ITAPAPTHMA I

MEPIAHYH TON XAPAKTHPIETIKOQN TOY ITIPOIONTOX



vTo @AapuraKo ovTd TEAEL LTO CLUTAN PO UATIKT TOPAKOAOVONGT. AvTd Ba emTPEYEL TO YP1YOPO
TPOGIOPIoUO VEDV TANPOPOPLOV OGPAAELNS. ZNTEITAL OO TOVG ENXAYYEAUATIEG VYELNG VO AVAPEPOVY
omoleconmote mBavoroyoOueveG avemBOunTeg evépyetec. BA. mapdypapo 4.8 yio Tov TpOTo avapopis
OVETLOOUNTWV EVEPYELDV.

1. ONOMAZXIA TOY ®APMAKEYTIKOY IPOIONTOX

Byooviz 10 mg/ml gvéoipo dtéAvpa

2. MOIOTIKH KAI MIOXOTIKH XYNOEXH
"‘Eva ml mepiéyet 10 mg ranibizumab*. Kabe guokidio mepiéyet 2,3 mg ranibizumab og didivpo
0,23 ml. O 6yKog aVTOC TOPEYEL UI0 TOGOHTNTO TTOV UTOPEL VoL XPNGIUOTOINOEL Yo VoL amodMOEL pio

epdmag d6om 0,05 ml 1 onoia wepiéyet 0,5 mg ranibizumab oe evilikeg acBeveic.

*To ranibizumab eivat évo Tufpe avOpOTOTOMUEVOD LOVOKAWMVIKOD OVTICOUATOS TOV TOPAYETAL OO
kottapa Escherichia coli puéow teyvoloyiag avacvvdvacuévov DNA.

"Exdoyo ue yvootn 6pdon:

Avtd 10 eappoko mepiéyet 0,023 mg moAvcopPikod 20 (E 432) oe kabe @raridio (0,23 ml) wov
toodvvapovv pe 0,005 mg/0,05 ml. Ta rolvcopPikd puropel vo TPOKOAEGOVY AAAEPYIKEG OVTIOPACELS.

T tov mApn KatdAoyo Tmv ekdoywv, PA. mapdypapo 6.1.

3. OPAPMAKOTEXNIKH MOP®H
Evéoo ddivpa

Awoyég, Aypopo TPog avolkTd KITPvo vdaTIKO StGAv .

4. KAINIKEX ITAHPO®OPIEX
4.1 OepamevTiKég evoeifelg

To Byooviz gvéeikvotal og eviilkeg yia:
. Tn Bepamneia g veoayyelakng (VYPNS LOPPNGS) NAIKLOKNG EKPOAIONC TNG 0)PAS KNG

(AMD).

. Tn Bepamneia g EknTong TG Opacng Tov oPeidetor og oidNUA TNG YPAES KNALdAG StaPnTIKNG
artoroyiog (DME).

. Tn Bepaneio g Tapaywykng safntikng appipinotposidonddeioc (PDR).

o Trn Bepameio g Ekmtong g Opacng Tov opsileTan o devTeEPOTABEG 01O TG WYPAS
KnAidag amd omdepatn eAEag Tov apeiPAinctposidovg (RVO kiddov 1 kevrpiky RVO).

. T Oepaneia g EKnTOONG TNG OPOOTG TTOL 0PEIAETAL G€ YOPLOEIKT veouyyeiman (CNV).

4.2 AocGoloyia Kol TPOTOS YOoP1yNoNS

To Byooviz npénet va yopryeitor oo €idikevpuévo opboipiatpo pe eumelpio oTig evooboAmdoelg
eVECELS.



Aocoloyia

Evplikeg

H cuvictdpevn d6om tov Byooviz e evijhkeg givar 0,5 mg yopnyodpeva og epdanas evoohoindng
éveon. Avto avtiototyei o€ 6yko £veong 0,05 ml. To pecodidotnuo peta&d g xopnynong 6vo
d0cemV e €veon oTov 1010 0pOBaALO Ba Tpémet va eivatl ToLALYIGTOV T€00EPELC EPOOUADES.

H Oepancio og eviiikeg Eekivd pe pia éveon avd piva £o¢ dtov emtevyBel péylotn ontiki o&vtnra
1/ka1 dgv vTdpyovY oNUElN SPACTNPLOTNTIS TG VOGOV dNAadT Kapio petaffodn otnyv ontikn o&vTnTa
Kot o€ GALO oMUEin Kol GUUTTOUATA TG VOGOV LITd cuveylopevn Bepaneio. Xe acheveig pe vypn
uopen AMD, DME, PDR kot RVO, apyikd umopel va ypetactodv Tpeic 1| TEPLOGOTEPEC SLOSOYIKES
Unviaieg EVEGELC.

21 ovvéyela, 1 TapoKoAovOnon Kot ta pecodtactipato tng Beponeiog Bo Tpénet va kabopilovral and
Tov 10Tpd Kot Oa wpémel va, faciletar oy dpactnpltoTTo, TG VOGOL, OTTmS avtn adloloyeital and v
OTTIKN 0EVLTNTO /KON TIG AVOTOUIKES TOUPUUETPOVG,

Edv xotd v dmoyn Tov 10Tpov, 01 OTTIKES KOl OVOTOMIKEG TOPAUETPOL KATASEIKVOOLV OTL 0 aeOeVNC
dev mpekeitar oo v cvveyllouevn Bepaneio, o Byooviz Bo npémet va. StokomTTETOL.

H mopaxoiovOnon yio dpactnprotnto g vosov pmopel vo mepthappdavel khvikn eE€taon, eAEyyovg
AELITOLPYIKOTNTOC 1) OMEIKOVIOTIKEC TEYVIKEG (). TOLOYPOAPIQ, OTTIKNG TUKVOTNTOG 1| OyYEOYpOQia LE
PAOLOPEGEIVN).

Edv ot acBeveic Aappdvouv Bepaneia cOppmva [iE To YKo yopiynon Bepanciog —kai- Tapdtoom,
otav emitevydel 1 péylotn omTikn o&VTNTA /KoL eV VITAPYOLY oM uEin dpaoTNPLOTNTAS THG VOGOV, TO
pecodiactnpata tng Bepomeiog Oo pmopodv oTadioKd va TapaTafodv £0C OTOV EXAVEUPAVIGTOVY
onueio dpactnPLOTNTOC TNG VOGOL 1 ETOVELPAVIOT EKTT®ong dpacn. Ta HecodaoTHHOTA TG
Oepanciog Oa mpémetl va mapateitvovtal Kotd 0yl TeplocdTEPO amd dVO RSOUAdES KABE POopd Yo TNV
vypNg popeng AMD kot umopel va mapatadolv Emg Eva uiva kKabs popd yio 1o DME. T tnv PDR
ka1 v RVO ta pecodiootparte Oeponeiog propodv eniong va mapoatafodv 6TadloKd, 0eToc0 dgvV
VIAPYOVVY ETaPKN dedopuéva MaTe Vo eEoy0ohV CLUTEPAGLOTO MG TPOC TNV SLAPKELN TV
pecodactnudtev. Av n dpactnplotnta g vosov emaveppavicdet, Ta pecodiactriuata Oo Tpémel va
cuvtopgvovv avaroya.

H Oepamneia g ékmtoong g Opacng mwov opeiketan o CNV Oa pémel va kabopiletarl Eeywpiotd yia
Kké0e acbevn pe Baon ) dpactnplotnTa TG vooov. Kdmolol aceveic umopel vo ypelactovy Lovo pia
€veon Katd Toug mpdTovg 12 unveg g Bepameiog. AAlotl pmopel va ypetdlovtal mo cuyvn Bepaneia,
ocvumepthappavouévng g unviaiog éveong. Xe devteponadn CNV and mtaboroyikn pvorio (PM),
moAlol aioBevelg umopel va ypetacTtody udvo pio 1 00 EVEGELS KOTA TO TPAOTO £T0C (PA.

Tapdypoeo 5.1).

Ranibizumab ko pawronnéia ue laser aro DME kot oe devtepomobic oidnua te wypag knlioag axod
BRVO

Yrapyet kbmoio epmetpio amd tnv yoprynon ranibizumab tavtoypova pe potomnéio pe laser (PA.
nopdypao 5.1). Otav yopnyeitor v id1o nuépa, to ranibizumab Ba npénet va yopnyeiton
TovAdyotov 30 Aemtd petd ) ewtonn&io pe laser. To ranibizumab pmopei va ypnoyomombei og
acbeveic mov £xovv mponyovuévag voPAndei oe pmtornEio pe laser.

Ranibizumab xa: pawrodvvouuri; Oeporeia pe verteporfin oe devteporady CNVaro PM
Aev vrdpyel epmepio oo TV TOLTOYPOVN XopNyNon ranibizumab kou verteporfin.

Eidixoil hnbvouoi

Hromirn ovoleitovpyio

To ranibizumab dev &gt pehetnbei oe aobeveic ue nratikn dvolettovpyia. Qotdco, dev amarteitan
€101KTN AVTILETOTION Y10 TO CLYKEKPIUEVO TANBVGLO.




Negpixn dvoiertovpyio,
Agv amarteital Tpocappoyn g d6ong o€ acbeveig pe veppikr duciettovpyia (PA. mapdypagpo 5.2).

Himawuévor
Agv amaiteitol Tpocappoyn e 001G 6TOVE NAKIOUEVOLS. YTTAPYEL TEPLOPIGUEVT] EUNELPIN GE
aoBeveic nuxiog avo twv 75 etdv pe DME.

