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HEPIAHYH TON XAPAKTHPIZTIKQN TOY IIPOIONTOX



V¥ To QAPLOKO 0VTO TEAEL LTTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba eMLTPEWYEL TO YPTYOPO
TPOGIOPIoUO VEOV TANPOPOPLOV OGPAAELNC. ZNTEITAL 0O TOVG EXAYYEAUATIEG VYEING VO AVAPEPOVY
omolesdnmote mhavorloyovpeveg avemiBounteg evépyetec. BA. mapdypapo 4.8 yio tov TpOmo avapopdig
AVETBOUNTOV EVEPYELDV.

1. ONOMAZXIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ximluci 10 mg/ml gvécipo didivpa

2. IHOIOTIKH KAI IOXOTIKH XYNO®EXH

"Eva ml mepiéyer 10 mg ranibizumab*. KéOe guarioio mepiéyet 2,3 mg ranibizumab o didlopa
0,23 mL. O dykoc avtdg mapEYEL Ui, TOGOTNTA TOL UTOPEL VO, PN OLUOTON0El Y10 v 0modMCEL pia
epdmnaé d6om 0,05 ml n omoia mepiéyel 0,5 mg ranibizumab cg evilkeg acOeveic.

*To ranibizumab givot éva Tuqua avOpOTOTOMUEVOL LOVOKAGVIKOD AVTICMUOTOC TOV TOPAYETUL OTd
Kottopa Escherichia coli péow texvoroyiog avacvvdvacuévov DNA.

IMa tov TA7pn KaTdloyo TV ekddy®V, PA. mapdypogo 6.1.

3.  ®APMAKOTEXNIKH MOP®H
Evéowo d1dAvpa (éveon)

Awoyég Tpog ehappmg 1p1dilov, dypouo TPog EAAPPDOS KOPE VOATIKO S1GALLLO.

4. KAINIKEX TAHPO®OPIEX
4.1 OgpamevTikég gvoEitelg

To Ximluci evdeikvutal o€ EVAAIKES yloi:

. T Oepameio g veoayyelakng (VYPNS LOPPNE) NAIKIOKTG EKPVUAIOTG TG WYPAS KNAISOC

. Tn Bepameio g EKmTOONG TNG OPACTG TOL OPEIAETAL GE OION A TNG OYPAG KNALdaG d1afnTIKng
ottoroyiog (DME)

. Tn Oepamneio g mapoaywykng dwafntiknig apeipinotposidonddeiag (PDR)

. Tn Bepameio g Ekmtong TG Opacng oL opeileTan o devTEPOTUDES 01O TG WYPAS
KnAidog amd andepain eAEPac tov apePAnotpogdois (RVO khddov 1 kevipikiy RVO)

. Tn Bepamneio g Ekmtoong g Opacng mov opeikeTan oe yoproedikn veoayyeimon (CNV).

4.2 Aocoloyio kol TPpOTOG YOPNYNONS

To Ximluci Tpénel va yopnyeitor amd oeBaApiatpo pe eumelpio oTig EVOODOADOELG EVECELS.
Aocoloyia

Evilixec

H ocvvietdpevn d6on tov Ximluci o evijiikeg givan 0,5 mg yopnyodueva wg epanas evooiaAmdNG

éveon. Avto avtictoyel og 6yko éveong 0,05 mL. To pesodidotnua pHeTa&d g yopnynong 6vo
d0cemV e éveon otov 1810 0Baipd Ba Tpénet va eival ToLAGYIGTOV TE0oEPELC EFOOLADES.

H Bepancio oe eviiikeg Eexva pe pia €veon avd piqva £mg 6Tov emtevydel péylot otk o&utnta
M/ka1 dev vdpyovy oNUEin SPAGTNPLOTNTAS TG VOGOV dNAadT Kapio petaffodn otnyv ontikn o&vTnTa
KoL 68 GALO OMLELD KOl GUUTTTOWATO TN VOGOL VIO cuveylloduevn Bepamneiao. Xe acOeveic pe vypn
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pope) AMD, DME, PDR ka1 RVO, apywd uropet va ypelacstodv Tpeig 1 meplocdtepes S1adoyIkég
unviaieg evEceLc.

21 cvvéyeLn, N TapakoAovdnon kot ta pecodtocTipoTo TG Oepanciog Oa mpénel va kabopilovral
omd Tov wTpo Kot Ba wpénet va Paciletor oty opactnpldTnTa TS VOoOoL, Ommg antr| a&toloyeitol and
TNV omTikn 0&VTNTO /KO TIG AVOTOMKES TOPAUETPOVGE.

Edv xatd tv Gmoyn Tov 1Tpov, 01 OTTIKEG KOl AVOTOKES TOPAUETPOL KOTASEIKVDOLVY OTL 0 as0evig
dev oeeleitor amd v cuveyllouevn Bepaneio, to Ximluci Oo mpénet vo dtokoOTTETAL.

H mapaxorovbnon yuo dpactnpiotnra g vocov umopel va meptiapfavel kAvikn eEétaon, eAéyyoug
AELTOVPYIKOTNTOG N OEIKOVIOTIKES TEXVIKEG (TT.Y. TOUOYPOAPIQ OTTIKNG TUKVOTNTAG 1 AyYELOYPOPio e
(OAOVOPEGEIV).

Edv ot acOeveic AapuPavovy Oepomeio cOupmva e to oyxfuo xoprynon Oepameiog —kat- Topdtacn, To
uecodtactnuate g Bepomeiog Oo pmopodv oTadioKd va Tapatadodv E0C OTOV EXAVELPAVIGTOVY
onueia dpactnprotntog g vooov. Ta pecodiootipata g epaneiog Bo mpénet va mopateivovon
KaTd Oyl TEPLEGOTEPO amd dVo ERdouddeg kbbe popd yroo tTnv AMD ko umopei va mapotadody g
éva unva kée eopd yroo to DME. I'a v PDR kot v RVO 10 pecodiactipato Oepaneiog pmwopodv
eniong va mopatafovv otadlakd, viodTolg dgv VITAPYOVY enapKN dedouéva MoTe va e&oyBodv
GUUTEPACLLOTO MG TTPOG TNV SLAPKELL TOV LEGOIUCTNUATOV. AV 1] dpacTNPLOTNTA TG VOGOL
gmoveppavicel, Ta pecsodactnuata 0o Tpénel va cuvtopgvdody avaroya.

H Oepaneia ¢ éknrmong g 0pacns mov opeiletor oe CNV Bo mpémet va kKabopiletan Egxwpiotd yio
Kkd0e acOevn pe Baomn ) dpactnpoTa TG vooov. Kdmolol aceveic pmopel va, ypelactovy Lovo pia
N dV0 eVEGELG KOTA TOVG TPMTOVG 12 unveg g Oepameiag. AAAotl pmopei va ypelalovtot To cuyvi
Bepaneia, copmepriapfovopévng g unviaiog Eveonc. Xe devteponadn CNV and maforoyikn poomic
(PM), moAhoi acBeveic pmopel va yperactodv povo pio 1 000 evéoelg katd to Tpmto £10G (PA.
Tapdypoo 5.1).

Ximluci kou pawrtornéio e laser aro DME kou o€ devtepomabés oidnua e wypas knlidag axo BRVO
Yrdpyel kdmolo gumepio amd TV YopNYNoN Tov ranibizumab tavtdypova pe potornéio pe laser (PA.
mapdypoeo 5.1) Otav yopryeitor v 1010 nuépa, to Ximluci Ba mpénet va yopnyeital TovAdyiotov

30 Aemtd petd ) eortonnéia pe laser. To Ximluci propet va yxpnoiponombel oe acbeveic mov £xovv
TPONYOLUEV®DG VTOPAN Dl oe paTtomnéia pe laser.

Ximluci kou pawtodvvouuky Oepameia ue verteporfin oc ocvteporadn CNV arxo PM
Agv vrdpyet epumeipio amd TV TOVTOXPOVT YOpNYNoN ranibizumab ko verteporfin.

E1dixoi wAnBoouol

Hikiouévor
Agv amaiteiton Tpomonoinon g 6061G 6TOVE NAKIOUEVOVG. Y TAPYEL TEPLOPICUEVT EUTELPID OE
aoBeveic nhikiog dvo towv 75 etdv pe DME.

Negpixn dvaleitovpyio,
Agv amaiteiton tpomonoinon g 6001 oe 0cbeveig Le veppikn duciettovpyia (BA. Tapdypapo 5.2).

Hratikn dvalertovpyio
To ranibizumab dev €ye1 peretnOei oe acbeveic pe nratikn dSvcAettovpyia. Qotdc0, dev amarteiton
€101KN AVTIUETATION Y10, TO GUYKEKPIUEVO TANOVGUO.

Taidrazpiros minBoouog

H aocopddeta kon 1 amotelecpatucotnto tov Ximluci g moudid kot eprfovg katw tov 18 etdv dev
&yovv tekunprwbei. To dwbéoipa dedopéva og acbeveic nhikiag 12 £w¢ 17 etdv pe Ekntmon g
opaongc mov opeiretar oe CNV meprypdgovtor otny mapdypapo 5.1 aAld dev pnopel va yivel cuotaon



Yia T1 00GOAOYiaL.

Tpomog yoprynong
DroAid10 piog ¥pNoNG OTOKAEISTIKA Y10 EVOODAADON YOpTyNoT.

Agdopévov 6tL 0 0yKo¢ ov meptéyetal 6to Proridio (0,23 mL) eivon peyaivtepoc amd v
ouviotopevn oo (0,05 ml yio evilikeg), Eva pépog Tov GYKOL OV TEPIEXETAL GTO PLOAISI0 TTPETEL VOl
omoppinteTol TPV amd TN yoprynon.

To Ximluci Tpémel va eAEYYETOL OTTIKA Y10, TUYOV VTTOPEN COUOTIOIMV KOl ATOYPOUATICUOV TPV OO
™ xopHyNoN.

H dwdikacio g £veong Tpémel va TpoyLaTomoteital viTd AonTTeg GUVONKES, OTIC OTOlES
TEPIAAUPAVETOL 1) YEPOVPYIKT OVTICTYIO TOV YEPIDV, 1] YPTON OTOCTEIPOUEVOV YOVTIDV,
OTOCTEPMUEVOD TUATION KOl ATOGTEPOUEVOL S10GTOAEN PAEQAPOVY (1] 1G0GVVALOV), KOODS Kot N
duVaTOTNTO OIEVEPYELNG OTOGTELPOUEVTG TTapaKEVTNONG (€A ypelaotel). [Ipv amod T dievépyeia Tng
EVOOVAADOOVG £VEDTG, TPETEL VAL 0EIOAOYEITOL TPOCEKTIKE TO OTPLKO 1GTOPIKO TOV acbevoig yo
avTdpdoelg vrepevasnciog (PA. mapdypago 4.4). [Ipv and v Eveon, Tpénel va popuoletat
KaTOAANAN avarcsOnoio Kot v, epapudletar £va TomKo [KPOPLOKTOVO EVPEME PAGUATOS Yo TV
amoAVpaven Tov mePlo@ui kol dépratoc, Tov PAEQGPOL Kol TS 0PBaALKIG EMPAVELNS, COLE®V
LLE TNV 10XDOVGA TOTIKT] TPOKTIKY.

Evnlixec

e evilikeg 1 Pelova Eveong pémel va gicdyetor 3,5-4,0 mm mico omd T GKANPOKEPATOEIDN
GTEPAV GTNV LOAOEION KOIAOTNTA, ATOPEVYOVTAG TOV 0plOVTIO HecUPpvd Kol GTOYXEDOVTOC TPOG TO
KEVTPO TOL 0PBaALLKOD BoAPov. Katomv, yopnyeitan 1 tocodtnta £veong 0,05 mL. Z1ig peténetta
evéoelg, Ba mTPpEMEL VO, YPTCILOTOLEITOL S10POPETIKO GNUEID TOL GKANPOV YLITAOVO.

T TAnpogopieg GYETIKA LE TNV TPOETOLAGIN TOV QUPHOKEVTIKOD TPoidvTOog, PA. Tapdypapo 6.6.

4.3 Avrevosigag

YrepevaioOnoio 61N dpacTikn ovoia 1} 6 KAmo1o amd T £K60YA TOV AVUPEPOVTUL GTNV
Topaypaeo 6.1.

Acbeveic e evepyég N mbavoroyovpueveg o@OoAukéC 1) TEPLOo@OaLUKESG AOUMEELC.
Aocbeveig pe evepyn coPfopn evooeBdiia eAeypov.
4.4 E10kég TPoELdOTOMGELS KOL TPOPLAAEES KATE TN (p1jo

Iyvnloowdtro

ITpokeévov va Bertiwbei 1 yvnAacuodTnTo TV PLOAOYIKGV QOPUOKEVTIKOY TPOIOVI®V, TO GVOUQ
Kol 0 aplOpOg TOPTIONS TOL YOPTYOVLEVOD POPLAKOL TPETEL VO KATAYPAPETOL LUE CAPTVELD.

Avtidpaoeic mov oyetilovtor pue tnv evooorlmon Eveon

O1 evdoboADOEIS evETELS, OTIG oToieg cvumepthapPdvovtol avtég pe To ranibizumab , £yovv cuvoebel
pe evooeBodpitida, evoopOAaALLL PAEYLLOVT], PYUOTOYEVT OTOKOAAN O™ AUEIPANGTPOEDOVS, PriEN
AUPIPANCTPOEIBOVS KOl TPOYEVT] TPALHOTIKO Katappaktn (BA. Tapdypapo 4.8). Katd tn yopnynon
tov Ximluci, npénel va epappoloviorl Tavio KatdAANAEG donmteg teyvikéc Eveonc. EmmAdov, ot
aoBeveig Ba mpémel va mapokorlovBodvtan katd Tt SidpKeld TG EPOOUAdNS LETA TNV EVEOT
TPOKEWEVOL Vo emTpamnel 1 ykaipn Oepameia Toyov Aoipwéng. Ztovg acbeveig Ba mpénet va divovtar
001 YIEC VO, AVOPEPOVY TUYOV CUUTTMUOTO EVOEIKTIKG EVOOPOUAUITIONG 1] 0TTO10VONTOTE Od TO
npoavapepbivia yopig kapio kabvetépnon.



Avénosig e evooebaiuog mieonc

Evtoc 60 Aemtddv amod tnv €veon Tov ranibizumab , £xovv mapotnpn el oe evAikes TapodiKég
avénoeig g evoopdipiag mieong (EOIT). Eppévovoeg avénoeig tng EOIL éxovv emiong tavtomonOei
(PA. mapdypago 4.8). Ilpénet va mapakoiovBodvtal Kot vo avTIHETOTILOVTOL KATAAANAO Kot 1)
evioeOdAIO TiEoN Kot 1 AUAT®OT TG KEQAANG TOV OTTIKOL VELPOU.

Ot acBeveic Oo TPEMEL VO EVIIUEPDVOVTOL GYETIK( LLE TO, CUUTTOUOTO AVTAOV TOV TOAVOV
avemBoUNTOV EVEPYEIDV, KOL VO TOVG OTVETAL 031 Y0 VO, EVI|UEPOVOLY TOV YLOTPO TOVG EQV
TOPOVGIACOVV oNein OT®S 0POaApLKO TOVO 1 avénuévn ducpopia, EpuBpdTNTA TOL 0EOHAALOD TTOV
emdevaveTal, BoAn 1 petwpévn 0pact, ov&avopevo aplipd PIKpOV couatidiov 6Ty OpacT Tovg, 1
avénuévn evatcincia oto g (PA. mopdypao 4.8).

Aunpotepomievpn Oepaneia,

[Tepropiopéva dedopévo amd TV OUEOTEPOTAEVPN ¥PN o™ TOVL ranibizumab (wepriapfoavouévng e
yopnynong tnv idla pépa) Sev KOTASEIKVOOVY aVENUEVO KIVOLVO GUOTNUATIKOV aVETIOOUNTOV
EVEPYEIDMV GE GLYKPLOT| LLE TNV HovOTAeLupn Oepameio.

Avocoyovikdtnta,

Yrdpyel mbovotnto avocoyovikdTnTog pe To ranibizumab. Kabmg vrdpyet n mbovotnto avénpévng
ovotnpatikng £kbeong oe acBeveig pe DME, dev pnopet va anoxieiofel Evag avénuévog kivouvog
avamrtuéng vrepevaicinciog og avtd Tov TANBVcHS acbevav. Oa Tpénet eniong va didovtot 0o yieg
6ToV¢ 0c0eveic va avapEépovy av avEdvetal 1) oPapotnta [ag evooeBaALLag AEYLOVAG KABMS anTd
umopel va amoterel KMVIKO oNUelo Tov va, amodidetal 6ToV eVOOPOAAULO GYNUOTIGUO AVTICOUATOV.

Tavtdypovn yopnynon drArov ovti-VEGF (ayysiokdc evoodnitokdc avéntikdc mopdyovag)

To Ximluci dev mpémel va, yopnyeital TaVTOYPOVA HE GAAN PAPUOKEVLTIKA TPOIOVTO TTOV TEPLEYOLY
dAriovg avti-VEGF (cuotnuatikovg 1 o@Boipkong).

opdinwn 66cnc Ximluci o€ EVAMKEC

H 660m Ba mpénet va mapaieinetor kKot 1 Oepaneio dev Oa mpémet va Eavapyilel vopitepa amd v
EMOUEVT] TTPOYPOUUOTIGUEVT Bepameia oe mepinTmon:

o Meiwong ¢ karvtepa PeAtiopévng ontikng o&vtntag (BCVA) katd >30 ypdupota o
GUYKPLON UE TNV TEAELTALO EKTIUNON TNG OTTIKNG 0EVTNTOG

o evdopBaiog tieong >30 mmHg

o PNENG TOL AUPIPANGTPOELDOVG

o VIOUPIPANGTPOEISIKNG apoppayiog wov eunAékel To kévrpo tov fobpiov, 1 av To péyebog tng
apoppayiag etvor >50%, tng GLVOAIKNG TEPLOYNS TS PAAPNS

o SteEaymyng N TPOYPAULOTIGLOD EVOOPOAAULNG XEWPOVPYIKNG EXEUPAONG EVTOG TMV

TPONYOVLEV®V N ETOUEVOV 28 NUEPDV.

Pnén tov peraypdov emniiov

TTapdyovteg Kivduvou oyeTilOIEVOL e TV EREAEvIoT PRENG TOL peAaypOov ETBNAiOD TOV
apePAnotpogidong petd and avti-VEGF Ogpaneia yio vypry AMD, kot mBavd kot yio GAAES LOpPES
CNV, mepiapfavouy peydan kai /M vymin amokoAnon ueloypdov extdniiov tov
apepAncTpocdovs. Otav Eexvd Bepameio e ranibizumab, Ba wpénet va didetal mpocoyn oe acbeveig
LE OLTOVG TOL TOPAYOVTES KIvOHVOL Yio pii&n Tov peAaypoov emBnAiiov Tov apePAncTposdovc.

Pnyuotoyevig omokOAANo auoBPANGTPOEIO0VE N OTEC TS WYPAS KNAIOOC € EVIAIKEC

H Oepancia mpémel va drokomteTal o€ acbeveig Le pryHOTOYEVT ATOKOAANGT QUEPBANGTPOEIB0DE N
OTEC TG WYPAC KNAdag otadiov 3 1 4.



