénet tn cuveyn mapakoiovdnon tng oyéong
0PEALOVC-KIVODVOL TOV QOPLOKEVTIKOD TPOTOVTOG. ZNTEITOL OO TOVG EMAYYELLOTIEG VYEING VO
AvOQEPOVY 0TTOEGONTOTE THAVOLOYOVLLEVES OVETIOVUNTEG EVEPYELEG LECH TOV £BVIKOD GUGTILOTOG
avaopds mov avaypapetor oto Hopdptnua V.

4.9 Yrnepdoocolroyia

2115 KMVIKEG SOKIUES, Ypnoipomomnkay 600elg mg Kot 4 mg og Pnvioio LEGOSIOCTILLATO, KOl
VIAPEAV LEPOVMUEVEG TEPITTMGELS VIEPOOGOAOYING e 8 mg.

H vrepdocoroyia pe avénuévo dyko Eveong pmopel va avénoet v evooeOdiia tigor. Zuvenms, oe
nepintmon VIePdocoLOYinG, TPEMEL VO Tapakorovdeitarl 1 evoopOaia wieon Kat, dv KpiveTal
amapaitnTo omd o Bepdmova wTpo, va Eekiva emapkng Bepameio (BA. mapdypapo 6.6).

5. DAPMAKOAOI'IKEX IAIOTHTEXZ

51 ®@appokodvvapkig 1016TNTES

Dappaxobepomevtinn katryopic: OEOOALOAOYIKE / OVTIOYYELOYEVETIKOL TAPAYOVTES
Kmdikog ATC: SO1LAOS

To Yesafili givor flo-opogidég pappakentikd mpoidv. Aentopepeic mAnpoopiec eivar dtobéoipeg otov
dkrvoko tomo Tov Evponaikod Opyaviopod dappdkov http:/www.ema.europa.cu.

H apMBepoéntn givar pio avacuvovaopévn Tpoteivn chvinéng mov anoteAeiton amd TUNOTA TOV
eEOKVTTAPIKOV TEPLOYDV TV VITodoYEwv 1 Kot 2 tov avOpamivov VEGF cuviemyuéva oto tuqua Fe
Tov avOpomivov IgGl.

H apMPepoénn mapackevdletar oe K1 kdttapa wobnkdv kivélikov kpikntov (CHO) pe v
teyvoroyia avacuvdvacpévovr DNA.

H apMPepoéntn dpa oG dStoAvTOg «IapamhavnTikosy vodoyéag tov deouevel tov VEGF-A kot PIGF
HE VYNAGTEPT] GLYYEVELN OTO O,TL 0L PLGIKOTL TOVC VITOSOYEIG Kl UTOPEL LLe TOV TPOTTO AVTO VoL
OVAGTEIAEL TI) GUVOEGT] KOl EVEPYOTOINGT] OLTAV T®V GLYYEVOY vTodoyémv VEGF.



Mnyovioude dpbong

O ayyelokog evéotniakoc avénticog mapdyovrag A (VEGF-A) kot o mAakovvtiokdg avEntikog
napayovrtag (PIGF) etvan pédn g owkoyévelog VEGF ayyeloyevetikmv mapaydviov mov uropohv va,
dpPOLV OC 16YVPOT LITOYOVOL, YNUEIOTAKTIKOT TAPAYOVTES KO TOPAYOVTES OYYELOKNG SLOTEPAUTOTITAS Y1o!
ta evooOniaxd kottapa. O VEGF dpa pécw dHo vrodoyxéwv tupoosvikig kvdone, VEGFR-1 kot
VEGFR-2, ov givor mapovieg oty empavela tov evoodniakov kuttdpov. O PIGF cuvdéetan poévo
otov VEGFR-1, o onoiog etvan eniong mtapadv otnyv emipdvela Tov Asvkokuttdpwyv. H extetapévn
gvepyomoinom avt®dv TV vrodoyéwv and tov VEGF-A uropel va €yl og amotéhesa taboroykn
veoayyeiwon kot vrepPoAikn ayyewxn dwumepatotnta. O PIGF pmopet va €xetl cuvepywn dpdon pe tov
VEGF-A c¢ avtég T1g diepyacisg kot €ival Emiong yvooTtd OTL TPOAYEL TN AELKOKLTTOPIKY Ot dnon Tov
1OTMV KOL TV OYYELOKT] QAEYLOVT.

DopLoKodVVOLLKES ETOPACELC

Yypod tomov AMD

H vypod thmov AMD yapaktnpileton and taboroyikn yoprogidikn veoayyeiowon (CNV). Awppon
aipatog kot vypob amd v CNV pmopel va tpokarécel Tayvvon Tov auEPANGTPOELSOVG 1 0ldN
1/Ko VTO-/EVEOOUPIBANGTPOELIIKT OLLOPPOYIQ, LE UTOTEAEGLO TNV OTOAELD OTTIKNG OEVTITOG.

Xe aoBeveig mov vofAnOnkav oe Oepaneio pe apAiPepoéntn (Hio EVEST AVE UNVE Y10 TPELG SLAOOYIKOVG
UVES KoL 6T GUVEXELD pio EveoT kAOe 2 UMVECG), 1 TAYLVGN TOL KEVTPOL TOL UUPLPATGTPOELOOVG
[CRT] peiddnie cvvtopa petd v évapén g Bepomeiog ko emiong peiddnie to péco péyedoc g
BAGPNg CNV, anoteléopata Ta omoio gival ovTioTowyo e EKEIVA TOL TOPATNPOVVTOL LUE TN
pavipmoopdfn 0,5 mg unviaiog.

2 peiétn VIEW1 napatnpndnkav péoeg pewmoelg oto CRT oty ontikn topoypagio cuvoyng (OCT)
(- 130 kot - 129 micron v gfdopdda 52 ya tnv opdda g apAPepocntng 2 mg Kabe dvo Pves Kot
™V opdda g pavipmiovpaunng 0,5 mg kabe uiva, avtiotorya). Exiong oto ypovikd onpeio tov

52 gfdopddmv, ot perétn VIEW2 napatnpnionkav péceg peidoel oto CRT pe Baon 1o OCT (- 149
kot - 139 micron yuo Tig opddec peAéc s apAiPepoéntng 2 mg kibe S0 UNVES Kot TG
pavipmoopdfng 0,5 mg kabe urva, avtictoya). H peiwon tov peyéBovg g CNV ko 1 peiowon tov
CRT yevikd diotnpfidnkav 6to de0TEPO £T0G TOV HEAETAOV.

H perém ALTAIR d1e&nyOn o lanwveg acBeveig ympig mponyodpevn Oepamentiky aywyn yo v
VYpoL TOHmoV AMD kot £6e1ée mapopota amoteAécpata e Tig peaéteg VIEW, ypnoipuonowwvrag 3
apyKéG unviaieg evéoelg apMPepoimtng 2 mg, akolovBovLEVEG 0o Lo EVEST HETA amd 2 UVEG KoL
ovveyilovtog e Eva S0G0A0YIKO GynLo Oepameiog Kol ETEKTAONG LE LETAPANTE LEGOSIOGTI AT
Oepaneiog (Tpocappoyég ava 2 efoopddes 1 4 fOoUAdES) HEYPL TO HEYIOTO HEGOIACT LA TOV

16 gfdouddmv cOpemva e ta Tpokadopiopéva kptnpla. Xtnv efdopada 52, viMp&av HEGES LEIDCELG
070 ayY0g Tov KeVTPKOL apePAnctpogdovg (CRT) pe fdon to OCT oand - 134,4 kot - 126,1 micron
yioL TV opada TV 2 BSOUAS®mV TPOGUPLOYNG KL OVTIGTOLO Y10 TV opdda TV 4 fdouddmv
npocapuoyns. H avaroyio tov aclevav yopic vypo pe faon to OCT v gfdoudda 52 firav 68,3% Kot
69,1% oTtig opadeg 2 kou 4 efdopadwv mpocappoyng avtictorya. H peimon tov CRT yevikd
dtotnpnOnke ota 600 BepamevTikd okEAN KaTd TO deVTEPO £T0C TG nerétng ALTAIR.

H perétn ARIES oyedidotnke yio va S1pgLVIGEL T1 UN-KOTOTEPOTNTO TOV SOGOAOYIKOD GYNILOTOG
Oepoameiog kot emékToomg Yo TV apAiPepoéntn 2 mg, 1o onoio Eekivnoe ApEcmG HETA and TN XopnyNomn
3 apyK®V UNVioiov EVEGEMV Kol LL0G ETOUEVNG EVEOTG LETA amd 2 UVEG, EVAVTL TOV J0GOA0YIKOV
oynuatog Bepameiog Ko ETEKTACTG TOL EEKivioe HETA amd To TpdTO £T0G Bepameiag. o acbeveig mov
yperdotnkav Bepameio ocvyvotepn and kabe 8 efdondades (QS8), yio TovAdyIGTOV [id POPE KOTA TN
dwbpkera g perétng, o CRT mopépeve vynrotepo, ahdd n péon peiwon tov CRT and v évapén
€mc v efdopdda 104 fitav - 160,4 micron, mtapdpota pe ekeivn tov acBevov mov érafav Oepaneia ava
8 efoopddeg (Q8) N oe AydTEPO GLYVE Sl0GTHLOTA.



Aevteporabés oidnua s wypas knlidos aro CRVO ko1 BRVO

2wv CRVO ka1 BRVO, napovcidletot ioyoption Tov ap@ifAnctpoeldong 1 omoio Evepyonolel TNV
anerevBépwon VEGF mov pe ™) ogpd tov amoctadeponolel Tic opytég GUVOEGELS KOt TPOAYEL TOV
ToALOTTAAGIOG O TV evooOnAakadv kuttdpwv. H viepékppacn tov VEGF oyetiletan pe tn Adon tov
OLLATOOUPIPANGTPOEISIKOD PPAYLLOV, TNV AVENUEV OyYELOKT SLOTEPATHTNTO., OIOTIOL TOV
apEIPANCTPOEd0DS Ko ETTAOKEG T VEONYYEION.

e aoBeveig mov vofANOnKav og Oepaneia e 6 cuveydueveg unviaieg evéoelc apAPepoéntng 2 mg,
TapoTNPNONKE L0l GUVEXNG, YPYOPN KOL IGYVPN AVOTOMUIKY] 0VTOTOKPIon (OTmG LeTprOnKe amo
Beltuwoeig oto péco CRT). Katd v efdopdda 24, | peiowon tov CRT v otatiotikd avatepn o€
avtifeon pe v opdda eréyyov kot otic Tpelg peréteg (COPERNICUS yuo tnv CRVO: - 457 évavtl

- 145 micron, GALILEO ywo nv CRVO: - 449 évavtt - 169 micron, VIBRANT yio nv BRVO: - 280
évavtt - 128 micron). Avti 1 peiwon amd v opykn tipuq oto CRT dratnpnbnke péxpt o téA0G g
KkéOe peréng v efdopdda 100 otnv COPERNICUS, v gfdopdda 76 otnv GALILEO xot v
gBdopdda 52 otnv VIBRANT.

Aofnriro oidnua e wypag kniivag

To dapntikd oidnpa g @ypdsg knAidagc, eival erakorovdo g dtapntikng apeipinotposidonddeiog
Kot yapaktnpileton amd avEnpévn ayyelodamepatdra Kot BAABN ota TpLyoedn Tov
apPIPANCTPOEIOVG, 1) OTOl0 UTOPEL VOL EYEL OG ATMOTELEGHLO TNV ATMAELN OTTIKNG OEVTNTOC.

e aoBeveig mov vofAnOnKav og Oepaneia pe apAPepséntn, n TAEOVOTITA TOV 0Toi®V Kabopiotnke
ot giyav dapntn tomov 11, mapatnpnOnke cdviopa petd v Evapén g Bepameiog ypnyopn Kol oyvpn
avtamokpion mg wpog T popeoroyio (CRT, DRSS erninedo).

11 peréteg VIVIDPME an VISTAPME 6 ac0eveic mov AapBavay Ospaneio ue apiPepointn oe
GUYKPLON UE TNV Opada eAEyyov Aéep mapotnpONKe 0L GTOTIGTIKG GNUOVTIKOTEPT LECT] LEI®ON GTO
CRT and v apykr| Ty kotd v efdopdda 52, n omoia ftav - 192,4 xou - 183,1 micron yio tig
opadeg g apMpPepoéntng 2Q8 Kot - 66,2 kot - 73,3 micron Yo 11 OpAdEG EAEYYOL, avtioTotya. Katd
v gfdopada 100, n peiwon dwatnpndnke pe - 195,8 kot - 191,1 micron yia t1g opddeg TG
apMBepoéntng 2Q8 kot - 85,7 kat - 83,9 micron Y10 Ti¢ opddeg eréyyov, otig peréteg VIVIDPME oy
VISTAPME gvtictorya.

Mua Behtioon > 2 Prudrov oto DRSS a&oloynOnke pe mpokabopispévo tpomo otig VIVIDPME o
VISTAPME, H khipaka DRSS frav Babporoynoiun oto 73,7% twv acevav otnv VIVIDPME ko 610
98,3% 1oV achevdv oty VISTAPME, Kotd tnv eBdopdda 52, 27,7% kot 29,1% tmv opddov tng
apMPepoéntng 2Q8, kot 7,5% ko 14,3% tov opddwv eréyyxov mapovciacav po fertioon > 2 fnudtov
oto DRSS. Katd v efdopdda 100, Ta avtictorya mocostd ntav 32,6% kot 37,1% tomv opddmv g
apMPepcéntng 2Q8 kot 8,2% kot 15,6% tov opddmv eAEyyov.

H perém VIOLET cuvékpive tpio S10QOPETIKA SOGOAOYIKA GYNILOTA TNG APAPEPGETTNG 2 Mg Yid, TN
Oepoameio Tov Alapnticod Ownpatog e Qypag Kniidog, petd and tovddyiotov Evav ypovo Bepameiog
pe otafepd pecodiactnpata, Katd tov onoio 1 Oepaneia Eexivnoe pe 5 dadoykég pnviaieg 600e1g
akolovBovpeveg amd yoprynon kabe 2 pnveg. Tnv efdopdda 52 kai tnv efdopdada 100 g peréne,
dNAadn To devTEPO KO TO TPito £T0G Oepameing, ot péseg aArayég oto CRT ftav KAVIKA TapOUOLES Yo
ta docoroykd oynuata Bepameio ko enékraon (2T&E), pro re nata (2PRN) ko1 2Q8, avtictoyo, - 2,1,
2,2 xon - 18,8 micron v gfdopdda 52 ko 2,3, - 13,9 ko - 15,5 micron v fdopdadoe 100.

Movwmikh yopioeldikn veoayyeiwon

H pvomr yoploedkn veoayyeiowon (pvomikn CNV) anotekel cuyvn oartio amdAE0G TG OPAONG OE
EVIAIKEG pe TaBoA0YIKT] LUOTIO. AVOTTOGGETOL MG UNYAVIGUOC ETOVAMOTG TPOVLATOG LETA O PNEELS
g nepPpavng tov Bruch kot avtimpocsmnedel To To ameNTIKO Yio. TV 0pact cOuUPape GtV
TaoA0YIKY LT,

e aoBeveig mov vofAnOnkav oe Oepaneia pe apAiPepoéntn otn perétn MYRROR (pia éveon
yopnyoduevn katd v vapén tng Bepomeiag, e TpOGOETEG EVEGELG XOPNYOVLEVES GE TEPITTMON

EMUOVNG 1 LTOTPOTNG TG VOG0V), To CRT petmOnke chvropa petd tnv Evapén g Bepaneiog vaep g
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apMPepcéntng Kot TV efdopada 24 (79 micron kor 4 micron yio TNV opudda Oepaneiog pe
aeMPepcéntn 2 mg kot TV opdda eEAEYYOL, avtioTotya) Kot dtotnphinke péxpt v efdoudda 48.
Eniong peiddnke to péco péyebog e PAdpng CNV.

KAwikn omoTeAec uoTikOTNTO KoL 0GQAAELD,

Yypod tomov AMD

H aopddeia ka1 arotelecpatikotnTa e apiPepcéntng aloloynnkay 6g 300 TLYOOTOINUEVEG,
TOAVKEVTPIKEG, OUTAA-TUPAEC, EAEYYOUEVEG LE VTTAPYOVGO EVEPYO Bepameia peléteg oe aobeveig e
vypov tomov AMD (VIEW1 ka1 VIEW?2) pe éva odvoro 2.412 acBevav vropAndnkav oe Bepomeio kot
Nrav a&lohoynoipot yio aroteleopatikotnta (1.817 pe v apAifepcséntn). Ot nhikieg 1oV aobevav
Kopaivovtay amd 49 émg 99 etdv pe Eva PEGO Opo NAKiog To. 76 £11). Xe avTég TIG KAMVIKEG LEAETEG,
nepimov 1o 89% (1.616/1.817) twv acbevadv mov tuyotomomOnkay o Oepaneio pe apMPepoéntn fTov
nikiog 65 etmdv N peyokvtepor Ko mepinov to 63% (1.139/1.817) rav nhikiog 75 e1®dv 1 peyorvtepot.
e kd0e perétn, ot acbeveig TuyoomomOniay pe avaroyio 1:1:1:1 o€ 1 amd 4 docoroyd oynuoTo:

1)  Ao¢MPepoéntn 2 mg, yopnyovpevn kabe 8 efdopddes Petd amd 3 apytkes pnviaieg S0GELS
(apAPepoénn 2Q8),

2)  AopMPepciémtn 2 mg, yopnyoOuevn kdOe 4 efdopddeg (apPepoinm 2Q4),

3)  AoMPepoénn 0,5 mg, yopryoduevn kabe 4 efdopnadeg (apriBepoéntn 0,5Q4) kot

4)  poviumZovpudpn 0,5 mg, yopnyodpuevn kdbe 4 efoopadeg (pavipmioopdapn 0,5Q4).

270 de0TEPO £T0G TOV HEAETAOV, 01 0GHEVEIG GUVENIGAV TNV OPYIKT TUYOLOTOINUEVT] dOOT OAAG e
TPOTOTOUNUEVO SOGOAOYIKO Gy KOBOONYOOUEVO OO TNV EKTIUNGT TOV OTTIKAOV KO TOV OVATOUIKOV
amoteAecpdT@V, e Péyloto Kabopllopevo and 1o TpOTOKOAAO S0GOAOYIKO HEGOSIAGTN LN

12 gfdopddomv.

Kot o115 600 peréteg, To KHPLO KATAANKTIKO GNUELD ATOTEAEGLOATIKOTITOG TTOV 1] OVOAOYi TV
acBevav oty opdda TpmTokOALOL (Per Protocol Set) mov dtatpnoav tnv 0pact), OnAndr| OTOAELL
Myotepav and 15 ypoppdtov onTikig o&0TnTag Katd TV eBdopndda 52 amd TNV apytkn Ty.

2t perétn VIEWI, katd v efdopdda 52, 1o 95,1% twv acbevav oty opdda apiiPepcsintng 2Q8
datpnoav v 6pacn, o€ oVYKpLon e T0 94,4% tov acbevadv otnv opddo pavipmlovudapng 0,5Q4.
2t perétn VIEW2, katd v efdopdada 52, 1o 95,6% twv acbevdv oty opdda apiiPepointng 2Q8
datpnoav v 6pacn og cOyKplon pe to 94,4% tov acbevav oty opndda pavipmiovpdpng 0,5Q4.
Kot otig dvo peréteg n apAifepoéntn katadeiydnie 0Tt glvar pn KoT®TEPT KO KAVIKG 1GOSVVOUT e
v opdda pavipmovpdpng 0,5Q4.