Taidrazpiros ninBoouog

H acpdieia kot n omotedespatikotnta tov ranibizumab cg mondid ko eprifovg kétwm tov 18 etdv dev
&yovv tekunplmBel. Ta dtubéoipa dedopéva oe acbeveic nhkiog 12 €wg 17 etdv pe EknTmoN TG
opaong mov ogeidetar o CNV meprypapoviat otny mopdypaeo 5.1 adAdd dev umopei va yivel choToo
Yl T d0GoAOYia.

Tpomog yopnynong

DLoAld10 piog XPNONS UTOKAEIGTIKA Y10, EVOOVAADOT YopyNoN.

Aedopévov 611 0 OYKOoC ToL TTEPIEXETOL 6TO PLaAidto (0,23 ml) ivar peyodldtepog amd TV GLUVIGTOUEVY
d6om (0,05 ml yia evilikeg), £va pépog Tov GYKOL TOL TEPIEXETOL GTO PLOAIDIO TPEMEL VO OTTOPPILTETAL
TPV amd T YOPNYyNon.

To Byooviz npénet va eEAEyyeTan OnTIKA Y10 TOYXOV VTOPEN COUATISIOV KAl OTOYPOUATIGHOD TPV 0o
™ xopfiynon.

I TAnpogopicg oyetikd pe v mpoetoacio tov Byooviz, deite v napdypapo 6.6.

H dwdikacio g £veonc Tpémel va TpoyLaTOmOoLEiTaL LITd AoNTTEG GUVONKES, OTIC 0TTOolEg
TEPIAAUPAVETOL 1) YEPOVPYIKT AVTICTYIO TOV YEPIDV, 1| YPTON ATOCTEIPDOUEVOV YOVTIDV,
OTOCTEPMUEVOD UATION KO OTOGTEPOUEVOL O10GTOAEN PAEQAP®V (1] 1GOSVVALOD), KAODS Kot 1)
duvaTOTNTO O1EVEPYELNG ATOGTELPOUEVTG TOpOKEVTNONG (€GV Ypetactel). IIpv amd tn dievépyeia g
EVOODAADOOVG £vEOTG, TPETEL VAL 0EIOAOYEITOL TTPOCEKTIKG, TO LOTPIKO 1GTOPLKO TOV acbevoic yo
avtdpaoels vrepevarstnoiog (PA. mapdypapo 4.4). Ilpv and v éveon, tpénet va epapuoleton
KatdAAnAn avarsOnoio Kot va epapudletar £va TomiKo HKpoPloKTOVo VPENS PAGUATOS Yo TV
OTOAVUOVGT] TOVL TEPLOPOAALIKOD dEPUATOC, TOV PAEQPAPOV KOl TG 0POOAUIKNG ETPAVELONS, COUPOVA
LE TNV 1ohOVCO, TOTIKT TPUKTIKT.

Evniixeg

e eviAikeg 1 Perova veong pémel va glcayetor 3,5-4,0 mm micw oo T GKANPOKEPATOEIDN
GTEPAVT GTNV VOAOEN KOIAOTNTO, ATOPEVYOVTAS TOV OpllovTio pesnUPptvd Kot GTOXEDOVTAS TPOG TO
KEVTPO ToL 0@OaAKoD BoABod. Katomy, yopnyeitol | mocotnto éveong 0,05 ml. Xtig peténeita
evéaelg, 0o TpEMEL vaL YP1CLOTOLEITAL SL0POPETIKO GTEIO TOV GKANPOD YLITMVAL.

4.3 Avtevoeigelg

YrepevaioOnoio otn Spactiki ovoia 1) 6€ KAmolo omd o £KS0Y TOL OVOPEPOVTAL GTNV
Topaypoeo 6.1.

Aocbeveig pe evepyég | mbavoroyovpeveg opBoAUIKES 1) TEPLOQOaLLUKEG AOTUMEELC.
AcBeveig pe evepyn cofoapr| evooeOaALO PAEYLOVY.
4.4 E101kég mpogidomonoelg kot mpo@uidsers katd m ypion

IyynAacipuotnta

ITpoxeyévou va Bektimbel  yyvnAacipdtnta TV BLoAOYIKOV QOPUAKEVTIKOV TPOTOVI®V, TO OVOLN
Kol 0 aplOpOg TOPTIOOG TOL YOPTYOVLEVOD POPUAKOL TPETEL VO KATAYPAPETOL LUE CAPTVELQ.



Avtdpaoceic Tov oyetilovral pue tnv evoobalmon Eveon

O1 evd0DOAMDIELS EVESELS, OTIC 0moieg cvumeptlapPdvovtal avtég e ranibizumab, £yovv cuvdebei pe
evOoQOaAUITION, EVOOPBAALLO PAEYLLOVT, PNYLOTOYEVT] QITOKOAANOT QUPPBANGTPOELDOVC, PEN
OUEIPANGTPOEIOOVG KO LTPOYEVT] TPAVUATIKO KoTappaktn (PA. Tapdypapo 4.8). Katd ™ yopriynon
ranibizumab, tpénet va epapuodlovror mhvta KatdAAnieg donmreg teyvikég éveonc. Emmiéov, o
acBeveic Oa mpémel va mapakorovbovvtal katd T S1dpKeLd TNG EPSOUASOC LETE TV éVEDT)
TPOKEWEVOL Vo, emtTparnel 1 Eykaipn Oepameio Tuyov Aoiuwéne. tovg acbeveic Oo mpénet va divovtan
001 YIEC VO, OVOPEPOLY TUYOV CUUTTMUOTO EVOEIKTIKA EVOOPOUALITIONG 1] OTTO10VONTOTE Od TA
wpoavapepbévia yopic kapio Kabvotépnon.

Avénoeic e evéohdiuag tieong

Ev1og 60 Aemtdv omd v éveon ranibizumab, £yovv mopoatnpnOel og evihikeg mapodikég ovENcelc TG
evoopBdiog migong (EOI). Eppévovoeg avénoeig g EOIT éxovv emiong tavtomomnOei (BA.
mapdypoeo 4.8). [Ipénel va mopakorlovBodvtor Kot va avTIeT®TILoVTOL KATAAANAL KoL 1
evooeO&AIO TieoT Ko 1] ALETOGT] TG KEQOANG TOL OTTIKOV VEVPOU.

Ot acBeveic Bo TPEMEL VO EVILEPDVOVTOL GYETIKA E TOL CUUTTMOUOTO CVTAOV TOV THAVOY
avemBOUNTOV EVEPYEIDV, KOL VO TOVG OIVETAL 03T Yi0l VO, EVI|UEPDVOLY TOV 1UTPO TOVG EQV
TOPOVGIACOVV oNuein OT®S 0POaApLKO TOVO 1 awénuévn ducpopia, EpuBpdtnTa TOL 0EOHUALOD TTOV
emdevaveTal, BoAn 1 petwpévn 6pact, ov&avopevo apliud PIKpOV couatidiov 6Ty OpacT Tovg, 1
avénuévn evaicinoia oto ewc (PA. Tapdypago 4.8).

Aungotepomievpn Oepameio,

Iepopiopéva dedopéva amd vV op@otepomisvupn ypnon ranibizumab (mepihopfovouévng g
yopynong v 0t pépa) Oev KATAOEIKVOOLV OLENUEVO KIVOUVO GUGTNUOTIKAOV OVETIHOUNTOV
EVEPYELDV GE GVYKPION UE TNV HovOTAgvpn Bepaneia.

Avocoyovikdtnta,

Yrapyet mbovotnto avocoyovikodtntag pe ranibizumab. Koabog vrdpyel n mbavotnto avénuéving
ovotnpatikng £kbeong oe aobeveic pe DME, dev pmopet va anokAeiotel Evag avénpévog Kivovvog
avamrtuéng vrepevaicinciog og avtd Tov TANBVGHS acbevav. Oa Tpénet emiong va 6idovtot 01 yieg
6ToV¢ 060eveic va avapEépouy av avEdvetatl 1) oPapotnta (ag evOoeBaALLaG AEYHOVIG KABDS anTd
umopel va amotehel KAViIKO onuelo TOV Vo amodidETOL GTOV EVOOPOALLLO GYNUATIGHO OVTICOUATOV.

Tavtdypovn yopnynon drAlov avti-VEGF (ayyeiakdc evéodniokdc ovéntikdc Topiyoviog)

To ranibizumab dev mpémet va yopnyeitar TowTdPOVe e GAAL QOPUOKEVTIKA TPOIOVTA TOV TEPLEYOVV
aAhovg avti-VEGF (cvotnuatikong 1 o@Ooiukong).

opdinwn 66onc ranibizumab cg evijhikec

H 8601 o pénel va mapaieineton kot 1 Ogpaneia dev Oa wpénet va Eavapyilel vopitepa amd v

EMOUEVT TTPOYPOUUOTICUEVT] Oepaneia oe TepinTwon:

o Meiwong g kaAvtepa BeAtiopévng ontikng o&vtnrag (BCVA) katd >30 ypdupota o
GOYKPION UE TNV TEAELTAN EKTIUNON TNG OTTIKNG 0&VTNTOG

o Evdop8dipog mieong >30 mmHg

. Préng tov apeBAnctpoetdotc

. Ymop@1BANGTPOEIOIKIC Oopparyiag Tov EUTAEKEL TO KEVTPO TOL Pobpiov, 1 av to péyeboctng
apoppayiag etvar >50%, Tng GLVOAIKNG TEPLOYNG TNS PAAPNG

. Ate&aywyng N TPoypPaUUATIoHOD EVOOPOAAULOG YEPOVPYIKNG ETEUPACTG EVTOS TOV
TPONYOVUEVDV N ENOUEVAV 28 NUEPDV.



