ITAPAPTHMA I

MEPIAHYH TQN XAPAKTHPIZTIKQN TOY ITPOIONTOX



vTo QAPLOKO QVTO TEAEL LITO GUUTANPOUATIKT TOPAKOAOVONOT. AVTO Ba EMLTPEWEL TO YP1YOPO
TPOGIIOPIoUO VEDV TANPOPOPLOV ACOAAEING. ZNTEITOL OO TOLG EMAYYEALATIEG VYELNG VO AVOPEPOVY
omolecdnmote mhavoloyovueveg avemBounteg evépyeieg. BA. mapdypapo 4.8 yia Tov TpdTo avapopdg
OVETLOOUNTWOV EVEPYELDV.

1. ONOMAZIA TOY ®APMAKEYTIKOY ITPOIONTOX

PAVBLU 40 mg/ml evécipo dtdAvpa og Tpoyepiopévn ochpryyo.

2. MNOIOTIKH KAI TIOXOTIKH XYNGEXH
1ml evéopov dodvpatog mepiéxet 40 mg apiPepoénng*.

Mia mpoyepucpévn oipryya mepiéyet eaymyuo 6yko tovidyiotov 0,09 ml, mov icodvvapei pe
TovAdyoToV 3,6 MY apAPepcéntng. AVTd TaPEXEL WPEALN TOGOTNTO Y10 T YOPTYNOT| Hiog HOVo
d6ong 0,05 ml ov mepiéyovy 2 Mg apAPepoinng.

* [Ipwtetvn oHVINENG OV ATOTEAEITOL OO TUNUATE TOV EEMKVTTAPIKMV TEPLOYDV TWV VTOSOYEMV
1 ko 2 Tov avBpadmvov VEGF (aryyelokdg evoodniiakog avEntikdg Tapdyovios) CuvieTyIEVa GTO
tunpa Fe tov avBpdmivov IgGl kot mopackevaletol og [ KuTTaptkn 6E1pd modnkmv KivEikmv
kpwntev (CHO) pe v teyvoroyia avacvvdvacuévov DNA.

"Exdoyo ue yvootn dpdon

To edppaxo avtd mepiéyet 0,005 mg rorlvcsopPicod 80 e kabe d6om 0,05 ml, Tov wodvvapodv pe
0,1 mg/ml.

IMa tov IAnpn KatdAoyo TV exdoywv, PA. Tapdypoaeo 6.1.

3. OAPMAKOTEXNIKH MOP®H

Evéoyo dihopa (svéoyo)

Arowyég mg 1pdilov, aypopo Emg ELaPPOS KITPIVO, 1G0-OGUMTIKO SGAVUA.

4, KAINIKEX TIAHPO®OPIEX
41 OgpamevTikég gvOEicelg

To PAVBLU evdeikvoton yio evinAikovg, yio tn Oepamneio

. g veoayyelakng (VYpod TOTOV) NAIKIOKNG EKPVALOTG TG W)Pas knAidag (AMD) (BA.
napbypagpo 5.1),

. g dlaTapoyng TG Opacg AdYm devtepomafong 01dMLOTOC TG MYPAG KNALdAG amd amdppacn
QAEPac Tov apeiPAinotpoedoig (kKhadikng RVO 1 kevipikic RVO) (BA. mapdypogo 5.1),

. ™G datapoyng g 6pacng Aoy dtafntikod odnuaTog TG wypdg knAidag (DME) (BA.
napbypagpo 5.1),

. NG dTapoyng TG OPACNS AOY® HLMTIKNG XOPLoedkng veoayyeioong (pvomiky CNV) (BA.
napdypago 5.1).

4.2  Aocoloyio Kol TPOTOG YopNyNoNS

To PAVBLU npoopiletar ylo evdoialogldikn £veor Hovo.



To PAVBLU npénet va yopnyeitor povo amd eedikevpévo tpd pe epmelpio ot de&aymyn
eVOOVOAOEISIKAOV EVEGEMV.

Aocoloyia

Yypod tomov AMD
H cvvictdpevn d6on yia 1o PAVBLU givol 2 mg aplBepoéntng, nov icodvvapuei pe 0,05 ml.

H Bepoameio pe o PAVBLU Eekvd pe pio éveorn avd punva yio Tpelg dtadoykég 00GELG. TNV GUVEYELL
T0 pecodiaotnpa g Oepaneiog enekretveron o€ 600 UNVEG.

Me Bdon v kpion tov Oepdmovta 10tpod MG TPOG TNV ORTTIKT 0EHTNTA Kot / ) TOL OVOTOUIKG
QTOTEAECLLOTO TO HECOJIAOTN O HETOED TV Bepaneidv pmopel va dtotnpnBel oe dvo punqveg N va
eneKTOOEl TEPAITEP®, LE £VO SOCOAOYIKO YN Bepameiog Kot enéKTAoNG KOTd TO 0moio Tol
UEGOJAGTAUATA TOV EVEGEMY avEAvovTal avd 2- M) 4- efdouddeg mote vo dlatnpnOei otabepn n
OTTIKN 0ELTNTA KoL/ 1} TO AVOTOUIKG OTTOTEAEGUATOL.

Edv 1 onttikn o&VTNTOr KO TaL ovOTOpKE omoteAéopato emdsvmbolv, Ta pecodiaotipato Bepaneiog
0o Tpémel va petmbovv avticToiymg.

Agv vapyel Kamola amaitnon yio mapakoiovdnon avépecsa otig evéoels. Me Bdon v kpion tov
BepdmovTa 10Tpov TO TPOYPULLLE ETOKEYE®V TAPOKOAOVONONG Hopel va lval o cuyvo amd Tig
EMIGKEWELG TV EVECEMV.

Agv éxel pnehetn el pecodidotnpa Bepameiog peyaldTepo amd T€00EPIS UVES T} LIKPOTEPO OO
4 gBdouadeg avaueoo otig evéoelg (PA. mapdypapo 5.1).

Aevteporabic oidonua e wypds knlidos ard RVO (kladiki RVO # kevipuc RVO)
H cuvictdpevn 86om yuo to PAVBLU egivor 2 mg aehBepoéntng, mov icodvvapei pe 0,05 ml.

Metd v apyikn éveon, 1 Bepameio dtvetor ava pva. To didotnpa avapesa oe dvo ddcel; d¢ Ba
pémel va givot IKpOTEPO amd Eva unva.

Edv ta ontikd ko avatopukd amoteAésparta delyvouy 6Tt 0 aoBevig dev emmeeleitol and  Bepamneia,
t0 PAVBLU 0a wpénel va drakodmTeTOL.

H unviaio Oepameio cuveyiCet péypt va emtevyBei n péyiot ontikr o&dtnta Ko/ 1 vo unv vdpyovv
onueio evepyod dpactnploTnTag TS VOGoL. Mmopel va ¥pelactody Tpeig N TEPIEGOTEPES SL0OOYLKES
unviaieg evecelc.

H Bgpancio pmopetl akorovbm¢ vo cuveyiletor pe €va d0c0A0YIKO oYL «Bepameiag Kot ETEKTAONCY
pe Pabuaio avénon tov dtuetnudtov Bepaneiog wote va dtatnpnbodv otabepéc ot onTikég Ko/ 1 ot
OVOTOLUKEG TTOPAUETPOL, MCTOGO JEV VTLAPYOLV ETOPKN GTOLYEIN TOV VO Guvoyilovv TN didpKeln
OVTOV TOV SIUCTNUATOV. AV 01 OTTIKEC KA/ 1 AVATOUIKES TUPALETPOL ETLOEV®OOVV, TO LECOIACTI L0
¢ Oepameiog Oa mwpénel va peiwbei avordoymc.

H mapaxoAiovdnon kot 1o mpdypappa Oepaneiog o mpémel va kabopiletarl and To Oepdmovta 1Tpd
Béoet TG atopKNG avTaTOKPIoNG Tov achevolC.

H mopaxoiovdnon g mopeiog g vocov pmopel vo mepthappavet khvikn eEétaon,
KAMVIKOEPYOUOTNPLUKO 1) ATEIKOVIGTIKO EAEYYO (T.). OTTIKN TOLOYPOPIC GUVOYNG T
(PAOVOPOAYYELOYPOPIX)



Awofintino oidnua s wypas knAidog
H cvvictdpevn d6om yo. to PAVBLU egivatl 2 mg apMpepoéntng, mov icodvvapei pe 0,05 ml.

H Bepoameio pe to PAVBLU Eekvd pe pia éveon avd unva, yio mévte 510d0y ke dOGEIS, KOl 0T
cuvéyela pia éveon kdOe dvo pnvec.

Me Bdor v kpion Tov 10Tpod GYETIKA LE TNV OTTIKN 0EVTNTO, KO/ TO OVOTOMIK( OTOTEAEGLATOL, TO
pecodidotnua peta&d Tov Bepaneldv pmopet va dtatnpnbei otovg 2 pnveg 1 va e&atopikevdet, dnwg
He €vo 0c0oA0YIKO oYa Bepameiog Kot eTEKTAONG KOTd TO 0TTOl0 TO LEGOOIOGTALATO TV BEpameldv
ovvnbmg avédvovtal pe Tpocavénon 2 fdopddwv mate vo dlatnpnel otabepn N ontikn o&HTNTO
KOUT TO OVOTOUIKG OTOTEAEGHOTO. Y TAPYOLV TEPLOPICHEVA dedoUEVE Yio SlaoThata Bepameiog
peyarvtepo Tov 4 unvov. Edv n ontikn) o&0tnta Ko/ To avaTopiKa omoteAECHATO EMOEV®mBoDY, Ta
pecodactipata Oepaneiog o mpénel va peiwbodv avtiotoiywg. Aev £xovv peletnBel dSaothiuota
Bepanciog pikpotepa TV 4 efdopddwnv peta&d Tov evécewv (BA. mapdypago 5.1).

To mpoypappa Tapakorovdnong Ba tpénel va kabopiletor amd tov Bepdmovta 10Tpo.

Edv to omtikd Kot avatoptkd omoteAéopato delyvouy 0Tt 0 acBeviic dev wpeAeital amod T
ovveyLouevn Bepamneio, to PAVBLU Ba mpénet va diaxomet.

Mowmixny yopioegidixn veoayysiwon

H ocvvictopevn 06on yio 1o PAVBLU eivon pia epdmaé evéodaroeldikn éveon 2 mg apiPpepoénng,
nov avtiotoyet pe 0,05 ml.

IIp6cBetec d6ce1c pmopohv vo xopnynBohv 4v T OTTIKA KA/ OVOTOLUKA ATOTEAEGLLOTOL
VTOJEIKVVOVVY OTL 1) VOGO emuével. Ot vmotpoméc Oo mpémet vo, avTipetonilovtol o¢ véeg EKONANDGCELS
™G vOGOou.

To mpdypappo topakorovdnong Oa tpénet va kabopiletar amd tov Oepdmovia 1aTpo.

To duotnua avapeca o dvo docelg Og Ba Tpémet va gtvor LKPOTEPO AId £va Unval.

Ewwoi tAnfvopoi

Hromiren #/xar veppixn ovoiertovpyio

Agv &ovv mpaypoatoroindel e1ducég pedéteg o€ aobevelg pe nratikn /Kot veppikn SuoAgttovpyia e
™V oaQAPePCETTY.

Ta dwwbéotpa dedopéva dev VTOSEKVOOVY aVAYKN Yo TPOSappoyn tng 06ong pe to PAVBLU oe
avtovg tovg acbeveig (PA. Tapdypogo 5.2).

Hliiwuévog nAnboouog

Agv amoattovvot 101KEG puOpicels. Yrapyel meplopicpévn eumelpio o€ acbeveic nAkiog ave tov
75 etwv pe DME.

Toidrazpixog wAnBoouog
H acpdAeio ko 1 amoterespotikotnta tov PAVBLU dev éxovv tekunpiobei oe moudid kot eprfouc.

Agv vrapyet oyetikn yprion tov PAVBLU otov modiatpicd tAnbocud yua tic evoei&elg vypod tOmov
AMD, CRVO, BRVO, DME kot poomikry CNV.



Tpomog yopnymong

O1 evO0DOAOEIDIKEG EVEGELG TTPETEL VO, TPOALYLLOTOTOIOVVTOL COLPMVA UE TNV KaOlep@UEvn 10Tptkn
TPOKTIKN KoL TIG 10YVOVGES KATEVOVVTINPLES 001 YiES, O EEEIOIKEVUEVO 1UTPO e EUTELPID OTN
deEaymyn evoobaAoedIKOV evécemv. ['evikd, mpénet va dtaceaiileTal 1 eTapkng ovaicnoio Kot
aonyia, cuUTEPILOUPAVOLEVIC TNG XPTIONE TOTIKOD LKPOPLOKTOVOL €VPEDS PACUATOG (TT.). 10d100Y0C
moP1odvn epappolduevn 61o TEPLOPOUALIKO dépLa, TO PAEPOPO Kot TNV 0QPBOALUKY emQAvELD).
ZUVIGTOVTOL OTOADUAVGT] TV XEPLDV, LE T S10OIKAGI0 TPOETOLAGIOG YEPOVPYEIOD, UTOCTEPMUEVA.
YAVTL0, OTOCTEPMUEVO TTESTO KAl ATOCTEPMOUEVOS PAEPAPOSIOGTOAENS (1] 1IGOSVVALO).

Apéomg petd tnv evdoboloeldikn £veon, ot acbeveic mpémel va mapakolovBodvtat yio avénon g
evdoBaiag wieong. H katdAinin mapakorovdnon umopet va meptrapfavet ELeYY0 TG OLULATOONG
NG KEQOANG TOL OTTIKOV VEVPOUL 1 Tovouétpnorn. Edv anatteitar, Ba tpémet va vdpyet dStabéoipog
OUTOCTEPMUEVOG EEOTAMGLOG Y10 TOPAKEVTINGT).

Metd v gvdoialoedikn| £veon), 6Tovg acbevelg mpénet va 5000V 0dnyieg yio TNV avapopd Tuyov
CUUTTOUATOV TOV UITOPEL VO, VTOOINA®VOLY gVO0QBAUITION (T.). TOVOG TOV 0PBAALLOD, EpVOPOTNTA
oV 0@OaApOV, poToPofia, OoAN dpacn) ywpic kabvceTtépnon.

Ka0e mpoyepucpévn ocopryyo mpémet va ypnoiponoteital yio m Oepaneio evog opBaipov pévo. H
eEaymyn ToAaTAGV dOGEMV OO L0 TPOYEUOUEVT CVPLYYO UTOPEL va LENGEL TOV Kivouvo
EMUOAVVONG KOl ETAKOAOVONG QAEYHOVIC.

H mpoyepiopévn cOpiyyo mepiéyel mepiocdTEPO QO T GUVIGTOUEVT] 600T TOV 2 MY apAMPBEPCETTNG
(mov eodvvapovv pe 0,05 ml stodvpatog yia éveon). O e&aydyipog 0ykog and tn cvpryyo ivor 1
ToGOTNTA TOL Uropel va e&ayBel amd T cOpyya Kot dev glvar 0vTOS OV TPEMEL VoL YprotponomOel
6710 cUVOAS Tov. ['a TV mpoyepiouévn ovupryyo PAVBLU, o e&aydyyiog 6yKog etvat tovAdylotov
0,09 ml. O emmAéov OyKog TPEmeL Vo awoppimTETAL TPLY TNV £VEST TG GVUVIGTAONEVNS HOoNS (PA.
napypao 6.6).

H éveomn 6Xov tov 6yKkov 0md TV TPOYEUGUEVT] GVPLYYQ B0 LTopoVGE VO 00Ny GEL GE LITEPOOGOAOYIA.
IMoa vo amopakpuvBov o1t pucarideg aépa pall pe TNV TEPIGGE TOV PAPUOKEVLTIKOD TPOIOVTOG,
méate apyd 10 EPPoro £ToL @aTE 1) Pdon Tov Boi®ToD dkpov Tov epférov (6L 1 KOpLET] TOV
06)0v) va uBvypapmeTel pue ™ Ypoupun docoroyiac otn cvpryya (icodvvapuei pe 0,05 ml, dn.

2 mg apAPepoéng) (BA. mapaypdpovg 4.9 kot 6.6).

H Pelova g éveong npémel va eicayetot 3,5-4,0 mm wico and 10 GKANPOKEPATOEIDEG OPLO UEGH GTNV
VOAOEISIKT] KOIAOTNTA, ATOPEVLYOVTOG TOV 0pLLOVTIO LECUPPIVO KOl GTOYEDOVTOG TTPOG TO KEVTPO TOV
BoAPob. L cuvéyea yopnyeitat o evéoyuog 0ykog tov 0,05 ml. Atapopetiko onpeio tov oxkinpod Ha
TPETEL VAL YPTCLLOTOLEITAL OTIG EMAKOAOVOEG EVEGELS.

Metd v éveon, kdOe apnoLonoinTo TPOIOV TPEMEL VO ATOPPITTETAL.

I 10 YEPLoUd TOL EOPUAKEVTIKOD TPOTOVTOC TPV amd TN Yopnynon, PA. mapdypago 6.6.

4.3 Avrevositeag

YrepevaicOncio otn dpacTiky] ovcia aQAPEPGENTN 1} GE KATOL0 00 T, EKO0Y0 TOV OVAPEPOVTOL GTNY
mapdypoeo 6.1.

Evepyn 1 evoeyduevn opBoiiuxn 1 tepto@Ooaipikny Aoipmén.

Evepyn cofopn evéopBdipia pieypovn.



4.4  E0kég TPOELOOTOM|GELS KUL TPOPVAAEELS KATA TN YP1)ON

IyynAacotto

[pokeyévov va Pertiobel n yvnrloodtta Tov PLOAOYIKOV QAPUOKELTIKMY TPOIOVI®OVY, TO OVOLLd
Kot 0 aplfpog mapTidag TOL YOPTYOULEVOD PAPUAKOL TPETEL VO KATAYPAPETOL LE COPTVELD.

Evéobarocidikéc evéselc — oyeTlOUEVES OVTIOPAGELC

O1 ev30HOAOEDIKEG EVEGELC, GUUTEPILOUPAVOUEV®V EKEIVOV LE 0OMPBEPGETTN, £XOVV CLUGYETIOTEL e
gvoopBaAuitidn, EVOOPOAALL PAEYLLOVT], PNYUATOYEVT] OTOKOAATGN TOV AUPIPANGTPOEBOVS, pEN TOV
ape1PANCTPOEBOVS KOt 10TPOYEVT TPAVUATIKO KaTappdktn (BA. Tapdypago 4.8). Katd n xopnynon
tov PAVBLU, ntpémet va ypnoipomolobvron mévto KaTIAANAES AONTTEG TEXVIKEG EVEOT|G.
EmunpocBétmg, o1 acbeveic Oa mpémet va mapakorovbovvtal katd tn Sidpkela ¢ EROOUAdAG LETA TNV
éveon pokeévou va gtvar duvarn n Eykopn Oepaneio o€ mepintmon gpeavions Aoipnméng. ZTovg
acBeveic mpémel va 50000V 0dnyieg yio TV avapopd, TVYOV COUUTTOUATOV TOL UTOPEL VA
VTOONADOVOLV EVOOPBUALUTION 1) OTOLOVINTOTE OO TA TPOUVOUPEPOLEV GUUPAVTA XWOPIg
KkaBvotépnaon.

H mpoyepicpévn cidpryyo mepi€yel TEPIGGOTEPO Ad TN GLVIGTMWEVT dOGT TV 2 MY 0EAPEPGETTNG
(mov 1odvvapei pe 0,05 ml). O emmhéov dykog Ba Tpénet va amoppredel mpv amd ™ xopnynon (PA.
Tapaypapovs 4.2 ko 6.6).

Avénoeig oy evéoebdiuia ticon éxovv moapatnpndel eviog 60 Aentdv amd TV EVOODAAOEISIKT
€veor, cuumepAoPavOLEVEV Kol ToV evEceV e TV apAPepoéntr (BA. mapdypago 4.8). Amarteiton
€101KN TPoPOAUEN o acbeveic pe YAavKmpa Tov dev eAéyyovtal enapkmg (Unv evécete 1o PAVBLU
evd M evoopBdALua mieon givar > 30 mmHg). Xe Oheg TIC TEPIMTOGELS, Ko 1] vEOQOAA L TTigoT) Ko 1)
QUATEOOT) TNG KEPAANG TOV OTTIKOV VEDPOL TPEMEL EMOUEVAOC VO, TAPUKOAOVOOVVTAL Kot va, EAEYYOVTOL
KOTAAAN AL

Avocoyovikdtnto

Kabng givar o Ogpamentiky npoteivn, vrapyet n mbavotnto avocoyovikdtrog pe 1o PAVBLU (BA.
mapaypapo 4.8). ®a tpénet vo divovtat 0dnyieg oTovg aoeveis va avapépovy Tuydv onpeia 1
CUUTTMOUOTO EVOOPOAAUIAG PAEYUOVNIC, .. AAYOC, pmToPofia, 1| epLOpOTNTA, TO OOl UTOPEL VO
amoTeAoVV KAVIKG onueia mov amodidovtar o€ viepevotsnaia.

2UGTNUOTIKEC EMOPAGELC

Metd and evéodaroedikn éveon pe avaotoreis VEGF, éxovv avapepbel cuotnpatikég avembopunteg
gVEPYELEG TTOL TTEPIAOUPAVOLY U 0POoAIKES cupopparyieg Kot aptnplokd Opoufoepupfoiikd coppdavta
KoL VITAPYEL VoG BempnTIKOC KIvOUVOG aVTEG 01 EVEPYELEG VA GUVIEOVTOL e TNV avacTtoin Tov VEGE.
Yrdpyovv mepropiopéva dedopéva yia TNy acedieia ot Bepaneio acbevaov pe CRVO, BRVO, DME
N poorikn CNV pe 1610p1kd ayyeiakod eyKePUATKOD EMTEIGOOI0V 1) TUPOSIKAOV IGYOUIKDY ETEIG0dIMV
N ELEPAYUOATOG TOV HVOKAPSIOL EVTOG TV TPONYOVUEVOVY 6 UNvaV. ATTalTeitan TPocoyn KOTa T
Oepamneio aVTOV TOV AGHEVOV.



Al

Onwg kot pe ahreg evooboroedkég avti-VEGF Ogpamneieg yio AMD, CRVO, BRVO, DME kot

pvorikn CNV, woyvovy eniong ta akoiovda:

. H acopdieln kot n anotedespotikdtnta g Oepaneing pe apAPepcéntn Kot 6Tovg dVO
0pBaAL0VC TavTOYpOVa dev £xovv peretndel cuotnuotikd (BA. mapdypapo 5.1). Edv die&dystal
apeotepdmAevpn Bepameia TV 1010 ypovikn mepiodo avTd LITopel va 0dNyNoeL 6 abENGN NG
GLOTNHOTIKNG EkBg0TG, OV TBAVDG Vo ALENGEL TOV KIVOUVO Y10 GLGTNLOTIKEG AVETIOOUNTES
EVEPYELEC.

. H tavtdypovn yprion dArov-wv avit — VEGF mapoayoviov (ayyeiaxos evoodniaxog avéntikoc
TOPAYyoVTag).

Agv vmépyovv drbécipa dESOUEV Y1 TNV TAVTOYXPOV XPNOT| APAMPEPCENTNG LUE AAAD OVTL —
VEGF ckevdopata (GuotnrotiKd 1 oeOoAukd).

. O1 Topdyovteg Kivduvov mov oyetilovtat pe TV avantuén pOYUNG TOU LEAOYYP®OTIKOD
emBniiov tov apePAnotpoedoig petd and avti-VEGF Ogponeia yio vypov tomov AMD,
ovumeptlhopupdvovy peydan 1/kot vynin aroKOAAN oM ToL LEAUYYPOOTIKOD EMONAioL TOV
apepAnotpoedote. Katd v évapén g Bepanciog pe 1o PAVBLU, anotteiton mpocoyn| o€
acOeveic e aVTOVE TOVG TAPAYOVTES KIVOLVOL Y10, pOYUEG TOV UEALYYPOOTIKOD eTONAion TOV

apQPANCTPOELSOVC.

. H Bepaneia mpémel va dtokdnteTal o€ acevelg e pnyLaTOYEVH AmOKOAAN O TOV
AUPIPANGTPOEBOVG 1 0TEG TN WYPAG KNAidag oTadiov 3 1 4.

. 2TV TEPINTOOT POYUNG TOL ApPIPANGTPOEd0VC, | 860N Ba mpémel va avaoTalel kot
Oepamneia O O TPEMEL VoL apyicEL K VEOL TPV M POYUN OTOKATOOTAOEL EMAPKADG,.

. H d60m Ba mpénetl va avactarel kol 1 Oepancio o Oa mpémel va apyicel vopitepa and tnv

EMOLLEVT TPOYPOULLATIGHEVT Bepameio G KOTOOTACELS OTMG:

0 peioon g Kolvtepo Aopfopévng Ontikng O&vtntag (BVCA) katd > 30 ypaupoto o€
oVYKpLon e TNV televtaia aloAdynon e onTIknG o&0TNToC.

0 VTOUQIPANGTPOEISIKN apoppayio Tov EUTAEKEL TO KeEVTPIKO Bobpio, 1 dv To péyebog g
apoppayiog givar > 50% tng cuvoAIKNg Teployng TS PAAPNG.

. N 06on B wpémel va avactalel yio. pio 1EPiodo 28 nuepdY TPV N LETA OO TPOYPOLUUATIGUEV
1N devepynbeica evéopOaiiua yepovpyikn| exéuPocn.

. To PAVBLU dev mpénet va ypnoiuonoteitar katd tn S1apKeLd Tng KOMong KTOG AV TO
EVOEXOLEVO OPELOG VITEPTEPET TOV EVOEYOUEVOL KIvdHVOL Yo TO EuPpvo (BA. mapdypapo 4.6).

. Ot YuvaiKeg 6€ aVOmTapOy®YIKN NAIKIO TPETEL VO XPTGYLOTOLOVV OTTOTEAECLATIKT OVTICOAAN Y
Katd TN S1dpkela g Oepameing Kot Emg TOLAAYIGTOV 3 UVES LETA TNV TEAELTAIN
evdovaroedikn Eveon apMpPepoéntng (PA. Tapdypapo 4.6).

. Yrdpyer nepropiopévn eumeipio otn Oepaneio tov acbevav pe 1oyapkov tomov CVRO kot
BRVO. H 0epaneia o cuvictdrol oe acbeveic mov mapovctdlovv KAvIKG onueio un
AVOOTPEYIUNG OTAOAELNG TNG OTTIKNG AEITOVPYIOG OO 1YL

ITAnOvopoi ue tepropiopéva. ddouvo,

Yrdpyer povo meplopiopévn eumeipio otn Beponeio atdépwv pe DME Adym dwafrtn tomov 1 1 og
SaPntikotg acBeveic pe HbAlce dvm tov 12% 1 pe mopaymyikn dafntikn apeiBAnotposidonadsia.

H aplBepoéntn dev £xel peketnbei oe acheveic pe evepyég cuoTnuoTIKEG AOWMEELG 1) o€ a.cbeveig pe
TAVTOYPOVEG TAONGEIS TV 0QOUAUDY OTTMC OTOKOAANGT TOV AUPPANGTPOEIOOVE 1| 0T TNG OYPAS
KnAidag. Aev vapyet emiong eumepio ot Oepomeio pe apiPepcéntn og dapntikovg acbeveic pe un
gleyyouevn véptaot). Avth 1 EAAeyn dedopévav Tpénel va Aappavetatl vdyn and Tov yoTpd Kot
T Oepaneia TV 0c0eEVOY aVTOV.

> woniky CNV dev vrndpyet epmeipio pe v apAPepcéntn ot Oepancio un Aciatdv actevov,
acBevav ot omoiot £yovv mponyovpévmg vroPAndel o Bepaneio yro pvomiky CNV, kot acbevav pe
eEwPobpucég PAaPec.



ITAnpooopiec yio to £kdoya.

AvT6 T0 PUPUAKEVTIKO TPOIOV TEPLEYEL

- Aydtepo amd 1 mmol vatpiov (23 mg) avd povada docoroyiog, dSNAadr ovCLOGTIKG gival
«ghevbepo vatpiov»

- 0,005 mg moAvcopPikod 80 g kabe ddon twv 0,05 Ml Tov 1sodvvapovv ue 0,1 mg/ml. Ta
ToAVGOoPPIKA propel va TPOKAAEGOVY AAAEPYIKES OVTIOPACELS.

45  AMremopdosig pe GALo QUPUIUKEVTIKG TPOIOVTO KOl GAAES pOPPES alAnAemiopaong
Agv €yovv Tpoypatomombei pedétec oAANAETIOPACEDV.

H ypnon eotodvvapukng Bepaneiog pe Beptenopeivn (PDT) cvuminpopatikd oty Oepomeio pe
apMPepcémtn dev €xel pekeOel, emopévag de pumopel vo tekpunplmbel To Tpoeid acpdielag tng
TPOKTIKTG OTNC.

4.6 Tovipétnra, kKOO Kot yorovyio

Tvvaikec o avamapoywyikn nAkia

TIMuvaikeg og avamopoy@ytkn NAKIO TPETEL VAL YPNCUYLOTOIOVY OTOTEAECUATIKT AVTIGOAANWYT KOTA TN
dwbpketa g Bepoameiog kon £0g TOLVAGIGTOV 3 UNVES HETA TNV TEAELTALN EVOODOLOEDKN EvETT
apMPepoimng (BA. Topdypago 4.4).

Kinon

Agv viéipyovv dedopEVa GYETIKA LE TN XPNOT TG APAPEPCETTNG GE EYKDOVG,

Mehétec oe Lda kotédei&av gufpvoto&ikotnta (PA. Tapdypogo 5.3).

[Mop’ 6t M cvemuaTiky £kbeon HeTd amd oPOaALKT yYopyNon givatl moAD yaunAn, o PAVBLU dev

TPETEL VAL YPNOLOTOLEITAL KATE TN S1ApKELN TNG KOMONG EKTOG €AV TO EVOEXOUEVO OPEAOG VTTEPTEPEL
TOV gVOEYXOUEVOL KIVOVLVOL Y1a TO PPEPOg.

OnAacpog

Bédioet moAd meprlopiopévmy dedopévmy yua Tov dvBpwmo, 1 apAPepcintn Umopel vo ameKKpiveTal 6To
avOpamvo yala og younAd erineda. H apliPepoéntn eivorl éva peydrio mpoTEVIKO LOPLO KOL 1
TOGOTNTO TOL POPLAKOD TOV ATOPPOPATOL OTO TO VEOYVO OVOUEVETOL Vo glvar 1) eAdytotn. Ot
EMNTMOCELS TNG AQAPEPGENTNG 6TO VEOYVO/Ppépog mov Onidlet eivon dyvmorteg.

Q¢ TpoNTTIKO PETPO, 0 ONAacudg dev cLVIGTATAL KOTA TNV dldpKeLa TG xpnong tov PAVBLU.

Tovwémro

Ta amoteléopata omd pekéteg o (D0, L DYNAT GuoTNHOTIKY £kBeon KaTadekvhouy OTL N
AQALPEPCEMTN LWITOPEL VO EMNPEAGEL APVNTIKA TNV 0vOPIKT Kot yovaukeio yovipotnta (PA.

napaypao 5.3). Ot emdpaoelc 0vTEG dev ival AVOUEVOUEVES LETE 0O 0PBAAUIKY YOopyNoN UE TOAD
YOUNAT cvoTnuatikn Ekbeon).

4.7 Emopacels 6Ty IKAvOTNTE 00171161 KUl YEIPLGHOV UNYOVI|LATOV

H éveon pe to PAVBLU éyetl pikpn emidpacn otnv ikavotnto 0d1ynomng Kot YEPIGHOD UNyovnULAToy
AOY® TOV SLVNTIKA TPOCOPIVAV SLOTAPUY®Y TNG OpacNC Tov oyetilovtal gite e TNV Eveon N pe TV
opBuiporoyikn eE€taon. Ot acbeveig dev TpEmeL va 00MyoLV 1| va xe1pilovTot unyovnuato, Léyptn
Aettovpyia g OpAONG TOVG VO OTOKATACTAOEL ETOPKDG.



4.8 AvemOovunteg evépyeleg

2Hvoyn Tov TPOQIA AGQAAELNC

"Eva ovvodro 3.102 acBevav anotédece Tov TAnBuopd ac@dielog oTig okt peiéteg paong L. Meta&oy
avtov, 2.501 acBeveic vmofAnOnkav o Bepameio e T cuvicTOUEVT SO0 TOV 2 M.

YoPapég opBaipikéc avemBounteg evépyeleg 6Tov oPBaAUS VIO HEAETN oyeTILOUEVEG UE TN
dwdkacio g éveong eppaviotnkay o€ Atyotepes omd 1 otig 1.900 evéodaroeldikég evéaelg pe
a@APepoémntn Kot TepAapupavay TOEA®GT, EvO0EBUALITION, ATOKOAANGT TOL OUEIPANGTPOEISOVG,
TPOVLOTIKO KATOPPEKTN, KOTOPPAKTT, OLLOPPOYic TOV DAAOEIB0DE GCMUOTOC, ATOKOAANGT) TOV
VOAOEWBOVG COUTOG Kot avénpévn evooeBaia ttieon (BA. Tapdypapo 4.4).

O o ovyvég mapotnpnbeiceg avemBounteg evépyeieg (og TovAdyIeTOV 5% TV 060EVDOY TOV
vroPAnOnkav oe Bepancia pe apAPepoéntn) Nrav ooppayic tov emmepvkoTa (25%), apoppayio
oV apEPANcTpoedols (11%), petopévn ontikn o&vra (11%), dhyog Tov 0pBoipod (10%),
Kotappdrng (8%), avénuévn evéopddaiua wicon (8%), amokdAAnon tov varoedoig cmporog (7%)
Kot €E10PpMUATO TOV VAAOEWOVE cdpaTog (7%).

ITivaxog avemBountwv evepyeidv

Ta dedopéva acQALELNS TOV TEPTYPAPOVTOL TAPUKAT® TEPILAUPEVOLY OAEG TIC AvEMBOUNTES
gvépyeleg amo TG okt pedéteg edong 1 otic evdei&elg vypov tomov AMD, CRVO, BRVO, DME kot
poomiki CNV pe e0Aoyn mBavdtnta aitidoovs oo e ) dodikacio TG EVEoNG 1 e TO
(POPUAKEVTIKO TTPOTIOV.

Ot avemBOunTeg evépyeteg mapatiBevtot ava Katnyopio opyavikod GUGTILOTOG Kot GuYvOTHTO
oOUPOVO pe TV akOAoLON cdpfacn: TToAd cuyvéc (> 1/10), cuyvég (= 1/100 mg < 1/10), oy ovyvég
(> 1/1.000 éw¢ < 1/100), omdvieg (= 1/10.000 émg < 1/1.000), un yvootig cuyvotntag (dev pmopodv
va kT Bovv pe Bdon ta dtabéoiua dedopéva).

Evtog kd0g katnyopiog cuxvotntog ELPAVIONS, Ol OVETIBVUNTEG EVEPYELES TOL POPLAKOV TapOTIOEVTAL
Katd eBivovca celpd cofapoTnTac.

Mivakag 1. O)eg ot avemBounteg evépyeteg Tov papudiov amd tn Oepaneia Tov ovapépnkay ce
aoBeveic otig pekéteg pdong I (cvykevipwtikd dedopéva TV peletmv eaong II) yio tig evdeilels
vypov tomov AMD, CRVO, BRVO, DME kot pooriky CNV) 1 katd tn didpkeia Topakorovdnong
UETE TNV KuKAOoPOpia

Katnyopio/ Opyaviké . . .
shompe ZoyvotnTa AvemO@opntn evépyero
Awtapayés Tov

AVOGOTON|TIKOY Oy ovyvég YrepevaioOnoio ***
GUGTNNOTOS

Awtopoayés Tov 0p0aipov | ITohd cuyvég  [Mewwpévn ontikn o&vnra,

Ayoppayio Tov apeIBANGTPoEdonS

Awoppayio Tov emmepukota, [1dvog Tov opBaipon
Yoyvéc Pr&n tov pedayypoov embniiov Tov
AUPPANGTPOEBOVC*, ATOKOAANGN TOL UEAUYYPOOL
emniiov Tov auEPAncTpoEIdovg, Exeoiion tov
AUPIPANGTPOEBOVG, ALLoppayic TOL VAAOESOVG
ocopatos, Katappdktne, Kotappdrtng proimong,
[Tupnvikog katappdkng, Koatappditng vwokdyiog,
AlaPpwon Tov Kepatogdovg, Exdopd tov
KEPOTOEWOVS, AvENUEVT evOoPBAALLO TTieo,
Oaunn 6pacn, EEWSpduata tov varoedode
oOUATOG, ATOKOAANGT TOV VOAOEIBOVE CMUATOC,
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Koatnyopia/ Opyoaviko

- ZoyvotnTo Avem@ountn evépysero

AAyog 610 onpeio ¢ Eveong, AloOnua EEvov
oOUATOG 6TOVE 0POoA0DC, AvEnuévn dakpvppoLd,
Oidnua Prepdpov, Apoppayio 61o onueio g
éveong, LTIkTn kepatitda, Yrepopio Tov
emme@LKOTA, Ymepoio o@Oaipon

Oy ovyvég EvdoeOaipitioa **, AtokdAAnon tov
apepinotpoedoic, PHén apeipinctpogidong,
Ipitida, Payosditida, Ipidokvkditida, Boiepotnteg
eaxol, EAdeyupo emBnAiov Tov kepATOEIOOVG,
EpeOiopog oto onueio g éveong, Mn @uolohoyikod
aicOnua otov 0pBaind, Epebionodc tov Prepdpmv
KIPWTEIWVIKTY OpiyAN» Tpdcbiov Baidpov,

Oidnpa Tov KePATOEBOVS

TOeAwon, Tpavpotikds Katappdkng, Yokitida,

LTOVIEG Y om0

Mn yvoomg SIAMPITIB ok
oLYVOTNTOG

* Kataotdoelg yvooTég og oxeTi{OUEVES e TNV VYpoD Tomov AMD. TTapatnprnkay poévo oTig HEAETES Yio TV
vYpob OOV AMD

** EvoopBoApitida pe OeTikn KOAALEPYELX KOl 0pVNTIKT KOAMEPYELR

*** Avapopég vepevarcnciog copmepiopfovouévoy eEavinLaTog, KVnoUov, Kvidmong Kot LELOVOLEVMV
TEPIMTOCEMV GOPAPDV OVOPVAUKTIKAV / OVAPUAAKTOEWMV AVTIOPACEMY

FFEE Avapopég amd mopakolovdnon peTd v KukAogopia

Leprypogpn emdeyuévav avemBountwyv evepysiov

e peréteg edong I yio v vypov thmov AMD, vipée pa adEnom g eTimT®MOoNG TG ooppayiog
TOV EMIEPLKOTA € acbeveig mov AdpPoavoay avil-Opoufatikod mapdyovteg. Avth 1 avénuévn
enintoon frav mwopopoto petald Tov acbevaov mov Oepamedoviay pe pavipmlovudumn Kot
apMPepcéntn.

Apmprokd OpoppoeuPorikd enercddia (ATES) eivor avemiBdunteg evépyeleg mov oyetiloviat
duvnTiKa pe T ovotnratikni avaotoin Tov VEGF. Yrdpyet Bewpnrucog kivovvog aptnplokdv
OpoppoepPorikdv enelcodimv, GUUTEPIAAUPOVOLEVOL TOV AYYELKOD EYKEPAALKOD ETEIGOSIOV Kol
EUQPAYLLATOG TOV HVOKOPSTOL LETA TNV EVOODOAOEWKY Yopnrynor avactoréwy Tov VEGF.

e KMvikéc dokpég e apAiPepoéntn og acbeveic e AMD, DME, RVO kot poomiki CNV, éxet
mapatnpnOet po yapnAn cuyvotnta aptplakdv Bpopposppoiikdv encicodiov. I'a OAec Tig
gvoeielg, oev mapatnpnOnke agloonueimt Slpopd AVAUESH GTIC OLAJES TTOL DEPAUTELTNKAVY LIE
aQMPBEPGETTN KOl GTIG OVTIGTOLYEG OULASES GVYKPLOTC.

Onwg kot pe OAec T1g OepamevTiKég TPOTEIVES, VTTAPYEL TOUVOTNTO, Y10 VOGOYOVIKOTITO, LIE TO
PAVBLU.

Avaopd mhavoloyoduevov avemfounTwyv EVEPYELDV

H avagpopd mbavoroyodpevmv avemBountov evepyeidv HeTd and Tn xopnynomn adetug KuKAopopiag
TOL QUPUAKEVTIKOV TPoidVTOG eivar onuovTikni. Emttpénet tn cvveyn mopakolovonon g oyéong
0PEALOVG-KIVOVVOV TOV PUPUAKEVTIKOD TPOiOVTOG. ZNTEiTaL 0md TOVE EMOYYEALOTIES VYEING VO
aVaPEPOVY OTTOIEGONTOTE THOVOAOYOVUEVES OVETIOVUNTEG EVEPYELES LECH TOL EOVIKOD GLGTILATOG
ovapopdg tov avaypdeetor oto Hopdptmua V.
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https://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

49 Yrnepodoooloyia

2T1¢ KAWIKEG SOKIUES, YpNnopomotdnkay 606elg mg katl 4 Mg ce unviaio LEGOSIOGTILLOTO KOt
VI PEAV PEPOVOUEVEG TEPIMTMOGELG LITEPOOGOAOYING e 8 mg.

H vrepdocoroyia pe avénuévo dyko éveong pumopel vo avéfoet v vooeBdia mieon. Zuvenmg, o
nepinton vrepdocoroyiag, Tpémel va mapakolovdeital 1 evooeBdia Ticon Ko, edv KpiveTat
amapaitnto omd o Oepdmovia 1tpd, va Eekiva enapkng Bepameio (BA. mapdypapo 6.6).

5. DOAPMAKOAOT'TKEX IAIOTHTEX

51 ®@oppokodovapikE 1010TNTES

Dappaxobepamevtikny kKotnyopio: Oeboiporoykd / avtiayyeloyeveticoi mapdyovieg Kmdikog ATC:
SO01LAO05

To PAVBLU egivat fro-opogtdéc papprokentikd npoidv. Aewtopepeic mAnpoopieg eivar dtobéotpeg
o1ov diktvako tono tov Evponaikod Opyaviouod Papudkwmv: https://www.ema.europa.eu.

H agpMlBepoéntn givar pio avacvuvovacuévn TpaoTeiv oOvINEng Tov amoTeAeiTol amd TUNUOTO TOV
eEmruTTapik®v TEpLoymv TV LItodoyéwvl kat 2 tov avBpdmvov VEGF cuvtetnypéva oto tunqua FC
tov avBpamivov IgGl.

H apAPepoéntn napackevdletor o€ pia kuttapikn oepd modnkav kivélikav kpikntav (CHO) pe v
teyvoroyia avacvuvovaouévor DNA.

H apABepoéntn 6pa ¢ SI0AVTOG «TopamAavNTIKOS) VIodoyEag mov deouevel tov VEGF-A kot PIGF
LE VYNAGTEPN GLYYEVELD A0 0,TL Ol PUGIKOL TOVG VITOSOYELS KOl UTOPEL [LE TOV TPOTO OVTO VO

ovaoTeiAEL TN 6UVOEST KOt EVEPYOTOINGCT ALTOV TV cLYYEVOV VITodoyéwv VEGF.

Mnyoviopuog 8paonc

O ayyetokog evdodniiokog avéntikdc napdyovrac-A (VEGF-A) kat 0 TAAKOLVTIOKOG avENTIKOG
napdyovtag (PIGF) eivar péin g owcoyévelag VEGF ayysloyevetikdv mopaydvimv Tov Umopovy vo
dpovv MG 10YVPOL LTOYOVOL, ¥NUEIOTAKTIKOL TAPAYOVTES KO TAPAYOVTES Oy YELOKNG O10TEPATOTITOG
v ta evoobnAtaxd kotrapa. O VEGF dpa pécm dvo vrodoyéwmv tupoostvikng kKivdong, VEGFR-1 kot
VEGFR-2, mov givar mapdvteg oty emipdavelo tov evoodnilaxkdv kuttdpov. O PIGF cuvoéeton uoévo
otov VEGFR-1, o onoiog givan emtiong mopmv oty enpaveia tov Aevkokvttdpmv. H ektetapévn
gvepPYOToinoT ovTOV TV VItodoyéwv ard tov VEGF-A pnopei va £l og amotélecpa taboroyikn
veoayyeimon kat vrepfoitkn ayyewaxn owamepototnta. O PIGF pmopei va €yl cuvepyikn opdomn pe
tov VEGF-A og autég Tig diepyaciec Kat ivat exiong yvooTd OTL TPOAYEL TN AEVKOKLTTOPIKY dtdnon
TOV 10TAOV KoL TNV AYYEWKT QAEYLOVY.

DapurokodvvaLkéc EmOPAGELS

Yypod tomov AMD

H vypov tomov AMD yapaxtnpiletor amd maboroyikn yoprogdikn veoayyeimorn (CNV). Awppon
aipartog kot vypov and v CNV propet va Tpokadécel méyvvon Tov ouePANGTPOEI0VS 1 010 LA
/Ko VITO-/EVOOUUPIPANGTPOEDIKT QLLOPPUYio, LE OTOTELECLLO TNV ATMAELN OTTIKNG 0EVTNTOG,.

e aoBeveig mov voPAnOnKayv oe Bepancio e apAiPepoimtn (Lio Eveon ovd unva yio TpeLg

1000y 1KoVC PINVES, KOl 6T GLVEXELD [ia Eveon KGO 2 PNVEC), 1 TALVGN TOV KEVIPOL TOV
aueipAnctpoedovg [CRT] peiddnke coviopa petd v évapén g Oepoameiag kot exiong peiddnke 1o
péco péyebog g PAAPNg CNV, amotedéopata to onoia givol avtictoyo e ekeiva wov
mapatnpovvtal pe ) povipmioopdunn 0,5 mg unviaiog.
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2t perétn VIEW 1 nopamnpndnkov péoec peiwoelg oto CRT oty ontikn topoypapio cuvoyng
(OCT) (130 kot —129 microns tnv efdopada 52 yio tnv opdado g apAPepoéntng 2 mg kébe dHo
puiveg Ko Ty opdda e pavyuloovpaunng 0,5 mg kabe unva, avtiotoyya). Eniong oto ypovikd onueio
v 52 gfoopddwv, atn pelét VIEW?2 mapoatnprnkay péoeg peiwoelg oto CRT pe fdon 1o OCT
(—149 ko1 —139 micron yia TG opddeg peAETG TG apAPepoéntng 2 Mg k@b 600 punves Kot g
poviumilovpdunng 0,5 mg kébe unva, avtictorya). H peiowon tov peyébovg tng CNV kot n ueimon tov
CRT yevikd dtotnprOniov oto d0TEPO £TOC TOV UEAETDV.