ITAnBvopoi yio Tovg 0moiove VITGPYOLVY TEPLOPLOLUEVH dEdOUEVA,

Yrdpyel povo meplopicuévn eumeipia ot Bepaneio acbevov pe DME mov opeiieton o dafn
tomov 1. To ranibizumab dev &xel pedetndei oe acbeveig mov Exovv Tponyovuéveg voPfinbdei oe
Oepameio pe evOoDAADOELS EVEGELC, G aGOEVELS [le EVEPYEC GLOTNUATIKEG AOUMEELG 1) GE 0oBEVEIC e
GUVLTLAPYOVGES 0POUALKEG TOBNOELG OTMC 1) ATOKOAANGT] TOV AUEIPANGTPOEDOVS 1) O] WYPEG
KnAidag. Emiong vdpyet meplopiopévn epneipio omd ) Oepoameio pe ranibizumab o€ acOeveic pe
HbAlc mave and 108 mmol/mol (12%) kot kapio epmelpio o€ acbeveic pe pn eheyyOUevn vTEPTACT).
Avt éMdeyn dedopévav Bo pémet vo Aapfavetor v’ oym amd Tov 1Tpd OTOY VITOPAAAEL GE
Bepaneia T€T0100G 0G0eVEiC.

Agv vdpyovv enapkn dedopuéva MoTe va e&ayBobv CUUTEPAGLLOTA Y10 TO OTOTELEG O TOV
ranibizumab o€ aceveig pe RVO mov mapovotd{ovv un avasTpEWI IGYOLLKT OTOAELN TNG OTTIKNG
Aettovpyiog.

e aoBeveig pe PM, vmdpyovv meplopiopéva dedopéva yio 1o amotéAecpia Tov ranibizumab og
acBeveic mov &yovv Tponyovuévmg vroPAndel e avemituy emtTodvvautkn Bepomeio pe verteporfin
(vPDT). Eziong, eved mopampnnke éva otabepd anotédeopa o€ acbeveic pe vrofobpucég Kot
mapafobpikéc PAaPec, dev vtapyovv enapkn dedopéva Yo va eEayBobv coumepdopata yio T Opacm
tov ranibizumab o€ acOeveig pe PM ko eEopobprakég PAaPec.

2VoTNUOTIKEG eVEPYELEC LETA amtd EVOODAADON Eveon

ZVOTNUOTIKEG avemBOUNTES EVEPYELEG Ol OmOoieg TEPIAUBEVOVY UN-0QOaAKES arpoppayiec Kot
aptnplaxd Bpopfoepforikd eneicddla Exovv avoeepBel LeTd amd evOoDAAMON EVECT AVAGTOAEWV
VEGF.

Yrdpyovv mepropiouéva dedopéva yio v acedreia ot Oepaneio aclevav pe DME, oidnua tng
oypdg knAidag mov oeeiretor o RVO ko devtepomadn CNV and PM pe mponyodevo 16toptkod
EYKEQOAMKOV ENEIGOOI0V N TAPOSIKDV 1oYUKOV enelcodimv. [Ipénet va 6idetan 1daitepn Tpocoyn
otav avtoi ot acBeveic vrofdirovion oe Oepameio (BA. Topdypago 4.8).

4.5 Aliemopdosic pe Ghlo QUPRIKEVTIKA TPOIOVTA KOl GAAES poPPES aliniemiopaocng

Agv éxovv Tpaypotonombel pelétec aAANAETIOPAGEWDY.

[No ™ cvpmAnpopatikn xpron eotodvvapukrg Oepansiog (PDT) pe Bepremopeivn kon Ximluci otnv
vyp1 AMD kai v PM BA. mapdypogo 5.1.

[No ™ cvpmAnpopatiky xpron eotomn&iog pe laser ko Ximluci oto DME xot ) BRVO BA.
mapaypdeovg 4.2 kot 5.1.

e KMvikég peréteg yiao tn Bepaneio g EknTmong tng Opacns mov opeiletor e DME, 10 amotélecpa
MG TPOC TNV OTTIKN 0ELTNTA 1 TO YOG TOV KEVIPIKOV LITOTES IOV TOV AUPIPANGTPOEOVC G asbeveig
7ov éhaPav Oepameia pe ranibizumab dgv exnpedotnke amd TV TOLTOYPOVN Bepameio e
Be1loMdvediovec.

4.6 T'ovipétnTo, KONON KOl Yorovyia

T'uvaikeg og avamapay®yikn NAKIO/ aVTIGOAANYT] GE YOVOIKEC

Tvuvaikeg o€ avamopay®ytkn nAMKio TPETEL VO ¥PNGULOTOIOUV OTOTEAECUATIKT OVTIGCOAANYT KATA TN
duapkela tng Oepamneiog.



Kdnon

Agyv givon daBéoipo kKhvikd dedopéva amd £kfeon kKuncemy yio To ranibizumab. Meléteg o€ mBNKovg
cynomolgus dev katédel&ov apeon N EUUEST) TOEIKOTNTA GTIV EYKVIOGLVN, 1 TNV EUPPLIKT ovATTLEN
(BA. mapdypogo 5.3). H cvetnuatiky ékBeon oto ranibizumab givol younAn pHetd amd o@OaApK)
xopynon, oArd Adym tov unyaviopot dpdong Tov, to ranibizumab npénel va Bempeiton 6TL el
duvnTiKa TEpaTOYOVO Kot EpPpvotoikn dpdon. Emopévmg, to ranibizumab dev mpémel va
YPTOLLOTOLELTOL KATE, TN OLAPKELN, TNG EYKVHOGVVNG EKTOG EAV TO AVOUEVOLEVO OPEAOG VTTEPTEPEL TOV
duvnTiKo KvoHvo yia To EUPpvo. X yovaikes Tov emBLUOVV va LEIVOUV £YKVEG KOl £XOVV
vroPAnOel og Bepoameia pe ranibizumab cuvicTdTol Vo TEPIUEVOLV TO AYOTEPO 3 UNVEG UETE TNV
terevtaio 060 ranibizumab wpv T GOAANYT TOLO10V.

Onioouodg

Agyv gival yvmot6 €6v to ranibizumab amekkpiveTor 6to avOpdmivo ydAa. O Onlacudc dev cuvieTdton
Katd TN ddpKeln TG xprong tov Ximluci.

Tovwotnta

Agv vapyovv Sabécipa dedopéva Yia T YOVILOTNTO.

4.7 Emopacels 6Ty IKavOTnTo 0017161S KUl LEIPLGUOV UNYUVI|ULATOV

H dwdkacio g Bepaneiog evoéyetar vo TpoKAAESEL TOPOIIKES OTTIKES SLOTAPAYES, TOL UTOPEL VAl
EMNPEACOVY TNV IKOVOTNTA 00NYNONE N XEPLGHOD unyavnudtev (PA. mapdypoeo 4.8). Ot acbeveig

7OV gUEAVIfOVV TETOLOL CLUTTOUOTO JEV TPETEL VO, 00N YOUV N va. xewpilovtar unyaviuoto Emg 6Tov

OVTEG Ol TTOPOSIKEG OTTIKES SLOTAPALYES VITOYWOPTICOVV.

4.8 AvemOOuNTESG EVEPYELES

20VOWYT TOL TPOPIA OLGQAAELOS

H mhetovotnto tov averiBountov evepysidv mov avagépdnkay uetd tn yoprnynon Tov ranibizumab
GLVOEOVTOL e TNV dadtKacio TG EVOODOAMIOVS EvEDTC.

H ovyvotepa avapepdpeveg avembBounteg evépyeleg Letd tnv éveon Tov ranibizumab givor:
0PBoAUIKOS TOVOC, 0pBaAUIKT VITEpaLpia, avENUEVT eEVOOPOALLLN TTiEGT), PAEYLOVT] TOV DAAOEIOOVS
OOUOTOC, ATOKOAANGT] TOV VUAOEDOVG CMUATOS, OLLOPPAYia TOV AUEPANGTPOEIDOVS, OTTIKN
droTapayn, EWOPOUATO TOV VUAOEIBOVS, OUOPPUYID, TOV EXTEPVKOTA, 0QOUAKOS EpedicdC,
aioOnpa E&vov cmpatog 6tovg opBaiovg, avénuévn dakpvppota, PAepapitida, Enpoedaipio kot
0POOAUIKOS KVNGLOC.

O1 cuyvoTEP AVOPEPOUEVEC UT 0QOaAUIKEC avemBounTeg EVEPYELES lvar KEQaAaAYia,
pvoQopvYYiTda Kot apdpaiyia.

A1yotepo cuyva avapepOUEVEG 0ALA coPapotepeg avemiBouNTEC EVEPYELEC TEPIAOUPAVOLY
£vO0QOOAUITION, TOPAMGT], ATOKOAANGT AUEIPANGTPOEIB0DC, 1| PNEN AUEPANGTPOEIBOVE Kot O
10TPOYEVIC TPAVUOTIKOC KaTappdkng (BA. mapdypapo 4.4).

Ot avemBOunTec evépPyELEC TOL TAPOVOIAGHNKAY PETA TN YOPTYNON TOV ranibizumab o€ KAVIKEG
peAéteg ouvoyilovtal 6ToV TiVOKo TopaKiT®.

Koatdhoyoc avemBountmv evepyeldv og mivako”

O avemBounteg evépyeteg TapatiBevtal pe Ta&voun ot KoTd KoTnyopio opyovikod GUGTHUATOG KOl
GLYVOTNTA YPNCILOTOLDVTOG TNV akOAO0VON cLVONKN: TOAD cuyvég (=1/10), cuyvéc (=1/100 éwg
<1/10), oy ouyvég (>1/1.000 £wg <1/100), omdvieg (>1/10.000 £émg <1/1.000), ToAd omdvieg
(<1/10.000), un yvootég (dev umopodv va ektiunfovv pe Baon ta dobéoiua dedopéva). Evtog kabe



KOTNYopiag cuyvoTNTAG ELPAVIONC, Ol AVETIBOUNTEC EVEPYELEG TTapaTifevToL Katd @Bivovca celpd

coPapotntag.

Ao éels kKot TapacITOoELg

Hold ovyvég

Pwoopapvuyyitida

2oyvég

Ovporoipmén™

A1oTopoyés Tov ayuomoTIKoD Kol Tov

AUQIKov cLETHUATOS

2oyvég

Avoyia

A10Topoyés TOO avocoTOITIKOD GCOGCTHHUATOS

2oyvég YrepevoioOnoio
Poyrotpikés o1otapayés

Soyvéc Ayyog
A10Topoyés Tov vevPIKOy GOCTHHATOS

Hold ovyvég Keporaryia

O9OaIHIKES O10TaPOyES

Hold ovyvég

dAeypovn 10V VOAOEIBOVG CAOUATOG,
OTOKOAANGT TOL VAAOELSOVG CAOUATOG,
opoppayic Tov apePANCcTPoEdovG,
OTTIKY dlaTopayn,

TOVOG TOL 0POUALOD,

e€10pOUOTA TOL VOAOEIOOVE COUOTOC,
ooppayic Tov EMTEPLKAITA,
gpebiopdg Tov 0POaALLOD,

aioBnon mapovsiag EEVOL GMUATOG GTOVG 0POUALOVC,
dakpvppoto. avENUEVN,

PArepapitida,

Enpoebadpia,

vrepoio Tov 0@OaAL0D,

KVIOUOG TOL 0QBOALLOD

2oyvég

Ex@OAion tov apeipAnotpogidong,
dloTapayn ToL APPPANGTPOESOVG,
OMOKOAANGN AUEIPANGTPOEOOVG,

PNEN TOL AUPPANGTPOELDOVC,
OmOKOAANGN TOV peAdyypov emOnAiov Tov
apPPANGTPOELOOVG,

pNEN Tov peddyypov embnAiov tov apEPAncTpoedoic,
pelpéVn ontikn o&vTnTa,

OLLOPPOYic TOV VAAOEIOOVE CMOUATOC,
dLTapOY TOL VAAOELOOVE GMUATOG,
payoelditioa,




pitda,

POOKVKAITION,

KATOPPAKTING,

KOTOPPAKTNG VITOKAWY10G,
BolepotnTa TOL OTicO0V TTEPLPAKioV,
OTIKTN KEPATITIOON,

€KO0PE TOL KEPAUTOEIBOVG,
gpvONUa TOL TPocBiov Baldpov,
00 lmwon g 6paog,

aoppayia ot 6o g éveong,
aloppoyic Tov o@OHaApov,
EMITEPLKITION,

OAAEPYIKT EMTEPLKITION,

0B Kd ExKpLua,

potoyia,

poTopopia,

o@BaA K dvoopia,

oionua tov Preedpov,

GAyog Tov PAepdpov,

VIEPOLUIO TOV EMTEPVKOTOL.

Oy1 ovyvéc

Toploon,

evdopOaApiTdn,

voTLO,

Veopa,

Kepatonmddelo,

GUUPVOELS TNG 1P1O0C,
EVATOOECELC TOV KEPATOELOOVE,
0101 L0l TOL KEPATOEDOVC,
YPOUUMDGELS TOV KEPUTOEOOVG,
dlyoc ot Béomg éveong,
epebiopdg ot B€omng éveon,
Un @uGoAoykd aicOnpa 6tov 0QOUALO,
epebiopdg Tov Preeapov.

A10ToPAYES TOD AVATVEVGTIKOD GCUGTIIUATOS,TOV OWpaKa Kol TOV uecoOwpPaKiov

2oyvég

Brixog

A10ToPAYES TOD YAGTPEVTEPIKOD CUCTHUATOS

2oyvég

Nowrtia

A1oTopoyés Tov 0EpUaToS Kal TOV VITOIOPIOV IGTOD

2oyvég

AMkepyikég avtidpaoelg (e€avOnua, kvidmon, kKvnouog,
epvON L)

A10Topoyés TO HVOGKELETIKOD GUOGTIHATOS KOI TOV GOVOETIKOD 16TOY

1100 ovyvég

ApBpadyia




Haparxivikés eCetdoels

Hold ovyvég EvdopBdaia mtigon avénuévn

# Q¢ avemBountec evépyetleg opiotnroy avemBdunta cvuBdpata (o TovAdyiotov 0,5 TocooTioieg
Hovaodeg aoBevdv) ot onoieg Tapovasidcinkay 6e VYMAITEPO TOGOGTO (TOVAAYIGTOV 2 EKOTOCTIONES
povadeg) oe acbeveic mov edauPavay Bepomeio pe ranibizumab 0,5 mg amd 0TL 6€ gKeivovg OV
ehapPavay Bepameia eEléyyov (wevdn Bepameioo PDT pe Verteporfin).

*mapoatnpnonke pévo otov tAnduoud pe DME

AvemBountec evEpPYELEC TOV TTPOTOVTOS OV GYETILOVTOL LE TNV KATIYOPia,

21ig perérec edong I yio v vyp) AMD, 11 cuvoMKn cLYVOTNTO TOV 1 OPOUALIKOV OLLOPPAYIDV,
Qg avemBOuN NG EVEPYELNG TOL OVVITIKA GUVOEETAL UE TN GLGTNUOTIKY avooToAn Tov VEGF
(avBpmmvov ayyelaol evoonilakoy avéntikod Tapdyovia), NTaV EAAPPE aVENUEVT GTOVE 0oDEVElg
7ov voPANOnKkav oe Bepaneia pe ranibizumab. Ev tovtoig dev vanpye axoAovdia 6Ty UAVIoT Kot
eEEMEN TV S10QPOPETIKOV TEPICTUTIKOV apoppayiog. MeTd tnv evooboAmOT YOPNYNON AVASTOAEDV
tov VEGF, vrdpyet évag Bempnricog kivovvog aptnprokmv Opopfoepfoikdv eneicodimv,
TEPIAAUPAVOUEV®Y EYKEQPOALKOD ETELGOSIOV KO EPPPAYLLOTOC TOV HDOKAPSIOV. TTIG KAMVIKEG SOKLUES
tov ranibizumab cg acbeveic ue AMD, DME, PDR, RVO kot CNV mopatnpnOnke pio younAn
GLYVOTNTA ELPAVIONS 0PTNPLOKOV OpouPoeuforiikmy encicodiny, ympic vo VTAPYoVY HEYAAES
dropopéc petald Tv ouddwv mov Elafav Bepameia pe ranibizumab 6g cOYKPION LE TIC OUASEC
eAEYYOV.

Avopopd ThavorloyoOueveV aveTOOUNTOV EVEPYELDY

H avagopd mhavoroyodueveoy avemBOUNT®V EVEPYELDY LETA OO TN YOPTYNoN GO0 KLKAOPOPToG
TOV PAPUAKELTIKOD TPOTOVTOG elvar onuavtikn. Emtpénet tn cuveyn mapakoiovdnon g oyéong
0PEAOVG-KIVOUVOL TOVL QOPUAKEVTIKOD TPOTOVTOG. Znteitat omd Toug enayyelaticg vyeiog vo
avaQEPOLY 0TOIEGONTOTE TOUVOALOYOVUEVES aVETIOOUNTEG EVEPYEIEG UEG® TOV £0VIKOD GLOTNUATOG
ovaeopds mov avaypdestor oto Hopdptmua V.

4.9 Ynepdocoroyia

[Teprotatikd Tuyaiog vrepdocoroyiog Exovv avapepbel amd Tig KMvikég pehéteg oty vypn AMD kot
T0, 0E0OLLEVA TTOV GLAAEYON KAV HeTd TV TomoBETnomn Tov oty ayopd. Ot avemBounTec EvEPYEIEC TOV
GYETIGON KAV GLYVOTEPA LE AVTA TO TEPLOTATIKA TOV 1) AOENOT TG EVOOPOAALLOC TTiEOTG, 1| TOPOSIKY
TOPAWOT, 1 LELOWUEVT OTLTIKN 0EVTNTA, TO OIONUA TOV KEPATOEWDOVG O TOVOG TOV KEPOTOELO0VG KOl O
0POoA KOS TOVOC. e mepinTmon VIEPSdOGOLOYiaG, 1 evOoEOdAULL Tieon TTpémel Vo TopakoAovOeital
KoL VoL avTIUETOTICETOL KATOAANA®G, £G4V KpiveTon amapoitto amd to Oepdmovta 10Tpod.

5. DAPMAKOAOI'IKEX IAIOTHTEX
51 ®@oppoxodvvopikEs 1010TNTES

Doppokobepamentikn katnyopio: OPEOAAUOAOYIKA, AVTIVEONYYEI®TIKOT TOpdyovTeS, Kmdkdg ATC:
SO01LA04

To Ximluci eivon Bro-opog1déc pappakentikd npoidv. Aentopepeic TAnpoeopiec eitvar dtabéoiueg otov
dwkrvoko tono Tov Evponaikod Opyaviopod Papudxwv: http:/www.ema.europa.eu.

Mnyoviopdc 6pdonc

To ranibizumab givot éva TUN O 0VOGLUVOVOGIEVOD aVOP®TOTONUEVOD LOVOKAMVIKOD OVTICHOLATOG
oL dpa. Kot Tov avOpdTIVOL aryyelakol evdodnitakol avéntikov mapdyovta A (VEGF-A).
Xovoéetal pe PLeYGAN ocvyyéveta pe TG .oopopeéc tov VEGF-A (m.y. VEGF 110, VEGF121 kou VEGF65),
ATOTPETOVTOG UE AVTO TOV TPOTO TN ovvdeot Tov VEGF-A pe toug vrodoyeic tov VEGFR-1 kan
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VEGFR-2. H ovvdeon tov VEGF-A e toug vmodoyeic Tov oonyei o€ TOAAATAAGIOGIO TV
EV0OMMOK®V KLTTAP®V Kol vEouyyeiwomn, KaOMOC kal e dtappon TV ayyeiov. OAia avtd Bempeiton
0T cLUPAALOVY oTNY eEEMEN TG VEOAYYEIOKNG LOPONG TNG NAMKIOKNG EKPOAMONG TNG 0YPAS KNALdAG,
g maforoykng pooriog kot CNV 1 g €kntoong g Opacg Tov TPoKaAEital Te amd oldonua TG
0YPAc kNAdag dtafnTikng artoloyiag 1 devtepomadis oidnua g wypds knAidag and RVO oe

EVIIMKEG.