Pnén tov pehaypdov gmbniiov

[Mopdyovteg KivdOvov oyeTlOUEVOL E TNV EUEAVIOT) PHENG TOV pedaypdov emBniiov Tov
auePAnotpogidong petd and avti-VEGF Ogpaneia yio vypry AMD, kot mBavd kot yio GAAES LopPES
CNV, mepthappdvouy peydin kot /M vymin amokoAAnon pueloypdov extdniiov tov
apeipinotpoetdodc. Otav Egkvd Oepomeia pe ranibizumab, 0o tpénet va didetarl mpocoyn oe acbeveig
LE QLTOVG TOL TTOPAYOVTEG KIVOUVOL Yo pRéEN TOL PeAaypOOL MONAIOL TOV AUEPANOTPOELIDOVC.

Pnyuotoyevig omokoAinon au@iBAnoTpocidone 1 oméc TNS wyPas KNAIOOC 6€ EVAKEC

H Oepaneio mpémel va drokomteTal o€ acbeveig Le pryHOTOYEVT ATOKOAANGT QUEPBANGTPOEIB0DE N
oTEC TG WY PG KNAldoc otadiov 3 1 4.

ITXAnOvouoi yio Tovg 0moiove VITAPYOVY TEPIOPIGUEVO OEQOUEVA,

Yrdpyet povo meplopiopévn epmelpia otn Oepaneia acbevav pe DME mov opeidetat og dtafnn
tomov 1. To ranibizumab dev &xetl pehenBel o aobeveig mov Eyovv mponyovpéveg voPandei e
Oepameio pe evOoDAADOELS EVEGELC, G aGOEVELS [le EVEPYEC GUOTNUATIKEG AOUMEELG 1) GE 0oBEVEIC e
GUVLTIAPYOVCEG OPBUALKEG TAONOELS OTIMG 1) ATTOKOAANOT TOL OUPIPANGTPOEIZOVE 1] 0T OYPAS
knAidag. Emiong vrdpyel mepropiopévn eumeipia amod ) Bepameio pe ranibizumab o acbeveic e
HbAlc méve ardé 108 mmol/mol (12%) kot kapio epmeipio o€ aoBeveic pe un ereyyduevn veéptac.
Avt 1 éEMheym dedouévav Ba mpémet va, AapPdvetar v’ dyn amd Tov 1Tpd dTav VITOPAAAEL OE
Bepaneia T€T0100G OG0eVEiC.

Agv vtdpyovv enapkn dedopuéva mote va e&ayfobv cUUTEPAGLLOTO Y10, TO OTOTEAECUO TOV
ranibizumab o¢ aoBeveic e RVO mov 1opovotdlovy i avasTpaWiun IX0UIKT OTOAELN TG OTTIKAG
Agrtovpyiog.

e acbeveic pe PM, vdapyovv meplopiopéva dedopévoa. yo o amotédesua tov ranibizumab og
acBeveic Tov Eyovv mponyovpévas vtoPAnbel e avemtuy potodvvakn Oepaneia pe verteporfin
(VPDT). Exiong, eved mapoatnpndnke éva otabepd amotéheopa o achevelg pe vrofobpikéc Kot
mapaPobpicéc PAAPec, dev vIapyoLY Enapkn dedouéva Yo va e&aydobv cuuTEPAGHOTA Y10, T OPAcT
tov ranibizumab og acbeveic pe PM ka1 eEmBobpraxég PAaPec.

2VOTNUOTIKEC eVEpYELEC LETA artd evdolaildon £veon

ZVOTNUOTIKEG aVETIOOUNTEG EVEPYEIEG OL 0TO1EC TEPAUUPAVOLY UN-0POOALIKEG apLoppayieg Kot
aptnprekd Opoppoepforikd encicodia Exovv avapepbel petd amd evOoHOA®DIN £VEST] OVAGTOAE®MV
VEGF.

Yrdpyovv mepropiopéva dedopéva yio v acpdrela ot Bepaneio aclevov pe DME, oidnua tng
oypac knAidag mov oeeitetor e RVO ko dgvtepomadn CNV and PM pe mponyoduevo 16topikd
EYKEPOAKOV ETEIGOGI0V N TOPOSIKAV 1oYAUKOV enelcodinv. [1pénel va 6idetar 1dtaitepn TPOGOYN
otav avtol o1 acOeveig voPdilovtal og Bepameia (BA. mapdypapo 4.8).

IIposwwomomaoelc yio T KO0y,

Avtd 10 Pappoxo mepiéyet 0,023 mg moivcopPikod 20 (E 432) og kabe gpraridio (0,23 ml) wov
toodvvapovv pe 0,005 mg/0,05 ml. Ta tolvcopPikd umopei vo TPOKOAEGOVY AAAEPYIKES OVTIOPACELS.
Evnuepaote tov 101pd cog eqv ExeTe YVOOTEC OAAEPYiEC.

4.5 AMMAETIOPEOELS PNE GALN PUPUUKEVTIKG TPOTOVTO KOL GAALES pOPPEG aAlnAeniopaong

Agv &yovv mpaypotoron el enionpeg peAéteg aAAnAemdpdoemy.

T ™ ovpmAnpopatiky xprion eotodvvapukng Oepansiag (PDT) ue Beptemopepivn kar ranibizumab
otV vyp AMD kai v PM BA. mapdypago 5.1.



To ™ ovpminpopotiky xpron eotorn&iog pe laser ko ranibizumab oto DME ka1 ™ BRVO BA.
mapaypdeovg 4.2 kot 5.1.

e KAMviKEG peréTeg yia T Bepamneio TG EkTTmONG g 0pacnc mov opeiletor e DME, 10 amotéleopa
MG TPOG TNV OTTIKN 0ELTNTA 1] TO YOG TOV KEVIPIKOV LITOTES IOV TOV AUPIPANGTPOEDOVC 6 asbeveig
nov éafav Oepancio pe ranibizumab dev emnpedotke and v Tavtdypovn Oeponsio pe
Be1oMdvediovec.

4.6 Tovipétnta, kHnoen kot yarovyio

T'vuvaikeg o€ ovomopoy@yiky NAKI/oVTIGOAAYT GE YUVOIKEC

T'vuvaikeg o€ avamopay®ytkn nAMKio TPETEL VO ¥PNGULOTOIOUV OTOTEAECUATIKT OVTIGCOAANYT KATA TN
duapkela tng Oepaneiog.

Kvnon

Aev givon dro0éotpa KAvikd dedopéva amd éxBeon kunoemv Yo o ranibizumab. Meléteg og mbnKovg
cynomolgus dev katédel&ay dueon 1 EUUeST TOEIKOTNTA GTNV EYKVUOGHVI, 7| TV EUPPLIKT avamnTtuén
(BA. mapdypago 5.3). H cvotnuatiky £ékbeom oto ranibizumab eivor younAn petd amd o@Baipkn
YOPNYNOT], CALG AOY® TOV UNYOVIGHOD dpdong Tov, To ranibizumab npénet va Bewpeitor 0t1 Exet
duvnTikd tepoaToyovo kot sufpvotoikn dpdon. Enouévac, To ranibizumab dev npénet va
YPTOULOTOLEITAL KATE, TN OLAPKELN TG EYKVHOGVVNG EKTOG EAV TO AVAUEVOUEVO OPEAOG VTTEPTEPEL TOV
dUVNTIKOV KIvdHVOU Yia To EUPpvo. Le yuvaikes Tov ETBLUOVY Vo HEIVOLV £YKVEG KOl £XOVV
vroPAnOel og Oepancio. pe ranibizumab cuvietdror va mepipuévovy tovidyiotov 3 unveg petd v
tehevtaio 6o ranibizumab wpwv T cVAANYN TS0V,

Onioouodg

2Oppmva e oA TEPLOPIGUEVE 0edoUEVa, To ranibizumab pmopei vo, anekkpdel oe yaunid enineda
010 avOpomvo ydra. H enidpacn tov ranibizumab oto Onralovia veoyévvnta/Bpéen elvar dyvoot.
Q¢ TponmTikd PETPo, 0 Onracudc dev cuviotTdtol katd ™ didpkeia g xprong ranibizumab.

Tovuotnta

Agv vdpyovv d1aB€co OESOUEVO Y1a, T1) YOVILOTNTOL

4.7 Emopdosic 6tV IkavoTnTa 00171161G KO JEPLCROV PN EVILATOV

H dwdkacio e Oepameiog evosyetal va TPOKOAEGEL TAPOIIKEG OTTIKES SLUTAPUYES, TOV UTOPEL Vo
EMNPEACOVY TNV IKAVOTNTA 001 YNONG N YEPIGUOD pnyavnudatov (BA. mapdypapo 4.8). Ot acbeveig mov
eUPAVICOVV TETO0 GUUTTMOUOTO OEV TPEMEL VAL 0O YOLV 1 VOl XEPILOVTOL UnyoviLoTa £0G OTOV OLTEG Ol
TOPOOIKEG OTTIKES OLATOPAYES VITOYMPTICOLV.

4.8 AvemOOunTeg evépysieg

2Hvowyn Tov TPOPIA 0oQGAELOS

H mierovotnta tov ovemBOountov evepyeidv mov avaeépdnkoy petd tn yoprynon tov ranibizumab
GLVOEOVTOL LE TNV JdIKAGT TG EVOODOAMIOVS EVEST|G.