H perétn ALTAIR d1e€qy0n o ldnwveg acOeveig ympic mponyoduevn Bepomentikny aywyn yio v
VYpo¥ TOmov AMD ko £d€1Ee Tapopole amoteAEGaTO ME TIG ueAétec VIEW, ypnoyomoldvtog

3 apykég unviaies evéoels apAPepointng 2 mg, akolovBolueveg and po éveon Hetd amd 2 Pves Kot
ocvveyilovtag pe éva 60G0A0YIKO oynua Bepameiog Kot ETEKTAONG LE LETOPANTAE LECOSIOCTILOTOL
Oepaneiog (mpocapproyég ava 2 efdouddeg 1 4 BOOUASES) HEXPL TO LEYIOTO LEGOOIAGTILLO TV

16 efdopadwv copupmva pe Ta Tpokabopiopéva kprmpta. Xtnv efdopdada 52, vipéav HECES LELDOELS
070 TAY0G TOL KEVIPIKOL ap@iPAnotpoetdodc (CRT) pe Bdon to OCT amd —134,4 kaw —126,1 microns
Yo TV opdida TV 2 EBGoUAdmY TPOGUPLOYNS KOL AVTIGTOLXO Y1 TNV Opada TV 4 gfdopddmv
npocapuoync. H avoroyia tov acbevav yopig vypd pe Baon to OCT v efdoudda 52 ntav 68,3%
Kot 69,1% otig opddeg 2 kot 4 efdopddmv Tpocapuoyng avtictotyo. H peiwon tov CRT yevikd

St pndnke oto dVo Bepamevtikd okéAN Katd To devtepo £10¢ TG pedétng ALTAIR.

H perém ARIES oyedidomke yo vo S1epeuVIOEL TN UN-KATOTEPOTNTA TOV JOGOAOYIKOD G LATOG
Bepamneiog kot enéktaong yo TNy apiPepoéntn 2 mg, To onoio Eekivioe apécm LETA Ao T
yopNyNon 3 apyIKOV UNVICI®V EVEGEWDY KOl [0S ETOUEVNG EVECTG LETA amtd 2 UNVEC, EVOVTL TOV
docoloykol oynuatog Bepameiog kot emékToomg mov Egkivnoe HeTd and To TPpdTO £10¢ Bepanciog. [a
acbeveig mov ypetdotnkav Oepameio cuyvotepn amd kabe 8 efdopadec (Q8), yio tovAdyioTov pio Popd
Kot T dudpkela TG pnekétng, To CRT mapépeve vynidtepo, adrdd n péon peimon tov CRT amnd v
évapén g v efdoudda 104 fitav —160,4 microns, Tapdpola pe ekeiv Tov aclevav mov Erapay
Oepaneio ava 8 efoopadeg (Q8) N oe MydTEPO GLYVE SlGTAHOTO.

Aesvtepomobes oionuo s wypas knlidog omo CRVO xor BRVO

2mv CRVO kot BRVO, mapovcidleral ioyoipio 1ov apeiPAnotpogdons 1 onoio evepyomolel tnv
anedevbépwon VEGF mov pe 1 og1pd tov amootafepomolel TIC 6QYTEC GVVOECELS Kol TPOAYEL TOV
TOALOTAQGLOOUO TV evoobnAlakdv Kuttdpwv. H vrepékopacn tov VEGF oyetiCetan pe t Avon tov
OLLOTOAUPIPANGTPOEIIIKOD PPAYLLOV, TV OLENUEVT AYYELOKT] OLUTEPOTOTNTA, OIONLLO TOV
AUEIPANGTPOEDOVS, KOl EMTAOKES GT veoayyeiwon.

Y& aoBeveic mov voPAnOnKay o Oepamneia pe 6 cuveydueves unviaieg evécelg apiPepoéntng 2mg
TOpOTNPNONKE L0 GUVEYXNG, YPNYOPT) KO IOYVPT OVOTOUIKN avTOTOKplon (Ommg LeTpnnke and
Pertidoelg oto péco CRT Katd tnv gfoopdda 24, n peiwon tov CRT ftav 6TATIGTIKA avAdTEP OE
avtibeon pe v opdda eréyyov kot otig Tpeic peléteg (COPERNICUS yio tqv CRVO: —457 vs.

—145 microns; GALILEO yw tqv CRVO: —449 vs. =169 microns; VIBRANT yw v BRVO:

—280 vs. =128 microns. Avti n peioon and v apykny T oto CRT dwatnpnnke péypt 1o TA0C TG
Kké0e perétng mv efdoudada 100 oty COPERNICUS, v gfdopdada 76 otnv GALILEO kot tnv
gfdoudoa 52 otnv VIBRANT.

Ao fintino oidnua s wypdg knAidag

To draPfntcd oldnpa g wypdg knAidag, eivarl erakdiovbo g Safntiknig apeiPAnotpogidonddeiog
Kot yapoktnpiletor amd oavénuévn ayyslodamepotdtnto Kot PAAPN oto Tpryoeldr| Tov
AUPPANCTPOEISOVG 1) OTTOl0 UTOPEL VO, EYEL MG ATOTEAEGLLOL TNV ATMAELD, OTTTIKNG 0EVTNTOG.

e aobeveic mov vwoPAnOnKav o Bepomeia pe apAPepcsintn, n TAEOVOTNTO TV 0TTOi®MV KoBopioTNKE

ot iyav oaPn tomov 11, mapatnprinke cvvropa petd v évapén g Oepameiag ypryopn Kot
oyvp1 ovTomdkplon g Tpog T popeoioyia (CRT, DRSS eninedo).
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g peréteg VIVIDPME kar VISTAPME 6e acbeveic mov AapBovay Bepansio pe aphPepoéntn os
GUYKPLON e TNV opdda EAEyyov AEep TapaTPNONKE L0 GTOTIOTIKA OTULOVTIKOTEPT UECT peimon
06710 CRT amd v apyikn tiun katd v efdoudda 52 ntav —192,4 kot —183,1 microns yio T opuddeg
™m¢ apMPepointng 2Q8 kot —66,2 kot —73,3 microns yio tig opddec eAéyyov, avtiotoryo. Katd v
eBdopdoa 100, n peimon dwtnpndnke pe —195,8 ka1 —191,1 microns yio TG OPAdESG TNG
apMPepcéntng 2Q8 ko1 —85,7 kot —83,9 microns yio Tic opddec eEAEyyov, otig peréteg VIVIDPME o
VISTAPME gvticTouyo.

Mua Bertioon > 2 nudrov oto DRSS afiohoynnke pe mpokadopiopévo tpémo otic VIVIDPME ko
VISTAPME H hipaxa DRSS frav Bodporoyioun oto 73,7% tov acdevadv otnv VIVIDPME kot 610
98,3% 1oV acbevav oty VISTAPME Katd v epdopdda 52, 27,7% kot 29,1% tov opddmv g
apAPepcéntnc2Q8, xar 7,5% kot 14,3% tov opddmv eréyyov mapovsiocav pa Pedtimon

> 2 fnpdrtov oto DRSS. Katd v efdopdda 100, ta avtictorya mocootd nrav 32,6% wot 37,1% tov
opadmv g apPepoéntne 2Q8 kot 8,2% xat 15,6% tov opddmv eAEyyov.

H perétn VIOLET cuvékpive Tpia S10(popeTIiKd S0GOA0YIKA CYNUATO a@ALBEpcEmTNG 2 Mg Yo
Oepancio tov DME, petd and tovAdyiotov Evav ypovo Bepameiog e otabepd LecodooTLOT, KOTA
Tov omoio 1 Bepamneio Eexivnoe pe 5 dtadoyikéc unviaieg 660elg akoAovBovueves amd yopnynon kade
2 pqveg. Tnv efdopdda 52 xar v efdopdda 100 g perétng, dniadr| to debtepo Kot To Tpito £T0g
Oepamnceiog, o1 péceg aAhayég oto CRT Ntav kMvikd TopOpoLeS Yo To SOGOAOYIKA oynpata Bepomeia
ko enéxtoon (2T&E), pro re nata (2PRN) ko 2Q8, avtictorya, —2,1, 2,2 ka1 —18,8 microns v
gPfoonada 52 kar 2,3, —13,9 xor —15,5 microns v efdopdda 100.

Mowmikn yopiogidikn veooyyeiwon

H pvomikn yoplogdikn veoayyeioon (pvomiki CNV) anotedel cvyvi attio andAelag tng Opaons o€
eviIMKeEG pe TaBoAOYIKY| pu@Tic. AVamTOGGETOL MG UNYXAVICHOG EMOVAWDOTNC TPOVILATOG LETH AT
pn&eig g ueuPpdavng tov Bruch kot avtimpocmmedet 1o wo anetinTikd yio Ty Opact copupapo oty
nmafoAoyikn| poomio.

e aoBeveic mov vroPAnOnKav oe Oepaneio pe apiPepcoéntn otn perétn MYRROR (pia éveon
yopnyovpevn Kot TV Evapén g Bepaneiog, e TpdcheTeg EVEGELG XOPNYODUEVES O TTEPiTT®ON
EMPOVIG N LTOTPOTNG TNG vOoov), To CRT pewnbnke cvvropa petd v évapén g Bepansiog vrép
g apMPepotntng katd v efdouade 24 (79 microns kat 4 microns yio tnv opdda Oepameiog
apMPepoéntng2 mg kot tnv opdda eEAEYYOL, avtioTorya) Kot dtatnpnonke uéxpt tv efdouddo 48.
Emiong peiddnke to péco péyebog g Prafng CNV.

KMvik) amoTeAECLOTIKOTNTO KOl 0GQAAELD,

Yypod tomov AMD

H acpdAeio kor 1 amoterespotikodtnTa TG apAMPepcéntng adtoloyndnkav ce 600 TUYOOTOMUEVEC,
TOAVKEVTPIKES, SUMAA-TUPAEG, EAEYYOLEVES e VITAPYOVTa evepYO Bepameia peréteg oe acbeveic pe
vypod tomov AMD (VIEW1 kot VIEW2) pe éva odvoro 2.412 acBevidv vroPAnnkay oe Bepameio kot
Nntov a&oroynouot yio anoteleopotikomro (1.817 pe v aphPepointm). Ot nhikieg tov acbevav
Kopaivovtay omd 49 émg 99 etmv pe éva péco dpo nikiog Ta 76 £1r. e auTég TIC KAMVIKEG PEAETEG,
nepinov 10 89% (1.616/1.817) twv acBevdv mov tuyatorombnkav ce Bepaneia pe aprPepoéntn Moy
nAiag 65 etdv N pueyodvtepot kot mepimov to 63% (1.139/1.817) frav nhikiag 75 etdv 1
peyodvtepol. Xe kabe perétn, ol aobeveig Tuyatomombnkav pe avoroyia 1:1:1:1 og 1 amd

4 d060M0YIKG GYNUOTO:

1) apAPepoéntn 2 mg, yopnyobueva kabe 8 efdopddeg petd amd 3 apykég unviaieg 60celg
(cpAPepoémn 2Q8),

2)  apMPepoéntn 2 mg, yopnyovueva kabe 4 efdopadeg (aphiPepointn 2Q4),

3)  agMPepoémn 0,5 mg, yopnyooueva kabe 4 efdouadeg (apriPepointm 0,5Q4) ko

4) poavipmiCovudunn 0,5 mg, yopnyodueva kébe 4 gfdouddec (paviumiovpdunn 0,50Q4).
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270 6g0TEPO £T0G TOV UEAETADV, Ol AoOEVEIG GUVEYLIGOY TNV OPYIKT TUYOLOTOUEVT] SOGOAOYTON CALY
LLE TPOTOTOMUEVO SOGOAOYIKO Gy KOOOOTYOULEVO OO TNV EKTIUNOT TOV OTTIKMOV Kol TOV
OVOTOMK®V OTOTEAEGUATOV, e HEYIoTO KaBoplOopevo amd T0 TPOTOKOAAO SOGOAOYIKO
pecodidotnua 12 efdouddmv.

Kot 611G 800 peréteg, To KOPLO KOTAANKTIKO GNUEID OTOTEAECUATIKOTTOG TAV 1] OVOAOYiO TV
acBevav otny opdda tpwtokdAlov (Per Protocol Set) mov diatipnoay v 6paot, dniadn orxdAsio
AMyotepov and 15 ypappdtov ontiking o&otntog Katd v efdopdda 52 amd v apyikn Tyr.

X perét VIEW1, katd v gfdopdda 52, 1o 95,1% twv acbevodv otnv opddo apPBepcintng

2Q8 datnpnoav v 6pacn, oe cvykpion e t0 94,4% tov acbevav atny opudda povipmTilovpaUTNg
0,5Q4. Xt perén VIEW2, xatd v gfdopdda 52, to 95,6% tov acbevav otny opndda
apMPepcéntng 2Q8 dwutrpnoav v 6pacn o cuYKPLon e 10 94,4% TV achevdv oty opdda
povipmiiovpdumng 0,5Q4. Kot otig dvo peréteg n apAiPepoéntn katadeiydnie 0Tt glvar pn katmtepn
Kot KAMViKG 1codvvapn pe v opdda pavipmoopdunng 0,5Q4.

Aentopepn anotehéspata omd T GLVOLAGHUEVT AVAALGT Kol TOV dVO LEAETMV TOPOVGLALOVTOL GTOV
wivako 2 Kot 610 oynue 1 Ttopakdto.

Hivakog 2. Expaocsig amoteleopotikdtnTog KOTd TV Efdopdda 52 (kdpra avaivon) Kol KoTa TNV
£pdopdada 96, cuvdvacpuéva dedopéva omo Tig peréreg VIEW1 kar VIEW2D)

Apmpepointn 2Q8P
(ApMBepoéntn 2 mg kéOe Pavipmiovpdpmn
8 efdopadeg petd and 3 apywkés | 0,5Q4 (pavipmlovpdaunn 0,5 mg
"Exfaon unviaieg 006E1g) kG0 4 efdopadeg)
UTOTELECUOTIKOTTOGC (N =607) (N =5095)
Epoonaéa 52 | Epoondda 96 Epoonaéa 52 | Efdouado 96
Mécoc aplBudc evécemv 7,6 11,2 12,3 16,5
Mécoc ap1Budc evécewmv 42 47
(amd eBdouadeg 52 £mc 96) ’ ’
Avoiroyio acBevov pe
< 15 ypppora omdhsio omd 95,33%") 92,42% 94,425 91,60%
TNV OPYIKT] TN ' ' ' '
(PPS#)
Awpopd” (95% CIY 0,9% 0,8%

(-1,7, 3,5 (2,3, 3,8)*"

Méon petafoin oty BCVA

OGS LeTPNONKE pe ™)
Babuoiroyio avayvopiong
ypappdrov ETDRS? and 8,40 1,62 8,14 789
TNV OPYIKN
T
Alopopd 6ToV PLEGO 6TN
1é0odo LSY (ypappora -0,32 -0,25
ETDRS)" (-1,87,1,23) (—1,98, 1,49)
(95% CI)Y
Avoroyio acBevov pe
> 15 ypappata képdog amd 30,97% 33,44% 32,44% 31,60%
TNV OPYIKTN TN
Aagopd” (95% CI)» —1,5% 1,8%
(—6,8,3,8) (=3,5,7,1)

A BCVA: Best Corrected Visual Acuity (KaAvtepa StopOfopévn otk o&dTnTo)

ETDRS: Early Treatment Diabetic Retinopathy Study (Melétn npdiung avtyetdmiong g Stefntikng
ApeIPANoTPOEdOTadEINC)

LS: Méoog ot pébodo tmv elayiotov tetpaydvav (Least Square) mapaydpevog péow ANCOVA (Avéivon g
GLVOLOKOUOVGTG)
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PPS: Per Protocol Set

B) Full Analysis Set (FAS — ITAMjpng opdda avéivong), Last Observation Carried Forward (LOCF —
Ate€oy@yn TeEAVTOLOG TOPOTNPNGCTNG) Y10 OAES TIG OVAADGELG EKTOG OO TNV avaroyio TV acOevav mov
dwtnpnoav v ontikn o&utnta katd tnv efdopdada 52, n oroia givar 1 opddo tpwtokdArov (PPS)

D' H Sogopd eivor n tyun g opddag a@ABepcénng peiov v T g opddag povipmiiovpdunng . Mia Oetikn
TN €VVOEL TV APAPepoENT.

& Aviotnuo eumctosvvng (Confidence interval — CI) vroloyilopevo pécm KavovIKNG TPocEyyIong

B) Metd v évapén g Oepaneiog pie TPELC pnviaisg SOGEIC

I "Eva, $146TNU0 EPTIGTOGVVNG ToV Ppicketar €€ 0hokAfpov v amd —10% vIoSEUVIEL Ut KOTOTEPOTNTA TNG
aQMPepoEnTNG OC TPOG TN POVILTLLOVUANTN

Xyfqpa 1. Méon petaforn otny ontiki o&0tnTa 0T6 TNV 0PIk Tip péxpL TNy efdopdda 96 yia
Ta cuvovaopéva ogdopéva oo Tig peréteg VIEWL ko VIEW?2

Méan petaBoAn aTnv oTITIKA oguTNTa
(vpappara)

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

ERdouddeg
—8—  AghiBepoémn 2 mg Q8 efdopadeg  —@—  Paviymdoupdutmn 0,5 mg QA eBdopddeg

GRH2581 v1

21 cvvdvacpévn aviivon Tov dedopévev tov peketov VIEWL kot VIEW2, 1 aplPepoéntn
KOTESEIEE KAVIKA ONUAVTIKEG LETOPOAES ad TNV aPYIKY| T GTO TPOKABOPIoUEVO dEVTEPEVOV
KOTOANKTIKO onueio amoteAecpatikotntag ovugova ue to National Eye Institute Visual Function
Questionnaire (NEI VFQ-25, Epotnpatoroyio Asttovpyiog g Opaong tov EBvikon
OpBaiporoykov Ivotitovtov tov H.ILA.), yopig KAVIKA ONUOVTIKEG S10.POPEG OTN
poavipmiovpdumn. To péyebog avtdv TV PeETOPOADGY NTOV TAPOUOL0 LE EKEIVO TOV TOPATNPEITAL OTI
ONUOGIEVUEVEG LEAETEC, KOL TO OTTOT0 avTIoTOLYEL 08 avénon Katd 15 ypapupato otny KAMpoKo
«koAvtepo dopbwpévng ontikng o&vtntacy (BCVA).

370 6g0TEPO £TOG TOV UEAETAOV, 1] ATOTEAEGUOTIKOTN T Stortnph ke yevikd kaBOAN TN StdpKeln TG
peAétng (tedevtaiog agloldynong) kotd v gfdopdada 96 kot yia to 2% - 4% tov acbevov
arotOnkay OAeg o1 evEaELg og pnviaia BAcT, evad Yo to éva Tpito TV acBevdv amonthonke
TOVAGIGTOV [0, EVEOT| e pecodidatnuo Depomeiog povo évo uiva.

O pewwoelg ot péomn éktaor g CNV ftav epeaveig oe OAheg T1g 5060A0YIKEG OUAOES Kot 6TLG 6V0
UEAETEG,

Ta amoTeEAéoUATO OTOTEAEGUATIKOTNTAG OE OAEC TIG AEIOAOYNOUES VITOOUAOES (T NAKia, VA,
QULAY], OPYIKN TN OTTTIKNG 0&EVTNTAG, TUTTOG PAAPNG, Léyeboc BAAPNC) o€ KaBe peAétn Kot 6T
GUVOLOGHEVT] AVAADGT NTAV OVAAOYO UE TO OTOTEAEGUOTO GTOVG GUVOALKOVS TANOVGHOVG.

H ALTAIR f)Tov pio TOADKEVTIPIKT, TUXOLOTONUEVT], OVOIKTNG EMOTUAVONG LEAETN 96 efdopnddmv g
247 lanwvec aobeveic yopic Tponyoduevn Bepamentikny aymyn yio v vypol Tomov AMD, 1 onoia
oYeO1AOTIKE Y10, VO AELOAOYNGEL TNV OTOTEAEGLOTIKOTITO, KOL TV 0CQAAELD TNG APAPEPTETTNG
aKoAlovOmvTag dV0 SPOPETIKA LEGOIOCTHHATO TPOSAPHOYNS (2 efdopddeg Kot 4 efSopddes) e Eva
5000A0YIKO oynua Bepameiog Kol ETEKTAOTG.
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O)ot o1 acbeveig Erapav unviaieg 06celg apiPepoénng 2 mg yuo 3 pniveg, akolovBodpeveg amd pio
€VveoT UETA OO TO HECOOLAGTN IO TOV 2 unvav. Ztnv efdoudda 16, ot acbeveic Tuoyaonmomdnkav o
avaloyia 1:1 og dvo Oepamevtiég ouadeg: 1) Oepomeio ko eméktaon pe apAPeposntn pe 2 efdonddeg
wpocapuoyng kot 2) Oepaneio Ko enéktaon pe apiPepcéntn pe 4 efdopddec tpocapuoyns. H
EMEKTAON 1) EAAYICTOTOINGT TOL PHECOSAGTNOTOG TNG Bepaneiog amopaciotnke e fdon Ta omTikd
KoL/ 1 OVOTOLKG KPLTN P IOV €lYav 0ploTeEl 0TO TPOTOKOALO LE £VO, LEYIOTO LECOSIAGTN L
Oepameiog Tov 16 efdouddmv Kot yio TG V0 OUASEG.

To K0p1o katoAnkTiKo onueio arotelecnatikoOTnTag NTAV 1 péoT petafoin tg BCVA amd v apykn
TN oty gRoopdada 52. Ta devtepoyevi KATAANKTIKG OMEIN OTOTEAEGUATIKOTNTOGS TAV 1] OVOAOYiO
TV acbevav mov dev Exacav > 15 ypapupoTo Kot 1 ovoAoyio Tov 060eVaV Tov KEPOIGAV TOVAGYIGTOV
15 ypappaza otnv BCVA and v apykn T oty gfdopdda 52.

Kotd v efdopdda 52, o1 acbeveic 610 okélog g Bepameiag Kot enéktacns tov 2 efdouddwnv
TPOGOPHOYNG KEPIIOAV EVal HEGO TV 9 YPAUUATOV 0T TNV ApyIKT TN avaQopds GE GUYKPION LLE Ta.
8,4 ypappata yio v opddo Tov 4 efdopadwv tpocappoyng [LS péon dtapopd oto ypappLoto
(95%Cl): -0,4 (-3,8,3,0), ANCOVA]. H avaroyio tov acBevdv mov dev éxacav > 15 ypdupata og d0o
Oepamentikd okéAn Nt Tapdpoa (96,7% oty opdda Tav 2 fSopddmv Kot 95,9% oty opddo Tmv
4 gBdopddmv mpocsapuoyng). H avaroyio tov acbevav mov képdicav > 15 ypauuata oty fdopdda
52 frav 32,5% oty opdda tov 2 gfdopddmv tpocapuoyne kat 30,9% oty opndda Tomv 4-gfdouddmv
npocapuoyne. H avoroyia tov acbevov mov enéktevay 1o pesodidotnua g Bepaneiog toug o

12 efdopadeg N mopomdve Mtav 42,3% oty opdda Tomv 2 efdopddmv tpocaproyng kot 49,6% oty
opada Tmv 4 gfdonddmv tpocapuoyns. Emmiéov, oty opdda tov 4 fdonddwv mpocapoyng to
40,7% tov acBevav Ekavov enékTacTt TOV pecodtootnudtov o 16 gfdouddes. Kotd v tedlevtaia
emiokeyn €mg v gfdopdda 52, to 56,8% kot 57,8% twv acBevav oTic opdadeg v 2 fdopddmV Kot
4 gfdopadmV TPOGAPUOYNG AVTIGTOLYM, ELYOV TPOYPUUUOTIGUEVT) TV EXOUEVT EVECT] GE £Val
uecodidotnua 12 efdouddwmv 1 Kol TopuTave.

Kotd 10 0e01Ep0 £T0C TNG LEAETNG, 1) AMOTEAEGUOTIKOTNTA YEVIKA dlaTnpriOnKe péypt kai tnv
terevtaio agloldynon kotd v efdoudda 96, pe péon Pertioon oty 6pacn 1| onTikn o&vTNTa OO
TNV 0PIk enickeyn 7,6 YpapUATOVY Y100 TNV OpAd0 TV 2 BSOUAd®V TPOGAPUOYNG Kot

6,1 ypappdtov yuo tnv opdda tov 4 efdopddmv tpocsappoyns. H avaioyio tov acbevov mov
eMEKTEVAY TO pecoddotnpa g Oepaneiog toug o 12 gfdopddeg 1| mapamdve fTav 56,9% yo v
ouado Tmv 2 gfdonddmv mpocapuoyng kot 60,2% yio tnv oudda tov 4 efSouddwny TPOGUPLOYS.
Kotd v tekevtaia eniokeyn mpv omd v gfdopada 96, to 64,9% kar 61,2% tov acbevav oTig
opadec Tov 2 gfdopddmv kot 4 fOopadmV TPOCSUPLOYNG OVTIGTOLYA, EIXOV TPOYPULUATIGUEVT] TV
gmopevn éveon o€ éva pecodtdotnua 12 fdouddwv 1 kot mapamdve. Katd tn didpkeia tov dg0tEpOv
étoug Oepameiog, o1 aobeveig oTig opadeg TV 2 gfdopadmv kot 4 gfdonddmv Tpocapuoyng Elafov
Katd péco 0po 3,6 ko 3,7 evéoelg, avtiotorya. Katd ) didpketn g d1eT00¢ Bepamentikng teptodon
ot aoBeveig EhaPav katd péco 6po 10,4 evéoelc.

To omTikd Kot GLGTNUIKO TPOPIA AGPAAEING TOV TOPOLOLN. LLE TV OTOTEAEGUATIKOTITO TOV
napotnpnonke otig Pacikéc peréteg VIEWL ko VIEW2.

H ARIES ftav pio, ToAVKEVTPIKT], TUYULOTOUNIEVT], OVOIKTHG EXICTLOVOTG, EAEYYOUEVT] LLE EVEPYO
eappako perétn dapketag 104 efdopddwyv, og 269 acbeveic pe vypod TOTOL AMD Y10 TV ool dev
glyav AaPet Oegpameio. H pelétn oyedtdotnke yio va S1epeLVNGEL TN UN-KATMOTEPITNTA OGOV APOpd TNV
OTOTELECUATIKOTNTO KOOGS KOl TNV AGPAAELN TOV SOGOAOYIKOD GYNUaTog Depameiog kol ETEKTOONG,
T0 omoio &ekivnoe petd amd 3 dradoykég unviaieg 0060€lg axolovBodueveg and pia Eveon petd omd

2 UAVES £vaVTL TOL BOGOAOYIKOD oyMLaTog Bepaneiog Kot enéktaong mov Eekivnoe LeTd omd TO TPMOTO
£t10¢ Oepameiog.

H peiétn ARIES Siepevvnoe eniong to T0600To TV acfevdv mov ypetdotnkay Bepaneio cuyvotepn
omd kaOe 8 efdopddec e Bdon v amdeacn Tov gpguvnti. Ao Tovg 269 acbeveic, 62 acbeveic
Ehafov cuyvotepn 066N, TOLVAGYIOTOV [io popd KaTd T didpketa TG peAétng. Ot acBeveig avtol
mapépevay otn HeAET kot Eafav Oepameio cOUP@VA Pe TN PEATIOTN KAVIKT KPIiGT) TOL EPELVNT,
OAAG Oyt cvyvoTtepa amd Kabe 4 gfdouddES, Kot To LeGOSIOCTLATA BEPUTELNG TOVS LITOPOLGAV VO
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TopoTafobV Kot TAAL 6T GUVEKELD. MEeTd TNV amdeaoT yio cuyvotepn Beparneia, T0 HEGOIAGTNILA
Oepamneiog Ntov katd péco 6po 6,1 efdouddec. Tnv EBSopdda 104 n BCVA vtav yauniotepn o
acfeveic mov ypeldotTnKay To EVTNTIKY Oepameia, TOLAAYIGTOV piot POPA KATA TN SLAPKELN TNG
UEAETNG, o€ aOyKplon He acbeveig Tov dev ypeldonkay kot 1 péon ailayn otnv BCVA oand v
évapén €mg 1o TéAOG NG neAétnc nrav +2,3 + 15,6 ypappata. Meta&d tov acBevaov mov vrofAndnkav
oe o cvyvn Bepamneia, to 85,5% dwtpnoe v dpacn, oniadn £xace Ayodtepa amd 15 ypappata Kot
10 19,4% xépdioe 15 1 meprocdtepa ypappata. To Tpoeid acepdlelog Twv achevdy mov vToANONKay
o€ Bepameia o cuyvn and Kabe 8 efdoudadec, NTov cuyKpiclo pe o dedopéva aopirelag twv VIEW
1 ko VIEW 2.

Aevtepomobes oionuo e wypas knlidog oméo CRVO

H acpdlelo kot 1 amotedecpotikotnta ™G apAMPBepcéntng aStoroyndnkav ce 600 TuyOOTOMUEVEC,
TOAVKEVTPIKES, SMAG-TVQAEG, EAEYXOUEVES e ElKOVIKT Oepameia peréteg oe acbeveig pe devtepomadég
otdnua g wypds knAidag amd CRVO (COPERNICUS katGALILEO) pe éva ocbvoro 358 achevav
vrofAnnkav o Bepaneio kot fTav aEl0AOYNGILOL Yid TNV amoTeAespoTikOTNTA (217 e TV
apMBepoémntn) Ot nhikieg Tov acbevav kopaivovay and 22 g 89 etdv pe éva uéco dpo nAkiog

64 etdv. X1 CRVO peléteg, mepimov 10 52% (112/217) tov acbevdv mov tuyotomombnkay pe tnv
apMPepcéntn NTav niikiog 65 etdv N peyaivtepot kot nepinmov 1o 18% (38/217) Ntav 75 etdv 1
ueyorvtepot. Kot otig dvo peréteg, ol acbeveig tuyoomomOnkay pe avoroyia 3:2 gite oe 2 mg
apMPepcéntng yopnyovueva kabe 4 efdoudoeg (2Q4) eite otnv opdda ehéyyov 6mov EAafav
EIKOVIKEG evEDELS KAOE 4 gfdopddes Yo Eva ohVoAO 6 evécemv.

Metd and 6 cuveyodueveg unviaieg evécelg, ol acteveic élafov Bepoameio povo dv TAnpodceov
wpokafopiopéva KpLtipla emavoyopynons g Bepomeiog, ektog and tovg acheveic otnv opndda
eréyyov g nerétng GALILEO, ot onoiot cuvéyioay va AapBAavouv elkovikég eVEGELS LEYPL TV
gfdoudda 52. Metd amd avtd 10 Ypovikd onueio, dAot ot acbeveic Tov BepoamedTnKOY TANPOVCAY
TpoKoHopIGUEVA KPLTHPL.

Kot o116 000 HeAéTeg, T0 KUPLO KOTOANKTIKO ONUEID OMOTEAECUATIKOTITOG NTAY TO TOGOGTH TV
acfevav mov képdisav TovAdytotov 15 ypaupata otnv BCVA katd v gfoopndda 24 ce chykpiomn pe
TNV opykn Ti. Mia dgutepedovoa HETOPANTH OTOTEAEGUOTIKOTNTAG TAV 1] LETABOAN OTIV OTTIKY
o&vtnta Katd v efSopdda 24 Ge GUYKPLOT LLE TNV OPYLKT TIUT.

H dwapopd peta&d tov opnddmv Oepameiog NTov GTOTIOTIKG GTUOVTIKT VTEP TNG APAPEPCETTNG KoL
o115 000 perétes. H péyiom Peltioon oty ontikn o&btnta emitedydnke otovg 3 Uves e
emakOA0LOT 6TABEPOTOINGT WG TPOS TNV OTTIKY 0EVLTNTA KOl WG TPOG TO KEVIPIKO TAYOG TOV
aUPPANGTPOEBOVG UEYPL TOVG 6 pveg. H ototiotikd onpovtiky dagopd dtatnpnonke puéypt v
gfdoudoa 52.

Aentopepn amoteAEGHOTO ATO TNV AVAALGT KoL TV 000 HEAETMV TTopovcldlovtal 6Tov Tivaka 3 Kot
07O GYNHO 2 TOPAKATO.
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Mivaxag 3. ExBaceic amoteheopatikéTNTOC KOTd TV £fdopdda 24, efdopndda 52 ko efdopade 76/100 (IMAfpng avaiven dedopévov LOCFD) etig
perétes COPERNICUS kor GALILEO

COPERNICUS GALILEO
24 gfoopadeg 52 gfoopadeg 100 gpoopadeg 24 gfoopadeg 52 gfdopadeg 76 gfoopadeg
ApMPepoé- Opada AoMPepoé- Opada AoMPepoé AoMPepos- Opada

ExBaceig | 2 Mg Opada | Agmpepoé- | gréyyov® = ehéyyovtE ) 2 mg Opddo | ApMpepoé | Opada n? ehéyyov
OTOTEAEGPUTIKO- Q4 ehéyyov a2 mg 2mg 9 Q4 ehéyyoo | am2mg | Eiéyyxov 2mg 2
Tac N=114) |N=73) | (N=114) |(N=73) (N = 114) (N=173) (N=103) | (N=68) | (N=103) | (N=68) | (N=103) |(N=68)
Avaioylo tov
acOevov pe
ngg"g , 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
> 15 ypaupata
Opacng omd TNV
OpYIKT TUn)
gfgegugt{? ! 44,8% 25,9% 26,7% 38,3% 27,9% 28,0%
(95‘&%0 (33,0 - 56,6) (11,8 - 40,1) (13,1 - 40,3) (24,4 - 52,1) (13,0-42,7) (13,3 - 42,6)
Tt p p < 0,0001 p = 0,0006 P =0,0003 p < 0,0001 p = 0,0004 p = 0,0004
Méon petafoin
otmv BCVAD
oG petpnonke
e
Babporoyio 17,3 -4,0 16,2 3,8 13,0 15 18,0 33 16,9 3,8 13,7 6,2
AVoyVOPIOG (12,8) (18,0) (17,4) 17,1) 17,7) 17,7) (12,2) (14,1) (14,8) (18,1) (17,8) 17,7)
YPOLUATOV
ETDRSP ano
TNV OPYIKT| TN
(SD)
Awpopd otov
uéco ot pédodo 21,7 12,7 118 14,7 13,2 7,6

ATAE) (17,4 - 26,0) (7,7-17,7) (6,7 -17,0) (10,8 -18,7) (8,2-18,2) (21-131)
(95% Cl) p < 0,0001 p < 0,0001 p < 0,0001 p < 0,0001 p < 0,0001 p =0,0070
Ty p

A H Sragopd stvar 1 i TG opddac apMBepoéntne 2 mg otic efdopddec Q4 peiov v Ty g opbdag EAEYYOL

B) Alagopd kot Sidompo pmictostvig (CI) vroloyiCovtar pe yprion g doxurg Cochran-Mantel-Haenszel (CMH) mpocappocpévn 1o meployn (AEPIKH EVOVTL TOL DIOAOITOD KOGHOV Yia
v COPERNICUS kot Evpdnn évavtt Aciog/Eipnvikod yia tyv GALILEO) kat katnyopia apyikig tyg BCVA (> 20/200 kau < 20/200)

D BCVA: Best Corrected Visual Acuity (Kaibtepa Stopfopévn ontikh o&otnra)

ETDRS: Early Treatment Diabetic Retinopathy Study (Mg\étn Tpdiung avripetdmiong g dtapntikig appAnotpoedonddeias)

LOCEF: Last Observation Carried Forward (Aie&oyoyn tekevtaiog mapatnpnong)

SD: Standard deviation (Tvmikr omdkiion)

LS: Méoog ot nébodo twv ehayictov tetpaydveov (Least Square) ard ANCOVA

A Alopopd otov péco ot pédodo Twv glayictov TeTpayGveVy Kot Sthompe eumictoctvig (CI) pe Baon éva poviého ANCOVA pe mapéyovieg Ty opdda Ogpaneiag, v nepoyn (Apepiky
évavtt Tov voroumov koéopov yia v COPERNICUS kot Evpdan évavtt Aciag/Epnvikod v tnv GALILEO) kat v katnyopia apykn tiung BCVA (> 20/200 kon < 20/200)
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B) Tt perétn COPERNICUS, o1 acbeveic oty opddo. ehéyyov pmopovcav vo ABovy apMBepcéntn avaloya e TIg AVAYKES TOVG e cLYvOTNTO péxpt kKo ka0 4 eBSouddeg kotd tr Sidpketo
™G TEPLOdOL amd TV efdopdado 24 Emg tnv efdopdda 52+ o1 acbeveig eiyav emokéyelc kabe 4 efdoudadeg

) ¥ perétm COPERNICUS, o1 acfeveic 1060 otnv opdda gléyyov 660 kot otny opddo aprPepoinng 2 mg ShaBav apABepointn 2 My ovaAoye: LE TIG AVEYKEG TOVG LE GLYVOTNTO LEYPL KoL
KG0e 4 efdopades Eekvdvtag amd tnv efdopdda 52 mg v efdopdda 96° ot acbeveig iyov VIOYPEMTIKEG TPIUNVIOIES EMCKEYELS, OAAL LTOPOVGAV VO. EXOVV EMICKEYELG AKOUT KO LLE
ouyvotnTo Kae 4 efdopnddes edv NTav amapaitnTo

2 ¥ uerém GALILEO, ot oc0eveic 1060 otnv opdda eA&yxov 660 kot otnv opdda apifepointng 2 mg éhaBav apABepoéntn 2 mg avaioyo pe Tig aviykeg Toug kabe 8 eBdonddeg
Eexvovtag omo v efdopdda 52 £mg v efdopndda 68 ot aceveig iyav vroypemTiKég emokéyels Kabe 8 efdonadeg
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Yympo 2. Méon petapoin, amo v apytkn Ty £o¢ v gfdopdda 76/100, octny otk o&vTnTa
Katd opada Oeponciog Yo Tig peréteg COPERNICUS kor GALILEO (ITApng avdiven
dgd0puévVOIV)

COPERNICUS

+13,0

2106€pr) unviaia PRN pe pnviaia PRN pe exteTapéva

dogoAoyia pecodiaaTAuaTa pegodlaaThuaTa
TrapakoAolbnang TapakoAoUBnang

Méan petaBoAi aTnv oIk o§utnTa
(vpaupara)

I
0 4 8 12 16202!4 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100
EBdopadeg

GALILEO

20

15 =
+13,7

10 |- PRN pe pnviaia PRN pe ekteTapéva
pegodlaaTrpaTa pegodlaaTAuaTa

TrapakoAoUBnang TrapakoAoubnong

2100€pn Unviaia
docgohoyia

+3,3

Méan peTaBoAr atnv oTTike o€lTnTa
(vpappara)

5L ;
0 4 8 12 1620.'24 28 32 36 40 44 48 52 56 60 64 68 72 76

ERdopadeg

——k——  AgANiBepoémn 2 mg —@—  Opdda ehéyyou paptipwv

X YmodnAwvel Tnv aMayh Tng opadag eéyxou o PRN Bepamieia pe agAiBepaémn 2 mg

GRH2582 v1

>t peAétn GALILEO, 1o 86,4% (n = 89) g ouddoac apiifepoénng kot to 79,4% (n = 54) g
gKovikNG opadog elyav apdtwon CRVO og apyn tiun. Katd myv efdoudda 24, avti frav 91,8%
(n =89) otv opdda apriPepointng kot 85,5% (n = 47) oty ekovikn opddo. Avtég ot avaroyieg
Swnprnkay katd v efdopndda 76 pe 84,3% (n = 75) otnv opdda apriPepcéning ko 84,0% otnv
EIKOVIKT OpAdaL.

2 peiétn COPERNICUS, 10 67,5% (n = 77) g opddag apiPepoéntng ko 1o 68,5% (n = 50) g
€1KoVIKNG opadag eiyav aipdtwon CRVO wg apyun tyn. Kotd ty gfoopdda 24, avth ftav 87,4%
(n =90) oV ouddo aprPepoéntng Kot 58,6% (n = 34) oty gikovikn opdda. Avtég ot avoloyieg
SratnpnOnkay katd v efdoudda 100 pe 76,8% (n = 76) otv opdda apiifepointng kot 78%

(n = 39) oV sikovikn opdda. Ot acbeveic oty eikovikn oudda eiyav v emthoyn va Adfovy
apMPepcéntn omd v gfdopnddo 24.
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H evepyetikn enidpaon g Oepaneiog pe apiiPepoéntn otn Aettovpyio TG OpACTG NTAV TAPOLOLL
OTIG VTOOUAdES TV acBevdv Katd tnv Evapén, L KA Kot U1 KoA opudtoon apeiAnctpogtdoig.
O1 emdpacelg T Oepaneiog o€ OAEC TIC 0EIOAOYNOUES VTTOOUASES (7). NAKia, VA0, PUAR, OPYIKN
T omTikng 0&HTNTOG, Katdotaon apdtoons apeipinotpoeidoie, didpkeio CRVO) og kébe pehém
NTOV YEVIKG GOUPOVA LE TO OTOTEAEGUOT TOV GUVOAK®V TANBvoUOV.

2 cvvdvacpévn avdivon tov dedopévav tov peret®v GALILEO kot COPERNICUS, 1
a@MPepcémntn £5€1EE oNUAVTIKG KAMVIKEG 0AAAYEG OE GYECT] LE TIC OPYIKEG TIUEG Evapéne oTo
TPOKABOPIGUEVO BEVLTEPEDOV KATUANKTIKO GNUEIO OMOTEAECUATIKOTITOS TOV OTOTELOVGE TO
gpoTNUATOAOY10 ToV EBvikod O@baipoloyikod Ivetitovtov Ontikng Asttovpyiog (NEI VFQ-25). To
Uéyebog aVTM®V TOV 0AAAYDV NTAV TAPOLOLO0 LE EKEIVO TOV TOPOLGLALETAL GTILG OTLLOCIEVUEVECS
peAéteg Kot to onoio avtiotoyel o avénomn katd 15 ypdppata oty kiipoka «kaivtepa S10pOmpévnc
ontikng ooy (BCVA).

Aevtepomobes oidnuo s wypas knlidag oxo BRVO

H ac@dieia kot 1 amoTeAeoHATIKOTNTO TG AQAPEPCETTNG AEI0A0YNONKOY COE LU TUYOLOTTOINIEVT),
TOAVKEVTPIKT], SUTAN-TVQATN, ELEYXOUEV UE ElKOVIKT Bepomeio pehétn o acbevelg pe devtepomabég
oidnua e oypdg knAidog ondé BRVO (VIBRANT) ov cupmepthdpupove np-Kevpikn g
apeBAnotpoedikng eAEPac. Xvvohlkd 181 acbeveig vrofAndnkav oe Bepaneia kot a&loloynonkayv
v v amoteleopotikdmra (91 pe apiifepoéntn). O1 nhikieg Tov acbevdv Kopaivovtay omd 42 emg
94 etddv pe éva péco 6po nikiog 65 etdv. Zn BRVO pelétn, mepimov 10 58% (53/91) tov acbevov
OV TLYOLOTOMON KAV [E TNV EAPBEPGETTN NTaY NAKiNG 65 €TMV N LEYAAVTEPOL KOl TEPITOV TO

23% (21/91) frav 75 gt@v 1§ peyolvtepot. Xt puekém, ot acheveic TuyatomomOnkav pe ovaioyio 1:1,
elte og opada 2 mg apriPepoéntng yopnyovueva kdde 8 efdopadeg akolovBmvtas 6 apyikés unviaieg
€VEGELG, 1 6€ opdda potomn&iog Aéilep yopnyovUEVT otV 0pyIK eniokeyn (opdda eAEyyov Aélep).
Ot aoBeveic oty opdda eAéyyov Aéilep pumopovsav va Adpovv emmpdcsbetn potomnéio Aélep
(ovopalerar © Oepameio didomong e Aéilep’) oty apyn g eBdouddag 12, e To AMyodTEPO dAGTNIA
avdpeoa otig Oepomeieg 12 gfdopdadec. Me Baon ta mpokabopicpéva kpitiplo. ol acbeveic oty
ouado pue Aélep umopovoay vo AdBovv Beparneio didomong pe apiPepoéntn 2 mg and v efdoudda
24 ue yopfynon kaOe 4 efdouddeg yio 3 uqveg akorovbovpevn yio kabe 8 efdouddes.

> peré VIBRANT, 10 mpmtedov KataAnKTiko onpelo anoTteAesUATIKOTNTAG NTOV TO TOGOGTO TMV
aoBevmv mov képdisav TovAdytotov 15 ypdupata otnv BCVA katd v efdopdda 24 ce cuykpion pe
TNV 0PYIKT OPOGCT) KOL 1 OLAS0 TNG OQAIPEPGETTNG HTAV AvVOTEPT TNG OpAdaG EAEYYOL Aéilep.

"Eva devtepevov KaTaAnKTIKO ONUEI0 OMOTEAEGLOTIKOTNTAG NTOV 1] LETAPOAT GTNV ONTIKY 0&EVTNTA
Kot TV EfOoUGOn 24 GE GVYKPION UE TNV OPYIKN TR, 1] OTTOi0 NTOV GTOTIGTIKG GNUOVTIKT VTEP TNG
apMPepoéntng otn pedétn VIBRANT. H mopeia tng ontikng feltioong tav paydaio kot EpTace T
LEYIOTN TN OTOVG 3 UNVEG LE SLOTNPTON TV OTOTEAESUATOV PEYXPL TO pnva 12.

2V opdda tov Aélep, 67 acbeveig EhaPav Bepaneia didowong pe apAPepcéntn pe Evapén tnv
gfoouada 24 (Ouada eréyyov e evepyn Bepansio/apPepoéntn 2 mg) pe anotédecpa Bertioong

oTNV OTLTIKY 0&VTNTA TTepimov 5 ypdppata and v efdopdada 24 £wg 52.

Aemtopepn amoteréopata amd v avaivon g perémg VIBRANT nmopovsialoviatl otov mivaka
4 Ko 6T0 SoYNUO 3 TOPAKATM.
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Hivaxog 4. ExPaocsig anoteleopatikdtTnTos Katd TV £fdopnada 24 ko efoopada 52 (Ianpng
avaivon ogoopévov LOCF) oty perétn VIBRANT

Expaoceg VIBRANT

OTOTELEGPOTL- 24 Efoopaosg 52 Efoopdodseg

KOTNTOG Evepyéc opdda

Aompepoéntn2 mg | Evepyocopdda | AeiPepoimn (A&xlep) /
Q4 (A&lep) 2mg AoMPepointn

(N=91) (N =90) Q8 (N=91)¥ 2 mg®

Avoroyio Tov
acBevav

e 52,7% 26,7% 57,1% 41,1%
> 15 ypaupoto
KéPOOG omd TNV
opywn i %

Zrafopévn
Spopa™® 26,6% 16,2%

(%) (13,0, 40,1) (2,0, 30,5)
(95% CiI) p =0,0003 p =0,0296
Tymp

Méon
petaBoAin otnv
BCVA o6nmg
puetpnonke pe
T Paduoroyia 17,0 6,9 17,1
avoyvapLomg (11,9) (12,9) (13,2)
YPOUUATOV
ETDRS an6
TV OPYIKN
uipn (SD)

12,2 (11,9)

Awpopd ctov
Uéco ot 10,5 5,2
néfodo LSMT) (7,1, 14,0) (1,7,8,7)
(95% CI) p <0,0001 p = 0,0035°?
Ty p

A H Swagopd, gtvan ) Tipn g opddag apiPepointng 2 mg otic efdopnddec Q4 peiov Ty Tipn g opddag
eréyyov Aéilep

B Anpopd ko 95% (CI) vroroyifovran pe xprion ¢ doxyung Mantel-Haenszel npocappoopévn yio mepioyn
(Apepcn Evavtt lomwviag) kot Konyopio opyikng TUnAg BCVA (> 20/200 ko < 20/200)

D LS: péon drogopd kot 95% CI Béomn tov poviéhov ANCOVA pe v opddo Ogpameiog, kotnyopio apyikng
Tiung BCVA (> 20/200 kon < 20/200) o teproyr (NOtior Apepixn évavrt lanwoviog) og otabepic emdpaoeic Kot
apyn Ty BCVA og coppetafint.

BCVA: Best Corrected Visual Acuity (Kaivtepa dopBwpévn ontikn o&0TnTa)

A Ao v efdopdda 24 n Oeponeio pe v opdda Oepomeiog aABepcéntng TapaTddnKe Yo GAOVC TOVG
acBeveic and 4 efdopadeg o€ 8 efdopades péypt v efdopdda 48.