KAk ommoteAeouotikOTnTo. Kot 0o@AAEL

Osparcio tne vypnc AMD

v vypr AMD 1 KAvikn ac@dAeio Kot omoTELECUATIKOTNTA TOL ranibizumab éyovv a&loloynOel og
TPELG TUYOLOTOIMUEVEG, OUTAQ TVQALG, EAEYYOLEVES EITE LIE EIKOVIKT Oy®YT| €ITE [LE OPOUCTIKY] OLGIN

peAéteg o1dpketog 24 unvov o acbeveic pe veoayyelokny AMD. Xvvoiikd 1.323 acbeveig (879 éhafav
OpaoTiKd PAppoKko Kot 444 Ehafav EaPLOKO EAEYYOV) CUUUETELYOV GE OVTEG TIG LEAETEG,.

2 perétn FVEF2598g (MARINA), 716 acBeveic pe eAdyioto KAOoIKEG 1) AavBAvouses ympig KAAGIKA
ototyela aALodoelg TuyaomoOnkay og avaroyia 1:1:1 dote va Adfovv unviaieg evéoelg
ranibizumab 0,3 mg, ranibizumab 0,5 mg, 1| EIKOVIKEC EVEGELC.

> perétn FVF2587g (ANCHOR), 423 acBeveig pe arloidoelg kuping kKhaciking CNV
Tuyotomombnkav og avoroyia 1:1:1 dote va AdPovv ranibizumab 0,3 mg punviaia, ranibizumab

0,5 mg unvwaia, eite PDT pe Peptemopeivn (apyikd kot katdmy ke 3 uveg, av 1 ayyeloypoio pe
@AoVOpECEIVN £dely Ve EMIPOVT| 1] VTTOTPOTIALOVGO JPPOT) TV AYYEIWV).

Ot x0pleg peTpnoelg Tov amoterecudtov cvvoyilovral otov [Mivaxa 1 ko v Ewodva 1.

Mivexeog 1 Amoteréopata kotd 10 Mivae 12 kou to piiva 24 otic peréteg FVF2598g (MARINA)

ko FVF2587g (ANCHOR)

FVF2598g (MARINA) FVF2587g (ANCHOR)
Métpnon Mnvag Ewovikn | Ranibizumab PDT pe Ranibizumab
OTOTEAECLLATOC aywyn 0,5 mg Beptemopivn 0,5 mg

(n=238) (n=240) (n=143) (n=140)

Andlewn Mnvag 12 62% 95% 64% 96%
<15 ypoppdrov
OTOV EAEYXO OTTIKNG [ Myvog 24 53% 90% 66% 90%
o&vtnrag (%)*
(drotpnon g
OpOoNGC, KOPLO
KOTOANKTIKO
onueio)
Képdog Mnvag 12 5% 34% 6% 40%
>15 ypappdtov Mnvag 24 4% 33% 6% 41%
oTOV EAEYYO OTTIKNG
o&utnrag (%)*
Méon petofoin Mnvag 12 -10,5 +7,2 (14,4) -9,5(16,4) +11,3 (14,6)
OTTIKNG 0&VTNTOG (16.6)
(ypappata) (SD)? Mnvog 24 -14,9 +6,6 (16,5) -9,8 (17,6) +10,7 (16,5)

(18,7)

4p<0,01
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Ewéva 1 Méon petafoin g onttikig oEOTNTOC 0md TV évapén ¢ 1o Miva 24 otn peréty
FVF2598g (MARINA) kot ot perétn FVF2587g (ANCHOR)

Study FVF2598g (MARINA)

o 151
= 107
3 _ = : +66
sp°
s 2 5 by - + 215
g - Pp o '
& -10 1 S5 S
2 151 PPPbpbpb 149
8 0 2 4 6 8 10 12 14 16 18 20 22 24
= Month
Study FVF2587g (ANCHOR)
w 157
‘-"_a +10.7 _
= 10
3 o
T o H— >~ +20.5
29 *es 3
> —.5 1 1 .
g 10 S s S R s i
2 15
- e——
= 0 2 4 6 8 10 12 14 16 18 20 22 24
< Month
MARINA ANCHOR
—#- Ranibizumab 0.5 mg (n=240) —& Ranibizumab 0.5 mg (n=140)
~@- Sham (n=238) ~® Verteporfin PDT (n=143)

Ta amoteréopoto Kot amd Tig 000 pedéteg £de1&av 0tL 1 cuveylouevn Bepaneio pe ranibizumab
Lmopel va o@eAnoet Kot Toug acbeveic mov amwieoav =15 ypdppata amd v Kodvtepa dtopbopévn
ortik o&utnta (BVCA) katd tov mpmto ypdvo Oepameiag.

2TOTIOTIKA OTUOVTIKG avopepOpeva amd acleveig opEéAN Tng OTTIKNG Agttovpyiag mapotnpnonkoy
1660 otnv MARINA 660 ka1 otriv ANCHOR pe ) Oepaneia pe ranibizumab évavtt Tng opddog
eA&yyov ommg petpndnke amd to epwtnuotordyio NEI VFQ-25.

X peiétn FVF3192¢g (PIER) 184 acBeveig pe 0leg Tic popeég tng veoayyelokng AMD
ToyotomomOnkay og avoroyia 1:1:1 dote va AdBovv ranibizumab 0,3 mg pnviaia, ranibizumab

0,5 mg unvweia, eite ranibizumab 0,3 mg, | 0,5 mg 1 €IKOVIKEG EVEGELC Lia pOpE TO Uiva Yo

3 ovveyodueveg d0aels, akolovBodueveg and yopnynon piog 66ong pia eopd kébe 3 unveg. Amo to
Mnva 14 g peréng, emetpann ot acheveic mov vroPdiioviay og yevdn Bepaneio va Adfovv
ranibizumab kot omd Tov M7va, 19 ftav duvatdv va yivovtal cuyvotepeg Oepameicg. Ot acbeveic mov
€ oPav ranibizumab ot pedétn PIER éhafav katd péco 6po cuvorikd 10 Oepomeies.

Metd amd apyikn avénon Kot tov EAeyyo omtikng o&utntog (Uetd amd T unviaio xoprynom) Kotd
Uéco 6po, 1 omtTiKN 0ELTNTA, TV acbevdv EAaTTOONKE UE TpLUNVIaio dOCT EMICTPEPOVTAS GTNV
OpYIKN NG TIUN To pva 12 Kot 10 amoTtéAes o avTd dlatnprOnke oTovg TePlocOTEPOVG acbeveic o
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éapav Bepomeia pe ranibizumab (82%) tov Mnva 24. Tlepropicpéva dedopéva amd acbeveig mov
é\aPav ranibizumab petd omd yevon Bepameio vrodekvooLy 0TI 1| Tp®OLUN Evapén g Oepameiog
UTopel va GUVOEETAL P KAADTEPT] SLOTPTON TNG OTTIKNG 0EVTNTOG,

Agdopéva amod ovo uerétec (MONT BLANC, BPD952A2308 kot DENALI, BPD952A2309) wov
deEnynoav petd v ykpion emPefaivoav Ty anoteAespotikdTTa TOV ranibizumab oAAd dev
katéderSav emmpochetn dpdon amd T cuvdvacuévn yoprynon verteporfin (Visudyne PDT) ko
ranibizumab o€ cOyKpion ue TN povobepaneia pe ranibizumab.

Ocporeio TS EKTTWONS TS OPaoHS TOL 0YeideTon ae devtepomoldn CNV amo PM

H A aco@dieio kot omoTeAeouatikdTn T TOL ranibizumab og acOeveig e Ekmton g Opaong

oL ogeiletar 6 CNV oty PM a&lohoynonkay pe Baon to dedopéva 12 pnvov g Suthng

amokpoyng, ereyyopevng Lotikng perétng F2301 (RADIANCE). e avti ™ peiétn 277 acbeveig

Tuyotomombnkay oe avoroyia 2:2:1 ota akdrovbo GKEAN:

o Opéoa I (docoroykd oynpa ranibizumab 0,5 mg kaBodnyovevo amd KprTipla
«otafepotnTogy oL opilovrol o¢ Kapio petafoAn otn PéAtioTa dtopbmpévn ontikn o&HTa
(BCVA) og oOykpion pe 600 Tponyodueveg unviaieg aEloAoyNoelLs.

o Oudoa II (docoroyikd oyfue ranibizumab 0,5 mg Kabodnyovpevo and Kprtmpila
«OPOaoTNPLOTNTAG TNG VOGOV OV 0pilovTol O¢ EKTTMCT TG OPACTG OV YapaKTnpileTal amod
£v30- 1 VITOAUPIPANGTPOEIOIKO VYPO N EvepYN dtappon TTov opeiretal o€ PAAPN and CNV dmwg
a&loroyeitar and Topoypapia ontikng cvvoyng (OCT) kot /| plovopoayyeloypapia (FA).

o Oudoa III (emetpdmnet o€ acbeveic mov voPfdrovtay o VPDT va AdPovv Bepameio pe
ranibizumab amd to Mnva 3).

2y opada II, n omoia givar n cuvictdpevn docoroyia (BA. mapdypago 4.2) 50,9% tov achevov

araitmoav 1 7N 2 evécels, 34,5% amaitmoav 3 éng 5 evéoeig kon 14,7% amaitnoav 6 émg 12 evéoelg

katd ™ 12unvn tepiodo g peréme. ' 1o 62,9% tov acBevav g opddag I dev amortinkav

EVEGELC GTO OEVTEPO OUNVO TNG HEAETNC.

Ta Bacikd amoterécpata g RADIANCE cuvoyilovtat otov [Mivaka 2 kot tnv Ewova 2.
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Mivakog 2 Amoteréopoto kKata o Miva 3 ko 12 (RADIANCE)

Opéoa I Opéoa I1 Opada IIT
Ranibizumab Ranibizumab vPDT?
0,5 mg 0,5 mg
“omTiKn “ApaotnplotTnTa
otubepotnTa” ™m¢g voGov”

(n=105) (n=116) (n=55)
Mnvog 3
Méon extipnon petapfoinc g BCVA ano +10,5 +10,6 +2,2
10 Mnva 1 £éog to M1jva 3 og cuykpion pe
™y opyucn® (ypappote)
[Tocoot6 acBevdv oV KEPILTAV:
>15 ypdpupoza, 1 enétoyav >84 ypdppoto 38,1% 43,1% 14,5%
ot BCVA
Mnvog 12
Ap1Buog evécemv £mg to unva 12:
Méaoog 4,6 3,5 N/A
Adpecog 4,0 2,5 N/A
Méon extipnon petapfoinc g BCVA ano +12,8 +12,5 N/A
10 Mnva 1 £éog to M1jva 12 € chykpion pe
™mv opyikh (Ypappota)
[Tocoo16 acBevdv oV KEPILTAV:
>15 ypapupoza, | enétoyoy >84 ypapupota
ot BCVA 53,3% 51,7% N/A

*p<0.00001 ovykpion pe opdda eréyyov vPDT

P Tuykprrikoc heyyog £mc o Mnva 3. Ot acBeveic toyatonomdnkav oe vPDT xou emetpdmn va
AdPovv Bepameio pe ranibizumab and tov M1va 3 (otnv opdda 111 38 acBeveic Elafav ranibizumab

ond To Miva 3)
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Ewéva 2  MéEon petafoin] oo v apyikiy BCVA pe to ypévo £éog 1o Miva 12 (RADIANCE)
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! Enetpann to ranibizumakb
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0 1 2 3 4 5 6 7 8 g 10 M1 12
Mnvac
Ranibizumab 0,5 mg Opdaca | Ranibizumab 0.5 mg Opdaoa I1
L ] - B & - e
watd ataleporoinem (n=105) KuTd opacTmomnTa e véosown=116)

#rat Opdda PDT pe verteporfin Opdada a-a-&  Ranibizumab 0,5 mg/Verteporfin PDT
I (n=55) Opaoa I and tov pive 3 ko peta (n=55)

H Beltioon g dpaong cuvodentnke amd PEiwoN 610 TAY0C TOV KEVTPIKOD OUPIPANGTPOEIOOVG.

Ta avapepopeva amd Toug acheveic opérn mapoatnpnOnkay ota okéAn Bepaneiog pie ranibizumab
évavti g vPDT (tiun p <0,05) og tpog tn Bertiomon ot ovvOetn Pabuoloyia kol o€ apKeTEG
VIOKAUAKES (YEVIKT OpOOT], KOVTIVEC OPACTNPLOTNTEG, YLYIKN LYEia kot £0pTnon) Tov
gpotnuatordyo NEI VFQ-25.

Ocpameio e Exmrwanc e dpoons mov opeitetar oe CNV (extdc omo Ty devteporodn oxo PM ki tyv

vypng uopenc AMD)

H A ao@dieio kot 0moTeAeouatikdTn T TOL ranibizumab og acBeveig e Ekmton g Opaong

7ov opeiletan o CNV a&loroyndnkav pe Baon to dedopéva 12 pnvav g dSmAng amdkpuyng,

eleyyouevng pe eikovikn Bepomeio {otikng pehétng G2301 (MINERVA). Ze vt ) peAét

178 acbeveig ToyatomomOnkay og avaroyia 2:1mate vo Adfovv:

o ranibizumab 0,5 mg apyikd, akolovBovuevo amd eEATOUIKEVUEVO BOGOAOYIKO Gy LN
KaBodnyobuevo amd TN SpacTNPOTNTA TNG VOGOL OTT®G avTh adloloyeital omd TNV ONTIKN
o&OmMTa /Ko ovaTokES TapapuéTpoug (.. Ekntmon ¢ ontikng o&vtntag (VA) evdo- 1
VILOUUPIPANGTPOELSIKO VYPO 1 Slappor).

o Ewovikn éveon apyixkd, akolovBovuevn amd eEatopkevuévo Bepamevtikd oynua
KkaBodnyodevo amd TN dpacTNPOTNTA TG VOCOU.

Kotd to Miva 2, 6)ot ot acBeveic Elafav avoryymg emonuavong Oepameia e ranibizumab coueovo
LLE TIG AVEAYKEG TOVG.
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Ta Baocwd aroteréopata g MINERVA cuvoyilovion otov ITivaka 3 kat thv Ewova 3.
TTapamnpndnke Pertioon ¢ 6pacNg TOL GLVOIEVTNKE OO LEIMOT GTO YOG TOL KEVIPLKO
vronediov Katd v mepiodo Twv 12 unvaov.

O péoog apBudg Tov evéoemv Tov yopnynionkav ce dtdotnuo 12 unvav ftav 5,8 6tov KAAd0 Tov
ranibizumab &vavtt 5,4 6T0Vg aebeveic oTOV KLASO TG EIKOVIKNG EVECT|G O1 070101 TV KATAAANAOL
v vo AdBovv ranibizumab petd Tov Mnva 2. Ztov kAado g ewkovikng Bepaneiog 7 omd Toug

59 acbeveic dev Ehapav Oepameia pe ranibizumab 6tov VO PEAETN 0POAAUS KOTA TN SLAPKELD TNG
TEPLOOOL TOV 12 pPnvadv.

Mivakag3 Amotehéopata kotd to Mijva 2 (MINERVA)

Ranibizumab Ewovikn
0,5 mg (n=119) Ogpamneia (n=59)
Méon petofoin g BCVA amd v évapén émog 10 9,5 ypéupota -0.4 ypapupota
Mnva 2 ©
Acbeveig mov képdioav >15 ypaupato amd v 31,4% 12,3%
évapén N exéroyav 84 yphuuota tov Miva 2
AocBeveic mov dev Exacav >15 ypdppota amd v 99,2% 94,7%
évapén éoc tov Mnva 2
Meinon g CSFTP and v évapén mg to Mrjva, 2 ¢ 77 pm -9,8 um

* Movomievpr ouykpion p<0,001 pe tnv opdda eAEyyov eucovikng Bepameiog
P CSFT - méyog tov Kevipikod vronedion Tov apu@PANGTPOEIdovC.

Ewova 3 Méon petaporn and tnv apyiki) BCVA pe 1o 1povo éwg to Mijva 12 (MINERVA)

154

10

Méan perafoin mg BCVA +/- 95% CI

=04
B
=
g‘ Aurrhds Tusphry avoITH Emorpaven, To ranibizumab
= TUYIOTIOINUEVT emetpdTn ko ora S0o oxEhn
=_ Ranibizumab &vevmi
=3 = BIKOVIKIC EVEQTC
I T T I 1 I T I ] T T T
0 1 2 3 - 5 6 7 8 9 10 11 12
Mrivoe
Ocpuncio; —e— Ranibizumab 0,5 mg (N=119) --o--  Ewovikn eveon

* 1 rapatnpnBeica péon BCVA pnopel v dapépetl and tny Méon BCVA ehaylotay tepaydvay

Oroav ocvykpiveral to ranibizumab évavtt EAEYY0OL e EIKOVIKT £veon Kotd To Mnva 2 Topatnpndnke
otabepd amotélecpa g Bepaneiog T6G0 GLVOAIKA OGO Kl GTO EDPOG TOV VITOOUASMY ALTIOAOYNONG
Katd TV évapén:
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Mivakog 4 Amnotéleopna Oepameiog CVVOMKE KOl 6TO E0POS TOV VTOOPAIM®V UITIOAGYNONG
Katd v évapén

YuvoMKE Kot avd arTioAdynoen katd Ty | Amotéleona Osponciog ApOpég acOevav [n]

évapén EVOVTL EIKOVIKIG £veong (Oepameio +etkoviki
[ypapparal éveon)

ZUVOMKG 9,9 178

Ayyeloeldeig Touvieg 14,6 27

Metagleypovadng 6,5 28

ope1BAncTpoyoplosdondieia,

Kevtpikn opaddng 5,0 23

xoproaueifinctposidondadeia

1d10man g yoproappiBAnotpogidonadeio 11,4 63

[Towilec autiohoyiec? 10,6 37

* TephapPavel S1APOPEG ANTIOAOYIEG YXOUNANG CLUYVOTNTOSG EUPAVIOTC TOL OEV TEPIAAUPAVOVTOL OTIG
GAAEG LITOOLLADES

2 Lot perétn G2301 (MINERVA), névte épnPot acbeveig niikiog 12 émog 17 etddv pe
devteponadn éxkntmon g opaong and CNV Elafav avolktng emionpavong Bepaneia pe ranibizumab
0,5 mg katd v Evapén akohovBoduevn amd eEaTOMIKELIEVO BEPATEVTIKO Oy OTTOC KOL Y10, TOVG
evnikec acBeveic. H BCVA mapovoiace Pedtioon and tnv évapén éog 1o Mnva 12 kot 6toug mévte
aoBeveig n ool Kupaivovtay amd 5 émg 38 ypdppota (Lésog 6pog 16,6 ypdupata). H Beitioon g
OpaoTG CLVOOdEVOVTAY 07T o 6TadEPOTOiNon N LEIMOT GTO TAYOG TOV KEVIPIKOV VITOTENIOV. X pia
nepiodo 12 unvav. O pésog apBpog Tmv evEcE®V Tov YopnynonKe otov Vo HeEAETN 0POAAUO GE
duoua 12 pnvav ntov 3 (kopaivovtol an’2 émg S) Zuvolikd 1 Oepomeio pe ranibizumab ftov KoAd
OLVEKTT).

Ocpomeio e Exmrwonc e opaohc wov ogeilstol o DME

H omoteleocuatikdma Kou 1 ac@dAeio Tov ranibizumab a&loloynOnkay 6€ Tpeic TUYAIOTOUEVEC,
eLeyyOUEVEC LEAETES OLAPKELNG TOVAdYIoTOV 12 unvav. Xuvolikd 868 acOeveic (708 evepyol kot 160
€AEYYOV) CLUUETEL OV OE OVTEG TIC LEAETEG.