H cvyvotepa avapepdpeves avemBiunteg evépyeieg petd v éveon ranibizumab sivar: o@Baipog
OVOG, 0QBAALUKT LITEpaLia, avENUEVT VOOPBAALLLA TTiEGT], PAEYLLOVT] TOV DOAOELDOVE GOUATOC,
OTTOKOAATGT] TOL VOAOELSOVS CAOUATOS, ALOPPAYit, TOV AUPIPANGTPOEB0DS, OTTIKY OLOTaPOYT,
€€10pMUOTO TOL VAAOEIDOVCE, ALLOPPAYic TOV EMITEPLKOTA, 0POUAUIKOG EpeBioNOG, aicOnua EEvov
OOUOTOC 6TOVG 0POaALOVG, avénuévn dakpvppota, BAepapitida, EnpoeBaipio Kot 0@BuApkdg



KVNOUOG.

Ot cuyvotepa avapepOpeves U oeBaApIKES avemBounteg evépyeleg sivan kepaiaAyia,
pvoeapvYYiTdQ Kot apBpaiyia.

Arydtepo ouyvh avapepoOueveg aALd coPapotepes avemBuuNTEG EVEPYELEG TEPIAAUPEVOLY
£vo0POoAUiTIOO, TOPAMOT], ATOKOAANGT) AUEIPANGTPOED0VS, 1| PYEN AUPIPAOTPOEIBOVS KOt O
LOTPOYEVIG TPOWLATIKOG KoToppdkTng (BA. Topdypago 4.4).

O1 avemBOUNTEG EVEPYELEG TTOV TAPOVGLACTNKOV HETA T Yoprynon ranibizumab g ihvikég peiéteg
cuvoyilovtol 6Tov Tivake TUpUKATo.

Katdroyoc avem@ountov evepyerdv oe mivaxa®

Ot avemBOunTeg evépyeleg mopatiBevtal pe Tavounon Katd kotnyopio opyovikoh GUGTHOTOG Kot
GLYVOTNTA YPNCUOTOLDVTOG TNV akOA0VON cuvOnKN: TOAD cuyvic (>1/10), cuyvéc (>1/100 éwg
<1/10), oy ovyvég (=>1/1.000 éwg <1/100), omdvieg (>1/10.000 émg <1/1.000), TOAD cdvVIE]
(<1/10.000), un yvootig cuyvotntag (dev umopobv va ektiunbovv ue Baon to dwabéciio dedopéva,).
Evtog kabe katnyopiog cuyvotntag ELGAVIONS, Ol AvemBOUNTEC EVEPYELEG TapOTIOEVTOL KATH
eBivovca celpd cofapotnrTag.

AoDEELS KOl TOPACITMOELS
Holv ovyvég Pwoopapvuyyitida
2oyvég Ovporoipwén*

AlTopay£C TOL GOTOC KO TOV AEUPIKOD GUGTHUATOG
2oyvég Avoipia

Alotapoyég TOL 0VOCOTOUTIKOD GUGTHUATOC
2oyvég YrepevoioOnoio

YPoyrorpikég dtatapoyég

2oyvég Ayyog
Alotapoyég ToL VELPIKOD GUGTIILOTOG
1100 ovyvég Kepaiaryia
Awotapoyég Tov
oOaA0D
Hold ovyvég dAeypovn 10V LVOAOEIBOVG COUATOG, ATOKOAANGT| TOL

VOAOEIB0VE GMUOTOC, ALLOPPAYi TOV
OUPIBANGTPOEIBOVS, OTTIKY SLaTOPAYT], TOVOG TOL
00BuAp0D, e£1OpOUATO TOV VOAOEBOVG COUATOG,
OLLOPPOYi TOV EMITEPLKOTA, EPEOIGUOG TOV
0@BaAp0Y, aicOnon Tapovsiog EEVOV GOUATOG GTOVG
0pBulpove, daxpOppola avénuévn, Prepapitida,
EnpoeBaipia, vrepaipio Tov 0POUANOD, KVNOUOS TOV
0BaALLOV.



2oyvég ExgpoMon tov apgipAnotpogtdoic, dtatapayn Tov
AUPIPANGTPOEIBOVS, ATOKOAANOT| AUPLPANCTPOELOOVE,
PNEN TOLOUEIPANGTPOEIBOVCE, ATOKOAANGT) TOV
peAdyypov embniiov tovopPPAncTpogdovg, pRén
TOL LEAAYYPOVL EMONAIOD TOL AUPIPANCTPOELOOVE,
UELOUEVT OTLTIKT 0EVTNTA, OUOPPAYIt TOV VOAOELOOVG
OMOTOG, OLUTAPOYT TOV VAAOEDOVS GMUOTOC,
PayoEditidn, 1pitida, 1POOKVKATION, KATAPPAKTNG,
KATOPPAKTING LITOKAWY10G, BoAepdTnTa TOL OTiGO10V
TEPUPOKION,TTIKTH KEPATITION, EKGOPA TOV
KEPATOEWOVG, EpVONUa ToL TPpochiov Baidpov,
B6Awomn ¢ Opaong, apoppayio otn BEon g Eveonge,
alpopporyic Tov oQOUAHOD, EMTEPLKITION, AAAEPYIKN
EMMEPLKITION, 0QOAAUKO EKKPLULD, POTOVIA,
emtopofia, opOuiukn duvceopio, oidnuUa TOV
BAepdpov, ahyog Tov PAEPGPOL, LTEPALUIN TOV
EMIEPVKOTAL.

Oy1 ovyvéc Toplwon, evéoeBuipitida, LTOTLO, VUL,
KepaTomdBeLn, GLUPVGELS TNG 1p1dag, evamoBioelg Tov
KEPATOEIOOVG, OIOTLLOTOV KEPUTOEDOVG YPAUUDGCELG
TOV KEPATOELOOVG, AAYOG oTn BEomg Eveo|g, epebiopog
o1 Béomg éveonc, Un uoloA0YIKO aicOnua otov
0pBaApO, epediopdg Tov BAe@apov.

AvamvevoTikés, Bopakikéc dtotapoyEc Kot datopayés Lesobmpakion
2oyvég Byoag

TFaotpeviepikég datapoyés
2oyvég Noavrtia

AloTopay£C TOL HEPLOTOC KO TOL DITOSOPION 1GTOV

2oyvég AAdepyiéc avtidpaocelg (eEavonua, kvidmaon,
KVnopoG,epvinua)

AlotapoyéG TOV LVOGKEAETIKOD GUOTNLOTOG KOl TOL GUVOETIKOD 10TOV

1100 ovyvég ApBpadyia

AlepevvnoeLg

1100 ovyvég EvoopBdiua icon avénuévn

# Qc avembopunteg evépyeleg opiotnray avembounta copBapato (6€ ToLAdyIoTOV

0,5 mocooTiaieg Lovadeg achevdv) o1 0Toleg TUPOVGLACTNKAY GE DYNAOTEPO TOGOGTO
(tovAdytotov 2 ekotooTiaieguovadeg) o acbeveic mov Adupavay Oepameio pe ranibizumab
0,5 mg and 611 o€ ekeivoug Tov Adupavay Bepaneio eEAéyyov (wevdn Bepameio ) PDT pe
Verteporfin).

*mapatnpnnke uévo otov minbooud pe DME

AvemBountec evépyeleg Tov Tpoidvoc mov oyetilovtol Ue TNV KoTnyopio,

21ig peréreg edong 11 yia v vyp AMD, 11 cuvolkn cuyvoTTo TOV 1 0QBUALIKOV OLHLOPPAYIDV,
piog avemBOunNC EVEPYELOG TOV BVVNTIKA GUVOEETAL LE TN CLGTNUOTIKY avooToAn Tov VEGF
(avBpmmvov ayyelaol evéonitakoy avéntikod Tapdyovia), NTav EAAPPE avENUEVT 6TOVG aobeveig
7o voPANOnKkay og Oepameia pe ranibizumab. Ev tovtoig dgv vaipye akolovbia otnv epedvion Kot
€EEMEN TOV S10LPOPETIKDOV TTEPIOTUTIKAOV aLpLopparyiog. Metd tnv evooboAmOT YOPNYNON AVAGTOAEDY
oV avBpdTIVoL ayyelakov evéodniiokod avéntucov tapdyovta (VEGF), vmdpyet évog Bewprntikog
Kivduvog aptnprokmv Opoppospfolkdv eneicodimv, TEPIAAUPOVOUEVOV EYKEPAAIKOD ETEICOOI0V KoL
EUPPAYLOTOS TOV HVOKOPSion. XTi¢ KAvikéS dokiué Tov ranibizumab oe acBeveic ye AMD, DME,
PDR, RVO ka1 CNV mopompnnke pwa xoaumin cuyxvotnto epedvionc aptnplokmy Opoufospupfoiikmv



ene1600imV, yopic va vIapyovV LEYAAEC dlapopéc LETAED TV ouddwv ov EAafay Bepameia pe
ranibizumab cg obykpion pe 11 opadeg EAEYYOV.

Avopopd mOavoroyoUUEVOV OVETIODUNTMV EVEPYEIDV

H avapopd mBavoroyoduevemy avemiBountmy evepyeumdy HeTd amd T YopyNnom Adelc KKAOPOpiag
TOV PAPUAKELTIKOD TPOIOVTOC elvar onuavtikn. Emtpénet tn cuveyn mapakoiovdnon g oyéong
0PEAOVG-KIVOUVOL TOV QOPUAKEVTIKOD TPOTOVTOG. Znteitat amd Toug enayyelaticg vyeiog vo
avaQEPOLY 0TOIEGONTOTE TOAVOALOYOVUEVES aVETIOOUNTEG EVEPYEIEG LEG® TOV £0VIKOD GLOTNUATOG
ava@opdg Tov avaypdeetal oto Hapdptnua V.