B Katd v évapén e eBSouddac 24 o1 aobeveic otnv oudda Aéilep pmopovoay va AdPovv Oepomeio
SomoNg e aPAPEPGETTN €AV VIPYE TOLAAYIOTOV £va TPOKADOPIGUEVO KPLTHPLO EMAOYNG. ATO TO GUVOAO,
67 aoBeveig oe avtn v opdda Erafav Oepameia didcwong pe apiifepoéntn. To otabepd 50G0AOYIKO GYTLLL
dibomong pe apPepcéntn Nrav 3 eopég apiPepaintn 2 Mg kabe 4 efdopdadeg axorovboduevo amd evécelg
K60g 8 efdouddes.

) OvopOoTIKY TWH=P
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Yyqpe 3. Méon petapoii] oto BCVA omwg petpiiOnke ané ETDRS BaOpolroyio I'poppdtov
Katd Vv gfdopdda 52 otn perétn VIBRANT

VIBRANT

20
+17,0

+17,1
15

+12,2
10

Méon petaBoAn aTnv ok ogutnTa
(vpauuara)

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

ERdopadeg

—hk——  AgAhifepoémn 2 mg —@—  Opdda EAéyxou Aéiep

GRH2583 v1

O ap1Bpog Twv acbevdv pe koA apdTmon, Katd v évapén g LeAétns, mov Eekivnoav aymyn pe
apAPepoémntn 1 potonn&ia Aéilep Nrav 60% kot 68% avtictorya. Koatd tv efdopdda 24 avtég ot
avaoyieg nrav 80% kot 67% avtictoyo. ZTnv opdda pe v apriPepoéntn 1 ovoroyia Tov acdevav
pe apdtoon datnpndnke uéypt v fdoudada 52. Znv opdda Aélep, 6Tov o1 acheveic TAnpovcay Ta
Kpurpa vo AdPouv Beparneio didcwong pe apMPepoéntn and v gfdoundada 24, n avaroyio Tov
acfevav pe apdtoon ovéndnke oto 78% katd v efdoundado 52.

Awofintino oidnua s wypag kniidog

H aopdleio kot omoteleopatikdTTa TG apAepaéntng a&loloyninikay e dV0 TVYUOTOINUEVEG,
TOAVKEVTPIKEC, SITAG-TUAEC, Evepyd eheyxOpeves ueléteg o aoBeveic ue DME (VIVIDPME and
VISTAPME) "Eva 6hvoro 862 acbevdv ot omoiot vmopAidnkoy e Oepameio kot frav a&10A0yMGILoL
Y0l ATOTEAEGHATIKOTNTO 01 576 TuyatomomOnkay pe tnv aeAPepcoéntn. O niikiec Tov acbevov
Kopaivovtay omd 23 £wg 87 etdv pe éva péco dpo niikiog 63 etdv. Xtic DME peléteg, mepimov to
47% (268/576) tv acBevdv Tov Tuyotomomdnkav pe apAPepointn frav niikiog 65 etdv N
peyaAvtepot Kot tepinov to 9% (52/576) frav 75 etdv N peyaivtepotl. H mhelovotnta twv acbevov
Ko 6TIG 0LO peAéteg glyav Awafntn tomov 1.

Kot otic dvo peréteg, o1 aocbeveic toyatomomOnkay pe avaroyio 1:1:1 oe 1 and 3 docoroyikd

GYNLLOTOL

1) apAPepoéntn 2 mg, yopnyobueva kabe 8 efdopddeg petd amd 5 apykég unviaieg 60celg
(apMPepoéntn 2Q8),

2)  apMPepoéntn 2 mg, xopnyovueva ke 4 fdopddeg (apriPepoinn 2Q4) ko

3)  ®Dotomnéio pe Alep g oypds knAidog (evepyn opuddo eAEyyov).

Eekivavtag amd v efdopdoa 24, ot acbeveig mov TANPOVCAY £VOV TPOKAOOPIGUEVO 0VOO ATMAELNG
g Opaong NTov emhé€ipol va Adpovv tpdcebet Bepomeia: ol acbeveic oty opdda g
aeMPepcémntng pmopovoay va Adfovv Aélep kot ot acheveic oTnV opdda EAEYYOV HTopodoay Vo
AdBovv apMBepoéntn.

Kot otic 800 peréteg, To KOp1o TEAMKO onueio OTOTEAECUATIKOTNTAG NTAV 1) LECT) LETAPOAT KATH TNV
gpdopada 52 g korkvtepa dropBovpevng opacns (BCVA) amd v apyikr| TR kot o1 Vo opddes e
apAPepoéntng 208 kar apiiPepoéntng 204 amodeiybnioyv oTATIOTIKG GNLOVTIKES KOL TOV AVATEPEG
®G TPOG TNV OUGda EAEYYOV. AVTO TO OPEAOG drortnpnnie péypt v efdopada 100.
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Asgntopepn amotedécpato and Ty avédvon tov ueketdv VIVIDPME ko VISTAPME napovsialovia
GTOV TivoKa 5 Kot 6T0 oo 4 TopaKAT®.
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Iivoxkog 5. EkPaoeig amoteleopotikétnrag Katd v efdopdade 52 kor v efdopada 100 (IAqpng avdivon dedopévev LOCF) otig peréteg VIVIDPME
ko VISTAPME

Expaceig

amoTeAE-

GPOTIKG-
mrag

VIVIDPME

VISTAPME

52 gfdopddeg

100 eoopadeg

52 gfoopadeg

100 gpoopadeg

AoMBepointn
2 mg Q8

(N = 135)

AoMPepoénTy
2mg Q4

(N = 136)

Ynapyov-
o0 evEPYOS
Ogpameio
(Mrcep)
(N=132)

ApMBepoin
2 mg Q8”

(N = 135)

AoMPepointn
2mgQ4
(N =136)

Ynapyov-
Ga
evepydg
Ospamncio
(MrCep)
(N=132)

ApMBepoinn
2 mg Q8”

(N = 151)

AopMpepointn
2mgQ4
(N =154)

Ynrapyov-
o
gvepyog
Ospamncia
(MaCep)
(N=154)

AophBepointn

2 mg Q8A

(N =151)

ApMpepoéntn
2mgQ4
(N =154)

Ynépyov-
6o
evepyode
Ogpaneio
(MéxCep)
(N=154)

Méonueta
BoAn otnv
BCVA
OGS
petpnnke
ne oV
nivoko
avayvopt-
ong
YPOHUG-
TV
ETDRSP
amd TV
apyIKn
Ty

10,7

10,5

1.2

9,4

11,4

0,7

10,7

12,5

0,2

111

115

0.9

Awpopd
GTOV HEGO
om
pébodo
LsB,l",E)
(97,5%
Cl

91
(6,3 -11,8)

93
(6,5 -12,0)

8.2
(5,2 -11,3)

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

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

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

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

10,6
(7,1-142)

Avaroyio
TV
acOevov
ue

>15 ypayp-
poto
KEPOOG
and v
apxyucr’]
wn

33%

32%

9%

31,1%

38,2%

12,1%

31%

42%

8%

33,1%

38,3%

13,0%
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Expaocsic VIVIDPME VISTADME
unorsh?- 52 gfdopddeg 100 eBoopadeg 52 gfoopnadeg 100 efdopadeg
6:::::: ) AohBepointn | AphPepointn | Yrapyov- | ApMPepointn Yno::i(on- AgphBepointn Ym;p(:(on- A@MBepoinTtn Yrm::z(m)-
oa gvepyog AohBepointy eveovo AgpMPepointy eveovo AgpMBepointy evepvé
2 mg Q8~A 2mg Q4 Ospancio 2 mg Q8~ 2mgQ4 YOS 2 mg Q8” 2 mgQ4 pY0S 2 mg Q8” 2 mgQ4 pPYOS
(Mrlep) (N = 136) Ocpancio (N = 154) Ocpomeio (N = 154) Ocpaneio
: : ! _ (rtep) _ (Cep) : (aep)
(N=135) (N =136) (N=132) (N =135) (N =132) (N =151) (N =154) (N = 151) (N=153)
Zrofopé
g?a onGAT 24% 23% 19,0% 26,1% 23% 34% 20,1% 25,8%
E) ((37’) 5% (13,5-34,9) (12,6 -33,9) (8,0-29,9 (14,8-37,5) (135-331) | (24.1-444) (9,6 -30,6) (15,1 - 36,6)
9)]

A) Metd v évapén e Ospameiog pe 5 pmviaicg svéoelg
B) O uéooc LS kot 1o Cl pe Baomn éva povrého ANCOVA e ) pétpnon opyucic Tipnig BCVA o¢ suppetapint ko mopdyovio yio v opdda Oeponeioc. Emmpocdétme, n mepoyy

(Evpoan/Avctporio évavtt lotoviag) copmeptinebnke g napdyovtag yio v VIVI

enetcodiov (CVA) w¢ mopdyovrag yio tnv VISTAPME,
D H Sapopd sivor 1 opddo g apMPepointng peiov Ty opddo vdpyovcag evepyod Oepamneiog (A&ilep)
A H dapopd pe 1o didompoe eumictostvng (CI) kat 1o 6TatioTikd EAeyyo vmohoyileton pe xpyon evog oyfpatog otddmong katé Mantel-Haenszel mpocoppocpévo katd mepoyn
(BEvpdrn/Avctpolio dvavtt lanwviac) yia tnv VIVIDPME kar 1atpikod 16Tt0pikd epgpdypatog Tov pookopdiov (M) 1 ayyetoxod eykepoiiko encicodiov (CVA) yua tnv VISTAPME
B) BCVA: Best Corrected Visual Acuity (Kalbtepa StopOmpévn ontiky o&Htna)
LOCF: Last Observation Carried Forward (AtcEaymyn tehevtaiog mopatipnong)

LS: Mécoc otn uébodo tov ehayiotov tetpaydvov (Least Square) napaydpevog péow ANCOVA
Cl: Confidence interval (Atdotnpo gpmictochvig)
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Xympa 4. Méon petopoi otnvy BCVA 6nnoog petpfiOnke pe 1ov mivoka avayvopiong YPpourpRAaToyv
ETDRS am6 v apyukn Ty péxpr v efdopdde 100 otig peréteg VIVIDPME kan VISTAPME

15 = VIVID

—
o

Méaon petaBoAr atnv oTITIKA oguTNTa
(vpGuuara)

ERdopadeg
15 — VISTA
i+12,5

Méan WeTaBoAn oty omTikn o€UTnTal
(vpauuara)

ERdopadeg
—l—  AgMhpepotmn 2 mg Q8 efdouade; ——d——  A@MiBepotTn 2 mg Q4 epSouddES

—@—  Ymapyouoa evepydg Bepameia
(Méiep) GRH2584 v1

O emdpdoelg g Bepaneiog otig agloloynoeg vVToopades (m.y. nAkio, OO, LAN, APYIKT| TN
HbAlc, apyikn tiun ontikig o&btnrag, mpornyoduevn avit-VEGF Ogpancio) oe kG0 perétn kot ot
GLVOVLOCHEVT] AVAADGT NTOAV YEVIKG, COUPOVES UE T OMOTEAEGUOTO GTOVG GUVOAIKOVG TANOVGHOVG.

Tuig peréte VIVIDPME ko VISTAPME, 36 (9%) kau 197 (43%) aoBeveic ELafav mponyoduevn
avti-VEGF Ogpaneia, avtiotoyya, pe 3-unvn 1 peyaddtepn nepiodo ékmivong (washout). Ot
emdpdoeic g Oepaneiog otnv vroopddo TV achevav ot onoiot iyav Tponyovpuévag Adpetl Bepaneia
pe évav avactoréa Tov VEGF ntav mapdpoteg pe ekeiveg mov mapatnpndnkav oe acbeveig ot onoiot
dev elyav mponyovpévmg AdPet Bepaneia pe Evov avaotoréo VEGF.

Acbeveig pe appotepdmievpn voco NTav emléEipot yia va, Adfovv avti-VEGF Oepaneia otov dAro
0O TOVC EGV 0VTO KPVOTOY avaykaio amd Tov wtpd. Xt pedém VISTAPME 217 (70,7%)
acfeveic g aAPEPGETTNG EAAPUYV AUPOTEPOTAEVPEC EVEGELS APAPEPGETTNG UEYPL TV

efdonada 100, evéd ot nerétn VIVIDPME 97 (35,8%) acBeveic Tng apABepoéntmg éhafoy
dwpopetikn avil-VEGF Oepaneia otov dAlo opBaind tovg.

Mo ave&aptntn ovykprrikn pedétn (DRCR.net Protocol T) ékave ypnon evog EDEAMKTOND S0GOA0YIKOD
OYNUOTOG [ Pdom avotnpd Kpithplo emavainymg Oepaneiog kabopilopeva amod To amoTEAEGUATO TG
e&étaong OCT kot tnv 6pootn. Ztnv opdda Bepaneiag pe aprpepcséntn (n = 224) v efdopndada 52,
oVTO TO 00GOAOYIKO GYNIO 00T YNGE MG AMOTELEGLO. O ac0eveic va Aapfdavouy éva néco 6po

9,2 gvéoelg, mov gival TaPOUOL0 LE TOV 0PIBUd YOp1YNoNG dOGEMV GTNV OLAdN APAPEPCETTNG

2Q8 otig ueréteg VIVIDPME xar VISTAPME | 6mov cuvolkd 1 anotehespatikomto g Oepameiog
oV opado Bepameiag ue apMpPepcéntn Protocol T ftav cuykpiciun pe v opdde e a@APeEPGEnTNG
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2Q8 otic perétec VIVIDPME kan VISTAPME, Sy opédo Protocol T mapatnprifnke évag pécog 6pog
Kképdovg PBertioong 13,3 ypappdrov pe éva 42% tov acBevav va £xovv k€pdog TOVALYIGTOV

15 ypdppoto oty 6pacn Toug omd v apyikn Tiur. Ta aroteléopata acpareiag 6e1&ay OTL ™
GUVOAIKY| EMITTOGT 0OQOUAUIK®Y Kot U1 0QOUAUIK®Y OVETIBOUNTOV EVEPYEIDY
(ovumepiiapfovouévav Tmv aptnprakoyv Opoppospuporikdv eneicodiov — ATESs) fitav cuykpiciua o
OMeg TIC opades Bepameldv o€ KABe peAétn Ko HeTall TV HEAETMV.

H VIOLET, pio, moAVKEVTPIKT], TUYOLOTOUNUEVT], OVOIKTG EXICTLOVOTG, EAEYYOLEVT] LLE EVEPYO
oappakxo perétn 100 gfdopddmv, oe acbeveig pe DME, cuvékpive tpia Stapopetikd 0G0 oyLkd
oynuota g apAiPepaéntng 2 mg yio ) Oepaneio tov DME, petd amd tovddyiotov Evay ypdvo
Oepaneiog pe otabepd pecodlaothiota, Kot Tov onoio 1 Oepomeio Eekivnoe pe 5 dadoyikéc unviaieg
d6o¢e1g axohovBodeveg and yopnynomn kabe 2 unvec. H perétn aroddynoe ) pn-kotmtepdtnra g
aeMPBePcENTNG 2 MY XOpNYOOUEVNS LECH EVOG DOGOAOYIKOD YN LOTOC Bepameiog Kot ETEKTAONS
(2T&E 6mov to dtasthpata TV evécemv dlatnpninkay 6to eldyioto TV 8 BOoUAdmY Kol oTodIoKA
emekTadnKoy PACEL TOV KAVIKGOV KOl OVOTOUK®OV OTOTEAESUATOV) Kot TNG apAPepcséntns 2 myg
yopnyovpevng avdroya pe 11 avaykes (2PRN 6mov o1 acbeveig mapakorovBovvray kdbe 4 efdopdades
Kol M yopnynon yworav oétav ypealotav, pe fAcn To KAVIKE Kol dVATOUIKE 0TOTEAECUATO), GE
oLYKpLoN pe TNV apAPepoéntn 2 mg yopnyovuevng kabe 8 efdouddeg (2Q8) yio o devTEPO KOl TPiTO
£t10¢ Oepameiog.

To kOp1o TeMkd onpueio amotelecpatikdmrag (cAiayn otnv BCVA amd v évapén éog tnv
gpdopada 52) nrav 0,5 £ 6,7 ypdupata oty opddoa 2T&E ko 1,7 + 6,8 ypaupoata oty opdda 2PRN
oe ovykpion pe 0,4 + 6,7 ypappata oty opdda 2Q8, enttuyydvovios GTATIOTIKN UN-KOTOTEPOTNTO
(p < 0,0001 ka1 yia t1g 800 cvykpiocelg, NI nepiddpio 4 ypapudtov). Ot odroyéc otnv BCVA oo v
évapén émg v gPfdopdda 100 Ntav og cuvénela e Ta amoteAéopaTa TG efdopddag 52:

—0,1 £ 9,1 ypdupota oty opdda 2T&E kot 1,8 + 9,0 ypappata otnv opdda 2PRN og olhykpion pe
0,1 £ 7,2 ypaupata oty opada 2Q8. O pécog apBudg evécemv og didomuae 100 gfdopddwov o
12,3, 10,0 ko 11,5 yio to. 2Q8fix, 2T&E wat 2PRN, avrictouya.

Ta Tpo@ik acPareng MS TPOC TA OPHUAUIKA Kol GLOTNUIKA cLpPauoata Kot oTic 3 opddeg Oepameiog
NTav Tapdpota pe ot mov TopatnpRinkay otic facikég peréteg VIVID ko VISTA.

2y opdda 2T &E, o1 avénoelg kot o1 HEIDCELS OTA LECOSLOGTHLOTO TG EVECSTG TAV GTN SLUKPLTIKY|
€UYEPELN TOV EPELYNTY. X1 HEAETN cvoTnONKay avénoelg Tmv 2 efdonddmy.

Mowmixny yopiogidixn veoayyeicwon

H aocpdAeio kot 1 amotedespnotikdTnTo, TG APAPEPEnTS a&loAoyNONKAV GE [0, TUYXOLOTOUEVT],
TOAVKEVTPIKT], SUTAL TUQAY], EAEYYOUEVT LLE EIKOVIKO QAPLOKO HEAETN o€ Acldteg acbeveig pe
pvorikn CNV. ’Eva odvoro 121 acBevdv vrofandnkay og Bepaneia kot fTov aloloynoyLot yio
amoteleopatikotta (90 pe v aphPepoéntn). Ot nhikiec v acbevav Kouaivoviay amd 27 £mg

83 etdv pe péon Tiun ta 58 £tn. Ttn perétn g pvomikng CNV, mepimov 1o 36% (33/91) tov
acBevdv mov TuyotomomOnkay og Bepaneio pe apiPepoéntn rav nhikiog 65 eTdv 1 peyaAdtepot Kot
nepimov to 10% (9/91) frav 75 etdv 1§ peyordrepot.

Ot acBeveic ToyaromomOnkay og avaroyio 3:1 yio va AdPovv gite 2 mg aeAPepointng
€vOOLOAOEIDIKE 1 EVECELG EIKOVIKOD PUPLLAKOV YOPTYOVUEVES L @opd kAT TNV Evapén TG LEAETNG
ue Tpocbeteg EVEGEIC YOPTYOVUEVEG UNVIIMG G TEPITTMGT EXLOVIG 1] VITOTPOTNG TNG VOGOV UEXPL
v eRdoudda 24, 6tav a&loroyndnke To kHplo KataAnkTikd onueio. Koatd v efdoudda 24, ot
aoBeveic o1 omoiot glyav apyikd Tuyoiomombel oe 1KOVIKO PAPLOKO NTAV KATAAANAOL DTOYNPLOL Yol
va AdBovv v tpdtn 660m TG apeAPepsintnc. AkoAovBmS, o1 acBeVEIG Kot 0TI OVO OLAdES
oLVEYIOAY VO, Elval KATAAANAOL LTOYNELOL Y10 TPOGOETEC EVEGEIG OE TEPIMTWOOT EXUOVIG 1] VITOTPOTNG
™G vOGOV.

H dwapopd peta&d tov opnddmv Oepameiog NTav oTOTIOTIKG GNIOVTIKH VIEP TNG APAPEPCETTNC Y10, TO

KOp1o KaTaANKTIKO onpeio (netaforr oty BCVA) kat 1o emPefoiotikd e0utepedov KATUANKTIKO
onueio amotedecuatikdTnTog (Ovoroyio Tov acevav Tov képdicav 15 ypaupoata oty BCVA) katd
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v efdoudda 24 oe chyKpion pe TV apykn T, Ot Sapopég kat Yo To 600 KATOANKTIKA onpeio
Swnpnnkav £wg tnv efdopdda 48.

Aemtopepn amoteréopota amd v avaivon g perétns MYRROR napovoidlovrol otov
mivaka 6 Kot 6To oynue 5 TopakdTo.

Hivoxog 6. Expacels amoteleocpatikOTNTOG KOTA TNV ELSONad0 24 (KOPLU 0VAADGT) KOL KATE
v epdopada 48 ot perétn MYRROR (ITApng avaivon dedopévov LOCFY)

Expaoceg MYRROR

anoTeELEopATL- 24 Epdopadeg 48 Epdopddeg

KOTNTOG Ewoviké
ApMpepoéntn Ewoviko AoMpepoéntn Pappaxo/
2mg oappoxo 2mg AohPepoénty
(N=90) (N=31) (N =90) 2mg
(N =31)

Méon
petafoin oty
BCVAP 6nac
petpnonke pe

™ Bodporoyia 121 20 135 39

avayVOPIoTG

ypaATEY (8,3) 9,7) (8,8) (14,3)
ETDRS an6
TNV OPYIKN
T

(SD)?

Awpopd otov
HéGO oTn 14,1 9,5

néfodo’ A (10,8 -17,4) (5,4 -13,7)
(95% CI)

Avoroyia Tov
aclevov pe

> 15 ypappota 38,9% 9,7% 50,0% 29,0%
KEPOOG amd TNV
OpY(KT) T

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

A LOCF: Last Observation Carried Forward (Aic&oymyn televtaiog mapatipnong)

B) BCVA: Best Corrected Visual Acuity (KoAvtepa Stopfmpévn ontikn o&dtnTa)

ETDRS: Early Treatment Diabetic Retinopathy Study (MgAétn Tpdiung ovtipet®Tiong g dtofntikng
apepAnotposidondfeiog)

SD: Standard Deviation (Tvmkr| amoxiion)

D Méoog LS: Mécog ot puéodo tmv ehayictov tetpoydvav (Least Square) mopaydpevog Hécm Hoviélov
ANCOVA

% CI: Confidence Interval (Aidotnuo eumictosHvg)

B MLS péon dwagopd ko 95% CI Béoet evog poviéhov ANCOVA pe v opdda Oepomeiog Kot ) ydpa.
(ovopaoieg ympag) wg otabepic emdpaocels, kat v apykh T BCVA o¢ coppetafint.

ID H Sragpopd kar n tipf 95% Cl vrodoyilovrar pe yprion g dokurig Cochran-Mantel-Haenszel (CMH)
TPOGOPLOGLEVN Y10l TN XOPa (OVORAGIES XDPAG)
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Yympo 5. Méon petaforn and tnv apkn Tipn £og v Edopdda 48 otnv otk o&vtnTo KOTH
opddo Ogpameiog Yo ) pelétny MYRROR (ITMpng avaiven dedopévov, LOCF)

MYRROR
15 .
X +135
=4
= 1
2 10 |
< |
55 :
> O 1
o 3
EZ 5 ;
s I +3,9
& :
S
8 ! 36 40 44 48
g O¢ A P
2 \O/O\O/O\O—(/ 28
2,0
1
S Epdouadeg

—— AgMBepotmn 2 mg ——@— Opdda eAéyyou

GRH2585 v1

TTowwarpikde TAnbvoudg

O Evponaikog Opyaviopoc Papudkov £xel ddoet amailoy| amd TV LIOXPEMOT VTOPOANG TV
OTOTEAECUATOV TOV LELETMV LLE TO PUPUAKEVTIKO TPOIOV avaPOPAS OV TEPLEXEL OPALPEPTENT GE
OAeg TIC VIoKaTNYOpieg TOV oS TPIKOD TANOLGLOV 6ToVE TANBVG oK VYPOD TOTOL AMD, CRVO,
BRVO, DME ka1 pvomikng CNV (BAérne mapdypago 4.2 yio mAnpopopiec oxeTikd e TNV TodloTpikn
xpnon).

5.2  ®appoxoKivnTIKEG IO1OTNTES

To PAVBLU yopnyeitat angvfeiog 6To VOAOEWDES GO Y10 VO ACKNGEL TIG TOTIKES OPAGELS TOV GTOV
0p0aApO.

Amoppéonon / Katavoun

H agpMBepoéntn amoppodrtal apyd omd Tov o@OaAUd 6T GUGTNUATIKT KUKAOPOPIo LETH TV
EVOOVUADIN YOPNYNOT Kol TAPATNPEITOL OTI GLGTNUATIKY KLKAOQOpio Kupiwg Mg £va avevepYo,
otafepd cvumroko pe tov VEGEF. Evtovtolg, povo n «eAedBepn apiPeposémtny givor tkovn vo
deopevoel Tov evdoyevny VEGF.

e o QUPUOKOKIVITIKT VITOUEAETT o€ 6 acbeveic pe veoayyelak, vypov tomov AMD pe cuyvn
detypotoAnyia, ol HEYIOTEG CLYKEVIPADGELS TAACHOTOC TNG EAEVOEPNC 0EAMPEPCENTNG (CLGTNUATIKN
Crmax) ftav younAgg, pe péon tun wepirov 0,02 pikpoypappdapio/ml (gvpog 0 £mg 0,054) evtog 1 Emg
3 Nuep®V et amd evooDAAOEIKN Evean 2 MQ, KoL TAV U1 aViVEDGIUEG dVO EPSOUAdES LETE TN
yopNyNnon g d0omng oxedov o€ OLovg Tovg acbeveic. H apliPfepoéntn de cucocmpebeTal 6To TAGGHA
LEe TNV EVOODOAOEIKN yopnynon ke 4 efdouddec.

H péon péyiotn cuykévipmon TAGGLoToC TG eAe0Bepng apliPepaéntng eivor mepinov 50 Emg

500 @opég kdt® amod T CLYKEVTIP®OT APAPEPCENTNG TOV GTOLTEITOL Y10 TV OVAIGTOAN TNG BLOAOYIKNG
dpaotnpromrag Tov cuotnpatikod VEGF katd 50% oe poviéha oe {da, ota omoia mapatnpndnkov
UETAPOAEG TNG aPTNPLOKNG TTESTG APOTOV TO, KUKAOPOPOVUVTA EMimeda TG eELe0epNC apAPEpGEnTNG
¢pBacav mepinov ta 10 pikpoypappdpio/ml, kot ETEGTPEYE TNV APYIKT TN OTAV Ta EMITESQ EMECAV
Kéto and mepinov 1 pcpoypappdpro/ml. Extipdtot 6Tt petd v evooiarogidkyy yopnynon 2 mg
0TOVG 000eVEIC, 1| LEON LEYIOTN CLYKEVTP®ON TAAGLOTOG TG EAELOEPNC aPAPEPTENTNG ElVaL TAV®
amd 100 popég xapmAdTepT OO TN GLYKEVIP®OOT) TNG APAPEPCETTNG TOV AMALTEITOL Y10l T OEGUELON
tov ovotnuatikov VEGF katd to uov g puéytomg tiung (2,91 pikpoypapupdpio/ml) o€ pio pedén
He vY1elg €0eAOVTEC. ZUVERMDC, GLOTNUOTIKES PUPLOKOOVVOLIKEG EMOPACELS, OTMG LETAPOAES TNG
apTNPLOKNG Tieonc, eivorl amiboveg.
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Doppoxokivnrikég vroperéteg og acbeveic pe CRVO, BRVO, DME 1 poomniki) CNV pe péon Chax
g eAevlepng aPAPEPCENTNG GTO TAAGLLO NTOV TOPOUOLY, e TIS TIES o€ g0pog: 0,03 €mg

0,05 ppoypappdpio/ml kot ot atopukég Tipég dev Eemépacay ta 0,14 ukpoypoppdpie/ml. Zvvendc,
01 GLYKEVTPMGELC TNG ELeV0EPNC apAPepaéntng oTo TAAG O KabOpIoay TIG TIUEG XOUNAOTEPE 1] KOVTH
0TO KOTMTEPO EMMEDO KAT® OO T OPLO. AViXVELONG YEVIKA eVTOC piag efdouddag. Mn aviyveboieg
OUYKEVIPAOGCELG EMTEVYONKOAV TPV OO TNV EMOLEV XOPNYNON HETA 0md 4 efSOUAdES GE OAOVG TOVG
aoBeveic.

Amofolq

Agdopévov tov 0TI 1 apMPepcéntn sivan Evag Bepomevticodg mapdyovrag e don Tpoteivn, oev Exovv
nwpoypatomombei peréteg petofoopom.

H ehevbepn apiiPepoéntn decpevet tov VEGF yuo va oynpaticet éva otabepd, adpovég GOUTAOKO.
Onwg kot pe GALeG peydleg mpoTeiveg, ival avapevouevo 0tL 1 kaBapon tdco g ehevbepng 660 Kot

™G deopeLIEVNC APAPEPGENTNG YivETOL LECH TPMOTEOAVTIKOD KATABOAIGHLOV.

Neoppikn dvocAgttovpyia

Agv €yovv mpaypatomomBel e1dikég peréteg og acheveis pe veppikr| duciertovpyia pe to PAVBLU.

H poppokokivntikny avdivon tov aclevav ot perét VIEW2, and tovg onoiovg o 40% &iye
veppikr duciettovpyia (24% nma, 15% pétpra kar 1% cofapny), dev anokdrivye dapopis dGov
0QOPA TIG CLYKEVIPDOGELS TAAGLOTOC TOV OPOUCTIKOD PUPLAKOV UETH Ao EVOODAAOEIOIKT YOPIYNON
Kké0e 4 1 8 efdopddes.

[apopown anoteréopota topatnpndnkay oe acbeveig ue CRVO ot peiétn GALILEO, og acbeveic
e DME ot pedém VIVIDPME, ot og acbeveic pe pooniciy CNV ot pedét MYRROR.

5.3 TIIpoxivikd dedopéva yia TV a6@aiero

Emdpdoeic mov mapompnoniay e un kKAViKEG HeAETeg oeTIKA pe TNV ToEIKOTNTO
EMOVALAUPOVOUEVOV dOGEDV, OMIGTOONKOV LOVO 08 GLGTNLOTIKY £kBeon mov BempnOnke T NTOV
OTUOVTIKA TAVD OO TO OvATATO Op1o £KOEGNC TOV OVOPAOTOL PETA OO EVOOVAAOEISIKY YOpPNyNoN
TNV TPOOPLLOHEVT] KAVIKT 00T, VTOSNADVOVTOG LUKPY] GUCYETION UE TNV KALVIKT Xp1oN).

HapoaphOnkav S1o0fpdoels kot EEEAKMOELS TOV AVATVELGTIKOD EMBNAIOL GTIS PVIKESG KOYYES OF
TONKOVE GTOVG OTOIOVG EYve EVOOVOAOELDKY] YOPTYNOT OOABEPCENTNG, e GVOTNLOTIKY £KOEOT
whvo and ™ péylotn £kbecn Tov avOpmmov. £10 avdTATO ENINEdO 6TO 0TOi0 dev TOpATPHONKOY
avemBounteg evépyeteg (NOAEL) towv 0,5 mg/opboipd otovg mbnkovg, n cuotnpotikh ékbeon yio
v elevBepn apMBepoémtn NTav 42 kot 56 eopég vynAdTepn e Baon v Cmax Kot AUC 6tav
oLYkpidnke pe Tig avtioToryeg TIHEG oL TopatnpHdnKay oTovg acbeveic.

Agv €yovv mpaypatomoindel peAéteg yio Ty evoeyopevn LETAAAAELOYOVO 1 KapKIVOYOVO dpdon TG
apAPepoémng.

Muo emidpoon g apAPBePGENTNC otV evOoUNTPLO avATTLEN KaTodeiyOnke oe peéTeg TG EUPPLIKNG
avantuéng og £ykva kovvéla pe evooeAéPia (3 émg 60 mg/kg) kabmg kat vrodopa (0,1 £mg 1 mg/kg)
yopnynon. To eninedo NOAEL tng untépag ftav ot 66om tov 3 mg/kg 1 1 mg/kg, avtictoyo.
NOAEL ywo tnv €midpacn oty avantuén oev avayvopiotnke. Xtn 66on tov 0,1 mg/kg,
ovotnpatiky €ékbeon pe Pacn v Cmax kot ™ cwpevtiky AUC yia v ededBepn apAiPepoéntn oy
nepimov 17 kar 10 popéc vynAdtepn, avtictorya, 6TOV CLYKPIONKE LE TIC AVTIOTOLYEG TILEG TTOV
TapoTNPNONKAY 6TOVG AVOp®TOVE LETE 0d EVOODAAOEDIKN dOGT TV 2 MJ.

O1 emOPAGELC TNV AVOPIKT KoL YOVOIKEID YOVILOTNTA a&loA0YNONKAY ¢ LEPOC G OUNVNG LEAETNG
oe TOMKoLe e evooPAEPLa yoprynon apiPepcining oe d6oelg mov kuuavinkov omd 3 éwc 30 mg/kg.
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[Mopatnpndnke amovoia 1| akovovieTn epunvoppLcia pe LeTafoArég ota enineda TV ONAVK®OV
OPLOVAV OVOTOPOYMYNG Kol LETOPOAES TN LOPPOAOYIO KO KIVITIKOTNTO TOV GIEPUOTOG, G OAM TO
emimeda 060mMG. Me Bdaon v Cmax kot AUC yio tnv eAeBepn apiiPeposéntn mov mapatnpndnkoy oty
evoopAéPa 06on Twv 3 my/kg, n cvotnuatiky éxbeon Nrav wepimov 4.900 kot 1.500 popég
VYNAOTEPT, OvTioTOLYKE, 0O TNV EkBeoT OV TapaTNPNONKE GTOVG AVOpDOTOVS UETE 0T
£vooDaA0EWdIKN 6001 2 MQ. Oleg o1 HETAPOAEC NTOV OVOCTPEWILEG.

6. OAPMAKEYTIKEX IAHPO®OPIEX
6.1 Koataloyog ekdoyomv

IMoAvcopPiké 80
Zaxkyapoln
0,0-TPEAAGLT O1dPIKN
"Yomp yio evéciua

6.2 Aocvpporétnreg

EX\eiyer pelet@v oyetikd pe tn cupfatodtnTo, To Topdv QOPLUKEVTIKO TPOiOV OV TPEMEL VO
OVOUELYVOETOL LE GALD PAPULOKEVTIKA TPOTOVTO.

6.3 Awdpxewo Cong
2 ypévio
6.4 Idwitepeg TPoPLLAEELS KOTA TN PVLAEN TOV TPOTOVTOG

duvrdooete o€ yoyeio (2°C £wg 8°C).

Mnv KatoyoyeTe.

DuAdocete GTOV 0PYIKO TEPLEKTT] Y10, VOL TPOGTATEVETAL OO TO PG,

H «leiot kuyédn 610 e£mteptkd KouTi pmopel va LAAGGETAL EKTOG Yoyeiov o€ Beppokpacio £m¢
30°C péypt 3 nuépeg. Metd to dvorypo TnNG KOWEANG, TPOXWPNOTE GTNV EVECT] VIO ACTTTTEG GLVONKEC.

6.5 ®@Von Kol GVOTATIKA TOV TEPLEKTN

AtdAopo o€ TPOYEUGUEVT] GOPLYYO OTO TOAVUEPES KUKAIKTG OAEPIVIG LE TTPOCAPHOYED OGPOAELNG
Luer-lock emonpoacpévn pe ypoppn 8060A0YIi0G, HE TOUO EIGYDHPNONG OO EMUCTOUEPES EMAOTIKO UE
£uPolo, Kol IO AKPOL OO EAACTOUEPES EAAOTIKO KO AKAUTTO KAAVULO 0mtd TpomuAévio. Kdbe
TPOYEGUEV cVptyya TEPLEXEL e€aydyio oyko Tovidytotov 0,09 ml. Méyeboc cvuokevaoiog tng

1 mpoyepicpévng cvpryyog.

6.6 Idwitepeg TPOPULLAEELS ATOPPLYNG KOL AALOG YEIPIGUOG

H mpoyeopévn oopryya mpoopiletar yia pio poévo ypnon povo o évav opBaind. H eEaymym
TOALOTADV 00GEMV OO TPOYEUIGUEVT] GUPLYYO UTopEel va ovENGEL TOV KivOuvo HOAVVOTG Kot
gnokolovOng Aoipwéng.

Mnv avoliyete TV amOGTEPMUEVT] KOYELT TNG TPOYEUGUEVIC GUPLYYOC EKTOG TNG Kabapng aibovoag
yopnynongc. Kabe aypnoipomointo eoprakentikd mpoiov 1 DITOAELLLO TPETEL VO ATOPPITTETOL
GOLPOVA LLE TIC KATA TOTOVG 10YD0VCEG GYETIKEG OLATAEELC.

H mpoyepicpévn cipryyo mepiéyel mepLoGOTEPO OO TN GUVIGTOUEVT dOCT| TV 2 MY aAPBEPGENTNG

(mov odvvapei pe 0,05 ml). BA. v axdrovdn moapdypago «Odnyieg ypnong e TpoyEoUEVNC
GUPLYYOC».
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To dulopa Bo pémet va eheyyBel omTikd Yo TVYXOV EEVI COUATIONOKT VAT KOV OTOYP®UATIGUO 1 Yo
K60e PETOPOAN TNG PLOIKNG EUPAVIONG TPV OO TN XPNOT]. 1€ TEPIMTMON TOL TAPATNPEITAL KATL 0T
TO, TOPOTTAVE®, OTOPPIYTE TO PUPLOKELTIKO TPO1dV. MnV ypnoiponoleite €6v 1 cuokevacia Exet
avotytel 1 vrootel {npid.

T v evdobaroedikn Eveon, mpénet vo, ypnoiponomdei felova Eveong 30 G x %2 inch.
Oonyies yprions TS TPOYEUIoUEVNS OUPLYYaS:

T'a vo Tpogtopdoete TV TPOYEUGHEVT] GUPLYYQ Y10 XOPTYNON, aKOAOVONGTE OAN T, friorTol
TOPOKATO.

Hopo cvpryyag

Luer-lock

Ipapun dosoroyiog 0,05 ml
"Euporo

il

Aapn yo ta SKTLAN

nlz\ 1 j

Pafdog epporov

1. Orav giote étoot va yopnynoete to PAVBLU, avoiéte to xovti ko Bydite tnv
OTTOGTELPOUEVT] GUGKELOGIO KUWEANG. EEKOAANOTE TPOGEKTIK( T1 GVOKELAGIN, KLYWEANC Y10, VOl
v avoifete, S10opaAifovtog T OTEPOTNTA TV TEPIEXOUEVMV TNG. DVAAGETE T GVpLyYa GTOV
OTOCTEPOUEVO OIoKO UEYPL VO, E1GTE ETOLLOL Y10 TH GLUVAPLOAOYNON.

2. XPNOOTOIDOVTOG ACTTTY TEYVIKT], BYAATE TN GUPLYYO OO TNV OTOGTEPOUEVT] CLOKEVAGIN
KOYEANG.
3. [Ma va apopéoete To mOUA TG CLPLYYAS, KPOTNOTE T GUPLYYO LLE TO EVa YEPL EVD

YPNOOTOLEITE TO GALO XEPL Y10 VO KPUTHOETE TO TMLLOL TNG CVUPLYYOS LLE TOV AVTIYEPA KOl TO
deikrn. [opokareiote va mpocééete: [Ipénel va cuoTpéyete (UNV ATOGTAGETE) TO TAOUO TNG

cOPLYYOG.

XYXTPO®H!
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4.

Duoarideg
aépo

Addopo

XPNOYOTOIDVTOG AOTTT TEYVIKT], TEPLOTPEYTE aTafePd TN PEAOVO EVECT G ETAV® GTO AKPO
Luer- lock tng ocvpryyos.

Belova 30-gauge
x Yo-inch!

Xnpeioon: Otav giote £Touot va yopnynoete 1o PAVBLU, apaipéote 10 TAUCTIKO KAALLLLOL
™m¢ Perdvag amd ™ Pehdva Kot TomoBeTNOTE TO G€ va SOYEID ALYUNPDV AVTIKELEVOV.

Kpatdvtog t cvpryya pe ) Berdva va kortdlel mpog ta Tavm, eEAEYETE T GVPLYYa Yo
QPLGOAOES. EGv vtdpyovv puoaiides, KTUMNOTE AmOAE T GUPLYYO LE TO SAKTLAS Gag LEYPL OAES
01 PLoaAidEG va avEBoVV 6TO TAV® UEPOG.

KTYITHXTE!

O gmmAéov dyKoc Ba mpémel va amoppipbel mpv amd ™ yoprynon. E&alelyte oleg Tig
PLGOMOEG KO ATTOPAALETE TNV TEPIGOELN TOV PUPROKEVTIKOV TPOIOVTOC, TLELOVTAS apYd TO
éuporo Yo va evBvypappicete TV féon Tov BoioTov AKpov Tov guforov (0L TNV KOPLON
7oV 00)0V) pg T Ypoppn d060royiog 6T 6VPLYYa (TocOHTNTO OV 160dVvapel pe 0,05 ml,
oMA. 2 mg apAPepoénng).

Inueioon: Avt 1 akpiPng Totobétnon tov euPfodrov givar TOAD GNUOVTIKY, EXEWON T
AavBaopévn tomoBétnomn tov gufodrov umopel va 0dnynoet og Tapoyn 600MG LeyaADTEPNG T
UIKPOTEPNG OO TNV EMICTUOGUEVT.

. ‘Eufolo pe
J/L?‘; Baon N 66k
— T01,) /’:
—® r , Borwton =
L e papp ixcpov | / ,
docooyio ™ Evbuypappicte
—T7® e ,;OD N o — ™ Bdon tov
T Béon tov euphov mgiﬁu
. forwToh
AKPOL TOL euporov e to
eupoLov ! L EMGvVe PéEPOG
pez ™G YPOUHNG
docoloyiag
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7. Kdvte éveon eve miélete 1o uPolo mpooexTikd kal pe otabepn mieon. Mnv ackeite emmAéov
mieon POAMG TO EUPOAO PTAGEL GTO KATM® PEPOG TNG cVUpLyyas. Mnv yopnyeite to
VAOAEPUPATIKG d1dAvpa oV TapaTnpEiTal 6T GVPLYYO.

8. H mpoyepuopévn oupryya mpoopiletor yia pia pévo ypnon. H eEaywyn moArlonidv d6cewv amod

U0, TPOYEUGUEVT] GOPLYYA LITOPEL VO, dVENGEL TOV KivOLVO ETUOAVVONG 1) ETAKOAOVONG
Preypovng.

Kd&be aypnoipomointo opprokentikod mpoiov 1| DVITOAELUO TPETEL VO, ATOPPITTETOL COUPDVO LE
TG KOTA TOTOVG 10YVOVCES CYETIKES dATAEELC

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Amgen Technology (Ireland) UC

Pottery Road, Dun Laoghaire

Co. Dublin

A96 F2A8

Iphavdia

8. APIOMOZXZ(OI) AAEIAY KYKAO®OPIAX

EU/1/25/1909/001

9. HMEPOMHNIA ITPQTHY EI'KPIXHX/ANANEQXHY THX AAEIAX

Huepounvia tpdng éykpiong: 4 Ampiiov 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Agmtopepeic TAnpopopieg yuo o Tapdv POPUAKEVTIKO TPOioOV glvar dStoBEcies GTOV SIKTLOKO TOTO
tov Evponaikod Opyavicpod @apudkmv: https://www.ema.europa.eu
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vTo QAPLOKO QVTO TEAEL LITO GUUTANPOUATIKT TOPAKOAOVONOT. AVTO Ba EMLTPEWEL TO YP1YOPO
TPOGIIOPIoUO VEDV TANPOPOPLOV ACOAAEING. ZNTEITOL OO TOLG EMAYYEALATIEG VYELNG VO AVOPEPOVY
omolecdnmote mhavoloyovueveg avemBounteg evépyeieg. BA. mapdypapo 4.8 yia Tov TpdTo avapopdg
OVETLOOUNTWOV EVEPYELDV.

1. ONOMAZIA TOY ®APMAKEYTIKOY ITPOIONTOX

PAVBLU 40 mg/ml evéoipo didhvpa e proridio

2. MNOIOTIKH KAI TIOXOTIKH XYNGEXH
1 ml evéoov drodvporog mepiéyel 40 mg apPfepotnnc*.

"Eva graAidio mepiéyst e€aymyuo éyko tovidytotov 0,1 ml, mov woodvvapel pe tovddyiotov 4 mg
APAPEPGENTNG. AVTO TaPEXEL ®PEAUN TOGOHTNTA Yo T Yoprynon piog povo doong tov 0,05 ml wov
mePLEYOLV 2 My apMPepcéntng.

* [Ipwtetvn oHVINENG OV ATOTEAEITOL OO TUNUATE TOV EEMKVTTAPIKMV TEPLOYDV TWV VTOSOYEMV
1 ko 2 Tov avBpadmvov VEGF (aryyelokdg evoodnilokog avEntikdg Tapdyoviog) cuvieTnyLéva 6To
tunpa Fe tov avBpdmivov IgGl kot mopackevaletol og [ KuTTaptkn 6E1pd modnkmv KivEikmv
kpwntev (CHO) pe v teyvoroyia avacvvdvacuévov DNA.

"Exdoyo ue yvootn dpdon

To @dppaxo avto nepiéyet 0,005 mg moivcopPiko 80 oe kdbe 660 0,05 M, Tov 1odvvauovv e
0,1 mg/ml.

IMa tov mIAnpn KatdAoyo TV ekdOy@V, BA. Topdypapo 6.1.

3. DOAPMAKOTEXNIKH MOP®H
Evéoyo d1dAvpa (evéoiio)

Awwyég €mg 1pdilov, aypopo Emg ELOPPOS KITPIVO, 1G0-OGUMTIKO SGAvUA.

4, KAINIKEY IAHPO®OPIEX
4.1 OegpomevTiKég eVOsielg

To PAVBLU gvdeixvotal yuo evinkikovg, yo tn Oepomeio

. ™G veoayyelokng (Vypov THTOV) NAMKLOKNG EKQPVAIONG TG 0)pac knAidac (AMD) (BA.
napdypagpo 5.1),

. g S1aTapayfg TG OpacNG AOY® 6guTEPOTABOVE 00N LOTOC TNG WYPAS KNAIDOG Ao amdepatn
OAEBag Tov apeAnotpocdong (kKhadwkng RVO 1 kevipikng RVO) (BA. mapdypogo 5.1).

. g droTapoyne g dpaong Adym dtapntikod odrpatog e wypds kniidag (DME) (BA.
napbypagpo 5.1),

. g SrTapayng g Opaong AOY® HVOTIKNG XOPLoedtkng veoayyeimong (pommikny CNV) (BA.
napbypagpo 5.1).

4.2  Aocoloyio kol TPOTOG YopNyNoNS

To PAVBLU npoopiletar ylo evdoialoeldikn £veon Hovo.
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To PAVBLU mpénet va yopnyeitar povo amd e£edikevpévo 1otpod pe epmelpio ot die&aymyn
£VOODUAOEIOIKMY EVECEMV.

Aocoloyia

Yypod tomov AMD
H suvictdpevn d6on yio. to PAVBLU egivol 2 mg aeiBepoéntng, mov icodvvouei pe 0,05 ml.