Agntopepn amoteléopata ond T GUVOVAGHEVT] OVAAVCT] KoL TOV dV0 HEAETOV TaPOLGLALOVTOL GTOV
MMivoka 2 kot oto Zynua 1 mopakdto

Mivoxog 2: ExPaceis amotelecpatikétnTog Kot TNV €fdopnada 52 (kvpra avédivon) Kol Kotd Ty
£pdopada 96, cuvdvacuéve dedopsva amo tig peréteg VIEW1 ko VIEW2D

"ExBaon AoMBepointy 2Q8 P Povipmovndpn 0,5Q4

OOTELEGRLATIKOT TG (apMPepoéntn 2 mg kdOe 8 efdopddeg (pavipmloopdpn 0,5 mg kdbe
petd amd 3 apykés pnviaieg dOGELS) 4 eBdopnadeq)

(N=607) (N =595)

EBdopdda 52 EBdopdda 96 EBdopdda 52 EBdopdda 96

Mécoc aplBudg evésewmv 7,6 11,2 12,3 16,5

Méoog apbpog evécemv 49 47

amo efdopddeg 52 wg 96 ’ ’

Avaroyio acOevov pe

< 15 ypéppata andrsia 95,33%" 92,42% 94,42% 91,60%

and v apywn tipn (PPS

A))

Awgopé D 0,9% 0,8%

(95% CIV (-1,7,3,5™ (-2,3,3.8)%
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"ExBaon AoMBepointy 2Q8 P Poviumioondapn 0,5Q4

OTOTELEGPLATIKOTITOG (apAPepoéntn 2 mg kbe 8 efdopddeg (pavipmoopdpn 0,5 mg kébe
HeTd amd 3 apykég pnviaieg dOGELS) 4 gPfdopadeq)

(N=607) (N =595)

EBdopdda 52 EBdopdda 96 EBdoudda 52 EBdopdda 96

Méon petaforn oty

BCVA 6nwg petpndnke pe

™ Poduotoyin 8,40 7,62 8,74 7,89

AVOYVOPIONG YPOUUUATOV ’ ’ i ’

ETDRS # ané tv apyiky

Tm

Awpopd otov néco ot

uébodo LS A (ypéppota -0,32 -0,25

ETDRS) D (- 1,87, 1,23) (- 1,98, 1,49)

(95% CD»

Avoloyio acBevov pe

> 15 ypappota k€pdog amd 30,97% 33,44% 32,44% 31,60%

TNV OpYIKN TN

Awgopd. " -1,5% 1,8%

(95% D™ (- 6,8,3,8) (-3,5,7,1)

A) BCVA: Best Corrected Visual Acuity (Kalbtepo Stopfmpévn ontiki o&0tnro)
ETDRS: Early Treatment Diabetic Retinopathy Study (Me\étn mpdiung avtipetdniong mg StapnTikng
apePAnotpoedonddeiag)
LS: Méoog ot pébodo tov elayiotov tetpaydvav (Least Square) mapaydpevog péow ANCOVA (Avdivon g
GUVILOKOULOVOTC)
PPS: Per Protocol Set
B Full Analysis Set (FAS — IIAnpng opdda avdivong), Last Observation Carried Forward (LOCF — Awc&aywyf tekevtaiog
TOPOTNPNONG) Yo OAEG TIG AVAADOELG EKTOC amd TNV avaloyio TV acbevdv mov dtatipnoay v ontiky o&HTnTa Kotd TV
gPfdopada 52, n onoia givor 1 opdda TpwtokdAAov (PPS)
D H Sagopé stvor n tipn tg opddog apABepoéng peiov thv tium g opddog povipmiovpdfng. Mio Ogtiky Ty guvoet v
apMPepoéntn
A Abotnpa epmictocvvng (Confidence interval — CI) vrodoy{OUeEVO PEGH KOVOVIKNG TPOGEYYIONG
E) Metd v évapén g Oepameiog pe tpeig pnviaisg 86ceig
) 'Bva Stdotpa epmotochvg mov Ppicketon €€ 0AokANpov Téve amd - 10% LIodeIkviEL U KOTOTEPOTNTA TNG
apAMPepointng @G Tpog T povipmiovpdpn

Méon perafoin otnv otk 0EVTNTA 0TO TNV APk Ty péxpr v efodopdda 96 yia
70 ovvdvacpéva ogdopéva amd Tic perétes View 1 kon View 2

Xynpa 1:

=
T

° ¢ o & s s ge-e
_"_".."‘L—:_I_—I-—l-—l‘-—l

(ypéppara)

w
T

ﬂ fi? L 'l i L L 'l i L i i 1 L 'l i 1 L L i 1 i i 1 L ]

4 8B 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 J2 Vo 80 B4 BE 92 96

Méon petafoAn aTnv ok o§uTnTa

Epdopadeg

—a— AoMiBepoémmn 2 mg Q8 - Pavipmdoupépn 0,5 mg
epSopadeg Q4 epdopdadeg

21 cvvdvacpévn avaivon tov dedopévov tov peietav VIEW1 kot VIEW2, n apiPepoéntn
KOTESEIEE KMVIKG OMUOVTIKEG LETAPOAEG OO TNV OPYIKN TIUT 6TO TPOKAOOPIGHEVO dEVTEPEVOV
KATOANKTIKO onueio anoteleopatikdmrag ovueova pe to National Eye Institute Visual Function
Questionnaire (NEI VFQ-25, Epotuatordyio Agitovpyiog tng Opaong tov EOvikod OpOaipoioyikon
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Ivetitovtov twv H.IT.A)), ympic kKAvikd onuavtikéc dtopopéc otn povipmlovpdfn. To péyebog avtmv
TOV PETAROADY NTOV TOPOLOL0 LLE EKEIVO TOL TOPATNPEITAL OTIC ONUOGIEVUEVEG LEAETES KOl TO OTO10
avtiotoyel og avénon kotd 15 ypappoto oty KApoko «kaAdvtepa S1opfmpuévng ontiknig o&0TnTog)
(BCVA).

270 de0TEPO £T0G TOV PEAETADV, 1] ATOTELEGLOTIKOTNTO dlatnprOnKe yevika kaBoAn ) Sidpkeia g
pedéng (tedevtaiog agloAdynong) kotd v fdopndda 96 kot yio to 2% - 4% tov aclevov
amortOnkay OAEC o1 eVEGEIC o€ punviaia Baor, Evod yia To €va Tpito TV acbevov amartinke
TOVAGYIOTOV [0 EVECT] LLE LECOIAOTNO BEpameiog LOVO Eva Unva.

Ot pewwoelg ot péon éxtaon e CNV ftav eppaveic oe OAeG TIG 50G0A0YIKEG OUAdES Kal OTIC dVO
pelétec.

Ta amOTEAEGLOTO ATOTEAEGLATIKOTNTOG GE OAEG TIG AELOAOYNGIUES VITOOUAOES (T.). NALKia, OO, QLAY
OpYIKN T OTtTIKAG o&vTNTOC, TOTOG PAGPNC, néyebog PAAPNC) oe KAbe peAétn Kot 6T GUVOLOCUEVN
avGALoM NTOV AVAAOYW LLE TO, ATOTEAEGLOTO GTOVG GUVOAKOVS TANOVGHOVG.

H ALTAIR fjtav pio ToADKEVTPIKT], TUYALOTOINHUEVT, OVOIKTHG EMOTIUAVONG LEAET 96 efdopddwv og
247 larwveg aobeveic xopic Tponyovpuevn BepamenTikny aymyn yio Ty vypod Tomov AMD, 1 omoia
OYEOIAGTNKE Y10l VO AELOAOYNGEL TIV OMOTEAECUATIKOTNTO KO TV 0CQAAELD TNG APAPEPCETTNG
aKoAovBdvTog dV0 dopopeTikd pecodlacTinaTa Tpocapproyns (2 efdouddes kot 4 efdopndadec) pe Eva
d0G0A0YIKO oyfuo Bepomeiog Kot ETEKTAONG.

Olot ot acbBeveic Elafov pnviaieg d0oeis apAPepointng 2 mg yia 3 uiveg, akolovBovpeveg omd o
éveon Petd amd SraoTnra TV 2 unvav. v efdoudda 16, ov acbeveig tuyotomombnkay 1:1 og dvo
Oepoamevtikég opddeg: 1) Oepomeia kot eméktaom pe apAPepcséntn e 2 BSopAdES TPOSUPLOYNG KoL 2)
Oepaneio kKo eméktaon pe apAPepointn pe 4 efdonddeg mpocapuoyns. H eméktaon 1 ehayiotonoinon
TOV HEGOOIOGTNUATOC TNG Deparmeing amopacioTnKe te BAoT TO OTTIKG KO/ AVOTOKE KPLTHPLOL 10V
glyav op1oTEl 6TO TPMTOKOALO pE Eva PEYIOTO peGoddoTnua Oeparneiog Twv 16 fdopddmv Kot yia Tig
dvo opddec.

To kvp1o KoToAnNKTiKd onpeio amotelecpaTkdT oS NTav 1 Héon petaforn oty Kiipoko BCVA ond
™V apyikn Tipn oty efdopndda 52. Ta devuTepoyevn KATAANKTIKA OMUEIN ATOTEAECLOTIKOTNTOS TV 1
avaroylo Tov acBevdv mov dev Exacav > 15 yphupata kot 1 avaroyio tov acdevav Tov kEpdioav
TovAdyiotov 15 ypauuata otny kKiipoka BCVA and v apyikn tiun oty gfdopada 52.

Katd v efdopdda 52, o1 acBeveic oto okélog g Oepanciog kot eméktacng pe Tig 2 efdopddeg
TPOGUPLOYNG KEPOITAV £va LEGO TOV 9 YPAUUATOV OO TV apyLKN T 68 COYKPLoN LE To

8,4 ypappato yio v opdda Tev 4 efdopddmv npocappoyng [LS péon dtapopd ota ypappata (95%
CI): - 0,4 (- 3,8, 3,0), ANCOVA]. H avaroyio tov acBevav mov dev £acav > 15 ypappata og 6060
Oepamevticd okéAn NTav mapodpota (96,7% oty opdda tv 2 gfdopddwv kot 95,9% oty opdda

4 gfdopadmv mpocapproync). H avoroyia tov acbevov mov képdioav >15 ypdupota oty efdopdada 52
nrav 32,5% oty opdda tov 2 gfdopddmv mpocappoyns kot 30,9% oty oudda tov 4 efdouddnv
npocoppoyne. H avaroyio tov acbevav mov enéktevay to pecodidotnpa g Bepaneiog Toug og

12 gBdopddec | mapambve Ntav 42,3% oty opdda tov 2 gfdouddwv tpocappoyng kot 49,6% otnv
opdda tov 4 efdouddmv Tposappoyns. Emmiéov, otnv opddo tav 4 fSopddov mpocapproyns to
40,7% 10V acBevdv ékavav enékTaot TV pecodtactnudtov oe 16 efdopdades. Katd v televtaia
emiokeyn €mg tnv gfdopdda 52, to 56,8% kar 57,8% v acbevav oTig opddes Twv 2 gfdopddwmv Kot
4 gfdonadmv TPOCUPUOYNG OVTIGTOLYA, EIYAV TPOYPOUUATICUEVT] TNV ETOLEVT EVEGT GE £V,
pecodidotnpa 12 fdopddmv M Kot TopaTave.

Koatd 10 0e01Ep0 £T0G TNG LEAETNG, 1] ATTOTEAEGLLOTIKOTITO, YEVIKA dtatnprOnke péypt kot tnv teAgvtaio
a&loloynon v efoopdda 96, e péon Pedtioon otny 6paom N otk 0EVTNTA OO TV APYIKN
emiokeyn 7,6 ypoppdTmv yio v opddo Twv 2 efdopddnv mpocapproyns Kot 6,1 ypappdtoy yio my
opada Tov 4 gfdopdadmv mpocappoyns. H avaroyio twv acBevdv mov enéKTeVOV TO HECOOIAGTI LA TG
Oepaneiog Tovg og 12 gfdouddeg N Topamdve nTav 56,9% yio v opddo Tov 2 fSopadmv
Tpocappoyng kat 60,2% yio v opdda tov 4 gfdouddwv mpocsapuoyne. Katd v televtaio emiokeym
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7pwv oo v gfdopada 96, to 64,9% kar 61,2% tv acHevodv 6TIG OpAdEG TV 2 EBSOUAd®V Kot

4 gfdopadmv TPOCUPUOYNG OVTIGTOLYO, EIYAV TPOYPOUUUATICUEVT] TNV ETOLEVT] EVECT GE £Va,
pecodidotnpa 12 efdopddmv 1 kot Tapandve. Koatd tn didpkeio tov dgvtepov Etovg Bepaneiog, ol
aoBeveig oTig opadec TV 2 efdopadmv kat 4 gfdopadmv Tpocapuoyns Elafav Katd péco 6po 3,6 Kot
3,7 evéoelg, avtiotoya. Katd m didpkeio g detovg Bepanevtikig teptodov ot acbeveic Elafov katd
péco 6po 10,4 evéoelc.

Ta OTTIKA KOl GLUGTNLUKE TPOPIA AGPAAEING T)TOV TOPOUOLOL LE TNV OTOTEAECUATIKOTNTO TTOV
napotnpnOnke otig facikéc peréteg VIEW1 ko VIEW2.

H ARIES ftav pio moAVKEVTPIKTY, TUYOLOTOMUEVT], AVOLYTNG EMCTIUAVONG, ELEYXOUEVT LE EVEPYO
QappaKo perétn ddpkelag 104 efdonadmv, e 269 acbeveic pe vypod Tomov AMD yia v onoia dev
elyav AaPet Oepaneia. H pelétn oxedrdotnke yio va SIEPELVNGEL TN UN-KOTMOTEPOTNTO OGOV APOPE TNV
OTOTEAECULATIKOTNTO KAODS Kot TNV 0CQAIAELN TOV S0GOA0YIKOD GYNLOTOG Bepaneiog Kot ETEKTAONGS, TO
omoio Eexivnoe petd and 3 dradoyikég unviaieg d06e1g 0KoAOVOOVEVEG Ao [io EVECT) LETA OO

2 pMveg Evavti Tov 0060 0YIKOD GYNHOTOG Depaneiog Kot ETEKTAOTG OV EEKivnoe PHETd 0o TO TPMOTO
étog Oepanciog.

H pelém ARIES Siepedvnoe eniong 10 1060616 TV 060evadv mov ypeldotKray Oepameio cuyvotepn
a6 kabe 8 efdopddes pe faon v amod@acn Tov gpguvnTh. Ao Tovg 269 acbeveis, 62 acbeveig
Elafav ocuyvotepn dOGT, TOLAGYICTOV pia POpA Katd T dtdpkela TG HeAEne. Ot acBeveig avtol
mapépevay otn pekétn kot Elafav Bepaneio cOpemva pe ) PEATIOTN KAviKN Kpiom Tov gpguvnn,
oAAG Oy cuyvoTEpa 0o K0OE 4 gfdouddec, Kot Ta pesodlacThaTo BEpOmEING TOVG HTOPOVCAY VO
ToPaTafovV Kot TIAL 0T cLVEYELDL. META TV AmOPACT Yo Uy VOTEPT Bepamneio, TO LEGOSIATTN L
Oepameiog NTov katd péco 6po 6,1 efdopddec. Tnv EBSondda 104, n BCVA ftov younAdtepn og
acOeveig mov ypeldoTnKay T EVIOTIKN Bepameia, TOVAGYIGTOV pia POpA KT TN SIEPKELN TNG HEAETNG,
o€ oVYKplon He acbeveig mov dev ypetdotnkay Kot 1 péon oadriayn oty BCVA oo v évapén €oc 1o
TEAOG NG HeAETng NTav + 2,3 + 15,6 ypdppota. Meta&d tov acBevav mov vrofAndnkay og wo cuyvn
Oepameia, To 85,5% datrpnoe v 6pacn, dniadr| £xace Ayodtepa amd 15 yphupata kot to 19,4%
képdioe 15 M mepiocotepa ypappata. To Tpogid aopdrelng Tov acbevadv mov vrofAndnkay ce
Oepameio mo cvyvn and kabe 8 efdopnades, NTav cuykpico pe To dedopéva acpdieiog Twv VIEW 1
kot VIEW 2.

Aevtepomabés oidnua g wypds knlidog amo CRVO

H aopddera kot 1 arotelecpatikotnTa e apAPepcéntng aloloynnkay 6e 600 TLYOOTOINUEVEG,
TOAVKEVTPIKEG, OUTAA-TUPAEC, EAEYYOUEVEG UE EIKOVIKT Oepameia pedétec o€ acbeveig pe devtepomadég
oidnpa g oypag kniidag and CRVO (COPERNICUS ka1 GALILEO) pe évo chvoro 358 acOevav
vroPAnOnkav o Oepaneio kot Ty aE0AOYNGILOL Yo TV amoTteAespaTikOT T (217 pe
apPepoéntn). O nhikies Tov acdevov Kopaivovtav and 22 £0¢ 89 etmv pe éva péco 6po nAkiog

64 etdv. Z1igc CRVO peréteg, mepimov 1o 52% (112/217) tov acbevdv mov tuyotonotdnkay e v
apMPepointn Nrav nikiog 65 €@V 1| peyorkvtepot kot nepimov to 18% (38/217) frav 75 etdv i
peyoivtepot. Kot otig dvo peréteg, ot acbeveic ToyoaromomOnkayv pe ovaioyia 3:2 gite og 2 mg
apMPepcéntng yopnyovueva kabe 4 efdopadeg (2Q4) eite oty opdada eAEYYOL OOV EAUPOV EIKOVIKEG
gvéoelg Kabe 4 efOoNAdES Yio Eva GUVOLO 6 EVEGEMV.

Metd amd 6 cuveyopeves unviaieg evécelc, ol aobeveig EAafav Bepameio povo gdv TAnpovoay
Tpokafopiopéva KpLThpla emavoyoprynons g Oepomeiog, extog and Tovg acbeveic 6Ny opdda
eréyyov g perétng GALILEO, ot omoiot cuvéyicav va AapPavouy IKoViKEG EVEGELS LEYPL TNV
eBdopdda 52. Metd and avtd 0 Ypovikd onueio, 6Aot o1 acbeveic mov BepamedTnKay TANPOHGAV
TpoKabopiGuéva KpLTHPLOL.

Ko o115 600 peLéTeg, TO KOPLO KOTOANKTIKO GUEID AMOTEAECUATIKOTITOG )TOV TO TOGOGTO TMV
acBevdv Tov KEpoloav TovAdyiotov 15 ypaupata otnv BCVA koatd v efdoudda 24 o cuykpion e
™V apyikn Tipn. Mo Sgutepebovoa PETAPANTY OTOTEAEGHATIKOTNTOG TAV 1) HETAPOAN OTNV OTTIKY|
o&umta katd v efdopdda 24 o€ GUYKPIOT LE TNV OPYLKT] TLUT.



H dwopopd petal&d tov opddmv Oepameiog fTav GTATIGTIKA GTIUOVTIKN VIEP TNG APAPEPGETTNG KO OTIG
dvo peréteg. H péyiotn Pertimon oy ontikn o&0tnta emtedyOnke otovg 3 punveg pe enakoiovdn
o100epOmOiNoN WG TPOG TNV ONTIKY 0EHTNTA KOL MG TPOG TO KEVIPIKO TTAYOG TOL AUPLPANGTPOEBODS
péypt toug 6 punves. H otatiotikd onpavtikn dtapopd dtatnpndnke péxpt tnv efdopdda 52.

Agmtopepn amoteAéoHOT O TNV OVAALGT Kol TV dV0 peletdv mapovoidlovtot otov [Tivaka 3 kot
670 ZyNUa 2 TOPOKATO.