X peiétn eaong 11 D2201(RESOLVE). 151 acBeveic vmopAndnkav o Oepameia pe ranibizumab
(6mg/mL, n=51, 10 mg/ml n=51) 1 eikovikn Bepomeio (n=49) pe unviaieg evéovormoelg evéoels. H
pecootadkn petafoin oty BCVA a6 to piva 1 émg to piva 12 o€ ovykpion pe ta opyikd
enineda NTav +7,8 (£7,72) yphupote cuykevipotikd o€ acbeveic mov Elafav Oeponeio pe
ranibizumab (n=102 cg cOykpion pe -0,1 (£9,77) ypdupota yio. Tovg acOeveic VIO EIKOVIKN OyYN Kot
N péon aAroyn ot BCVA katd 1o Miva 12 antd ta apyikd enineda oy 10,3 (£9,1) ypdupota o
ovykpion 1.4 (£14.2) ypappoata ovtictoryo (p<0,0001 yia tn Sapopd g Oepaneiog).

2t perétn eaong I D2301 (RESTORE), 345 tuyatomomOnkav o avaroyia 1:1:1 dote va Aafovv
povoBepamneio pe ranibizumab 0,5 mg Kot eucovikn aywyn eotonnéiog pe laser cuvévacud
ranibizumab 0,5 mg ko1 ewtomnéiog pe laser, gite eucovikn éveon kot potomnéia pe laser

240 acbeveic o1 omoiot eiyov Tponyovuévmg ohokAnpmacet T 12unvn pekétn RESTORE, evtdynkav
oV avorytn moAvkevipikn 24unvn tapatoon g perétn (RESTORE Extension). Ot acfeveig
éhaPav Oepomeio ue ranibizumab 0,5 mg pro re nata (PRN) otov 1610 0p0aiud pe tnv kbpia perém
(D2301 RESTORE).

O1 xbOpieg petpioetls v anoteheopdtov cuvoyilovton otov Ilivaka 5 (RESTORE «ot Extension) kot
v Ewova 4 (RESTORE).
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Ewova 4  Méon pertafoin g onTikig 0E0TNTOGS 0té TNV Evapén pe Ty TaPodo Tov ypovov
ot perétn D2301 (RESTORE)

:: e

&

D: Q—S\I/‘I"%_:wa -

"+ 6.2+ 54"

L

Mean peTapohn e oTmkdg ofdTNTOL OTTG
Ta apyka emimeda +/- SE (ypdupara)
-

Mrivac 11

: . #-e-2 Ranibizumab 0,5 mg (n=115)
Gl“luﬁq HEDU'ITEI(I; *-#-# Ranibizumab 05 mg + Laser (n=118}
=58 |aser(n=110)

BL=opykeg Tipéc SE=tomko opaipa and ) peon tipr (standard error of mean)
* Awgopés pEomv ehayiotov tetpaydvay, p<0,0001/0,0004 Buciopéves oe auputicupn
dlaoTpopatopevn éoxipacio Cochran-Mantel- Haenszel.

To amotéieopa otovg 12 punveg rav otabepd otig meptocoTepeg voouddes. Eviovtolg, dtopa pe
apywn BCVA > 73 ypapupoto Kot oidnpo g oypdg knAidog pe mhyog Kevipikoy apeiAncTpostdons
<300 pm dev pavnke vo eno@erovvtol amd T Bepaneio pe ranibizumab 6€ cuykplon pe potonnéio
laser.
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Mivakog 5 Amoteréopoto katd o Miva 12 oty peiétn D2301 (RESTORE) kot katd T0
Mnva 36 ot Meiétn D2301-E1 (RESTORE Extension)

Métpron amoTeEAEGUATOV KATH TOV Ranibizumab Ranibizumab Laser

Mnva 12 o€ cOykpion Ue To apykd 0,5 mg 0,5 mg + Laser

eminedo ot perétn D2301 (RESTORE) n=115 n=118 n=110

Mecootafukn petapoin otny BCVA 6,1 (6,4)* 5,9 (7,9) 0,8 (8,6)

oamd To Miva 1 éoc to Miva 12° (£SD)

Méon petofoin otnv BCVA Kartd to 6,8 (8,3)* 6,4 (11,8)* 0,9 (11,4)

Mnva 12 (£SD)

Képdog>15 ypappato 1 BCVA >84 22,6 22,9 8,2

ypdupota katd to Miva 12 (%)

Mécocg ap1Budg evécewv (Mnveg 0-11) 7,0 6,8 7,3
(ewovikn

éveon)

Métpron amoteAEGUOTOC KOTE TO

Prior ranibizumab

Prior ranibizumab

Prior laser

Mnva 36 o€ cOykplon UE To APyl 0.5 mg 0.5 mg + laser

eminedo g D2301 (RESTORE) o1t n=83 n=83 n=74
ueiétn D2301-E1 (RESTORE Extension)

Méon petoforn otn BCVA katd 1o

Miye 24 (SD) 7.9 (9.0 6,7 (7.9) 5.4 (9.0)
Méon petafoin otn BCVA kotd t0

Mva 36 (SD) 8,0 (10.1) 6,7 (9,6) 6,0 (9.4)
Képdoc >15 ypappata 1 BCVA >84

ypbippoato katd to Miva 36 (%) 27,7 30,1 21,6
Méoog apBuodc evécewv (Mnveg 12-35)* 6,8 6,0 6,5

2p<0,0001 ywo cvykpicelg v okelmv Tov ranibizumab &vavti Tov okélovg Tov laser
n oty D2301-E1 (RESTORE Extension) ival o ap1Bpog tov achevav e H€Tpnon 1060 6Ty apyikn

pétpnon g D2301 (RESTORE) (Mnvog 0) 660 kot katd tnv enickeyn tov Miva, 36.

* To T0606T6 TV 06bevdv ToL dev ypeldotniay Oepameia (e ranibizumab katd T d1GpKELD TNG
peAétng eméktaong nrov 19%, 25% kar 20% o11g opddeg acbevav mov giyav AGPEL TPONYOLUEVDS
ranibizumab, ranibizumab +laser kat laser avtiototya.

2TOTIOTIKMOG ONUOVTIKE ovOpEPOUEVA A0 TOVG AcBeveic 0PEAT Y10 TIC TEPIOCOTEPES OYETILOUEVEG e
TNV 0pacm Attovpyieg Tapatnpndnkav pe ) Beponeio pe ranibizumab (e 1 yopig laser) Evavt g
ouadog eErEyyov 0mmg petpndnke amod to epmtnuatordyo NEI VFQ-25. Agv unodpecav va
TekUNPwOovV dropopéc otn Bepaneio yio AALEG VTOKAPOKES AVTOD TOV EPWTILOTOAOYIOV.

To mpopik paxporpofecunc ao@aielog Tov ranibizumab mov TapatnpNONKe otNV 24unvn HeAéT
EMEKTAOTG VUL GOUPOVES UE TO YVOGTO TPOPIA ac@dAelag Tov ranibizumab.

> peiétn eaong 111 D2304 (RETAIN), 372 acfeveic pe ékmtoon g 6pacnc Adoyow DME
Toyotomombnkay o avoroyia 1:1:1 mate vo Adfouv:

o ranibizumab 0,5 mg pe tovtdypovn potonnéia pe laser cOpEmva pe Bepamevticd oynuo
yopnynon Oepaneiog xor mapdroaong (TE),

o povoBepomeio ranibizumab 0,5 mg coupmva pe Oepamevticd oynua TE,

o ranibizumab 0,5 mg coup@va pe Oepanevtikd oynfuo PRN.

e 0MAeg TIC opadeg To ranibizumab yopnynOnke oe unvicia pecsodraotiuato émg 6tov 1 BVCA ftav
otafepn| o TovAdyloTov 3 cvveyopeves unviaieg a&toroynoes. Ynd TE 1o ranibizumab yopnynOnke
o€ pecodlaotnuata Bepaneiog 2-3 unvov. Xe dheg Tig opddeg 1 punviaio Bepamneia dpyile Eavd oe
nepintoon peimong g BCVA Moym e&éhéng tov DME ka cuveyilovrav émg v enavenitevén
otabeprig BCVA.
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O ap1OudG TOV TPOYPUUUATIGUEV®VY EMCKEYEMV LE Yopnynomn Bepaneiag petd Tig apyikés 3 evéoelg,
nrav 13 kot 20 yio 1o Bepamevtind oynpa TE kot to Oepamevtikd oynuoe PRN avtictorgo. Me ta 600
Oepanevtikd oynuata TE nepiosotepo and 70% tov acbevav datnpnoav tnv BCVA pe pia
GLYVOTNTA EMOKEYEDV =2 UNVAV.

O kbpieg peTpnoels Tv anotelesudtov cvvoyilovrtal otov Ilivaka 6.

Ilivaxkog 6 Amoteréopato otn perétn D2304 (RETAIN)

Métpnon TE ranibizumab TE ranibizumab PRN ranibizumab
OTOTELECLOTOG OF 0,5 mg + laser 0,5 mg povo 0,5 mg
GUYKPLOT] LLE TO OPYLKA n=117 n=125 n=117
emineda

Mecootafukn
petafoin oty BCVA
amd To Miva 1€wg to
Mnva 12 (SD)

59(5,5)° 6,1 (5,7)* 6,2 (6,0)

Mecootabpukn
petafolin otnvy BCVA
amd To Miva 1éwg to
Mnva 24(SD)

6,8 (6,0) 6,6 (7,1) 7,0 (6,4)

Méon petofoin oty
BCVA Kartd to 8,3 (8,1) 6,5(10,9) 8,1(8,5)
unva 24 (SD)

Képdog >15 ypappota
n BCVA

>84 ypappoto Kotd 1o
Mnva 24(%)

25,6 28,0 30,8

M¢écog ap1Buog

gvéoeov (uveg 0-23) 124 12,8 10,7

2p<0,0001 yio a&roddynon un KototepotnTag £vavtt Tov PRN

2116 peréreg tov DME n Bedtioon g BCVA cuvodedtnke amd Lo peimon e 1o xpovo g LEomng
CSFT o¢g 6hec g opddeg Bepamneiog.

Ocpameio e PDR

H i acpdieio kot omotelespotikdTTa Tov ranibizumab oe acbeveig pe PDR €xer a&loloynOei
amo o Protocol S to omoio a&loldynoe Tic evoovaimosls eVESELS e ranibizumab 0,5 mg
GLYKPWVOLEVO UE TNV TavappiPAnotpostdikny eotonnéio (PRP). To kiplo KataAnktikd onpeio frav 1
péon aArayn ontikng o&vrag oto £1og 2. Emiong, n petaforn e cofapdtntag tng DPR
a&lohoynnke pe Baon tic poToypapieg Pubod ypnowonowwvrag v fadporoyia cofapotntog DR
(KA ipoka DRSS).

To Protocol S fTav pio TOADKEVIPIKT], TUYOLOTONLEVT), EVEPYA-EAEYXOUEVT], TAPAAANANG EYYPOONG,
un katotepdtnTag perétn eaong I, oty omoia eveypdonoav katd tnv évapén 305 acbeveic

(394 peretdpevor opBoipoi) pe PDR pe 1 yopic DME. H pelétn cuvékpive evoovaimomg evEGelg
ranibizumab 0,5 mg évavtt Bacikng aymyng pe mavapeipinotpoedkn eotonnéio (PRP). Zvvoiud
191 pata (48,5%) toyoromomOnkav o€ ranibizumab 0,5 mg kot 203 pdatio (51,5%) tuyoionomOnkav
o€ PRP. Zvvolikd 88 opBoipuoi (22,3%) eiyov DME oty évapén: 42 (22,0%) kot

46 (22,7%) o@BaApoi otig opuddeg ranibizumab kot PRP, avtictoyyo.

e ot TN pHeAétn, N uéom UeTafoAn TG onTIKNG 0&VLTNTAG 6TO £T0¢ 2 Ty +2,7 YpAUpoTe 6Ty
ouado ranibizumab ce cOykpion pe 0,7 ypdupota oty opddo PRP. H diapopd pe tnv pébodo
ehayiotov teTpaydvav ftav 3,5 ypappata (95% CI: [0,2 éwg 6,7]).

To étoc 1, 41,8% tov opBoipudv eppdvice Petioon >2 Babuideg oty kAiipoaka DRSS 6tav élafov
ayoyn pe ranibizumab (n=189) cvykpirika pe 1o 14,6% v opboipdv mov éhafe Bepancia pe PRP
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(n=199). H extipcdpevn dapopd avdpesa oto ranibizumab kou to laser frav 27,4% (95% CI: [18,9,

35,9]).

Mivaxkag7 Bektimon 1] emdevoon oty khipoka DRSS kot >2 1 >3 Babpideg tov (povo 1 oto
Protocol S (M£00d0c LOCF)

Katnyopromoinon Protocol S
petapoing andé tnv Ranibizumab PRP Awa@Qopa oty
évapén 0,5 mg (N=199) T0GO6TOGN
(N=189) (%), CI
>2 Babuidec Bertioon
n (%) 79 29 27,4
(41,8%) (14,6%) (18,9, 35,9)
>3 Babuidec Bertioon
n (%) 54 6 25,7
(28,6%) (3,0%) (18,9, 32,6)
>2 Babuidec emdeivaon
n (%) 3 23 -9,9
(1,6%) (11,6%) (-14,7,-5,2)
>3 Pabuidec emdeivoon
n (%) 1 8 -3,4
(0,5%) (4,0%) (-6,3, -0,5)

DRSS = diabetic retinopathy severity score — BafpoAoyio cofapdtnros dStafnTikng
apeipAnotpogidondfelag, n = aplfudg achevav Tov TANPoHoAY TO KPLTHPLO KOTA TNV emiokeyr, N =
GUVOAMKOC apOLLOC LEAETOUEVOV OQOOAUDY.

Tov ypdvo 1 oty oudda mov £laPe Bepaneio pe ranibizumab oto Protocol S, 1 Beltioon >2 fabpuideg
KMpokoag DRSS ftav otabepn og opBarpong yopic DME (39,9%) kot pe DME xatd thv évapén

(48,8%).

Mo avddvon and To aroterécpata 6to £tog 2 amd to Protocol S mapovciace 611 42,3% (n=80) tov
opBoipumv otV opdada mov Eafe ranibizumab &iye Pedtioon >2 Pabuideg otnv Khipoko DRSS oand
v évapén cuykpvopevo pe 23,1% (n=46) tov opbaiudy otny oudoa PRP. v opdda mov édafe
ranibizumab, mapoatnpnOnke Petioon >2 Pabpideg oty KAipoka DRSS and v apyn T oto
58,5% (n=24) tov opborumv pe DME oty évapén kot 37,8% (n=56) tov opboiumv yopic DME.

H BaBporoyia tng DRSS a&ioroynOnke emiong o€ tpeig Eexmprotés peréteg edong III DME
(ranibizumab 0,5 mg PRN évavtt laser) mov cupmepieAdpupavay cuvolikd 875 acbeveig, ek twv
omoiev 10 75% NTaV ACLUTIKNG KATAY®YNG. X€ UI0 LETOU-0VOAVOT) OVTOV TOV LEAETMV, TO 48,4% TV
315 acbevarv pe Paduideg fabporoyioag DRSS otnv vroopdda acevov pe pétpia cofapn pn
napaywyikny DR (NPDR) 7 yepotepa katd v Evapén g pehéng epeavicay >2-Babuideg Peitioon
o610 DRSS 610 Mnva 12 dtov vroPAndnkav oe Oepaneia pe ranibizumab (n=192) évavtt 14,6% tov
acBevav mov Elafov Oepameio pe laser (n=123). H extipudpevn dapopd peta&d ranibizumab kot laser
nrav 29,9% (95% CI: [20,0-39,7]). Ze 405 aoBeveic Babuoroynpévoug katd DRSS pe pétplan
kaAvtepn NPDR, mapoatnpnnke >2-Babuideg Peiticoon DRSS og 1,4% kot 0,9% t@v opnddmv
ranibizumab kot laser, avtictouya.

Ocparelo t1C EKTTWONC THS 0PaoHC TOV OPEILETOL T& OevTEPOTABEC 0IONUa TNC Wypac knAldoc amo RVO

H Ak ac@dieio Kot omoTeAeouatikdTnTa TOL ranibizumab oe acbeveic pe ékmtwon g Opaong
7ov opeileTon og dgvtepomafég oidnpa T wypdg knAidag amd RVO a&loloynOnke otig
TUYOOTOMUEVES, STAA TVPAEG, eAeyyopeveg peléteg BRAVO kot CRUISE otig omoieg evtdyOnkav
acBeveic pe BRVO (n=397) kou CRVO (n=392), avtictorya. Kot otig dvo peréteg, ot acbeveic Ehafav
gite 0,3 mg 1 0,5 mg ranibizumab 1} yevdeic evéoeig. Metd amd 6 punveg ot acBeveic Tov GKEAOVG

eléyyov mov eAauPavav yevdn Bepaneia petakiviOnkay o ranibizumab 0,5 mg.

O kOpieg petpnoelg v amotelecpdtov amod tig pedéteg BRAVO kor CRUISE cuvvoyilovtol otov

ITivaxa 8 kot tig Ewcoveg 5 kon 6.




Mivakog 8 Amoteréopato katd To Mijva 6 ko 12 (BRAVO ko CRUISE)

BRAVO CRUISE
Yevong Oepancia/ | Ranibizumab Yevong Ranibizumab
Ranibizumab 0,5 mg Ocpameia/ 0,5 mg
0,5 mg (n=131) Ranibizumab (n=130)
(n=132) 0,5 mg
(n=130)
Méon petoforn otV 7,3 (13,0) 18,3 (13,2) 0,8 (16,2) 14,9 (13,2)
OTTIKN 0&LTNTA KOTH
0 Mnva 6% (Ypdppota)
(SD) (xvpro
KOTOANKTIKO oNUEi0)
Méon petofoin ot 12,1 (14,4) 18,3 (14,6) 7,3 (15,9) 13,9 (14,2)
BCVA xatd 1o
Mnva 12 (ypaupotao)
(SD)
Képdog >15 ypappota 28,8 61,1 16,9 47,7
OTNV OTTIKN 0EVTNTO
katd to Miva 6* (%)
Képdog >15 ypappota 43,9 60,3 33,1 50,8
OTNV OTTIKN 0EVTNTO
katd to Miva 12 (%)
[Mocooto (%) mov 61,4 34,4 NA NA
éhoPe Bepomeio
dtlowong pe laser kotd
™ owdpketn 12 unvav

*p<0,0001 xo yio T1g 600 peréteg
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Ewova 5 Méon peraporn and ta apyika enineda g BCVA pe 10 povo oc to Mijva 6 ko 10
Mnjva 12 (BRAVO)

+ 18,3
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2 OREADG EAEYYOU PE okEhoC EAEyYOU pe weubn Bepameia
wewbn Bepameia SiooTaupwyopuevo ot ranibizumab
D T T T T T T T T T T T T T T T T
0 1 2 3 4 5 ] 7 8 9 1w 11 12
Mrvag
Ouabia BepaTeia s=a Wewdng Bepaneiaranibizumab 0,5 mg (n=132)
: paeiag - Ranibizumab 0,5 mg (n=131)

BL=apjyxéc Tipéc SE=tomko cpdlpa amd m péon tun (standard error of mean)

23



Ewéva 6 Méon petafoin amd 1o apyka erxinedoo g BCVA pe to ypévo og 10 Mijva 6 kot to
Mnjva 12 (CRUISE)

20 7
| Ehog EAEYY j OKENDG EAEyY OV pe Wewdn) BepaTtTeia
TREADS ou pe weudn | Siaoravpwvopevo ot ranibizumab
18 1 Bepameia

+14,9
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Mean peTaBohn] TNG OMTIKNG OEUTNTAG amd
Ta apyka emimeda +/- SE (ypappara))
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Mrjvag
i i B-5-8 Weudnc Bepameia/Ranibizumab 0,5 mg (n=130
Opaba Bepameiag ng Bepa i g { )

Ranibizumab 0,5 mg (n=130)
BL=upyikéc ripéc SE=tumko opdipa and t uéon tun (standard error of mean)

Kot otig 600 peréteg 1 fertioon g 6paoTg GLVOSEVOVTOY OO L0 GUVEYT KOl GT|UAVTIKT LEIDOT)
TOV OONUATOG TNG WYPAS KNAIDOG OT™G LETPNONKE amd TO TAYOG TOV KEVIPIKOV AUPIPANCTPOEISONG.

e aobeveic ue CRVO (CRUISE «kan eméktoon perétng HORIZON): Ot acOeveic mov elaupavoy
yevdn Bepaneio Katd ToLVg TPOTOLG 6 PUNVEG Kot akolovBmg élafay ranibizumab dgv emétuyov
oLYKpioo KEPOT 6TV onTikn 0&VTNTA £¢ To M1jva 24 (~6 ypdupata) oe cuykplon Le aobeveic mov
vroPAnOnkav oe Oepaneia pe ranibizumab oo v Evapén g perétng (~12 ypauuata).