H 6epancio pe 1o PAVBLU Eekvd pe pio éveon avd piva yio tpelg S1adoyikés 006EL T GUVEYELN TO
pecodidotnua g Oepaneiog emexteivetal o€ 600 PUNVEG.

Me Baon v kpion tov Bepdmovia 1aTpol Yo TV Otk 0ELTNTO KO/ TO OVOTOLUK(
ATOTEAECUATA, TO LEGOIATNO HETAED TV Oepameidy umopel va dtatnpnOei 6tovg 600 punveg | va
emektofel TEPLOGOTEPO, YPNOLOTOLOVTUS £VOL SOGOAOYIKO GyNLa Bepaneiog Kol ETEKTAGNG KOTA TO
OT0{0 TO, LEGOSLOGTILLOTO, TV EVECEMV avEAvoVTaL o€ 2- 1| 4- efdopadiaiec TPosavENGELS DOTE VoL
SdtatnpnBei otabepn M onTiK 0EVTNTA KOUT TO OVOTOUIKE OToTEAECUATA.

Edv 1 orttikr] 0£0TNTO KON TO AVATOUIKA OTOTEAEGLLATO, ETOEWV®OOVV, T, LeGOdIOGTILOT Bepameiog
Ba mpémel va pelwbovv avTieToiymg.

Agv vrdpyet kémoto amaitnon yo TapakorloVBnon avapecsa oTig evéoels. Me Bdon tnv kpion tov
Bepamovta 1Tpov To TPOHYPOULLN ETICKEYEMV TaPaKOA0VONoNG uopel va givat o cuyvo and Tig

EMOKEWYELG TOV EVEGEWDV.

Agv €yel peretnBel pecodidotna Oepaneiog peyaAdtepo amd TEGGEPLS UNVES 1 LIKPOTEPO OO
4 gBdouadeg avauesa otig evéoelg (BA. mapdypapo 5.1).

Asvteporabeg oionue e wypdgs knlioog and RVO (kladikn RVO 7 kevipucy RVO)
H cuvictdpevn d6on yio. to PAVBLU egival 2 mg aphBepoéntng, mov icodvvapuei pe 0,05 ml.

Metd v apykn €veon, 1 Bepaneia divetar avd punva. To didotnpa avdipeso g dvo d6celg o€ Ba
TpEMEL va. glvor LIKPOTEPO amd Eva Uiva.

Edv ta omticd kot avoatopikd arotelécpata deiyvouv 01t 0 achevig dev emmpeleitan amod T Oepamneia,
to PAVBLU 6a ntpénet va dtokdmteTar.

H pumviaio Ogpaneio cuveyilel péypt va emttevydei n péytotn ontikn o&vtnta kot / 1 va puny vedpyovv
onueio evepyod dpactnplotTnTag TG vOsov. Mmopel va ¥petactodv Tpeig | TEPIGGOTEPO SUSOYIKES
unviaieg evEceLC.

H Bepaneio pmopel akorobBwg va cuveyiletar pe €éva 6060A0Y1Kd oy «Oepameiog Kol EMEKTAGTO»
pe Badaio advénon tov dtwotpatwv Bepanciog ®ote va dlatnpnodv otabepés ol onTIKEG Kar/ 1 ot
OVOTOLUKES TTOPAUETPOL, MCTOGO JEV VTLAPYOLV ETOPKN GToLyElR TOV Vo Guvoyilovv T didpkeln
QUTAOV TOV JICTNUATOV. AV 01 OTTIKEG KOV 1 OVOTOUIKES TOPAUETPOL EMOEVOOOHV, TO HEGOIIOCTHLA
¢ Bepamneiog O mpénel va peiwbei avarldoywg.

H mopaxoAiovdnon kot 1o mpdypappa Oepaneiog 0o mpémel va kabopiletatl and To Oepdmovta 1Tpd
Baoel Tng atopkng avTamdKpIons Tov achevog.

H mapaxorovOnon tng mopeiag tng vocov pmopei va tepthapfavel kKAvikn eETaon, KAVIKO
€PYOOTNPLOKO 1 ATEIKOVIOTIKO EAEYYO (T.). OTTIKY TOHOYPAPIC GUVOYNG 1] PAOVOPOAYYEIOYPOPIaL).

Ao fintino oionua s wypag knAidag
H cvvictdpevn d6on yia. o PAVBLU egivol 2 mg apipepoéntng, nov icodvvapuei pe 0,05 ml.
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H Bepoameio pe to PAVBLU Eekvd pe pia éveon avd unva, yo tévte 510d0ykég dOGEIC, KOl TN
ocuvéyeln pia éveon kdabe dvo unvec.

Me Bdor v KpioTn Tov 10Tpod GYETIKA LE TNV OTTIKY 0EVTNTO KO/ TO OVOTOUK( OTOTEAEGLOTO, TO
pecodidotnua peta&d Tov Bepaneldv pumopet va dtatnpnBel otovg 2 pveg 1 va eEatopukevbel, Ommg
pe €vo d0c0A0YIKO oYa Bepameiog Kot eTEKTAONG KOTd TO 0TTol0 TO LEGOOIOGTALATO TV BEpameldv
ocvvnbmg avédvovtal pe Tpocavénon 2 fdopddwv mate vo dlatnpnel otabepn n ontikn o&HTNTO
KOUT TO AVATOUIKA OTOTEAECUATO. Y TAPYOVV TEPLOPICUEVE, OEOOLEV Y10, SLOCTNLOTA Bepameiog
peyorvtepa Tov 4 pnvov.Edv 1 ontik) o&dtnta Kovh To avaTOUIKE omoTeAECUATO ETOEVOOOVV, Ta
pecodactipata Oepaneiog o mpénel va peiwbodv avtiotoiywg. Aev £xovv peletBel daothipata
Bepanciog pikpotepa tov 4 efdopnddmv petald Tmv evésemv (PA. mapdypago 5.1).

To mpdypappo TapoakorobOnong Ba mpénet va kabopiletatl and Tov Bepdmovta 10Tpo.

Edv to omtikd Kot avatoptkd omoteAéopato delyvouy 0Tt 0 acBeviic dev wpeAeital amod T
ovveyLouevn Bepamneio, to PAVBLU Ba mpénet va diaxomet.

Mowrikn yopiogidiki veooyyeiwon

H ovvietopevn 06on yio to PAVBLU eivon pia epdmaé evoodaroeldikn éveon 2 mg apAipepcéning,
nov avtiotoyet pue 0,05 ml.

IIp6cBetec d6GeIC pmopohv vo xopnynBohv dv T OTTIKA KA/ OVOTOLKA ATOTEAEGLLOTOL
VIOSEIKVOOVV OTL 1] VOGOG empével. Ot votpomég Oa mpénet va avTipueTanilovtot oG VEES EKONAMGCELS
™G vOGOov.

To mpdypappo tapakorovdnong 0o tpénet va kabopiletar amd tov Bepdmova 1aTpo.

To didotnua avdpesa og dvo dooelg o€ Ba Tpémel va etvar PkpdTepo amd Eva piva.

Ewdwoi tAnbvopoi
Hratikn n/xa1 veppixn dvaleitovpyia

Agv €yovv mpaypoatoroindei e101Kég peréteg o€ acbevelg pe nmatikn 1/Kot veppikt ducieitovpyio pe
apMPepcéntn.

Ta dwbéotpa dedopéva dev VTOSEIKVOOVY aVAYKT Y10 TPOSAPHOYR TG 06ong pe to PAVBLU oe
avtoh¢ Tovg acbeveig (BA. mapdypopo 5.2).

Hliiwuévog ninboouog

Agv anartovvton e10kég pubuicels. Ynapyel mepropiopévn euneipio og aobeveig nhikiog dve tov
75 etov pe DME.

Toudazpiog wAnBoouog
H acoediela ko 1 amoteleopatikotta tov PAVBLU g maidid kat epnfovg dev £xovv tekunplodei.
Agv vapyet oxetikn xpnomn tov PAVBLU ctov mtoudiotpikd mAnbuoud yia tig evogi&elg vypoo tHmov

AMD, CRVO, BRVO, DME «ot poomwki CNV.

Tpomog yopnymong

O1 evE0DOAOEDIKEG EVEGEIC TPETEL VOL TPOLYLOTOTOLOVVTOL GCOUPMVA [LE TNV KADIEPMUEVN OTPIKN
TPOKTIKN KoL TG 10YV0VGES KATELOVVINPLEC 001 YiEC, amd €EEIOIKEVUEVO YIATPO LE EUTELPTR OTN
deaymyn evooDaAoEdIK®OVY evécemv. ['evikd, mpénet va dtac@aAileTol 1 ETapkng ovaicinoio Kot
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aonyio, COUTEPIAAUPBAVOUEVNS TG YPTONS TOTKOD HKPOPBLOKTOVOL EVPE0G PAGLOTOC (TT.). 10d100%0g
moP1d6vn epappolopevn oto TeploPOAAUIKO dEPLM, TO PAEPAPO KoL TNV OPOOAUIKY| ETUPAVELL).
ZUVIGTOVTOL OTOADUOVGT] TV XEPLDV, LE T SL0OIKAGI0 TPOETOLAGING YELPOVPYEIOD, ATOCTEIPOUEVA
YAVTLIO, TOCTEPOUEVO TEDTIO KOl OMOGTEPWOUEVOS PAEPAPOSIAGTOAENS (1] LIGOSVVALLO).

H Berova tng éveong npénet va ecdyetal 3,5 — 4 mm wicw and 10 GKANPOKEPATOEWEG OPLO LEGA OTNV
DOAOELDIKT] KOIAOTNTA, OTTOPEVYOVTOC TOV 0p1LOVTIO HESUPPIVO Kal GTOXEVOVTOG TPOG TO KEVIPO TOV
BoABob. T cuvéyeta yopnyeitatl o evéoyog 6ykog tov 0,05 ml. Altapopetikd onpeio tov okAnpod Ba
TPEMEL VAL YPNCLUOTOLEITAL OTIC EMAKOAOVOES EVETELC.

Apéomg petd tnv evooboloeldikn £veon, ot acbeveic mpémel va mapakorlovbovvtar yio avénon e
evdoBaiag wieong. H katdAinin mapakorovdnon umopet va meptrapfavet ELeYY0 TG OLULATOONG
NG KEQOANG TOL OTTIKOV VEVPOUL 1 Tovouétpnorn. Edv anatteitar, Ba tpémet va vdpyet dStabéoipog
OUTOCTEPMUEVOG EEOTAMGLOG Y10 TOPAKEVTINGT).

Metd v evéohoroeldikn €veot|, 6ToVG 0cBevelg mpénet va 50000V 001 Yies Yio TNV OvaPOPd TVYOV
CUUTTOUATOV TOV HTOPEL Vo VTTOINADVOLY evOoPBaApiTIdN (TT.). TOVOG TOL 0POUALLOD, EpLOPOTNTA

oV 0@OaApOV, poToPofia, OoAN dpacn) ywpic kabvceTtépnon.

Ka0e praiidio mpémel va ypnoyoroleitot yio ) Bepaneio evog opBaipon povo. H eEaymyn
TOALOTAGDV 00GE@V amtd Eva QLOAISI0 popel vo avéNoel Tov Kivouvo emporivvenc i exakdAoving
@Aeypovic.

To @LoAid10 TTEPIEYEL TEPIOGOTEPO OO TN GUVICTOUEVT 600 TV 2 Mg apMPBepcéntng (Tov
woodvvapel pe 0,05 ml evéoyo ddiopa). O e&aydyipog 0ykog and To Poiidio eivat 1 TOGOHTNTO TOVL
umopel va e&oyBel amd To loAidlo Kot dev gival avTdg TOV TPENEL VoL YpNoiomoindel 6To GUVOAS Tov.
T 1o euokidio PAVBLU, o e€aydyog 6ykog givat tovddyiotov 0,1 ml. O emumdéov oykog mpémer
vo amoppinteTon Tpv TNV vesn TG 6VVIGTAOUEVNS d0ong (PA. Tapdypogo 6.6).

H £éveom 6lov tov 6yKkov tov praidiov Ba uropovoe va 0dnynoet o€ vepdosoroyia. I'a va
amopakpuvhoHy o1 euoaAideg aépa pali pe TV TEPIcOELN TOV POPLOKEVTIKOD TPOTOVTOC, TIEGTE
apyd to EuPoro €161 doTE TO EMiMedO Gkpo Tov UPOLOL Vo EVOVYPUUUIOTEL e TN YPAUUT d0GOoAOYING
nov vrodekvoel 0,05 ml endveo ot ovpryya (1oodvvapei pe 0,05 ml, dnA. 2 mg apPepoéntng) (PA.
mapoypaeovg 4.9 kat 6.6).

Metd v éveon, kdbe oxpnoLonoinTo Tpoidv TPEMEL VoL amoppinTeETaL.

I 10 YEPIGUO TOL POPLAKEVTIKOD TPOTOVTOC TPV amd TN Yopnynon, PA. mapdypago 6.6.

4.3 Avrtevoeieg

Yrepevaichnoio otn SpacTiky 0vGia AEAPEPGETTN 1| GE KATO0 OO T, £KS0YO TTOV OVOPEPOVTL GTNV
Tapdypoeo 6.1.

Evepyn 1 evoeyopevn oeBaipikn 1 mepro@Oodpkr Aoipwén.
Evepyn coPapn evoo@Bdiia pAeypovn.
4.4  E01kég TPOELOOTOUM|GELS KUL TPOPVAAEELS KATA TN YP1|oN

IyynAacotto

[pokeévov va Bertimbel n yvnloodtra TV fIOAOYIKOV QUPUOKEVTIKMY TPOIOVI®MV, TO OVOLL
KoL 0 0plOUOG TOPTIOAG TOV YOPTYOVEVOL PAPLLAKOV TPEMEL VO, KATAYPAPETAL LLE GOPIVELOL.
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Evdobaroedikic evéoeic — oyetilOUeVEC OVTIOPATELC

O1 evO0DOAOEIDIKEG EVEGELS, CUUTEPIAAUPAVOUEVOVY EKEIVOV LE APMPEPGETTY, £XOVV GLUGYETIOTEL g
€vooQOaAUiTION, EVOOPOUALLL PAEYLLOVT], PNYUATOYEVT] OTOKOAATGN TOV AUPIPANGTPOEBOVS, pEN TOV
AUPPANCTPOESOVG KAl 1LTPOYEVT TPALUATIKO Katappdktn (BA. Tapdypago 4.8). Katd tn yopnynon
tov PAVBLU, mtpémet va ypnoipomoodvron mévto KATIAANAES AONTTEG TEXVIKES EVEOT|G.
EmnpoocBétme, o1 acbeveic Ba mpémet va mapakolovBodvtor katd tn dtdpKela e efOopnadag Hetd tnv
éveon TpokeEVOD va givan duvat 1 Eykaipn Oepaneio o€ mepinTmon epeaviong Aoinwéng. Tovg
acBeveic Oa Tpémel va doBovv 0dnyieg Yo TNV avapopd xopig kabvoTépnon, TVYXOV CLUTTOUATMV TOV
UTopel VoL VITOINADVOLY EVOOPOUALITION KAl AVTE B0 TPETEL VO OVTILETOTIGTOVY KOTAAANACL.

To laAidlo TePEyel TEPIGGOTEPO ATO TNV CLVICTAOLEVT 500T TV 2 MY apAPepcséntng (o
oodvvapet pe 0,05 ml). O emmhéov dykog Ba Tpénet va amoppipBel Tpiv amd tn yoprynon (BA.
wapaypapovg 4.2 kot 6.6).

Avénoeig oty evdopBaiua ttigor xovv mapatnpnel evidc 60 Aemtdv and TV eVOODOAOEIKN
éveon), cvumepropfovouévav Kot Tov evécenv pe apABepoéntn (PA. mtapaypoeo 4.8). Amarteitot
€101KN TPOPOAOEN 6€ 0o0eVELS [ie YAADK®O TToV deV EAEYYOVTOL EmapKAOG (U evésete To PAVBLU
evo 1 evooeBdia mieon elvar > 30 mmHg). Xe 0)leg TIC TEPITTAGELS, Kot 1) evOoEOdA Lo Tiean KoL 1|
OUATOOT| TG KEPAANG TOV OTTIKOD VEVPOL TTPETEL EMOUEVMG VA, TOPAKOAOLOOVVTOL Kol Vo EAEYYOVTOL
KaTGAANAQL.

Avoocoyovikdtnto

Kabbg eivar o Ogpamentikn npoteivn, vapyet n mbavotta avocsoyovikdtrog pe 1o PAVBLU (BA.
apdypoeo 4.8). Oa tpémel va divovtal 0dnyieg otovg acheveic va avapépovv Tuxdv onpeia 1
CUUTTONOTO EVOOQOAALLOC AEYHOVIG, Y. GAYOG, pmToPoPia, 1 epvBpdTNTA, TO OOl PITOpPEl Vo
amoteLobV KAVIKG onpeia wov amodidovtal o€ viepevatctnaia.

2VOTNUATIKES ETOPAGELS

Metd and evéodaroedikn éveon pe avaotoreig VEGF, éxovv avapepbel cuotnpaticég avemBopunteg
eVEPYELEG TTOL TTEPIAAUPAVOLY PN 0PBOAKES cupoppayieg Kot aptnplokd Opopfoeppfoiikd coppdavta
KoL vdpyel Evag BewpnTIKOS KIvOuVoC 0VTEG 01 EVEPYELEG VO GLVOEOVTOL LE TNV avacToAn Tov VEGF.
Yrdpyovv mepropiopéva dedopéva, yio Ty acedieio ot Bepaneio acbevaov ue CRVO, BRVO, DME
N poorikn CNV pe 101optkd ayyeiakod eyKePAAIKOD ENEIGOSI0V 1) TOPOSIKAOV IOYOUIKDV EXEIGOd IOV
N ELEPAYUATOC TOV HVOKAPSIOV EVTOS TV TPONYOVUEVOVY 6 UNvaVv. ATatteital Tpocoyn KoTd
Oepamneio avTOV TOV 0G0EVDV.

A\,

Onwg kot pe ahieg evdooboroedkég avtli-VEGF Ogpaneieg yio AMD, CRVO, BRVO, DME kot

pvorikn CNV, woydovv eniong ta akoiovba:

. H aocpdiela kai n anoteleouatikotnTa TG Bepanciag e apiPepséntn Kot otovg 600
0pBoApobs Tantoypova dev Exovv peretn el cuotnuatikd (PA. Tapdypago 5.1). Edv die&dyetan
appotepodmAeLpT Bepaneia TNV 1010 Ypovikn TEPiodo avtd pmopel va odnynoel e adénomn g
GLOTNUOTIKNG £KBEOTG, TOL TOUVMG VO, AVENCEL TOV KIVOUVO Y10l CUGTNUATIKEG AVETIOOUNTE
evépyeleC.

. H tovtoypovn ypnon drirov-mv ovit — VEGF mopayoviov (ayyeiorkog evoodnilokoc ovéntikdg
TAPAYOVTAG).

Agv vrdpyovv dabéotpa dedopéva yio TV TanTdYpovn ¥pNon apMPBepcEmTNG e GAAL OVTL —
VEGF oxegvdopato (GuoTnUATIKA 1) 0QOaApKE).

. Ot Topdyovteg Kvduvov mov oyetilovtat pe TNV avantuén pOYUNG TOV LEAXYYPMOTIKOD
emOnAiov Tov apeiPAnotpoeldovg petd and avil-VEGF Bepaneio yio vypod tomov AMD,
GLUTEPTAOUPAVOLY LEYAAN 1/KOL VYNAT ATTOKOAANGT TOV HEANYYPMGTIKOV EMONALOL TOV
appipAnotpoedovg. Kotd v évapén g Oepaneiog pe to PAVBLU, anotteiton mpocoyn o€
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acOeveic e 0VTOVE TOVG TAPAYOVTEG KIVOLVOL Y10, pOYUEG TOV UEALYYPOOTIKOD eONAion ToV

APPIPANGTPOESOVG.

. H Oepoameia npémel va StokomteTon o€ 0oOEVEIS LE PTYLOTOYEVT ATTOKOAANGT) TOV
AUPIPANGTPOEBOVG 1 OTEG TN WYPAG KNAidag oTadiov 3 1 4.

. 2V TepinTt®on poyUNg ToV AUEPANGTPOED0VCE, 1) d00T Ba Tpémet va. ovaoTOAEL Kot M)
Oepamneia o O TPEMEL VoL apyicEL K VEOL TPV M POYUY OTOKATOCTAOEL ETAPKADG,.

. H d60m 0a mpénetl va avactarel kol 1 Oepancio o Oa mpémel va apyicel vopitepa and tnv

EMOUEVT] TTPOYPOUUUOTICUEVT Bepameio 6€ KOTOOTAGELS OTMC:

0 peioon g Kolvtepo Aopfopévng Ontikng O&vtntag (BVCA) katd > 30 ypaupato o
oVYKplon e TV televtaia aloAdynon e onTikng o&0TNTog.

0 VTOUPIPANGTPOEISIKN aLoppayio TOL EUTAEKEL TO KEVTPIKO Bobpio, 1 v To péyebog g
apoppayiog tvor > 50% g cvvolkg meployng g PAALNS.

. 1 80601 Ba Tpémel va avaoTaAel Yo pia TEPiodo 28 nuepdv TPV 1 LETA 0O TPOYPOLLATICUET
1N devepynbeica evéopOaiLua yepovpyikn| exéuPoon.

. To PAVBLU dgv mpénet va ypnoipomoteiton katd t diépKea T KOMoNCEKTOS EQV TO
EVOEYOLEVO OPELOG VITEPTEPETL TOV EVIEYOUEVOL KIvdHVOL Yo TO EuPpvo (BA. mapdypapo 4.6).

. Ot yuvaikeg 6€ avomapoy®yKn NALKio TpETEL VoL XPNGUYLOTOI00V OTOTEAEGLATIKT OVTICUAANYM
KaTd TN S1aprela g Oepameing Kot Emg TOLAAYIGTOV 3 UVES LETA TNV TEAELTAIN
evdovaroedikn Eveon apMpPepoénng (PA. Toapdypago 4.6).

. Yrdpyer nepropiopévn eumeipio otn Oepaneio tov acbevav pe toyaukov tomov CVRO kot
BRVO. H Bepancia o cuviotdrol o€ acbeveic Tov mapovctdlovyv KAvikd onueio pn
OVOOTPEYIUNG OTMAELNS TG OTTIKNG AELTOLPYIOG ATTd 1Y LLLiOL.

ITAnBvopoi ue meproptouéva dsdousva,

Yrdpyer povo meplopiopévn eumeipio otn Beponeio atdépwv pe DME Adym dwafrtn tomov 1 1 og
SaPntikotg acBeveic pe HbAlce dvm tov 12% 1 pe mopaymyikn dafntikn apeiBAnotposidonadsia.

H aplBepoéntn dev £xel peketnbei oe acbeveic pe evepyég cuoTnuaTiKEG AOWMEELG 1) o€ acbeveig pe
TOVTOYPOVEG TAONGELS TV 0QOUAUDV OTTME OTOKOAANGN TOV AUPPANGTPOEOOVE 1} 0T TNG OYPAS
KknAidag. Aev vapyel emiong eumepio ot Oepomeio pe apiPepcéntn og dapntikovg acbeveic pe un
gleyyopevn véptaot). Avth 1 EMAeyn dedopuévav TpEnet va AapBavetot vToyn arnd Tov yloTpd KoTd
T Oepaneia TV 060evOV aVTOV.

> woniky CNV dev vrndpyet epmeipio pe v apAPepcéntn ot Oepaneio un Actatdv aclevov,
acBevdv ot omoiot £govv mponyovpévmg vroPAndel o Bepaneia yro pvomiky CNV, kot acbevav pe

eEwPobpucég PraPec.

ITAnpooopicc yio to £kdoya.

AvT6 T0 PUPUAKEVTIKO TPOIOV TEPLEYEL

- Myotepo amd 1 mmol vatpiov (23 mg) avd povada docoroyiag, SnAad] OLGLUGTIKA
glvon «ehevBepo vatpiovy.

- 0,005 mg moAvcopPikod 80 e kabe d6om 0,05 Ml mov 1wodvvapovv e 0,1 mg/ml. Ta
TOAVGOPPIKd PUopel Vo TPOKAAEGOVV OAAEPYIKEG AVTIOPACELS.

4.5  Alremopdosig ne GALO QUPUOKEVTIKG TPOTOVTO KOl GALES pOPPES adlANAeTiOpaoNG
Agv &yovv mpaypotomoinoel HeAETeg AAMNAETIOPACE®V.
H yprion eotodvvapkng Bepameiog pe Peptenopeivn (PDT) copuninpopatikd ot Oepaneio pe

apMPepcémtn dev Exel peletnOel, emopévog de pumopel vo tekpunplmbel 1o Tpoeid acedielag g
TPOKTIKNG OVTNC.

41



4.6 Tovipétnra, KOO Ko yorovyio

T'vvaikec o€ avamapoy®yikn nAkia

IMuvaikeg oe avamapoywykn NAKio TPETEL VAL YPNCUYLOTOIOVV OTOTEAECUATIKT AVTIGOAAN YT KATA TN
duipketla g Bepaneiog kot mg Tovidyiotov 3 uMveg Letd v tedevtaio evoohaloedikn £veon
apMPepotmng (BA. Tapdypago 4.4).

Kimon

Agv VapYOLV dESOUEVA GYETIKA UE TN XPTOT TNG OPAIPEPGETTNG GE EYKDOVG.

Meléteg og Loa katédei&av epppvoto&ikotnta (BA. mapdypapo 5.3).

[ap’ 611 n cvotpoTiky ékBeon petd and oeOaAKN yopiynon etvor ToAv younAn, to PAVBLU dev

TPETEL VAL PN CIHLOTOLEITAL KT T S1dpKELd TG KOMONG EKTOG £V TO EVOEXOLEVO OPEAOG VTTEPTEPEL
TOV EVOEYOUEVOL KIVOLVOL Y1 TO BpEpoc.

OnAiacpog

Bdéoet moAd eplopiopévov deS0UEV@VY Y1 TOV GvOp®To, 1| apMPBEPGETTN UTOPEL VO OTEKKPIVETOL GTO
avOpanvo yaka o younAd eminedo. H apMpPepoéntn eitvar éva peydro mpmteivikod Hoplo Kot m
TOGOTNTO TOV PAPLLAKOV TOV OTOPPOPATOL OO TO VEOYVO AVAUEVETAL VO Eval 1 EAAytoTr. Ot
EMNTAOCELG TNG APMPEPSENTNG 6TO veoyvo/Ppépog Tov OnAalel etvan dyvwoTeg.

Q¢ mponTTiKd péTpo, 0 Onracudg dev cuvicTATAL KOTA TNV dtdpKeta TG xpnong tov PAVBLU.

Tovyotmra

Ta amoteléopata amd peréteg og (O Pe VYNAY CLGTNHATIKY £KOECT) KATAOEIKVOOLY OTL T
aQMPBEPGETTN UTOPEL VO EXNPEAGEL OPVITIKA TNV AVOPIKT Kot yovatkeio yovipotnta, (BA.

napaypao 5.3). Ot emdpaoels 0VTEG deV ival AVOUEVOUEVEG LETG 0O 0PBAALIKT YOpTyNON KE TOAD
YOUNAT cvoTnuatikn ékbeon).

4.7 Emopaceis 6Tny IKAVOTNTA 0017161 KOl YEIPLGROV UMY OVI|ULATOV

H éveon pe to PAVBLU £yet pukpn enidpacn oy tkavdtnto 0d1ynong Kot XEPIoHOD LYoV LAT®V
AOY® TV SLVNTIKA TPOGHOPIVMV dL0TaPay®V TNG Opacnc mov oyetilovtar eite e TV éveon 1N He v
opBoiporoyikn e&€taon. Ot acbeveig dev Tpémel va 0dMyoLV 1} va yelpilovTat punyovinuato Héyptn
Agrtovpyia g 6paoNg TOovg va amokatactadel ETapPKMS.

4.8 AvemOovunteg evépyeleg

2Hvoyn Tov TPOQIA acQEAELNC

"Eva ovvodro 3.102 acBevov anotédlece Tov TAnBuoud ac@dielog oTig okt peiéteg paong L. Meta&o
avtov, 2.501 acBeveic vmofAndnkav o Bepameio pe T cuvicT®peVN SO0 TV 2 MQ.

YoPapég opBaipiéc avemBounteg evépyeteg 6Tov oPOaAUO VIO PHEAETN oyeTILOUEVEG e TN
dwdkacio g éveong eppaviotnkay o€ Atyotepes omd 1 otig 1.900 evéodaroeldikég evéaelg e
a@APepoémntn Kot TEpLAUPavay TOEA®GT, EVOOPOOALITION, ATOKOAANGT TOL OUEIPANGTPOEISOVG,
TPOVLOTIKO KATOPPEKTN, KOTAPPAKTT, OLLOPPOYic TOV DAAOEIB0VE GMUOTOC, ATOKOAANGT) TOV
VOAOELBOVG GOUATOG Kot avENUEVT evoopBdiia Ttigon (BA. Tapdypapo 4.4).

O1 mo ovyvég mapatnpnbeioss avemBounTEg EVEPYELES (08 TOLAGYLGTOV 5% TV 060EVOY OV
vroPAnOnKayv og Oepancio pe apAPepcEntn) NTOV dpoppayic Tov EMmEPLKOTA (25%), apopparyio

oV apEPANcTpoedols (11%), petopévn ontikn o&vra (11%), dhyog tov 0pBoaipod (10%),
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katapparmg (8%), avénuévn evdoebdipua wicon (8%), amokdAinon Tov varoeldovs cmopatog (7%)
Kot eEWOPOUATA TOV VAAOEWDOVS GOLATOS (7%).

ITivaxog avembounTwv VEPYEIRY

Ta dedopéva ac@dAelag Tov TEPLYPAPOVTOL TAPAKAT® TEPLAUPAVOLY OAES TIG avemBOUNTES
gvépyeleg amo Tig okTd peréteg edong ll otic evdei&eig vypov tomov AMD, CRVO, BRVO, DME kot
pooriky CNV pe ebhoyn mhavotnta artiddovug oyEong He T dadikacio g £€veong 1 Ue TO
QOPUOKEVTIKO TPOIOV.

Ot avemBOunTeg evépyeleg Tapatifevtol ava Katnyopio. opyavikod GUGTHUATOS KOl GUYVOTNTO
oOUPoVa pe TV akOAoLON cvpfacn: TToAd cuyvéc (= 1/10), cuyvég (= 1/100 mg < 1/10), oy ovyvég
(> 1/1.000 éwg < 1/100), omavieg (> 1/10.000 éwg < 1/1.000), un yvootic ovyvotntag (dev umopovv
va ekt 0ovv pe Baon ta dtbéotpa dedopéva).

Evtog kd0e xatnyopiog cuyxvotntag eLeavions, ot avemBouuntes EVEPYELEG TOL PAPLAKOL TapaTiBevTat
Katd eBivovca celpd cofapdtnroc.

IMivakog 1. Okeg o avemBounteg evépyeteg Tov pappdkov and T Bepaneio Tov avapépbnkav ce
aoBeveic otig perétec pdong I (cvykevipotid dedopéva twv peretav eaong III) yo tig evosifelg
vypov tomov AMD, CRVO, BRVO, DME kot pvomik; CNV) 1 katd ) didpketa mapakolohonong
LLETA TNV KUKAOQOpPia

Koatmnyopia/ Opyoaviko , . .
shompe ZoyvotnTo Avem@ountn evépyera
Awtapayés Tov

AVOGOTOUTIKOD Oyt ovyvég YrepevoroOnoio ***
OVLOTNHNOTOS

Awrapayig tov 0pBaipod | TTodhd cuyvég  |[Mewmpévn ontikn o&vnta,

Aoppayio Tov apeIPANCTPoEdonS

Awoppoyio Tov emimeeukdTa, [16vog Tov 0pBaiion
Suyvég Pnén tov pekayypdov eminiiov Tov
AUPIPANGTPOEBOVG*, ATOKOAANGN TOL PEAXYYPOOL
emBniiov Tov apuEPAncTpoedovs, Expoiion tov
apePANCGTPOE0S, Alploppayict TOV LOAOEIBOVE
ocoparog, Katappaktne, Katappdkme eroimong,
[Tupnvikog katappakne, Katappditng vmoxdyiog,
AlgBpmwon tov Kepatoeldove, Exkdopd tov
KepaTOEW0VC, AvéEnuévn evooeBdiuia Tieon,
Oapmn 6pacn, EEdpapata tov vorogdods
oOUATOG, ATOKOAANGT TOV VAAOEBOVS CMOUATOC,
AAyog oto onpueio ¢ £veong, AloOnuoa EEvov
oOUATOG 6TOVG 0PBUALODS, AvEnuévn dakpvppold,
Oidnpa Brepdpov, Apoppayio 6To onueio g
éveong, ZTIKTN kepatitida, Ymepoiuio Tov
EMmeQLKOTA, YTepaio o@OaAon

Oy ovyvég EvdopOoipitida **, ArokoAinon tov
appipAnctpogdong, PHén apeipinotposidong,
Ipitida, Payosditida, Ipdokvkditida, ®oiepotnteg
eakov, EXieppa emBniiov tov kepatogldong,
EpeBiopog oto onpeio g éveong, Mn guoiohoyikod
aioOnuo otov 0pBaipd, Epebiopdc tov Prepdpwv
«IPOTEIVIKY OUiyAn» Tpociov OaAdpov,

Oidnpa Tov KePATOEBOVG

TopAlwon, Tpoavpatikdc katappakts, YoAitida,

Zravieg Vom0
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K i 0 . . .
,a Thyopia/ Opyovuco YoyvotnTo Avem@ountn evépysero
ovoTnua
Mn TYOoTiS ZiAnpitido****
GUYVOTNTOG
* Kataotdoelg yvootég og oxetilopeves pe v vypov tomov AMD. TTapatmprOnkav pdévo otig peréteg yio v
vypov TOov AMD.

** EvdoeBaApitida pe BeTikn kaAMEPYELD KOl APVITIKT KOAALEPYELO.

*** - Avapopég vepevaictneciog copmeptiopfovoprévav Eavinuatog, Kvnopov, Kvidmong Kol LELOVOUEVMV
TEPIMTOCEDYV GOPAPAV AVOPUAAKTIKAV / AVOPLAOKTOEWODV AVTIOPAGEDV.

FFEE Avapopég amd mopakolovdnon petd v Kuklopopia

Tleprypagpn emireyuevaov avemBountwy evepyeimv

e peréteg edaong I yio tqv vypov tomov AMD, viipe po avénon g enintmong g aoppayiog
TOV EMTEPLKOTA G€ acbeveig mov AdpPovoy avit-Opoufotikod mapdyovtes. Avti 1 avénuévn
EMMTOON NTOV TOPOLOLOL LETOED TOV 0cBevdVY oL Bepamevovtay pe paviPTCOVUAUTT Kot
apMPepcén.

Apmprokd OpouPoepforikd encicodia (ATEs) eivar avemBounteg evépyeteg mov oyetiovral
duvnTiKa pe T ovotnuatiki avaotoin Tov VEGF. Yrdapyet Oewpnticog kivovvog aptnplokoy
OpopPoepforikmdv emelcodimv, copumepAaUPavorEVOD TOV ayYELNKOD EYKEQPAALIKOD ETEICOSI0V Kot
EUQPAYLLOTOG TOV HVOKOPSTIOL LETA TNV EVOODAAOEIKT Yoprynor avactoréwy Tov VEGF.

e KhMvikég dokés pe apAPepoéntn o acbevelg ue AMD, DME, RVO kot pvomikr) CNV, éxet
mapaTnpnOel pio younin cvyxvotta aptnprak®dv Opoupospfoiikdv eneicodiov. ' dhes Tig
evoei&elg, oev mopatnpnonke afloonueiotn d1Popd OVAUESH GTIC OUAOES TOV BepamedTKOY LE
aQMPBEPGETTN KOl OTIG OVTIGTOLES OULASES GVYKPLOTC.

Onoc kot pe 6Aeg TIg OepamenTikég TPMTEIVESG, VITAPYEL TOAVOTNTA Y10 AVOGOYOVIKOTNTA. LIE TO
PAVBLU.

Avooopd mhoavoroyouUEVEV AVETIOVUNTOV EVEPYELDV

H avagopd mibavoroyoduevmv avemBountov evepyelmv Petd amnd T xopnynon adelg KuKAo@opiog
TOV PUPUAKELTIKOD TPOiIOVTOG elvan onpavtiky. Emitpénetl n cvveyn mapakorobnon g oxéong
0PELOVG-KIVOHVOL TOV PUPLLOKEVTIKOV TPOIOVTOC. ZnTeiton amd TOVG EmayyeALATiEC VYEiOG VO
aVaPEPOVY OTTOLEGONTTOTE TOUVOAOYOVUEVES OVETIOVUNTEG EVEPYELES LECH TOL EOVIKOD GLGTILATOG
ovapopdg tov avaypdeetor oto Hopdptmua V.

49 Ymepdoooloyia

2116 KAMVIKEG dOKIUES, ypMopomoOnkay 806elg mg kol 4 My o UNvioio LEGOJIGTILOTO KoL
VIPEQY LEPOVOUEVES TEPIMTMOGELG VITEPSOGOAOYING pe 8 mg.

H vrepdocoroyia pe avénuévo 6yko éveong pmopel vo avénioet tnv vooedddie wieon. Zuvenmg, o
nepinTmon VePdocoroYiag, TPEMEL va mapakolovOeital 1 evooeBdia Ticon Kat, edv KpiveTat
amopaitnto oo to fepdmovta yiotpd, va Eekiva enapkng Bepaneio (BA. mapdypago 6.6).

5. DOAPMAKOAOTI'IKEX IAIOTHTEX

51 ®appoxodvvopikis 1010TNTES

Dapuakobepomevtikn kKotnyopio: OpBaiporoyikd / avtioyyeloyevetikol mapdyovieg Kmdikog
ATC: SO1LAO5

To PAVBLU egivat Pro-opogtdéc pappakentikd npoidv. Aentopepeic mAnpogopieg eivar dtobéoipeg
oTov diktvako tomo Tov Evponaikod Opyaviopod @apudkov: https://www.ema.europa.eu.
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https://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc
https://www.ema.europa.eu/

H aphBepoéntn glvar pio avacuvovacpévn TpoTeiv cOVINENG Tov AmOTEAEITOL OO TUNHOTO TV
eEOKVTTAPIKDOV TEPLOY DV TOV VTTOd0YEWV] Kot 2 Tov avlpdrnivov VEGF cuvtetnyuéva oto tunua Fc
Tov avBpamivov IgGl.

H apAPepoéntn mapackevdleTal g pio KLTTAPIKY| 6Epd monkadv kKivélikov kpikntov (CHO) pe v
teyvohoyio avacuvovacsuévov DNA.

H apMPepoéntn dpa wg S10ATOG «TopamAovnTIKOG» VITodoyEag Tov deopedel tov VEGF-A kot PIGF
He vynAOTEPT GLYYEVELX O O,TL O1 PLGIKOL TOVE VTTOJOYELG Kot Uopel e Tov TPOTOo avTd VoL

avaoTEIAEL TN GUVOEGT] KOl EVEPYOTOINGT AVTOV TV cLYYEVAVY Vtodoyéwv VEGF.

Mnyaviopdg dpdong

O ayyelokog evoodnitakog avéntikdc tapayoviac-A (VEGF-A) kot 0 Thakovvtiokdg anéntikog
napdyovtag (PIGF) eivon péin g owkoyévelag VEGF ayygloyevetikdv mopaydvi@v Tov HTopovy vo
SpovV ™G 1oYLPOTL HUTOYOVOL, YNUEIOTOKTIKOL TAPAYOVTES KOl TAPAYOVTEG AYYELOKNG OLOTEPUTOTITOC
v to evdoniiokd kottapa. O VEGF dpa pécm dvo vmodoyéwv tupocivikng kvaong, VEGFR-1 kat
VEGFR-2, mov givat mapdvteg oty enpdveia tov evoodniakdv kuttapwv. O PIGF cvvdéeton povo
otov VEGFR-1, o onoiog gival eniong mapmv oty empdvela tov Agvkokvttdpwv. H ektetapévn
gvepyonoinoT ovTtdv TV vodoyiwv amd tov VEGF-A pnopei vo, €l og amotélespo Taboroyikn
veoayyeiwon kot vrepfoikn ayysiokn Swomepatotnta. O PIGF pumopet va €xet cuvepykn dpdon e
tov VEGF-A og autég Tig diepyaciec Kat eivat emiong yvmotd OTL TpodyeL T AEVKOKLTTOPIKY difnon
TOV 1GTAOV KOL TV 0YYEWKT QAEYLOVY.

Dopuoakodvvautkéc EmdpPIGELC

Yypod tomov AMD

H vypov tomov AMD yapaktpiletal amd maboroyikn yoploedikn veoayyeimon (CNV). Awappon
aipartog kat vypov and v CNV propel vo Tpokodécel Thyvvor Tov ouePANGTPOEI0VE 1 0ioN I
1/K01 VIT0-/EVOOQUPIPANCTPOEIOIKT ALOPPAYio., LE OTOTEAEGLO TV OMMAELD, OTTIKNG OEVLTNTOG.

e aoBeveic mov vroPANONKaY oe Bepameio pe apAPepcséntn (Lo Eveon ava pnva yio TpeLg
dtadoykog UAVES, Kol 6T cLVEXELD pia £veon KAbe 2 PAVEG), 1| ThXLVOT TOV KEVTIPOL TOV
apeipAnotpoedovg [CRT] peiddnke cdviopa petd v évapén g Oepameiog Kot eniong pHeidONKe 10
pnéco péyebog g PAAPNG CNV, amotedéopato Ta omoia sivat avtictorya e ekeiva mov
mapoTnpovvTal pe Tt pavipmiovpaunn 0,5 mg unviciog.

2 peiétn VIEW 1 mopatnpnOnkov péoeg peiwoels oto CRT omnv ontikn| topoypagio cuvoyng
(OCT) (130 kot —129 microns tnv gfdopada 52 yio tnv opdada g apAPepoéntng 2 mg kébe dHo
puiveg Kot v opdda g pavyuloopaunng 0,5 mg kabes unva, avtiotoyya). Eniong oto ypovikd onueio
v 52 gfdopddwv, atn pedét VIEW?2 noapatnprnkav péoeg peimoeilg oto CRT pe Bdon 1o OCT
(-149 ko —139 micron yio T1¢ opddeg HeEAETNG TG apAPepointng 2 Mg kabe 600 UAVEG KoL TNG
poviumilovpdunn 0,5 mg kabe ufiva, avtictoyya).

H peimon tov peyébouvg g CNV ko 1 peioon tov CRT yevikd datnpndnkav 6to dg0tepo £T0g TV
UEAETOV.

H perétn ALTAIR 61e&nydn oe lanwveg acbeveig ywpig mponyovuevn Oepamevtikng aymyn yio tnv
vypo¥ tHmov AMD ko €de1&e mapopolo amoteréopata e Tic peAéte VIEW, ypnoonowdvrog

3 apykég unviaieg evECELG aQALPBEPTETTNG 2 MY, akoAoLOOVLEVES OO L1a EVEST] LETA Od 2 U VES Ko
ovveyilovtog pe £va 6060A0YIKO oo Bepomeiog Kot ETEKTAONG UE LETAPANTA LEGOSIAGTHILOTOL
Oepaneiog (mpocapuroyég ava 2 efdopddeg 1 4 fSopadeg) HEXPL TO LEYIOTO HEGOOIACTILO TV

16 gfdouddmv cOuemva pe Ta Tpokabopicéve Kpttipto. Ztnv efdoudda 52, vanpéov HECES LELMOELS
070 TAY0G TOL KEVIPIKOL auPiAnotpoetdov (CRT) ue Baon to OCT and —134,4 kot —126,1 microns
Yo TNV OpAd0 TV 2 BSOUAd®V TPOGAPUOYNG KOl AvTIGTOYO Y10, TNV Opdda TV 4 efdouddwny
npocapuoyne. H avaroyla tov acBevav yopig vypd pe Bdon to OCT v efdopdda 52 ntav 68,3%

45



ka1 69,1% otig opddeg 2 kot 4 gfdopddmv Tpocapuoyng avtiotoryo. H peioon tov CRT yevikd
dwtnpnnke ota 6o Bepanevtikd okéAN Katd to devtepo £tog g peaétng ALTAIR.

H peiétn ARIES oyedidotnke yio vo dIEPELVNGEL TN UN-KATOTEPOTITA TOV HOGOAOYIKOD GYAIOTOG
Oepamneiog kot enéktaong yo TNy aplPepoéntn 2 Mg, To onoio ekivioe apESMG LETA OO TN
xopNyNnon 3 apyIKOV UNvicioVv EVEGEDY KOl LLOG ETOUEVNG EVECG LETA A0 2 UNVES, EVOVTL TOV
doc0AoYIKOV oynpoTog Bepomeiog Kol emEKToonc oL Eekivinoe petd and To Tpdto £1o¢ Oepomeiog. [a
acBeveig mov ypeidotray Bepaneio ovyvotepn amd kabe 8 gfdouddec (Q8), yio tovAdyiotov pic popd
Katd T Sudpkela g neAéng, To CRT mopépeve vymAodtepo, addd n péon peimon tov CRT amd v
évapén €oc v efdoudoa 104 fitav —160,4 microns, Tapdpola pe ekeiv Twv aclevav wov rapay
Oepaneio ava 8 efoopadeg (Q8) N oe MyodTEPO GLYVE SLOUGTLOTO.

Aevtepomobéc oionuo. ¢ wypas knAidas aro CRVO ko BRVO

Ytnv CRVO ko1 BRVO, mapovoidletor ioyorpio Tov apeipAnotpogdoig 1 omoia gvepyonotel v
aneievfépwon VEGF mov pe 1 6epd Tov amoctabepomolel Tig 6Q1xTéG CLVOESELS KOl TPOAYEL TOV
TOALOTAQGLOOUO TV evoodnAlak®v Kuttdpwv. H vrepékopaon tov VEGF oyetiCetan pe t Avon tov
QLLOTOAUPIPANOGTPOEIBIIKOD PPAYLLOD, TV CLENUEVN AYYELOKT] SLUTEPOTOTNTA, OIONILO. TOV
aUPPANCTPOELSOVG, KO EMTAOKES GTY| VEOOYYELMON.

Y& aoBeveic mov vofAnOnKkav ce Bepaneio pe 6 cuveydueveg unviaieg evécelg apiipepoéntng 2mg
TapatnPONKe Lo cLVENG, YPNYOPT| KOL IYLPT] AVOTOLIKT ovTamokpion (Omwg Letpndnke amd
BeAtiwoelg oto péso CRT Katd v efdopdda 24, n pueimon tov CRT frav ototiotikd avadtepn o
avtifeon pe v opdda eréyyov kot otig Tpeig perérec (COPERNICUS yua v CRVO: —457 vs.

—145 microns; GALILEO yio tqv CRVO: —449 vs. —169 microns; VIBRANT ywa v BRVO:

—280 vs. —128 microns. Avti n peioon omd v apykn Tl oto CRT dwatnpridnke péypt to 1A0G TG
Kké0e perétng v gfdoudda 100 oty COPERNICUS, v gfdopdada 76 otnv GALILEO kot tnv
gfdoudoa 52 otnv VIBRANT.

Arofntino oionuoe. ts wypos knAioag

To draPfntucd oidnpa g oypdg knAidag, eivatl emaxdiovbo g Safntiknig apeiPAnotpogidonddeiog
Kot yopaktnpiletarl and avEnpévn ayysodlamepatotnTo Kot PAGPN ot TpLyoedn Tov
AUEIPANGTPOEOVG 1) 0TTol0 UTOPEL VOL £XEL MG ATOTEAEGLLOL TNV OTMAEL OTLTIKNG 0EVTNTAG.