IMivaxag 3: ExBaceig amoteleopotikoTnTog Katd TV fdondda 24, efoondada 52 kar efdopada 76/100 (mhiipng avarvon dedopivov LOCFD) otic peléteg

COPERNICUS kot GALILEO
ExBéoeig COPERNICUS GALILEO
‘f”mgmcl“"m 24 pdonadeg 52 ¢pdonadeg 100 epdopadeg 24 pdonadeg 52 ¢pdonadeg 76 cpdonadeg
étnrog . -
AoMmPepoént | Opada | AphmPepoén | Opada | ApPepoémtn gg" aj&)’ AgpMBepoén | Opada | AphmPepotin gglai(:) ApMPepoén | Opada
12 mg Q4 ghéyyov ™2 mg ehéyyov® 2 mg "QE, ™m2mgQ4 | ehéyyov ™ 2 mg N 1)(68 m?2mg |eléyypov?
(N=114) | N=T3) | N=114) | N=73) | N=114) | (o0 | (N=103) | (N=68) | (N=103) : (N=103) | (N=68)

Avoloyio
acBevav pe
képdog > 15

A 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
YPGppaTO
opaong omd v
apykn Tpn
§fg"glg§gg 44,8% 25,9% 26,7% 38,3% 27,9% (13,0, 28,0%
(95‘3/ %1) (33,0, 56,6) (11,8,40,1) (13,1,40,3) (24,4, 52,1) 42,7) (13,3, 42,6)
Tluflop p <0,0001 p =0,0006 p =0,0003 p <0,0001 p =0,0004 p =0,0004
Méon petaforn
omv BCVAD
OTm®G HeTprOnke
pe m
Babuoroyia 17,3 -4,0 16,2 13,0 18,0 16,9 3.8 13,7 6,2
avayvHpIonG (12,8) (18,0) a74) | >8A7D (17,7) LSATD 1 o) |33 AAD L (147 (18,1) (17.8) (17,7)
YPOUUATOV
ETDRS" ané
NV GPYIKN T
(SD)
Awpopd otov
“Zg;’s‘gm 21,7 12,7 11,8 14,7 13,2 7.6
ESA’F’A’E) (95% (17,4, 26,0) (7,7, 17,7) (6,7, 17,0) (10,8, 18,7) (8,2,18,2) (2,1,13,1)
cn ¢ p <0,0001 p <0,0001 p <0,0001 p <0,0001 p <0,0001 p=0,0070
Ty p

A H Sogopd eivar n T g opddag aphpepoéntng 2 mg otig efdouddeg Q4 peiov Ty T g opddog eEréyyov
B) Atapopd kot Stéotnua epmicetocvvng (CI) vroroyilovton pe ypron g dokyrg Cochran-Mantel-Haenszel (CMH) npocappocpévn yio nepoyr] (Apeptkn} £vovTt Tov VIOAOUTOL KOGHOL Y10 THV
COPERNICUS xot Evpédnn évavtt Aciag/Eipnvikod yio tyv GALILEO) kot katnyopio apykig T BCVA (> 20/200 kot < 20/200)
D BCVA: Best Corrected Visual Acuity (Katbtepo StopOopévn ontiky o&otnta)
ETDRS: Early Treatment Diabetic Retinopathy Study (MeAétn npdiung aviipetdmiong g dwefntikng opepinotpoidonddeiac)
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LOCEF: Last Observation Carried Forward (Ae&oyoyn tekevtaiog Tapatipnong)

SD: Standard deviation (Tvmiky amdxiion)

LS: Méoog ot pébodo tov erayiotmv tetpaymveov (Least Square) andé ANCOVA

A Awpopéd 6tov péco ot pédodo tmv elayictov teTpaydvev kat Stdotnuo epmotosivng (CI) pe Paon £va poviého ANCOVA ue mopdyovieg thv opdda Oepamneiog, thv mepoyn (AUepiky] vavTl Tov
voAomov kocpov yo Ty COPERNICUS kot Evpdnn évavtt Aciog/Eipnvikod yio tnv GALILEO) kot katnyopio apytkng tiumg BCVA (> 20/200 ko < 20/200)

E) ¥ perétn COPERNICUS, ot ac0eveig otny opddo Aéyyov propovcov vo AdBovy aprBepcéntn avaloya e Tig avayKeg TOUG He cuXVOTNTO uéxpt kot KGBe 4 eBSopddeg katd ) Sidpkeia g
mePLodov amd v efdopdada 24 £wg v efdopdda 52+ ot acbeveic eiyav emokéyelg kabe 4 efdopddec.

9 ¥ perétn COPERNICUS, ot acfeveic 1660 6tnv opdde eAéyyov 660 kot othv opdda apiBepcéntng 2 mg éAapav apMPepcéntn 2 mg aviloyo Le TG aVEYKES TOVG HE GLYXVOTNTO, LEYPL Kot KEOE
4 efdopades Eekvavtag amd v efdopdda 52 £mg v efdopdda 96° o1 acbeveig elyov VTOYPEWMTIKES TPLUNVIOIES EMCKEYELS, OAANL LTOPOVGAV VO £XOVV EMICKEWELS AKOUN KOL [LE CLYXVOTNTO KAOE

4 efdopddeg eav IOV AmAPAiTNTO.

2 Zan perém GALILEO, ot acfeveic 1660 otnv opdda eléyyov 660 kot otny opdda aprPepoéntng 2 mg shaBav apMPepctntn 2 mg avaloyo pe Tig aviykeg Toug kade 8 efdouadeg EgkvavTag amd
v gfdoudda 52 éwg v efdopada 68 o1 acbeveic eiyav vroypewtikég kKabe 8 gfdopades.
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Tyqpa 2:

Méon perafoAl oTnv oTrTIKA 0§UTNTA

Méon peraBoAn oTnV oTrTIKA 0§UTNTA

(vpéppara)

(vpéppara)

Méon petapolr}, amwd v apyk) Ty g v fdopdda 76/100, oty omrTuki
ovtnta Katd opdda Oepansiog yio Tig peréteg COPERNICUS ko GALILEO
(TMpnS avaivon ded0puEvmV)

COPERNICUS
0 - 3
+17,3
15
+13,0
: PRN pe
10 Zmeep’)n PRN pe pnvidia EKTETAPEVQ
pnviaia HECOBIOOTAATY pecodlooTANATA
Sogoloyia . TapakoAoubnong
5 TapakoAoubnong
& +15
]
g o OO | -4,0
T 0 4 812 16 20 M4 28 32 36 40 44 48 52 56 60 64 68 72 76 B0 84 88 92 96100
EBdopdadeg
20 & : GALILEO
+18,0
i
15 - s
o PRN pe +13,7
ok ZTa8E0N  \ pRN e pnvidia EKTETANEVA
Hviaia = egodiaoTApaTa HeoodiaoTApaTa
SoooAoyia ' TapakoAolBnong mapakoAoUBnong 62
5 133 ’
]
o b & & 3 3 3 3 32 3 83 3 3 3 4
]
i
5 = s
0 4 8 1216 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76
EBdopdadeg
—a&— A@AiBepoétrtn 2 mg —a— Opada eAéyyou

»  YmodnAwvel Tnv aAAayn Tng opddag eAéyxou og PRN Beparreia pe apAifepaém 2 mg

¥t pehétn GALILEO, 10 86,4% (n = 89) tng opddag apiiPepoéntng kot 10 79,4% (n = 54) g
£KOVIKT S opadag etyav apdtmon CRVO g apyn . Katd v efdopdda 24, avt) frav 91,8%
(n = 89) oty opdda apiPepoinng kot 85,5% (n = 47) otnv gkovikn opudda. AvTtég ol avoroyieg
StTnpnOnkav xatd v efdopdda 76 pe 84,3% (n = 75) omv opdda apriPepcénng kot 84,0%

(n = 42) oty €1KOVIKT OpHAdaL.

>t peaétn COPERNICUS, 10 67,5% (n = 77) g opddog aprPepcséntng Kot to 68,5% (n = 50) g
gcovikn|g opadag etyav apdtmon CRVO g apykn tun. Katd my efdopdda 24, avt) frav 87,4%
(n = 90) otV opdda aprPepcsénng Kot 58,6% (n = 34) oty eikovikn opdda. AvTég ol avaAoyieg
SrnpnOnkav katd v efdopdda 100 pe 76,8% (n = 76) oty opdda aprPepcséntne Kot 78%

(n = 39) oty govikn opdda. Ot acBeveic 6TV €uKOVIKT opdda giyav TV ETA0YN va Adfovv
apMPepoéntn omd v gfdopdda 24.
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H evepyetikn enidpaon g Oepaneiog pe apMPepcéntn ot Aettovpyia TG OPACNG HTOV TOPOLOL
OTIG VTOOUAdES TV a60evdV KaTd TV Evapén, IE KOAT KOl U1 KoAY opdtomon apeiBAnotpogtdoic.
O emdpdoeic g Oepaneiog e OAeg TIG AELOAOYNGILEG VTOOUASES (T NALKiA, GOAO, PUAT, OPYIKY|
TN OTTIKNG 0EVTNTOC, KATACTACT odTong aupiBAncTpoedode, dibpkeia CRVO) ce kdbe pelém
NTAV YEVIKA COUO®VA LE TO OMOTEAECLLATO, TOV GCLVOAK®OV TANBUGUOV.

211 cuvdvacpévn avaivon tov dedopévev tov pedet®v GALILEO kot COPERNICUS, n
aQMPBePGETTN £0€1EE KAIVIKG ONUOVTIKEG OAAAYEG GE GYECT LE TIG OPYIKEG TIUEG Evapéng 6TO
TPoKaHOPIGUEVO JEVTEPEVOV KATAANKTIKO GNUEID OTOTEAEGHATIKOTITAG OV OTOTEAOVGE TO
gpompatoAdylo tov EBvikod Opbaipoloyikov Ivetitovtov Onticig Asttovpyiag (NEI VFQ-25). To
péyeboc avT®V TOV 0ALAY®OV NTOV TAPOUOLO HE EKEIVO TOV TOPOVGLALETOL OTIG ONUOCIEVUEVEG LEAETES
Kot To omoio avtioTolyel og avénomn katd 15 ypapupoto otnv KAlpoka «KoADTEPQ SLOPOMUEVIG OTTTIKNG
o&vtnragy (BCVA).

Aevtepomabes oidnua s wypag knlidog oxo BRVO

H acpddeio kot 1 amoTeAeGLOTIKOTNTO TG APAPEPTETTNG 0EIOAOYNONKAV GE L0 TUYOOTOMUEVT],
TOAVKEVIPIKY], SITAN-TUQAY], EAEYXOLEVT LE EIKOVIKT Oepameio peAétn o acbeveic pe devtepomadég
oidnpa g oypds knAidag amd BRVO (VIBRANT) nov cuumeptidpupove nui-kevpikn andepocn mg
apepAnotpoetdiknig eAEPac. Zuvolikd 181 acbeveic vroPAnOnkav oe Bepameio ko a&loloyndOnkov
v v amoteheopoatikotTa (91 pe aplPepcénn). Ot nhikieg Towv acbevdv kopaivovtay omd 42 mg
94 etdv pe éva péco 6po niikiag 65 etdv. Xt BRVO pelétn, nepinov to 58% (53/91) tov acbevav
TOL TVYOOTOMONKAY [E TV aPAPepTEnTN NTaY NAkiog 65 eTdv 1| peyakvtepot Ko mepimov to 23%
(21/91) Rrav 75 etdv 1 peyardtepot. Zn peAéTn, ol aobeveig TuyotomomOnkay pe avoroyia 1:1, gite
o€ opada 2 mg apliPepointng yopnyovpeva kabe 8 efdonddec axorovddvtag 6 apyikés pnviaieg
gvéoelg, N o€ opdda potornéiog Aélep yopnyovuevn otny apyikn eniokeymn (opdado eréyyov Aéilep).
Ot acBeveic oty opdada eAéyyov Aéilep pmopovcsav va Adfovv emmpocdetn potomn&io Aélep
(ovoudletan «Bepameio didcmong pe Aélep») oty opyn g efdopddag 12, pe to Aydtepo Sdotnua
avaueoa otig Oepomeieg 12 gfdopadec. Me Pdaon ta tpokabopicuéva kpitipuo, ot acbeveic oty
opada pe Aéilep pmopovoav va Aafovv Bepaneio Sidicwong pe apAPepoéntn 2 mg and v
eBoopada 24 pe yoprynon kade 4 efdopadeg yio 3 pveg kot okorlovBwg kabe 8 efdonades.

¥t perétn VIBRANT, 10 Tpmtedov KATUANKTIKO ONLEI0 OMOTEAEGUATIKOTITAS NTOV TO TOGOGTO TMOV
acBevav mov kEpSIGav TovAdyiotov 15 ypdppata otnv BCVA katd v efdopdda 24 6e cOyKpion pe
TNV apyIKn 0paoT] Kot 1) Opdda TG apAPepoEntng NTav avAdTePN Tng opLddog eAéyyov Aéilep.

"Eva. 6evutepehov KaTOANKTIKO GNUEID OMOTELEGUATIKOTNTOC )TV 1) LETOPOAN GTNV OTTTIK 0EVTNTA
Katd TV efoopdda 24 cg chHYKPIoT LE TNV OPYLKN TN, 1| OTOL0 )TOV CTATICTIKA GTUOVTIKN VIEP TNG
apMBepoéntng ot pedétn VIBRANT. H mopeia g ontikig Bertioong tav paydaio Kol EQTace T
UEYIOTN TN GTOVG 3 UNVEG HE SLOTNPNOT| TV UTOTEAESUATOV HEXPL TO uiva 12.

Ytnv opdda tov Aéilep, 67 acbeveic Elafav Oepaneia Siilcwong pe apPepoéntn pe voapén v
eBoopada 24 (Opdda e éyyov pe gvepyn Bepameio/ apAifepoéntn 2 mg) pe anotérespa PeAtioong

GTNV OTTIKY 0ELTNTA TEPIMOL 5 ypdppata amd v efdopdda 24 £wg 52.

Agntopepn amotelécpata and v avaivon g perétns VIBRANT napovcidlovtor otov [Tivaxa 4
Kol 670 Zynpo 3 TopokiTo.
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Mivaxag 4: ExPacelg amoteheopatikdOTNTOS KOTA TNV foopdda 24 ko efdopdda 52 (mipng
avaivon ogdopévov LOCF) ot perétn VIBRANT

Expacerg VIBRANT

OMOTEAEGPOTIKOTT 24 gfdopnadeg 52 efdopadeg

TS AopMPepointn Evepyog opdada AoMBepointn Evepyég opdada
2 mg Q4 (A&lep) 2 mg Q8 (M&rlep)/Aphpepos
N=91) (IN=90) N=91)" a2 mg®

(N=90)

Avaroyio Tov

acBevov pe > 15

ypappato kKEPSog 52,7% 26,7% 57,1% 41,1%

amo TV OPYIKN TN

(%)

Ztafpopévn 26,6% 16,2%

Sopopd 4B (%)

(95% CI) (13,0, 40,1) (2,0, 30,5)

Twn p p =0,0003 p=0,0296

Méon petafoin

otmv BCVA 6nag

petpronke pe m

Babuporoyia 17,0 6,9 17,1 12,2

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

ypappdtov ETDRS

amo TV OPYIKN TN

(SD)

Awgopd otov PHEGo 10,5 5,2

ot pébodo LS A1

(95% CI) (7,1, 14,0) (1,7, 8,7)

Tum p p <0,0001 p =0,0035%9

A H Srapopd eivon 1 Tiun g opddog apMPepoéntng 2 mg otig efdopddeg Q4 peiov v Tiun g opddag eléyyov Aéilep
B) Atogopé kar 95% (CI) vroroyilovtar pe xprion g Sokiung Mantel-Haenszel mpocappocpévn yia meptoyr (Apepikt

évavtt lamoviag) kat katnyopio apykng tiung BCVA (> 20/200 ko < 20/200)
D LS: péon Sragopd kar 95% CI Baoet Tov povrélov ANCOVA pe v opdda Oepomneiog, kotnyopio apyucrg tiung BCVA
(>20/200 xou <20/200) ko weproyn (Nt Apepiny Evavrt lotwviog) og otabepés emdpaoels kot apykn Tiun BCVA og

GUUUETAPANTT.

& Ao v eBSopdda 24 n Bepomeio pe TNy opdda Ogpaneiag g apMPepcinng napatddnke Yo 6A0VG Tovg 0cdeveic omd

4 gBdopades oe 8 efdonadeg péxpt v efdopddo 48.

E) Katé v évapén g efdopddag 24 ot acbeveic otnv opddo Adilep pmopovsav va AdBouvy Oepansio Siécwong pe
apMPepoEnTN €AV LIPYE TOVAGYLOTOV £Va TPOKAOOPIGUEVO KPLTHPLO EMAOYNG. ATt TO GVUVOAO, 67 acbeveic oe avth TNV
opdda érafov Oepaneio Stcmong pe aphPepoéntn. To otadepd docoroykd oyfua dStiomong pe apiifepoéntm ftov 3
popég apMPepoéntn 2 mg kdbe 4 gfdonadeg akorovbovuevo and evéoelg kabe 8 efdopades.

¥ Ovopaotikn Ty p
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Yyqpe 3:  Méon petapori] oto BCVA 6nwg petp|Onke aré ETDRS BaBpoiroyia ypappdtmv
Kot v efdopdda 52 otn perétn VIBRANT

VIBRANT
+17,0

20

+17,1
15

+12,2
10

Méon petafoAnl atnv oTrTIki o§UTNnTA
(vpdppara)

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

4—— A@MiBepaémtn 2 mg e— Oupada EAéyxou Aéilep

O apBpog Tov acbevav pe KaAn apdTmon, Katd Ty évapén e HEAETNG, Tov Eekivoay aywyn LE
apMPepoéntn 1 pwtonnéio Aéilep nrav 60% ko 68% avtictorya. Kotd v efdopdda 24 avtég ot
avoroyieg Ntav 80% kot 67% avtictotyo. ZTnv opdda pe v aprPepcéntn n avoroyio TV acdevov
He a1paTmon dtatnpnonke puéxpt v fdopada 52. Ty opdda Aélep, 6mov ot acbeveig mAnpovoay
Ta kpurnpuo. va AaPovuv Ogpamneio dSiicwong pe apAPepcséntn and v fdopdda 24, n avaroyio Tov
acBevdv pe apdrmon avéndnke oto 78% katd v efdondada 52.

Awofntino oionuo. e wypog KnAdog

H acpddein kot omoteAecpatikdTTa TG apAPEPGENTNG aloAoynOnKkay g VO TLYULOTOIUEVEG,
TOAVKEVTPIKEG, SUTAG-TUOAEG, evepyd eleyydueveg ueléteg o acBeveic ue DME (VIVIDPME kan
VISTAPME) "Eva chvoro 862 acbevdv ot onoiot vrofAfdnkay oe Oepancio kot fjrav a&lohoyfoipot
Y10, ATOTELEGLOTIKOTNTA Ol 576 TuyatomomOnkov pe v apiiPepcsémtn. O nikieg tov ocdevmv
Kopaivovtay amod 23 éwg 87 etdv pe éva péco Opo nAikiag 63 etdv. Xtig DME peAétec, mepinov to
47% (268/576) tov acbevdv Tov TuYaoTOMONKAY PE TV aQAPEPGETTN NTA NAKIOG 65 TV 1
peyoardtepot kon tepimov to 9% (52/576) rav 75 etdv N peyardtepotl. H mhetovomta twv acbevaov
Kot 6TIG dvo peréteg elyav Atafntn tomov II.

Kot otig 600 peréteg, o1 acbeveig ToyotomomOniay pe avaroyia 1:1:1 og 1 and 3 docoroyika

oyNuoTaL

1)  A¢MPepoéntn 2 mg, yopnyovpeva kabe 8 efdopdoes Petd amd S apyikéc unviaies evEcelg
(apMPepoénn 2Q8),

2)  AgMPepoéntn 2 mg, yopnyovpeva Kabe 4 efdopddes (apiPepoéntn 2Q4) ko

3)  Oortomnéio pe Aéllep ™ wypas Kniidog (evepyn opdda eAEYYOV).

Hexwvovtag amd v efdoudda 24, ot acbeveic mov mAnpovcav Evav TpokabopicUEVO 0Vd0 OTMAELNG
g 6paong Nrav emAésiot va Adfovv tpodcsbetn Bepaneia: o1 aobeveig oty opdda TG
apMBepcéntng umopovoay vo Adfouvv Aélep kal ot acbeveic otnv opdda EAEYYOV uropovoay v
AGPovv apliPepoéntn.

Kot 6115 600 peréTeg, To KOPLO KOTOANKTIKO OTUEID OMOTEAEGUOTIKOTNTOG NTAV 1) HECT LETOPOAN
Katd Vv gfdopdda 52 g kaAvtepa dopBovduevng dpacng (BCVA) amd v apyikn tiun Kot ot 500
opadeg g apMpPepoéntng 2Q8 kot apiPepoéntng 2Q4 anodeiybnkov GTATIGTIKA ONUOVTIKEG KoL
NTOV OVOTEPES OC TPOS TNV OUASA EAEYYOVL. AVTO TO dpelog droTnpnOnie péypt v efdopdda 100.