2TOTIOTIKMOG ONUOVTIKE 0QEAT avapepopeva omd acbeveic o VITOKAMIOKES TOV GYETICOVTAL [E T
SpaCTNPIOTNTO GE KOVTIVI KOl LOKPLVT 0tdoToon Tapotnpndnkay pe ) Oepomeio pe ranibizumab
£vavTl NG opadog eELEYYov Ommg petpnonkoy amd to Epotnuatordoylo yia v Ontikn Agitovpyia Tov
National Eye Institute (NEI VFQ-25).

H paxponpofecun kKAvikn ac@aieio Kot moTELECUATIKOTNTA TOL ranibizumab oe acOeveig pe
EKTTOOT TNG Opaon S Tov opeiletal oe dgvtepomaBég oldnpa g wypds knAidag and RVO
a&oroynOnkav otig peréteg BRIGHTER (BRVO) kot CRYSTAL (CRVO). Kot otig 2 peiéteg ot
acBeveic Ehapav docoroyikd oyfua 0,5 mg ranibizumab PRN kabodnyoduevo amd eEatopukevpuéva
kprmpua otabeponoinong. H BRIGHTER ntov pio pedétn pe 3 okéin, Toyoomompévn, eAeyyopevn
pe dpactikn ovoia 6mov cuykpifnkav ta 0,5 mg ranibizumab yopnyovueva wg povobepaneia 1 o€
ouvdvaoud pe pootidéuevn potomnéia pe laser pe v eotomn&ia pe laser povo. Metd amd 6 unvec,
ot acbeveig oto okérog g pwtonnéiog pe laser umopodoav va Adpovv 0,5 mg ranibizumab. H
CRYSTAL ftav pio perétn pe povo okéAog pe povobepamneio 0,5 mg ranibizumab.

O xopieg petpnoelg Tov omoterecudtov amd tic BRIGHTER kot CRYSTAL cvvoyilovtol 6tov
[Tivoka 9.
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ivakog 9 Amoteréopota otovg Mnves 6 kat 24 (BRIGHTER ka1 CRYSTAL)

BRIGHTER CRYSTAL
Ranibizumab Ranibizumab Laser* Ranibizumab
0,5 mg 0,5 mg + Laser N=90 0,5 mg
N=180 N=178 N=356
Méon petofoin
ggﬂ:ﬂ‘i’gma o +14,8 +14,8 +6,0 +12,0
Miva 6° (10,7) (11,13) (14,27) (13,95)
(ypappata) (SD)
Méon petofoin
gg:n‘;fga . +15,5 +17,3 +11,6 +12,1
Mva 24° (13,91) (12,61) (16,09) (18,60)
(ypéppara) (SD)
Képdog
>15 ypappota
GTNV OTTIKN 52,8 59,6 433 492
o&vnta Kot 1o
Mnva 24 (%)
Mécog ap1Buog 11.4
evéoewv (SD) 5 8’1) 11,3 (6,02) NA 13,1 (6,39)
(Mnveg 0-23) ’
a p<0,0001 ko yuo T1c 2 ovykpicelg otnv BRIGHTER tov Mnva 6: ranibizumab 0,5 mg évavtt
Laser ko ranibizumab 0,5 mg + Laser évavtt Laser.
b p<0,0001 ywo v pundevikn vedBeon oty CRYSTAL 611 1 péon petafoin otov Mnva 24
omd To opyIKA emineda eivar undév.
* Hexwvovtag amd tov Mrva 6 1 Oeponeio pe ranibizumab 0,5 mg enttpenotay (24 acbeveic
élaPav pévo Bepamneia laser).

>wv BRIGHTER n Oepaneio pe ranibizumab 0,5 mg pe mpootifépevn potomnéia pe laser enédeite
UN-Kot@TepOTNTA £VaVTL TNG povobepaneiog ranibizumab amd ta apyukd enineda émg to Mnva 24
(95% CI1-2,8, 1,4)

Kot otig 600 peréteg mopatnpnonie tayeio Kot GTOTIGTUG GNUOVTIKY HEIOT arnd To apyIkd eninedo
TOV TAYOVG TOL KEVIPIKOVL LIOTESIOV apPIPANGTPoEd0vS Tov Miva 1. Autd 10 amotélecpa
SnphOnke £wg tov Mrva 24.

To amotéieopa tng Oepameiog pe ranibizumab ftav Tapopolo aveEapTnTo amd TV ToPoVCia
toyopiog apeipinotpocidove. Xtnv BRIGHTER, o1 acOeveic pe mapovsio (N=46) 1 anovcia
(N=133) 1oarpiog 6mov éAafav povobepameio ranibizumab eiyoav pio péon petafoin amd to apyikd
enmineda +15,3 xa1 +15,6 ypappdtov, avtictoryo, tov Miva 24. Ztmv CRYSTAL ot acBeveic pe
napovaio (N=53) 1 anovcio (N=300) woyopiog 6mov hapav povobepaneia ranibizumab giyov pio
uéon petaforn amd ta apykd exineda +15,0 ko +11,5 ypappdtov, aviictoyyo.

To amotédeopa o¢ Tpog v ontikn Pedtiowon mapatnphnke oe Ghovg Tovg acbeveic dmov Erafav
povoBepomeio 0,5 mg ranibizumab ave&aptitoc omd T d1dpKeELD THE VOGOL TOV Kal 6TIG SO UEAETEC,
BRIGHTER ot CRYSTAL. Xtovg acBeveic e dibpketa vocou <3 punqveg mapatnpndnke adEnon mg
omtikng o&utnrag katd 13,3 ko 10,0 ypappdtov tov Miva 1, ko 17,7 ko 13,2 ypappdtov tov
Mnva 24 otnv BRIGHTER ka1 tqv CRYSTAL, avtictotya. To avtictoryo képdog ontikng o&btnTag
o€ acbeveig pe duapkela vooov >12 unveg ntav 8,6 kat 8,4 ypauuato, oTig avtiotolyeg pelétec. Oa
TpENEL va, Aapfavetar voyy 1 Evapén g OepamevTIKIG AY®YNG KOTA TNV S1dyvmon.

To mpoik pakpompdBecunc ao@aielog Tov ranibizumab mov wapatnpOnke otig 24unveg LeAETeg
glval GUUPOVO LE TO YVOGTO TPOPIA acPdAelag Tov ranibizumab.
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Howdworpikde mAnBucudg

O Evponaikég Opyoviopoc Oapudkmy el dMGEL OTAAALXYT OO TNV VTOYPEMOT| VTOPOANC TOV
OTOTEAECUATOV TOV LELETMV € TO TO QPOPLOKEVTIKO TPOIOV avapOpag oV TTEPLE)EL ranibizumab oe
OAEG TIG VTTOKOTNYOPiEG TOV TAUSLATPIKOL TANBVGHOD 6TV veoayyslokny AMD, otny ékntwon g
opaong mov opeiretar 6 DME, otnv ékntmon g 0pacnc mov oQeileTol 6€ deLTEPOTAOES 01O TNG
oypac knAidag amd RVO, oty ékntwon g dpaong ard CNV kat otnv StofnTikn
apeipAnotpogidondfeia (Préne mapdypapo 4.2 yio TANPOPOPIEG CYETIKA LUE TNV TOUSLOTPIKN ¥PNoN).

5.2 @appokokivnTiKEG 1O10TNTEG

Metd amd pnviaio evooiaimon yopnynomn ranibizumab e acBeveig pe veoayyeiaky AMD, ot
GUYKEVTPMGELS TOV ranibizumab 6tov opd NTav YeVIKA YapnAES, He Ta LEY1GTO, ETINEDD, (Cmax) VO
KUpOiVOVTaL YEVIKA KATM amd TN CLUYKEVTP®GN TOL ranibizumab mov eival amapaitntn yuo tnv
avacToAn tng Proroywkng dpdong tov VEGF katd 50% (11-27 ng/mL, énwg extyumbnke o€ o in
vitro doKiacio KOTTaptkoD TOAAATANCIOCUOV). H Chax TOV 0VAAOYT TTPOG TN 800 GE €DPOG SO0
0,05 éwc¢ 1,0 mg/opBaiud. Ot 6uYKeEVIPOOELS 6TOV 0pO GE TTEPLOPIGUEVO aptOud acbevav e DME
delyvouv 0Tt pio, ehappd LYNAOTEPT cuoTnUaTiKY EkBeomn dev umopel va anokAelchel og oOyKplon pE
ovTi Tov mopatnprOnke oe acbeveic pe veoayyelaky AMD. Ot cuykevipmacelg ranibizumab otov 0pd
o¢ aoBeveig pe RVO ftav mapopota 1§ ehappd vymAidtepn o GOYKPION UE OVTEG TOL TTAPOTPHONKaY
o€ acbeveig pe veoayystokn AMD.

Bdoel g avdAvong tov 0edouévmy QapUaKOKIVITIKNG TOL TANOLGLHOD Kot TG eEQpAvIoNC TOV
ranibizumab o6 Tov 0po v Tovg acbeveig pe veoayysiokny AMD mov éhafav 66om 0,5 mg, n péon
nuon amopdkpuveng Tov ranibizumab oo To VOAOEWREG SO gival mepimov 9 nuépec. Metd amd
unviaio evoobaimdn yopnynon tov ranibizumab ce 66om 0,5 mg/o@Oouiid, N Cmax TOL ranibizumab
oToV 0p0d, oL £meTeVYON TEPimov 1 Nuépa PETA TN O6GN, AVAUEVETAL VO KOLLOUVETOL YEVIKE LeTagD
0,79 xan 2,90 ng/mL, kot 1 Cpin ovopévetor va kopaivetot yevikd peta&d 0,07 kot 0,49 ng/mL. Ot
oLYKEVTPMGELS ranibizumab otov 0pd avapéveral va eivar tepimov katd 90.000 popéc pkpoTepeg am’
0,TL 01 GLYKEVTPMOOELG ranibizumab 610 VAAOEIEC.

Neppikn dvsAisttovpyia,

Agv &yovv die€ayOel emionueg peAéteg pe okomo va eEETACTEL 1] POPUOKOKIVITIKY TOV ranibizumab cg
aoBeveig e veppikn dSuoiettovpyia. Te (o AvAALOT QOPUAKOKIVITIKNAG TOL TANOLGHOD TV achevay
pe veoayyetakr] AMD to 68% (136 and tovg 200) Tov acbevav tapovsialav veppikn duciettovpyia
(46,5% elapprd [50-80 mL/min], 20% pétpra [30-50 mL/min] ko 1,5% coPfapn [<30 mL/min]).
Y1ovg acBeveig pe RVO 10 48,2% (253 and 525) eiyav veppikn dvcrertovpyia (36,4% fma, 9,5%
pétpra ko 2,3% coPapn)). H cvompatikny kdBapon nrov eAappmg LikpdTepT, KATL OUWOS TOL OV NTOV
KMVIKG O UOVTIKO.

Hratwkn ducsAisttovpyia,

Agv &yovv die€ayOel emionueg peAéteg pe okomo va eEETAOTEL 1] POPUOKOKIVITIKY TOV ranibizumab cg
aoBeveig e otk Svciettovpyia.

5.3 IIpoxlvikd dogdopéva Yo TNV a6QIrELn

H evdobaidong yopnynon tov ranibizumab kot 6tovg 600 0pBoioe o€ mONMKovg cynomolgus 6€
dooelg and 0,25 mg/opBurpd £mg 2,0 mg/opBoipd pio popd kabe 2 efdouddeg yio Emg 26 efoopdadeg
00N yNoe o€ d060eapTM®UEVE 0QOUApLIKE OTOTEAEGOTO.

EvdopBdio, mapoatnphdnkay docoeéaptdpeves ovénoelg 66ov apopd to ephinua Kot o KOTTopa.
Tov mTpocBiov Boddpov pe Kopve®on 2 Nuépeg petd v éveon. H Bapdtnta g pAeypuovmddovg
avTidpao”g KOTA KOvOVo LELDBNKe e TIg ETOUEVEG EVEGELS 1] KOTA TN SLIPKELR TNG OVAPPOOTG. ZTO
omicOo Tunpa, TopatnpROnKoy d1nONom ToL VAAOEIBOVE e KOTTOPA Kot EELOPMLLOTA, TOV EMIGNC
£revay va gival 6000eEUPTMOLLEVA KL YEVIKA EMEUEVAV EMG TO TEAOG TNG TEPLOdOL Bepameiag. Xt
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perétn duapketag 26 efdopddwv, 1 BapbTnTa TG PAEYHOVAS TOV DOAOELBOVS avENRONKe 660 awEavdtay
0 apudc v evéoemv. QoT1000, KaTaypdenKay eVOEiEEIC OvVaoTPEYILOTNTAS LETH TNV avippwon. H
Q0o KoL 0 YPOVOC EKONAMOTG TNG PAEYUOVIG TOV OTiGH100 TUHOTOC EIVOL EVOEIKTIKE TG
OVTICOUOTIKNAG ATAVINGNG LE TN LEGOAAPTON TOL AVOGLOKOD GUGTHILOTOG TOV UITOPEL VoL Eivarl KAVIKA
doyemn. Avamtoén katappdktn Tapatnprionke e opiopéva {da LeTd amd GYETIKA Leydin mepiodo
£VTOVNG PAEYLOVTG, DTTOOEIKVVOVTAG OTL 0L CAAOIDGELS GTO PaKO 0PeilovToy og GoPapn PAEYLOVN.
[Mapodikn avénon g evooeOaALLag TieoNg LETA TN XOPYNOTN TapoTNPNONKE HLETA amd EVOOHOAMOELS
gvéaelg ave&optnNTeg TG 006TC.

MikpooKomikég opOapKég 0ALOIDOELG GUVIEDN KAV e PAEYHOVT KOt OEV NTAV EVOEIKTIKEG
eKPLMOTIK®V eEgpyacimv. KokKiopatdoelg pAEYHOVAOIELG AALOIDCELS TP TP ONKay GTNV OTTTIKN
O oplopévav opOoiumy. AVTég oL AALOIDGELS TOV OTiGHI0V TUNIATOG TEPIOPITTNKAV KOl GE
KATO1EG TEPMTMOGELG VIOYMPNOAY TANPMG KOTA TN SIUPKELN TNG TEPLOOOL OVAPPWOOTG.

Metd amd gvooiaimon yopnynon, 0V EVIOMIGTNKAY GNUEIN CLGTNHOTIKAG TOEIKOTNTOG. AVIICOUOTO
6TOV 0p0 KOl TO VOAOEWOEC GMUO EvavTt TOV ranibizumab Bpébnkav oe pio vroopado {dV ToL
éhaPav Bepaneio.

Agyv givar d100éo1pa 0edouEVa GYETIKA UE KapKIvoyOvo 1 uetadrha&loyovo dpdon.

Xe £yKVovg T KoVG, EvooboAmONg Bepaneia pe ranibizumab mov KOTEANEE OE LEYIGTEG GUOTIOTIKES
ekbécelg 0,9-7 popég ™ yepdTEPT TTEPITTOOT KAVIKTG £KkOEONC OEV TTPOKAAEGE TOEIKOTNTA OTNV
avamTuén 1 TEpaTOYEVEST KoL OEV El)E EMIdPAOT 6TO PAPOS 1 TN SO TOV TAAKOVVTA, TAPOLO OVTA LIE
Baon ™ poppokoroyikn dpdomn Tov To ranibizumab Oa Tpémel va Bewpeitar wg dSuvnTikd TEPATOYOVO
Kot eUPPLOTo&IKo.

H amovcia pesorafodpevov amd to ranibizumab emdpdoewv otny avantoén tov epfpdov etvat
eLPaVAS oxeTilopevn Kupimg pe Tnv advvopio tov tuipotog Fab va d1éAbet tov mhakovvta. Eviovtolg
£YEL TEPLYPOPEL L0l TEPITTMOT PE VYNAL UNTPIKA eminedo opov ranibizumab kol wapovsio
ranibizumab ctov 0pd ToL ePPpHov, VTOdEIKVDOVTAG GTL TO avTiCON EVavTL TOL ranibizumab
(mepiéyovrag v meproyn Fe) €dpace wg mpmteivn popéag yia 1o ranibizumab peidvovtog v
KGOapon Tov UNTPLKOV 0POD Kol SIELVKOADVOVTOG TN UETAPOPE, LEC®H TOL TAaKOoUVTA. Kabdc ot
g€etdoelc yo v euPpuikn avamtuén tpaypotoromOnikay g vym ykvo (ma Kot vOGol (0Tmg O
SLof1TNG) UTOPEL VO TPOTOTOCGOVY T1) SLATEPATOTNTO TOV TAAKOVVTO OC TPOog éva Tunpa Fab, 1
peAétn Ba mpémel va epunvevbel pe Tpocoyn.

6. OAPMAKEYTIKEXZ TIAHPO®OPIEX
6.1 Kotaloyog exddymv

Tpeyaroln o1bdpikn

Movoddpikn vdpoyAmpikn 10TIdivn

IoTdivn

[MoAvcopPiko 20

"Yomp yio evéoipa

6.2 AocvupatéTnTeg

EAMeiyel peketdv oyetikd pe tn cvuPoatdmra, To mapov QapUOKELTIKO TPOidV OgV TPEMEL VA
OVOUELYVOETOL LE GANO POPUOKEVTIKG TPOIOVTO.

6.3 Awapkera Lo

4 ypoévio
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6.4 Iowitepeg TPo@LAGEELS KOTE TN OVAXEN TOV TPOiIdVTOG

dvidcoete og yoyeio (2°C — 8°C).

Mnv katoyoyete.

DvAGccETE TO PLOAISI0 GTO EEMTEPIKO KOLTI Y10 VO TPOGTATEVETOL OTO TO PMC.

IIpwv amd T gpnHom, To PN avorypévo eroridlo pmopel va puAayBel oe Bepuokpacio dopatiov (25°C)
Yo €0g 48 dpeg.

6.5 @von Kol GLOTATIKA TOV TEPLEKTT

2VOKELOOIO TOL TEPLEYEL LOVO OLOAIDL0.

"Eva gaAido (yvoi tomov I) pe mopo stoydpnong (elactikd Ppopofovturiov) To omoio mepiéyet
0,23 ml oteipov daAdLOTOG.

2V0KEVOCTO TTOV TTEPLEYEL QLOALOLO + dONnTIKN BEAOVA.