Y& aoBeveic mov voPAnOnkav o Oepaneio pe apMPepcéntn, n TAEWOVOTNTA TV omoimV kKabopiotnke
ot glyav daPnn tomov 11, mapatnpndnke cvvropa petd v Evapén g Bepameiog ypryopn kot
1oyvp1 avTomdkpilon og Tpog T popeoioyia (CRT, DRSS eninedo).

1 peréteg VIVIDPME kar VISTAPME 6e acBeveic mov AdpBovay Oepansio pe aplPepoéntn oe
GLYKPLON e TNV opdda eAEYyov A&lep TOPaTPNONKE M0 GTOTIOTIKG OTLOVTIKOTEPT] MECT HeimoN
610 CRT amod v apyikn tipn Katd v efdopdda 52 ntav —192,4 kot —183,1 microns yio TG opadeg
g apMPepoéntne 2Q8 ko —66,2 ko1 —73,3 microns yio TG opddeg eAEyyov, avtiotorya. Katd v
gfdoudoda 100, n ueimon dwtnpndnke pe —195,8 ka1 —191,1 microns yio, TIC OUASES TNG
apMPepcéntng 2Q8 ko —85,7 kot —83,9 microns yio Ti opddec sEAEyyov, otig peréteg VIVIDPME o
VISTAPME gvticTouyo.

Mua Bertioon > 2 npdrov oto DRSS aftohoyndnke pe mpokadopiopévo tpomo otic VIVIDPME ko
VISTAPME H Mipaxa DRSS frav Bodporoyioiun oto 73,7% tov acdevadv oty VIVIDPME ko1 610
98.,3% tv acbevdv oty VISTAPME, Kotd v efdoudda 52, 27,7% kot 29,1% tov opuddmv g
apMPepoémtng 2Q8, kot 7,5% Ko 14,3% tov opddov ehéyyov mapovsiocay po Bertioon

> 2 Bnpatov oto DRSS. Kotd v efdoudada 100, ta avtictotya mocootd ftav 32,6% wot 37,1% tov
opadwv g apABepoéntng 2Q8 ko 8,2% xat 15,6% Tmv opddwv eAEYYOV.

H peiétn VIOLET cvuvékpive Tpia S10popeTIKE SOGOAOYIKA GYNUOTO TN apAPepoéntng 2 mg yia T
Oepaneio tov DME, petd and tovAdyiotov évay ypovo Bepameiog pe otabepd pecodlootipaT, KoTd

Tov omoio 1 Bepameio Eexivnoe pe 5 dadoyikég unviaieg 66c€1C akoAovBovpevec amd yopnynon Kade
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2 pveg. Tnv efdopdda 52 wat tnv efdopdda 100 g perétng, OnAadr| to deHTEPO KOl TO TPito £T0g
Oepamneiog, o1 péoeg aArayéc oto CRT ftav kKAvikd mopopoteg yio To S0GOA0YIKA oyfata Bepameio
Kot v enéktaocn (2T&E), pro re nata (2PRN) kot 2Q8, avtictorya, —2,1, 2,2 ka1 —18,8 microns tnv
epdopada 52 ko 2,3, —13,9 kot —15,5 microns v gBdopnada 100.

Mowrikn yopiogidiki veooyyeiwon

H pvomrm yoproedikn veoayyeimon (pvomiky CNV) arnoteAel cuyvn aitio ondAE0g TG OpAoNS O
eVNALKEG pe TaBoA0YIKN LumTio. AVOTTUGGETOL WG UNXOVIGHOG ETOVAMONG TPOVUATOS LETA O
pn&eig g ueuPpdavng tov Bruch kot avtimpocsmnedel 1o To aneinTikd yio Ty Opact coupapo oty
wafoAoyIKn| poomio.

e aobBeveic mov vroPANONKay ce Bepaneio e apiPepoéntn ot perétny MYRROR (pia éveon
yopMyovuevn Kot TV Evapén g Bepaneiog, pe TpdcobeTeg eVEGELG YOpNYODUEVES GE TTEpinT®ON
EMOVIAG N VITOTPOTNG TG VOG0V), To CRT petdbnke cdvropa petd v Evapén g Bepaneiog vrép
™G apMPepointng katd tnv efdopdada 24 (79 microns kar 4 microns ywa v opdda Bepamneiog
aeMPBepcémtng 2 Mg Kot TV Opado eEAEYYOVL, avtioToyn) Kot dtatnpnonke uéypt tnv efdoudda, 48.
Eniong peiwdnke to péco péyebog e Prapng CNV.

Khwikn amoteleopatikdtn o Kol ac@AeLa,

Yypod tomov AMD

H acpdieia kot 1 amotelecpatikdOTNTO TNG AQALPEPCETTNG aEloA0yONKaY o€ SVO TUYAIOTOINUEVEG,

TOAVKEVTPIKES, SIMAA-TUPAES, EAEYYOLEVEG LLE LITApYOLGa evePYO Bepaneia peréteg o€ aobevels pe

vypov tomov AMD (VIEW1 kot VIEW2) pe éva ohvoro 2.412 acOeviv vrofAndnkav og Oepameio kot

Ntov a&loroynoiuot yio anotelecpotikotnto (1.817 pe apiPepoéntn). O nAikieg tov aobevov

Kopaivovtay omd 49 émg 99 etdv pe éva péco dpo nAkiog ta 76 £tr. Le auTég TIC KAWVIKEG PEAETEG,

nepinov 10 89% (1.616/1.817) tv acbevodv mov tuyatomomdnkav oe Oepaneia pe apiiPepoéntn frav

niikiog 65 etdv N peyarvtepot kot mepimov to 63% (1.139/1.817) frav nhikiag 75 etdv 1

peyodvtepotl. Xe kabe perétn, ol acbeveic Tuyatomombnkav pe avoroyia 1:1:1:1 og 1 amd

4 30G0M0YIKG oY UOTO!

1) apAPepoéntn 2 mg, yopnyobueva kabe 8 efdopddeg petd amd 3 apykég unviaieg 60celg
(apMPepoimtn 2Q8),

2)  apMPepoéntn 2 mg, xopnyovueva ke 4 efdonadeg (aphPepointn 2Q4),

3) apMBepoéntn 0,5 mg, yopnyodueva kabe 4 efdopades (apiPepoéntn 0,5Q4) kar

4)  poviumovpdpnn 0,5 mg, xopnyovueva kébe 4 efdopddec (pavipmlovpaunn 0,5Q4).

210 6g0TEPO £T0G TOV UEAETAOV, O1 0GOEVELG GUVEYLIGOV TNV OPYIKT] TUYALOTOIUEVT SOGOAOYNGT QALY
LLE TPOTOTOMHUEVO SOGOAOYIKO Gy KaBOOTYOUEVO OO TNV EKTIUNON TOV ONTIKMV KOl TOV
OVOTOMK®V OTOTELEGUATOV, UE HEYIoTO KaBop1lOpevo amd T0 TPMOTOKOAAO SOGOAOYIKO
pecodidotnua 12 efdouddmv.

Kot ot1g 800 peréteg, To KOPLO KOTAANKTIKO GNUEID OTOTEAECUATIKOTNTOG TAV 1] OvOAOYio TV
acBevav oty opdda tpotokdArov (Per Protocol Set) mov diatpnoay v 6pact, dniadn omxdAsio
Ayotepov and 15 ypoppdtov ontikig o&utntag Kotd v efdoudda 52 amd tnv apyikn Tn.

> perém VIEW1, xotd v gfdopdada 52, to 95,1% tov acbevov oty opddo apiPBepcéning

2Q8 dsatnpnoav v 6pac, o cvykplon e 10 94,4% tov acbevdv oty opudda povIpTI{OVUAUTNG
0,5Q4. Xt perén VIEW2, xatd v gfdopdda 52, to 95,6% tov achevodv oty opdda
apMPepcéntng 2Q8 dwutrpnoav v 6pacn o cuYKPLoN Le 10 94,4% TV achevdv oty opdda
povipmiovpdumng 0,5Q4. Kot otig dvo peréteg n apAiPepcéntn katadeiydnie ot glvar pn katmTepn
Kot KAVIKG 160d0vapn e Ty opdda pavipmiovpdaunng 0,5Q4.

Aemtopepn amoTEAEGLOTO OO T1 GLUVOVAGHEVT] AVAAVGT] KOl TV d00 UEAETOV TOPOLGLALOVTOL GTOV
wivaka 2 Kot 610 oynue 1 Ttopakdto.
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Hivaxog 2. ExPaocsig amoteleopatikdTnToS KOTA TV Efoopdda 52 (kdpra avaivon) Kot Kot TNV
eBdopada 96, suvdvacpéva dedopéva amd Tig peréteg VIEWL kon VIEW2E)

ApMpepointn 2Q8P
(ApMBepoéntn 2 mg kéOe Poavipmiovpapunn
8 efoopnadeg petd and 3 apywkés | 0,5Q4 (pavipmlovpdaunn 0,5 mg
"Expoon unviaieg 06G¢€1g) KéOe 4 eBOopadeC)
OTOTEAECUUTIKOTITOGC (N =607) (N = 595)
Epoopdoa 52 | Epoopdda 96 Epoopdoa 52 | Efdopdasa 96
Mécoc aplBuog evécemv 7,6 11,2 12,3 16,5
Mécoog apfpog evécewv 42 47
(a6 efdonadec 52 £mc 96) ' '
Avoroyio acBevdv pe
< 15 ypdppora ambheio 95,33%®) 92,42% 94,42% 91,60%
amd TNV oPYKN TN
(PPS™)
Awogpopd” (95% CIHY 0,9% 0,8%
(-1,7,35)™ (-2,3,3.8)™
Méon petafoirn otnv
BCVA 6nwg petpndnke pe
m Padporoyia 8,40 7,62 8,74 7,89
OVayVAOPIoTG YPOUUATOV ' ' ' '
ETDRS™ ané tv apyn
T
Alopopd 6ToV HEGO 6N
10030 LS (ypappata -0,32 -0,25
ETDRS)" (-1,87,1,23) (—1,98, 1,49)
(95% CI™
Avoloyia acOevav pe
> 15 ypappato k€pdog and 30,97% 33,44% 32,44% 31,60%
TNV OPYIKN TN
Awgpopd” (95% CI)» -1,5% 1,8%
(-6,8,3,8) (=3,5,71)

A BCVA: Best Corrected Visual Acuity (Kaivtepa Siopbopévn ontiki o&dTnTo)
ETDRS: Early Treatment Diabetic Retinopathy Study (Mg,étn Tpdiung avTueT®Tong Tg S1onTikng

apepAnotpoetdonaferac)

LS: Méoog ot uébodo tov ehayictov tetpaydvov (Least Square) napaydpevog péow ANCOVA (Avatvon g

GLVOLOKOUOVOTG)
PPS: Per Protocol Set

B Full Analysis Set (FAS — ITAMpng opdda avéivong), Last Observation Carried Forward (LOCF —
Ate€oymyn TeEAELTOLOG TOPOTHPNGCTNG) YO OAES TIG OVAADGELG EKTOG OO TNV avaAoyio TV acOevdv mov
Swtnpnoav v otk o&utnta Katd v fdopdda 52, ) orola eivar 1 opddo TpwtokdALov (PPS)

D' H Swogopd eivor n tyun g opddag a@ABepoénng peiov v T g opddag povipmiiovpdunng . Mia Oetikn

TN evvoel v apAPepoéntn

A Adotuo gpmictocivig (Confidence interval — Cl) vroloy1lopevo pécm KavoVIKNG TPOGEYYIoNG

E)

Metd v évapén g Oepomeiag pe TPELg unviaieg d6ceIg

%) "Bva Sidotnpa epmotocivig mov Bpicketon £€ ohlokApov méve and —10% vrodstcviel pn KoToTePOTNTA TNG
aeMPePoENTNG OC TPOG TN POVIUTILOVUAUTN
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Yyqpoe 1. Méon petafoin oty onrtik] oE0TNTA 0T6 TV apytkn] T péypr v efdopada 96 Yo
T0 oVVOVOopéva dedopéva amd Tig peréteg VIEWL ko VIEW?2

Méan petaBoArn aTnv oTITIKA 0guTNTa
(vpappara)

0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

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

EBdouddeg
—B—  AghiBepoémn 2 mg Q8 efdopadeg —O— Pavipmdoupaptn 0,5 mg QA eBdouddeg

GRH2581 v1

211 ouvovacpévn avaivon tov dedopévav tov peretdv VIEWL kon VIEW2, 1 apiPepoénn
KaTédelge KMVIKG ONUAVTIKES LETAPOAES OO TNV OPYIKY| T 6TO TPOKABOPIGUEVO SEVTEPELOV
KOTOANKTIKO oNUEio amoTeELecUATIKOTNTOS GVUP@VE e To National Eye Institute Visual Function
Questionnaire (NEIl VFQ-25, Epotnuatoddylo Agttovpyiog g Opaong tov E6vikod
OpBaiporoyukot Ivotitovtov tov H.ILLA.), yopic KMvIKA onUavTKES Sapopés 6T PUVIUTILOVUAU
. To péyeBog avtdv TV PeETOPOoADY NTOV TOPOUOL0 LE EKEIVO TOV TOPATNPEITAL OTIS ONUOGIEVIEVES
UEAETEG, KOl TO 0moi0 avTioTolyel o avénom katd 15 ypdpupota oty KAlpoke «KaAdtepa
dopbmpévng ortikng o&vmragy (BCVA).

370 6g0TEPO £TOG TOV UEAETAOV, 1] ATOTEAEGUOTIKOTN T StortnphOnke yevikd kaBOAN TN StdpKeln TG
peAétng (tedevtaiog agloddynong) kotd v gfdopdada 96 kot yia to 2% - 4% tov acbevov
arotOnkay OAeg o1 eVETELG og pnviaia BAcT, evad Yo to éva Tpito TV acBevdv amorthOnke
TOVAGYLIOTOV Lo £veoT e pecodtdotnpa Bepomneiog pdvo Eva pnva.

O1 pewwoelg ot péomn éktaor g CNV ftav epeaveis oe OAheg T1g 5060A0YIKEG OUAdES Kot 6TLG V0
UEAETEG,

Ta omoTeEAéoUATA OTOTEAECUATIKOTNTOG GE OAEG TIC AEI0AOYNGIUES VTOOUADES (TT.). NAia, VO,
QLAY], OPYIKN TN OTTTIKNG 0&VTNTAG, TUTTOG PAAPNG, LéyeBoc BAGPNC) o€ kaBe peAétn Kot 6T
GLVOVLOGHEVT] AVAAVGT NTOV OVAAOYO UE TO OTOTEAEGUOTO GTOVG GUVOALKOVS TANOVGHOVG.

H ALTAIR fjtav pio ToADKEVTIPIKT), TUYOLOTOMUEVT], AVOIKTNG EMGILLOVONG HEAETN 96 efdopddmv g
247 lanwveg acbeveic ywpic mponyovuevn Oepamevtikn aymyn Yo Ty vypov tHmov AMD, 1) oroia
oXeO1AOTIKE Y10, VO AELOAOYNGEL TNV OTOTEAEGLOTIKOTITO, KOL TV 0CQAAELD TNG APAPEPTETTNG
aKoAlovBmdvTag dV0 SPOPETIKA LEGOIOCTHLATO TPOGAPHOYNS (2 efdopddes Kot 4 efdopdoes) pe Eva
5000A0YIKO oynua Bepameiog Kol ETEKTAOTG.

O)ot o1 acbeveig Erafav unviaieg 06celg apiPepoéntng 2 mg yio 3 pnives, akolovBodpeveg and pia
€veon UeTd omd JdoTnpa TV 2 unvov. Xty efdopdda 16, ot acbeveig tuyotomombnkav 1:1 o 600
Oepamevtikéc opddeg: 1) Oepameio kot enéxtoon pe apAepointn pe 2 epdouddec Tpocapuoyng Kot 2)
Oepaneio kot enéktaon pe aphMPepoémntn pe 4 efdopddsc npocapuoyne. H enékroon 1
€AO(LOTOTOINGT TOV HEGOIUGTHLATOG TG Bepameing amopaciotnie pe BAcT To OTTIKA Kot / 1
OVOTOUIKE KPLTAPLO TOL €10V OPLOTEL GTO TPOTOKOALO LE EVOL LEYIOTO LEGOIAGTN LA Bepameiog TwV
16 efoopadmv Kot Yo TG dV0 OASEG.

To kVp1o KOTAANKTIKO GNUEID OTOTEAECUATIKOTNTOGC NTaY 1 PHEoT petafolr oty kiipako BCVA and
NV apykn Ty oty gfdopdda 52. Ta devtepoyev] KATOANKTIKA oMEin OMOTEAEGUOTIKOTITAG NTAV 1)
avaloyia Tav acBevdv mov dev Eyacav > 15 ypdpupoata kot 1 avaroyic Tov acdevav Tov kEpdoav
tovAdyiotov 15 ypappata oty kiipoka BCVA oand v apyikn Ty otnv efdopdda 52.
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Koatd v efdopdda 52, ot acbeveic o610 okéhog g Bepameiog Kot eméktaong pe Tig 2 eBSopddeg
TPOGAPUOYNG KEPSIOAY £Va LEGO TOV 9 YPOUUATOV 0o TNV apYIKN T GE GOYKPLOT| UE TA.

8,4 ypaupata yio tnv opdda tov 4 efdoudadmv mpoocapuoyng [LS péon drapopd ota ypdupata
(95%Cl): — 0,4 (-3,8,3,0), ANCOVA]. H avaroyio tov acbevdv mov dev éxacay > 15 ypauporta 6
dvo Bepamevtikd okéAn NTov Topdpota (96,7% oty opdda tov 2 efdopddwv Kat 95,9% otnv opdda
4 gBdopadmv mpocapuoync). H avaroyia tov acBevav mov képdicav > 15 ypaupata otnv efdopdda
52 frav 32,5% oty opdda tov 2 efdouddwv tpocapproyng kot 30,9% oty oudda tov 4 efdouddwny
npocapuoyne. H avoroyla tov acBevodv mov enéktevay 1o pesodidotnpa g Oepaneiog toug oe

12 gfdopadeg N mapomave nToav 42,3% oy opdda tov 2 gfdonddmy tpocapuoyng kat 49,6% oty
opado Tov 4 gfdonddmv mpocapuoyne. Emmiéov, atny opdda tov4d BSoUAd®V TPOGUPUOYNHS TO
40,7% 10V acbevdv Ekavay enEKTaoT TOV pecodlaotnudtov og 16 efdondades. Katd tnv tedevtaio
eniokeym €mg Vv gfdopada 52, to 56,8% kat 57,8% twv aclevdv 611G opddeg TV 2 fSoUAdmV Kot
4 gfoopad®mV TPOGAPUOYNG OVTIGTOLYM, EIYOV TPOYPUULOTIGUEVT) TV EXOUEVN EVECT] GE £Val
pecodidotnpa 12 efdopddmv 1 kot Tapandve.

Koatd to de0tepo £10¢ TG PLEAETNG, N OMOTEAEGLLATIKOTITO YEVIKA dloTnpiOnke Héypt ko Tnv
terevtaia a&loAdynomn v efdoudda 96, pe péon Pertioon otnv dpacn 1 onTikh o&vTnTo Ao TNV
apyKY| eniokeyn 7,6 ypoupdTmv yuo TNy opdda tov 2 efdou2 efSopddwy TPoGapLOYS Kot

6,1 ypapupdtmv yuo tnv opdda tov 4 gfdopddmv tpocsapuoyns. H avaioyio tov acbevov mov
EMEKTEIVOV TO Lecod1AaTN O TNG Oepaneiog Tovg o 12 gfdopddeg 1 mapamave Nty 56,9% yio v
opada tov 2 efdopddmv tpocsappoyng kat 60,2% yio v opdda v 4-gfSopddwV TPOGUPHLOYNG.
Koatd v tedevtaio enickeyn mpv and v efdoudda 96, o 64,9% kai 61,2% tov acdevov oTig
opadec Tov 2 gfdopadmv kot 4-gfoUAdmV TPOGAPUOYNC OVTIGTOLYA, X0V TPOYPUUUATIGUEVT] TV
emopevn éveon og éva pecodtaotnua 12 efdopddmv i kot tapandve. Katd ) didpkeia tov dgvtepov
étoug Bepameiog, o1 aobeveig oTig opddeg TV 2 gfdonddmv kat 4 gfdonddmv Tpocapoyng Erafov
Kot péco 0po 3,6 ko 3,7 evéoelg, avtiotorya. Katd ) didpkela TG d1€T00¢ Oepamentikng mepLodon
ot aoBeveig EhaPav katd péco 6po 10,4 evéoelc.

Ta onTiKd KOl GLOTNUKA TPOPTIA AGPAAEING NTOV TOPOLLOLO LLE TNV OTOTEAECUATIKOTITO TOV
napotnpnnke otig facikéc peréteg VIEWL ko VIEW2,

H ARIES fTav pio TOADKEVTPIKY], TUYOLOTOLUEVT), AVOLKTIG ETICTLOVOTG, EAEYYOLEVT] LE EVEPYO
eappako perétn odpketag 104 efdoudowv, oe 269 acbeveic pe vypod THTOL AMD Y10 TV OTOiCL dEV
glyav AaPet Oepomeio. H pehétn oxedldotre yio vo S1EPEVVIAGEL TN UN-KOTMOTEPOTNTO OGOV 0POPa TV
OTOTEAECULATIKOTN T KOOMDG Kot TNV AGPAAELR TOV SOGOA0YIKOV GYNpatog Oepameiog kol ETEKTOONG,
70 omoio Eekivnoe petd amd 3 dradoykég unviaieg 00c€lg akolovbodueveg and pia Eveon uetd omnd

2 UAVEG £VOVTL TOL BOGOAOYIKOD oyfLaTog Bepamneiog kot enéktacng mov Eekivnoe HETE 0md TO TPMTO
étog Bepameiog.

H perétn ARIES diepedvnoe eniong 10 1060616 TV 0c0evav mov ypetdotniay Bepameio cuyvotepn
amo ke 8 efdondadeg pe faomn v amdeacn Tov gpevvnth. And Tovg 269 acbeveic, 62 acbeveig
éhafav ouyvotepn 060N, TOLVAGYIOTOV Ui popd KaTd T ddpketo TG peAétng. Ot acBeveig avtol
mapépevay otn peAétn kot Ehafoyv Bepaneio cOpeva pe ) BEATIOTN KAVIKY KpioT Tov epguvnTi,
aAAG Oy cuyvoTEPO Ao Kae 4 gfdopnddec, Kot To LEGOSIACTAUATA OEPATEING TOVE UTOPOVGOY VO
TapoTafobv Kot TAAL 6T GUVEKELD. META TNV amdeaoT yio cuyvotepn Beparneia, T0 LEGOIIAGTNLO
Oepaneioc NTav katd péco 6po 6,1 efdopddec. Tnv ERSopndada 104, n BCVA ftav youniotepn oe
acfeveic mov ypeldoTnKay To EVTOTIKY Oepameia, TOLAAYIGTOV piot POPA KOTA TN SLAPKELN TNG
UEAETTG, O€ aOyKploT He acbeveig Tov dev ypeldonkay kot 1 péon ailayn otnv BCVA oand v
évapén €mg 1o TéAOG NG neAétng nrav +2,3 + 15,6 ypappata. Meta&d tov acBevaov mov vrofAndnkav
oe o cuyvn Bepamneia, to 85,5% dwtpnoe v dpacn, oniadn £xace Ayodtepa amd 15 ypdpparta Kot
10 19,4% «épdioe 15 1 mepiocdtepa ypaupata. To Tpogil acpdielng Tov acfevaov mov vrofAnonKoy
o€ Bepaneia To cvyvn omd kibe 8 gfdopdadec, NTav GUYKPIGIHO UE TO OEdOUEVH ACPAAELNS TOV
VIEW1 ka1 VIEW2.
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Aevtepomabes oionuo e wypas knlidog oméo CRVO

H acpdleio kot amotedespotikdtnte TG apAPepoént a&lohoynonkay e dV0 TVYOLOTOUEVEG,
TOAVKEVTPIKES, SMAG-TVQAEG, EAEYXOLEVES e ElKOVIKN Bepameia peléteg oe acbeveig pe devtepomabég
otdnua e wyxpds kniidag ardé CRVO (COPERNICUS ka1 GALILEO) pe éva cbvoro 358 acBevav
vrofAnnkav o Bepaneio kot fTov aEl0A0YNGILOL Yio TNV amoTelespoTikOTN T (217 e v
apMBepoémntn) Ot nhikieg Tov acbevav kopaivovtay and 22 g 89 etdv pe éva uéco dpo nAkiog

64 etdv. Z1ic CRVO peléteg, mepimov 10 52% (112/217) tov acbevdv mov tuyotomombnkay pe tnv
apMPepcéntn NTav niikiog 65 etdv 1 peyaivtepot kot tepinmov 1o 18% (38/217) Ntav 75 etdv 1|
ueyorvtepot. Kot otig dvo peréteg, ot acbeveig tuyoomomOnkay pe avoroyia 3:2 gite oe 2 mg
apMPepcémtn yopnyovpeva ke 4 efdonddeg (2Q4) gite otnv opdda eEAEyyov Omov Elafav ElKoViKEg
evéoels kKabe 4 gfdopddes yo Eva cHVOA0B evESEWV.

Metd and 6 cuveyoueves unviaieg evécelg, ot acbeveic ElaPav Bepomeio povo edv TAnpovoay
wpokafopiopéva KpLtipla emavoyopiynong g Bepomeiog, ektog and tovg acbeveic otnv opndda
eréyyov g nerétng GALILEO, ot onoiot cuvéyioay va AapPAavouy elkovikég eVEGELS LEYPL TV
gfdoudoda 52. Metd amd avtd 10 Ypovikd onpeio, dAot ot acbeveic Tov BepamevTnKoy TANPOVGAY
TPOoKOHOPIGUEVA KPLTHPLL.

Kot o116 000 peAéTeg, T0 KOPLO KOTOANKTIKO GNUEID OMTOTEAECUATIKOTITOG NTAY TO TOGOGTH TV
acfevav mov kEpdisav TovAdyiotov 15 ypaupata oty BCVA katd v efdopdada 24 ce coykplon pe
™V apykn Tiun. Mo deutepebovoa LeTaPANT OTOTELEGLATIKOTNTAG TAV 1) LETAPOAN OTNV OWTIKN
o&vtnta Katd v efdoudda 24 6e chykpion LLE TNV OPYLIKT TULN.

H d10popd peta&d tomv opddwv Oepaneiog NTov GTATIOTIKG ONUOVTIKH VTEP TNG APAPEPCETTNG Ko
o115 000 perétes. H péyiom Peltioon oty ontikn o&btnta emitedydnke otovg 3 Uives e
emakOA0LOT 6TABEPOTOINGT WG TPOS TNV OTTIKY 0EVLTNTA KOl WG TPOG TO KEVIPIKO TAYOG TOV
aUPPANGTPOEBOVG UEYPL TOVG 6 pveg. H ototiotikd onuovtikn dapopd dtotnpnnie puéypt mv
efdoudoa 52.

Aentopepn amoteAEGHOTO OO TV AVAALGT KoL TV 000 HEAETMV TTopovcldlovtal 6Tov Tivaka 3 Kot
07O GYNHO 2 TOPAKATO.
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Mivaxag 3. ExBaceic amoteheopatikéTNTOC KOTd TV £fdopdada 24, efdopdda 52 ko epdopada 76/100 (IMafpng avaiven dedopévemv LOCFD) etig
perétes COPERNICUS kor GALILEO

Expaosig COPERNICUS GALILEO
:::;:Mcuaﬂko- 24 gfoopadeg 52 gfdopades 100 eoopadeg 24 gfdopadeg 52 gfoopadeg 76 gfdopades
Opa- . . . . . p .
ApMPepo . Opada Aphpepointn Opéaoa Aohpepoé . . Opéooa | ApmPepoén | Opdoa
én 65‘ i Aqﬂdg EPOETT | &) yy00°) 0 ehdyyov®® | mm 2mg OP do0 Aq)?»tgspcsn E\éyyo m? eMEyyov

2 mg Q4 8% N —nlgl4) 2mg 9 Q4 (1\?23)&(3(;0 (TN“— {?)g) v 2mg ?
(N =114) (Ni 73) - (N=73) (N =114) (N=T73) (N =103) - - (N =68) (N=103) |(N=68)

Avodoyia tov

acOevav pe képdog

> 15 ypapporo 56% 12% 55% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%

opacng oo TV

opYIKT Ty

?S&ﬁk% (95% ?;3188/? 25,9% 26,7% 38,3% 27,9% 28,0%

o)) 56‘6) (11,8-40,1) (13,1-40,3) (24,4 -52,1) (13,0-427) (13,3 - 42,6)

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

Méon petafoin

ommv BCVAD

oOmG petpnonke

pe m Pabporoyio 17,3 -4,0 16,2 13,0 15 18,0 33 16,9 38 13,7 6,2

avayvdpiong (12,8) (18,0) (17.4) 17.1) 17,7) 17,7) (12,2) (14,1) (14,8) (18,1) (17,8) 17,7)

YPOLUATOV

ETDRS" an6 thv

apyuki Tipn (SD)

Awpopd oTov

péco ot pébodo 21,7 12,7 11,8 14,7 13,2 7,6

LsMr (17,4 - 26,0) (7,7-17,7) (6,7 -17,0) (10,8 -18,7) (8,2-18,2) (2,1-13,1)

(95% CI) p < 0,0001 p < 0,0001 p < 0,0001 p < 0,0001 p < 0,0001 p =0,0070

Ty p

A H Sragopd givar 1 Ty} Tng opddac apiBepoéntng 2 mg otig efdopddeg Q4 peiov v Tium g opbdag EAEYYOL
B) Atagopd kot Stdotpo eumictostvng (CI) vroloyiCovtar pe yprion g Soxung Cochran-Mantel-Haenszel (CMH) mpocappocpévn yio. meptoxn (AUEPIKH EVOVTL TOL DIOAOITOD KOGHOV Yia

v COPERNICUS kot Evpdnn évavtt Aciag/Eypnvikod yio tv GALILEO) kot katnyopio apyikig tiwng BCVA (> 20/200 xon < 20/200)

D BCVA: Best Corrected Visual Acuity (Kaldtepa Stopdmpévn ontiky o&0tnTo)
ETDRS: Early Treatment Diabetic Retinopathy Study (Mg\étn tpdiung avtipetdmiong g Stapntikig ap@pAnctpoedonddeiac)
LOCEF: Last Observation Carried Forward (Awe&aywyn tehevtaiog mapatipnong)
SD: Standard deviation (Tvmikr amdxhion)
LS: Méoog ot pébodo tov elayiotov tetpaydvov (Least Square) and ANCOVA
A Alogopd 6tov péco ot péfodo Tov elayiotmv TETpaydveV Kot dtdotnua spmictocivng (CI) pe Béon éva poviého ANCOVA pe mopdyoveg Tnv opdado Ogpamneiog, Ty meproyn (Auepuch
évavtt tov vorouov koopov i v COPERNICUS kot Evpdnn évavtt Aciag/Eypnvikod yu tnv GALILEO) kat v katnyopia apykn tiung BCVA (> 20/200 kon < 20/200)




B) Tt perétn COPERNICUS, o1 acbeveic oty opddo. ehéyyov pmopovcav vo ABovy apMBepcéntn avaloya e TIg AVAYKES TOVG e cLYvOTNTO péxpt kKo ka0 4 eBSouddeg kotd tr Sidpketo
™G TEPLOdOL amd TV efdopdado 24 Emg tnv efdopdda 52+ o1 acbeveig eiyav emokéyelc kabe 4 efdoudadeg

) ¥ perétm COPERNICUS, o1 acfeveic 1060 otnv opdda gléyyov 660 kot otny opddo aprPepoinng 2 mg ShaBav apABepointn 2 My ovaAoye: LE TIG AVEYKEG TOVG LE GLYVOTNTO LEYPL KoL
KG0e 4 efdopades Eekvdvtag amd tnv efdopdda 52 mg v efdopdda 96° ot acbeveig iyov VIOYPEMTIKEG TPIUNVIOIES EMCKEYELS, OAAL LTOPOVGAV VO. EXOVV EMICKEYELG AKOUT KO LLE
ouyvotnTo Kae 4 efdopnddes edv NTav amapaitnTo

2 ¥ uerémn GALILEO, ot ocbeveic 1660 otnv opddo eA&yyov 660 kot otnv opdda apiBepcéntng 2 mg shapav apiBepoéntn 2 mg avaroyo pe Tig aviykeg Toug kade 8 eBdonddeg
Eexvovtag omd v efdopdda 52 £mg v efdopndda 68 ot acbeveig iyav vroypemTiKég emokéyels Kabe 8 eBdondades.
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Yympoa 2. Méon petapoin, amo v apyukn Ty £og v gfdopdda 76/100, oty otk oEvTNTO
Katd opada Oeponciog Yo Tig peréteg COPERNICUS kor GALILEO (ITApng avdiven

dgd0puévVOIV)

20

— —
o o

o

Méan petaBoAr) aTnv OTITIKA o§uTNTa
(vpGuuara)

Méan peraBoAr) atnv oTITIKr ogUTNnTa
(vpauuara)

COPERNICUS

+13,0

2106€pn unviaia PRN pe pnviaia PRN pe ekteTapéva

doooloyia peC0dIaOTApATA pegodlaoTAuaTa
TrapakoAoubnang TapakoAoubnong

I
0 4 8 12 16202!4283236404448 52 56 60 64 68 72 76 80 84 88 92 96 100

ERdopadeg

GALILEO

1+18,0

+13,7

PRN pe pnviaia PRN pe ekterapéva
pegodlaoTrhuaTa yecodlaaThuaTa
TrapakoAoUBnang TTapaxoAoUo!

TaBepn pnviaia
doagoloyia

+3,3

0 4 8 12 1620 24 28 32 36 40 44 48 52 56 60 64 68 72 76
ERdopadeg
—h——  AgAMifepoémn 2 mg —@—  Oudda EAéyyou

X YmodnAwvel Thv aAhayn g opddag eAéyxou oe PRN Bepameia pe apAiBepaémm 2 mg

GRH2582 v1

Y1 perétn GALILEO, 1o 86,4% (n = 89) tg opdadag aprifepoéntng kot to 79,4% (n = 54) g
€IKOVIKNG opadag iyav opdtoon CRVO og apywn tyun. Katd v efdopdda 24, avti ftov 91,8%
(n =89) otv oudda apriPepcinng kot 85,5% (n = 47) otnv £1KovVIKN opdda. AVTEG oL avoroyieg
SratnpnOnkay katd v efdouddo 76 pe 84,3% (n = 75) oty opdda aprPepointng kor 84,0% (n =
42) oty g1kovikn opdda.

> peiétn COPERNICUS, 10 67,5% (n = 77) tng opddag apiipepoéntng kot o 68,5% (n = 50) g
gwovikng opadag eiyav apdtwon CRVO og apyum . Katd v efoopdda 24, avti nrav 87,4%
(n =90) otnVv opdda apiPepointng kat 58,6% (n = 34) oty eKovikn opuada. Avtég ot avaroyieg
dratnpnOnkav kot v gfdoudade 100 pe 76,8% (n = 76) oty opdda apiPepoimtng kot 78%

(n =39) oy swoviky opddo. Or acbeveic 6NV e1KOVIKT OpAde Yoy TNV ETAOYT V. AGPBovv
apMPepcéntn omd v gfdondada 24.
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H evepyetikn enidpaon g Oepaneiog pe apliPepoéntn on Aettovpyia TG OPOCNG HTAY TAPOLOL
OTIG VTTOOUAdES TV acOevdV Katd TV Evapén, UE KOAN Kol U1 KaA oudtoon apeiAnctpoetdoic.
O1 emdpacelg g Oepaneiog o€ OAEG TIC 0EIOAOYNOUES VTTOOUAOES (.Y NAKia, PVAO, PUATR, APYIKN
TN o7TIKNG 0EHTNTOG, KaTtdoTaon apdtoons apeipinotpoeidoie, didpkeio CRVO) e kdbe pelém
NTAV YEVIKA COLPOVO LE TA, OTOTEAEGLOTO TOV CUVOAK®OV TANOVGUOV.

21 cvvdvacpévn avaivon tov dedopévev tov peketov GALILEO kot COPERNICUS, 1
a@MPepcéntn £5e1Ee oNUAVTIKG KAMVIKEG OALAYES GE GYECT LE TIG OPYIKES TILES Evapéne oTo
TPOKABOPIGUEVO BEVTEPEHOV KATUANKTIKO GNUEIO OMOTEAECUATIKOTITOS TOV ATOTELOVGE TO
gpouatordylo Tov Efvikod Oebaiporoyikod Ivetitovtov Ontikng Asttovpyiog (NEI VFQ-25). To
LEYEDOG AVTMV TV AAAXY®V NTAV TOPOLOLO e EKELVO OV TAPOVGLALETOL OTLG ONLOCIEVUEVEG
UEAETEC KAl TO 0TTOo10 avTioToly el og avénon katd 15 ypdppata otny Khipoko «kaAdtepa d10pBmpévng
ontikng o&utnragy (BCVA).

Aevtepomobéc oionuo. ¢ wypas knAidas aro BRVO

H aocpddelo kot 1 amwotelecpotikOTTo TG APAMPBEPGETTNG a&l0A0YNONKAY GE L0l TUYOLOTONUEVT,
TOAVKEVTPIKT), OUTAN-TVOAN, EAEYXOLEVT LE EIKOVIKT Bepameio pLeléTn oe aoBeVeiC e deVTEPOTOOES
olonua ¢ oypdc kniidag andé BRVO (VIBRANT) mov cupmepthdpufove nu-kKevipikn g
apeipAncTpoedikng eAéPag. Tuvolikd 181 acOeveic vropAndnkav oe Oepaneia kot a&loroynOnkoy
v Vv omotehespatikomTo (91 pe mv apiifepoéntn). Ot niikies TV achevav Kupaivovioy omod

42 emg 94 etdyv pe va néco 6po niikiag 65 etdv. Ztn BRVO perétn, nepinmov to 58% (53/91) twv
aoBevdv oL TVYoOTOMONKAY e TNV aeMBepcéntn fTav nAkiag 65 eTdV 1 HEYAAVTEPOL Kot TEPiTOV
10 23% (21/91) rav 75 e1ddv 1 peyolvtepot. Xt peAétn, ot acheveic TuyatomomOnkay pe avaioyio
1:1, gite o opdda 2 mg apAiPepcéntng yopnyodpreva kabe 8 efdopddeg axorovBmvtag 6 apyikéc
unviaieg evécelc, | o opudoo pmtomnéiog AELep yopNyoLLEVT OTNV OpYIKN eTickeYT (OUdda EAEYYOV
Aélep). Ot acbeveic oy opddo eléyyov Aélep umopovoay va Aapovv emimpdodetn pmtonnéio Aélep
(ovopalerar © Bepameio Siomong pe Aélep’) oty apyn g efdouddag 12, pe to Arydtepo ddotnia
avdueoa otig Oepomeieg 12 gfdonadec. Me Baon to mpokabopicpéva kpitiplo. ot acbeveic oty
opado pe Aélep pumopovoay vo AdPovv Beparneio didcmong pe aprPepcéntn 2 mg and v fdoudada
24 pe yopfynon ka0e 4 efdopddeg yio 3 pveg akorovbBovpevn yio kabe 8 efSopddes.

X peré VIBRANT, 10 Ttpotehov KOTaANKTIKO ONLUEL0 AMTOTEAEGLATIKOTNTAG )TOV TO TOCOGTO TMV
acfevav mov kEpdsav TovAdyiotov 15 ypaupata oty BCVA katd v gfdopdada 24 o cOykplon pe
TNV 0PYIKN OPOCT] KOL 1 ORLASA TNG OPALPEPCERTNG NTAV AVOTEPT) TNG OLAdaG EAEYYOL Aéilep.

"Eva 6gutepehov KATOANKTIKO GNUEI0 OTMOTEAECUATIKOTNTOG NTAV 1) LETAPOAN 6TV ORTTIKY 0EHTNTA
Kot TV EROoUGdN 24 GE GVYKPION UE TNV OPYIKN TR, 1] OTTOi0 NTOV GTOTIOTIKG GNUOVTIKY VIEP TNG
apMPepoéntng otn pueAétn VIBRANT. H mopeia tng ontikng feltioong tav paydaio Kot EQToace T
UEYIOTN TN 6TOVE 3 UNVEG UE SLoTNPNoN TV OOTEAEGUATOV PEYXPL TO pnva, 12,

2mnv opdda tov Aélep, 67 acbeveig EhaPav Bepaneia didowong pe apAPepcéntn pe Evapén v
gfdopndda 24 (Oudada eréyyov pe evepyn Oepomeio/apAiifepoéntn 2 mg) ue amotédespa Peitioong

oV ontTik o0&V TNTa TEPinov 5 ypaupoto amd v efdoudda 24 £mg 52.

Agmtopepn amoteAéspoto amd v avdivon g perétng VIBRANT nopovsidloviot otov mivako
4 ko 6T0 YN 3 TAPUKATO.
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Hivaxog 4. ExPaocsig anoteleopatikdtTnTos Katd TV £fdopnada 24 ko efoopada 52 (Ianpng
avaivon ogoopévov LOCF) oty perétn VIBRANT

Expaoeg VIBRANT

OTOTELEGNOTL- 24 Efoonadeg 52 Efoonddeg

s T B o
2 2mgQ8 .

(A&lep) (N =gg% A) AoMpepointn 2 mg?

(N =90) (N =90)

AoMPepoéntn
2mg Q4
(N=91)

Avaloyia tov
acBevav

581 . 52,7% 26,7% 57,1% 41,1%
> 15 ypaupoto
KEPOOG amd TNV
apykn Tun %

Yrofopévn
Sopopd™®) 26,6% 16,2%

(%) (13,0, 40,1) (2,0, 30,5)
(95% ClI) p = 0,0003 p = 0,0296
Ty p

Méon
petafoln otnv
BCVA 6nog
petpnOnke pe
™ Bobporoyio 17,0 6,9 17,1
AVOYVAOPIOTS (11,9) (12,9) (13,1)
ypoppdTomv
ETDRS an6
TNV OPYIKT
T (SD)

12,2 (11,9)

Awpopd ctov
LEGO ot 10,5 52
1éfodo LSAD (7.1, 14,0) (1,7,87)
(95% ClI) p <0,0001 p =0,0035™
Ty p

A H Swagopd gtvan 1 Tipn g opddag aplPepoéntng 2 mg otic efdopnddec Q4 peiov Ty T TG opddac
eréyyov Aélep

B Awnpopd xon 95% (CI) vroroyilovran pe xprion g doxuung Mantel-Haenszel npocappocpévn yio meproyy
(Apepwn évovtt lomwviag) ko kotnyopio apyikig Tyng BCVA (> 20/200 xa1 < 20/200)

D LS: péon dwapopd ko 95% CI Béon tov poviéhov ANCOVA pe v oudda Oepanciog, katnyopia apyikhg
Tiung BCVA (> 20/200 kon < 20/200) xon eproyfy (NOTor Apepikn évavt lonmviog) o otabepic emdpaoelg Kot
apykn T BCVA og ooppetofint

BCVA: Best Corrected Visual Acuity (Kaivtepa d1o0pBwpévn ontiki o&0TnTa)

A And v epdoudda 24 n Oepameio pe TV opdda Oepanciog apAPepcinng mapatddnKe Y10 OAOVE TOVG
aoBeveic and 4 efdopdadeg oe 8 efdondadec péxpt v fdondada 48

B Katd v évapén e eBSopddac 24 o1 aobeveic otnv ondda Aéilep pmopovoay va AdPovv Bepomeio
oo G e APAPEPCETTN €AV VIPYE TOLAAYIOTOV £va TPOKADOPIGUEVO KPLTHPLO EXAOYNG. ATTO TO GVUVOAO,
67 acbeveig og avt) v opdda EraPav Bepomeia Siocwong pe apiPepoéntr. To otabepd docoroykd oyrfua
duiowong e apAPepcéntn Nrav 3 eopég apPepoéntn 2 mg kébe 4 efdopdadec axorovBovpevo amd evécelg
K60 8 efdopadeg

I OvopaoTikn Tii=p
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Yyqpe 3. Méon petapoii] oto BCVA omwg petpiiOnke ané ETDRS BaOpolroyio I'poppdtov
Katd Vv gfdopdda 52 otn perétn VIBRANT

VIBRANT

20
+17,0

+171
15

+12,2
10

Méan petaBoAr aTnv oTITIKA oguTNTa
(vpGuuara)

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

EBdouddeg

—h——  AgANifepotmm 2 mg —@——  Opada EAéyxou Aéigep

GRH2583 v1

O ap1Buds TV acbevdv pe Ko atpdTmon, Katd Ty Evapén g LeEAETNC, oL EEKivnoay aywyn Ue
apAPepoéntn 1 potonn&ia Aéilep Nrav 60% kot 68% avtictoya. Katd tv efdopdda 24 avtég ot
avaAoyieg nrav 80% kot 67% avtictoyo. ZTnv opdda pe v apriPepoéntn 1 ovoroyia Tov acdevav
pe apdtoon datnpndnke uéypt v fdoudda 52. Znv opdda Aélep, 6Tov o1 acbeveic TAnpovsay To
Kpurpa vo AdPouvv Bepaneio dtdcwong pe apMPepoéntn and v gfdoundada 24, n avaroyia v
aclevav pe apdtoon avéndnke oto 78% katd v efdopndado 52.

Awofintino oidnua s wypag kniidog

H aocpdleio kot omoteleopatikdTta TG apAepaéntng a&loloyninikay e dVO TVYUOTOINUEVEG,
TOAVKEVTPIKEC, SITAG-TUQALC, EvepYd eheyxOpeves ueléteg o aoBeveic ue DME (VIVIDPME and
VISTAPME) "Eva chvoro 862 acbeviv ot omoiot vroPAidnkay e Oepameio kot HiToy o£lohoyRotpot
Y10l ATOTEAEGOTIKOTNTO O 576 TuyatomomOnkay pe tnv aeAPepcoéntn. O nAikiec Tov acbevav
Kopaivovtay omd 23 ewg 87 etdv pe éva péco 6po niikiog 63 etdv. Xtic DME peléteg, mepimov 1o
47% (268/576) TV acBevadv mov Tuyarorombnkay pe v apMPepoéntn oy nhkiog 65 etdv N
peyaAvtepot Kot tepimov to 9% (52/576) ftav 75 etdv N peyarvtepotl. H mhelovotnta twv acbevov
Ko 0TI 0LO pedéteg glyav Awafnn tomov 1.

Kot otic dvo peréteg, o1 aobeveic toyatomomOnkay pe avaroyio 1:1:1 og 1 and 3 docoroyikd

GYNLLOTOL

1) apAPepoéntn 2 mg, yopnyobueva kabe 8 efdopddeg petd amd 5 apykég unviaieg 60ce1g
(apMPepoéntn 2Q8),

2)  apMPepoéntn 2 mg, yopnyovueva ke 4 fdopddeg (apriPepoinn 2Q4) ko

3)  ®Dotomnéio pe Alep g oypds knAidog (evepyn opuddo eAEyyov).

Eekivavtag amd v efdopdoa 24, ot acbeveig mov TANPOVCAY £VOV TPOKAOOPIGUEVO 0VOO ATMAELNG
g Opaong NTov emhé€ipol va Adpovv tpdcebet Bepomeia: ol acbeveic oty opdada g
apMPepcéntng pmopovoay va Adfovv Aélep kot ot acBeveic oTnv opdda eAEYyoV Pmopodoay va
AdBovv apMBepoéntn.