Aemtopepf| amoteléopota omd v aviivon tov peketdv VIVIDPME ko VISTAPME rapovcialovat
otov [livaxa 5 kot oto Zynpa 4 TapakdTo.
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Mivaxog 5: EKBaoelc amoteleopnatikoTnTog KOTO TNV £Pdopdda 52 ko efdopade 100 (mifpns avérvon dedopévov LOCF) otig pehéreg VIVIDPME ko
VISTAPME

Expaoceg VIVIDPME VISTAPME

0mOTELECATL 52 eBoopdadeg 100 cpdopdadeg 52 gBdopadeg 100 £Bdonddeg

KomrTs Yrapyo Yrapyo

Ynapyov voa Ynapyov Voo
AohBepoin | ApMPepoé | oa AophPepoé evepyos | AoMpepcé | AphPepos | oa AohPepos | ApmPepoé | evepyog
™m i mg Tt 2 mg gvepyog m‘rl 2 mg ™ 2 mg Q4 Oepamei nTTL 2 mg Tt 2 mg gvepyog rml 2 mg it 2 mg Oepamei
Q8 Q4 Oepancia | Q8 ~ o Q8 Q4 Oepaneia | Q8 Q4 o
(N=135) (N=136) (A&rlep) (N =135) (N=136) (A&lkep) | N=151) (N =154) (A&lkep) | N=151) (N=154) (A&lep)
(N=132) (N=13 (N=154) N=15
2) 4)

ApMBepotn

Méon
petafoin otnv
BCVA 6nwmg
petpniOnke pe
TOV TivaKo 10,7 10,5 1,2 9,4 11,4 0,7 10,7 12,5 0,2 11,1 11,5 0,9
AVaYVOPLoNG
YPOUUATOV
ETDRS E ano
TNV OpYK TN

Awpopd ctov
péco ot 9,1 9,3 8,2 10,7 10,45 12,19 10,1 10,6

ué0odo LS BLE (6,3,11,8) (6,5, 12,0) (5,2,11,3) (7,6, 13,8) (7,7, 13,2) (9,4, 15,0) (7,0,13,3) | (7,1, 14,2)
(97,5% CI)

Avoloyio Tov
acfevav pe

> 15 ypappota 33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
KEPOOG amd TNV
OpYLKT TN

Sradpopévn 24% 23% 19,0% 26,1% 23% 34% 20,1% 25,8%
Stapopé, AT (13,5,34,9) | (12,6,33,9) (8,0,29.9) | (14.8,37.5) (13,5,33,1) | (24,1,44,4) (9,6, 30,6) (15,1,
(97,5% CI) 36,6)

A Metd v évopén g Oepanciog pe 5 pmviaieg evécelg

B O péoog LS kou 1o CI pe Baon éva poviého ANCOVA pe tn pétpnon apyikng g BCVA wg cuppetapinti ko mapdyovra yio v opdda Oepaneios. Emmpootétmg, n mepoyn (Evpdan/Avetporio
£vavtt lomoviog) copnepafednke wg mapdyovag yio thv VIVIDPME kat 1o 16T0p1td epepdypatog tov pookapdiov (MI) kovy ayyeiokod eyke@atikod encicodiov (CVA) wg mapiyovtag yio, tThv
VISTAPME

I'H S1apopé eivon 1 opddo tng apABepointng peiov v opdda vrdpyovcog evepyod Bepanciog (AMilep)
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A H Sopopd pe 1o didotnua eumiotocvvig (CI) kot 1o otatiotikd heyyo vroloyileton pe ypron evog oyfuatog otdduiong katd Mantel-Haenszel mpocappocpévo kotd neproyn (Evpdnn/Avetporio
gvavtt lomoviog) yua v VIVIDPME i 101pikd 1610p1d epgpéypatog tov pookapdiov (MI) 1 ayysiokod eykepoiicod encicodiov (CVA) yio thv VISTAPME

EBCVA: Best Corrected Visual Acuity (KaAvtepa Stopdmpévn ontict] o&btnta)

ETDRS: Early Treatment Diabetic Retinopathy Study (Melétn Tpdiung aviipetdnions g SoPnTikng apeipAnctpoedonddeiag),

LOCF: Last Observation Carried Forward (AweEoymyn tekevtaiog Topatipnong)

LS: Méoog ot pébodo tov eayictov tetpaydvev (Least Square) mapaydpevog pécw ANCOVA

CL: Confidence interval (AiGotpo epmioTocvvng)
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Yynpa 4:  Méon petapforn oty BCVA 6mtog petpnOnke pe tov wivaka avayvopiong
ypappdtov ETDRS ané tnv apyuc Tipn péypr v efdopada 100 otig peréteg
VIVID"ME xou VISTAPME

+11,4
+9,4

Méon petafoAn otnv oTrTIKA 0§UTNTA
(vpappara)

EBdopddeg
15~ VISTA

+11,5
+11,1

Méon petafoAn otnv omTikR o§uTNTA
(vpappara)

EBdopddeg

— A(pAlBs:pos'TrTn 2mg Q8 —a— AQAIBepoETrTn 2 mg Q4 eBSopAdES
€pdopadeg —o@— Evepyog opdda (Aéilep)

O1 emdpdoeig g Oepanciog oTig a&loAOYNOIEG VITOOUASES (TT.). NALKio, VA0, PLAN, APYIKT TN
HbAlc, apywm Ty ontikng o&vtnrtag, mponyovuevn avti-VEGF Oepancia) og kdbe pehétn kot ot
GUVOVOAGUEVT] OVIAVGT) NTOV YEVIKG GOUPOVES E TOL OTOTEAEGLOTO GTOVG GUVOAIKOUS TANOLGLOVG.

Yrig peréteg VIVIDPME won VISTAPME, 36 (9%) ko 197 (43%) acbeveic Ehapav mponyoduevn avri-
VEGF 0¢pomneia, avtiotorya, pe 3-unvn 1 peyaddtepn mepiodo Ekmivong. Ot emdpacels g
Bepamneiog oty vVToopdda TV achevdv ot omoiot iyav mponyovpEvmg AdPetl Oepameia pe Evav
avactoréa Tov VEGF fitav mapopoteg pe exeiveg mov mapatnpnonkoy ce acbeveic ol omoiot dgv
glyav mponyovpuévac Aapet Oepaneia pe Evav avactoréa VEGF.

AocbBeveic pe appotepomievpn vooo Nrav enthé€pot yia va Adpovv avti-VEGF Beponeia otov dAho
0POOAUS TOVG £GV aTO KpvdTaY avaykeio amd tov wtpd. Xn pekétn VISTAPME, 217 (70,7%)
aoBeveig g apMPepoénng ELaPav apUPOTEPOTAEVPEG EVEGELG APMPBEPCETTNG UEXPL TNV

gBdopada 100, evd ot pedétn VIVIDPME, 97 (35,8%) acheveic g aplPepointng ElaBav
dwpopetikn ovti-VEGF Oepancio otov GAA0 0@OoAO TOVG.

M ave&aptnm ovykprtikh perétn (DRCR.net Protocol T) ékave yprion evoc evEAIKTOV OGOAOYIKOD
GYNUOTOG LE BACT avaTnpd KpLTnpla erovaAnyg Oepaneiog kaboptlopeva and To amoTeAESHATA TG
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g&étaong OCT ko v 6pact. Xtnv oudda Oepanciog pe apiPepoéntn (n = 224) v gfdopdda 52,
oVTO TO SOGOAOYIKO GYNHA 00NYNGE G ATOTELESUA O 0o0gvelg va AapPdvouy Eva péco 6po

9,2 gvéoelg, mov etvor mapopoto pe tov aptiud yoprynong d6cemv otnv opdda apiipepcséntng 2Q8
onic neréteg VIVIDPME wan VISTAPME, 4mov cuvolikd 1 amotedespotucdtnto tg Oepaneiog oty
opdda Bepameiog pe apAPepoéntn Protocol T ftav cuykpicyn pe v opdda apiPepoéntng 2Q8
otig neréteg VIVIDPME o VISTAPME, Ty opdda Protocol T mapatnprdnke vag uécog 6pog
Kképdovg Pertiowong 13,3 ypappdtov pe éva 42% tov acbevov va £xouv kK€pdog ToLAL IGTOV

15 ypappato oty 0pact) Tovg amd tnv apyikn . Ta anotedAéopota acalelag 6e1&ay 0TI M
GUVOAIKT] ETMTOOT] 0POUALKOV Kot U1 0QOOAKOV aveETIOOUNTOV EVEPYEIDV
(ovumeprappavopévav Tav aptnplakdv Opoppospforicav encicodiov — ATES) ntoav cvykpicia oe
OAeG TIC ouddeg Depameldv oe KAOe PEAETN Kal HETOED TOV HEAETMV.

H VIOLET, pio moAVKEVTIPIKT), TUYOLOTOMUEVT], AVOLYTNG EMIOTUOVOTG, EAEYXOUEVT LE EVEPYO
oapuaxo perétn 100 efdopddwv, oe acbeveic pe Atafnrikd Oidnpa g Qypds KnAidag (DME),
GUVEKPIVE TPIoL SLOPOPETIKA SOGOAOYIKA GYNIOTA TNG ApAPepcénTnC 2 mg Yo T Oepameia Tov
Awpntikod Ownpuartog g Qypdac Kniidag (DME), petd amd tovddyiotov évay ypdvo Bepameiog e
otofepd pLecodaoTAATA, KOTA TOV omoio 1 Oepancio Eekivioe pe 5 dtadoyikég unviaieg 66ce1g
akolovBovpeveg amd yopnynon kabe 2 pnves. H perétn a&loAdynoe tn pun-kotmtepoTnTo TNG
apMPepoimtng 2 mg xopNYOVUEVNS HEG® EVOC BOGOAOYIKOD GYNITOC BEpameiog Kot ETEKTOONG
(2T&E 6mov T0 d1ooTNUATE TV EVEGEDV daTnpNOnKav 610 eAdy10To TV 8 fOOUAd®V Kol GTASIOKE
eMEKTAON KOV PAGEL TOV KAIVIKOV KOl OVATOMK®OV OTOTEAECUATOV) Kol TNG APAMPBEPCENTNG 2 mg
yopnyovuevng avaroya pe tig avaykes (2PRN 6mov ot acbeveic mapakorovbodviav kabe 4 efdopddeg
Ko 1) yopnynomn ywotav otov ypealotav, He BAcT To KAMVIKA KOl OVOTOUKA ATOTEAECLOTO), GE
ovyKplon pe v apMPepoéntn 2 mg yopnyovpevng kéde 8 efdopadeg (2Q8) yia to devtepo Kot Tpito
£10¢ Bepaneiog.

To kOp10 KaTaANKTIKO onueio amoterecpoTikotnTog (0Alayn oty BCVA and v évapén g v
eBdopdda 52) nrav 0,5 £ 6,7 ypdppota otnv opdda 2T&E kot 1,7 + 6,8 ypappata otnv opdda 2PRN
o€ ovykpion pe 0,4 £ 6,7 ypappoto otny opdda 2Q8, enttuyydvovTog GTATIGTIKN UN-KATOTEPOTNTA,
(p <0,0001 ko yuo T1g dH0 cvykpioeis, NI tepi@mpio 4 ypappdrov). Ot adhayég otmv BCVA omd v
&vapén émg v efdopada 100 Ntav o€ GUVETEL e TO ATOTEAEGHATA TNG ERSOUAdaG 52:

- 0,1 +£9,1 ypappata otnv opddo 2T&E «an 1,8 + 9,0 ypappoto oty opdda 2PRN g cuykpion pe
0,41 £ 7,2 ypappata otny opdade 2Q8. O pésog apiBudg evécewv o ddotua 100 efdopdadwv ftav
12,3, 10,0 ko 11,5 yia ta 2Q8fix, 2T&E won 2PRN, avrtictouya.

Ta Tpo@ih ac@AAELNS O TPOS TO OPOUAUIKE Kot GLGTNUIKG GLUPAOTO Kot 6TIS 3 opddeg Oepomeiog
MoV Tapopola He avTd mov wapatnpninkay otig Pacikég pedéteg VIVID kot VISTA.

2y opdda 2T&E, ot av&Noelg kot o1 LEUDCELS OTO LEGOJUGTNLLOTO TNG EVECNG TAV GTN SLOKPLTIKT
EVYEPELL TOV EPEVVNTY]. 2T HEAETN cvoTNONKAY AVENGELS TV 2 EBJOUAd®V.

Mowmixn yopiogidikn veoayysiwon

H acpdleia kot amoteheopotikdTnTa TG ApAPEPGENTNS aloAoynOnKay GE [ TUYOLOTOMUEV,
TOAVKEVTPIKT], SITAA-TOPAT, EAEYXOUEVT] LE EIKOVIKO QAPLOKO LEAETT o€ Acidteg aobevelg pe
pvomiki CNV.'Eva chvoro 121 acbevav vropAndnkav oe Oepaneio kot ntav a&loloynoipot yuo
anoteleopatikotta (90 pe aplPepoéntn). O nhikieg tov acbevav kopaivovtay and 27 émg 83 etdv
pe péon tipn ta 58 €. Xt perétn g poorikig CNV, mepinmov to 36% (33/91) 1ov acbevav mov
Tuyotomombnkav o Oepaneia pe apliBepoéntn Nrav niikiog 65 TdV 1 HEYAADTEPOL KOl TEPITOL TO
10% (9/91) fitav 75 1@V 1 peyoivtepot.

O1 acBeveic ToyoomomOnkav o avaroyia 3:1 yio va AdPovv gite 2 mg apMPepcéning
EVOODOLOEISIKA 1] EVEGELS ELKOVIKOD (QOPHAKOV XOPNYOOUEVES Lot pOpd KaTA TNV EvapEn TG HEAETNG
Le TPOCHETEG EVETELG YOPNYOVUEVES UNVIOIMG OE TEPITTOGCT] EXLUOVIG 1) VITOTPOTNG TG VOGOL HEYPL
v efdopdda 24, 6tav agorloynnke to KOpo kaTtoAnktikd onpeio. Katd v gfdopdda 24, ot
aoBeveig o1 omoiot giyav apyikd Toyotomoindel oe EIKOVIKO PAPIOKO NTOV KOTAAANAOL LTOYNPLOL Y1d
va Aapovv v TpadTn 060oM apAiPepointng. Akolovbwg, ot acheveic kot 6TIg VO OUASEG CLVE IOV
Vo gtvorl KATEAANAOL LTOYNPLOL Y10 TPOGOETES EVEGEIC OE TEPIMTWOT EMYLOVNG 1) VIOTPOTNG TNG VOGOV.
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H dwopopd petal&d tov opddmv Oepameiog fTav GTATIGTIKA GTIUAVTIKN VIEP TS APAMPBEPGETTNG YO TO
KOpLo KaTaANKTIKO onpeio (netapfoin oty BCVA) kot 10 emPefoarmtikd deutepedov KATAANKTIKO
onueio amotedeopatikodTros (avoroyio Tov acbevav Tov képdioav 15 ypappata oty BCVA) katd
v gfdopdda 24 oe cOyKplomn pe TV apyikn Tiun. Ot StopopEg Kot yio To SV0 KOTOANKTIKG MUl
SratnpnOnkav £og v efdopada 48.

Agntopepn amoteléopata and v avdivon g peAétng MYRROR rmapovoidlovtan otov [Tivaxa 6
KOl 0TO ZYNUQ S5 TOpaKATO.

Hivoxog 6: ExPaceis amotelecpatikéTnTog Katd TV fdopnada 24 (kopla avarivon) Kol KoTd
™V £foondada 48 ot neréitn MYRROR (mAfipng avarvon dedopivov LOCFEY)

Expaoeig MYRROR
0TOTELEGRATIKOTN TG 24 gBdopadeg 48 sBdonadsec
AoMPepoinTy Ewoviko AohBepoin Ewoviko
2 mg Ppappaxo 2 mg Qappaxo/
(N=90) (N=31) (N =90) AopMPepointn
2 mg
(N=31)

Méon petafoin oty

BCVA B 6nwg petpridnke

pe ) Pabporoyio 12,1 -2,0 13,5 3.9

AVAYVOPIOTG YPULULATOV (8,3) 9,7 (8,8) (14,3)

ETDRS and v apyn tyq

(SD)®

Awpopd otov HEGo ot

pébodo LS HAF) 14,1 9,5

(95% CI) (10,8, 17,4) (5,4,13,7)

Avoloyio Tov acbevav pe

> 15 ypaupozo k€pdog amod 38,9% 9,7% 50,0% 29,0%

TNV opyK TN

Trafpiopévn Stapopd *HY 29,2% 21,0%

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

A) LOCF: Last Observation Carried Forward (Ate&oyoyn| tedevtoiag mapothpnong)
B) BCVA: Best Corrected Visual Acuity (Kaldtepo StopOopévn ontikn o&otnta)
ETDRS: Early Treatment Diabetic Retinopathy Study (MgAétn TpdIUNG OVTIHETOTIONG THG S1OPNTIKAG
apeiPAnotpoedonddeiac)
SD: Standard Deviation (Tvmky andéxiion)
D Méoog LS: Mécog ot péBodo tav eloyictov tetpaydvov (Least Square) mapayduevog pécm poviéiov ANCOVA
&) CI: Confidence Interval (AtGoTnpa eumIcTOcUVNG)
B) LS péon dapopd ko 95% CI Boet evog poviéhoo ANCOVA pe v opddo Oeponeiag kot t ydpa (ovopasiss xdpag) og
otafepég emdpacels Ko v apykn tiu BCVA og cuppetafint.
D H Sapopd kot 1 tium 95% CI vmodoyilovron pe ypnon g doxyuig Cochran-Mantel-Haenszel (CMH) npocoppocpévn
v xOpa (ovopasies xdpag)
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Tynpa 5:  Méon petapoin amd v apyikn Ty £0g v efoopdda 48, oty otk oSvTNTA
Kota opdoo Oepaneiag o tn perétny MYRROR (mipng avdivon dgdopévav,
LOCF)

MYRROR

+13,5

—t
-

v

(vypaupara)

+39
2:'4 32 36 40 44 48

-2,0

[ =]
e

Méon peraoAn otnv omTIKA 0gUTNTA

-5 L EBSopdésg
—a— AQAIBepoémTn 2 mg —@— Opada eAéyyou

Hodrotpikdg TAnBvoude

O Evponaikdc Opyavicopog @apudkmv £xel dOGEL amaAloyn amd TNV VIOYPEMGT] VITOBOANG TV
OTOTEAEGUATAOV TOV HEAETAOV pE TNV APAMPBEPCENTN G OAES TIG VITOKATIYOPIEG TOL TOUSLUTPLKOD
mnBvopov oy vypov THimov AMD, CRVO, BRVO, DME kot pvoriky CNV (BAére Tapdypogo 4.2
Yo TANPOPOPIEG CYETUKA LE TNV TOUOLOTPIKT] ¥PNOMN).

5.2 ®appoxoxiviTikég 1016TNTEG

H apMBepcéntn yopnyeitar omevdeiog 6To VOAOEIIEG GO Y10 VO AOKNOEL TIG TOTIKEG OPAGELG TNG
o6TOV 0POUANO.