4.9 Ynepdoocolroyia

[eprotatikd Tuyaiog vrepdocoroyiog Exovv avapepbel amd Tig KhMvikég pehéteg oty vypn AMD kot
T0, 0E00LLEVA TTOV GLUAAEYON KAV HeTd TV TomoBéTnomn Tov oty ayopd. Ot avemBounTe EVEPYEIEC TOV
GYETIGON KOV GLYVOTEPA LIE AVTA T TEPLGTATIKA TOV 1) AOENOT TG EVOOPOAALLLOC TTiEOTG, 1] TOPOSIKTY
TOPA®OT, 1 LELOUEVT OTTTIKN 0EVTNTA, TO OIONUA TOV KEPATOEWBOVG O TOVOG TOV KEPOTOELO0VG KOl O
0OoALKOC TOVOC. e mepinTmon vITeEPdOGOLOYiaG, 1 evOoEOdAULL Tieon TTpémel Vo TopakoAovOeital
KoL VoL avTILETOmileTol KOTUAANA®MC, GV KpiveTal omapaitnto omd to Oepdmovta, wtpo.

5. DOAPMAKOAOTI'IKEX IAIOTHTEXZ
51 D oppoKodIVVOUIKES 1O10TTEG

Dappaxobepansvtikn katnyopio: OpOaipoloyid, aviveoayyelmtikol tapdyovrtes, kKmdwog ATC:
SO01LA04

To Byooviz givat Blo-opog1dég papprokevTikod Tpoiov. Aentopepeic TAnpogopieg ivan dobéoiueg otov
diktvoko tomo tov Evponaikod Opyaviouod @apudkwv: http:/www.ema.europa.eu.

Mnyoviopdg dpdonc

To ranibizumab eivat évo Tufpe avacLVILOGUEVOD OVEP®TOTOINUEVOD LOVOKAMVIKOD GVTIGMUOTOG
7OV 00 KOTA TOL avOpOTIVOL aryyelokoD evoodniiakod avénrikod tapdyovia A (VEGF-A).
Yuvdéetal pe ueyoln ocvyyévela pe Tig woopoppés tov VEGF-A (m.y. VEGF110, VEGF121 kot
VEGF165),anotpénovtag ue avtd tov tpdmo 1 cvvdeon tov VEGF-A e toug vodoygic tov
VEGFR-1 ka1t VEGFR-2. H ctvdeon tov VEGF-A pe toug vmodoyeic tov 0dnyei o molamiactooud
TOV EVO0ONAMOKOY KOTTAP®OV Kol veoayyeimom, kabd¢ kot o€ dlappon Tov ayysiov. Ola avtd
Bewpeitar 6TL cupPdAlovy oty eEEMEN TG VEOAYYELOKNG LOPONG TNG NAKIOKNG EKPOAONG TNG O)PAS
KnAidoag, g Taboloyikng poomiog kot CNV 1 g ékntmong tng 0pacng Tov TpokoAsito gite amd
oldnua ¢ oypas KnAidag dtafnTikng artiodoyiag 1 devtepomafég oidnuo TG wypac KNAdaG amod
RVO cg evijdixeg.

KAk omoteAeoUOTIKOTITO KOL GOQAAELD,

Ocporeio e vypnc AMD

Znv vypy AMD 1 KAvikn ao@dAgio kot omotelespatikdTnTo, TOL ranibizumab éyovv a&loloynbsi og
TPELG TUYOLOTOIMUEVEG, OUTAQ TVQALG, EAEYYOLEVEG EI1TE LIE EIKOVIKT Oy®YT| EITE [LE OPOUCGTIKY] OLGIN
peAéteg odpketog 24 unvov o acbeveic pe veoayyeiokny AMD. Xvvoiikd 1.323 acbeveig (879 éhafav
dpaoTiKO Pappoko Kot 444 Ehafav QApUaKo EAEYXOV) CUUUETEIYOV O OVTEG TIG LEAETEG,.

X perétn FVF2598g (MARINA), 716 acBeveic pe ehdyiota kKAao1kéEG 1) AavBavouses ympig KAaGIKA
ototyela aAloidoelg ToyaomomOnkay og avaroyio 1:1:1 dote va Adfovv unviaieg evéoelg
ranibizumab 0,3 mg, ranibizumab 0,5 mg, 1 eiKovIKEG eVEGELC.

> perétn FVF2587g (ANCHOR), 423 acBeveig pe aAloinoelg koping khaotkng CNV
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc
http://www.ema.europa.eu/

Toyatomombnkoy og avoroyio 1:1:1 dote va AdBovv ranibizumab 0,3 mg unviaia, ranibizumab
0,5 mg punvwaia, eite PDT pe m dpactiki ovcia Peptemopeivn. (apyikd kot Katomy kdbe 3 piveg, eav
N ayysoypapio pe pAovopeceivn £detyve emiplovn 1 VTOTPOTLALOVCX d10PPOT| TOV AYYEI®V).

O kOpieg petpfoelg Twv amotereoudtov cvvoyilovion otov Iivaxa 1 kot v Ewéva 1.

Mivokac1l  Amoteréopata katd o Miva 12 ko 10 M1va 24 otig pehéteg FVF2598g
(MARINA) kox FVF2587g (ANCHOR)

FVF2598g (MARINA) FVF2587g (ANCHOR)
Métpnon Mnjvog Ewcovikn Ranibizumab PDT pe Ranibizumab
OTOTELECLOTOG aymyn 0,5 mg Beptemopoivn 0,5 mg
(n=238) (n=240) (n=143) (n=140)
Andrero Mnvag 12 62% 95% 64% 96%
<15 ypoppdromv ctov
€heyyo omTikig Mrvag 24 53% 90% 66% 90%
o&otnrag (%)?
(’Swm'] pnom ™g
OpacNG, KOPLO
KOTOANKTIKO
onueio)
Képdog Mnvag 12 5% 34% 6% 40%
>15 ypappdrowv otov| Mnvog 24 4% 33% 6% 41%
ENeYYO OTLTIKNG
o&utnrag (%)?
Méon petofon Mnvag 12 -10,5 +7,2 (14,4) -9,5 (16,4) +11,3 (14,6)
OTTIKNG 0&EVTNTOG (16.6)
(ypbppota) (SD)? Mnvog 24 -14,9 +6,6 (16,5) -9,8 (17,6) +10,7 (16,5)
(18,7)
2p<0,01
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Ewéva 1 Méon petafoin] TS onTIKIG 0EVTNTAG 06 TV Evapln £mg 10 Mijva 24 6ot
perémFVEF2598g (MARINA) kan 6t pehétn FVF2587g (ANCHOR)
I

I; MeAiTn FVF2598g (MARINA)
'éﬁ 15 1
E 107
wr O .mﬂmﬂ"*"‘f‘fﬂm aaWa G
[=] E 5 1 T 15‘
WA o= I
= =
Es E 0 1 =
5 = e - 4215
[ bb
= b
t-%' 10 1 PEPBp, b .
5 o151 PPEboppb 149
E 0 2 4 6 8 10 12 14 16 18 20 22 24
= Mrjvag
d MeAérn FVF2587g (ANCHOR)
e 157
=] +10,7
£ 101
2 B
o ogb
o 5 \
;_'f G0 1 S ~ +205
ES 4,
o - B ¥
g1 T4yt 98 -
5 -151
=1 — .
g 0 2 4 6 8 10 12 14 16 18 20 22 24
2 Mrjvag
MARINA ANCHOR
-  Ranibizumab 0.5 mg (n=240) -  Ranibizumab 0.5 mg (n=140)
—@- Eikovikn aywyn (n=238) - PDT e Beptemopeivn (n=143)

Ta amoteAéouota Kot and ﬂg dvo ué?»érsg £0e1&av OTL M cuvéxléépsvn Oééanéid ue ranibizumab
Lmopel va o@eAnoet Kot Toug acbeveic mov amwieoav >15 ypdppata amd v Kodvtepa dtophopévn
ontwikn o&utnta (BVCA) katd tov mpmto ypdvo Bepaneiag.

ZTOTIOTIKA CUAVTIKG avaeepOueva amd acbeveic opEéAN TG OTTIKNG Aettovpyiog Tapotnpionkay
1600 oy MARINA 660 kot oty ANCHOR pe t Oepameia pe ranibizumab évavtt tg ouddog
eAéyyov ommg petpnnke and 1o epwtnuoatordyio NEI VFQ-25.

> perétn FVF3192g (PIER) 184 aceveic pe 0deg Tig poppég tng veoayyetaxng AMD
Toyaromombnkoyv og avoroyio 1:1:1 mote va Aafovv ranibizumab 0,3 mg unviaia, ranibizumab

0,5 mg unvwaia, eite ranibizumab 0,3 mg, 1 0,5 Mg 1 elKoVIKEG evEGELC pia POPEa TO UAVOL yio

3 ovveyoueveg d0oelg, akolovbodueveg amd yopnynon uiag 06ong pia eopd kébe 3 unves. Ao to
Mnva 14 g pueAéng, enetpdnn ot acOeveic mov vrofaiioviay oe yevdn| Bepaneia va Adfovv
ranibizumab kot amdtov Mnva. 19 ftav duvotov va yivovtan cuyvotepeg Bepaneicg. Ot acBeveig mov
£\afav ranibizumab ot pedétn PIER éhafav katd uéco 6po cuvorkd 10 Oepansiec.