Kot otic 800 peréteg, To KOp1o TEAMKO onueio OTOTEAECUATIKOTNTAG NTAV 1) LECT) LETAPOAT KATH TNV
gpdopada 52 g korkvtepa dropBovpevng opacns (BCVA) amd v apyikr| TR kot o1 Vo opddes e
apAPepoéntng 208 kar apiiPepoéntng 204 amodeiybnioyv oTATIOTIKG GNLOVTIKES KOL TOV AVATEPEG
®G TPOG TNV OUada EAEYYOV. AVTO TO OPeAOG drotnpnOnie péypt v efdopada 100.
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Asgntopepn amotedécpato and Ty avédvon tov ueketdv VIVIDPME ko VISTAPME napovsialovia
GTOV TivoKa 5 Kot 6T0 oo 4 TopaKAT®.
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MMivakag 5. ExPacelg anoteleopatikétntog Katd v fdopdda 52 kar tnv efdopddo 100 (TIMpng avarven dedopévov LOCF) 61ic peréteg
VIVIDPME gy VISTAPME

Expdoerg
OTTOTEAEGPATL
KOTNTO G

VIVIDPME

VISTAPME

52 efdopadeg

100 epdopadeg

52 efdopadeg

100 efdopadeg

Aphpepoéntn
2 mg Q8

(N = 135)

AoMBepo
ém

2mg Q4

(N = 136)

Ynépyov-
o
gvepyog
Ospamcio
(MéxCep)
(N=132)

AoMPepo

ém
2 mg Q8

(N = 135)

AoMBepo
én
2mgQ4
(N =136)

Ynapyov
Ga
evepydg
Ospamneio
(MérCep)
(N=132)

AoMPepointn
2 mg Q8

(N = 151)

ApMpepoéntn
2mgQ4
(N =154)

Ynap-
¥ovoa
evepydg
Ocpamncio
(Mrlep)
(N=154)

AoMBepo
ém

2 mg Q8”

(N =151)

AoMPepointn
2mgQ4
(N =154)

Yndpyov-
6o
evepyodg
Ogparncia
(MaCep)
(N=154)

Méon
petafoin
ommv BCVA
OGS
petpnonke pe
ToV mivoka
avayvVmOPIoNG
YPOUUATOV
ETDRS® and
TV apyKn
T

10,7

10,5

12

9,4

114

0,7

10,7

12,5

0,2

111

115

0,9

Awpopd cTov
pHéco ot
pébodo
LSB.IE)
(97,5% CI)

91
(6,3-11,8)

9,3
(6,5 -
12,0)

82
(52 -
11,3)

10,7
(7,6 -
13,9)

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

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

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

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

Avaroyia tov
acOevov pe
>15 ypappa-
T KEPSOG OO
TNV APy
alty)|

33%

32%

9%

31,1%

38,2%

12,1%

31%

42%

8%

33,1%

38,3%

13,0%

Ytofpopévn
SpopaLE)
(97,5% CI)

24%
(13,5-34,9)

23%
(12,6 -
339)

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

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

23%
(135-33,1)

34%
(24,1 -44,4)

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

25,8%
(15,1 - 36,6)

A Meta v évapén g Oepaneiog pe 5 unviaieg evéoelg
B) O péoog LS xon 1o Cl pe Baon éva povrého ANCOVA pe ) pétpnon apycric tiuie BCVA og cvpuetafint kot mapdyova yio v opddo Oepaneiog. Emmpocdétme, n mepioyr
(Evponn/Avctpario évavt lonmviag) cupmepiinednke wg napdyovtag yio mny VIVIDPME, wai 10 16t0p1xd epppdypatog tov pookopdiov (MI) kavn ayyelaxod eykepolikov encicodiov (CVA)

¢ mapdyovrag ywo tnv VIST
D) H Siapopé sivar ) opdda e aprPepointng peiov Ty opddo vdpyovcac evepyod Bepomeiag (AMiep)

ADME

4 H Sopopd pe to Stdotnpo epmiotosivig (CI) kat 1o 6TatioTed Eheyyo vwoloyilston e xpron evog oyfipotoc otadpiong katd Mantel-Haenszel mpocappocpévo katé meptoyr

(Evpdrn/Avotpodrio évavtt lotwviag) yio mv VIVI

DDME
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KOl LTPIKO 16TOPIKO ERPPAYHATOG TOL pvokapdiov (MI) 1 ayyelako eykepatikov enctoodiov (CVA) yo tnv VIST.

ADME




B) BCVA: Best Corrected Visual Acuity (KaAvtepa StopOopévn ontiky o&dnta)
LOCF: Last Observation Carried Forward (Awe&aywyn tekevtaiog topatipnong)
LS: Méoog otn pébodo tov ehayiotov tetpaydvev (Least Square) nopayopevog péow ANCOVACI: Confidence interval (AiGotnpo pmiotocivig)
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Xympa 4. Méon petopoi otnvy BCVA 6nnoog petpfiOnke pe 1ov mivoka avayvopiong YPpourpRAaToyv
ETDRS am6 v apyukn Ty péxpr v efdopdde 100 otig peréteg VIVIDPME kan VISTAPME

Méon petaBoAr aTny ok ogunTa
(vpauuara)

EBdopadeg

15 = VISTA

Méan petaBoAr) atnv oTITIKr ogUTNnTa
(vpGuuara)

EBdouddeg

—l—  AgMPepoémm 2 mg Q8 cBdoudde; —h——  AghiBepotn 2 mg Q4 eBSopadeg
—@— Ymapyouoa evepydg Bepareia (AEiep)

GRH2584 v1

O1 emdpdoelg g Bepaneiog otig agloloynoeg VIOOPAades (.. NAKio, GOAO, LAY, APYIKT TN
HbAlc, apyikn tiun ontikig o&btnrag, mpornyoduevn avit-VEGF Ogpancio) oe kG0 perétn kot ot
GLVOVLOCHEVT] AVAADGT NTOAV YEVIKG, COUPOVES UE T OMOTEAEGUOTO GTOVG GUVOAIKOVG TANOVGHOVG.

Tuig peréte VIVIDPME ko VISTAPME, 36 (9%) kau 197 (43%) aoBeveic ELafav mponyoduevn
avti-VEGF Ogpaneia, avtiotoyya, pe 3-unvn 1 peyaddtepn nepiodo ékmivong (washout). Ot
emdpdoeic g Oepaneiog otnv vroopddo TV achevav ot onoiot iyav Tponyovpuévag Adpetl Bepaneia
pe évav avactoréa Tov VEGF ntav mapdpoteg pe ekeiveg mov mapatnpndnkav oe acbeveig ot onoiot
dev elyav mponyovpévmg AdPet Bepaneia pe Evov avaotoréo VEGF.

Acbeveig pe appotepdmievpn voco NTav emléEipot yia va, Adfovv avti-VEGF Oepaneia otov dAro
0O TOVC EGV 0VTO KPVOTOY avaykaio amd Tov watpd. Xt pedém VISTAPME 217 (70,7%)
acBeveic g aAPEPeEnTNG EAAPAV AUPOTEPOTAEVPEC EVEGELS APAPEPCETTNG UEYPL TNV EPOOUGON
100, evéd o perétn VIVIDPME 97 (35,8%) acBeveic tng apliPepointng EAafav S10popetikh avTi-
VEGF 6¢paneia otov dAro opBaipd Tovs.

Mua ave&aptntn ovykprrikn perétn (DRCR.net Protocol T) éxave ypnon evog evéAikton 60G0A0YIKOV
oYNUOTOog [ Baor avotnpd Kpitiplo eravainymg Oepaneiog kabopilopeva amod To AmOTEAEGUATO TG
e&étaong OCT kot tnv 6pootn. Ztnv opdda Bepaneiag pe apiepoéntn (n = 224) v efdopndada 52,
oVTO TO 00GOAOYIKO GYNIO 00T YNGE MG AMOTELEGLO. O ac0eveic va Aapfdavouy éva néco 6po

9,2 gvéoelg, mov gival TaPOUOL0 LE TOV 0PIBUd YOp1YNoNG dOGEMV GTNV OLAdN APAPEPCETTNG

2Q8 otig ueréteg VIVIDPME xar VISTAPME | 6mov cuvolikd 1 anoteresuatikdmta g Oepomeiog
oV opado Bepameiag ue apMpPepcéntn Protocol T ftav cuykpiciun pe v opdde e a@APeEPGEnTNG
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2Q8 otic perétec VIVIDPME kan VISTAPME, Sty opdda Protocol T mapatnprifnke évag pésog 6pog
Kképdovg PBeitioong 13,3 ypappdrav pe éva 42% tov acBevav va £xovv k€pdog TOLAAYIGTOV

15 ypdppoto oty 6pacn toug arnd v apytkn Tiun. To amotedéopata aocpdrelag 6e1&ay 0TI
GUVOLAIKY| EMIAT®ON 0QOOAUIKOV Kol U1 0POOAUIK®OV avVETIOOUNTOV EVEPYELDV
(ovumepiiapfovouévav Tmv aptnprakoyv Opoppospuporikdv eneicodiov — ATESs) fitav cuykpiciua o
OMeg TIC opades Bepameldv o€ KABe peAétn Ko HeTall TV HEAETMV.

H VIOLET, pio, moAVKEVTPIKT], TUYOLOTOUNUEVT], OVOIKTG EXICTLOVOTG, EAEYYOLEVT] LLE EVEPYO
oappakxo perétn 100 gfdopddmv, oe acbeveig pe DME, cuvékpive tpia Stapopetikd 0G0 oyLkd
oynuota g apAiPepaéntng 2 mg yio tn Oepaneio Tov Awpnrikod Ownuatog g Qypac Kniidog
(DME), petd amd tovddyiotov Evay ypovo Bepameiog e otafepd Lecod106THLOTO, KOTA TOV 0700 1)
Bepameia Eexivnoe pe 5 dadoyikés pnviaieg 600e1c aorovBovpeves amd yoprynon kéde 2 pves. H
LEAETT 0ELOAOYNOE TN PUN-KATOTEPOTNTA TNG AQAPEPGETTNG 2 MY XOPNYOOUEVNS LECH EVOG
d0coloyiKkob oynuatog Oepaneiog kot eméktaong (2T&E 6mov ta dtuotipote TV EVEGEDY
SratnpnOnkav 610 gldyioto TV 8 gfdopddwv Kot oTodokd ETEKTAONKAV PACEL TOV KAMVIKOV Kot
OVOTOUKAV ATOTELEGUATMOV) KoL TNG APAPEPGENTNG 2 MY YOPTYOVUEVNG AVAAOYO LE TIG OVOLYKEG
(2PRN 6mov ot acBeveig mapakorovBodvtay kabe 4 gfdouddeg Kot n yoprynon ywotav dtav
ypewlotav, pue BAcn To KAMVIKG Kol GVOTOUIKG AmOTEAEGHOTO), G GUYKPIOT) LE TNV apAMPepointn

2 mg yoprnyovpuevng ke 8 gfdopnddes (2Q8) yia to devtepo kar Tpito £tog Bepameiog.

To kOp1o TeMkd onpueio amotelecpatikdmrag (cAiayn otnv BCVA amd v évapén éog tnv
gpdopada 52) nrav 0,5 £ 6,7 ypdupata oty opddoa 2T&E ko 1,7 + 6,8 ypaupoata oty opdda 2PRN
oe ovykpion pe 0,4 + 6,7 ypappata oty opdda 2Q8, enttuyydvovios GTATIOTIKN UN-KOTOTEPOTNTO
(p < 0,0001 ka1 yia t1g 800 cvykpiocelg, NI nepiddpio 4 ypapudtov). Ot odroyéc otnv BCVA oo v
évapén émg v gPfdopdda 100 Ntav og cuvénela e Ta amoteAéopaTa TG efdopddag 52:

—0,1 £ 9,1 ypdupota oty opdda 2T&E kot 1,8 + 9,0 ypappata otnv opdda 2PRN og olhykpion pe
0,1 £ 7,2 ypaupata oty opada 2Q8. O pécog apBudg evécemv og didomuae 100 gfdopddwov o
12,3, 10,0 ko 11,5 yio to. 2Q8fix, 2T&E wat 2PRN, avrictouya.

Ta Tpo@ik acPareng MS TPOC TA OPHUAUIKA Kol GLOTNUIKA cLpPauoata Kot oTic 3 opddeg Oepameiog
NTav Tapdpota pe ot mov TopatnpRinkay otic facikég peréteg VIVID ko VISTA.

2y opdda 2T &E, o1 avénoelg kot o1 HEIDCELS OTA LECOSLOGTHLOTO TG EVECSTG TAV GTN SLUKPLTIKY|
€UYEPELN TOV EPELYNTY. X1 HEAETN cvoTnONKay avénoelg Tmv 2 efdonddmy.

Mowmixny yopiogidixn veoayysiwon

H acpdAeio kot 1 amwotelecpotikdTNTo TG aPMPBEPTETTN 0EI0A0YHONKOY GE UIG TVYOLOTOMUEVT,
TOAVKEVTPIKT], SUTAL TUQAY], EAEYYOUEVT LLE EIKOVIKO QAPLOKO HEAETN o€ Acldteg acbeveig pe
pvorikn CNV. ’Eva odvoro 121 acBevdv vrofandnkay og Bepaneia kot fTov aloloynoyLot yio
amoteleopatikotta (90 pe v aphPepoéntn). Ot nhikiec v acbevav Kouaivoviay amd 27 £mg

83 etdv pe péon Tiun ta 58 £tn. Ttn perétn g pvomikng CNV, mepimov 1o 36% (33/91) tov
acBevadv mov TuyatomomOnkay oe Bepaneio pe aplPepoéntn Nrav nhikiog 65 eTdv N peyoldTEPOL Ko
nepimov to 10% (9/91) frav 75 etdv 1§ peyordrepot.

Ot acBeveic ToyaromomOnkay oe avaroyio 3:1 yio va AdPovv gite 2 mg apMPepcéntn evooHaAogdIKA
N EVEGELG EIKOVIKOD PUPLLAKOV YOPTYOOUEVES Liot @opd Kot TV Evapén g LeAéTng pe mpdobeteg
EVEGELG YOPTYOVUEVEG UINVIOIMG GE TEPITTMOT EMUOVIG 1} DVITOTPOTNG TNG VOGOV UEYXPL TNV

gfdoudoda 24, 6tav a&loAoyndnke to kbplo KataAnkTikd onueio. Koatd v efdoudda 24, o acbeveic
o1 omoiot elyav apykd Tuyaonom el o€ EIKOVIKO PAPLOKO NTOV KOTAAANAOL DTOYNPLOL Yo Vo Adfovv
™V TpdTN 660N apMPepoéntng. AkolovOwc, ol acbeveic Kt oTIC dV0 oUddEG cCLVE ICAY Va. Elval
KATOAANAOL VTOYNPLOL Y10, TPOGOETEC EVEGELG OE TEPITTOOT ENXLOVIG 1) VTOTPOTNG TG VOGOV.

H S109opd peta&d twv opddwv Bepameiog NToV GTATIGTIKA CUOVTIKN VIEP TNG OEALBEPCETTNG Y10, TO

KOp1o kataAnkTikod onueio (uetaforr otny BCVA) kat 1o entPefointikd e0utepedov KATUANKTIKO
onueio anoterespotTikoTnTag (voloyio Tov acbevav mov képdicav 15 ypapupata otnv BCVA) katd
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v efdoudda 24 oe chyKpion pe TV apykn T, Ot d1apopég kat o To V0 KUTOANKTIKA onueio
Swnpnnkav €wg tnv efdopdda 48.

Aemtopepn amoteréopota amd v avaivon g perétns MYRROR napovoidlovrol otov
mivaka 6 Kot 6To oynue 5 TopakdTo.

Hivoxog 6. Ekpacels amoteleocpatikOTNTOS KUTA TNV ELS0Nad0 24 (KOPLU 0VAALGT) KOL KATE
v epdopada 48 ot perétn MYRROR (ITApng avaivon dedopévov LOCFY)

Expdosec MYRROR

OTOTELECNOTL- 24 Efoopaoeg 48 Efoonadsg
p

KOTNTOG

ApMpepoéntn
2mg
(N=90)

Ewoviké @appoxo
(N=31)

AoMPepoéntn
2mg
(N=90)

Ewoviko
Pappaxo/
ApMpepoéntn
2mg

(N = 31)

Méon petafoin
omv BCVAP
onmmg pLetpnonke
pem
Babuoroyia 12,1 -2,0 13,5 3.9
aVayvVOPIoNG (8,3) (9,7 (8,8) (14,3)
YPOUUATOV
ETDRS ano6 v
OpYIKN TN
(SD)?

Awpopb 6tov
UEGO 6T 14,1 9,5

néfodo" A (10,8 -17,4) (5,4-13,7)
(95% CI)

Avoroyio Tov
acBevav

pue> 15 ypappat
o k€pdog amo
TV OPYIKN TN

38,9% 9,7% 50,0% 29,0%

2rofopév
ESl()t([)(l)leéLgT’A)n 29,2%

(95% Cl) (14,4 - 44,0)

21,0%
(1,9-40,1)

A LOCF: Last Observation Carried Forward (AicEarywyn tedevtaiog Tapatipnong)

B) BCVA: Best Corrected Visual Acuity (Koldtepa S1opfmuévn omtikh o&otnTa)

ETDRS: Early Treatment Diabetic Retinopathy Study (Me,étn Tpdiung avIueT®Tong TG S1onTikng
apepAnotposidondfeiog)

SD: Standard Deviation (Tvmikr| amoxiion)

D' Méoog LS: Mécog ot péfodo tmv ehayictov tetpoydvav (Least Square) mopaydpevog PG HoVIELOL
ANCOVA

4 CI: Confidence Interval (Aidotnua gumiotocivig)

B MLS péon dwagopd ko 95% Cl Béocet evog poviéhov ANCOVA pe v opdda Oepomeiog Kot T ydpo:
(ovopocieg ympag) g otabepéc emdpacels, kot v apyikn Tiu] BCVA og cuppetafint

ID H Sapopd kar n tipr 95% Cl vrodoyilovrar pe yprion tng dokiurig Cochran-Mantel-Haenszel (CMH)
TPOGOAPLOCLEVT Y10l TN XDPA (OVORAGIES YDPAG)
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Yympo 5. Méon petaforn and tnv apkn Tipn £og v Edopdda 48 otnv otk o&vtnTo KOTH
opddo Ogpameiog Yo ) pelétny MYRROR (ITMpng avaiven dedopévov, LOCF)

MYRROR

151~

+13,5

+3,9

Méan petaBoAr aTnv oTITIKA o§uTNTal
(vpappara)

S EBdouadeg
—l— AgMPepoémn 2 mg —@—  Oudda ehéyyou

GRH2585 v1

TTowwarpikde TAnbvoudg

O Evponaikog Opyaviopoc Papudkov £xel ddoet amailoy| amd TV LIOXPEMOT VTOPOANG TV
OTOTEAECUATOV TOV LELETMV LLE TO PUPUAKEVTIKO TPOIOV avaPOPAS OV TEPLEXEL OPALPEPTENT GE
OAeg TIC VIoKaTNYOpieg TOV oS TPIKOD TANOLGLOV 6ToVE TANBVG oK VYPOD TOTOL AMD, CRVO,
BRVO, DME ka1 pvomikng CNV (BAérne mapdypago 4.2 yio mAnpopopiec oxeTikd e TNV TodloTpikn
xpnon).

5.2  ®appoxoKivnTIKEG IO1OTNTES

To PAVBLU yopnyeitat angvbeiog 6To VOAOEWDES GO Y10 VO ACKNGEL TIG TOMIKES dPACGELS TOL GTOV
0p0aApO.

Anoppoonon / Koatavoun

H agpMBepoéntn amoppodrtal apyd omd Tov o@OaAUd 6T GUGTNUATIKT KUKAOPOPIo LETH TV
EVOOVUADIN YOPNYNOT Kol TAPATNPEITOL OTI GLGTNUATIKY KLKAOQOpio Kupiwg Mg £va avevepYo,
otafepd cvumroko pe tov VEGEF. Evrovtolg, povo n «erehBepn apiPepoéntny sivat tkavi va
deopevoel Tov evdoyevny VEGF.

e o QUPUOKOKIVITIKT VITOUEAETT o€ 6 acbeveic pe veoayyelak, vypov tomov AMD pe cuyvn
detypotoAnyia, ol HEYIOTEG CLYKEVIPADGELS TAACHOTOC TNG EAEVOEPNC 0EAMPEPCENTNG (CLGTNUATIKN
Crmax) ftav younAgg, pe péon tun wepirov 0,02 pikpoypappdapio/ml (gvpog 0 £mg 0,054) evtog 1 Emg
3 Nuep®V et amd evooDAAOEIKN Evean 2 MQ, KoL TAV U1 aViVEDGIUEG dVO EPSOUAdES LETE TN
yopNyNnon g d0omng oxedov o€ OAovg Tovg acbeveis. H apliPepoéntn de cusompedeTol 6To TAAGHA
LEe TNV EVOODOAOEIKN yopnynon ke 4 efdouddec.

H péon péyiotn cuykévipmon TAGGLoToC TG eAe0Bepng apliPepaéntng eivor mepinov 50 Emg

500 @opég kdt® amod T CLYKEVTIP®OT APAPEPCENTNG TOV GTOLTEITOL Y10 TV OVAIGTOAN TNG BLOAOYIKNG
dpaotnpromrag Tov cuotnpatikod VEGF katd 50% oe poviéha oe {da, ota omoia mapatnpndnkov
UeTAPOAEG TNG AP TNPLOKNG TTHEOTG APOTOV TA, KUKAOPOPOVVTH eMineda TG eEAe10epNC A Pepointng
¢pBacav mepinov ta 10 pikpoypappdpio/ml, kot ETEGTPEYE OTNV APYIK T OTAV Ta EMITESQ EMECAV
Kéto and mepinov 1 pcpoypappdpro/ml. Extipdtot 6Tt petd v evooiarogidkyy yopnynon 2 mg
0TOVG 000eVEIC, 1| LEON LEYIOTN CLYKEVTP®ON TAAGLOTOG TG EAELOEPNC aPAPEPTENTNG ElVaL TAV®
amd 100 popég xapmAdTepT OO TN GLYKEVIP®OOT) TNG APAPEPCETTNG TOV AMALTEITOL Y10l T OEGUELON
tov ovotnpatikod VEGF katd to fpuov g péytomg tiung (2,91 pikpoypappdpro/ml) o pio perétm
He vY1elg €0eAOVTEC. ZUVERMDC, GLOTNUOTIKES PUPLOKOOVVOLIKEG EMOPACELS, OTMG LETAPOAES TNG
apTNPLOKNG Tieonc, eivorl amiboveg.
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Doppoxokivnrikég vroperéteg og acbeveic pe CRVO, BRVO, DME 1 poomniki) CNV pe péon Chax
g ehevbepng aPAPEPCENTNG GTO TAAGLLO NTAV TOPOUOLY LE TIG TIES o€ gVpog: 0,03 €mg

0,05 ppoypappdpio/ml kot ot atopukég Tipég dev Eemépacay ta 0,14 ukpoypoppdpie/ml. Zvvendc,
01 GLUYKEVTPMGELS TNG EAELOEPT|C APAIPEPGENTNG 6TO TAGGH KOBOPIoAV TIC TIEC YoUMAITEPQ 1| KOVTA
0TO KOTMTEPO EMMEDO KAT® OO T OPLO. AViXVELONG YEVIKA eVTOC piag efdouddag. Mn aviyveboieg
OUYKEVIPAOGCELG EMTEVYONKOAV TPV OO TNV EMOLEV XOPNYNON HETA 0md 4 efSOUAdES GE OAOVG TOVG
aoBeveic.

Amofolq

Agdopévov tov 0TI 1 apMPepcéntn sivan Evag Bepomevticodg mapdyovrag e don Tpoteivn, oev Exovv
nwpoypatomombei peréteg petofoopom.

H ehevbepn apiiPepoéntn decpevet tov VEGF yuo va oynpaticet éva otabepd, adpovég GOUTAOKO.
Onwg kot pe GALeG peydleg mpoTeiveg, ival avapevouevo 0tL 1 kaBapon tdco g ehevbepng 660 Kot

™G deopeLIEVNC APAPEPGENTNG YivETOL LECH TPMOTEOAVTIKOD KATABOAIGHLOV.

Neoppikn dvocAgttovpyia

Agv €yovv mpaypatomowm el e1dikég peréteg oe acheveic e veppikn duciettovpyio pe to PAVBLU.

H poppokokivntikny avdivon tov aclevav ot perét VIEW2, and tovg onoiovg o 40% &iye
veppikr duciettovpyia (24% nma, 15% pétpra kar 1% cofapny), dev anokdrivye dapopis dGov
0QOPA TIG CLYKEVIPDOGELC TAAGLOTOC TOV OPOUCTIKOD PUPLAKOL LETA A EVOODAAOEIOIKT YOPNYN O
Kké0e 4 1 8 efdopddes.

[apopown anoteréopota topatnpndnkay oe acbeveig ue CRVO ot peiétn GALILEO, og acbeveic
e DME ot pedém VIVIDPME, ot og acbeveic pe pooniciy CNV ot pedét MYRROR.

5.3 TIIpoxivikd dedopéva yia TV a6@aiero

Emdpdoeic mov mapompnoniay e un kKAViKEG HeAETeg oeTIKA pe TNV ToEIKOTNTO
EMOVALAUPOVOUEVOV dOGEDV, OMIGTOONKOV LOVO 08 GLGTNLOTIKY £kBeon mov BempnOnke T NTOV
OTUOVTIKA TAVD OO TO OvATATO Op1o £KOEGNC TOV OVOPAOTOL PETA OO EVOOVAAOEISIKY YOpPNyNoN
TNV TPOOPLLOHEVT] KAVIKT 00T, VTOSNADVOVTOG LUKPY] GUCYETION UE TNV KALVIKT Xp1oN).

HapoaphOnkav S1o0fpdoels kot EEEAKMOELS TOV AVATVELGTIKOD EMBNAIOL GTIS PVIKESG KOYYES OF
TONKOVE GTOVG OTOIOVG EYve EVOOVOAOELDKY] YOPTYNOT OOABEPCENTNG, e GVOTNLOTIKY £KOEOT
whvo awd T péylotn £kbeon tov avlpmmov. H cuatnpatikn ékbeon pe Bdorn tv Cmax kot AUC yia
v elebbepn apMBepoémtn NTav mepimov 200 kar 700 @opég vynAdTEpT, aviicTorya, OTOV
oLYKPIONKE PE TIG aVTIGTOLYES TIHEG TTOL TTOPATPNONKAV GTOVG VOPAOTOVS HETH 0d EVOODUAOELOKN
d0601 2 mg. Xto av@Ttato eninedo oto omoio dev mapatnpnOnkay avemBounteg evépyeieg (NOAEL)
v 0,5 mg/opbaiud ctovg mhnKove,  cvotnuatikn Ekbson Nrav 42 Kot 56 opég LVYNAOTEPN UE
Baon v Cmax kot AUC, avtictouya.

Agv &yovv mpayuatomoindel pueAéteg yio Ty evoeyouevn LETAAAAELOYOVO 1 KapKIVOYOVO dpdon TG
apAPepoémng.

Muo emidpoon g apAMPBEPGENTNC oTNV evOOUNTPLO AvVATTTLEN KaTodeiyOnke oe peAéTeg TG EUPPLIKNIG
avantuéng og £ykva kovvéla pe evooeAéfia (3 émg 60 mg/kg) kabmg kot vrodopa. (0,1 émg 1 mg/kg)
yopnynon. To eninedo NOAEL tng untépag ftav ot 66om tov 3 mg/kg 1 1 mg/kg, avtictoyo.
NOAEL ywo tnv midpacn oty avantuén oev avayvopiotnke. Xtn 66on tov 0,1 mg/kg,
ovotnpatiky €ékbeon pe Pacn v Cmax kot ™ cwpevtiky AUC yia v ededBepn apAiPepoéntn oy
nepimov 17 ko 10 popég vynAotepn, aviictorya, 6TV cLYKPIONKE LE TIG AVTIOTOLES TILEG TTOV
TapoTNPNONKAY 6TOVG AVOpmOTOVE LETE 0d EVOODAAOEDIKN dOGT TV 2 MJ.
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O1 emdpacelg otV avOPIKN Kot Yuvorkeio Yovipotnta a&loAoynonkav g Hépog piag 6Unvng LeAEng
o€ TONKOLG pe evOoPAEPLa yoprynom apMPepcénng ce 80ce1g Tov Kupavinkov omd 3 émc 30 mg/kg.
Mopatnpndnke amovoio 1| akavOVIGTN ELUNVOPPLGIa Le LeTABOAEG GTa. emtineda TV ONAVK®V
OPLOVAV OVOTOPOY®YNG Kol LETOPBOAEC GTN LOPPOAOYIO KO KIVITIKOTITO TOV GIEPUATOG, GE OAM TO
emineda d6oMs. Me Bdaon TV Cmax kot AUC yia trv €ledBepn apAiBepoéntn Tov Tapatnpndnkav otny
evoopAéPla 06om Twv 3 mg/kg, 1 cuvotnuatikn éxbeon Nrav wepinov 4.900 kot 1.500 popég
vynAdTEPN, avtiotorya, amd Ty Ekbeon mov mapatnpHnke 6ToLE AVOpOTOVS LETE OO
evoovaAogdKn d0om 2 mg. Oreg ot PHETAPOAEG NTOV OVAGTPEWLLES.

6. OAPMAKEYTIKEXZ IAHPO®OPIEX
6.1 Kataloyog ekdoymv

IMoAvcopPikd 80

Zaxyopoln

o,0-TpEAAOiN dwdpKn

Yowp yio evéoyua

6.2 AovpPatoTnTeg

El\elyet peretdv oyetikd pe tn oupufatodtnta, 1o Topdv QOPUOKEVTIKO TPOIOV OEV TPEMEL VO
OVOUELYVOETOL UE GAAD POPUOKEVTIKG TPOTOVTAL.

6.3 Awdpkero {og

3 ypovia

6.4 Idwitepeg TPoPULAEELS KOTA TN QVAOEN TOV TPOTOVTOG

duvrdooete o€ yoyeio (2°C wg 8°C).

Mnv KatoyoyeTe.

DduAdocete oTOV 0PYIKO TEPLEKTT] Y10, VO TPOGTATEVETAL OO TO PG,

To Khelotd PLoAidlo umopei va puAdocetal ekTog Youyeiov o€ Oepuokpacio £mg 30°C péypt 3 nuépss.
Metd to Gvorypo Tov eloAdiov, Tpoympnote pe TNodKacio Vo donmTeg GLVONKES.

6.5 ®@VYon Kol GVOTUTIKA TOV TEPLEKTN

Adhopa og QroAido (yvolki tomov 1) ue Topo eloydpnong (eEAaotopepéc EAAGTIKO)KOL ETMGPPAYICUQ
amd alovpivio pe omoomtduevo kdavupa. Kabe graridio mepiéyet e€aydyipo oyko tovidyiotov 0,1 ml.
Méyeboc cuokevaociog 1 proridio.

6.6 Idwitepeg TPOPULLAEELS ATOPPLYNG KOL AALOG YEIPIGUOG

To puadidio mpoopiletar yio pia povo xpnom Hovo og Evoy oOaiuo.

Ka0e @laAido nepiéyel meptocdTEPT TOGOTNTO OO TNV CLUVIGTAOUEVT 006N TV 2 MY apAMPBepcintng
(1008bvapn pe 0,05 ml). O emmAéov dykog Bo mpénel va amoppipdel Tpv amd T xopNynon.

To dulopa Bo pémet vo, eheyyOel omtikd yio TuyOV EEV GOUATIOIKT VAN KOUT OTOYPOUATIGUO 1 V1o,
KG0e PETOPOAN TNES PLOIKNG EUPAVIOTG TPV OO T XPNOT|. 1E TEPITTMON TOL TAPATNPEITAL KATL 0T
TO. TOPATAVE®, OTOPPIYTE TO POUPLAKEVTIKO TPoidv. Mnv ypnoiponoieite €dv 1 cuokevacia £xet

avotytel 1) vrootel {npud.

To v evéobarogidiky Eveon, tpémet va ypnoipomom el Pehova éveong 30 G x Y2 inch.
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0onyiss yia T xpijein Tov praiidiov:

1. AQapéoTe TO TAACTIKO TAOO KO ATOAVUAVETE TO eEMTEPIKO PEPOC TOL EAACTIKOD TMLATOG
€10 MPNOTNG TOL ProAdiov.

2. Yuvdéote i Pelova pe gidtpo 18 G, 5 micron og pia amootepopév soupryyo Luer-lock Tov
1ml.

Belova pe gidtpo

Inueioon: Otov giote éropotl va avtinoete 1o PAVBLU, agaipéote 1o mAaotikd KAAvpuuo
g Pelovag and T Pehdva kol ToroHETHOTE TO € £va HOYELD ALYUPDV OVTIKEIUEV®DV.

3. ErpdEte T PeEAdVO avoppOPNOTG LECH GTO KEVIPO TOV TMLOTOC EIGYMPTOTG TOV PLOUALSIO
péypt n Perdva va eicaybei evieAdg pEG 0To PLAAIdI0 Kot TO GKpo TNG va ayyi&el Tov mubuéva
oV PlaAdiov.

4. XPNOYLOTOIDOVTOG AOTTTTY TEYVIKT, AVTANGTE OAO TO TEPIEXOUEVO TOV PLoidiov Tov PAVBLU
pécsa otn ohptyya, SoTnpOVTIS To PLaALd10 o 0pbia BEoT, ELAPPDOG KEKALLEVO Yid VoL
S1evKoADVETE TNV AN PN dvTAnot. [a v arotponni ¢ slcaywyng aépa, eniPefaidote 6Tt TO
dxpo ¢ Perdvog pe eidtpo givar fubicpuévo péoa 6To VYPO. TuveyioTe Vo YEPVETE TO PLOAIOI0
KOTO TNV QVTANOT KPOT®VTAG TO Ko Tng fedovag pe oiktpo Pubiopévo pésa ato vypo.

g Z J

A

Aéhopo To dxpo g Perdvag
Kkoralet Tpog oL
KOTO
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BePaimbeite 6t 1 paPdog tov gpforov Exetl tpafnytel EMAPKOS TPOG TAL TOM KATH TNV
EKKEVMON TOL PLOAMSI0V, £T61 DOTE Vo 0dEAGEL TANPOG 1) fEAOVAL.

Aoparpéote T Perova pe GIATPO KOt AmoppiyTe TNV e GOOTO TPOTO.
Ynueioon: H Belova pe pidtpo dev mpoopiletar yia va ypnoiponoteital yio evoobHarloeldikn
éveon.

Xpnowonoldvrog donmen texvikn, neplotpéyte otabepd pia eadva éveong 30 G X %2 inch.oto
dxpo Luer-lock ¢ ovpryyac.

Beldva 30-gauge x Yo-inch

Xnpeioon: Otav giote éropot va yopnynoete to PAVBLU, agaipéote to mhootikd KaAvppo
™m¢ Perdvag amd ™ Pehdva Kot TomoBeTNOTE TO G€ va SOYEID ALYUNPDV AVTIKELEVOV.

Kpatavtog tn cupryya pe ) Berdva va kortd el Tpog o Tave, EAEyETe Tn chpiyya yuo
PLGOAOEG. EGv vtdpyovv puoaiideg, KTUTNGTE AMOAG Tr GUPLYYO LE TO OAKTUAD GOg LEYPL
OAeG 01 PUGOAIdES VO avEPoVY GTO TAV® HEPOG.

E&adetyte OAeg TIC puoaAideg Kot amoPUAAETE TV TEPIGOELN TOV PAPUAKEVTIKOD TPOIOVTOG,
mélovtag apyd to £UPolo, £T61 MOTE TO EMIMESO AKPO TOV EUPOAOL VO EVBVYPALUGTEL e TN
ypouun wov vrodekvoel 0,05 ml endve ot cdpryyo.

AtdAvpo petd v amofoin
TV PLGAAMIOV A€ Kot TOL
TEPIGTLOV PUPLEAKOV

I

il

Tpappn docoroyiag yio
0,05 ml )
g — ® Eninedo
0,05 ml = — °o— de9
== 0 1 = euporov
= na | = )
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10.  To gukidro mpoopileton yia pia povo ypnon. H e&oywyn moAlamidv 066ew@v amd Eva @loiidlo
umopei va avénoet tov Kivduvo empoivveng kot enakodAoving eAeypLovig.
Kda0e aypnoyomointo goprokevtikd mpoidv 1] VITOAELUO TPEMEL VO ATOPPITTETOL GOLLPOVO, [LE
TIG KOTA TOTOVG 1GYVOVGEG GYETIKEG OLOTAEELC.

7. KATOXOX THX AAEIAY KYKAO®OPIAX

Amgen Technology (Ireland) UC

Pottery Road, Dun Laoghaire

Co. Dublin

A96 F2A8

IpAavdio

8. APIOMOX(OI) AAEIAX KYKAO®OPIAX

EU/1/25/1909/002

9. HMEPOMHNIA NPQTHX ET'KPIZTHX/ANANEQXHY THX AAEIAX

Hpepopnvia mpdng éykprong: 4 Ampikiov 2025

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aemtopepeic TAnpopopieg yio To Tapdv POPUOKEVTIKO TPOiOV Elvar dSL0BECIUES GTOV SIKTLOKO TOTO
tov Evponaikod Opyavicpod @apudkmv: https://www.ema.europa.eu
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ITAPAPTHMA 11

IMAPAXKEYAXTHYX THX BIOAOTI'TKQX APAXTIKHX
OYXIAX KAI HTAPAXKEYAXTEX YIIEYOYNOI I'TA THN
AIIOAEXMEYXH TQN ITAPTIAQN

OPOI'H TIEPIOPIEMOI XXETIKA ME TH AIAGEXH KAI
TH XPHXH

AAAOI OPOI KAI ATITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H IEPIOPIEMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEZMATIKH XPHXH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A.  TNAPAXKEYAXTHX THX BIOAOTIKQX APAXTIKHX OYXIAX KAI
HAPAXKEYAXTEX YHHEY®OYNOI I'TA THN AIIOAEXMEYXH TQN ITAPTIAQN

‘Ovoua kot d1evfuvon Tov TOPAGKEVOGTN THE BLoA0YIKGOC dPAGTIKAC 0VGIAC

Amgen Singapore Manufacturing
1 Tuas View Drive
Zwykamovpn 637026

Ovopa kot 61evfvvon tov(tav) TopocskevostH(®V) Tov givor vrevHuvoc(ol) Yo THV OT0dEGUELCT) TV
TOPTIdWY

Amgen Technology (Ireland) UC
Pottery Road, Dun Laoghaire
Co. Dublin

A96 F2A8

Iphavdia

Amgen NV
Telecomlaan 5-7
1831 Diegem
Béiyo

270 évtumo GOUAAO 0dNYLOV YPTOTG TOV POPHOKEVTIKOV TPOIOVTOG TPEMEL VAL OVaYPAPETAL TO GVOLLDL
Ko 1 91e0BVVON TOL TAPACKEVAGT OV £ival VIEHOVVOG YOl TNV ATOOEGUEVOT TG OYETIKNG TAPTIONS.
B. OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH

DoppokevTIKO TPOIOV Y10, TO 07010 amatteital Teptoptopévn otpikn cuvtayn (BA. mopdptnua I:
[epiinym tov Xapoktnpiotikev Tov [Ipoidvtog, napdypapog 4.2).

I AAAOI OPOI KAI ATTAITHXZEIX THX AAEIAYX KYKAO®OPIAX

. Ex0<og1g meprodikng mapakorovdnong g aopdirerog (PSURS)

Ot amoitioelg yio tnv vrofoin tov PSURS yia to v Adym @oppakentikd mpoiov opifovrol otov
KOTAAOYO pE TIg Nuepopnvieg avapopds g Evmong (katdhoyog EURD) nov mapatifetor otnv

mapdypoeo 7, tov dpbpov 107y, tng odnyiag 2001/83/EK kot kabe erakdiovdng emkaiporoinong
OTMG OMNUOCIEVETAL GTIV EVPMOTAIKT SIKTVOKT TOAT] Y10 TO PAPHOKOL.

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

. Yyéoro owayeipiong Kivovvovu (ZAK)

O Karoyog Adetag Kvkiopopiag (KAK) Ba dieEaydyet Tig amaitodpeveg SpactnploTnTes Kot

ToPEUPACELS PUPUAKOETOYPOTVIONG OTMG TopoLSLalovtal 610 cLHEOVNOEY ZAK mov mapovcidleTat

otV evotnta 1.8.2 g ddetog KukAoPOpiag Kot 0TO1EGONTOTE EMAKOAOVOESG EYKEKPIUEVEG
avabempnoelg tov TAK.
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"Eva emkarporompévo LAK Ba mpémel va kototedet:

. Metd and aitnpo tov Evponraikod Opyavicpov Gapudkmv,

. OnoTedNTOTE TPOTOTOLEITOL TO GVOTNUA OLoElPIoNG KIvOOVOV, EI0IKA MG AMOTEAEGLO ANYNG
VE®V TANPOPOPIDY TOL UTOPOVV VO, ETLPEPOVY GNUAVTIKT GALAYT] GTN GYECT] 0PEAOVC-KIVOHVOL
N ©¢ AMOTELEGHLA TNG EMTEVLENG EVOG OTLAVTLKOD OPOGTLOV (QOPLOKOETOYPOTVIION N
gloLoTOMOINo™ KIvovVOoD).

Edv n vroPoin pag PSUR kot 1 emtkapomoinon tov XAK cuumintovy, dvvatal vo katotedodv
TOVTOYPOVA.

2vomnuo PopULoKoEToypOTVIONC

O KAK mpémet va d1ac@aricel 6Tt To GOGTNLO QAPLOKOETOYPVTVIOTG TTOV TAPOVGLALETAL OTNV
evotra 1.8.1 g ddetag kukhopopiog £xel eykataotadel Kot Aettovpyel TPV Kot KATd T S1apKEL
KUKAOQOPIOG TOV POPUAKEVTIKOD TPOIOVTOG TNV OyopdL.

. EmnapocOeto pétpa ehayiotonoinong Kivovvov

O KAK cvpowvei va mapdoyel e0pomaikd ekmaldevtikd vAKO yio to PAVBLU. ITpwv and v
KUKAOQOpia Kot Katd T ddpreta {ong Tov tpoidvtog o kabe Kpdrog Méhog, o0 KAK 0a cuppmvioet
Y10 TO TEAIKO EKTOOEVTIKO VAKO pe v EOvikn Appodia Apyn.

O KAK dwocpalilet, oe cvvéyeto culnmoewv Kot cvppaviog pe tig EBvikég Appodiec Apyéc oe ke
Kpdroc Méroc mov 10 PAVBLU xukhopopel, 6t Oa mapéyetor o€ OAeg TIG 0PBOALOAOYIKEG KAVIKEG,
nov T0 PAVBLU avapévetat va ypnoiporombei, makéto mAnpopopidv yia tov 1rpd mov Ha mepiéyet
Ta okoAovBa ooty el

. OoMyod TANPOPOPLOV Yo TOV 10TPO

. Mayvnrtookdnnon g d1ad1kaciog EVOoDaAOEISIKNG EVEGTG
. Ewovoypappo tng dtodikaciog evooDaAogdkNng Eveong
. [Mokéta TANPOPOPLOV YO TOV AoHEV

Ot TAnpopopies Yo TOV 10TPO OTO EKTALOEVTIKO VAIKO TPETEL VAL TEPIEXOLV TO TOPUKAT® OVGLHON

oot el

. Teyvikéc yuo evooHOAOEIDIKT £VEST) GLUTEPIAAUPAVOLEVIC TG ¥PNONG Hiag BeLdva éveong
30 G, ka1 g yoviag £yyvong

. EmBefainon 61t 10 graridto kot 1 mpoyeopévn cvptyya tpoopilovrar povo yia pia xpnon

. H avéyxn yo v amofoin tepicoeiag dykov amd m cvpryya mptv amod v éveon PAVBLU yuo
TNV 0TOEVYT| VITEPOOCOAOYING

. [Mopakorovdnon T@v achevdv petd TV vOoDAAOEIIKT| £VEGT CUUTEPIAAUPOVOUEVNG TNG
TOPUKOAOVONONG TNG OTTIKNG 0ELTNTAG KOl ADENGONG TNG EVOOPBAALLNG TTiEOT|G LETA TNV £VEDT

. Boaotkd onpeio Kol COUTTOUOTO TOV OVETIOOUNTOV EVEPYEIDV TIOL GyeTilovTol e

€VOODAAOEIDIKT £vEaT cupmepAapPovouévng e evooeBulpitidag, Tng evooPOaALog
QAEYHOVIG, TNG 0LENUEVN S EVOOPBGAING TTiEONS, TNG POYUNG TOV HUEAXYYPMOTIKOV EMOMNAIOD
TOL AUPPANGTPOEIBOVE KO TOV KATAPPAKTN

. IMvaixeg acbeveic oe avamapaywytkn nAkio Tpénetl va AAPOVY OTOTEAEGUATIKT AVTIGOAANYN
Kol 01 £YKVEG Yuvaikeg o€ Oa mpémet va Adfovv to PAVBLU.

To makéto evnuEPMONG TOV AGHEVAOY TOV EKTUIOEVTIKOD VAKOD TEPIAAUPAVEL EVOY EVIIUEPOTIKO
00176 0.e0gvolc Kot pio aKOVoTIKY £€K606T anToD. O eVNUEPMTIKOG 001Y0G AGHEVODG TTEPLEXEL TIG
aKOlovbec 0VOIMOEIG TANPOPOpPIES:

. DvAA0 Odnyidv Xpnong

. [owot Ba wpémer va Bepamevovtan pe 1o PAVBLU

. g va mpoetoaotel yia ) Oepaneio pe PAVBLU

. [Tow givor T frjpata wov axorovBovv ) Bepaneia pe PAVBLU

. Baokd onueio Kot COUTTOUOTO TOV GOPAPOV aVETIOOUNTOV EVEPYELDY GUUTEPIAAUPBAVOUEVNC

g evoopOaApiTIONG, TNG EVOOPOAALING PAEYUOVAG, TNG ALENUEVNC EVOOQBGALIOG TTiEoNG, TNG
POYUNG TOV LEAAYYPOOTIKOD EMONAIOD TOL AUPIPANGTPOEIDOVE KL TOL KOTAPPAKTY
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[ote va avalnthoel eneiyovco @povtida amd TOLG ETOYYEALATIEG TOV TOUEN VYELOG
IMuvaixeg acBeveic oe avamapoaywykn nAkio Tpémel vo AGBouv amoTeELEGUATIKT AVTIGOAAYN
Ko 01 £YKVeEG yuvaikeg o€ Oa mpémel va Aapovy to PAVBLU.
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ITAPAPTHMA II1

ENNIXHMANXH KAI ®YAAO OAHT'TQN XPHXHX
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A. EIIXHMANXH
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ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA
KOYTI

Hpoygpiopnévn ovpryya

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

PAVBLU 40 mg/ ml gvéciuo didAvua o€ Tpoyspucuévn copryya
aQAPepoéntn

‘ 2. YYNOEXH XE APAXTIKH OYXIA

1 mpoyepuiopévn ovpryyo mepiéxet 3,6 mg apiifepoiéning oe 0,09 ml Swoivparog. (40 mg/ml)

3. KATAAOI'OX EKAOXQN

"Exdoya: ITohvcsopPikd 80, cakyapoln, a-o tpeardln 61wdpikr, VO®P Yio EVECIULA.

4. POPAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéoipo o1dAvpo 6 TpOyEUIGUEVT GOPLYYOL

1 mpoyepopévn ovpryyo mepiéxet 3,6 mg apiPepoéntng o 0,09 ml dwadvporog (40 mg / ml).
Amodider 1 povn 66om twv 2 mg/0,05ml.