"Eva @loAidwo (yvaAi tomov ) pe mopa eioydpnong (eAaotikd fpwpofovtuiiov) 1o omoio mepiéyet
0,23 ml oteipov draAdpaTog Ko e appreio dmbntkn Perova 5 um (18G x 1'4”, 1,2 mm x 40 mm).

Mmnopei va, unv KuKAOQPOpPOUV OAEG 0L GLOKEVAGIES.
6.6 Iowitepeg mpo@uLAGEEIS amOpPLIYNS Kol GAAOG YEPIONOG

2V0KEVOCTO TOV TTEPLEYEL UOVO PLAALSLO0.

To @laiidio Tpoopiletal yuo pio povo ypnorn. Metd tnyv €éveon 1o un ¥pNoIUOTOMUEVO TPOTIOV TPEMEL
va amoppintetal. Onolodnmote PloAidto Tapovoidlel onueio eBopdg 1 mapamoinong dev TpEmet va
ypnopomoteitor. H amooteipmon dev eivar eyyonuévn mopd Lovo v 11 cepayion TG CVGKELAGIOG
TOPUUEVEL AOTKTN

IMa v Tpoetolacio kot TV EvEoDaA®IN Eveon ypelalovtal Ta oKOAovO 10TPOTEYVOLOYIKA

TPoidvTa piog ypnong

- pio omootelpopévn omontuc Berdva 5 um (18G x 154", 1,2 mm x 40 mm)

- uia amootelpmpévn cvptyyo 1 ml (mov meptrauPavetl emonuoven oto 0,05 mL) ko pia feAdva
ovpryyag (30G x 2", 0,3 mm x 13 mm)

AVTA TO 10TPOTEYVOLOYIKA TTPOIOVTA deV TEPILOUPAVOVTOAL GE AVTNV T GLCKEVAGIA.

2V0KEVOCT0 TTOV TTEPLEYEL QLOALOLO + dONTIKN BEAOVA.

To @laAidio ko 1 dindnrikn Pelodva mpoopilovron yia pio povo yprion. Eravaypnoytoroinon uropsei
va 001 YNoEL o€ Aoipnmén | aAro voonuo/tpadpa. OAda ta oTotyeia TG cuokevasiag sivat
omooTeEP®UEVA. OTO10dNTTOTE GTOLXELO 1) GLOKEVOGIO TOL 0TOTIOL TTaPOLGLALEL onueio POoPAC N
mapomoinong dev Tpémel va ypnoyomoteitat. H amooteipwon dev eivar eyyvmpévn mapd poévo edv 1
GEPAYIoN TOL GTOLXEIOL TNG CLGKELOGING TOPAUEVEL GOTKT.

IMa v Tpoetoyacio kot Ty EvOoDaA®ON Eveon ypelalovtal Ta oKOAovOa 1 TPOTEYVOLOYIKA

mpoiovta piag ypnong:

- pio omootelpouévn omontikn Perdve S um (18G x 114", 1,2 mm x 40 mm, weptlopfdveral ot
GLOKELOCIN)

- pio amootelpouévn cvpryyo 1 ml (mov meprappdavel emonpavon oto 0,05 mL, dev
nepthapPaveTal o otV TN cuokevaoia) Kot pwia ferdva cvpryyag (30G x 14", 0,3 mm x 13
mm, dgv TEPAaUPAVETAL GE OTHY TN GLOKELOGTIN) Y10 EVIALIKES acOevelg

I va etoydoete To Ximluci yio eviobordmon xopnynon o€ evijMKeg, TAPUKAAOVUE aKoAOVONOTE
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TOTA TIC TAPUKAT® 0dNYiEs:

1.

[pwv v avoppodenon, aealpéoTte TO KAAVUUN TOV OLOALSioV Kot KoBapioTe TO d1UPPayLLe. TOV
QoMdiov (m.y. pe paviniaxt pe 70% owodmvevua,).

Yuvdéote pia dmOnTkn Perdva S pm (18G x 174", 1,2 mm x 40 mm, ) og pia ovpryya 1 ml
YPMNOLOTOIOVTOG Ao texvik. [liéote v apfieio dindntuc Pehdva oto kEvTpo Tov

TOUOTOG ELGYDPNONG TOV PLaAdiov Emg 6tov 1 Peddva ayyilel TV KAT® TAEVPA TOV PLOALSIOV.

Avappopnate 6L0 To VYPO OO TO PLEAIDI0, KPOTMVTAG TO PLaAid0 o€ Opbia BEom, e ehappd
KAion yia va dievoivvOel | TANpNG avappoenoN.

Befaiwbeite 011 0Tov aderdleTe 10 loAido To EUPoro elvar apkeTd TpaPnyHEVO TPOG TO TICW
MOTE Vo, 0dOELIoEL EVIEADG 1 dONTIKY PerdVa.

Aopnote v auPieio dmOnTikn Perdva 6To PLOAISI0 Kol 0TOGVVOEGTE T GUPLYYO OTd TNV
appireia dmonticn Perdva. H dmOntikn Pelova mpénet va amoppinteton HeTd TNV ovappOnon

TOV TEPIEYOUEVOD TOV PLUALGIOV KOl OEV TPETEL VAL YPT|CULOTOLELTAL Y10l TNV EVOODOAMOT £vean.

Me donnrto tpdmo mpocaprdote otabepd pia ferdva cvupryyos (30G x 2", 0,3 mm x 13 mm,)
oTN GLPLYYOL.

Me mpocoyn apaipéote T0 TOUA and TN PEAOVA GUPLYYOG XWOPIG VO TNV ATOGLVOECETE OO TNV
oLPLYYO.

Inueioon: KpatnoTe Gyt TNV GOVIES TG PEAOVIC TNG GUPLYYOS EVOGH QQUIPEITE TO TOLA.

[Ipocektikd exdudére Tov aépa poli pe tnv mepicoela Tov SIEAVUATOG KOl TPOCAUPUOGTE TN
doom oty évoeign 0,05 ml g ovpryyag. H cupryya givar €towun yuo éveon).

Inueioon: Mnv okovmicete T ferdva yio v éveon. Mnyv tpapnéete ticm to £ufolo.

Metd Vv éveor|, UV €TaVOTOTOOETNOETE TO TOU 6T PEAGVA KOL UMV TNV OTOCTACETE old TN

ovpryya. Amoppiyte T ypnoiponompévn cOptyyo pali pe m Pekdva oe doyeio amdppyng aLyunpmv
OVTIKEWHEVAOV COUQ®VA LIE TIG KOTA TOTOVG 15YDOVOES OYETIKEG OATAEELC.

7.

KATOXOX THX AAEIAY KYKAO®OPIAX

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
T'eppovia

8.

APIOMOZXZ(OI) AAEIAY KYKAO®POPIAX

EU/1/22/1691/001
EU/1/22/1691/002

9.

HMEPOMHNIA IIPQTHX EI'KPIXHY/ANANEQYHY THX AAEIAX

Huepounvia mpatng £ykprong: 09 Noeufpiov 2022
Hpepounvia tekevtaiog avavémong:
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10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANpoeopieg Yio 10 TapdV POPUUKEVTIKO TPOioV gival dS1BEGIEG GTOV SIKTVAKO TOTO
tov Evponaikod Opyoviopuov Goapudkwv: http://www.ema.europa.eu.
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ITAPAPTHMA 11

HHAPAXKEYAXTHX THX BIOAOT'IKQX APAXTIKHX
OYXIAX KAI TAPAXKEYAXTHX YIIEYOYNOX I'TA THN
AIIOAEEMEYZXZH TQN ITAPTIAQN

OPOI'H INTEPIOPIXMOI XXETIKA ME TH ATIAGEXH KAI
TH XPHXH

AAAQOI OPOI KAI AITAITHXEIX THX AAEIAX
KYKAO®OPIAX

OPOI'H NIEPIOPIXMOI XXETIKA ME THN AX®AAH KAI

ATIOTEAEXMATIKH XPHEZH TOY ®PAPMAKEYTIKOY
MPOIONTOX
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A. HAPAXKEYAXTHX THX BIOAOT'IKQX APAXTIKHY OYXIAX KAI
IHAPAXKEYAXTEX YIIEYGYNOI I'TA THN AIIOAEEMEYXH TQN ITAPTIAQN

Ovoua kot d1e06vven Tov TopaoKeLAoTH TNS BLOAOYIKOS dPUCTIKNS OVGIOG

UAB Biotechnologinés farmacijos centras Biotechpharma
Mokslininku str. 4

08412 Vilnius

ABovavia

Ovoua kot 61e06vven Tov ToPUCKELAGTH TOL £ival LITEVHVVOC Yo TNV ATOOEGUEVCT] TV TOPTIOWY

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
T'eppovia

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

DoppokevTikd TPOiOV Yo TO 0TTOI0 amoLTEITAL TEPLOPIGUEVT 1aTPIKT cuvtayn (PA. mapdptnua I
[epiAnym Tov Xopaktnplotikev tov [Ipoidvtog, mapdypapog 4.2).

I AAAOI OPOI KAI ATTAITHZEIX THX AAEIAY. KYKAO®OPIAX
o Ex0éoe1g meprodkig mapakorovdnong g acpdieiag (PSURs)

Ot anoutioetg yuo tnv vroPoin twv PSURS yo to v A0ym gappokevtikd tpoiov opilovrar oTov
KaTOAOYO UE TIg nuepounvieg avapopds e Evoong (katdloyoc EURD) mov mopatifeton oty
Tapdypoo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kot kdOe emakdlovdng emkatporoinong
OTMG OMUOGIEVETAL OTIV EVPAOTOIKT OUKTLAKT] TOAT Y10l TO POPLLOKOL.

A.  OPOI'H HEPIOPIZMOI XXETIKA ME THN AX®AAH KAI AHOTEAEXMATIKH
XPHIH TOY ®PAPMAKEYTIKOY ITPOIONTOX

o Xyéo10 owayeipiong kivovvou (ZAK)

O Kdroyog Adeiag Kvkhogpopiag (KAK) Ba die&aydyet Tig amottodpeveg SpactnploTnTes Kot
TOPEUPAGELS PUPLOKOETAYPVTVIIONG OGS Tapovstdlovtal 6to cupenvniéy XAK mov tapovcidletat
oV evotra 1.8.2 g ddelag KukAoQopiog Kol 0TOIEGONTOTE ETOKOAOLOES EYKEKPIUEVES
avaBempnoelg Tov ZAK.

"Eva emkarpomompévo XAK Oa mpémel va katatedet:

o Metd ano to aitnpa tov Evporaikod Opyoaviopod Gapudkamv,

. Omnotednmote Tpomomoteitat To VTN dlayelplons KivoHvo, e0IKE MG AmOTEAEGLO ANYNG
VE®V TANPOPOPIDOV TOV UTOPOVV VO ETLPEPOVLY CTIUAVTIKT GAANYT) GTI GYECT) 0QEAOVC-KIVOHVOL
N ©¢ anOTEAEG LA TNG EMITEVENG EVOG GNUAVTIKOD OPOCT|LOV (PUPHLOKOETOYPpOTVIION 1
glayiotomoinon Kvévvov).

o EmnpéoOeta pnéTpa eELayiotomoinong Kivovvov

IIpwv v elcaywyn Tov mpoidvtog atnyv ayopd kabe Kpdrovg Méiovg o KAK Ba cuppwvioetl to
TEAIKO EKTTOOEVTIKO VAIKO e Tig Apuodieg Ebvikég Apyég.

O KAK 6a dtacparicel petd and culntoelg kot coppmvieg pe g Apuoddieg EOvikéc Apyéc oe kabe
Kpdrog Mérog 6mov kukhoeopei To Ximluci, Katd tnv glcaymyn oTNV ayopd Kot LeTd and avtr, Ba
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mapEYETAL 6€ OAEG TIG 0PBaALOAOYIKES KAVIKEG OTov To XimluciavapéveTot va ypnoyomom et
EMKOLPOTOINIEVO TOKETO TANPOPOPLDOY Yo TOV asOevn.

To makéto TANpoeopL®dV Y10 Tov 0cOevr Ba TPEMEL v TAPEYETAL TOGO LE TN LOPOT EYYEPLOI®Y OGO
KOl GE LOPOTN apyeio yov Ta omoia TePEYOLV TIC akOA0LOES TANPOPOpiES:

DuAro Odnyuwv Xpnong

[Mog va npoetopacheite yio ™ Bepomeio pe Ximluci

IMowa givan ta frjpata Tov akorovBovv tn Bepaneio pe Ximluci

Baowkd onpeio Kot COPTTOHATA TOV GORApOY OVETIBOUNTOV EVEPYEIDV TEPTAAUPOVOLEVS TNG
avénuévng evoopBaiuag mieonc, Tng vooeBdAe AEYUOVIG, TNG ATOKOAANGNC
AUPIPANOTPOEIBOVG Kot pENG AUPIPANGTPOESOVG KOl TG AOUDIOVS EVOOPBOAUITIONG

[16te va avalnmoel engiyovoa @povtida amd TOVG EMAYYELUOTIEG TOV TOUEN VYELOVOUIKNG
nepiBoiymc
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ITAPAPTHMA 111

EINNIXHMANXH KAI ®YAAO OAHI'TQN XPHXHX
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A. EINIIXHMANXH
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ENAEIZEIX TIOY ITPEIIEI NA ANATPA®ONTAI XTHN EEQTEPIKH XYXKEYAXIA

XAPTINH XYXKEYAXJA-XYXKEYAXIA ME ®IAAIAIO MONO

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ximluci 10 mg/ml gvécipo didAvpa
ranibizumab

2. YXYNOEXH XE APAXTIKH(EX) OYXIA(EX)

Ka0e proridio twv 0,23 ml dtoivpatog mepiéyet 2,3 mg ranibizumab (10 mg/mL).
2,3 mg/0,23 mL

‘ 3. KATAAOI'OX EKAOXQN

TPEYAAOLN S1HOPIKT, LOVODIPIKT VIPOYAMPIKN 10TISIVN, 16TV, ToALGOPPLKO 20, VOWP Yio EVESIUA.

‘ 4. DOAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Evéoipo didiopa

1 proAidio tov 0,23 mL
Epdnag d6om oe evihikeg: 0,5 mg/0,05 mL.
O vrepPailmv dyKog va amoppinteTol.

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Evdobaimong yoprynon.
To pia povo ypnon.

Awfaote 10 QUALO 0dNYIOV XPNOTG TPV 0Td TN YPNOT).

6. EIAIKH ITPOEIAOIIOIHEH XYM ®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI XE OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOZETITIZOYN TA MITAIAIA

Na puidooetal o€ BEom, TV onoia dev PAETOLY Kot dgv Tpooeyyilovv Ta TALddL.

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

‘ 8. HMEPOMHNIA AHEHX

AHZEH
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9. EIAIKEYX XYNOHKEX OYAAZEHX

dvrdocete o€ Yoyeio.
Mnv katoyoyeTe.
Ddvidcoete 10 PLOAiIdI0 6TO EEMTEPIKO KOVTI Y10 VO TPOGTATEVETAL OO TO PMC.

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TON
YIHOAEIMMATQON ITIOY IPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAI AIEYOYNXH KATOXOY THX AAEIAY. KYKAO®OPIAX

STADA Arzneimittel AG
Stadastrasse 2-18
61118 Bad Vilbel

T'eppovia

12. APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/22/1691/001

13. APIOMOX ITAPTIAAX

TToaptida

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. ITAHPO®OPIEX XE BRAILLE

H artiohdynon ya vo unv mepiinedei n ypaen Braille sivon omodext

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

A16106T0TOC YPOUU®TOS KddIKAG (2D) Tov gépel Tov TEPIANPOEVTO LOVOITIKO aVOyVOPIOTIKO KOOKO.

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

PC
SN
NN
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ENAEIZEIX TIOY ITPEIIETI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

XAPTINH XYXKEYAXIA

OIAAIAIO + AIHOHTIKH BEAONH

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Ximluci 10 mg/ml gvécipo didivpa
ranibizumab

2. YXYNGOEXH XE APAXTIKH(EX) OYXIA(EYX)

Kabe groridwo tov 0,23 ml dtoivuatog mepiéyet 2,3 mg ranibizumab (10 mg/mL).
2,3 mg/0,23 mL

‘ 3. KATAAOTI'OX EKAOXQN

TPEYAAOLN S1HOPIKT, LOVODIPIKT VIPOYA®PIKN 10TISIVN, 16TV, ToALGOPPLKO 20, VOWP Yio EVESIUA.

‘ 4. OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Evéoipo dtdiopa

1 proAidio tov 0,23 mL

1 domOntiKn Perdva

Epdna& d6on oe evijlikeg: 0,5 mg/0,05 mL.
O vrepPaiiwv 6yKOGg Vo AmoppinTETaL.

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Evdobolmong yopnynon.
Tao pia povo ypnon.
Awfaote 10 QUALO 0dNYIOV XPNOTG TPV 0Td TN YPNOT).

H dmOntkn Berova dev mpoopileton yia Eveon.

6. EIAIKH ITPOEIAOIIOIHXH XYM®QNA ME THN OIIOIA TO PAPMAKEYTIKO
IPOION HPEIEI NA ®YAAXXETAI E OEXH THN OITIOIA AEN BAEIIOYN KAI
AEN ITPOXETTIZOYN TA ITAIATIA

Na puAdooetol o 0éom, TV omoia dev PAETOLY KoL dev Tpoceyyilovv Ta TadLd.

7. AAAH(EY) EIAIKH(EX) ITPOEIAOIIOIHXH(EIX), EAN EINAI AITAPAITHTH(EYX)
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8. HMEPOMHNIA AHEHX

AHZEH

9. EIAIKEYX XYNOHKEX OYAAZEHX

dvrdoocete o€ Yoyeio.
Mnv katoyoyeTe.
Ddvidcoete 10 PLOAiIdI0 6TO EEMTEPIKO KOVTI Y10 VO TPOGTATEVETAL OO TO YOG,

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AIIOPPIYH TQN MH
XPHEIMOIIOIHOENTON ®APMAKEYTIKON ITPOIONTQN 'H TOQN
YIHOAEIMMATOQN ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH KATOXOY THX AAEIAY KYKAO®OPIAX

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
T'eppovia

12. APIOMOZ(OI) AAEIAYX KYKAO®OPIAX

EU/1/22/1691/002

13. APIOMOX ITAPTIAAX

TToaptida

‘ 14. TENIKH KATATAEH I'TA TH ATAGEXH ‘

| 15. OAHTIEX XPHIHE |

| 16. MAHPO®OPIEE XE BRAILLE |

H artiohdynon ya vo unv mepiinedei n ypaen Braille sivon omodext

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

A16106T0TOC YPOUU®TOS KddKAG (2D) mTov gépel Tov TEPIANPOEVTO LOVOITIKO aVayVOPIGTIKO KOOKO.

‘ 18. MONAAIKOX ANAI'NQPIETIKOX KQAIKOX — AEAOMENA ANAI'NQXIMA AIIO ‘
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TON ANOPQIIO

PC
SN
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EAAXIXTEX ENAEIZEIX TIOY IIPEITEI NA ANAI'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

EINIXHMANXH

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

Ximluci 10 mg/ml gvécipo didAvpa
ranibizumab
Evdobolmong yopnynon

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

EXP

4. APIOMOZX ITAPTIAAX

Lot

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

2,3 mg/0,23 mL

6. AAAA ETOIXEIA

M



B. PYAAO OAHI'TQN XPHXHX

42



@vAiro oonYLOV ypions: IIinpoopics Yo Tov a.60evi)

Ximluci 10 mg/ml gvéopo ddiopa
ranibizumab

V¥ To QAPLOKO 0VTO TEAEL LTTO GLUTANPOUATIKY TOPAKOAOVONOT. AVTO Ba emtTPEWYEL TO YPTYOPO
TPOGOIOPIOUO VEDV TANPOPOPLOV acPireloc. Mmopeite va fondnoete LEcm TG avapopdic Thovmy
OVETIOOLNTWOV EVEPYELDV TTOV EVOEXOUEVMG Tapovatalete. BA. T€hoc ¢ Tapaypdeov 4 yio Tov TpOTO
avaQOpAG AVETIOOUNTOV EVEPYEIDV.