Metd amd apytkn avEnomn katd Tov EAeYY0 OTTIKNG 0EVTNTOG (LETA amd T pnviaio yopRynom) Kotd
Uéco 6po, 1 omtTIKY 0ELTNTA, TV acbevdv eEAaTTOONKE UE TpLuNVIaio OGN EMIGTPEPOVTAS GTNV
apykn g Ten o Mrva 12 kot 1o anotédespo avtd datnpidnke otovg nepiocdtepovg acbeveic mov
éhafav Bepomeia pe ranibizumab (82%) tov Mnva 24. Iepropiopéva dedopéva amd acdeveic mov
£\afav ranibizumab petd amd yevdn Bepomeio vrodetkvoovy Ot | TpdUN Evapén g Bepameiog
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UTopel va cUVOEETAL [le KAAVTEPT SLOTHPNON TNG OTTIKNG 0EVTNTOC.

Agdopéva and dvo perétes (MONT BLANC, BPD952A2308 xoar DENALI, BPD952A2309) mov
Sie&nybnocav petd v éykpion emPePaiocov v aroteieopatikodtnta tov ranibizumab odid dev
KotédeiEav emmpocbetn dpdon amd ) cvvdvaouévn yopnynon verteporfin (Visudyne PDT) kot
ranibizumab o€ 6Vykpion pe ™ povobepoameia pe ranibizumab.

Ocporeio. ¢ EKTTWONS TS OPaoC oL 0Yeiretol oe devteporoty CNV aré PM

H xhvikn ac@dieio kot amotedeopatikotnta tov ranibizumab og aobeveic ue ékmtmon g dpoaong
7ov opeiletar o CNV oty PM a&loloynOnkav pe Baon ta dedopéva 12 pmvov g Simng
amokpuyng, eheyyxopevng Cotkng perétng F2301 (RADIANCE). Zg avtr  pekétn 277 acBeveig
Tuyotomombnkoy og avaroyia 2:2:1 oto akdlovda orEAN:

. Ouada I (docoroyikd oynua ranibizumab 0,5 mg kabodnyoduevo amd kprripio
«otafepoTnTagy ToL opilovial ¢ kauio petaforn ot BCVA cg ohykpion pe dbo
TPONYOVUEVEG Unviaieg aloAoYNCEL).

. Ouada IT (docoroyiko oyfue. ranibizumab 0,5 mg kabodnyoduevo and kprrpila
«OPaCTNPLOTNTOC TNG VOGOL» TTov opilovTal ¢ EKTTOoN TNG OpAcTG TOL YopaKTnpileTon amd
£v30- N VITOOUPIPANGTPOELDIKO VYPO 1 EvePYT| dloppon TTov ogeiretatl og PAGPN and CNV
ommg a&loloysital amd TOHOYPOPio OTTIKNG GUVOYNG KOl /1 PAOVOPOUYYELOYPAPIX).

. Opada I (emetpdmet oe acBeveic mov vrofariiovtay oe VPDT va Aapovv Bepamneio pe
ranibizumab om6 to Mnva 3).

Yy opada II, n omoia givar n cvvictdpevn docoroyia (BA. mapdypapo 4.2) 50,9% tov acbevav
oanaitnoav 1 M 2 evéoetg, 34,5% anaimoav 3 €mg 5 evéoerg ko 14,7% amaitnoayv 6 £og 12 evéoelg
Kkatd tn 12pumvn mepiodo g pekétg. [a 10 62,9% tov acbevav g opdadog I dev amortnnkay
EVEGELC OTO 0EVTEPO OUNVO TNG UEAETNC.

Ta Bacuct anoteréopota g RADIANCE cuvoyilovtat otov Iivaka 2 kot v Ewkova 2.

IMivokoc 2 Amoteréopata kotd to Mnve 3 kar 12 (RADIANCE)

Oudoa | Opaoa 1l Opaoo II
Ranibizumab Ranibizumab vPDT#
0,5 mg 0,5 mg
“omTiKn “ApaotnprotTnTa
otafepotnTa” ¢ véoov”
(n=105) (n=116) (n=55)
Mnvag 3
Méon extiunon petapoing g BCVA amo to +10,5 +10,6 +2,2
Mnva 1 éog to M1jva 3 6g cOyKpion petnv
opykn® (ypappotar)
[Tocoo16 acbevav mov képdicav:
>15 ypdupota, 1 enétvyav >84 ypauuatactn 38,1% 43,1% 14,5%
BCVA
Mnvag 12
ApBudc evéoemv m¢ to pnva 12:Mécog
AWGEGOC 4,6 3,5 N/A
4,0 2,5 N/A
Méon extipnon petapoing tng BCVA amd +12,8 +12,5 N/A

0 M1va 1 émg 10 Miva. 12 6g cuykpion petnv

apyn (Ypajpota)

[Tocoo16 acbevdv mov képdioav:

>15 ypdupora, 1 enétvyav >84 ypauuatactn

BCVA 53,3% 51,7% N/A

*p<0.00001 ocvykpion pe opada eréyyov VPDT

B Tuyrprricdg Eleyyog £mg to Mva 3. Ot acbeveic toyaomomOnkav oe VPDT kon enetplmn va
Mapovv Bepameia pe ranibizumab and tov Miva 3 (otnv oudda 11T 38 acbeveic élafav ranibizumab
amd To Mnva, 3)
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Ewova 2  Méon petapori] amo v apyki) BCVA pe 1o ypdévo g o Mijva 12
(RADIANCE)

209

- 10/ Vi +1;i:.,1 | , | ! '
| Y e s
|/ ?/ A + h ¥‘|+ h '_‘f' - l +9,3

Meon petafodn e ontknic oEbmTas and
10 apyd enineda +/- SE (ypappata)

= -

] I I I ] I ] ] ] I ] ] I I ] ] I ] I I I ] ] I I I
0 1 2 3 4 5 6 7 8 2] 10 11 12
Mnvac
Ranibiznmab 0.5 mg Opaoa [ Ranibizumab 0,5 mg Opaoa I1
e : e BEH A o
watd atafeporoinom (n=105) KOTd opactmotnta e vosown=116)
o Duada PDT pe verteporfin Opdada a4k Ranibizumab 0.5 mg/Verteporfin PDT
I (n=55) Opada I and tov piva 3 kon petd (n=35)

H BeAtioon ¢ 0paong cuvodedTnke amd Heimor 6To TaY0G ToV KEVTPIKOD aUPIBANGTPOEO0VGS.

Ta avapepopeva omod Tovg 0obeveic opéAN mapatnpnOnkay ota okéAn Oepameiog pe ranibizumab
évavti g VPDT (tun p <0,05) og tpog tn Bertimon otn ovvOetn Pabuoloyia kol o€ apKeTEG
VIOKMPLOKES (YEVIKN OPOGT), KOVTIVEG OpaCTNPLOTNTES, WLYIKN LYEln Kot eEGpTnon) Tov
gpotnuatordyo NEI VFQ-25.

Ocspancio tne éxmrwonc e opoonc mov ogeiletar o CNV (extdc ard thy dsvrepomaldn arxd PM ko v

vypric uoperc AMD)
H xhvikf] ac@dieto kot amotedeopatikotnta tov ranibizumab ce aobeveic pe éxkmtmon g dpaong
mov opeiletan o CNV a&loroynOnkav pe Baon to dedopéva 12 unvav g dSmAng amdkpouyng,
gleyyouevng pe sikovikn Oepomeio (ot perétng G2301 (MINERVA). Ze avth tn perét
178 acBeveig TuyatomomOnkoy ce avaroyia 2:1 dote va Adfovv:
. ranibizumab 0,5 mg apytid, okoAovBoVpEVO amd E0TOMKEDUEVO SOGOAOYIKO GYNLLOL
k000N Yo OUEVO Ao TN SPAGTNPLOTNTO TNE VOGOL OTIMG 0 Th a&loAOYEITOL QIO TV OTTTIKN
o&vtrTa /Kot avaTopKES TapauéTpoug (.. Ekmtmon ¢ ontikng o&vmrag (VA) gvdo- 1
VTOOUPIPANGTPOELDKO VYPO 1| drappon.
. Ewovikn éveon apyikd, akoiovBovuevn amd eEatopkevuévo BepamenTikd oy
KkaBodnyobueVo amod T dpacTnpPlOTNTO TG VOGOV.

Katd 1o Miva 2, 6hot ot acBeveic Elapav avoiktig emonuavong Oepaneio. pe ranibizumab copewva
LLE TIG OVAYKEG TOVC.
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Ta Baocwd amoteréspota g MINERVA cuvoyilovrtal otov Iivaka 3 kot tnv Ewkéva 3.
Mopatnpndnke Pertioon g 0pacnc TOV GUVOSELTNKE ATO PEIMOT] GTO TAYOG TOVKEVTPIKO
vonediov Katd TV tepiodo Twv 12 unvov.

O pécog apBpog Tmv evécewv mov yopnynonkav ce dtdotnua 12 unvav frav 5,8 otov kKLado tov
ranibizumab évavti 5,4 otovg 0o0eveic 6TOV KAGOO TG EIKOVIKNG £VEGTG O 0TTOI0L TAV KATAAATAOL
yio va AdBovv ranibizumab petd to Miva 2. Ztov kKAGS0 g ikovikng Oepomeiag 7 amd Tovg

59 aobBeveic dev ElaPav Oepoameia pe ranibizumab otov vd pekétn oEOOAUO Katd T didpKela TG
TEPLOOOL TV 12 pnvdv.

IMivaxag 3 Anoteréopata katd To Miva 2 (MINERVA)

Ranibizumab 0,5 mg | Eiwkoviki Ogpancia
(n=119) (n=59)

Méon petofoin g BCVA amd v évapén émog 10 9,5 ypbppata -0.4 ypdupota

Mnva 2 ¢

AocBeveic mov képdioav >15 ypdppata amd v 31,4% 12,3%

évapén N enétoyav 84 ypdupato to Miva 2

AocBeveic mov dev Egacav >15 ypaupoto amd Ty 99,2% 94,7%

évapén €oc 10 Mnva 2

Meimon g CSFTP amd v évapén éoc To Miva 2 ¢ 77 um -9,8 um

* Movomievpn ouykpion p<0,001 pe v opddo eAéyyov eikovikng Oepameiog
P CSFT - méyog Tov KeVIPIKoD VITOTESIOV TOL APPPANGTPOEISOVC.