‘ 5. TPOIIOX KAI OAOX XOPHI'HXHX

Evéobaiocidkn yopnynon.

To pio povo ypnom.

AwPaote T0 PUALO 0INYIOV YPNONG TPV OO TN XPTOT).

Avolyete TV amooTEP®UEVN KOWEAN LOVO EVTOC oG kabapng aiBovcag yoprynong.
ITepiooeia 6yKov mpémetl va apatpeitat TP omd TV EVEOT).

6. EIAIKH ITPOEIAOIIOIHXEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
MPOION MPEIEI NA ®YAAXXETAI XE OEXH THN OIIOIA AEN BAEIIOYN KAI
AEN ITPOXEITIZOYN TA ITAIAIA

Na pvidooetar o€ 0éom, Vv onoia dev PAETOLY Kot dev TPoceYYilovy T TOLSIA.

(7. AAAH(EZ) EIAIKH(EX) IPOEIAONIOIHZH(EIY), EAN EINAI AlIAPAITHTH(EY) |

|8.  HMEPOMHNIA AHEHX |

AHEH
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| 9. EIAIKEX XYNOHKEYX OYAAEHX

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

10. TAIAITEPEXZ TIPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH
XPHZIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHOAEIMMATON ITOY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Amgen Technology (Ireland) UC,
Pottery Road, Dun Laoghaire,
Co. Dublin,

A96 F2A8,

Iphavdia

12.  APIOMOZ(OI) AAEIAY KYKAO®OPIAXZ

EU/1/25/1909/001

[ 13.  APIOMOZX IIAPTIAAX

[oaprtida

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHTIEX XPHIHX

| 16. TAHPO®OPIEX XE BRAILLE

H oitioAdynon yuo va pnv meptinedei  ypaoen Braille eivon omodekt.

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

A160146T0TOC YPAUUU®TOS KDOKAS (2D) Tov pépel Tov TePIANQOEVTO LOVAOIKO AVAYVOPIGTIKO KMOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX I1IOY ITIPEITEI NA ANATPA®ONTAI XTIX XYXKEYAXIEX
TYIIOY BLISTER "H XTIX TAINIEX

Ipoyguiopévny cvpryyo

| 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITIPOIONTOX

PAVBLU 40 mg/ml evéoipo diddlopo
apAMPBepcéntn

| 2. ONOMA KATOXOY THX AAEIAY KYKAO®OPIAX

Amgen

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOZX IMAPTIAAY, XTOIXEIA AOTH KAI KQAIKOI ITPOIONTOX

Lot

| 5.  AAAA XTOIXEIA

Evdobaioedikn yopriynon
E&aydyog 6ykog 0,09 mli
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
YXTOIXEIQAEIX XYXKEYAXIEX
EINIXHMANXH

Ipoygmopévy ovpryya

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX XOPHI'HIHE

PAVBLU 40 mg/ml evéouo dtdAvpa
apAPepoéntn
Evdotaiogidikn yopnynon

‘ 2. TPOIIOX XOPHI'HXHX

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOX ITAPTIAAX

Lot

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

0,09 ml

6.  AAAA ITOIXEIA
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ENAEIZEIX IIOY ITPEIIEI NA ANATPA®ONTAI XTHN
EZQTEPIKH XYXKEYAXIA

KOYTI

Dro)ioo

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

PAVBLU 40 mg/ml evéoo didAvpa og @loAioto
apAPepoéntn

| 2. XYNOEXH XE APAXTIKH OYXIA

1 proAidio mepiéyel 4 mg aphiPepoénme oe 0,1 ml drodvporog. (40 mg/ml)

| 3. KATAAOI'OX EKAOXQN

"Exdoya: ITohvsopPikd 80, cakyapoln, a-o tpeardln S1wdpikn, DOmP Yio EVECIULA.

| 4. GOAPMAKOTEXNIKH MOP®H KAI IIEPIEXOMENO

Evéopo o1dAvpa e @loridio

1 proidio mepiéyet 4 mg aprPepoéntng o 0,1 ml drodvuartog (40 mg/ml).
Amodidel 1 povn d6om tov 2 mg/0,05 ml.

| 5. TPOIIOX KAI OAOX XOPHI'HXHX

Evdotaiogidikn yopnynon.

To pio gpnom povo.

AwPaote T0 PUALO 0INYIOV YPNONG TPV OO TN XPTOT).

H nepiooeia dykov mpémet vo agoipeital Tpv amd Ty Eveon.

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

Na puAdooetatl og Béon, TV omoia dev PAEmOLY Kot dev Tpoceyyilovy Ta Tod1d.

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

8.  HMEPOMHNIA AHEHX

AHEH
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| 9. EIAIKEX XYNOHKEYX OYAAEHX

dvrdcoete o€ Yoyeio.
Mnv KatoyoyeTe.
DuAGGGETE GTOV OPYLKO TEPIEKTN Y10 VO TPOGTATEVETOAL OO TO PG,

10. TAIAITEPEXZ TIPO®YAAEEIX I'TA THN ATIOPPIYH TQN MH
XPHZIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TQN
YIHOAEIMMATON ITOY HPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

| 11. ONOMA KAI AIEYOYNXZH KATOXOY THX AAEIAY KYKAO®OPIAX

Amgen Technology (Ireland) UC,
Pottery Road, Dun Laoghaire,
Co. Dublin,

A96 F2A8,

Iphavdia

12.  APIOMOZ(OI) AAEIAY KYKAO®OPIAXZ

EU/1/25/1909/002

[ 13.  APIOMOZX IIAPTIAAX

[oaprtida

| 14. TENIKH KATATAZEH I'lA TH AIAGEXH

| 15. OAHTIEX XPHIHX

| 16. TAHPO®OPIEX XE BRAILLE

H oitioAdynon yuo va pnv meptinedei  ypaoen Braille eivon omodekt.

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

A160186T0TOC YPAUUUOTOS KDOKAS (2D) Tov pépel Tov TePIANQOEVTO LOVAOIKO OVOYVOPLOTIKO KOOIKO.

18. MONAAIKOX ANAI'NQPIXTIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQIIO
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EAAXIXTEX ENAEIZEIX ITIOY IIPEIIEI NA ANATPA®ONTAI XTIX MIKPEX
YLTOIXEIQAEIX XYXKEYAXIEX

EINIXHMANXH

Dro)ioo

| 1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX KAI OAOX XOPHI'HEHE

PAVBLU 40 mg/ml evéouo dtdAvpa
apAPepoéntn
Evdotaiogidikn yopnynon

| 2. TPOIIOX XOPHI'HXHX

| 3. HMEPOMHNIA AHEHX

EXP

| 4. APIOMOZX IIAPTIAAX

Lot

| 5. HEPIEXOMENO KATA BAPOZXZ, KAT’ OT'KO 'H KATA MONAAA

0,1 ml

| 6.  AAAA LTOIXEIA
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B. ®YAAO OAHI'TQN XPHXHX
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®viro oonyr@V ypfong: IIAnpoeopiss yio Tov a.c0evi)

PAVBLU 40 mg/ml gvéoypo didiopa o€ poyspiopévny ocopryya
apAPepoénn

vTo PAPLOKO aTO TEAEL VIO GLUTANPOUOTIKT TOPAKOAOVON oM. AVTo Oa eMTPEYEL TO YPTYOPO
TPOGIOPICUO VEDV TANPOPOPLAY aoPdieiac. Mropeite va fonbnoete LEcw ¢ avagopds Thavmv
AVETBOUNTWOV EVEPYELDV TTIOL EVOEYOLEVMG TTopovatalete. BA. Téhog ¢ mapaypdeov 4 yia tov 1pdmo
avoPOPAG AVETIOOUNTOV EVEPYELDV.

AP aoTE TPOGEKTIKG OALOKANPO TO PVAAO 00N YOV %P1 ONS TTPLY GOS YopN YN0l avTd TO Pdppaxo,

00T TEPLAOpPavEL oNUOVTIKES TANPOPOPIES VIO GaC.

- DuAdETe avTod TO PUALO 0dN YLDV YpIoNc. Towg xpetaotel va To dafdoete Eavd.

- Edv éxete mepartépo anopieg, poTNOTE TOV YIOTPO GO,

- Edv mapatnpnoete kdmowo avemBOunt evEPYELn, EVILEPDCTE TOV Y1UTPO GOG. AVTH 1oYVEL Kot
v K60 OV avemBOUNTN EVEPYELD TTOV JEV OVAPEPETOL GTO TAPOV PVAAO 00T YLDV YPNONC.
BAéne mapdaypago 4.

T epréyel To mapov gOALO 00NYLOV:

T etvan 1o PAVBLU xon o eivou n yprion tov

T pémer va yvopilete mpv cag yopnyndei to PAVBLU
g 6o cag yopnynoei to PAVBLU

[TBavég avemBOunTeg evépyeteg

[Mog va puridooete to PAVBLU

[Mepieydpeva e cLEKEVAGING Kot AOITEG TANPOPOPiES

ok whE

1. Tuv givan 10 PAVBLU ko owa givor n ypion tov

To PAVBLU givon éva diddvpa mov yopnyeitar pe £veon LEGH 6TO LATL GTOVG EVIAMKES Y1dL T

Bepameio KATAGTAGEWV TOV LaTIOV TOV ovoudlovTon

- veoayyewakn (VyPov THTOV) NAKLOKY EKPOAoN TG W)Pdg kNAidag (vypod Tomov AMD),

- dwtapayn g 6paocng and devteponafig oidnpa g @ypdg knAidog mov opeiletal o€
amoepoén eAéBac Tov apeipinotpoetdoie (kKhadikng RVO (BRVO) 1) kevipikng RVO
(CRVO)),

- pelwpévn opacn Adyw drafntikod odnuatog g oxpds kniidag (DME),

- HEIOUEVN 0pacT AOY® HVOTIKNAG XOPLOEOIKNG veoayyeimong (Lommikh CNV).

H apMPepoénn, n dpactikn ovcia tov PAVBLU, arokAeiel tn dpactnplotnto pog opadog
apayoviov, mov gival yvootol og VEGF-A (ayyelakdg evdodniiarog avéntikdc mapdyovioag A) Kot
PIGF (mhakovvtiokog avéntikdc mapayoviag).

e aoBeveic pe vypod TOmov AMD kot pvemiky CNV , avtoi o1 mapdyovteg, 0tav Ppickovtal o€
avénpévn ToooTNTO, GLGYETILOVTAL GTO LU PLGIOAOYIKO GYNUOTICHO VEDV LLOMOP®V AyYEI®V GTO
patl. Avtd ta vEQ aLLo@Op ayYEID LTOPOVV VO TPOKAAEGOLV TN SlOPPOT) GUGTATIKAOV OiIOTOC LEGO
0TO MATL Kol €TakOA0VON PAAPT TOV 1IGTGV TOL LATION TOL Eivat vIEVOBVVOL Yo TNV OpPUOT).

e aoBeveic pe CRVO, ocvppaivel amd@paln 6To KOPLO Ao@Opo oyyelo TOV HETAPEPEL OO, LOKPLE
amo Tov aUPPANGTPOEdT). Q¢ amdvinon, ta exinedo tov VEGF avédvovtal tpokaidvtag tn dtoppon
VYPOY PEGH GTOV AUPIPANGTPOEIDT KOl KOTA GUVETELD, 001 YOOV o€ €£0idnon Tng oypds kniidag, (To
TUALA TOV AUPPBANGTPOEL0DE oL £ival LITEVOBVVO Yo TN AETTH OPOACT) KATAGTAGT TOL ovopdaleTal
oldnua ¢ oypdg knAidoc. Otoav 1 oypd knAida yeuilel pe vypo, n KEVIPIKN Opac Yivetatl OoAn.

e aoBeveic pe BRVO, wa 1 meprocdtepeg S10KA0dMOELS TOL KHPLOL OLOPOPO OyYEIOL TTOV
LETAQEPEL TO Ol pLakpld omd Tov apePANcTpoeldn, epmodiletat. Q¢ emakoiovbo, Ta eninedo VEGF

84



av&AVOVTAL TPOKOAMVTAG TNV deppoT] VYPOD EVTOG TOV AUPIPANCGTPOELON KOl GUVETMG TPOKAADVTOS
oidnua e oypdg knAidoc.

To dwafnricd oidnua g oxpds KnAidag eival To «poHeKMUM» TOV AUPIPANGTPOEISOVG TO OTTOI0
ovppaivel o aoBeveig pe 1PN AOY® S10ppong LYPOL OO TO. ALULOPOPE. AYYELD EVTOG TNG WYPAS
knAidag. H oypd knAida elvar o tuipa tov apeiPAnctpogidovg vrevduvo yo Ty kaAdn opact. Otav n)
oyp& KnAida yepilel pe vypo, n Kevipikn Opacn yivetror Boin.

To PAVBLU é£yet kataderybel 60TL oTapaTd TV AVATTUEN VEDOV 1] PUCIOAOYIK®Y QULOQOPOV ayYEi®DY
GTO UATL, T 0Toio cLYVE TaPoLGLalovy dtappon VYPov 1N arpoppayodv. To PAVBLU propel va
BonOnoetl ot otabepomoinon Kal, 6€ TOALEC TEPUTTOGELS, 6TN PEATIOOT TNG OTOAELNG TNG OPOGTG TOL
oyetiletan pe v vypov thmov AMD, CRVO, BRVO, DME xot poomiky CNV.

2. Tvnpéner va yvopilete Tpv vo cag yopnynOei o PAVBLU
Agv 0a cag yopnyn0ei o PAVBLU

- o€ mepintwon aliepyiog oty aAPepcEntn 1 6€ 0TO0INTOTE AALO OO TO, GVGTATIKA CVTOV
TOV POPUAKOL (OVaQEPOVTIAL GTNV TOPAypapo 6).

- €qv &xete evepyn 1 evoeyopevn LoAvven péoa 1 yopm omd to pitt (0@BaApixg 1 TepLo@Oaipkn
rotlpwén).

- €y £yete coPapn AEYLOVI TOL LATIOV (TTOL VTOJEIKVOETAL OO TOVO 1 EpLOPOTNTA).

pogidomomoeig kor TpoPuraserg

AmevBuvbeite otov yaTpd cog Tpv cog yopnynoei to PAVBLU:

- €V €yete YAaOK®UA.

- €4V €xeTe 10TOPIKO AApye®V 1 EI0POUATOV TNV OPUGCT GOG Kot AV EYETE Lo Eapvikn avénon
ToL peyéBoug kat Tov aplfuol TV eEdpoUdToY.

- €4V TpoypLaTOTOMONKE 1 EIVOL TPOYPAUUATIGUEVT YELPOVPYIKT EXEUPOAOT GTOV 0POUAUO GOGC
EVTOG TMV TPOTYOVUEVAV 1] TOV ETOUEVAOV TEGCAPWOV ERSOUASOV.

- gav €xete oofopn popery CRVO 11 BRVO (1oyoypukny CRVO 1 BRVO), n Ogponeia pe to
PAVBLU 6¢ cuvictdrol.

EmumAéov, eivan onpavtikd va yvopilete 6t

- N acedAetlo ka1 omotereouatikotnTa Tov PAVBLU 6tav yopnyeiton kol 6tovg 000
0pOoAp0OE TaVTOYPOVA dEV EYOVV LUEAETNOEL GUOTNUATIKA KOl EGV YIVEL XpAOT UE OLTO TOV
TpOTo pmopel va avénbdei o kKivouvog v TapovGIIGTOVY YEVIKA 0vemBOUNTES EVEPYELEC.

- o1 gvéoelg e 1o PAVBLU propodv va pokoiécovy o avénon otny mieon Tou Hation
(evdopbaiia Tigon) o€ opiopévoug acbeveic evtog 60 Aentdv amd v éveon). O yiatpog oag Oa
TOPUKOAOVONGEL TNV TiEoN TOL HaTIOD UETA TNV £vea.

- €4V avamTOEETE Lo LOAVVON 1] PAEYLOVY|] GTO ECMTEPLKO TOV HOTLoV (evoopBaiuitidon) 1 dAAeg
EMMAOKEG, UTOPEL VO ELPAVICETE 0PBUALLIKO TOVO 1 oENLEVN duoPOopia, ETLOEIVOVLEVN
£pLOPOTNTA TOL HOTIOD, OOAN 1| HEL®UEVT OpaoT), Kat ovénuévn evatctnoia 6To g,

OO0 TOTE GUUTTAOUATO EIVOL GILOVTIKO VO S10LYVOGTOVV KO VO OVTILETOTIGTOVV OGO TO
duvatdv cuvtoudTEPO.

- 0 YTpog cog Oa eAéyEet edv Exete AAAOVE TAPAYOVTEC KIVOHVOL TTOV Umopel vo, avfeouy Ty
mOavoTnTa pRéENG N ATOKOAANGNG GE HOG €K T® OTIRAd®V 6TO Tio® PEPOG TOL 0PHAALOD
(amoxOAAN O OUPIPANGTPOELDOVG 1] PTIEN Kot pOYUN 1] OTOKOAANGT] TOV LEAXYYPDCTIKOD
emOnAiov Tov apPIPAnoTpoeldovc, omote e avth TV mepintwon 1o PAVBLU Ba mpénet va
yopnynbOei pe Tpocoyn.

- to PAVBLU dev ntpémet va ypnotponoteitol katd tn S1dpKeLd TG EYKVUOGUVNG EKTOG €AV TO
eVOEYOLEVO OPENOG VITEPTEPEL TOV EVIEYOLEVOL KIVODVOD Y10, TO ayEVVITO PPEPOc.

- o1 yuvaikeg 6€ avamopay®yk NAKio TPETEL VO YPNGILOTOIOVY OTOTEAECLOTIKT] VTIGOAAYN
KaTd T O1apKeLn TG BEpameiog Kot Yo TOVANYIGTOV TPELG EMMAEOV UNVEG LETE TNV TEAEVLTOINL
éveon tov PAVBLU.
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H ocvotuotikn xpnon avactorémv tov VEGF, mopopoimy ovcidv e ekeiveg mov mTepiéyet 1o
PAVBLU, oyetileton duvntikd pe tov kivovvo dnutovpyiog Opdupov tov aipatog ot omoiot ppalovv
T oloPoOpa ayyeio (mepiototikd OpoppfosuPolkdv apTnPloK®V ETEIGOdI®MV) TOL PTOPEL VoL

001 YNNCOLV GE KapdlaKn TPOGPOAT] 1} AyYELKO EYKEQOMKO ENEICOO10. BE®PNTIKA VIAPYEL EVOG
Kivduvog Tétolmv cuuPdviov petd v éveon tov PAVBLU oto pati. Yadpyovv meplopiopéva
dedopéva yia v acediela ot Bepaneia acbevav ue CRVO, BRVO, DME kot poomikiy CNV ot
010101 £YOVV VTOCTEL AYYELNKO EYKEPAAIKO EXELGODI0 1) EAAPPV EYKEPOUAMKO (TOPOSIKO 10 OUIKO
enelcd610) N Kopdlokn TPocsPoin evtdg Twv Tponyoduevey 6 unvav. Edv kédmoto and avtd cog
apopd, to PAVBLU 0o yopnynOel pe mpocoyn.

Yrapyet povo mepropiopévn epmeipio ot Bepaneio

- acBevav pe DME Aoyw dopnn tomov |.

- SN TikdV pe ToAD VYNAEC uEGEG TIHEG GoKyApoL Tov aipatog (HbALC dve tov 12%).

- SwfnTikadv pe pa Tadnon twv oeOoipndv mov Tpokaieitot amd To Sefrn N onoia ovopdleton
TOPAYYIKN SN TIKn augiPAnotposidonddeia.

Agv vrapyetl epmepio otn Oepaneio

- acOevav pe o&eieg AolumEeLs.

- acBevav pe dALec TaBNoELS TV 0QOAAU®Y OTWOC OTOKOAANGT TOV OUEIPANGTPOEISOVG 1| 0T
™G OYPAG KNALdaG.

- SfnTikdv e un eheyxOUeVn, VYNAR opTNPLOKN TTEST).

- un Actatdv acdsvov pe poomik) CNV.

- acOevdv ot omoiol Exovv mponyovuévmg vtoPAnOel oe Bepomeio yio poomiky CNV.

- acBevdv pe PraPeg €€ and To Kevipkd onpeio g wypag kniidag (eEmPobpicés PraPeq) ya
poomwkn CNV.

Edv kdmo1o amd ta Topanive cog opopd, o yiotpog cog Oo AdPet vdyn avtiyv v ALy
TANpoPOpL®V OTaV Gag yopnynoet Bepomeio pe to PAVBLU.

Howwa kot Eenpor

H ypnion tov PAVBLU c¢ moudid 1 epnfoug kdtw tov 18 etdv dev &xet peketn el kabmdg 1 vypov
tomov AMD, CRVO, BRVO, DME «a1 pvornik CNV givarl mabnoeic mov tpocsBaiovy Kupiwe Toug
EVAAIKEG. ZUVETMGC 1) XPNON TOL OEV aPOPE LTV TNV NAKLOKT OUAOa.

Alha @appoka kot PAVBLU

Evnuepmaote tov yiatpd cag edv ypnoiponoteite, £xete TPOCOATO YPTCLOTOUCEL 1] LTOPEL VOL
YPNOUYLOTOGETE GALO QAPLLOKAL.

Kinon ko Onraopig

- IMovaikeg og avoamapoymyikn NAKIo TPETEL VA YPTCLUOTOIOVV ATOTEAEGLOTIKT OVTIGOAANYN
Katd TN Stdpkeln TG Oepameiag Kot Y10 TOVAGYIGTOV TPEIC EMTAEOV UIVEG LETE TNV TEAELTALN
éveon tov PAVBLU.

- Agv vrapyet eumeipia amo ™ xpnon tov PAVBLU g éykveg yovaikes. To PAVBLU odev mpémet
VoL YPNCIUOTOLEITAL KOTA T OAPKELR TG EYKVUOGVVIG EKTOG EAV TO EVOEYOUEVO OPELOG
VIEPTEPEL TOV EVOEYOUEVOL KIVOUVOUL Y10, To EUPpuo. Edv giobe éykvog 1 oyedialete vo peivete
€yxvoc, cu{ntnote yuo 1o B&pa avTo pe Tov yuTpd cog tptv T Oepaneio pe to PAVBLU.

- Mikpéc mocdtntec tov PAVBLU pmopei va mepdoovy oto avBpamvo yola. Ot emntmdoelg 610
veoyvo/Bpépog mov Onidalet eivar dyvootec. To PAVBLU dgv cuvictdtot kotd tnv S14pKeLn TOV
Onroopov. Eav Onidlete, culntote pe tov yiotpod cog mpwv amod v Oepaneio pe PAVBLU.
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001 yNoN KoL LEPLOPOG PNYavVRETOV

Metd v éveon cag pe to PAVBLU, umopei va epoavicete opiopéveg Tpocmpiveg Satapayes g
opaong. Mnv odnyeite 1| xepileote unyaviLLOTa Y10, 0G0 YPOVIKO SIAGTNIO S10PKOVY AVTEC OL
dwataporyc.

To PAVBLU mepiéyer

To papuoako avtd mepiéyet Mydtepo amd 1 mmol vatpiov (23 mg) avd doon, givat avtd mov
ovopalovpe «erevBepo vatpiovy.

Av16 10 @appaxo meptéyet 0,005 mg morvcsopPikov 80 ce kdbe d6omn 0,05 ml mov 1wodvvapovv o
0,1 mg/ml. To moAvoopPikd umopei va tpokaiésovy oAlepyikéc avtidpdoeig. Evnuepdote Tov 101pd
00 OV £YETE YVMOOTEG OAAEPYIES.

3. Ilog 0a cag yopnyndei o PAVBLU

"Evag yioutpog éumelpog 6t xopnynon evécemv oto patt Ba kdver v éveon tov PAVBLU péoa oto
pétt coc vd donmreg (Kobapég Kot e amooTelpwon) cuvOnKec.

H ocvvictdpevn 86on givan 2 mg apiepoéntng (0,05 ml).
To PAVBLU yopnyeitar g éveon pécsa oto PaTtt cog (evOoHahoeldikn Eveon).

[pw v éveon, o yatpds oag Bo xpnoLomoroel amOAVUAVTIKO 0QOUAIKO Sidivpa Yo va kabapicet
T0 UATL GOG TPOCEKTIKA, £TGL MOTE VO AmoPeLyOel | LOALVET. O Y1atpds oag Ba Gag YopNnyNoeL Eniong

£€va, TOTIKO avoleONTIKO Y10 v EAATTMOCEL 1] VO AOTPEYEL TOV TOVO TTOV 16MC GOC TPOKAAESEL 1| EVEDT.

Yypod tomov AMD

Ot acbeveig pe vypov tomov AMD 0o Aappdvovv Bepameio pe pio Eveon ava Uva Yo TPELG SLUOOYIKES
J0GELS KOl GTY] GUVEYELD UE pio KOO EVEST] HETA OO GAAOVG dVO UNVEC.

O yatpdg cag Ba amopacicetl dv TO HecodAaTN L TG Bepameiag avapesa oTig EVECELG UTOPEL v
Sdtnpn et yio kéOe 600 pRveg N Oa Tpémer otadiakd vo enektabdel oe pecodlooTHOTO TOV 2- 1
4- efdopddmv epdoov N Katdotaon cag £yl otabepomoindet.

Edv n xotdotaon oog emidevmbel, T0 Hecod1AoTI AVALESH TIG EVECELG UTOPET VO petmOEt.

Extég edv mapovoidoete Kamoo TpofAnpe 1 oog GVUPOVAEYEL SLOUPOPETIKA O YLOTPOG GOC, OEV
VILAPYEL AVAYKT 0O EGAC VO EXCKEPTEITE TO YIATPO GO OTNV TEPI0O0 UETAED TOV EVEGEDV.

Aevteporabéc oidnuo. tne wypdc knlidoc axd RVO (kladik RVO # xevipiry RVO)

O ywtpog cog Oo kabopicel To 7o amoTEAEGLOTIKO OEpamenTIKd TPOYPAUX Yio EGAC. Oa EeKivioeTe
T Oepaneio oag pe pia oepd amd punviaieg evéoelg PAVBLU.

Ta ¥poVIKA SIAGTAUATA OVAIESH GE VO EVESELC O Do TPEMEL Vo eival UKPOTEPD, OO £VOL UMV

O ywtpog cog pmopet va anopacicet tn dtokon g Oepaneiog pe to PAVBLU gdv dev enmwpeieiote
omd oT.

H Bepaneia cog 0o cvveyiotel pe unviaieg evéoelg péxpt va otabepomondel 1 KATAGTOCH GOG,

O ywatpog oag Oa mapakorovdel v avtamokpion cog ot Bepameio kol TOAVOS Vo cuveyicel T
Oepamneio aVEAVOVTOG GTASIOKA TO LEGOSIUGTILOTO OVAIESO OTIG EVECELS TPOKELUEVOL VO, SLOTNPTOEL
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po otabepn| katdotaor. Edv 1 kotdotaon cag apyicel va ETOEVOVETOL LETE TNV TAPATOOT) TOV
pecodactnudtoy Bepamneiog, o yotpodg oag Ba LEIDMGEL TaL SIUCTAHOTO AVTICTOLYOL.

Avdaroya pe v avtomdkpion wov Ba £xete otn Oepameio 0 yloTpog Goc 0o AmoPAGIGEL TO TPOYPALLLLD
TapaKolovONnoNg oxeTikd pe Tig e&eTdoelg kot Oepaneieg cag.

Awafntixd oidnua. s wypdc kniidag (DME)

Ot acBeveig pe DME 6o Aapfavovv Bepameia pe pio £veorn ové piva yuo Tic TpOTES TEVTE SLOO0YKES
d00¢1g Kat ot cvvEela e pio éveon Kabe 600 puveg oto e&nc.

To pecodiaotnpa peta&d Tov Bepaneidv propet va dotnpnBel 6Tovg dVo punveg N va TPocaprocTel
oTNV Kotdotaon cag, te Paorn v e€étaon tov yatpol cag. O yiatpog cag Bo amopacicet oyeTikd pe

TO TPOYPOAULD Yo TIG EEETAGELG TOPOKOAOVOTONG.

O ywtpog cog pmopet va oamopacicet T dtoukon g Oepaneiog pe to PAVBLU edv Oempel 611 dev
oeeleiote amd T ocvveylouevn Bepaneia.

Mowmix CNV

Ot acbeveig pe poomiky CNV vrofdiiovtol oe Bepomeio pe o epdmoé éveon. Oa AaPete Tepartép®
EVECELS LOVO €AV 01 EEETAGELS TOV YLOTPOV GOG OTOKOAVYOLV OTL 1] KATAGTAGT GoG 0gVv Exel PeATIwBEL

To ypovikod didotnua petald Tmv 000 evécewv dgv TPEMEL va Eival LIKPOTEPO TOL VO UNVOG.

Edv n xotdotaon cog eE0pavioTel Kot 0TI GUVEYELN ETOVEUPAVIOTEL, O YITPOS GG UTOPEl va. apyioet
Eavd ™ Bepameia.

O yatpog oag 0o amoPAGIGEL GYETIKA LLE TO TPOYPOLLULO Y10, EEETACELS TAPpOKOAOVONGNC.

Aemtopepeic 0dnyieg xpNomg mopEXoVTaL 6TO TEAOG TOV GVAAOL 00T YLDV ¥PNGNC OTNV TOPAYPOPO
«Ilodg va TpogToudoete kot va yopnynoete 1o PAVBLU».

Edv mrapaierpOsei po 66on Tov PAVBLU

Kheiote éva véo pavtefov yio e€taom Kat yopnynomn tng EVESNG.

Awxom) g Oepaneiog pe o PAVBLU

YvpPovievbeite Tov yiatpod cog Tpty SakdOyeTe T Bepameio.

Edv éyete meprocoTEPES EPOTNOEIS GYETIKA LLE TN (PNON CLTOV TOV PAPLAKOV, PMOTHOTE TOV Y10TPO
oG,

4, MBavég avemBOUNTES EVEPYELEG

Onwc 6Ao o pApLOKO, £TCL KOL AVTO TO GAPLOKO UTOPEL VO, TPOKOAEGEL AVETBVUNTES EVEPYELEG, AV
Kot 6gv TOPOVGLALoVTaL GE OAOVE TOVG AVOPMITOVC.

Etvat duvatov vo mapoustactoy arhepyikég avTiopacsls (vmepsvalctnocio). Avtég propel va givan
o0Papéc Kol AMALTEITOL VO EMIKOIVAOVI|GETE PE TO Y10.TPO GOG AUECOG.

Me ) yopriynon tov PAVBLU, pumopet vo mopovstostovy opiopéves avemBOunTeS EVEPYEIEG TOV
emnpedlovv Tovg 0EHaALOVG AOY® TG dladikaciog tng Eveong. Oplouévec omd avtéc umopei va givar
oofapég kot tepriapfavovy TOPA®MGT, cofapn AoipmEn 1] PAEYNOV] 6TO ECMOTEPIKO TOV 0QOUANOV
(evoo@Baipitidn), amwokdAinon, prén 1 aypoppayic TG OTO-gvaicONTNS 6TIPAO0S 6TO TicE
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pépog Tov 0BaLpov (amokoAinon 1 pH&N Tov ApPIPANGTPOEdOVS), B6A®MEN TOV PUKOV
(xoTappaxng), apoppayio Tov 0@OaAipov (coppayic Tov LOAOEWOVS COUATOC), ATOKOAAN G TG
LehaTvdd0vG 0V610G 6TO E6OTEPIKO TOV 00OAANOD 010 TOV APEIPANGTPOELON (ATOKOAANGY| TOV
VOAOEIBOVE GMUATOC) Kot avEN6N TG Tigons péca 6tov oOaipod, PA. Tapdypapo 2. Avtég ot
cofapéc avemBounteg evépyeleg Tov ennpedlovv Toug 0POaApovg TapaTnpOnKay og Aydtepeg ond
1 o115 1.900 evéoelg otic KAMviKEG peAéTe.

Edv éyete Eapvikn peimon g 6pacng 1 avénon Tov Tovo kot EpudpdTTa 6TOVS 0POUALODS HETA
omd TNV £VECT] EVIIUEPDGTE TO YLUTPO GUS UPECMC,

Koatdaloyog Tov avemBOuntmv evepyet®dv mov ava@ipdnkav

Axolovbel évag katdAoyog TV avemBOUNT®V EvePYEL®V TOV avaeipOnke 6Tt duvnTikd oyetilovtat pe
1 Slodkacio TG £veong N e To PappoKo. Mmopel vo, unv TapovclaceTe Kopio omd avTéc.
[Tévrote va culntdarte omolecdnnote mbavoroyolueveg ovemBOUNTEG EVEPYELES LLE TOV YIOTPO GOG.

oAb cvyvég avemBOuNTEG evépyereg (Lmopel va ennpedoovy mepiocotepo and 1 ota 10 dropa):

- emdeivoon g dpacng

- aLoppayict 6TO TGM HEPOG TOV 0POUALOV (atpoppayic TOV AUEPBANGTPOEISOVC)

- KOKKIVO LLATLO TPOKAAOVEVO OITO OLLOPPOYin, LUKPADV ALLOPOP®V 0y YEl®V OTIg EEOTEPIKES
67101AadeC TOV 0POUALOD

- ovog 6Tov 0PHaAuO

Yuyvég avemOBounTeg evépyereg (Lmopei va emmpedoovy péypt 1 ota 10 dropa):

- amokOAANoN N pPNEN EVOG €K TV oTIRAd®V 61O To® LEPOS TOL 0PHAALLOD, TOV TPOKAAEL
AAPYELS PWTOG E KIVOOLEVO OTIYHOTO KL LEPIKEG POPEG 0dNYEL 08 amdAga Opaong (poyun
/OIOKOAANGY| TOV UEAAYYPMOTIKOD EMBNAIOD TOV AUPIPANGTPOEdOVC™, amokOAAN G /pEN ToV
AUPIPANGTPOEIBOS)

- €KQOAON TOV AUEPANGTPOEIDOVS TOL TPOKAAEL dlaTOpayN TNG OPOCTS

- apoppayio Tov oQOUALOD (apoppoyic GTO VALOEDESG ML)

- 0pIoUEVES LOPPEG BOAMONG TOV PaKOD (KOTapPaKTNG)

- avEnon g mieong Tov oeHarpon

- KivoOpeva otiypato otnv opaoct (e5l0phpata)

- amokOAAN o TG CEAATIVOO0VG 0VGING 6TO E6MTEPIKO TOL 0QHOAUOD aTd TOV AUEIPANGTPOEIDN
(amokOAAN O™ TOV VAAOEWOVE TOV 0ONYEL G€ AQUWELG PMOTOS Kol E10PMDULOTOL)

- aicOnon ot vapyeL KATL pEGa 6TO PATL

- aLENUEVT TTOPOY@YT SOKPO®V

- Tpn&o Tov PAepapov

- aloppayio 6To onpeio g Eveong

- £PLOPOTNTO TOV LATION

Kotaotaoelg yvootéc g oyeti{opeveg pe tnv vypod tomov AMD. Iapoatmpnnkay povo ce

acBeveic pe vypod TOmov AMD.

'Oy svyvég avemBOunTeg evépyereg (umopei va, emmpedoovy péypt 1 ota 100 dropa):

- aAdepykég avTdpaoel (vepevoictnoio)**

- coPopn eAgypovi 1 Aolpwén péoa oto patt (evoopaipitida)

- QAeypovi TG ipdag tov potod 1 GAA@V onueiny tov o@Oaiuod (pitda, payoeditidoa,
1PLOOKVKAITION, «TP®TEIVIKN OpiyAn» Tov Tpochiov HaAdpov)

- nmapa&evn aiclnon oto pdtt

- gpebiopdg tov Prepdpov

- oidnua oty Tpodchia 6ToPdada Tov BoAPov (TOL KEPATOEIBOVS)

** Eyovv avapepbel oAdepyikég avtidpacelg 6mwme eEAvOnua, eayovpa (Kvnopog), epudpd

eEavOnuata (Kvidwon) Kot LEPIKEG TEPIMTMOGELS GOPAPDY AALEPYIKDY

(aVOPLAOKTIKT/ OVOQUAAKTOELDNG) AVTIOPUCEMV.
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Yrdvieg avemOopnTteg evépyeleg (umopet va exnpedoovy uéxpt 1 aro 1.000 droua):
- TOQA®ON

- B0Amo™N TOV UKDV AOY® TPAVUOTIGHOD (TPOVUATIKOS KATAPPAKTNG)

- oAeypovi TG LELOTIVDO0VG 0VGIOG OTO EGMOTEPIKO TOL 0POAALOD

- OOV GTO UATL

Mn yvo6Tig ovyvoTNTOS (0€V UTOPOVVY Vo KT 000V pe Bdomn ta Stobécio dedopéva):
- QAEYLOVT] TOV AEVKOD TUNUATOG TOV LATION IOV oyeTileTan pe epuBpoTnTo. Kot TOVO
(oxAnpitida)

2116 KMVIKEG SOKIES, VI PEE oL AHENCT TV TEPIOTATIKMV OLUOPPAYInG amd LKPE oopopa ayyeio
oT1g e£@TEPIKEG OTOPASES TOL 0POOUALOD (opoppayic TOV ETTEPVKOTA) G acbeveig pe VYPOV TVTOVL
AMD mov Adupavay avtmnktikd. H adénon autdv tov Tepiotatik®v fTov TopOproto LETUED TOV
acBevmv mov Bepamevovtay pe pavITILOVHAUTY Kol AQAPEPCETTY.

H ovompatikn gpnon avactorémv tov VEGF, ovoidv mapdpoimv pe eketveg Tov mepiéyoviot 6To
PAVBLU, dvvntikd oyetiletal pe tov kivouvo 0poufov aiplatog Tov gpaccouy To atopopo. ayysio
(apmproxdv OpopPoepforikdv €ne1600iwMV) TOV HIopel VoL 00N yNoOVY G€ KOPOL0KT TPOGROAN 1
€YKEPUMKO ene100d10. Y mhpyet Bempnticdg Kivouvog TETOLMV EMEIGOSIMV LETE TNV EVECT] TOV
PAVBLU péoca otov opBoipud.

Onwg kot pe 0Leg TI¢ Bepanentikég TpmTEIVES, LITAPYEL TIOAVOTNTA AVOGOAOYIKNG OVTIOPUOTG
(oympatiopdg aviicopdtov) pe to PAVBLU.

AvaQopd avemBounNTOV EVEPYELOV

Edv mapatnpnoete kdmola avemBOountn evépyela, EVUEPMOTE TOV YIOTPO GOS. AVTO GYVEL KO Yo
KGO TOAVY aveTIBVUNTI EVEPYELD TTOV JEV AVAPEPETOL GTO TAPOV GUAAO 0ONYI®V Ypnoms. Mropeite
emiong va avapépete avemBounteg evépyeleg omevbeiog, HEGM TOV EBVIKOV GLGTHIOTOG OVAPOPAG TOV
avaypdaeetar oto Hopdptnua V. Méowm g avapopds avemiBountov evepyeidv UTopEiTe va
Bonbnoete ot CLALOYN TEPIGGOTEPWOV TANPOPOPLDV CYETIKE LLE TNV ACPAAELD TOV TAPOVTOC
QoppaKov.

5. og va guiaccete To PAVBLU

. To eappako avtd TPEmeL voL PLAAGGETAL GE LLEPT] TOV deV TO PAETOVV Kot deV TO POAvVOLY TaL
TG
. No pn xpnooTOoLEiTeE AVTO TO PAPLOKO UETE TNV NUEPOUNVIC ANENG TTOV AVOPEPETAL GTO KOVTI

Kol oty emonpavon petd v évoeitn AHEH / EXP. H nuepounvia Anéng etvon 1 tedevtoio
NUEPD TOV UAVA TTOL OVOPEPETOL EKEL.
. duvrdooete og yoyeio (2°C émg 8°C). Mnv katonyHyeTe.

. H pn avorypévn koyérn oto e€mtepikod kouti pmopet va puiaybei ektog yoyeiov og
Beppoxpacio Emg kot 30°C yo £mg kot 3 NUEPES.

. DvAdocete 6TOV 0PYIKO TEPLEKTT Y10 VOL TPOGTATEVETAL OTO TO PMG.

. Mnyv retdte @appoke 6To vepd TNG ATOYETEVONS 1) OTA OKLAK(A amoppiptpata. Potiote tov

(OPLOKOTOLO GOG Y10 TO MG VO TETAEETE TA, PAPLOKO TTOV OEV YPTCUOTOIEITE T AVTA TaL
pétpa Ba fondncovv oty Tpoctacio Tov TePPAALOVTOG.
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6. Mepreydpevo TG 6VOKEVOGIOG KOl AOWTES TANPOPOPIES

Tvregpréyer to PAVBLU

- H dpactikn ovoia eivat: apMPepcéntn. Mo mpoyepucuévn cuptyya TepLEYEL EAy®YLLO OYKO
TovAdyotov 0,09 ml, 16oddvapa pe TovAdyiotov 3,6 mg apiiPepointnc. Mio Tpoyepicuévn

obptyyo mapéyel pa 66om 2 mg apiifepoéntng og 0,05 ml.
- Ta dAha cvetatikd givat: toAvcopPikd 80, cakyapdln, a-a Tpeardln dwdpikn, VOWP Yo

EVECTULAL.

BA\éne ‘To PAVBLU mepiéyel’ oty mopdypa@o 2 yio, TEPIeeOTEPEG TANPOPOPIES.

Epoeavien tov PAVBLU ko epreyépeva TG 6VOKELOGIOg

To PAVBLU givan éva gvéotplo Stdivpa (evEspo) o€ pia Tpoyepioévn acvptyya. To dtbAvpa etvot

dowyég mg 1p1dilov, dypmuo £mg EAAPPOS KITPLVO.

M¢éyeBog cvokevaciog TG 1Tpoyeucpévng coptyyag.

Karoyog Adsrag Kvkhopopiog ko Ilapasckevaotig

Amgen Technology (Ireland) UC
Pottery Road, Dun Laoghaire
Co. Dublin

A96 F2A8

IpAavdio

Katoyog Aderog Kvkhogopiag
Amgen Technology (Ireland) UC
Pottery Road, Dun Laoghaire
Co. Dublin

A96 F2A8

Iphavoia

HopackevasTig
Amgen NV
Telecomlaan 5-7
1831 Diegem
Béiyo

INo omoladnmote TANPOPOPic GYETIKA LE TO TUPOV PAPUAKEVTIKO TPOIOV, TOPUKAAEIGTE VO,
angvBouvbeite otov Tomiko avtimpdomwmo tov Katdyov g Adetog Kvkiopopiag:

Belgié/Belgique/Belgien
s.a. Amgen n.v.
Tél/Tel: +32 (0)2 7752711

bbarapus
Awmmxen brirapus EOO/]
Ten.: +359 (0)2 424 7440

Ceska republika
Amgen s.r.0.
Tel: +420 221 773 500

Danmark
Amgen, filial af Amgen AB, Sverige
TIf.: +45 39617500
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Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel. +3705 219 7474

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Teél/Tel: +32 (0)2 7752711

Magyarorszag
Amgen Kft.
Tel.: +36 1 3544 700

Malta
Amgen S.r.l.
Italy



Deutschland
Amgen GmbH
Tel.: +49 89 1490960

Eesti
Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

Elhada
Amgen EALég Qoppoaxevtikd E.ILE.
TnA: +30 210 3447000

Espafia
Amgen S.A.
Tel: +34 93 600 18 60

France
Amgen S.AS.
Tél: +33 (0)9 69 363 363

Hrvatska
Amgen d.o.o.
Tel: +385 (0)1 562 57 20

Ireland
Amgen Ireland Limited
Tel: +353 1 8527400

island
Vistor
Simi: +354 535 7000

Italia
Amgen S.r.l.
Tel: +39 02 6241121

Kvnpog
C.A. Papaellinas Ltd
TnA: +357 22741 741

Latvija
Amgen Switzerland AG Rigas filiale
Tel: +371 257 25888

Tel: +39 02 6241121

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
TIf: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z 0.0.
Tel.: +48 22 581 3000

Portugal
Amgen Biofarmacéutica, Lda.
Tel: +351 21 4220606

Roménia
Amgen Romania SRL
Tel: +4021 527 3000

Slovenija
AMGEN zdravila d.o.o.
Tel: +386 (0)1 585 1767

Slovenska republika
Amgen Slovakia s.r.o.
Tel: +421 2 321 114 49

Suomi/Finland

Amgen AB, sivuliike Suomessa/Amgen AB, filial
i Finland

Puh/Tel: +358 (0)9 54900500

Sverige
Amgen AB
Tel: +46 (0)8 6951100

To mapov @OALO 00N IOV yp1ionS avadewpnOnke Yo TeAevToio POpd oTIS

AALEg TNYES TANPOPOPLOY

Agmtopepeic TAnpopopieg yio To pAprako avtd gival dabéoipeg oto diktvakd oo Tov Evpomndikon
Opyavicpuod Gopudkov: https://www.ema.europa.eu.
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O TAnpogopicg mov akorovBovv amev@vvovtar povo 6g erayyelpatieg vyeiog:
I®g va TpogTowpndcete kKo va yoprnynoete 1o PAVBLU
H mpoyeuopévn oupryya 6o mpénet va ypnoyomoteitot yia tn Oepameia povo £vég opOaipov.

Mnv avoliyete TV amoGTEPMUEVT] KOYELT TNG TPOYEUGHEVIC GUPLYYOS EKTOG TNG Kabapng aibovoag
xopnynone.

H mpoyepicpévn cipryyo mepiéyel mepLocoOTEPT amd TNV GLUVIGTMWUEVT 006N TV 2 MY aPAMPBEPcEmTNg
(mov 1oodvvapovy pe 0,05 ml). O emmAéov OYKOG TPEMEL VAL OTOPPITTETAL TPV OO T YOPNYNOT).

To didAvpa Ba Tpémet vo eAeyyBel omtikd yroo ToxOv EEV coOUATIOWOKT VAN KOV OTOYPOUATIOUO 1] Y10
K@0e PETOPOAN TNES PVOIKNG EUPAVIONG TPV OO TH XPNOT|. 1E TEPITTMGN TOL TAPATNPEITAL KATL 0T
TO TOPATAVE, ATOPPLYTE TO POPUAKEVTIKO TPoidv. Mnv ypnotponoteite edv n cuckevacia £xet

avouytel 1) vrootel Cnuid.

H xheiot] koyédn oto e€mtepikd KovTi pmopel va UAGGGETOL EKTOG WLYELOL o8 Beppokpacio £
30°C péypt 3 nuépes. Metd 10 dvorypa g KuWEANG, TPOY®PNGTE GTNV £vEST VIO AoTTTES GLVONKEC.

T v evéoborogidiky Eveon, Tpénet va yxpnoipomomBel felova éveong 30 G x Y2 inch.

Oonyies xprons s TPoyeuIouEVHS GUPLYYac:

Ilopo ovpryyog g
Luer-lock —e
.?
—

T'pappn docoroyiag 0,05 ml
"Euporo

Ao yio to dGkTUrOL =
P&pSog eufdrov —elif

1. Orav giote éropot va yopnynoete to PAVBLU, avoi&te to xovti ko Bydite tnv
OTOGTEPOHUEVT] CLOKELUGTO KVWEANC. EEKOAANOTE TPOCEKTIKA T CLOKELAGIO KVWEANC Y10, VOl
v avoilete, S106QaAilovTog T OTEPOTNTA TOV TEPIEXOUEVOV TG DVAGETE T GVpLyYa GTOV
OTOCTELPOUEVO IOKO LEYPL VO EI0TE £TOLLOL Y10 TI] GLVAPUOAOYNOT).