Anoppdéonon / Katavoun

H apMBepcéntn anoppopdtal apyd omd Tov oOaANd 6T CLGTNUATIKY KVKAOPOpia LETE TV
EVOOLOAMON YOPNYNOT KoL TOPATNPEITAL GTI] GUGTNHOTIKY KUKAOPOPio Kupimog G Eva avevepyo,
ot00epo6 cvumioko pe tov VEGF. Evtovtolg, povo n «ehevBeprn apliPepoémtny eivor tkovi va
deopevoet tov evooyev] VEGF.

e o QUPHOKOKIVITIKY DTOUEAETN o€ 6 000eveig [le veoayyelaxt), vYpoD Tomov AMD e cuyvi
SelYLOTOAN i, Ol LEYIOTEG GLYKEVIPMGELS TAAGLOTOG TG EAeV0EPNG aPAPEPTENTNG (GLOTLOTIKY
Chax) NTOV YounAéc, ue péon tyun mepimov 0,02 pikpoypappdpro/ml (€bpog 0 émg 0,054) evtog 1 émg
3 NUeP®OV PETE 0O EVEODOAOEISIKT EvEoT 2 Mg, KoL )TAV [T OviXVEDLGIUES 600 ePJOpGOeg PETE T
yopnyNnom g d60onG oxed6V o OAOLG ToLg 0lobeveic. H apliPepcéntn de cucowpevETAL GTO TAUGHLA
LE TNV evOoaAogdIKY| yopnynon Kabe 4 efSopddes.

H péon péyiot ouykévipoon mhdopatog g eAev0epnc apAPepointng eivan tepimov S50 £mg

500 Qopég KATM amd TN GLYKEVIPWOGT APAPEPGENTNG TOV OTOLTEITOAL Y10 TNV AVOGTOAN TNG PLOAOYIKNG
dpactnprotntog tov cuotnuatikod VEGF katd 50% ce povtéha oe {oa, ota onoia mapoatnpnonkoy
peTaPorég TG apTNPLOKNG TEONS APOTOL TO KLKAOPOpohvTa emimeda TG eAeVOepNC apAPepoimtng
€pBaoav mepimov ta 10 pkpoypappdpio/ml, Kot ELESTPEYE GTNV OPYIKT TN OTAV T EMTESN EXECAV
Kéto omd mepimov 1 pikpoypappdpro/ml. Extipdral 0t petd tnv evdobiologdikn yopnynon 2 mg
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610VG ac0evelg, N péon PEYIOTN GUYKEVTPMOT] TAACUATOG TG EAEV0EPNC apAPBePTETTNG ival TAV®
amd 100 popéc yaunAdTeEPT OO TN CLYKEVTPMOOT TNG OPAMPEPGETTNG TOV OTOLTEITOL YL Tr) SECUEVOT)
tov cvotnuatikod VEGF katd 1o puiov g péyiotg tipng (2,91 pkpoypoppdpio/ml) og pio pedétn
HE Vyieic €0AOVTEG. ZVUVETMG, CUGTNUATIKES PAPUAKOSVVOUIKES ETLOPACELS, OTMG LETAPOAES TNG
apTNPLOKNG Tieomg, ivan amifavec.

Doppokokivntikéc vroperéteg o€ acbeveic e CRVO, BRVO, DME 1 pvonikr] CNV pe péon Crax
g eAevBepnc apAPBepcéntng oto TAdcH TV Tapopoln Le TiG TYWEG og €0pog: 0,03 £wmg

0,05 ppoypappdpro/ml kon o1 atopukég TG dev Eemépacav ta 0,14 ukpoypappdpio/ml. Zvvendg,
0l GUYKEVIPAOGELG TNG EAELOEPNC APAPEPGETTNG 6TO TAAGLO KABOPIGOV TIG TILES YAUNAOTEPA 1] KOVTA
GTO KOTMTEPO EMMEDO KAT® OO TO, OPLOL AVIXVELGNG YEVIKA EVTOG LiaG EfOOUAdAG. MM aviyveDGIUES
GUYKEVIPAOGELG EMTEVYONKAV TPV OO TNV ETMOUEVT YOpNyNon Hetd amd 4 efdopnddeg 6 GAOVG TOVG
aoBeveic.

Amofoin

Aedopévou tov 0TL 1 apMPepoémtn eivor Evag Bepanevticog mapdyovtag pe faon TpoTeivn, dev Eyovv
mpaypotomoin el peréteg petafoAicpov.

H elebBepn aphPepoéntn deopevel tov VEGF yuo va oynuatiost éva otabepd, adpoveég cOUmTA0KO.
Onwg kot pe dAheg peydieg mpoTeives, eival avapevopevo 0tL 1 kKabBopon 10co g ehevbepng 660 kot

NG OEGUEVUEVNG APAPEPTETTNG YIVETOL HECH TPMOTEOAVTIKOV KATUBOAGOD.

Negpikn dvosiettovpyio

Agv €govv mpaypatonom el e1d0kég LEAETEG o€ 0oOEVELS e vEPPIKT SLCAELITOVPYID PE TNV
apMPepcémntn.

H gappaxokivntikn avéivon tov aclevav ot pedétm VIEW2, and tovg omoiovg to 40% &iye
vepikn dvciettovpyia (24% fma, 15% pérpra kar 1% cofapny), dev anokdivye dapopic OGov
aPOpPAa. TIG GLYKEVIPAOOCEIS TAAGHATOG TNG OPACGTIKNG OVGING LETH 0md EVOODAAOELDKT YOPTYNOT|
KkG0e 4 1 8 efoopddec.

IMopopowa amoteléopata mapotnpninkay oe acbeveic pe CRVO ot pedétn GALILEO, og acbeveig
pe DME ot perétn VIVIDPME xau 6g acBeveic pe poomiky) CNV ot perétm MYRROR.

5.3 TIIpoxiwvika dgdopéva Yo TV ac@direia

Emntdoeig og pun kKAMviKEG HEAETEG GYETIKA e TNV TOEWKOTNTO ETAVOAALBAVOLEVOV dOCEWV
mopatnpnOnkav pévo oe cuoTNUATIKY £K0eon oL BePNONKE OTL TAV OTUAVTIKA TAVE 0TTd TO
av@TaTo Op1o £KBEGNC TOL AVOPOTOL HETA OO EVOOVAAOEISIKT YOPNYNOT GTNV TPOOPLLOUEVT] KAVIKT
SO0, VITOONADVOVTAG HIKPT CVGYETION HE TNV KAMVIKT XpIoN.

Mopatnpndnkav Stofpdoelg Kot eEEAKDGELS TOV AVATVEVLGTIKOD ETONAIOV GTIG PLVIKEG KOYYES OF
TONKOLG GTOVG 0TO10VG EYvE EVOOHOAOELOIKT YOPNYNOT OQAIPEPGENTNG, UE CLGTNUATIKY £KOeoM
Thvo amod T péyiotn £kbeon tov avBporov. H cuotnuatikn £xbeon pe Baon v Crax kot AUC yia
v eAevbepn aprPepcéntn frav tepinov 200 kot 700 popéc vynAdTEPN, avTicToL o, OTOV
ovykpidnke pe T1g avTioToyeg TES TOL TapaTPHONKAY GTOVG AVOPOTOVG LETA amd evOOLOAOEISIKN
d0om 2 mg. X10 avdtato eninedo 6to onoio dgv mapatnpnOnkav avemBounteg evépyeteg (NOAEL)
tov 0,5 mg/opBaiud otovg mhNKovg, N cuoTNUOTIKN £kBeon NTav 42 Kot 56 EopEG VYNAGTEPN UE
Baon v Crax ka1 AUC, avtictoyyo.

Agv &govv mpaypotonomOel peAETec Yo TV evogyopuevn petolha&loydvo 1 Kopkivoyovo dpdomn g
apMPepoimng.

Muo emidpacn g apMPBepcéntng oty evdountplo avantuén katadeiydnke oe peAétec g epPpoixng
avamtuéng og £ykva kovvéla e evoopAEPia (3 €mg 60 mg/kg) kabamg kot vtodopia (0,1 émg 1 mg/kg)
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yopnynon. To eninedo NOAEL tng untépog nrav ot d6on tov 3 mg/kg 1 1 mg/kg, avtiotorya.
NOAEL ywa v enidpacn oty avantoén dev avayvopiotnke. X d6on tov 0,1 mg/kg, n
ovotnuatiky £€k0eomn pe Paon v Cmax ka1 T cwpevtik AUC yo v eevBepn apiiPepoéntn nrov
nepimov 17 kar 10 popéc vymAdtepn, avtioToly o, OTAV GLYKPIONKE LE TIC OVTIGTOLYEG TIUEG TTOV
TopatnPHONKaV 6TOVG aVOpOTOLS HETA amd evoobologdIKN 360N TV 2 mg.

Ot emdpdoelc 6TV avopikn Kot yovaikeio yovipotnta a&lohoyndnikoy og pépog pag 6Unvng LEAETNG
o€ mNKovg pe evooPAEPRLa yoprynom aeAPepcintng e d0celg mov Kopavinkay omd 3 €émg 30 mg/kg.
Mopatnpndnke amovcio N AKOVOVIGTH ELUNVOPPLGIN UE HETOPOAEC OTA EMiNEdA TV ONAVKOV
OPLOVAV OVOTOpOY®OYNS Kot LETAPOAEG OTI LOPPOAOYID KO KIVITIKOTITO TOV GTEPLOATOC, GE OAQ TO.
emineda 60omg. Me Baomn TV Cmax kot AUC yio tnv eAevBepn apliPepoéntn mov mapatnpnnkay oty
evooQAEPLO 060 TV 3 mg/kg, N cvotnpoTiky EkBeon ftav mepinov 4.900 ko 1.500 @opég
VYNAOTEPY, avticTorya, and TV £kbeomn mov TapatnpHONKe 6GTOVE OVOPAOTOLG LETA OO
gvdovaroedikn 66om 2 mg. Oheg o1 peTafoAég NTaV OVAGTPEYIUES.

6. OAPMAKEYTIKEX IAHPO®OPIEX

6.1 Kardroyog ekdoymv

Iotidivn

IoT1divn VOPOYA®PIKT LOVODOPIKN

[oAvoopPiko 20 (E 432)

Tpeyxoroln dS1wdpkn

"Yomp yio evéoipa

6.2 Aocvpparotreg

EAetyel peEAETOV GYETIKG [E TN GLUPATOTNTA, TO TOPOV PUPLOKEVTIKO TPOIOV OV TPETEL VAL
OVOLELYVOETOL LUE GAAC QOPUAKEVTIKA TPOTOVTAL.

6.3 Awgpkera Long
3 ypovio.
6.4 Iowitepeg mpo@uAacers katd T @OLaEN TOV TPOIOVTOG

dvrdooete og yoyeio (2 °C émg 8 °C). Mnv KotoybyeTe.
Duidooete GTNV APYIKT] GLOKEVAGIN Y10 VO TPOGTATEDETOL OO TO MG,

To KhewoTo Prorido pmopel va puAdcceTal kTOg Yuyelov og Beprokpacio kKatw Tev 25 °C péypt
24 dpeg. Metd o dvorypa Tov elolidiov, TpoywpNoTe o€ d10d1KaGio VIO ACTTEG GUVONKEC.

6.5 ®@von Kol GVGTATIKA TOV TEPLEKTY

Awdiopa 6g eraAido (yvoii Tomov 1) pe mopa siloyd@pnong (YAopoPfovtuikd elaoctikd). Kabe proridio
nepi€yet e€ay@yyo 6yko tovidyiotov 0,1 ml.

To Yesafili diatifeton og 300 S10(QOPETIKEG CUOKEVAGIEG:

Mia cuokevacio Tov Tepiéyel 1 eraAidlo Kol anootelpopévn Beddva pe eiATpo Tv 5 micron
(18 gauge x 1 %2 inch) .

Mio cvokevacio Tov wepiEyel 1 eroridio, pio amootelpopévrn ferdva e IATPo TV S micron
(18 gauge x 1 2 inch), pia cOpryya Luer-lock tov 1 ml kou pio Bedova éveong (30 G xY2-inch).

Mmropei vo v KukAo@opovV OAEC 01 GUGKEVOGIES.
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6.6 Iowitepeg mPoPULAGEEIS amOPPIYNS KAl GAAOG YEPIOROG
To @laAidio Tpoopiletal yio pio povo ypnon pHovo g Evay oHaiuo.

To PlaAidI0 TEPIEYEL TEPIGGOTEPT] TOGOTNTO OO TN CLVIGTAOLEVT 00T TV 2 Mg APAPEPTETTNG
(1o0dvvaun pe 0,05 ml). O emmAéov dykog Ba Tpénel va amoppredel Tpv amd T xopnynon.

To duddvpa Oo Tpémetl va ereyyBel omtikd yio TGV EEVI COUATIOWNKT VAT KAUT| OTOYPOUATIGUO 1) Y10
K60 petaforn TG PLOIKNG ELEAVIONS TPV OO T1) YPNOT). ZE TEPIMTMGN TOV TAPATNPEITOL KATL OO
TO, TTOPATAV®, OTOPPIYTE TO PAPUAKEVTIKO TPOIOV.

H mpoetolpocia yio evoobaoeldikn £veon amaitel Tig TOPOKAT® 0TPIKEC GLOKEVEG Yia [io XpPNoN:

Beldva pe @irtpo

BD blunt filter (fill) amocteipopévn Berova pe gidtpo twv 5 micron, &yt yuo £vEGT 6TO dEPUAL.

Mnyv anooctelpdvere g avtokavoto v BD blunt filter (fill) Belova.

H Belova pe gpiktpo givar pun mupetoydvog. Mnv v ypNOLLOTOLEITE GV 1] EXPEPOVS CUCKELOGIO EIVOL
KOTEGTPOUUEVT).

Amoppiyte T ypnopomomuévn Beadvo BD blunt filter (fill) o eykekpiévo cuAAEkTn arypumpov
OVTIKEUEVOV.

[Ipocoyn: H eravaypnoiomoinomn g Perovag e ¢piktpo pmopei vo odnynoetl o€ Aoipmén 1 A
0GOEVEL/TPAV LOTIGHO.

2opryya (dmov wopfyston)

2vpryya BD Luer-lock tov 1 ml.

Mnyv amootelp®dveTe o€ anTOKAVoTOo TN oVptyya BD Luer-lock Tov 1 ml.

H ovpryya elvan pun mopetoydvog. Mnyv v xpnoilponoteite v 1 eMPEPOLS Guokevacia ivat
KOTEGTPOUUEVT).

Amoppiyte T ypnopomomuévn cvupryya BD Luer-lock tov 1 ml, pe mpocaptmpuévn t Perdva Eveong,
0€ EYKEKPUYUEVO CUAAEKTT OLYUNPDV OVTIKEUEVOV.

[pocoyn: H emavaypnoiponoinon tng ovpiyyog uropei va 0dnynoet oe Aoipmén 1 dAin
0GOEVEL/TPAV LOTIGHO.

Belova £veonc (dmov mapystar)

Belova éveong BD 30 G x V2 inch.

Mnyv amootelpmdveTe 6€ avtdKkavoto T Peddva Eveong BD 30 G x Y4 inch.

H BeAdva éveong givar un mopetoydvoc. My v ¥pnCIUOTOLEITE GV 1] EXUEPOVG GLOKEVAGIN ETvVaL
KOTEGTPOUUEVT).

Amoppiyte ™ ypnoyomompévn Berdva éveong BD 30 G x V4 inch, mpocaptnpévn ot ovpryya, o€
EYKEKPLUEVO GUAAEKTT QYU POV OVTIKELUEVDV.

[pocoyn: H emavaypnoiponoinon g feAovag Eveong umopel va odnynoet oe Aoipumén 1 GAAN
000EVELN/TPOVLOTIGHO.

IMa v evdovarocidikn Eveon, mpémet va ypnotponombel felova Eveong 30 G x ¥4 inch.
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* To Yesafili dwotifetan 6€ 2 S10POPETIKEG GLGKEVUTIES

Zynua A: MéyeBog cuokevaciog 1 proadiov + 1 Bedhovag pe eiktpo + 1 ovpryyag + 1 Beddvag éveong

1 amooTeIpwpEvn
oUpiyya Luer lock Tou
1 ml (pe ofpavan yia
pérpnon 0,05 ml)

AmrooTeipwyévn BeAdva pe
. KL @iATpo TWV 5 micron
AmooTeipwpévn BeAdva éveong (18 gauge x 1% inch)
(30 gauge x "2 inch)

Yynuo B: Méyebog cuokevaciag 1 groidiov + 1 Belovag pe piktpo

S
o

44— Qi0\idI0
—

f‘=1=im

AmrooTelpwévn BeAdva pe QiATpo Twv
5 micron (18 gauge x 1%z inch)
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Oonyies xprions

1. AQupéaTe TO TANGTIKO TMLLOL KO
OTOAVUAVETE TO EEMTEPIKO LEPOG TOV ELAGTIKOD
TAOUOTOG EITYDOPNONG TOV PLUALSIOV.

2. H Berdva pe oidtpo toovl8 G x 1 Y2 inch,
5 micron ypMGOTOLELTAL Y10 TNV AVTANGT] TOV
QOPUAKOV OO TO PLUALDIO.

Aopoaipéote ) Pelova pe eidtpo Twvli8 G x 1 Y%
inch, 5 micron kot ™ cOptyya Tov 1 ml amd
ocvokevaoia tovg. [Tpocaptiote ) Pelova pe
QIATPO 6N cHPLYYQ, TEPIGTPEPOVTAG TNV TAVE®
o710 dxpo Luer-lock tng ovpryyag.

3. Enpaéte ) Pedova avappoenong LEGa 6To
KEVIPO TOV TOUATOG EICYDPNONG TOL PLOALSIOV
péxpLm Perdva va eicaydel evieAds LEcA 6TO
@LoAI010 Ko T dKpo NG va ayyi&etl Tov Tuluéva
OV PLAdiov.

4. XpNOUOTOIOVTAG ACTTTTN TEXVIKT], OVTANOTE
OA0 TO TEPLEYOLEVO TOV PLoAdiov Tov Yesafili
Héca 0T cVPLYYa, SLUTNPOVTAG TO PLOAISI0 GE
opba Béom, eErappds KeEKAEVO Yo va
d1evkoAvVETE TNV TANPT AvTAnon. [ v
OTOTPOTN TNG EI0YWYNG aEpa, EMPePardote OTL
10 GKpo g Perdvag pe eidtpo givar Pubiopévo
LEGQ 6TO VYPO. ZVVEXIOTE VO YEPVETE TO LOAISIO
K0T TNV GVTANGT KPOTMOVTOS TO GKPO TNG ] To éxpo g

, , , , , S/ BeAdvag
Belovag pe pidtpo Pubicuévo pésa oo vypo.

KoITaZel Tpog
Ta KaTW

5. BePawmBeite 6t 1 pdfdog Tov pforov Exel Tpafnytel ETaPKMG TPOG T LW KOTA TNV EKKEVOOT
TOV PLoAdioL, £T61 MGTE VO, AdELIoEL TANP®G 1) fEAOVA UE QIATPO.

6. Aparpéote ) Beddva e GIATPO Kot AmoppiyTe TV HE COGTO TPOTO.

Inueioon: H Beldva pe eiktpo dev mpoopiletort yio va ¥pnoIUOTOLEITOL Y10 EVO0DOAOEIOIKT EVEOT).
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7. BePowwbeite 6T 1 feddva Eveong Tov
30 G x Y inch ypnowomoteitat yo tnv
€VOOUAAOEIOIKT) £VEDT).

Aopaipéote ) Perova éveong tov 30 G x 5 inch
omd T GLOKEVOGIO TNG KO, YPNCULOTOLDVTOG
GONTTN TEYVIKY, TEPIOTPEYTE TNV GTAOEPH TAVE®
670 akpo Luer-lock g oOpryyag.

8. Otav eilote £To1p0l Yo T YOpNYNON,
OQOIPESTE TO TANGTIKO TPOCTOTEVTIKO TNG
Beldvag amod tn Perdva.

Kpoatdvrag tn cvpryya pe ) Perdva va kortalet

TPOG T TAV®, EAEYETE TN CVPLYYA Y10t PUCAADEC.

Ed&v vrdpyovv pueorideg, KTLTNOTE amaAd T
oVPLYYO LE TO SAKTVAO GaG UEXPL OAEG OL
QLCOAIdEC VA avEBOLY GTO TTAV® PEPOG.

9. E&oelyte OAes TIg pLOOAiIdES Ko amoPdiAeTe
™V TEPIGOELN TOV PAPLLOKEVTIKOV TPOIOVTOG,
méCovtog apyd to EuPolo, £161 doTE TO £MiNEdO
&po Tov gUPOAOV Vo EVOVYPAPIGTEL HE TN
ypoppn] mTov vrodekvoet 0,05 ml endvem ot

oupLYYa.