Ewova 3 Méon petafori] amo Tnv apywkiy BCVA pe 1o ypovo éog to Mijva 12 (MINERVA)

10+

=
|

Mézan petafoin mg BCVA +/- 95% CI

=
=t
=
é'* AmmAd TUQJJ:"'I avoiy T Emorpavon, 1o ranibizumab
= TUOTTOINET) EMETRATIA Ko oTa 00 okiAn
=_ Ranibizumab Evavn

e EIKOVIKA G EvEORG

T T

0 1 2 3 4 5 6 7 8 9 10 11 12
Mivae

Ocpaneia: —e— Ranibizumab 0,5 mg (N=119) --o--  Ewovikn éveon (N=59)
* n aopampnbeion péon BCVA pmopel va duapéper and tny Méon BCVA shayiotov Tepaydvoy

Ortav ovykpiverar To ranibizumab évavtt eAéyyov e ekovikn éveon katd to Mnva 2 mapoatnpnonke
otafepd amotédespa TG Bepaneiog 1060 GLVOAKE 0G0 Kol 6TO €DPOG TV VTOOUAOWV OLTIOAIYNONG
KaTA TV Evopén:

Hivaxag 4 Amnotédleopa Ogpomeiag 6VVOMKA KOL 6TO €0POG TOV VTOORAS OV
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aToAdynonckata Ty évapin

YUVOMKE Kou avd grTioddynen katd Ty | Amotéreopo Ogpaneiog AprOpog aclevov [N]

évapln £vavTL EIKOVIKNG £veoT)g (Ospamciateikoviin
[ypopparal ¢éveon)

Zuvorkd 9.9 178

Avyyeloedeig tovieg 14,6 27

Metagleypovaong 6,5 28

apeipAncTpoyoplocidonddeia,

Kevtpikn opaodng 5,0 23

xoproapeipinotposidondadeia

[310mafng yoproaupipAnotposidonddeia 11,4 63

IMowcikeg orttoroyiec? 10,6 37

* epAOUPBAVEL SIAPOPESG AITIOAOYIEG YOUNATC GLYVOTNTOG ELPAVIOTC TOL OEV TEPTAAUPAVOVTOL OTIC
GAAEG VTTOOPLADES

> Lot peaétn G2301 (MINERVA), névte épnPot acbeveic nikiog 12 émog 17 etddv pe
devtepomadn Ekntwon tng opaocng omd CNV éhafav avoiktig emtonuoveng Oeponeia pe ranibizumab
0,5 mg xotd Vv évapén axoiovBodevr omd e£aToUIKELUEVO BEPATEVTIKO GYNILO OTIMG KOl Y10 TOVG
evnikec acBeveic. H BCVA mapovoiace Peltioon and tnv évapén éog 1o Mnva 12 kai 6toug mévte
aoBeveic n omola kvpaivovtay amd 5 €wg 38 ypaupata (LEcog 6pog 16,6 ypaupata). H BeAtimon g
opaong cuvodehovTay and o oTafepomoinomn 1 Lel®oT 6TO ThY0g TOL KEVIPIKOL VITOTENIOV. g pia
nepiodo 12 unvav. O pécog apBpog Tmv evEGE®V Tov YopnyNonKe otov VIO HEAETN 0POAAUO GE
Stdotnuoa 12 pnvov frav 3 (kopaivovtor amd 2 £mg 5). Zvvolka 1) Ogpomeia pe ranibizumab frav
KOAQ OVEKTT.

Ocpameio e éxrrwons e opaons wov opsiletar oe DME

H anoteleouatikdmmra Ko n ac@daieia tov ranibizumab a&oloynnkav oe Tpeic TuYOOTOINUEVES,
gleyyopeveg peréteg ddpkelag TovAdylotov 12 unvav. Xvvoiikd 868 acbeveic (708 gvepyol kot
160 eréyyov) cvuueteiyov oe 0VTEG TIG LEAETEC.

Y1 perét edong I D2201(RESOLVE). 151 acBeveic vmopAnonkav oe Bepancia pe ranibizumab

(6 mg/ml, n=51, 10 mg/ml n=51) 7 ewovikn| Bepameia (Nn=49) pe punviaieg evoodarmoelg evéoels. H
uecootodukn petafoin oty BCVA a6 to Miva 1 éog to Mva 12 o€ gOyKpion Ue ta opyikd,
enineda NTav +7,8 (£7,72) ypaupoate cuykevipotikd og acbeveic mov Elafav Bepancia pe
ranibizumab (n=102 c¢ cVykpion pe -0,1 (£9,77) ypaupata yio. Tovg 0obeveic VTG EIKOVIKY oy®Yn Kot
N péon aAroyn ot BCVA koatd 1o Mniva 12 and to apyika enineda nrov 10,3 (£9,1) ypdupota o
ovykpion e -1,4 (£14,2) ypauuato avriotorya (p<0,0001 yio ) dtapopd tng Oepameiag).

> peiét eaong 111 D2301 (RESTORE), 345 tuyatomombnkav ce avoroyia 1:1:1 dote va Aapovv
povoBepomeia pe ranibizumab 0,5 mg kot ewcovikn aywyn otorn&iag pe laser og cuvévacud pe
ranibizumab 0,5 mg xow pwrtomn&iog pe laser, eite ewovikn £veon kot pwtomnéia pe laser. 240
acbBevelg o1 omolot lyav Tponyovpévmg orokinpmaoet T 12unvn perétn RESTORE, gvtayfnkav otnv
OVOIKTG EMIOAUOVET|G TOAVKEVTPIKT 24unvn mapdtaon tng perétng (RESTORE Extension). Ot
acBeveic Elafav Oepaneio pe ranibizumab 0,5 mg pro re nata (PRN) otov i610 0pBaAud pe v kdpio
perétn (D2301 RESTORE).

O1 kbpieg petpnoelg Tov amoteieoudtov cuvoyilovol otov ITivaka 5 (RESTORE ko Extension) kot
v Ewova 4 (RESTORE).
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Ewova 4 Méon petaporn g otk 0EVTNTOG 06 TV Evapsn pe TV TAPO0S0 TOL YPOVOV
ot perém D2301 (RESTORE)

: Mﬁ-‘%ﬂ#ﬁ 6,81+ 6,4

&

| L.

" +821+54°

-

Mean peTafohs Tng ommkng ofdTnTag amd
10 apyika emimeda +/- SE (ypappara)
i

'
(]

0 1 2 3 4 5 6 7 B 2 10 12
Mrjvacg 11
Gpﬁﬁﬂ HEPUWEiﬂq o2 Ranibizumab 0,5 mg (n=115}

=% Ranibizumab 0,5 mg + Laser (n=118)
=88 |asar (n=110)

BL=0pykeg Tipéc SE=tomko opaipa and ) péon npn (standard error of mean)
* Awpopéc péomv ehayiotov Tetpaydvav, p<0,0001/0,0004 Bucicpéves oe aupuTieupn
duaoTpopatopévn éoxipacio Cochran-Mantel- Haenszel.

To amotédeopa otovg 12 pves ntav 6to8epd 6TIC TEPLEGOTEPES VIOOpAdES. EviovTolg, dtopa pe
apywn BCVA >73 ypappoto Kot oidnpe tng @ypag KnAidog pe Tayog KEVIPIKOD apgiBANGTPOEd0ng
<300 pum dev eavnke vo. etoeelovvTo oo ™ Bepameio pe ranibizumab e ovykplon pe potonnéio
laser.
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MMivoxog 5 Amoteréopata katd To Miva 12 ot perétn D2301 (RESTORE) ko kota ToMiva 36

ot Mehétn D2301-E1 (RESTORE Extension)

Métpnon amoteheoudtov Kotd o Miva 12| Ranibizumab Ranibizumab Laser

o€ oUYKPLOT LLE TO OPYIKA EMITESD GTN 0,5 mg 0,5 mg + Laser

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

Mecootafukn petafoin otnv BCVA 6,1 (6,4)? 5,9 (7,9)2 0,8 (8,6)

a6 to Mva 1 éo¢ 1o M1jva 122 (£SD)

Méon petafoin otnv BCVA Kartd to 6,8 (8,3)? 6,4 (11,8)? 0,9 (11,4)

Mnva 12 (£SD)

Képdog >15 ypapporo i BCVA 22,6 22,9 8,2

>84 pdppoata kKatd to Mrva 12 (%)

Méooc apBudc evéoewv (Mnveg 0-11) 7,0 6,8 7,3
(ewoviknéveon)

Métpnon amotedéopatog katd to Mfva 36 |Prior ranibizumab | Prior ranibizumab Prior laser

o€ oVYKPIoN LLE TO APYIKA EMITEDD, TNG 0.5 mg 0.5 mg + laser

D2301 (RESTORE) ot n=83 n=83 n=74

perétn D2301-E1 (RESTORE Extension)

Méon petafoin otn BCVA katd 10

Mo 24 (SD) 7,9 (9,0) 6,7(7,9) 5,4(9,0)

Méon petaforn otn BCVA katd 10

Mfjva 36 (SD) 8,0 (10.1) 6,7 (9,6) 6,0 (9.4)

Képdog>15 ypappata n BCVA

>84 ypapupiare kot 1o Mijva 36 (%) 27,7 30,1 21,6

Méoog apBuog evésewv (Mrveg 12-35)* 6,8 6,0 6,5

4n<0,0001 yia cvykpicelg Tov ckelmdv Tov ranibizumab évavtt Tov okélovg tov laser

n otnv D2301-E1 (RESTORE Extension) givat o apBudc tov acbevov pe pétpnon 1060 oty
apynuétpnon e D2301 (RESTORE) (Mnvag 0) 660 kot katd tnyv enickeyn tov Mnva 36.