2. XpNoOTOIOVTOG GoNnmTN TEXVIKT, BYGATE TN GUPLYYQ 0Td TV OTOGTEPOUEVT] CUCKEVAGIN
TOTOV KOWYEANG.

3. IMa va apopéoete To TOU TG CLPLYYAS, KPOTNOTE TN GUPLYYO LLE TO EVa YEPL EVD
YPTOULOTOLEITE TO GANO YXEPL Y10 VO KPATNOETE TO TN TNG GUPLYYOS LE TOV AVTIXELPO KOl TO
deiktn. [Mopokariovpe tpociééte: [lpémel vo cuoTpEYETE(UNV OTOCTAGETE) TO TN TNG

oupryyag.
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XYXTPO®H!

XPNOYOTOIDOVTOG ACTTTY TEYVIKT], TEPLOTPEYTE aTafEP TN PEAOVH EVEOT|G ETAV® GTO GKPO
Luer- lock tng oupryyoc.

Beldva 30-gauge x Yz-inch

Inpeioon: Otov siote éTopotl va yopnynoete 1o PAVBLU, agaipéote 1o TAaoTtikd KAAL UM
g Pelovag and T Pehdva kot TomoHETAOTE TO GE £val OYELD ALYUNPDOV OVTIKELEVDV.

Kpatdvtog t cvptyya pe tn ferdva va kortdlel mpog to tave, EAEyEte T chpiyyo yo
ovoaAideg. Edv vdpyovv puoolides, KTumiote amald T cOPLYYQ e TO SUKTLUAD Gag HEYPL
OM\eg 01 PUCOALdEG VO avEPoVV 6TO TAV® HEPOG.

KTYIHXTE!

E&aleiyete OAeC TIC LOOAIDEG KOl ATOPAALETE TNV TEPIGGELD TOV PUPLAKEVTIKOV TPOTIOVTOGS,
méCovrag apyd To Eppoiro Yo va gvBvypappicete TV Bdon Tov BoA®TOL dKpoOL TOV
gupoéirov (61 Tv KOpVP1] TOL 06A0V) pe TN Ypapup] 6060A0YiI0OGS 6TN GUPLYYA (TOGOTNTA TOV
toodvvapet pe 0,05 ml, nk. 2 Mg apPepoining).

Inpeioon: Avt n akpPng Tomobétnon tov uPoOrov eival TOAD ONUOVTIKY|, ETELON 1|

AavBacuévn tomoBétnon Tov euPforov pmopel va 0dnYNHGeL o€ Tapoyn dOoNG LEYUADTEPNG T
UIKPOTEPNG OO TNV EMICT|LLOAGUEVT).
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Kdvte éveon eva miélete 1o uPoro mpocekTiKd Kot pe otodepn migon. Mnv ackeite emmAéov
mieon uoMg to EuPoro TACEL 6TO KAT® PEPOG TNG GUPLYYaG. MNV YOPNYEITE TO VITOAEIUPATIKG
o1GAvpa TOV TAPATPEITAL 6T GUPLYYO.

H mpoyeuopévn oupryya mpoopiletat yio pio povo ypnon. H e&aywyn moAlamidv 666e@v amod
Lo TPOYEUGUEVN GUPLYYO UTOPEL va avENoeL ToV kKivouvo empdivveng i erakdiovdng
pAeypovis. Kabe aypnoipomointo eoapuakeutikd Tpoidv 1| VTOAELLON TPETEL VO ATOPPITTETOL
GULPOVA LE TIC KATA TOTOVG 16YD0VOEG OYETIKEG OLOTAEELC.
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®viro oonyr@V ypfong: IIAnpoeopiss yio Tov a.c0evi)

PAVBLU 40 mg/ml gvéoypo drahopa 6g £vo @raridno
apAPepoénn

vTo @Aapproko avtd TEAEL VTG CLUTANPOUOTIKY TOPOKOAOVOTGN. AVTd Ba emTPEWYEL TO YP1IYOPO
TPOGOIOPICUO VEWV TANPOPOPLOV aoPdAelog. Mropeite va fonbnoete Lécw ™G avapopds mbavav
OVETIOOUNTOV EVEPYELDV TTOV EVOEXOUEVMG Ttapovotdlete. BA. T€hog tng mapaypdpov 4 yio Tov TpOTo
avaQopdg avemBOHUNT®V EVEPYELDV.

AP aoTE TPOGEKTIKG OALOKANPO TO PVAAO 00N YOV YP11oNS TTPLY GOS YopN YN0l avTd TO PdppaKo,

00T TEPLAOpPavEL oNUOVTIKES TANPOPOPIES VIO GaC.

- DuvAdETe avTod TO PUALO 0dN YLDV Ypronc. Towg xpetaotel va To dafdoete Eavd.

- Edv éxete mepartépo anopieg, poTNOTE TOV YIOTPO GO,

- Ed&v mapatnproete kdmota avemiBountn evépyela, EVLEPADGTE TOV YIATPO 00C. AVTO 1GYVEL KOl
v K60 OV avemBOUNTN EVEPYELD TOV OEV OVOPEPETOL GTO TAPOV PVAAO 00T YLDV YPNONC.
BAéne mapdaypago 4.

T epréyel To mapov gOALO 00NYLOV:

Tt etvan 1o PAVBLU xou o etvae 1 yprion tov

T pémer va yvopilete mpv cag yopnyndei to PAVBLU
Iag 6o oag xopnynOei to PAVBLU

[TBavég avemBOunTeg evépyeteg

[Mog va puidooete to PAVBLU

[Mepieydpeva e cLEKEVAGING Kot AOITEG TANPOPOPiES

ok whE

1. T givan To PAVBLU kot wowa givat n yp1on tov

To PAVBLU eivat éva diddvpa mov yopnyeitor pe £veon LEGO 6TO LATL GTOVG EVIAKES Y10l T

Bepameio KATAGTAGEWV TOV LaTIOV TOV ovoudlovTon

- veoayyelokn (LYPOV TOHTTOV) NAIKLOKT EKQVALOT) TNG @YPAg knAidag (vypov Tomov AMD,

- dwtapayn g 6paocng and devteponafig oidnpa g @ypdg knAidog mov opeiletal o€
amoepaén eAEPac Tov apeiPAnotpoeldovs (kKhadikng RVO(BRVO)M kevipikig RVO (CRVO)),

- pelwuévn 0pacn Adym dtafntikod odnuatog ¢ oxpds kniidag (DME),

- HEIWUEV OpacT AOY® HVOTIKNG XOPLOESIKNG veouyyeimong (Lvomikh CNV).

H apiPepoéntn, n dpactikn ovsio tov PAVBLU, anokAeiel T dpactnptotnTa Lo opdadog
napayoviov, wov gival yvootol g VEGF-A (ayyeliokdg evdodniiaxog avéntikdc mapdyovioag A) Kot
PIGF (mhokovvtiokdg avénTikdg mapdyovtag).

e acbeveic pe vypov tomov AMD pvenikiy CNV avtol ot mapdyovteg, 6tav Ppickovtal o€ avénuévn
TOGOTNTA, GLGYETILOVTOL GTO [T PLGIOAOYIKO GYNUOATICUO VEOV OHOPOPOV ayYEi®V 6TO (ATl AvTtd
Ta VEQ AUOPOPa 0yYELDl LTOPOVV VO TPOKAAEGOLVV TN OLOLPPOT] CUCTOTIKAOV C{ILOTOG HECH GTO UATL KOl
Vv enakolovdn PAGPN TOV 16TOV TOV PaTIoV oV givatl vIeEVBLVOL Yo TNV dpaon.

Y& aoBeveig pe CRVO, ocvpPaivel andppaén 6to KOplo apto@opo ayyeio mov Hetagépet oipo Lokpid
omd Tov apuePANoTpoedn. Q¢ andvinon, ta enineda tov VEGF avédvovtal mpokaimvtog Tn doppon
VYPOD UEGH GTOV AUPIPANGTPOEIDN KOl KOTA GUVETELL 00N YoV og e€oidnom g oypdg knAidag, (To
TUNLO TOV APPIPANCTPOEBOVG TTOL £ivart LITEVBVVO Y1 TN AENTH OPAGCT)), KATACTAGT TOL OVOUALETAL
olonua ¢ oypdc knAidag. Otav n oypd knAida yepilel pe vypd, n KEVIPIKY O6pacn yiveTatr OoAn.

Xe aoBeveic pe BRVO, wa 1 mepiocdtepeg S10KA0OMGEIS TOL KHPLOL OLOPOPOV OYYEIOL TTOV
LETAPEPEL TO AlipLOl LOKPLA amd TOV ApPIPANCTpoedn, epmodiletal. Q¢ emakoiovbo, ta enineda VEGF
oLEAVOVTAL TPOKAADVTOS TNV dlappon VYPOL VIO TOV AUPIPANCTPOELDN KOl GUVETMG TPOKUADVTOG
oidnua ¢ oypag knAidoc.
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To drfnticd oldnua TG wypag kNAidag eival S10YK®mo™N Tov ApPIBANGTPOESOVG TO 0010 cLUPaivel
o€ aobeveig pe dafnm AoYw d10puyNG VYPOL Ad T ALLOPOPO AYYEIN GTO EGMOTEPIKO TNG OYPEG
knAidag. H oypd knAida eivar éva tunpa tov apeiBAnctpoedoic vredbvvo yia v Kok 6pacn. Otav
N xpd KNAida yepilel pe vypo, N Kevipikn 6pacn yivetatl Ooin.

To PAVBLU é£yet kataderyBel 0TL oTapatd TV avamtuén vEmv 1N GUCIOAOYIK®Y QUOQOpOV ayyeimv
67O MATL, To 01010 GLYVA TaPOoVGLALovY dlappor VYPoL 1 aoppayody. To PAVBLU propei va
BonBnoet otn otabepomoinon Kat, o€ TOAAEG TEPUTTAOCELS, GTN PEATIOON TNG OTMOAELNG TNG OPUGTG TOL
oyetileron pe v vypov Tomov AMD, CRVO, BRVO, DME kot pvomikiy CNV.

2. Tvwpémer va yvopilete Tpv vo cog yopnyn0dsi to PAVBLU
Agv 0a oog yopnyn0ei to PAVBLU

- o€ mepintwon ariepyiog oty a@APepcéntn 1 6€ 0TOOINTOTE AAAO OO TO. GLGTATIKA AVTOV
TOV POPUAKOL (OVaPEPOVTAL GTNV TOPAYpapo 6).

- €y &yete evepyn N evoeydevn poAvven péoa 1 yop® omd 1o udtt (0PBOALKN 1 TEPLOPOAALIKT
hotuwén).

- €qv £yete cofapr EAEYHOVI TOL LTIV (TOL VTOSEIKVIETAL 0td TOVO 1) EpLOPOHTNTA).

Ipocidomomcerg Ko TPoPUAGEELS

AmgvBuvleite otov ylotpd cag mpv cog yopnyndet to PAVBLU

- €qv €xete YAaOK®O.

- €0 £yeTe 10TOPIKO AdpyemVY 1 EEWOPOUATOV OTNV OPOCT COG KoL €AV £XETE Lo EAQVIKT avénon
Tov peyéfovng Kot Tov appod TV eEI0pmUATOV.

- €4V TporyLaToTomONKe 1 ElvL TPOYPAULATIGUEVT] YELPOVPYIKT ETEUPOOT GTOV 0POOAUO GOG
EVTOC TV TPONYOOUEVAOV 1] T®V ETOUEV®V TECTAP®VY ERSOUASDV.

- gav &xete ocoPapn popery CRVO 1 BRVO (oyopixy CRVO 1 BRVO), 1 Ogpaneio pe 1o
PAVBLU égv cuvictdrat.

EmmAéov, eivar onpavtikd vo yvopilete 6t

- N acpdAreln Kot 1 awoteAespotikodTn o Tov PAVBLU 6tav yoprnyeitor kot 6tovg 600
0pBoAp0OG TanTOYpOVa deV £YoVV HEAETNOEL GUOTNUATIKA KOt EQV YIVEL XpOT LE OLTO TOV
Tpomo pmopel va avéndel o Kivouvoc va TapovsLaeToVV YEVIKA avETIBOUNTES EVEPYELEC.

- ot evéoelg ue 1o PAVBLU pumopodv va mpoxoiécovy avénen otny wieon Tov pHation
(evdopbdaia Tigomn) og opiopévoug acbeveic evtog 60 Aentdv amd v éveorn). O yiatpog oag Ha
TO TOPAKOAOVOEL AVTO HETA TNV EVEDT).

- €4V avamtOEETE 10, LOAVVGN 1) PAEYLOVT| GTO EGMTEPIKO TOV LOTION (EVOOQOOApITION) 1) GAAES
emMmAOKEG, Uopel va eppavicete opBaipikd movo 1 avénuévn dvoeopia, ETOEWVOOUEVT
gpuBpdTNTA TOL pHOTIOD, BOAN 1| pHEW®UEVT OpaoT), Kot avénuévn evoictncia 6To g,
Omo10dMTOTE CLUTTAOUATO ELVOL CUOVTIKO VO S10yVOGTOVV KL VO GVTILETOTICTOVY 0G0 TO
duvaTOV GUVTOUOTEPO.

- 0 YuTpog cog Oa eAEyEet edv Exete AAAOLG TAPAYOVTES KIVOUVOL TTOV UTOPEL VO AVENGOVV TNV
mOavotnTa piENG N amoKOAANoN G Hiog eK TV oTIBAd®V 610 Tiow péPog Tov 0eBuiuov (payun
TOV HEAOYYPMGTIKOD EMONAIOV TOV GUPIPANGTPOEIDOVG), OTOTE GE QTN TNV TEPITTMOGCT TO
PAVBLU 0a mpémer va yopnynOei pe mpocoyn.

- 1o PAVBLU dev ntpémet va ypnotponoteitol katd tn S1dpKeLd TG EYKVUOGUVNG EKTOG £AV TO
EVOEYOLEVO OPENOG VITEPTEPEL TOL EVIEYOLEVOL KIVODVOD Y10, TO ayEVVITO PPEPOc.

- 01 YUVOIKEG G OVOTOPOYMYIKT NAIKIO TPETEL VOL XPTGLLOTOIOVV OTOTEAEGLOTIKT] OVTIGOAAN YT
KaTd T S1dpKeLn TG Bepameiog Kot Yo TOVANYIOTOV TPELG EMMAEOV UNVEG LETE TNV TEAEVLTONL
éveon tov PAVBLU.

H ocvotuotikn yxpnon avactorémv tov VEGF, mopopotmv ovcidv pe eKEiveg mov TEPLEXEL TO
PAVBLU, cyetiletor duvntikd pe Tov kivovvo dnuovpyiog 0poufov tov aipatog ot onoiot gpdalovv
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T QLLOPOPQ aryYEio (TEPIOTUTIKG 0pTNPLOK®OV Opopfoeufoikdv enEIc0dimV) TOL Pmopel va

001 YNCOLV GE Kapdlakt TPoSPoAn 1) ayyelkd EYKEQPOAMKO ENEIGOO10. Ae®PNTIKA VITAPYEL £VOG
Kkivouvog Tétolwv cupupdvtav uetd v éveon tov PAVBLU oto pdrtt. Yrdpyovv meplopiopuéva
dedopéva, yio nv acediela ot Bepomeio acbevav pe CRVO, BRVO, DME kot poomiki CNV ot
omoiol £Y0VV VITOGTEL AYYELOKO EYKEQOAMKO EMEIGOO10 1 ELAPPD EYKEPUAIKO (TALPOSIKO LY OUIKO
enelcdo10) N KoPdlokn TPocsPoin evtog Twv Tponyoduevey 6 unvav. Edv kédmoto and avtd cog
apopd, to PAVBLU 0o yopnynOel pe mpocoyn.

Yrdpyet poévo meplopiopévn eumeipia ot Oepaneio

- acBevov pe DME Adyw drofnn tomov .

- SN TikdV pe ToAD VYNAEC HEGES TIHEG GoKyApoL Tov aipatog (HbALC dve tov 12%).

- SwfnTikadv pe pa Tadnon twv oeOoipdv mov Tpokaieitot amd To Sefntn 1 onoic ovopdletot
TOPAYOYIKN SLoPNTIKN apgiPAnotposidonddeia.

Aev vrdpyet epmelpio otn Oepomeio

- acOevav pe o&eieg AolumEels.

- aoBevav pe GALec TaBNoELS TV 0QOAAU®Y OTOC OTOKOAANGT TOV OUEIPANGTPOEIBOVG 1| 0T
™G OYPAG KNALdAS.

- SN TIK®V e pn EAEYYOLEVT VYMAY OPTNPLOKT TTEDT).

- un Actatov actevav pe poomik CNV.

- acevdv ot ooiol Exovv Tponyovpévmg vToPAnoel oe Bepaneio yio poomaiky CNV.

- acBevdv pe rafeg € and To Kevipkd LEPOG TG @YPAg knAdas (e€wPobpikéc PAEPes) yia
poomiky CNV.

Edv kdmoto amd to mapandve cag apopd, o yatpds oag fa Adfet vmoyn avtiyv v EAkeynm
TANpoPOpL®OV OTaY Gag yopnynoet Bepaneio pe to PAVBLU.

Howowa kot Eenpor

H ypnon tov PAVBLU cg toudid 1 pnPoug kéto tmv 18 et@v dev €xet pedetn el kabog n vypon
tomov AMD, CRVO, BRVO, DME kot pvoriky CNV givat Tabfceig Tov tpocsBaiovy Kupimg Toug
EVAAIKEG. ZUVETMG 1) XPNON TOL OEV APOPE LTIV TNV NAKLOKT OUAdaL.

Alha @appoka kot PAVBLU

Evnuepmorte tov yiatpd cag edv yproponoteite, £xete TPOCOAT YPTCULOTOUCEL 1] LTOPEL VOl
YPNO OO CETE AAL PAPLOKOL.

Kinon ko Onraopig

- IMvaikeg og avamapay@yki NAKio TPETEL Vo YPNGILOTOODY OTOTEAECUATIKN AVTIGOAANYT
KaTd T S1apKELD TNG Bepomeiog Kot Yo TOLAGYIOTOV TPELS EMTALEOV UVEG PETA TNV TEAEVLTOIN
éveon tov PAVBLU.

- Agv vrapyet eumepiao amo ) xpnon tov PAVBLU ¢ éykveg yovaikes. To PAVBLU odev mpénet
VoL YPNGIUOTOLEITAL KOTA T OLAPKELL TG EYKVUOGVUVIG EKTOG EAV TO EVOEYOUEVO OPEAOG
VIEPTEPEL TOV EVOEXOUEVOL KIVOLVOUL Y10, To EUPpuo. Edv giobe éykvog 1 oyedialete va peivete
£yKvog, ocvl{nmorte yuo 1o BEpa avtd pe Tov yotpd cag mpv T Oeponeio pe to PAVBLU.

- Mikpéc mocdtntec tov PAVBLU pmopet va tepdcovy oo avBpamivo yola. Ot emnt®doelg 610
veoyvo/PBpépog mov Onidalet eivar dyvootec. To PAVBLU dgv suvictdtot kotd tnv S14pKeLn TOV
Onroopov. Eav Onidlete, culntote pe tov yiotpod cog mpwv amod v Oepaneio pe PAVBLU.

001 yNoN KoL LEPLOPOG POV RATOV
Metd v éveon oog pe to PAVBLU, pmopet va gppavicete 0piopéves Tpoocmpivec SlatapoyEs g

opaong. Mnv odnyeite 1 xepileote unyoviLLOTO Y10, OGO YPOVIKO SIAGTNO S10pKOVY AVTEC OL
draTaporyEc.
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To PAVBLU mepiéyer

To @dapuako avtd mepiéyet Ayotepo amd 1 mmol vatpiov (23 mg) ava d6om, eivar avtd mov
ovopalovpe «erevBepo vatpiovy.

Avtd 10 pappoko mepiéxel 0,005 mg modvcopPikod 80 e kdbe ddon 0,05 ml wov 1odvvauovv pe
0,1 mg/ml. Ta moAvcopPikd umopei va tpokaiécovy odrepyikig avtidpdoeig. Evnuepmorte tov 1tpd
o0 OV £YETE YVMOOTEG AAAEPYiES.

3. og 0a cag yopnyndei o PAVBLU

"Evag yiotpog Eumelpog otn xopnynon evésewv oto pdrtt Ba kévetl tnv éveon tov PAVBLU péoca oto
patt cog vod donmreg (kabapéc Kot pe omooteipmon) cuvOnKkeg.

H ovviotdpevn d6on givar 2 mg agiifepoéming (0,05 ml).
To PAVBLU yopnyeital og éveon péoa oto patt oog (evoovaroeldikn éveon).

Ipwv v éveon, o yaTpog 6og Bo xpNOLULOTOGEL ATOAVUOVTIKO 0PBoAMKS dtdAvpa yia va kabapicet
TO HATL GOG TPOGEKTIKG, £TG1 MOTE va amoPevydeil n poAvvon. O yaTpdg cag Ba cag yopnynoet eniong

£val TOTIKO ovalGHNTIKO Y10 Vol EAUTTMOGEL 1] VO OTOTPEYEL TOV TOVO OV {0MC GG TPOKAAESEL 1 £VEGDT).

Yypod tomov AMD

O1 aoBeveig pe vypov tomov AMD Ba Aapfdvouvv Bepaneia pe pio €veon avé Piva Yo TPELG S1UO0YIKES
J0CELS KOl GTY] GUVEKELD e OKOU piol EVEST] UETA O GAAOVS dVO UNVEC.

O ywtpog cog B amopacicel eGv 10 pecodidotnua ¢ Oepaneiog avipeco oTig EVECELS LWTOPEL Vo
drotnpnOei yia kaOe dvo pnvec M Ba Tpémel otadioKd vo enektadel 6€ HECOOINGTAHOTO TV 2- 1)
4- gfdouddwv OGOV 1| KATAGTACY| GOg £YEL oTabepoTonOel.

Edv n xotdotaon cog emidevmbel, To Hecod1AoTIO AVALESH TIG EVEGELG UTOPEL VO LelmBEL.

Exkt6¢ €dv mapovoidoete kdmoto mpdPANLa 1 GG GLUPBOVAEYEL SIAPOPETIKA O YIOTPOG OAG, OEV
VILAPYEL AVAYKT 0O EGAG VO EMCKEPTEITE TO YIATPO GOG OTNV TEPI000 UETAED TOV EVEGEWV.

Agvzeporabéc Oidnua tnc Qypdc Kniidoc and RVO (kdadixn RVO 11 kevipixy RVO)

O ywtpog cog Bo kabopicel To To amoTeELeGHOTIKG BepamenTIKd TPOYPOUUD Y0 EGAS. B EeKivioeTe
1 Oepaneia oag e pa ogpd amd punviaieg evéoelg PAVBLU.

To xpovikd dSacTNUO AVAUESH GE dLO eVEGELS O Oa TPEMEL val givor pikpdTepa amd Eva Uival.

O ywtpdg cag pumopei va, amopacicetl T dtokonn g Oepaneiag pe to PAVBLU gdv dev enmpeleiote
omd ovT.

H Bepaneia cog Oa cuveyiotel pe unviaieg evéoelg uéxpt va otabepomombei ) KoTAGTACT| GOG.

O ywatpog oag Ba mapakorovdel v avtamoxpion cog oty Bepameio kol TOAVOS Vo cuveyiceL T
Oepamneio avEAVOVTOG GTASIOKA TO LEGOOIAGTILOTO OVAUEGO OTLG EVEGELS TPOKELLEVOL VO SLOTNPTOEL
pa otabepn| katdotaon. Edv n kotdotoaon cag apyicel va eTOEVOVETAL LETA TV TOPATOCT) TOV

pecodactnuatoy Oepameiog, o YoTpog oag 0o LEIDCEL Ta SIUGTHOTO AVTIoTOLYO.

Avaroya pe Vv avtordkpion wov Ba Exete otn Bepameio 0 YiaTpdg Gog 0o amoPaucicel To TPOYPOLLLLN
mapokolovOnong oxetikd pe Tig eéetdoelg kot Oepamneieg cog.
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Awafnnixd oldnua s wypdc kniidag (DME)

Ot acbeveic ue DME 0o Aapfavovy Oepameio pe pio Eveorn avd unva yuo Tic TpOTES TEVTE SLUO0YIKEG
d0GELS KOl 6T GUVEYEL pia Eveor) kdOe dV0 unveg

To pecodtdoTia LeETaED ToV Bepameimy pmopei va dtatnpnel GTovg dVO UAVEG 1 VO TPOGOUPIOCTEL
OTNV KOTAGTACY GOG, e Baon Tnv e€étacm Tov YiaTpov cag. O ylotpog oag Ba amopacicel oyeTIkd [e

TO TTPOYPOApLD Yo TIG EEETAGELG TOPOKOAOVOTONG.

O yatpdg cag pmopel va amogacioet tn dtakomn g Oeponeiog pe PAVBLU edv Bewpel 611 dev
opeieiote amd T cvveylouevn Bepameia.

Mowmix CNV

O1 aoBeveig pe poomiky CNV vroPdilovion og Bepancia pe o epdmal Eveor). Oa AdPete TeparTépm
€VEDELG LLOVO €0V 01 EEETAGELS TOV YIATPOV GOG ATOKAADYOLV OTL 1] KOTAGTACT Gog Oev £xel PeATimbet.

To ypovikod ddotnpo Heta&d TV 000 EVEGEMV JEV TPETEL VO EIVOL IKPOTEPO TOV EVOG UNVOG,.

Edv n xotdotoon cog £0QavioTel KOl 6T CUVEXELN ETAVELPAVIOTEL, O YITPOG GOg LTopel va apyioet
Eava tn Oepameio.

O y1atpdg 60g O amoPACIcEL GYETIKA LLE TO TPOYPOLLLO Vi EEETAGELS TAPAKOAOVONOTG.
Edv napairerpfei po 06om Tov PAVBLU

KAeiote éva véo pavtefol yia eE€Taon Kat yopiynon tng EVeong.

Awxomn g Oepameiog pe To PAVBLU

YvpPovievbeite Tov yiaTpo cog Tpty dakdyeTe T Oepameio.

Edv éyete meprocOTEPES EPOTNOEIS GYETIKA LLE TN XPNION ALTOV TOL PAPLAKOV, POTNOTE TOV Y1ATPO
oac.

4, IMBavég avemBOUNTES EVEPYELEG

Onwg 6Lo To PapaKo, £T6L KL 0VTO TO PAPUOKO UTOPEL VO TPOKOAECEL AVETIOVUNTESG EVEPYELES, AV
Ko 6gv TOPoVGLAlovTal 6€ OAOVS TOVG AvOPMTOVC.

Eivar duvatdv va mapouoiactodv arrepyikég avtidpaosis (vrepevoicinoia). Avtég pmopei va givan
cofapéc Ko ATOLTEITAL VO ETIKOIVOVI|GETE ILE TOV YI0.TPO 60G APECMC.

Me 1t yopnynon tov PAVBLU, pumopel va Topovclactody opiopuéveg avemtdOUnTeg EVEPYEIEG TTOV
emnpedovv Toug 0eHaALOVG AOY® Trg dladikaciag tng Eveong. Optopéves amd avtéc umopei va givan
oofapéc Katl TEPIAAPAVOLY TOPAMGT, cofapi] LoipmEN 1] PAEYNOVI] 6TO ECMOTEPLKO TOV 0QOaAN0D
(evbo@Oaipitida), amokéiinon, pién 1 apoppayio TS PTOLLAIcCONTNG 6TIPGO0S 6TO Ticw
péPog Tov 0BaLpov (amokoAinon 1 pH&N Tov ApPIPANGTPOEBOVS), B6A®MEN TOL PUKOV
(xoTappaxng), apoppayio Tov 0@OaAipod (coppayio Tov LOAOEWOVS COUATOC), ATOKOAAN G TG
£ehaTIVDO0VG 006105 6TO E6MTEPIKO TOV 0pOAANOD 00 TOV APEIPANGTPOELON (ATOKOAANGT| TOV
VOAOEIBOVE GMUATOC) Kot avEN6N TG Tigons péca otov 0Oaipod, PA. Tapdypapo 2. Avtég ot
cofapéc avemBounteg evépyeleg Tov ennpedlovy Tovg 0POaApovg mapaTnpNONKay og Aydtepeg ond

1 o115 1.900 evéoelg otic KAMviKEG LEAETEC.

Edv &yete Eopvikn peimon g 0paocng 1 adEncn Tov Tovov Kot epuhpdtnTa 6ToVg 0POAALODS HETA
TNV €VEDT), EVI|LEPDOTE TOV YLUTPO 60S UpicMC.
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Katdrhoyog TV avemBOuntov evepyetdv mov ava@ipdnkay

Axolovbel évag KatdAoyog TV avemBOUNT®V EVEPYELDY TOV avapEpOnke 6T duvnTikd oyetilovtot pe
1 Sdikacio TG £veong N Pe To PappoKo. Mmopel va, unv Tapovuctdoste Kopio and avtés.
[Tavtote va cuintdte omolecdnmoTe MBOVOALOYOVUEVES AVETIOVUNTES EVEPYELEG LLE TOV YIALTPO GOG.

oAb cvuyvég avemBOunTeg evépysieg (Lmopel va exnpedcoovy mtepiocotepa and 1 ota 10 dropa):

- eMOEIVOOT TG OPOOTG

- aoppayio 610 Tom PEPOG TOV 0PBUALOV (apoppayic TOV AUEPBANGTPOEIBOVC)

- KOKKIVO, LLOTLO TPOKAAOVUEVA OO OLLOPPOYID WIKPDV OLOQOP®V ayYEI®V OTIC EEMTEPIKES
6101BGdES TOL 0PHAALLOV

- TOVOG GTOV 0QOIALLO

Xoyvég avemOopunteg evépyeres (Lmopel va exnpedoovv péxpt 1 ota 10 dropa):

- amokOAANoN N pPEN evOg €K oTIPAOWV 6TO TiG® PEPOG TOV 0PHUALOD OV TPOKAAEL AAPWELG
POTOC LI KIVOOUEVA GTIYUATO TOV HEPIKES POPEC 00N YEL GE amDAELD TNG OpACTG
(p@yun*/0moKOAANGN TOL HEAXYYPMOGTIKOD EMONMAIOL TOVL AUPIPANCTPOEIOOVG,
amokOAANoN/pHEN TOV aUPPANGTPOEIBONC)

- EKPUALOT TOL APPIPANGTPOEDOVCS (dtaTapayr| TG OPUCTG)

- alpoppayio Tov oeBaApoD (apopparyic. 6TO VAAOEIOEG COUN)

- OPIOUEVES LOPPES BOLWOT S TOL PakoV (KATAPPEKTNG)

- avénon g mieong tov oPBaALOD

- KivoOpeva otiypato otnv opaoct (e5l0phpata)

- amokoAAnon g LehaTtvdddovg ovsiog 6To £00TEPIKO TOL 0PBaANOD amd TOV ApPPANCTPOEdN
(amoxOAAN O™ TOV VAAOEWOVS TOV 0ONYEL 08 AAUWELG PMOTOS Kol E10PMDULOTL)

- aioBnon 6t vIdpyeL KATL HECH GTO AT

- ALENUEVT TTOPOY@YT SOKPO®V

- Tpn&yo Tov PAepapov

- aloppayio 6To onpeio g Eveong

- £pLOPOTNTA TOV UOTION

Kotaotdoelg yvootég og oyxetiloueveg pe v vypot tomov AMD, tapatnpndnkav uoévo o acbeveig

[e vypov tumov AMD.

'Oy svyvég avemBOunTeg evépyereg (umopei va, emmpedoovy péypt 1 ota 100 dropa):
- aAdepykég avTdphoels (vepgvoictnoio)**
- coPapn ereypovi | Aoluwén péca oto patt (evooPOuApiTIOn)
- QAeypovi TG ipdag Tov poTiod 1 MA@V onueiov Tov 0eBaApoD (1pitida, payosditida,
1PLOOKVKAITION, «TPMTEIVIKT opiyAn» Tov Tpochiov HaAdpov)
- mopa&evn aicOnon oto pdtt
- gpebiopdg Tov Prepdpov
oidnua otnv Tpodchia 6To1ada Tov BoAPov (Tov KEPATOEIBOVE)
** "Exovv avapepBel aAlepyucés avtidpacelg Onmg eEavOnpa, eayovpa (Kvnopog), epudpd
g€ovOnpato (kvidmon) Kat HePIKES TEPIMTOGEIS COPAPOY OAAEPYIKMOV (avVoQLAAKTIKY /
OVOPLACKTOENG) OVTIOPACE®V.

Yravieg avemBounteg evépysieg (umopel va emmpedoovy péypt 1 ota 1.000 dropa):
- TOPA®ON

- 00A®oN TOV PAKOV AOY® TPOVUOTIGHOD (TPOVHOTIKOG KOTAPPAKTNG)

- oAeypov] TG LEAOTVDS0VG 0VGIOGC 6TO EGMTEPIKO TOL 0OPOAALOD

- OOV GTO UATL

Mn yvoo1iig ovvoTnTog (dev pumopovv va ektiunBovv pe fdon ta dtabécia dedopéva):

- QAEYHLOVT] TOV AEVKOD TUNUATOG TOV LATION OV GYeTICETOL pe epuBpOTNTO KOt TOVO
(oxAnpitida)
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2116 KAMVIKEG SOKIUEG, VTN PEE Lol aDENCT TV TEPICTAUTIKOV OLLOPPAYIOG OO LKPA OLLOGOPa. oy yeia
oT1g eEOTEPIKEG OTOPASES TOL 0POOUALOD (cpoppayic TOV EmTEPLVKOTA) o€ acheveig e VYPOD TVTOL
AMD mov AauPavoy avtimnktikd. H avénon autdv Tov TepIoTatik@v NTay Tapouotle LETasd Tov
acfevav mov Bepomevoviay pe pavIUTILOVUAUTN Kot 0QAPEPGETTT.

H ovompoatikn yprion avoactorémv tov VEGF, ovoidv mapdpotmv e eKeiveg Tov TEPLEXOVTOL GTO
PAVBLU, dvvntikd oyetiCeton pe tov kivouvo dnovpyiog Opdupov aipatog mov gpaccouy ta
apoeopa ayyeio (aptnprok®dv OpoppospPolkdv eneicodimv) TOL UTOPEL VO 00 YIGOVV GE KAPILUKT
TPocPoln 1| eyKeQoAkd enelcddo. Ymdpyet Oempntikdc kKivouvog €101V ENEIGOdImV LETE TNV £veon
tov PAVBLU péca otov opBaApo.

Onwg ko pe 0heg T1g Bepamevtikég Tpwteives, vIdpyel TOAVOTNTA OVOGOAOYIKNG OVTIdpaoT§
(oymuatiopog avticoudtov) pe 1o PAVBLU.

Ava@opd avemBiuntov evepyerav

Edv mapatnpnioete Kamolo avemBOUN T EVEPYELD, EVILEPDGTE TOV YLOTPO GaG. AVTO 1GYVEL KO Yo
K@0e mOav avemBOUNTN EVEPYELN TTOL OEV AVOPEPETOAL GTO TAPOV PUALO 0dNYIDV Ypiomg. Mropeite
emiong va avapépete avemBounteg evépyeleg anevbeiag, LEcm TOL EBVIKOV GUOTILATOG OVAPOPAG TTOV
avaypaeetor oto [Hapdpmpa V. Mécm ¢ avapopds avemBOUnTov evepyeldv Unopeite va
BonOncete 6N CLALOYN TTEPIGGOTEP®V TANPOPOPIDV GYETIKA LUE TNV OCPAUAELN TOV TAPOVTOG
QOpPHAKOV.

5. aog va pvidcsere To PAVBLU

. To @dppoko ovtd mpémel va LAAGSETAL G€ LEPT TOL dev TO PAETOLY Kal dev TO OGVOLY TO
TG
. No un gpNoYOTOLEITE AVTO TO PAPUAKO UETA TNV MUEPOUNVIO ANENG TTOL OVAPEPETOL GTO

YOPTIVO KOUTi Ko oty emtofuaven petd v évéeien AHEH / EXP. H nuepounvio A\éng sivat
N TEAELTALN UEPO TOV UNVO TTOV OVOPEPETOL EKEL.
. duvrdooete og yoyeio (2°C émg 8°C). Mnv katoyHyeTe.

. To pun avorypévo eroridio pmopet va puraydei ektodg yoyeiov oe Beppokpacio £mc kot 30°C yua
£m¢ Ko 3 Nuépe.

. DuAdocete 6TOV 0PYIKO TEPLEKTT] Y10, VOL TPOGTATEVETAL OTTO TO PG,

. Mnv retdte @appokae 6To vepd TNG ATOYETEVONS 1) OTA OKLAKA aroppippata. Potiote tov

POPLOKOTOLO GOG Y10 TO TTMG VO, TETAEETE TAL PAPLLOKA TTOL OEV Y¥PNCLLOTTOLETE T, AVTA TOL
pétpa Bo fonbnfcovy 6Ty TpocTacio Tov TEPPAAAOVTOC.

6. Iepreydpevo. TG CVOKEVOGIUS KOl AOWTES TANPOPOPIES

T epréyer to PAVBLU

- H dpoaotikn ovcia givat: apiiPepaéntn. Eva @loridio nepiéyet e€aydyo 6yko TovAdyiotov
0,1ml mov wodvvaylel pe TovAdyiotov 4 mg apiiPepoéntne. ‘Eva @lolidio mapéyet pio d6om
2 mg apMPepoéntng og 0,05 ml.

- Ta dAha cvetatikd sival: tolvcopPikd 80, cakyapdln, a-a Tpeardln dwdpikr, VOWP Yo,
EVEGLLLAL.

BM\éne “To PAVBLU mepiéyet’ oty mapdypapo 2 Y10 TEPIocOTEPES TANPOPOPIEC.
Epgdvion tov PAVBLU kot Tepreyépeva g cvoKeELAGiOg
To PAVBLU givat éva evéoypo didhopa (evéoiuo) oe éva eroridio. To didivua givar dtanyég £mg

1pdilov, dypmpo £mg ELaPPOS KITPIVO.
M¢éyeBog cvokevosioc 1 praridio.
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Kéroyoc Adsrag Kvkrhogopiog ko [apackevastig

Amgen Technology (Ireland) UC
Pottery Road, Dun Laoghaire
Co. Dublin

A96 F2A8

IpAavdio

Karoyog Adsiag Kvkhogopiog
Amgen Technology (Ireland) UC
Pottery Road, Dun Laoghaire
Co. Dublin

A96 F2A8

IpAovdio

MMopoockevaoTtiig
Amgen NV
Telecomlaan 5-7
1831 Diegem
Bélyo

[N onoadnmote TANPOPOPia GYETIKA LUE TO TAPOV QUPUAKEVTIKO TPOIOV, TAPAKAAEITTE VOl
amevBuvleite otov ToMKd avTmpdsmmo Tov Katdyov g Adstoc Kukhopopiag:

Belgié/Belgique/Belgien
s.a. Amgen n.v.
Tél/Tel: +32 (0)2 7752711

bbarapus
Awmmxen brnrapus EOO/]
Ten.: +359 (0)2 424 7440

Ceska republika
Amgen s.r.0.
Tel: +420 221 773 500

Danmark
Amgen, filial af Amgen AB, Sverige
TIf.: +45 39617500

Deutschland
Amgen GmbH
Tel.: +49 89 1490960

Eesti
Amgen Switzerland AG Vilniaus filialas
Tel: +372 586 09553

E)\LGoa
Amgen EAlGg Qoppoaxevtikd E.TTLE.
TnA: +30 210 3447000

Espafia
Amgen S.A.
Tel: +34 93 600 18 60

Lietuva
Amgen Switzerland AG Vilniaus filialas
Tel. +3705 219 7474

Luxembourg/Luxemburg
s.a. Amgen
Belgique/Belgien

Tel/Tel: +32 (0)2 7752711

Magyarorszag
Amgen Kft.
Tel.: +36 1 3544 700

Malta

Amgen S.r.l.

Italy

Tel: +39 02 6241121

Nederland
Amgen B.V.
Tel: +31 (0)76 5732500

Norge
Amgen AB
TIf: +47 23308000

Osterreich
Amgen GmbH
Tel: +43 (0)1 50 217

Polska
Amgen Biotechnologia Sp. z 0.0.
Tel.: +48 22 581 3000
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France Portugal

Amgen S.AS. Amgen Biofarmacéutica, Lda.
Tél: +33 (0)9 69 363 363 Tel: +351 21 4220606
Hrvatska Romania
Amgen d.o.o. Amgen Romania SRL
Tel: +385 (0)1 562 57 20 Tel: +4021 527 3000
Ireland Slovenija
Amgen Ireland Limited AMGEN zdravila d.o.o.
Tel: +353 1 8527400 Tel: +386 (0)1 585 1767
island Slovenska republika
Vistor Amgen Slovakia s.r.o.
Simi: +354 535 7000 Tel: +421 2 321 114 49
Italia Suomi/Finland
Amgen S.r.l. Amgen AB, sivuliike Suomessa/Amgen AB, filial
Tel: +39 02 6241121 i Finland

Puh/Tel: +358 (0)9 54900500
Kvbmrpog Sverige
C.A. Papaellinas Ltd Amgen AB
TnA: +357 22741 741 Tel: +46 (0)8 6951100
Latvija

Amgen Switzerland AG Rigas filiale

Tel: +371 257 25888

To mapov @OAL0 00N YOV yp1iongs avadewpnOnke Yo TedevToio Popd oTIg
AdLeg TNYES TANPOPOPLOV

Agmtopepeic TAnpoopieg yio To pappako avtd givar drabéoipeg oto diktvakd Tomo Tov Evpomnaikon
Opyavicuod Gopudxmv: https://www.ema.europa.eu.

O TAnpogopicg mov akorovBovv amev@vvovtar povo cg erayyeipatieg vyeiog:
To pudido Ba Tpémet va ypnoiponoteital yio T Ogpameio pévo evog 0@Oaipov.

To @lolidio mepI€yel TEPIGGOTEPT QO TNV CLUVIGTAOUEVT 006N TV 2 MY apAPEPGERTNG (TOV
ooduvopovv pe 0,05 ml). O emmhéov dykog Tpénel vo. amoppinTeETOL TPV amd TNV YopNynon.

To dudlvpa Oo Tpémet vo, eheyyOel omTikd Yo TVYXOV EEVI GOUATIOWKT VAT KOUT OTOYPOUATIGUO 1 Y10,
KG0e PETAPOAN TNG PLOIKNG EUPAVIONG TPV OO T XPNOT|. 1€ TEPIMTMOOT TOV TOPOTNPELTAL KATL OO
TO. TOPATAVE®, OTOPPIYTE TO POUPLAKEVTIKO TPoidv. Mnv ypnoiponoieite €dv 1 cuokevacia £xet

avotytel 1 vrootel {npid.

To KAe1o16 PloAido umopel va puidoceton KTOg yoyeiov og Beppokpacio £og 30°C yua
LéEYP13 Nuépec. MeTd 10 dvorypa Tov Proidiov, Tpoympnote L TN dtodikacio LT ACNTTEC GLVONKEG.

T v evéobologidiky Eveon, Tpémet va ypnoipomom el fehova éveong 30 G x ¥z inch.
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0onyiss yia T xpijcn Tov praiidiov:

1.

2.

A@apéote T0 TAAGTIKO TAOUO KO ATOAVUAVETE TO EEMTEPIKO PEPOS TOV EANGTIKOD TMOHOTOG
€10 MPNOTNG TOL ProAdiov.

Yvvdéote ) Perdva pe pidtpo 18 G, 5 micron o pa anoostelpmuévn cvpryyo Luer-lock tov
1ml.

Belova pe pidtpo

Ynpeioon: Otov iote oot vo avtAnoete 1o PAVBLU, agaipéote 10 TAaoTIKO KEALUH TG
Belovog amd ) Pedldva kot TomoOETOTE TO 08 £va, SOYEID ULYLUNPDY OVTIKEEVWOV.

Erpdéte T Pehdva avoppoPNons LEGH GTO KEVTPO TOV TAOUNTOG EIGYDPNONG TOV PLoALdiov
uéxpr m Berdva va eloayBel evieddg PEGH 6TO PLOAISIO KoL TO AKPO TNG Va oyyiEel Tov mubuéva
TOV PloALdiov.

XPNOOTOIDOVTOG AOTTT TEYVIKY], AVTANGTE OAO TO TEPIEXOLEVO TOL PLoAdiov Tov PAVBLU
péoa otn cHpLyya, S1oTNPOVTIS TO PLaAidlo og OpBio BEoT, EAAPPAOC KEKAMUEVO Y1 VO
dlevkoAvvVETE TNV TANPN AvtAnon. [ v amotponn g elcaywyng aépa, emPefoidote 6Tl TO
dcpo g Perdvog pe eidtpo givar Pubicpuévo péoa oto vYPO. TuveyioTe va YEPVETE TO PLAAISIO
KATA TNV GvTANGN KPOTOVTOG TO AKpo NG Pelodvag pe giktpo Pubiouévo péoa oto vypo.

i B

Adivpo  To dxpo g Perdvag
KO1TaLel TPOG ToL
KOTO
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9.

0,05 ml

BePowmbeite 6t1 1 pdfdog Tov epforov Exel tpafrnytel EnapKdS TPOG TA TGM® KATA TNV
EKKEVMGT TOL PLOADI0V, £T61 DOTE VA 0OEIAGEL TANPOC PeAdvaL.

Aoparpéote T Perova pe GIATPO KOt AmoppiyTe TNV e GOOTO TPOTO.
Ynueioon: H Belova pe pidtpo dev mpoopiletar yia va ypnoipomoteitot yio evOODOAOELOKN
éveon.

Xpnowonoldvrog donmen texvikn, neplotpéyte otabepd pio Peadva éveong 30 G X %2 inch. oto
dxpo Luer-lock ¢ ovpryyac.

Belova 30-gauge x Ye-inch

Xnpeioon: Otav giote éropot va yopnynoete to PAVBLU, agaipéote to mhootikd KaAvppo
¢ Perdvag amd ™ PeAdva Kot TomoBeToTE TO G€ Eva DOYEID ALYUNPDOV AVTIKELEVOV.

Kpatdvtog tn cupryya pe tn Berdva va kortd el Tpog Ta Tavm, EAEYETE TN GVPLYYA Yl
QPLGOADOES. EGv vtdpyovv puoaiides, KTUMNOTE AMOAE Tr GUPLYYQ LE TO SAKTLAS Gag LEYPL OAEC
01 PLOAAIdEG Va avEBoVV 6TO TAV® UEPOC.

E&adetyte OAeg TIC pUoAAIdEG KOl AmOPUAAETE TNV TEPIGOELN TOV PAPUAKEVTIKOD TPOIOVTOG,
méCovtag apyd to EpPolo, £T61 doTe TO EMimedO dpo Tov EUPOAOL va eLOVYPAUIGTEL HE T
ypouun Tov vrodeikvoetl 0,05 ml endvo otn cdpryya.

Adhvpo petd v

ool TV eLGOLId®V
;l;[: a£pa KOl TOL TEPIGGLOV

POPLAKOV

ﬁ _— ]| T'poppn docoroyiog yo J/\/

= ) 0,05 ml \ — ® Eninedo
= T 1= o fixpo.
=1 0-1 E——' guporov
3 5 J
=03 |
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10.

To guaridio mpoopiletar yia pio povo ypnon. H eEaymyn mtolhanidv d0Gemv amd £vo, PloAidlo
umopei va avénoet tov Kivduvo empoivvong 1 erokolovdng eAeyuovig. Kabe aypnoylomointo
POPUOKEVTIKO TPOIOV 1) VITOAEILLO TPETEL VO OTOPPITTETAL COLPOVO LE TIG KATO TOTOVG

16 VOVGEG OYETIKEG OLUTAEELS.
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