AP acTe TPOGEKTIKA 0AOKANPO TO GVALO 03N VIOV YP1ONG TPV GG Yopn YN0l avTéd TO

PaproKo, O10TL TEPLAOUPAVEL GNUAVTIKES TANPOPOPIES Y10 GUG.

- Durd&te avTo To EOALO 0dNYIDV Yprione. Towg ypelaotel va to dofdcete Eavda.

- Edv éyxete mepartépm amopiec, pwtrote TOV Y10TpO GOC.

- Edv mapatnpnioete kdmola avemBOun T evEpYELN, EVILEPDGTE TOV YLUTPO GaG. AVTO 1GYVEL KO
v k6O mThavn avemOuNT EVEPYELD TTOV JEV OVAPEPETOL GTO TAPOV PVAAO 00T YLDV YPNHONGC.
B\éne mapdypago 4.

T epréyerl 1o mapoév OLA0 00N YLOV:

T etvon o Ximluci kou o givor 1 gprion Tov

T mpénet va yvopilete mpv oag xopnynOel to Ximluci
g yopmyeitar to Ximluci

[TBavéc avemBounteg evépyeleg

Ilog va puidoocete to Ximluci

[Tepieydueva TG CLOKEVAGING Kol AOUTES TANPOPOPIES

AR e

1. Th givon To Ximluci kou wowa gival n yp1on Tov

T givon To Ximluci

To Ximluci etvon éva dtdivpa o onoio evieton péca oto pdrtt. To Ximluci avikel og pio opdoo
QUPUAK®V TOL OVOUALOVTOL AVTIVEONYYEL®TIKOT Tapdyovtes. [lepiéyet T dpactikn ovoia wov
ovopdleton ranibizumab.

Iowa givar n gpfon Tov Ximluci
To Ximluci ypnoomoteitan o EVAAIKEG Yo, T Oepameia optopuévav 0@OaANOTAOEIDY TOV TPOKAAOVY
PraPn g opaomg.

Avtég o1 mabnoeic ivar amotédeopa PAAPNG Tov apEBAncTpogdois (Tov evaichnTov 6T0 PMC
OTPAONOTOG GTO oW LEPOG TOV LATIOV) O OTOIEG TPOKOAOVVTOL OTO:

e AvAmTuén un UGIOAOYIK®V OUOPOPOVY ayyEiY, Tov Tapovcstalovy dlappor]. Avtd Tapatnpeitol
6€ VOOOUG OGS 1| NAKLOKY] EKPOAMON NG oypds KnAidag (AMD) kot 1 Tapaymykr| dtafntikn
aueipAnotpogidondfeia (PDR, pia vocog mov mpokaieiton amd to daprtn). Mmopel emiong va
oyetileton pe yoproewdikn veoayyeimon (CNV) mov opeiretan o€ maforoyikn poomia, (PM),
ayyeloedeic tavies, KevIpikn opaddn yoproaupiinctpoeidonddeia 1 preypovardn CNV.

o Oildnpa g oypds KnAldag (oidnpa Tov KEVTIPOL ToL aUPPANGTPOELS0VS). AVTO TO OldM A
uropei va tpoxindei amd dapntn (o Tabnon mov ovopdletal oidnua g OyPAc KNAidag
dwafnrikng artoroyiog (DME)) 1 amd v andepaén eAefdv Tov apePAnoTpogidong (pia
méOnon mov ovopdaletar amdepatn eAEPag Tov apeipAnctpoeidovs (RVO)).

g dopa to Ximluci

To Ximluci avayvmpilel ko cuvdéstor e&gldtkevpéva. o€ pia TpmTeivn 1 omoio, ovopdaletan
avOpdmTIvog ayyelokog evoodnitokog avéntikog tapdyoviog A (VEGF-A) kot glval mapovoa 6to pdrt.
Xe nepiooeto o0 VEGF-A mpoxodel Tnv avantuén avoUoA®V dplo@opmy oyyeimv Kot 0idonpa 6To Hatt

43



oL umopel va odnynoovv og PAEPN g dpaong o mabnoelc 6nwc 1 AMD, n DME, n PDR, 1 RVO, 1
PM ko CNV. Ezneidn o Ximluci cvvdéetar pe tov VEGF-A umopei va mapeumodioet Tig 0pacelg
TOV KO VO OTOTPEYEL TNV OVOLOAN avATTUEN Kol TO 010N,

e autég Tic Tafnoelg To Ximluci fondd va otabepomondel Kot oe TOAAEG TEPUTTAOGELS VO PEATIMOEL 1)
opaon GoC.

2. Tvpémer va yvopilete npry oog yopnyn0Osei To Ximluci

Agv nipémer va LaPete To Ximluci
o Y& mepintmon oAdepyiog 6To ranibizumab 1| 6€ 0mo100MTOTE GALO GO TOL GUGTUTIKA CLTOV TOV
QOPUAKOL (OVOPEPOVTOL TNV TTAPAYPAPO 6).
o Y& mepintmon Aoluwéng péca 6to PATL M YOPp® omd avTo.
o Y& mepintmon mov vimbete Tovo N Tapatnpeite epuOpdTTa (GoPfapn evoopOdAuLa PAeYLOVT) GTO
Hartt.

IIposgidomou|oelg Ko TPOPLAGEELS
AmevBuvieite otov yiatpd cag mpv cog yopnynbdei to Ximluci.

e To Ximluci yopnyeiton pe ™ popon éveong oto patl. Mepikéc opéc, uetd and t Oepomeio pe
Ximluci propet vo eppaviotel AoipumEn 610 E6mMTEPIKO TUNLLO TOV LTI, TOVOG 1] EpBpdTNTO
(pAeypovn), omokOAANoN N PHEN UG atd TIG OTOPASEG OTO oW UEPOG TOV UOTION
(amoxOAANoN N PEN AUEPANGTPOEIDOVE Kot 0TOKOAANGN | PHEN TOL LEAdYYPOOL EMONAIOL
oV apEIPANGTPoEB0S) 1| BOAWO™ Tov PaKoD (Katappdrtng). Elvar onuavtikd va evtonicete
KO VO OVTIHETOTIGETE oL AOTH®EN AvTOL TOL €I60VE 1) ATOKOAAN O™ TOV AUPPANGTPOEIS0S
0G0 T0 dLVOTOV cuvTouoTepa. [TapakaieicOes va evnuepdoeTe TOV Y1IUTPO GO AUECHOS EGV
eupavicete onueia 6T TOVO N awENUEVN EVOYANOT 6TO UdTL, EmdevodEVT EpLBPITNTA GTO
pdtt, BoAn M petwpévn 6pact, avénuévo aptBud WKp®V cOUITIOIMY 6TO OTTIKO GOG TEdIO 1|
avénuévn evaicincio oTo PMC.

o Yg opiopévous aoBeveig n evoopBdipia mieon pmopel va avéndel yio chviopo SdeTno apESHS
petd tnv éveon. Kabog avtd etvar Katl mov Pmopel v Unv To TopatnpnoeTe, 0 YITpog Gog
pmopet va 1o mapakoiovBel petd amd kdbe Eveon.

e  Evnuepmorte Tov y1aTpd 6ag av YT TPONYOVUEVO 1GTOPIKO 0QBAIKOY Tadncemv 1
0B LKOV BepomeldV ) av ExeTE TADEL EYKEPAAIKO ETEIGODIO 1| GOG TUPOLGLATON KOV
TOPOSIKA onpeio eYKEPAAKOD €MEIGOSi0L (advvapio 1| TapAAvoT TOV GKPOVY 1 TOL TPOCSHTOL,
dvokolio otnv optia 1) TV Katavonon). Avti n minpoeopia Ba Anebei v’ Gy Yo va
extiunOet av to Ximluci etvon n katdAAnAn Bepaneia yio €0dc.

[Mopaxaiovpe avatpéste oty mopdypoeo 4 («ITiBoavég avemBOunTeg evépyetegy) yia
AEMTOUEPEDTEPEC TANPOPOPIEG OYETIKA [LE OvEMBOUNTES EVEPYELEG TTOL Ol pItopovGay Vo
TOPOLGLOCTOVV KoTd TN dudpkela g Oepaneiog pe Ximluci.

IHowora ko épnpor (kato amd 18 eTdV)
H ypnion tov Ximluci o€ moudid kot epripfovg dev €xel tekunplmbet, Kot GLVETMS devV GLVIGTATOL.

Ao @appoka kot Ximluci
Evnuepdote Tov yiotpd cog edv ypnoiponoleite, £xete mpdGEATO YPNGILLOTOMGEL 1] WTOPEL vaL
YPTCLLOTOUCETE AN PAPLLOKCL.

Kdnon kot Onraocpog

o Ot yvvaikeg mov Oo uropodoay va LEIVOLY £YKVEG TPETEL VO, YPTCLLOTOLOVY OITOTEAEGLOTIKN
UEB0d0 avTICOAANYNG Katd Tn Sidpkela Tng Bepomeiog Kol Yo TOLVAAYIOTOV TPElG EMMAEOV UNVEG
petd v tehevtaio £veorn Ximluci.

e Agvumdpyel gumepio amod ™ xpnon Tov Ximluci og éykveg yovaikes. To Ximluci dev mpémetl va
YPTOULOTOLELTOL KATE, TN OLAPKELN TG EYKVHOGVVNG EKTOG AV TO SVVNTIKO OPELOC VITEPTEPEL TOL
duvntikod kivdbvov yia to EuPpvo. Edv giote €ykvog, vouilete 611 pmopei va giote £ykvogq
oyeo1dlete va amoktnoete Todi, cu{nTHoTE TO LE TOV Y1aTPo Gag TP TN Bepaneia pe Ximluci.
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e To Ximluci dev cuviotdrtaol katd T d1dpKelo ToL ONracuov, kabdg dev gival YvooTo v TO
Ximluci amekkpivetar 610 avOpmmavo yolo. ZNTMoTe T GLUPBOVAR TOV YLUTPOD 1| TOV
QOPUOKOTOL0V Gag TPpLv amd T Bepameio pe Ximluci.

001yN o1 Kot YEPIOUOS PN AV LATOV
Metd ) Oepomeio pe Ximluci, pmopei 1 dpacn cag va Bormoel tpocwpvd. Edv copfel kdtt této10,
UMV 00NYNGETE 1 YPNCLOTOIGETE UIYOVAUATO, LEYPL VO, VTTOYWOPNCEL.

3. Iog yopnyeitar To Ximluci

To Ximluci yopnysitor wg epdnal £veon 6to HATL 0O TOV 0QOUALINTPO GOG LE T YP1ON EVOG
tomikoV avaisOntikod. H cuvOng doon piag éveong eivar 0,05 ml (to onoia tepiéyovy 0,5 mg
dpaotikng ovsiog). To didotnua petald 6Ho 30GEMY TOL YoPTYOLVTAL 6TO 1d10 HATL Bo TPEmer va etvar
TovAdyiotov 4 gfoopadec. Oleg ot evéaelg Ba cag yopnynBovv amd to opBoipiotpo cag.

IIpwv v éveon o yaTpog oag Bo TAVVEL TPOGEKTIKE TO LATL GO Y10 VA aoUYeEL T poAvvor). O
YTtpog cag Oa Gog yopnYNoEL EXioTG £V TOTIKO avonsONTiKo Yo v ELOTTOGEL 1] VO OTOTPEYEL TOV
TOVO OV 10WG GOG TPOKAAEGEL 1) EVEDT.

H Oepancio apyiler pe pia éveon Ximluci avd piva. O yiatpog oag Ba mapakorovbei Tnv Kotdotoon
TOV LOTION GOG KO 0VAAOYO LE TO TT®G avtamokpiveste ot Beponeia, o amopaciost av Kot TOTE
ypelaleote vo, vtoPAndeite o emimAéov Oepamneio.

Aentopepeic 0onyieg yio tn ypnon didovrol 6To TELOG AL TOV TOV PLAAASIOV KAT® 0td ToV TiTAo «Ilmdg
VO TOPUCKEVACETE Kal VO YOp1yNoeTe To Ximluci 6€ EVAAIKED.

Hiuaopévor (nAkiag 65 eTav kol aGvem)
To Ximluci umopei va ypnoyomondei oe acbeveig nhikiog 65 etdv Kot dve ympic Tpomomoinen g
doong.

Ipw dwakonei n Oepameio pe Ximluci

Edv oxéopteote va dwokdyete tn Oepaneia pe Ximluci, mtopakaieice vo 1o culnmoete 6to EnOUEVO
pavtefov pe tov yorpd cag. O yutpodg cag Oa cog cvupPoviedoet kat Oa amopacioet Yo 10660
duotnua mpénet vo AdPete Oepaneio pe Ximluci.

Edv éxete meplocdtepeg EpOTNCELG OYETIKE LLE T YPTOT QVTOV TOL PAPUAKOV, POTACTE TOV Y1ATPO
o0,

4. IBavéc avemBOuNTES EVEPYELEG

Onwg 6ha To eApuraKa, £TGL KOL GVTO TO QAPUOKO LTOPEL VO TPOKAAEGEL AVETIOOUNTES EVEPYELES, AV
Kot 6gv Tapovctdlovtal 6€ OAOLG TOVG AVOPMOTOLC,.

O avemBounteg evépyeteg Tov oyetilovtal e tn yopnynon tov Ximluci opeilovtol €iT€ GTO PAPLOKO
ka0’ avto gite ot dadkacia Tng Eveong kol TPocPailovy Kupimg To PATL.

YoPapic avemOOuNTES EVEPYELES:

Yoyvég (umopel va emmpedcovy émg 1 otovg 10 avBpamoug)
e qmoxkOAANoN 1 pPHEN TG oTo1PAdAG 0TO TiGW UEPOG TOL LAtV (amoKOAAN oM 1 PHEN
AUPIPANCTPOEIDOVG), UE ATOTEAEGLLO AAUYELS POTOG UE CMOUOTIONN TOV EMOEWVMDVOVTOL GE
TPOGMPIVN OTTAOAEL TNG Opac™ 1 OAWGT TOL PAKOV (KATOPPAKTNG).

'Oy ovyvég (umopet va ernpedoovy £og 1 otovg 100 avBpdmovc)
e TOQAMOM
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o oipumén tov PoAPod Tov HaTIOD (EVOOPOUAUITION) e PAEYLLOVT] TOV ECMOTEPIKOD TOL HOTLOD

To copunTOUATO TOV UTOPEL VO GG TOPOLGLUGTOVV Elval

e TOVOG 1 avENUEVT EVOYANGCT OTO UATL

£pLOPATNTA TOL HOTLOD TOV EMOEVOVETOL

0oAn N pelwuévn dpaon

av&ovopevog apliudg IKP®OY GOUNTIOIMY GTNY OpacT GOG
avénuévn evatotnoio 6to .

MHMopokareioTe OTMS EVIUEPDOETE UPECMG TOV YLATPO GUS AV TAPOVGLACETE OTOLAONTOTE OO
AUTEG TIS UVEMOVUNTEG EVEPYELEC.

AMMEC avemOOUNTES EVEPYELECS:

IToAb ovyvég (umopel va emnpedoovy TeplocodTePOVS amd 1 otovg 10 avBpmdTovg)
Ontucég avemBounteg evépyeleg mephoufavovy
®  QAeyUOVN TOL HOTIOD
aloppayict 6TO TO® UEPOS TOL HATION (cpoppayic Tov AUEIPANCTPOEIBOVS)
OTTUKEG JLOTOPOYEG
TOVO GTO HATL
piKpd copatide 1 kniideg 610 ontikd cag medio (eE0pdpoTa)
€otieg apoppayiog 6To paTt
£peBoOG TOV POTION
aicOnon mapovoing EEVOL COUATOG GTO HATL
avENUEVN Topaymy dOKPOL®V
QAeypovi N Aoipwén tov oplov tov Brepdpov (Brepapitidan)
EnpopBoipia
gpLBpdTTA 1| KVNOUO TOL HATION
avénpévn oeBodkn migon

Mn ontikég avemBounteg evépyeleg mepthapuivouvy
o gpebiouévo Aapd, pvikn cupEOPN o, KOTOPPON
o  TOVOKEPUAO
e 716VOo oTIS apbBpmdoelg

Yoyvég (umopel va emmpedoovy émg 1 otovg 10 avBpmdmouc)
Ontikéc avemBounteg evépyeleg mepthaufévovy

o glattouévn oEVLTNTA TNG OPAoTG

oldnua evog TUNUATOS TOV HaToD (poyoeldng, KEPATOELONG)
PAEYLOVT] TOV KEPATOELDOVG (TPOGHI0 TUNLLO TOL LOTIOV)
UIKPA ONUASL0L TNV ETLPAVELN TOV LOTIOD

OoAn| 6paon

apoppayio 6to onpeio g Eveong

aoppayio 6To patt
EKKPLLOL amd TO UATL pe Kvynopod epubpdtnra kal oidnua, (exime@uKition)
guoctnoio 6to Emg
opBoiukn dvoeopio
oionua Tov Prepdpov
7TOVOC TOL PAEPGPOL

Mn-ontikég avemBounteg evépyeieg teptiaufdvouy
e ovpoloipmén
o younid apBuo epvOpdV apocEUIpi®V (Ue CUUTTOUATH OTTMG KOT®MON, Aoydviacua, (AN, yhoud
OEpHLAL)
*  Qyyog
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o Prxog
e vavTtia
®  aAdepykég avTidpacelg Ommg eEGvOM L, Kvidmaon, Kvnoudg Kat epuBpdTNTA TOV SEPUATOG

Oy ovyvég (umopet va emnpedosovy £mg 1 otoug 100 avBpdmovg)
Ontucég avemBounteg evépyeleg mephoufavovy

o (PAEyHOVN KO OLULOPPOYIO GTO UTPOCTIVO TUNLO TOV LLOTIOD
00AaKeg e TOOV GTO pATL
UETOPOAEG OTO KEVTPIKO HEPOG TNG OQOUAUKNG EMLPAVELOG
movo M epebiod ot Béom g Eveong
U1 QUCI0A0YIKT aioBnon oto pdtt
£pebiopog Tov PAepdpov

Ava@opd avemOOunTmv gvepystdv

Edv mopatnpnoete kamoo avemBOunt evépyeln, EVIUEPDOGTE TOV YLOTPO GOG. AVTO 1GYDEL Kal Yl
Kkd0e mOovn avemBOunTn eVEPYELD TOV OEV AVAPEPETAL GTO TAPOV VAL 0ONYIDV ¥prions. Mmopeite
emiong vo avopépete avemBOuNTeg EVEPYELES omevbeing, LEG® TOL EBVIKOD GLOTHUATOG OVAPOPAS TOV
avoaypdoeetor oto [Hapdpmua V. Mécm ¢ avaeopds avemBOunTov evepyeldv UTopeite va
BonBnoete 6T GCLALOYN TEPIGGOTEPMV TANPOPOPLDY GYETIKA LLE TV ACPAAELD TOV TOPOVTOC
QOPUAKOL.