BIGRUG HETa TV GTTOBOAT
TwV QuaaAidwy aépa kai Tou
TEPITOIoU apudKou

10. To guokidro mpoopiletor yia pio povo ypnon. H eaymyn morhamhdv d6cewmv amd Eva glaAido

umopel va 0vENGEL TOV Kivouvo ETUOAVVGTG KOl ETOKOA0VONG PAEYHOVIG.

Kd&Be oxpnoptomointo goprokevticd Tpoiov 1 VITOAEYLLO TPETEL VOL ATOPPITTETOL GCUUPMOVA LIE TIC

KOTO TOTOVG IGYVOVGES GYETIKES OLUTAEELG.
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7. KATOXOX THX AAEIAY KYKAO®OPIAX

Biosimilar Collaborations Ireland Limited
Unit 35/36

Grange Parade,

Baldoyle Industrial Estate,

Dublin 13

DUBLIN

Iphavdio

D13 R20R

8. APIOMOZ(OI) AAEIAX KYKAO®OPIAX

EU/1/23/1751/001

EU/1/23/1751/002

9. HMEPOMHNIA ITPQTHX ET'KPIXHX/ANANEQXHYX THX AAEIAX

Hpepounvia mpmtng éykpiong: 15 Xentepppiov 2023

10. HMEPOMHNIA ANAGEQPHXHY TOY KEIMENOY

Agntopepeic mTAnpoopies yio To TapdV PUPUAKEVTIKO TPOIOV etvar dtabéoipeg 6ToV SIKTVOKO TOTO
tov Evpomnaikod Opyavicpov
D®oppakov (EMA): http://www.ema.europa.eu
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ITAPAPTHMA 11

IMAPAXKEYAXTHX THX BIOAOTI'IKQX APAXTIKHX
OYXIAX KAI HTAPAXKEYAXTHX YIIEYGYNOX I'TA THN
AIIOAEEMEYXH TQN ITAPTIAQN

OPOI'H TEPIOPIXMOI XXETIKA ME TH ATAGEXH KAI
TH XPHXH

AAAOI OPOI KAI AITAITHZEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H HEPIOPIZMOI ZXETIKA ME THN AX®AAH KAI

ATIOTEAEEMATIKH XPHZH TOY ®APMAKEYTIKOY
MPOIONTOX
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A. TTAPAXKEYAXTHX THX BIOAOTI'IKQX APAXTIKHYX OYZIAX KAI
IHAPAXKEYAXTHX YIIEYOYNOZX I'TA THN AITIOAEXEMEYZXZH TQN HAPTIAQN

‘Ovopo kot 81e06vven Tov ToPUCKELAGTH TS BLOAOYIKME SPACTIKNEC OVGIOG

WuXi Biologics Co. Ltd.
108 Meiliang Road,
Mashan, Binhu District,
Wuxi, Jiangsu 214092
Kiva

‘Ovouo kot 61e0fvve™n ToL TOPUCKELAGTH TOL £ivail VTELHVVOC YO TNV ATOOECUEVCT] TV TOPTIOWV

Biosimilar Collaborations Ireland Limited

Block B, The Crescent Building, Santry Demesne
Dublin

D09 C6X8

Iphavdia

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

DoppokevTikd TPoidv yio 1o onoio amarteiton meproptopévn wrpiki cvviayn (PA. Hapdptua I:
[epiinyn Tov XapaktnpioTik®v
tov [Ipoidvtog, Tapdypapog 4.2).

I'. AAAOI OPOI KAI AITAITHXEIX THX AAEIAY KYKAO®OPIAX
. Ex0¢oe15 meprodikiic mapaxorovOneng g ac@aierog (PSURs)

Ot anmontnoelg yio tnv vrofoirn towv PSURSs yia 1o ev A0ym @appakevtiko mpoiov opilovtal 6Tov
Katdloyo e Tig nuepounvies avagopdgs s Evoong (katdroyog EURD) mov mapatiBetor otnv
Tapdypoeo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kai kdbe enaxdAovdng entkolpomoinong
OMOG SNUOGIEVETOL OTIV EVPOTOTKT SIKTLAKT TOAN Y10l TO, PAPLLOKAL.

A.  OPOI'H HEPIOPIEMOI ZXETIKA ME THN AX®AAH KAI ATIOTEAEXMATIKH
XPHXIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

. Xyéo10 dayeipiong Kivovvou (XAK)

O Karoyog Adeiag Kukhogopiag (KAK) Oa die&aydyet Tic 0mattovpeveg dpactnploTnTeg Kot
TAPEUPAGELG POPLOKOETAYPVTVIONG OTMS TapoLGtilovTal 6to cuupwvnBéy ZAK mov mapovoidletan
otV gvotnta 1.8.2 g ddetog Kokhopopiag Kot 0TolEGONTOTE ETUKOLOVOES EYKEKPIUEVES
avafBempnoelg Tov ZAK.

‘Eva emxoponompuévo ZAK Oa mpénet va kotatebdei:

. Metd and aitnpo tov Evponaikov opyaviopov Papudxov,

. OnoTEdNMOTE TPOTOTOLEITOL TO CVOTNLA SlaEIPIONG KIVOHVOD, EOIKE MG OTOTELEG O ATYNG
VE®V TANPOQOPIDOV TOV UTOPOVV VO EXLPEPOVY GTUOVTIKT] OAAAYT] OTT GYECT 0OPELOVG-KIVOUVOL
N ©G amOTELESHA TNG EMTEVENG EVOC OTLOVTIKOD OPOCT|LLOV ((POPLOKOETAYPOTVION 1)
gloyiotomoinon Kvovvov).

Ed&v n vofoln wog EIMITA kot 1 emkaipomoinon tov ZAK copmintovv, dvvatal va Katateboov
TAVTOYPOVOL.
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2votuo PapuoKoemoypvIVNoNG

O Kdaroyog Adetog Kukhoopiag mpémel va s106Qoricel 6Tl TO GOOTILO QAPLOKOETOYPVTVI|GNG TTOV
napovctdletar oy evotnta 1.8.1 g ddelag kukhogopiog €xel eykatactadel Kol Aettovpyel TPV Kot
KOTE TN S1GPKELD KUKAOPOPIOG TOL POPUAKEVTIKOD TPOIOVTOG OTNV 0yOPd.

. Emnpodcbeta pétpa eayiotonoinong Kivévvov

O KAK ¢£yet oupupmvnoet va mopdcyel 0pOTAiko EKTAdeVTIKO VAIKO yia To Yesafili. [Ipwv amd v
KuKAOQOpia kot Katd T didpkela {mng Tov Tpoidvtog oe kabe Kpdtog Mélog, 0 KAK Oa cuppovnost
Y10 T0 TEMKO ekTodeVTIKO VAKO e TNV EBvikn Apuddio Apyn.

O KAK dwopairilel, og cuvéyeto cuintioemv kot coppaviag pe 1ig EOvikég Appodieg Apyég

og ke Kpdrog Méhoc mov to Yesafili kukhogopei, 0Tt Oo Tapéyetol oe OAEG TIC 0POOALOAOYIKEG
KAviég, mov to Yesafili avapévetot va ypnoiporoindel, ETKoporompuévo TakéTo TANPOPOPLOY yio.
ToV 10Tpd 7oL Ba mep1Eyet To. akdAovbo cToryeio:

. [TAnpogopieg mov aPopovV TOLS 1TPOVG

. Maoyvntockomnon g d1adkaciog evOoDUAOELOIKNG EVEGTC
o Ewovoypappa g drodikaciog evooDaloeldkng Eveong

o Hoxéra mAnpopopidv Yo Tov acbevn

O TANPOPOPIEG Y1 TOV 10TPO GTO EKTALOEVTIKO VAIKO TPETEL VO, TEPLEYOVY TO, TOPOKATD OVGLOI

ototyelo:

. Teyvikég yio vooDaA0EWIKN £vEDT, GUUTEPIAAUPBAVOUEVTG TNG YPNoNG Miag Belova Eveang
30 G ko g yoviag yyvong

. EmBefaiowon 6t to proridio mpoopiletar yuo pio poévo xpnon

o H avéyxn ywo v amopoin mepicogiag dykov amd T cvpryya Tpv omd v éveon Yesafili yia
TNV oToPLYN VIEPSOGOAOYING

o [apaxorovdnon tov acBevodv Hetd TV evOoDOA0EOIKT EVECT] GUUTEPIAAUBOVOUEVIS TNG
TAPOKOAOVONONG TNG OTTIKNG 0EHTNTAG KO adENGTG TG EVOOEOAALILNG TieoNg LETA TNV éveoT

. Boowd onpeia kot GOUTTOUATA TOV AVETIHOUNTOV EVEPYEIDV TOL GYETILOVTOL U

€vooLOAOEWIKN éveon, cuumeptiapfavopévng tng evdopBaipitidoc, TG evooeBdiag
QAEYUOVNG, TNG 0WENHEVTS EVEOPOaLLLaG TTieonc, TG PRENS TOL HeAayypOoL emfnAiov Tov
OUPIPANCTPOEIDOVE KOl TOL KATAPPAKTN

. INuvaikeg acBeveic og avamapayyikn nAKio TPETEL VoL YPTCLUOTOLODV OTOTEAEGILOTIKN
AVTIGOAANYT] Kot Ol £YKVES Yuvaikeg og Ba mpémel va AdPovv 1o Yesafili

To maxéto evnuéPOONG T®V 0GHEVAV TOL EKTOLOEVTIKOV VAIKOV TEPIAAUPAVEL EVOV EVILEPMTIKO

00MY6 a60evoig Kol Lo 0KOVOTIKT £€K000M avTov. O eviUep®TIKOG 00MY0G a.60eVoHG TEPIEXEL TIG

aKOAOVOES OVGIDOELS TANPOPOPIES:

o DvALo Odnydv Xpnong

[Totot Bo Tpémer va Bepomevovtan pe to Yesafili

[og va mpoetopaoctel yio ™ Oeponeio pe Yesafili

Moo givan ta Pripata mov axoAovBovv ) Oepancio pe Yesafili

Bookd onueio Kot GOUTTOUOTA TOV GOPAPOV AVETIHOUNTOV EVEPYELDV, GUUTEPIAAUPAVOUEVNC

g evooPOHaipitIdng, TNG EVOOPBGALLNG PAEYHOVIG, TNG LENIEVNG EVOOPDAALLOG TTieoNS, TNG

PNENG ToL peAayypOoL mONAIOL TOV AUEIPANGTPOEISOVE Kol TOV KATUPPAKTY|

. [Tote va avalnoel enciyovoa @povTidn amd TOVG EMYYEALOTIEG TOV TOUEN VYELOG

. IMuvaikeg aoBeveig og avamapaywyikn nAtkio TPETEL VoL XPNCLULOTOL00V OTOTEAECLOTIKN
OVTIGVAAN YT KOl Ol £YKVEG Yuvaikes o€ Oa mpémet va Adfovv To Yesafili
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IMAPAPTHMA I1I

ENNIXHMANXH KAI ®YAAO OAHI'IQN XPHXHX
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A. ENIIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA
KOYTI

Dra)lidLo

’ 1. ONOMAZXIA TOY PAPMAKEYTIKOY ITIPOIONTOX

Yesafili 40 mg/ml evéoyo didAvpa o€ PLoAidLo

aeAPepciéntn

‘ 2. YXYNGOEXH XE APAXTIKH OYXIA

1 puoridro mepiéyet 4 mg apMpPepoéntng og 0,1 ml Sreddparog (40 mg/ml).

3. KATAAOI'OX EKAOXQN

IoTdivn, 10T1divn vOpoYAPIKT povoDdpikT, TolvcopPikod 20 (E 432), tpeyaroln dtddpikn, vdwp yio
EVECTULOL.

4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Evéoipo didiopa

1 ploAido mepiéyet 4 mg apiPepoéntng o€ 0,1 ml dStodvpatog (40 mg/ml).
4 mg/0,1 ml

1 18 G x1%-inch Berdva pe pidtpo
1 18 G x1%-inch Peldva pe eiltpo
1 ovpryya Luer-lock tov 1 ml

1 Belova éveonc 30 G X % inch

Amodider 1 povil 660m Tov 2 mg/0,05 ml.

5. TPOIIOX KAI OAOX XOPHI'HXHX

Evdoboloedikn yoprynon.

TN pia xpiion pévo.

Awfacte 10 @OALO 0dNYLDV YPNONG TPV Od TN YOPTYNOT).
H mepiooeio dykov mpémet va apatpeitan Tpiv omd TNV EVEOT).

6. EJAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
IPOION IPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOZETITIZOYN TA ITAIAIA

No puAdooetat og BEon, Tnv omoia dev BAETOLY Kal dev TPoceyYilovv Ta Todd.
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‘ 7. AAAH(EX) EIAIKH(EX) ITPOEIAOIIOIHXEH(EIY), EAN EINAI AITAPAITHTH(EX)

‘ 8. HMEPOMHNIA AHEHX

AHEH

9. EIAIKEX YYNOHKEX ®DYAAZEHX

®vrdocete 6 Yoyeio. My KaTayOyETE.

Dduldooete GTNV APYIKT] GLOKEVAGIN Y10 VO TPOGTATEDETOL OO TO MG,

To KAe1oTO PLOAIdI0 UTOPEL VoL PLAAGGETOL EKTOG Woyeiov o€ Beppokpacio Katm tv 25 °C uéypt
24 wpeg.

10. IAIAITEPEXZ TPO®YAAZEIX I'TA THN AITIOPPIYH TQN MH
XPHEIMONOIHOENTOQN ®APMAKEYTIKON ITPOIONTOQN 'H TQN
YIHOAEIMMATQON IIOY IPOEPXONTAI AITIO AYTA, E@OXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEITAY KYKAO®OPIAX

Biosimilar Collaborations Ireland Limited
Unit 35/36

Grange Parade,

Baldoyle Industrial Estate,

Dublin 13

DUBLIN

Iphovdia

D13 R20R

12. APIOMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/23/1751/001
EU/1/23/1751/002

13. APIOMOX ITAPTIAAX

MMoptida

‘ 14. TENIKH KATATAZH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

I 16. ITAHPO®OPIEX XE BRAILLE

H attiohdynon ya va unv mepiinefei n ypaen Braille givon amodekt.

43



17. MONAAIKOX ANATNQPIEZTIKOX KQAIKOX — AISAIAXTATOX TPAMMQTOX
KQAIKAX (2D)

AlGd106TATOS YPOUU®OTOS KOJIKAG (2D) Tov pépet Tov TepAn@BEvTa LoVAdIKO avayVOPLETIKO KMOUKO.

18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AITIO
TON ANOPQITIO

PC
SN
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EAAXIXTEX ENAEIZEIX TIOY IPEITEI NA ANAT'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX
ENNIXHMANXH

Dra)idLo

‘ 1. ONOMAZIA TOY PAPMAKEYTIKOY MMPOIONTOX KAI OAOX XOPHTHZHZ

Yesafili 40 mg/ml gvéoipo SidAvpa
aeAPepcintn
Evdoboloedikn ypnon

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

‘ 5. HNEPIEXOMENO KATA BAPOZX, KAT' O'KO 'H KATA MONAAA

E&aydywoc 6ykog 0,1 ml

‘ 6. AAAA XTOIXEIA
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B. DYAAO OAHI'TQN XPHXHX
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DYrAo 0dNYIOV yprong: [IAnpoopisg Yo Tov acOevi)

Yesafili 40 mg/ml gvéopo drdiopa o€ rarioto
apMPepcémntn

vTo PAPUOKO OVTO TEAEL LTO GUUTANPOUATIKN TOPAKOAOVONOT. AVTO Ba EMLTPEYEL TO YPTYOPO
TPOGIOPIGUO VEOV TANPOPOPLOV acpdielas. Mropeite va fondnoete pécw g ovapopis mbavov
AVETBOUNTOV EVEPYEIDV TIOL EVOEYOUEVMG TTapovatalete. BA. Téhog tng mapaypdeov 4 yio Tov TpoOTo
avopOPAG AVETIBOUNTOV EVEPYELDV.

AwPdote TpocekTIKA 0AOKAN PO TO PVALO 0ONYLAV Y p1)oNS TPV GG XopNYN0Oel avTd TO Pdppaxo,

00T TEPLAapPavEL GNUAVTIKEG TAPOPOPIES VIO CUG.

- DurdEte avtd To POALO 0o YLDV ¥pronc. Towg ypelaotel va to dwuPdoete Eava.

- Edav éyete mepartépm amopieg, poTioTe TOV Y10TPO GOG.

- Edv mopatnpnioete kdmolo avemiBountn eVEPYELD, EVNUEPDGTE TOV Y1UTPO GOC. AvTod 10YDEL KOt
v kGBe OV avemBOUNTN EVEPYELD TOL OEV OVAPEPETUL GTO TOPOV PVALO OdN YLDV XPIONG.
B\éne mopdypago 4.

T Tepréyer 1o Tapév A0 00N YLOV:

T etvon o Yesafili ko o givan 1 yprion tov

T mpéner va yvopilete npwv oag yopnynbei to Yesafili
[Modg Ba cog yopnyndei To Yesafili

MBavég avemBOunTeg evépyeieg

[ag va purdoccete to Yesafili

[epreyodpeva g cuoKeELOGTIOG Kot AOUTEG TANPOPOPIES

A

1. Th givar To Yesafili kon wowa giva 1 gprion Tov

To Yesafili givon éva dtdlopa Tov yopnyeital pe Eveorn PECH GTO PATL GTOVS EVIAIKEG Yia T Oepameio
KOTOOTAGE®MY TOV LLATIOV 0V ovopdlovton

- veoayyelakt (VYPoD TOTOL) NAIKLOKT EKPOAGT] TS @YPAS KNAIdag (vypov Tthmov AMD),

- dloTapayn e 0pacng amd devTeEPOTadES oidNua TG WYPAg KNAidog Tov opeileTarl og
amoepatn eAEPas Tov apePAnctpoedong (kKhadikng RVO (BRVO) 1 kevtpikig RVO
(CRVO)),

- pelmpévn 6pacn Aoym d1afnTikov odnpatog g wypds knAidag (DME),

- LEWUEVN OpOoT) AOY® HVOMTIKNG XOPLOEWIKNG veoayyeimong (Lvomik CNV).

H apMPepoénn, n dpactikn ovsia tov Yesafili, amokAeiel T dpactnploTnTa oG OUAd0G
Tapayovtov, mov sival yvootol g VEGF-A (ayyelakog evoodniiokdoc avéntikdg mapdyovtag A) Kot
PIGF (mhakovvtiokdg avEntikog mapiyovtag).

Xe aoBeveig pe vypov thmov AMD kot pvomikr] CNV, avtoi ot tapdyovieg, 6tav Bpickovial o
avénpévn TocoTNTO, GUCYETILOVTOL LUE TO UT] PUGLOAOYIKO GYNUOTIGHUO VEDV LLOPOP®V AYYEI®V GTO
pAtL. AVTd TO VEQ 0LLOQOPO. AYYEID LITOPOVV VO TPOKOAEGOVV T S10PPOT) GUGTUTIKAOV CULATOC HEGH
07O HATL KO EToKOAovdn PAGPN TV 16TV TOL HaTlo) ToL ival vtevBuvotl Yo TV dpaoc).

Y acbeveig pe CRVO, ocvpfaivel andepa&n 6to kuplo apto@dpo ayyeio Tov PETAPEPEL Qi HOKPLA
a6 Tov apEPANGTPOEdT. Qg amdvinon, ta enineda tov VEGF av&dvovtor tpokaldvtag T dtappom
VYPOL HEGA GTOV AUPIPANGTPOELdN Kot Katd cuvenela odnyodv og eEoidnomn g wypdg kniidag, (to
TUNALO TOL OUPIPANGTPOEIDOVG TTOL Elvar VTTELOVVO Yla TN AETTH OPAIOT]), KOTAGTAGT TTOL OVOUALETOL
otdnua g wypds knAidac. Otav n oypd kniida yepilet pe vypod, n kevrpikn 6paocm yivetar BoAn.

e aoBeveig pe BRVO, pia 1 mep1ocotepes SIOKAASDOELS TOV KUPLOL OLLOPOPOL OYYEIOL TOL
LETOPEPEL TO QLU0 LOKPLE ATtO TOV aUQIPANGTPOELDT, epmodiletal. Qg emakoiovbo, ta eninedo VEGF
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av&AvoVTal TPOKOADVTOS TNV SlopPon| VYPOV EVIOC TOL OUPIPATGTPOELDN KOl GUVETMG TPOKAADVTOG
oidnpa g ®ypas KnAidag.