5. Hog va gvraccete 1o Ximluci

o To @dpuako avtd TPENEL VO PUAAGGETAL GE LEPT TTOL OeV TO BAETOLY Kot Ogv TO PBAvVOLV TO
TodLd.

e No U1 ¥pNOILOTOLEITE 0LTO TO PAPLOKO PETE TNV NUEPOUN VIR ANENC TOL AVAPEPETAL GTO KOLTI
Kol TNV EMONUAvVeT Tov loAldiov petd v AHEH/EXP. H nuepopunvia Aéng eivaan
TEAEVTOIO NUEPOL TOL UIVOL TTOL OVOPEPETOL EKEL.

e  ®duAdooete og yoyeio (2°C — 8°C). Mnv KatoyvyeTe.

e Ilpw amd ™ xpnon, 1o un avorypévo erodidio pmopel va puiaydel oe Beppokpacio dopatiov
(25°C) y10 €wg 48 dpeg.

o  DuvAdooete T0 PLOAISI0 6TO EEMTEPIKO KOLTI Y10 VO TPOGTOUTELETAL OTTO TO POG.

e  Mnyv ypnoyonoleite cuokevacia TOL £xel VTOoTEL PAUPN.

6. Iegpreydpeva TS 6LOKEVUGTOG KUL LOUTEG TANPOPOPIEg

T wepréyer ro Ximluci

- H dpactiki ovcia givar o ranibizumab. Ka0e ml wepiéyel 10 mg ranibizumab. KaOe groridio
nepi€yet 2,3 mg ranibizumab og 0,23 ml d10AdpOTOG. AVTO TOPEKEL Lo, AELOTOGIUT TOGOTNTO.
YL xprion N omoia amodidel pia epdmas d6on 0,05 ml n onoia mepiéyet 0,5 mg ranibizumab.

- Ta GAAa cuotoTikd givar TpeyaAdln S10dpIKY, LOVODIPIKT VIPOYAMPIKN 1OTISIVN, 10TISIVN,
ToAvGopPiko 20, VOwpP Yo EVEGIUAL.

Epedévion tov Ximluci kon epreyopeva g 6vokevaciog
To Ximluci eivar éva dtowyég Tpog eAapp®g 1p1dilov, AP0 TPOG EAAPPDG KOPE VOUTIKO OLAAV U G
éva ploAiono (0,23 mL).

Eivar d100€01101 500 d10popeTIKoi TOTOL GLCKEVAGIOG:
2VOKEVAGIO TOL TEPLEYEL LOVO PLOAISIO0

JVOKEVAGIN TOV TEPLEYEL EVOL YOUAIVO PLOAidI0 ranibizumab pe Tduo and eEAacTikd Bpopofovtirto.
To @raridio mpoopiletar yio pia povo ypnom.
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2VoKevaoio Tov mepEyel Praridio + dmbnrtikn Peddva

JVOKEVAGIN TOV TTEPLEYEL EVOL YVAAIVO QLOAISL0 ranibizumab pe ndpa omd eAactiko Bpopofovtirio,
pio omootelpouévn appieio dmontikn Pedova 5 um (18G x 114", 1,2 mm x 40 mm) ywo Tnv
avappoENon ToL TEPLEYouEVOL ToL Prodiov. Ola ta otoygia tng cvokevaciog Tpoopifovtal yio pio

Hovo xprion.

Kéroyog Adsrag Kvkhogopiag ko Iapackevaosti|g

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
T'eppoavia

INo omoadnmote TANPOPOPio. GYETIKA LE TO TOPOV POUPUOKEVTIKO TPOIOV, TAPUKOAEISTE VO

amgvBuvbeite oTov TomKd avtimpoésmmo tov Katdyov g Adetag Kvkiopopiag:

Belgié/Belgique/Belgien
EG (Eurogenerics) NV
Tél/Tel: +32 4797878

Bbnarapus
STADA Bulgaria EOOD
Ten.: + 359 29624626

Ceska republika
STADA PHARMA CZ s.r.0.
Tel: + 420 257888111

Danmark
STADA Nordic ApS
TIf: + 45 44859999

Deutschland
STADAPHARM GmbH
Tel: +49 61016030

Eesti
UAB ,,STADA Baltics*
Tel: + 370 52603926

E)ArGoa
RAFARM A.E.B.E.
TnA: +30 2106776550

Espaiia
Laboratorio STADA, S.L.
Tel: + 34 934738889

France
EG LABO - Laboratoires EuroGenerics
Tél: + 33 146948686

Hrvatska
STADA d.o.o.
Tel: + 38513764111

Lietuva
UAB ,,STADA Baltics*
Tel: + 370 52603926

Luxembourg/Luxemburg
EG (Eurogenerics) NV
Tél/Tel: +32 4797878

Magyarorszag
STADA Hungary Kft
Tel.: + 36 18009747

Malta
Pharma MT Ltd
Tel: + 356 21337008

Nederland
Centrafarm B.V.
Tel.: + 31 765081000

Norge
STADA Nordic ApS
TIf: + 45 44859999

Osterreich
STADA Arzneimitte]l GmbH
Tel: +43 136785850

Polska
STADA Poland Sp. z.0 o.
Tel: + 48 227377920

Portugal
Stada, Lda.
Tel: + 351 211209870

Roménia
STADA M&D SRL
Tel: + 40 213160640



Ireland
Clonmel Healthcare Ltd.
Tel: + 353 526177777

Island
STADA Arzneimittel AG
Simi: +49 61016030

Italia
EG SpA
Tel: +39 028310371

Kvnpog
STADA Arzneimittel AG
TnA: +30 2106664667

Latvija
UAB ,,STADA Baltics*
Tel: + 370 52603926

Slovenija
Stada d.o.o.
Tel: + 386 15896710

Slovenska republika
STADA PHARMA Slovakia, s.r.o.
Tel: +421 252621933

Suomi/Finland
STADA Nordic ApS, Suomen sivuliike
Puh/Tel: + 358 207416888

Sverige
STADA Nordic ApS
Tel: + 45 44859999

United Kingdom (Northern Ireland)
STADA Arzneimittel AG
Tel: +49 61016030

To mapév pvAiro 00N LAV YprioNs avadepOnke Yo Tedevtaio popa otig <{MM/YYYY}>.

Adreg INYEG TANPOYOPLAOY

Aemntopepeic mAnpoeopieg yio To pappako avtd eivar dtabéoipeg 6to dikTvakd TOTo ToL Evpmraikon
Opyaviopot @oppdkwv: http:// www.ema.europa.eu
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OI TAHPO®OPIEX IIOY AKOAOY®OYN AIIEYOYNONTAI MONO XE
EITAITEAMATIEX YI'EIAX:

Mopaxaiovpe avapepbeite eniong oty mopdypago 3 «Ilog yopnysiton To Ximluciy.

I®OC vo TOPUCKEVAGETE KUL VU, Y0P

A

Noete To Ximluci 6€ gvijMked
DLoAid10 piag xpNoNG ATOKAEIGTIKE Yo EVOODOAMIN YOopryNo.
To Ximluci tpénetl va yopnysiton amd o@OaAUINTPO TETEPAUEVO GTIC EVOOVUADOEIS EVECELG.

v vypn popen AMD, ot CNV, otmnv PDR kot v ékntwon g 6paong mov opeiretonr oe DME 1
070 devTEPOTABEG 0ldN A TG @YPAS KNALdag amd RVO n cuvictdpevn 86on tov Ximluci givar 0,5 mg
®¢ epana vooialmong éveon. Avtd avtiotoryet o 0yKo éveong 0,05 mL. To pecodidotnuo petaly
™G XYopNyNomng ue Eveon 600 066ewv 6Tov 1610 0POaAUS Ba TPEMEL VoL Vol TOVAGYIGTOV TEGGEPELS
gfodoudoes.

H Ogpaneio Eexvd pe pia éveon ava unva Eog 6tov emitevydel uéytom omtikn o&HnTa /Kot dgv
VILAPYOVY GNUELN SPASTNPIOTNTOC TNG VOGOV ONANST Kapio LETABOAN GTNV OTTTIKY 0EVTNTO KO GE
Ao onpeio Kot COUTTONOTO TG VOGO VIO cuvexllopevn Bepaneio. e acOeveig pe vypn Hopen
AMD, DME, PDR «ot1 RVO, apyucé pmopel va ypelactodv Tpeic 1] TEPLOGOTEPES SIUOOYIKEG UNVIoieg
EVECELC.

211 ouvéyeta, 1 mapakoAoLONon kot Ta pecodtactipato g Oepaneiog Ba mpénel va kabopilovton
amo tov wTpd kot Oa mpénel va Paciletal oty SpacTnplOTNT TS VOGOL, OTME 0wTh a&loAoYEiToL Ao
TNV oTTIKN 0&VTNTO /KL TIG AVOTOMKES TOPAUETPOVG.

Edv xatd v dmoyn Tov 1aTpov, o1 OTTIKEG KOl AVOTOUKESG TOPAUETPOL KOTAGEKVOOVY OTL 0 acBevig
dev oeeleitol amd v cuveyllopuevn Bepaneia, To Ximluci Oo Tpémet vo StoKoOTTETAL.

H mapaxorovbnon yua dpactnpidotnra g vocov umopel va meptiapfavel kAvikn eEétaon, eAéyyovg
AELTOVPYIKOTNTOG N OEIKOVIOTIKEG TEXVIKEG (TT.Y. TOUOYPOAPIQ OTTIKNG TUKVOTNTAG 1 AyYELOYpOpio e
(QAOVOPEGEIVN).

Edv o1 acbeveig AapuPavovy Oepomeio cOupmva pe to oxfiuo xoprynon Oepameiog —kat- Topdtacn, To
pecodtactnuate tng Bepomeiog Oo pmopodv oTadioKd va Tapatadodv £0¢ OTOV EXAVELPAVIGTODY
onueia dpactnpiotrag s vocov. Ta pecodiaotiuoara g Bepansiog Oo mpémel va Tapateivoviat
Katd Oyl TEPLocoTEPO amd dVo efdouddeg kbbe popd Yo tnv AMD ko propei va mapatafodv mg
éva punva kée popd yro. to DME. I'a v PDR ko v RVO 10 pecodiactipato Oepaneiog pmwopodv
eniong va mapatafovv 6Tadlakd, EvToNTolg dev VITAPYOVY ETaPKN dedouéva Mate va e&ayBodv
GUUTEPACLLOTO MG TPOG TNV OLAPKELN TOV LEGOIACTNUATOV. AV 1] dpacTnpldtnTa g vOG0oL
enoveppavichel, To pesodactpata Oa Tpénel va cuvtopevdovv avaroya.

H Beparneia ¢ éxnrmong g 0pacng mov opeiletar oe CNV Ba mpémet va kKabopiletan Egxwpiotd o
Kkd0e acOevn pe Baomn tn dpactnplotnTa TG vocov. Kdmolol acbeveic pmopel va ypelastovy Hovo pio
N dV0o evéoelg KTl Toug TPMToVg 12 unveg g Bepaneiag. AAAotl pmopet va ypelaloviot To cuyvi
Oepaneia, copnepiapfovopévng e unviaiog Eveonc. Xe devteponadn] CNV and maforoyikn poomic
(PM), molhot acBeveic pmopetl va ypelactodv povo pia 1 600 evéoels katd to TpdTo £T0G.

Ximluci kou pwrornéio. ue laser aro DME kou to devtepomadéc olonua tne wypas knAidos oxo BRVO
Yrdpyet kdmoto epmetpio omd v yoprynon tov Ximluci tavtdypova pe potornéio pe laser. Otav
yopnyeitar tnv idwa npépa, To Ximluci Oa npénet va yopnyeitar tovAdyiotov 30 Aemtd petd
ootomn&ia pe laser. To Ximluci uropel va ypnoyomombei o acbeveic mov £xovv Tponyovuévmg
vroPAnOel oe pwrtonnéio ue laser.

Ximluci ko1 pwtodvvouikn Gepomeio ue verteporfin oc devreporodn CNV amo PM
Agv vapyet epmelpio amd v TaTOYpovn Yopnynon Ximluci kot verteporfin.
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To Ximluci wpémel va eA&yyeton ontikd yo Tnv Dapén TV COUTIOIMV Kol AmoypOUATICUO TPV
amo TN Xopnynon.

H 61adikacio g éveong mpémel va TPAYLLOTOTOLEITOL VIO ACNTTEG GUVONKEG, OTIG OTTOiEC
TEPIAOUPAVETOL 1 YEPOVPYIKT] AVTICNWIO TOV YEPLADV, 1] YPTOT) ATOCTEPOUEVOV YAVTLDV,
OTOCTEPMUEVOD HATION KO OTOGTEPOUEVOL O10GTOAEN PAEQAP®V (1] 1G0GVVALOV), KaBDS Kot 1
SuVaTOTNTO O1EVEPYELNG ATOGTELPOUEVTG TTapakEVTNONG (€GV ypetaotel). [Ipv amod tn dievépyeia Tng
EVOOVAADOOVG £VEOTG, TPETEL VAL 0EIOAOYEITOL TTPOCEKTIKG, TO LOTPLKO 1GTOPIKO TOV acbevoic Yo
avtpdoelg vrepgvocnciog. [lptv amd v éveon, mpénet va epapudletor KatdAnin avoictncio Kot
va eQopuroleTal £va TOTKO PKPOPBLOKTOVO EVPEMG PACUATOG Y10 TNV GITOADLOVGT) TOV
TEPLOPOOAUIKOV SEPUATOC, TOL PAEPAPOV KoL TNG OPOUAUIKNG ETPAVELNS, COUPOVO, LLE TNV 1GXVOVCA
TOTTIKY] TPAKTIKY).

2VOKELAGIO TOV TEPLEYEL POVO PLOAIS10

To @raridio mpoopiletar yio pic povo ypnom. MeTd Ty £VEST) TO W1 YPNCLUOTOINUEVO TPOIOV TPEMEL
va amoppintetal. Onolodnmote PloAidto Tapovoidlel onueio eBopdg 1 mapamoinong dev TpEmet va
ypnopomoteitor. H amooteipmon dev eivar eyyonuévn mopd pLovo €av 11 cepaylon TG CVGKELAGIOG
TOPOUEVEL AOTKTN.

IMao v Tpoetoyacio kot Ty vOoiaA®ON Eveon ypelalovtal Ta oKOAovOa 1TPOTEYVOLOYIKA
mpoidvta piog ypnong:

- pio omootelpopévn omontucny Berdva S um (18G x 174", 1,2 mm x 40 mm)

- pio amootelpmpévn cvptyyo 1 ml (mov meprrapfdvet emonuoven oto 0,05 mL)

- uia Berdva cvpryyog (30G x 4", 0,3 mm x 13 mm)

AVTA TO 10TPOTEYVOLOYIKA TTPOiOVTO deV TEPAaUPAvOVTaL 6T Guokevaoia Tov Ximluci.

2V0KELOOI0 TTOV TEPIEYEL PLOALSI0 + dnnTiky) BeAdva

O)a ta otoryeio TG cvokevasiog eivatl amooTelp®UEVa Kot Tpoopilovtal yia pia ¥pfon Hovo.
Onoodnmote GToLYEl0 1) GLGKELOGIN TOV 0TOioL TapovaLalel onueio POOPAg N TapamToinong dev
npénel va, ypnoiponoteital. H amooteipmon dev givar eyyuonuévn mapd pHovo €Gv 1 6OPAYLoT TOV
otoyeiov NG cvokevaciog mapapével dOktn. Eravoypnoiponoinon prmopel va odnynoet oe Aoipmén
N GAL0 VOGO TPOD O,

IMa v Tpoetolacio kot TV EvEoDaA®IN Eveon ypelalovtal Ta oKOAovOa 10TPOTEYVOLOYIKA

mpoidvta piog ypnong:

- pio omootelpopévn dmontkn Beadva S um (18G x 114", 1,2 mm x 40 mm, meptlopfdveral otn
GLGKEVOGIN)

- pio omootelpouévn cvptyyo 1 ml (mov meprrappdvel exonuavon oto 0,05 mL, dev
epthapPaveTal og ovtv T cvokevacio Ximluci)

- pia Berdva ovpryyag (30G x 14", 0,3 mm x 13 mm, dev meptiapPdvetarl 6€ avTRV )
ovokevooio Ximluci)

[N va etodoete To Ximluci yio evéoboarmon xopnynon o eviiikeg acheveic, mapokoroie
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O0KOAOVONGTE MOTA TIG TAPAKAT® 0N YiES:

L. [Ipw v avappdEnom, AQOIPESTE TO KOADLLL TOV
eroAdiov kot kabapiote To S1APPOyUe TOV PLOALSTIOV
(.. ne pavmidu pe 70% owdnveopa).

2. Yuvdéote pia dmOnTikn Berdva S um (18G x 114", 1,2
mm x 40 mmoe pio copryya 1 ml (mopéyetar)
ypnopomoldvag donmrn texvikn. [liéote v auPieio
dmMONTIKN BeAOVA OTO KEVIPO TOV TMOUATOG EIGYDPNONG
oV ProAdiov £mg 6tov 1 Peddva ayyi&el TV KAt
TAEVPE TOV PLoALdiov.

3. Avappopnote OA0 TO VYPO ATO TO PLOALSIO,
KpOoTMVTOG TO QLoAidlo og 0pOia BEon, e eAappd Khion
v Vo StevkoAvvOe 1 TAPNC ovoppOENoN.

4. BePawmbeite 6T1 6tav ade1dlete 10 Qrarioro to EpPoro
elvar apketd Tpafnyrévo mpog T Tom OoTE Vo AdEldoEL
EVTEAMG 1 dNONTIKY| PEAGVT.

5. Apnote v apPieio omOnTkn PeAdva 610 ELOAISL0
KO 0TOGUVOESTE TN cLPLYYQ Ao TNV apuPAreio Smbntu
Bedova. H diOntikn Beddva mpémet vo, amoppimteTon
UETE TNV ovappOENGT TOL TEPLEYOUEVOD TOV PLOALIO
Ko OgV TPEMEL VOL YPNCIUOTOLELTOL Y10 TNV EVOODAADON
éveon.

6. Mg donmrto tpomo tpocopurdcte otabepd pio BeAdva
ovpryyag (30G x 42", 0,3 mm x 13 mm) o1t GVpLyya.

7. Me mpocoyn apopéote 1o Tdpa omd T ferdva yio
™V éveon Yopic vo TNV omoGVVIEGETE IO TNV GUPLYYO.

Inuelmon: KpaTnoTe oeyTd T 6VVOEST NG PEAdOVaC Yo :
TV €veon evOGm aPaLpEiTe TO TAOO. i s

03 07
08

8. [Ipocektikd exdimEte Tov aépa pali pe v mepiooeia
TOV JHADLOTOC OO T GUPLYYO KOl TPOGOPLOCTE TN
doom oty évoegn 0,05 ml g ovpryyag. H copryya
elvan éroun yuo éveon.

Ynueiowon: Mnv okovricete T Peddva yia Tnv Eveon).
Mnv tpapnete ticm to éuPoro. == 0.05 ml

02
03

H BeAdvn cOpryyoc mpénet va gicdyeton 3,5-4,0 mm mic® omd T GKANPOKEPATOEIDT GTEPAVT] GTNV
VOAOEON KOLOTNTA, OTOPEVYOVTAS TOV 0POVTIO LECTIUPPIVO Kol GTOYEVOVTAG TTPOG TO KEVTPO TOV
opBoiukov BoAfov. Katomv, yopnyeital n mocodtnta éveong tav 0,05 ml to éva dtapopetikd onueio
TOV GKANPOL YTOVA B0 TPETEL VO YPNCIUOTOLEITOL Y10l TIG LETEMELTO, EVECELS.
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Metd v éveon, Unyv enavatorofeTceTe TO IO 6T fEAOVA KOl UV TNV OMOCTAGETE amd TN

ovpryya. AToppiyte TN ypnoiporompévn copryyo poali pe  Pekdva og doyeio amdppyng ayUnpmv
OVTIKEWEVAOV GOUO®MVA LE TIG KOTE TOTOVG 16XV0VGES OMALTIGELS.
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