To dwafnrtikd oidnua g wypds knAidag eivat 1 010yKmon Tov apEPANGTPoEdohE 1| omoio cupPaivel
o¢e acbeveig pe dafrn Aoy® dapuyng LYPOL amd TO ALOPOP ayYEia EVTOG TG ®YPAS knAidac. H
@ypa KNAida ivar To T TOL ApEIPANGTPOEBOVS VITEVBLVO Yot TV KA Opacn. Otav 1 oypd
KnAida yepilet pe vypo, n kevipikn opacn yivetar Goir.

H apMPepoéntn €xet kataderybel 6TL oTAPATA TV OVATTLEN VEDV LT PUGLOAOYIKOV OLULOPOP®Y
ayyelov 6To PATL, Ta 0Toio LY VA TOPOVGLEovV dlappon VYPOL 1 aoppayodv. H apiiPepcséntn
umopei va fondncel ot otadepomoincmn Kal, 6€ TOAAEG TEPITTAOCELS, OT PEATIOON TN OTMOAELNG TNG
opaong mov oyetiCeton pe v vypov tomov AMD, CRVO, BRVO, DME ka1 poomiki CNV.

2. T pémer va yvopilete npy cag yopnyn0sei to Yesafili

Agv 00 cag yopnyn0Osi To Yesafili

- o€ TEPITTOOT oAAEPYinG oTNV aPMPEPGENTN 1) G€ OTOLOONTOTE GAAO OTO TOL GLOTATIKG CVTOV
TOV PAPUAKOL (avapépoviatl 6TV Tapdypamo 6).

- eqv €yxete gvepyn N evdgyopevn poivvon péca 1 yopw ard 1o pdtt (oeOaipkn 1 teplo@Baipikn
Aoipwén).

- €qv €xete coPfapn AeypHovn ToL poTiod (1oL VTodelkviETOL ad THVO 1 EpLOPOTNTA).

pogidomonoElg Ko TPOPLAGEELS
AmevBuvleite 610 Y10TpO 60G GOg yopnyndei To Yesafili:

- edv €xete YAAOK®ULA.

- €4V €xETE 10TOPIKO AMAPWE®DV 1 EEIOPOUATOV GTNV OPOACT] GO KOl EAV EYETE L EAPVIKN avEnon
ToL pey€Bovg Kkat Tov apBpov TV eEIBPOUATOV.

- €qv mpaypatonomdnke 1 £ivol TPOYPOULLATIGUEVT XEPOVPYIKT ETEUPACT GTOV 0QOOALO oG
EVTOG TMOV TPONYOVUEVAOV 1 TV EXOUEVMV TEGGAP®V ERSOUASDV.

- eav éyete coPapn popen CRVO 1 BRVO (oyapuxry CRVO 11 BRVO), 1 fepaneia pe to
Yesafili d¢ cvviotdtot.

Emuméov, elvan onuavtikd va yvopilete ot

- 1 0CQAAELD KO 1] QITOTEAECLLOTIKOTITO TNG APAPEPGENTNG OTAV YOPNYELTAL KO GTOVG 6O
0QOAALOVS TOVTOYPOVO eV EXOVV LEAETNOEL CLGTNUATIKG KoL EGV YIVEL Xp1OT HE OLTO TOV
TpOTO pmopel va awénOel o kivouvog Vo TapoVGLOGTOVV YEVIKA aVETIOOUNTES EVEPYELEC.

- ot gvéoelg pe to Yesafili pmopodv va mpokaAécovy avénon oIV TECT) TOV LOTION
(evboBdaApia wieon) o€ opiopévoug acbeveig evidc 60 Aemtdv amo v éveon. O yotpog cag Oa
TO TOPAKOAOVOEL QVTO HETA TNV EVEDT).

- eav avomtHéete pio LOAVVON 1 GAEYLOVI] GTO E0AOTEPIKO TOV HaTIoN (evOopOoApiTidn) 1 GAAES
emmAOKEC, umopel va eppavicete 0PBoAUKO TOVO 1) avENUEVT SVGEOPIN, ETOEVOVUEVT
gpLOpoHTNTO TOL poTloD, BoAN 1 pelwpEVN OpaoT Kot avénuévn evaistnoio 6To P®G.
Omo10dMTOTE GUUTTMOUATA EIVOL CTLAVTIKO VO 10y VEOGTOVV KoL VO OVTILETOTIGTOVV OGO TO
duvaTov GUVTOUOTEPQ.

- 0 YuTtpog cog Oa eELEYEEL edv ExeTe GALOVG TAPAYOVTEG KIVOVVOL TOV UITOPEL VAL ALEAGOVY TNV
mOavoTNTO PENG 1 OTOKOAANONG Mg £K TV 6TIBAS®V 6T0 o™ PEPOG Tov 0PHaALOD (PrEN
TOL HEAOYYPOOL EMONAIOD TOL APPIPANCTPOELBODC), OTOTE GE QLT TNV TEPITT®ON M
apMPepoéntn Ba npémel va yopnynbel e Tpocoyn.

- M 0QAPEPCETTN OEV TPETEL VOL YPTCILOTOLEITOL KOTA T OLAPKELN TNG EYKVUOGHVNG EKTOG EGV TO
evOEYOLEVO OPELOG VTEPTEPEL TOL EVIEYOEVOL KIVOUVOD Y10l TO OYEVVITO PBPEPOC.

- 01 YUVOIKEG OE AVATIOPOY®YIKN NAKIO TPETEL VO YPNCUYLOTOLOVV OTOTEAECLATIKT] OVTIGUAANYT
Katd Tt ddpKeLo TG Oepameiog Kot Yo TOVAAYIOTOV TPELG EMTAEOV UVEC LETA TNV TEAELTOLN
éveon tov Yesafili.
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H ocvompatikn gprion avactorémv tov VEGF, mapdpoimv ovoidv pe exetves mov mepiéyet to Yesafili,
oyetietar SuvnTikd pe Tov kivouvo dnpovpyiog Opoppwv Tov aipatog ot omoiot epalovv Ta apoPdpa
ayyeio (meprotaticd OpouPoeroAK®V 0pTNPLOKOV EXEIGOSIMV) TOV UTOPEL VO 001 YICOVV GE
KOpIL0KT TPOGPOAN 1 AyYELONKO EYKEQOAKO ETEIGOA10. Oe®pNTIKd VITAPYEL VoG KivOUVog TETOLWV
ouppavimv petd v éveon tov Yesafili 6to patt. Yadpyovv mepropiopéva Se0UEVE Yo TV 0CPAAELD
ot Bepaneia acBevov pe CRVO, BRVO, DME kot poomik CNV ot ontoiot £yovv vootel ayyeioxo
EYKEPOAKO EMEIGOO10 1 EAAPPD EYKEPUAIKO (TAPOSIKO 1IGYUUIKO ETEIGOOI0) 1) KOPSLOKT| TPOGPOAN
EVTOG T®V TPOTYoLEVOVY 6 unvav. Edv kdmoto amd avtd oag agopd, to Yesafili 0o yopnynOei pe
TPOGOYN.

Y7apyel povo meplopiopévn epmeipio ot Oepameio

- aoBevav pue DME Adyo dwofntn tonov L.

- SaPnTikdv pe ToAd vyniég péoeg TipéG cakydpov Tov aipatog (HbAlc dve tov 12%).

- SwfnTik®v e o Tatnon tov opboipmy Tov tpokaAgital amd To diaPnTn 1 omoio ovopdleTon
Tapoy@yKn dtefntiky apeipinotposidondadeia.

Aev vmdpyet epneipio ot Oepomeio

- acBevav e ofeiec holpumées.

- acBevav pe dAdec TabN oS TOV 0POOAUDY OTMOG ATOKOAANGT] TOL APPLBANGTPOESOVG 1] OTN
™G O)PAGg KNALdOG.

- SPNTIK®OV e PN ELEYXOUEVN DYMAN aPTNPLOKT] THEDT).

- un Aclotdv acbevav pe pvomiki CNV.

- acBevav ot omoiot £xovv mponyovévas vroPindet og Bepameia yio poomkny CNV.

- acOevav pe PAaPec £Em amd To KeVIPIKO PEPOG TNG W) PdG KNAidag (eEmPBobpikég PAGPES) Yia
poomik] CNV.

Edv xdmoto and to mtapamdve cog apopd, o y1aTpdc cog Bo Adfet vmoyn avtiv TNV EAAEIYN

TANPOPOPLDV OTAV 060G yopnynoet Bepamneia pe to Yesafili.

Mowowd xan épnpor

H yxpnon g apiPepoénng oe moudid 1 epnPouvs Katm tov 18 etdv dev €xet peheel, Kabdgn
vypov tHmov AMD, CRVO, BRVO, DME kot poomiky CNV gival Tadnceig mov tposBariovy kopimg
TOVG EVIIAMKEG. ZUVETMG 1 (PTO1 TOL deV apopd (1] dev amevBVVETAL GE) QLTAV TV NAIKLOKT OpAda.

Alha gappoxae ko Yesafili
Evnuepaote tov ylotpo cag 6V XpNCULOTOLEITE, EXETE TPOGPATO. YPNCULOTOMGEL 1] UITopel val
YPNOLLOTOGETE AAAO PAPLLOKAL.

Kinon ko Onhaopoc

IMuvaikeg o€ avamapaymytkn nAKio TPETEL VO YPNCLLOTOIOVV AITOTEAECLLOTIKY OVTIGCOAAN YT KAT TN
duapkela g Oepameiog Kot Yo TOLAGYIGTOV TPELG EMMAEOV UNVEG LETE TNV TEAEVLTAIN £VEGT] TOV
Yesafili.

Aev vmdpyet epmepio amnd T ypNon g aeMPepointng o€ £ykves yovaikes. To Yesafili dev mpénet va
YPTCLLOTOLEITOL KATA T1) OLAPKELD TNG EYKVHOGVVIG EKTOG GV TO EVOEYOUEVO OQELOG LITEPTEPEL TOL
evogyoeEVOL Kivduvou Yo To £uPpvo. Edv giote £ykvog 1 oxedidlete va peivete £ykvog, culntnote yio
10 Bpa avtod pe Tov yrTpd cog mpv T Bepameia pe To Yesafili.

Mikpéc TocOTNTEG TOL APAPEPCETTNG UTOPEL VO TEPAGOVY GTO avOp®TIVO YdAa. Ol EMTTOGELS GTO
veoyvo/Bpépog mov nraler eivar dyvmotec. To Yesafili dev cuvietdton Kotd TV SidpKELR TOV
Onraopod. Eav Onralete, culntote pe tov yatpo cag mpwv amd v Oepaneio pe Yesafili.

001yNoN KO LEPLOROS PNY AV LATOV

Metd v éveon cog pe to Yesafili, propet va eppavicete opiopéves TPOSMPIVES SATAPAYES TNG
opaong. Mnv odnyeite N xepileote pnyovipoata yio 660 ¥povikd Aot S1PKOLV QVTEG Ol
dloTapayéc.
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TNROVTIKEG TAMPOPOPIEG GYETIKA UE OPIGUEVA GVOTOTIKG ToV Yesafili
Av10 10 Papuako mepExel Aryotepo amd 1 mmol vatpiov (23 mg) avd povada d6ong, ivar 0vtd TOV
ovopalovpe «ehevbepo vatpiovy.

3. og 8a oog yopnyn0ei To Yesafili

"Evog yiatpdc éumeipog otn yop1ynon evécemv 6to pudtt Oa kdvel v €éveon tov Yesafili péoa 6to pdtt
oG Vo donmreg (Kabapég Kol e AmOGTEIP®OT) GLVONKEC.

H ocvvietdpevn do6on givan 2 mg apiPepcséntng (0,05 ml).
To Yesafili yopnysiton ©g éveon péca 6o PATL Gog (evOoDAAOEdIKT Evean).

[Ipwv v éveon, o y1Tpds GO Bal ¥PNOUOTOMGEL ATOAVUAVTIKO 0QOaALLKO d1dAvpa Yo va kabapicel
TO UATL OOG TPOGEKTIKA, £TGL MGTE VO amoPevyOel 1 poAvven. O yaTpdc cog Ba cag xopnynoet Emiong

£V0L TOTTIKO OVOIoONTIKO Y10 VO EAATTOGCEL T} VO OTOTPEYEL TOV TTOVO IOV {0MG GOG TPOKOAESEL 1] EVECT).

Yypoo tomov AMD

Ot acBeveic pe vypod ToTov AMD Ba Aappdvovv Bepaneia pe pio Eveon ava pva yio TpeLg
1000y KEG DOGELS KOl GTN CLUVEXELN LE OKOUOL [ia EVECT] LETA ATTO AAAOVS dVO UNVEG.

O yuwTpdc oag Bo amopaciost €AV T0 PeEGOSAGTNIA TNG DEPATEING OVAIESH OTIG EVECELS UTOPEL VOl
dratnpnBet Yo kabe 600 prveg 1 Bo TPEmEL 6TAdIOKA Vo EmekTOOEL G PEGOJIOGTIATA TOV 2- 1| 4-
ePSopad®V EPOGOV 1 KATAGTACY| GOG £XEL oTadEpOTONOEL.

Ed&v 1 katdotoon cog emdsvabel, To HECOOIAGTN L0 AVALESH GTIG EVEGELG UITOPEL VoL LELmBEL.

Ext6g £dv mapovoidoete Kamolo TpdPAnua 1 60g GUUPOVAEYEL SLUPOPETIKE O YIATPOG GUC, EV
VTLAPYEL OVAYKT] OO EGAG VO, ETICKEPTEITE TO Y1OTPO GOG OTNV TEPI0S0 UETOED TOV EVEGEMV.

Aevtepomabic oidnua e wypdc kniidog oo RVO (klodikn RVO 1 kevipikn RVO)

O y1atpdc cag B kabopicel TO 7O ATOTELEGUATIKO OEPATEVLTIKO TPOYPAUUE, Y10 EG0C. Oa EeKvioeTe
T Bepameio oag pe o oepd omd punviaisg evéoelg Yesafili.

To ypovikd ddotnua ovapeso og dVo evEcelg o€ Ba TpEmeL va lvar KPOTEPO and Eva UNVa.

O ywrpdc oag pnopei va anopacioet T dakonn g Oepaneiog pe to Yesafili edv dev enweereiote
oo avTn.

H Bepancio cog Oa cuveyiotel pe unviaieg evéoeig péypt vo otabepomroinbei n Kotdotaon cag. Mmopet
Vo YPELICTOVV TPELS 1] TEPIGGOTEPES UNVIOLES EVEGELS.

O yatpdc oag Oa mapakorovdel Ty aviondkpion cog ot Oepaneio Kot THAVOG v Guveyicer T
Bepameio avEAVOVTAG GTUSIKA TO LEGOJIAGTALLOTO OVAIEGO GTIC EVEGEIC TPOKELUEVOL VO, 10T PTOEL
i otafepn) Katdotoor. Eqv n Kotdotoon oog apyicet va ETOEVAOVETOL LETA TV TOPATACT) TOV
pecodractnudtov Bepanciog, o ylaTpds cog Oo LELDGEL TO SIUGTAOTA OVTIGTOLYO.

Avdloya pe v avtamdkpion mov Ba Exete otn Bepomeia, 0 youTpog cag Oo anoPUGIGEL TO TPOYPApLLLD
TapoKoAOLONONG GYETIKA P TiG e€eTdoELg Kot Bepameieg oag.

Awafintiko oidnuo e wypac kniioog (DME)

O1 aoBeveic pe DME 0a Aopfavovv Bepameia pe pio éveon ava Piva yuo TG TpMOTEG TEVTE SLdOYIKES
d0CELG KoL OTI GUVEYELN e pia Eveon KABE dVO PNVEG.
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To pecodiaotno peta&d tov Bepaneidv uropei va dtotnpndel 6tovg 600 UNVEG 1] VO TPOGUPUOGTEL
0TV Katdotaon cag, pue faon v e&€tacm tov yrpov cag. O yatpdc cag Bo amoPacicel oXETIKA e
TO TTPOYPOLLLLD VIOl TIC EEETACELS TOpaKoLoVONONGC.

O ywpdc oag pmopei vo anoeocioet T dlokonn tng Oepanciog pe to Yesafili edv Osmpei 6Tt dev
weeleiote amd ™ cvveyllopevn Bepaneia.

Mowmixn CNV

O1 aoBeveic pe poomkn CNV vrofarloviar o Oepomeia pe o epdmas Eveon). Oa AaPete mepartépm
EVEGEIC LOVO €AV 01 EEETAGELC TOV YIOTPOV GOC OTOKAAVWOLV OTL 1] KOTAGTAGN 0ag Oev €xel PeATimbE.

To ypovikd drdotnua PHETOED TV 000 EVEGE®V gV TPEMEL VO EIval LIKPOTEPO TOL EVOC PNVOC.

Ed&v 1 katdotoor] cog eEapavioTEL Kol 6T CUVEXELN ETOVELLPAVIOTEL, O YIATPOC GOG UTOPEL VAL apyIioEL
Eava ) Bepaneio. O yoTpdg cog Oo amopucicel GYETIKA e TO TPOYPUULL Y10 TIG EEETACELS
mopakolovONoNS.

Eév ntaparerpOei pua 66on tov Yesafili
Kheiote éva véo pavtefov yia eE€Taon Kol Yop1ynomn tng EVESTG.

Awkomn g Ogpaneiog pe to Yesafili
YvpPovlevteite Tov YoTpd cog Tpv dakoyete T Bepaneio.

Edv éyete meplocOTEPEG EPOTICEIS GYETIKA LE T1] YPT|OT AVTOV TOL PAPUAKOV, POTICTE TOV YIULTPO
o0g.

4, MBavég avemOOuNTEG EvEPYELES

Onwg 6A0 ToL PAPOKE, ETCL KO AVTO TO QAPLOKO UTOPEL VAL TPOKAAEGEL OVeTIOOUNTES EVEPYELES, AV
Kot dgv Tapovotdlovtal 6e GAOVG TOVG OVOPAOTOVG.

Eivon duvatov va mopouctastovv arlhepyikés avTidopacels (vtepevaicnocio). Avtég pmopel va givan
ooPopEg Ko ATALTEITOL VO ETIKOIVOVI|GETE IE TO YLUTPO 0O OUECMG.

Me 1t xopnynon apAPePCENTNG, UTOPEL VO TUPOVCIOGTODY OPIGHEVES AVETBVUNTES EVEPYELES TOV
emnpedlovv Toug 0PBaAL0DS AOY® NG drodikaciog TG Eveong. Oplopéves amd aTEG Umopel va givat
oofapég ko mepthapfdvouv TOQPA®ON, cofapn AoipmEn 1] PAEYROVI] 6TO EGOTEPLKO TOV 0POAAPOD
(evbo@Barpitidn), amokorinen, prién | apoppayic TG OTO-LVAicONTNG 6TIPAd0G 6TO Tic®
pépog Tov 0p0aipo¥ (amokdAAnon N pnéN ToL aUEPANCGTPOESOVC), 0O TOL PaKOD
(xaTappdktng), arpoppayic Tov 0@OALLOD (pLoppayic. TOV VAAOESOVS GAOATOS), ATOKOAAN G TNG
CehaTIVOO0VG 0V6I0G 6TO ECMTEPIKO TOV 0POULP0V até TOV APPIPANGTPOELST| (0TOKOAANGT| TOV
VOAOELZOVG COUATOG) Ko avéEN 6N TG Tigong péca 6Tov 0pOaApnd, BA. mapdypapo 2. Avtég ot
cofapéc avemBounteg evépyeleg mov emnpedlovv Toug 0eOaApOVG TapatnpnOnKay g Atyotepeg amo 1
o115 1.900 evéoelg oTig KAMVIKEG LEAETEC.

Edv éyete Eapvikn peioon g 6paocng 1 odvénomn tov tovov kai epuOpotnTa 6ToVug 0PBaAIVS PETd
TNV €VEOT], EVI|LEPDGTE TO YIUTPO GOG UPECOC.

Kataloyog Tov avemOopuntov evepyerd@v wov avopiponkav

AxoAovBel £vog KaTAAOY0G TV AVETIBOUNTOV EVEPYELDV TOL ovaPEPONKE OTL SuVNTIKG GYETICOVTOL [UE
T dadkacio g €veong 1 e To appoko. Mmopel va pnv mapovsticete Kapio omd avutés. [ldvtote
va 6u{NTaTE 0MOEGONTOTE TOUVOLOYOVUEVEG AVETIHOUNTEC EVEPYELEC LE TOV YIATPO GG,

IMoAd ovyvég avemBOPUNTEG EVEPYELES (UTTOPET VO ETNPECTOVY TEPIGTOTEPD, 0o 1 ata 10 droua):
- emdeivmon g 6pacng
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- aoppoyic 6To Tem PEPOC TOL 0POUALOD (arpoppayic TOL AUPIPANGTPOELOVG)

- KOKKIVOL LATLO TTPOKOAOVEVOL OITO OLUOPPOYI0. LIKPOV OUOPOP®V OYYEIDMV OTIG EEMTEPIKEG
oTdeg Tov 0EOUALLOD

- ovog 6TovV 0OaANS

Toyvég avemBopunTeg evEpyeLes (umopetl va exnpedoovy uéxpt 1 ara 10 droua):

- amoKOAANGN 1N pREN VS €K TV 6TIRAOMY 6TO oW PEPOS TOV 0POAALOD TOV TPOKAAEL
AGLYELS PMTOG LLE KIVODLEVE GTIYLLOTO KoL LEPIKEG POPEG 00N YEL 6 amdAgia Opacng (pnén*
/amokOAAN O™ TOV pEAYYPOOV EMONAIOVL TOV AUPIPANGTPOEIDOVG, ATOoKOAAN O™ /pHEN TOL
ape1pANoTPoedoic)

- EKQOAMON TOL aUPPANGTPOELDOVG (dlaTapoyn TG OpACoNC)

- alpoppayic Tov 0eHaApD (cpoppayic. 6TO VOAOEISES GMLLL)

- OPICUEVES HOPPES BOA®ANG TOV PaKoD (KOTAPPAKTNG)

- BAdPn oy mpdcbia otdda tov foABov (Tov Kepatogdoic)

- avénon tng mieong Tov opHaApov

- KWvoOHEVA OTiypaTo otV 0paot (EE10pmuata)

- amokOAANON NG (EAATIVOSOVG 0VGING GTO E6MTEPIKO TOV 0POOALOV 0o TOV AUPPANCTPOEN
(amokOAAN O™ TOL LOAOEIGOVG TTOV 0dNYEL GE AGLYELG POTOG Kot EELOPOLLOTO)

- aicOnon 6tL VITAPYEL KATL LECH GTO HATL

- avénuévn Topaymyn doKpL®V

- Tpn&o tov PAEQAPOL

- opoppayia oto onueio g £veong

- gpLOpOHTNTO TOVL POTIOD

* Kataotdoelg yvootég og oyeTilOpeveg e Tnv vypob Tomov AMD, mapatnpribnkov povo ce acbeveig
pe vypov Tomov AMD.

Oy ovyvég avemOopnTES Evépyereg (umopel vo. exnpedoovy uéypt 1 aro 100 droua):

- oAhepykég avtidpaoelc (vrepevaicnoio)**

- cofapn eAeypovi 1| Aoipwén péoa oto patt (evooBaApitida)

- eAeypovi g ipdog Tov patiod 1 dA®V onueiov Tov oBaipod (pitda, payoglditida,
PLOOKVKAMTION, «TPOTEIVIKT] OiyAN» ToL TpocBiov Bordpov)

- napa&evn aicbnomn oo patt

- epediopog Tov Pre@apov

- oidnpo oy Tpdécbia oTifdda Tov foAPov (Tov KePATOELGOVS)

** Eyovv avaeepbel adhepyikéc avtidpaoels Omwg eEavinpa, eayovpo (kvnopdc), pubpd
eCavOnpata (kvidwon) Kot PePIKEG TEPIMTACES GOPAPDOV OAAEPYIKADV (CVOPUANKTIKY /
AVOPVAAKTOELONG) OVTIOPAGE®DV.

Xrdvieg avemOOunTeg evépysieg (umopel va emnpedoovy uéxpt 1 ota 1.000 droua):
- TOPAOON

- 00 lmon T®V PAKOV AOY® TPAVUATIGHOV (TPOVUATIKOS KATAPPAKTNG)

- eAeypovi g LeAaTvdd0VG 0VGIOG 6TO EGMTEPIKO TOL 0PHAAOD

- THOV GTO UATL

2116 KMVIKESG SOKLLLES, LITNPEE Lol AOENOT) TOV TEPIGTATIKAOV OLOPPAYIOG amd PIKPA arpto@dpa ayyeia
o115 eE®TEPIKESG GTOPASES TOL 0POUALOD (crpLoppayic TOL EMTEPVKOTA) G OCOEVEIG [LE VYPOVL TOTTOL
AMD mov Adupavav avtimnktikd. Avti n ovénuévn exintoon frav Topopote Hetaéd Tov actevoy
7oV Oepomedovtay pe pavipmLovpdfn kot aeAPepointn.

H ocvotpatikn xpnon avactorémv tov VEGF, ovoidv Topdpolmv pe ekeives Tov mepEXovial 6To
Yesafili, duvntikd oyetileton pe tov Kivéuvo dnpovpyiog OpopuPov aipatog Tov ppaccovy To.
alpoopa ayyeio (aptnproxdv Opoppoepforiikdv enelcodimv) mov prnopel vo 0dNyNooVY G KOPILOKT
TPocPorn 1 €YKEPOAKO ENEIGOO10. YTApyEL OempnTIKOG KIVOUVOC TETOUMV EMEIGOOIMV LETA TNV EVEOT
g apMPepoénng HEGa 6Tov oPOaAUO.
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Onwg kot pe OAeg T1¢ OepamevTikég TPOTEIVEG, VTTAPYEL TOAVOTNTA OVOGOLOYIKNG AVTIOPAONG
(oynuoticpog avticopdtmv) pe to Yesafili.

Ava@opd avemBopunTmy vePYELOV

Edv mopoatnpnoete kamolo avemBOunTn EVEPYELQ, EVILEPMDOTE TOV YATPO GOG. AVTO 1GYDEL KOL Y10,
K60e TOov avemBOUNT EVEPYELD TOV JEV AVAPEPETOL GTO TAPOV GVALO 0OMYIDV ¥p1ionG. Mropeite
emiong vo avapépete avembountes evépyeieg amevbeiog, LEG® ToV EBVIKOD GLGTNUATOG AVOPOPAG TTOV
avaypaeetor oto [Hapdptnua V. Méco g avapopic avemBuuntoy eVEPYEIDYV UTOPEITE Va.
Bonbnoete 6N GLALOYN TEPIGGATEPMV TANPOPOPLDV GYETIKA UE TV ACPAAELD TOV TAPOHVTOG
Qapudrov.

5. Mog va pvraccete 10 Yesafili

o To eappako aVTod TPETEL VO, QLAACCETOL GE PLEPT TTOL OeV TO PAETOVV Ko dev To POdvouV T
TodLd.

. Noa pn xpnOHOTOIEITE AVTO TO PAPUOKO PETA TNV NUEPOUNVIR ANENG TTOL OVAPEPETAL GTO

YOpTIVO KOVUTI Kot oTNV emonpaveon petd v AHEH. H nuepounvia AMéng ivan n) tehevtaio
NUEPO TOVL UIVO TOL OVOPEPETOL EKEL.
o dvrdooete og yoyeio (2°C — 8°C). Mnv katonyvyeTe.

. To KAe1oTO PLOALdI0 PTOPEL VoL PLAAGGETOL EKTOG YuYEiov o€ Beppokpacio KaTm tv 25 °C
péypt 24 opeg.

. DuAGooETE OTNV OPYIKT CLCKEVAGIO Y10 VO TPOCGTOTEVETAL OO TO PWC.

. Mnv metdte pdppoka 6to vepd TG amoyETELOTG 1 6To OKloKE amoppippata. Potiote tov

QOPHOKOTOLO GOG Y10 TO TAOG VO TETAEETE TO PAPLLOKO TOV JEV YPTCILOTOLEITE To. AVTH TaL
pétpa o fondncovy oty Tpoctacio Tov TEPPAAAOVTOC.

6. Iepreydpeva TG 6VoKELAGING KO AOWTEG TAN|POPOpPiES

T epréyer To Yesafili

- H dpactikn ovcia givat: apiPepcséntn. Eva euolkidio mepiéyet eEaydyyo 6yKo TovAdylotov
0,1 ml, mov wodvvopei pe Tovddyiotov 4 mg apAPepcéntng. 'Eva prolidio mapéyet pio 66om
2 mg apMPepoéntng o€ 0,05 ml.

- Ta GAAa cuoTaTiKd gival: 16TIdV, 16TIOVN VOPOYAW®PIKT LovoDdpKT, ToAvcopPiko 20 (E 432),
TpeXOAOLN S1DIPIKN KoL VOWP Y10 EVESTUA.

Ep@dvion tov Yesafili kon mepreyépeva g cvokevociog

To Yesafili eivon éva evésyo didhvpa (evésyo) oe Eva elaAidto. To diddlvpa eivarn dypopo Emg
VIOKITPIVO.

To Yesafili diatifeton oe cvokevacieg Tov mepExovv 1 PraAidio kot 1 ferdva pe eiktpo M o€
ovokevaoieg mov epLEyovv 1 eroAidio, 1 Belova pe pidtpo, 1 cvpryya kot 1 Beddva Eveong.

Karoyog Adsrag Kvkhogopiog
Biosimilar Collaborations Ireland Limited
Unit 35/36

Grange Parade,

Baldoyle Industrial Estate,

Dublin 13

DUBLIN

Iphovdia

D13 R20R
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HopookevacTi|g
Biosimilar Collaborations Ireland Limited

Block B, The Crescent Building, Santry Demesne

Dublin
D09 C6X8
Iphovdia

INa omoadnmote TANPoPOpPio GYETIKE LLE TO TAPOV POPUAKEVTIKO TPOIOV, TAPUKOAEISTE VO,
anevfuvleite GTOV TOMIKO AVTITPOCMOTO TOV KATOYOV TG ASELNS KUKAOQOPLaG:

Belgi¢/Belgique/Belgien
Biocon Biologics Belgium BV
Tél/Tel: 0080008250910

Bbarapus
Biosimilar Collaborations Ireland Limited
Ten: 0080008250910

Ceska republika
Biocon Biologics Germany GmbH
Tel: 0080008250910

Danmark
Biocon Biologics Finland OY
TIf: 0080008250910

Deutschland
Biocon Biologics Germany GmbH
Tel: 0080008250910

Eesti
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

E\LGda

Biocon Biologics Greece MONOITPOZQITH
ILK.E

TnA.: 0080008250910

Espaiia
Biocon Biologics Spain S.L.
Tel: 0080008250910

France
Biocon Biologics France S.A.S
Tel: 0080008250910

Hrvatska
Biocon Biologics Germany GmbH
Tel: 0080008250910

Ireland
Biosimilar Collaborations Ireland Limited
Tel: 1800 777 794

Lietuva
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Luxembourg/Luxemburg
Biocon Biologics France S.A.S
Tél/Tel: 0080008250910

Magyarorszag
Biosimilar Collaborations Ireland Limited
Tel.: 0080008250910

Malta
Biosimilar Collaborations Ireland Limited
Tel.: 0080008250910

Nederland
Biocon Biologics France S.A.S
Tel: 0080008250910

Norge
Biocon Biologics Finland OY
TIf: +47 800 62 671

Osterreich
Biocon Biologics Germany GmbH
Tel: 0080008250910

Polska
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Portugal
Biocon Biologics Spain S.L.
Tel: 0080008250910

Romania
Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

Slovenija

Biosimilar Collaborations Ireland Limited
Tel: 0080008250910
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island Slovenska republika

Biocon Biologics Finland OY Biocon Biologics Germany GmbH
Simi: +345 800 4316 Tel: 0080008250910

Italia Suomi/Finland

Biocon Biologics Spain S.L. Biocon Biologics Finland OY

Tel: 0080008250910 Puh/Tel: 99980008250910
Kvnpog Sverige

Biosimilar Collaborations Ireland Limited Biocon Biologics Finland OY
TnA: 0080008250910 Tel: 0080008250910

Latvija

Biosimilar Collaborations Ireland Limited
Tel: 0080008250910

To Tapév @vAro 00NYLOV YpRcNS avadempiOnke Yo TELEVTALN POPA oTIG
AlLeg INYEG TANPOPOPLOV

AgmTopepeic TANPOPOpieg Yo To QAappako avTd givar Staféoieg 6to dikTvakd TOmo T0V Evponaikon
Opyaviopod @apudxmv: http://www.ema.europa.eu

O Tinpogopisg Tov axorovBovv arevBivovtar pévo o emayyeipartieg vyeiog:
To @aAidlo Ba mpémet va ypnoiponoleital yia T Oepameia povo evog 0@Oaipov.

To PlaAid10 TEPIEYEL TEPIGGOTEPT OO TI) CLUVICTOUEVN 3OGT TV 2 mg apMPepcéntng (Tov
tsoduvapovv pe 0,05 ml). O emmhéov dyKog Oa Tpémel va amoppipbel Tpiv amd T yoprynon.

To didAvpa Bo mpémer va eheyyBel onTiKd yio TuyOV EEVI GOUOTIOOKT VAT KAV GTOYPOUOTIGUO 1) Y10,
K@0e peTaforn TNG PLGIKNG ELEAVIONG TTPLV OO TN YPNOT). L€ TEPINTOOCT) TOV TOPATIPELTAL KATL OO
TO, TTOPOATAV®, OTOPPIYTE TO PAPUAKEVTIKO TPOTIOV.

To Khe1oT6 PLOAISI0 PTopel Vo QUAACGETOL EKTOS YuYElov KATm Tmv 25 °C péypt 24 opeg. Metd 1o

dvorypo Tov Prodiov, TPoymPNCoTE G dadIKaGio VIO donmteg cuVONKEG.
INo v evdodoaroeidkn éveon, Tpénet va ypnoyononel ferova Eveong 30 G x % inch.
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Zymua A: Méyebog ouokevaciog 1 pradiov + 1 felovag pe piktpo + 1 cdpryyog + 1 Belovag Eveong

1 amooTelpwyévn
oUpiyya Luer lock Tou
1 ml (pe ofpavon yia
pérpnon 0,05 ml)

AtrooTelpwyévn BeAova pe
. L= @iATpo TWV 5 micron
AmocTeipwpévn BeAova EVEONS (18 gauge x 1% inch)
(30 gauge x %2 inch)

Yynuo B: Méyebog cuokevaciag 1 guoidiov + 1 felovag pe giktpo

AmrooTelpwuévn BeAdva pe QiATpo Twv
5 micron (18 gauge x 1%z inch)
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Odnyies xpijons

1. AQupéoTe TO TANGTIKO MO KO
ATOAVUAVETE TO EEMTEPIKO PEPOG TOV EAAGTLKOV
TAOUOTOG ELTYDOPNONG TOV PLoAdiov.

2. H Berdva pe oidtpo twovl8 G x 1 Y2 inch,
5 micron ¥pNGULOTOLELTAL Y10, TNV AVTANGT] TOV
QOPUAKOV aTO TO PLOALSIO.

Aopaipéote tn Perova pe oiktpo Tovl8 G x 1 %
inch, 5 micron kot ™ cVpryya Tov 1 ml amd ™
ovokevaoia tovg. [Ipocaptiote ) Bedova pe
OIATPO 6TN CHPLYYQ, TEPIGTPEPOVTAG TNV TAVE®
010 akpo Luer-lock tg ovpryyag.

3. Znpaéte tn Pelova avappoenong LEGH 6T
KEVTPO TOV TMOLOTOG EIGYDPNONG TOL PLOALSIOV
péxpl 1 Perdva va gicaybel evieddg péoca 6to
@LOAid10 Ko TO AKpo TG va ayyi&el Tov mbpéva
ToV ProAdiov.

4. XpnoCHOTOI®VTOG AGTITY TEXVIKT, OVTANOTE
O\0 TO TIEPLEYOUEVO TOV PlaAldiov Tov Yesafili
Léca ot oVpLyya, STnPOVTaG To LOAidI0 o8
opOa B€om, EAAPPDS KEKAMPEVO Y10, VOl
S1evKoAVVETE TNV TANPN GvtAnon. T v
OTOTPOTN TNG EICAYWYNG aEpa, EMPePardote OTL
T0 GKpo NG Perovag pe piktpo givor fubiopévo
UEGO OTO VYPO. ZVVEYIGTE VO YEPVETE TO PLOALISI0
KOTE TNV GVTANGT KPOTMOVTOS TO GKPO TNG
Belovag pe eiktpo Pubiopévo pésa ato vypo.

To dkpo g
BeAovag
KoITage! Tpog
Ta KaTW

5. Beparmbeite 611 M pafdog tov epPdrov Exel Tpafnytel EMAPKMG TPOG TA TGM KATA TNV EKKEVOOT
TOV PLOAdioL, £T61 MGTE VO, adeldoEl TANP®G 1) fEAOVA LE QIATPO.

6. Apaipéate T Pehdva pe PIATPO KoL amoppiyTe TNV UE CMOGTO TPOTO.

Inueioon: H Beddva pe ¢iktpo dev mpoopiletot yio va pnolomoteitol yio evooDaAogdIKT EVEOT).
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7. BePowwbeite 6T 1 feddva Eveong Tov
30 G x Y inch ypnowomoteitat yo tnv
€VOOUAAOEIOIKT) £VEDT).

Aopaipéote ) Perova éveong tov 30 G x 5 inch
omd T GLOKEVOGIO TNG KO, YPNCULOTOLDVTOG
GONTTN TEYVIKY, TEPIOTPEYTE TNV GTAOEPH TAVE®
670 akpo Luer-lock g oOpryyag.

8. Otav eilote £To1p0l Yo T YOpNYNON,
OQOIPESTE TO TAAGTIKO TPOGTOTEVTIKO TNG
Beldvag amod T Perdva.

Kpatavtag ) cvpryyo pe m Peldva va kortalet

TPOG T TAV®, EAEYETE TN GVPLYYA Y10t PUCAADEC.

Edv vrdpyovv puoarideg, KTumnote amaid )
oVPLYYO LE TO SAKTVAG GaG UEXPL OAEG OL
QLCOAIdEC VA avEBOLY GTO TTAV® PEPOG.

9. E€adetyte OAeg TIC pLOOAIdES Kot aoPArAETE
TNV TEPICOELN TOL PUPUOKEVTIKOV TPOIOVTOG,
mélovtag apyd 1o ERPoro, £T61 MOTE TO EMIMESO
aKpo Tov guforov vo evBuypappioTel pe
ypapupn mov vrodetkvoel 0,05 ml exdvo ot

oVPLYYO.

AidAupa pera Tv amoBoAi
TWV QUOaAIBWY aépa Kai
Tpappf Socohoyiag TOU TEPIGaIOU PappdKoy
0,05ml

Emimedo
axpo
£uporou

10. To guodidro mpoopileton yia pio povo ypnon. H eaymyn morhamhodv 66cewmv amd Eva glaAido

pmopet va av&Noel Tov Kivouvo ETPOALVOTG Kot ETAKOA0VONG PAEYLOVIG.

Kd0e aypnoyomointo @oppakevTikd Tpoidy 1 VITOAELO TPETEL VO ATOPPITTETAL COLPOVO, LUE TIG

KOATO TOTOVG IGYVOVGES GYETIKES SLOTAEELG.
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