* To 1060610 TV aoBeEV®OY OV dev ypetdotnkay Oepameio e ranibizumab katd tn dibpkeia g
peAétng eméxtaong Nrav 19%, 25% kot 20% o1ig opddeg acbevav mov elyav AdPet Tpornyovpuévag
ranibizumab, ranibizumab +laser ko laser avtictouya.

ZTOTIOTIKMOG ONUOVTIKE OVOpEPOUEVH A0 TOVG Aceveic 0PEAT Y10l TIC TEPIOTOTEPESG OYETILOUEVEG [UE
v 6pacn Aettovpyieg mapotnpnOnkay pe ™ Bepameio pe ranibizumab (e M yopig laser) évavtt g
opadog eEréyyov 0mmg petpndnke amod to epmtnuatordyo NEI VFQ-25. Agv unodpecav va
TekUNPLOoVV dlapopéc otn Bepameio yio GALES VITOKMUOKEG 0LTOV TOV EPMOTNUATOAOYIOV.

To mpoeik paxpompdbecung aceaieiag tov ranibizumab mov mopoatnpOnke onv 24unvn peiém
EMEKTOONG EIVOL GOUPOVES LE TO YVMOGTO TPOPIL acpalelag Tov ranibizumab.

> perétn eaong 111 D2304 (RETAIN), 372 acOeveic pe ékmtmon g dpacnc Aoy DME
Toyotomombnkay og avoroyio 1:1:1 dote va Adfovv:

. ranibizumab 0,5 mg pe tovtdypovn pwrtorn&ia ue laser copemvo pe Bepanevtikd oynuo
yopnynon Oepaneiog xon wapdroong (TE),
. uovobepameia ranibizumab 0,5 mg ovuewva pe Bepanevtikod oynuo TE,

ranibizumab 0,5 mg cOugova pe Oegpomevticd oyfiua PRN.

e Ohec T1c opddeg to ranibizumab yopnynbnke og unviaio pecodlactpoto émg 6tov 1 BVCA ftav
otabepn yio. ToLAGyIoToV 3 cuveydueveg unviaisg aloloynoeic. Ynd TE 1o ranibizumab yopnynonke
oe pecodaotipata Oepaneiog 2-3 unvav. Xe dheg Tic opddeg | pnviaio Bepameio dpyle Eavd o
nepintoon peimong g BCVA Aoym e&éMéng tov DME ka cuveyilovtav émg v emavenitevén

otabeprig BCVA.

O apBpdc TV TPOYPOLUATICHEVOV EMOKEYE®V e xopnynomn Bepaneiog petd Tic apyikés 3 evéoelg,
nrav 13 kot 20 ywo 1o Bepamevtikd oynuo TE kot o Oepamevtuco oynpa PRN avtictoya. Me ta dbo
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Bepomevticd oynuoto TE mepicodtepo amd 70% tav acbevav diampnoav v BCVA pe o
CLYVOTNTA EMCKEYEWDY >2 UNVDV.

O1 KVpleg PHeTPNOELg TV amotelecudtov cuvoyilovtar otov [livaka 6.

IMivokog 6 Amoteléopata oty perétn D2304 (RETAIN)

Métpron amotelécHatog
o€ GUYKPLOT| LE TA OPYLKA
emineda

TE ranibizumab
0,5 mg + laser
n=117

TE ranibizumab
0,5 mg povo
n=125

PRN ranibizumab
0,5 mg
n=117

Mecootafpukn pnetafoin
omv BCVAr6 t0
Mnva 1 éwg to

Mnva 12 (SD)
Mecootafpukn pnetafoin
omv BCVAan6 t0
Mnva 1 éwg to

Mnva 24 (SD)

Méon petofoin oty
BCVA Karté 0

punva 24 (SD)

Képodoc >15 ypapparta 1
BCVA 284 ypauuata 25,6 28,0 30,8
katd ToMnva, 24(%)

5,9 (5,5)® 6,1 (5,7)® 6,2 (6,0)

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

8,3 (8,1) 6,5 (10,9) 8,1 (8,5)

Mécog ap1Buog
evécewv (unveg 0-23)
4p<0,0001 yio a&loAdynomn un katotepodTNToC Evavtt tov PRN

12,4 12,8 10,7

211c peréteg tov DME n Beltioon tg BCVA cuvodedtnke oo pio Leimon Ue To ¥povo TG HECTS
CSFT og 0\eg g opddeg Bepomeiog.

Ocporeio tne PDR

H xhvikr ac@dieto kot amotedeopatikotnta tov ranibizumab oe acbeveic pe PDR &yet a&lodoynfel
amo6 to Protocol S 1o omoio a&loldynoe Tig evdodarmdelg evéoelg 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 g cofapotntog g Atapntikng
ApoeiBinotposidondabdeiag (DR) a&oroyndnke pe Baon tic potoypapieg fubod ypnopomoimvtag tnv
Babuoroyia copapotntac DR (khipaka DRSS).

To Protocol S fjtav pio ToAvkevTpikn, TUYOTOMUEVT], EVEPYA-EAEYXOUEVT, TAPAAANANG EYYPAOTC,
un katotepdtnTag perétn eaong I, otnyv omoia eveypdonoav katd tnv évapén 305 acbeveic

(394 peretdpevor opBoiuoi) ue PDR pe 1 yopic DME. H pelét cvvékpive evooiaimdelc evEGELG
ranibizumab 0,5 mg évavt Bacikng ayoyng pe PRP. Zuvolkd 191 pdrtia (48,5%) tuyatomomOnkay cg
ranibizumab 0,5 mg kot 203 patie (51,5%) toyaomomdnkay og PRP. Zvvolikd 88 opbaiuoi (22,3%)
giyov DME otnv évapén: 42 (22,0%) xaid6 (22,7%) opboipoi otig opddeg ranibizumab kot PRP,
avtictolya.

e ot T peAéTn, N uéon UetafoAn g onTikng 0&0TNTAG 6T0 £T0¢ 2 T +2,7 YPAUpoTe 6Ty
opdda ranibizumab oe oOykpion pe 0,7 ypappota oty opdda PRP. H dwapopd pe tv puébodo
erayioTov TeTpaydvev ftav 3,5 ypaupata (95% Cl: [0,2 éng 6,7]).

To étoc 1, 41,8% tov opBoipudv eupdvice Peitioon >2 Babuideg oty kAiipoko DRSS otav élafov
ayoyn pe ranibizumab (n=189) cvykpitikd pe to 14,6% tov o@baiudv mov éhofe Bepaneio pe PRP
(n=199). H extipumdpevn dapopd avaueco oto ranibizumab kot to laser frov 27,4% (95% CI: [18.9,
35,9)).

19



Hivaxag 7 Bektioon 1] emodsivoon oty kKhipoka DRSS kota >2 q >3 Badpideg tov ypovo 1
oetoProtocol S (M£0odoc LOCF)

Katnyoplomoinon Protocol S
petapoing and Ty Ranibizumab0,5 mg PRP (N=199) Awg@opa otnv
évapén (N=189) nocootmen (%0), Cl
>2 Babuideg Pertioon
n (%) 79 29 27,4
(41,8%) (14,6%) (18,9, 35,9)
>3 Babuideg Pertioon
n (%) 54 6 25,7
(28,6%) (3,0%) (18,9, 32,6)
>2 Babuideg emdeivaon
n (%) 3 23 -9,9
(1,6%) (11,6%) (-14,7,-5,2)
>3 Babuideg emdeivaon
n (%) 1 8 -3,4
(0,5%) (4,0%) (-6,3,-0,5)

DRSS = diabetic retinopathy severity score — pabuoroyio cofopotnrag StofnTikng
appipAnctpogidonddeiag, N = ap1Budc achevadv Tov TANpovoay Ta KpLThpla kotd tnVv emickeyr, N =
GUVOAIKOG 0plOLOC LEAETMUEVOY OPOUALDV.

Tov xpdvo 1 oty oudda mov éhaPe Bepaneio pe ranibizumab oto Protocol S, n Beitioon >2 Pabuideg
KAipoaxag DRSS ftav otabepn og opBoipovg yopic DME (39,9%) kot pe DME xatd tv évapén
(48,8%).

Mia avéAivon and ta amoteléopata 6to £tog 2 and to Protocol S mapovsiace 611 42,3% (n=80) v
0oy otV opddo mov Ehape ranibizumab eiye Bedtioon >2 Babuidec otnv Khipoka DRSS amd
v €vapén ocvykpvopevo pe 23,1% (n=46) tov opbaiudv atnv opdoa PRP. Znv opdda mov rafe
ranibizumab, napatnpnnke Bertioon >2 Babuidec otnv khipaka DRSS amd v apyikn tiun oto
58,5% (n=24) tov opBoiudv pe DME oty évapén kot 37,8% (N=56) tov opbarumv yopic DME.

H BaBporoyia tng coPapdmrag tng DRSS a&lodoynOnke eniong o tpeig Eexwpiotés ueAéteg edong
111 DME (ranibizumab 0,5 mg PRN évavtt laser) mov ovumepierdupovay cuvorikd 875 aobeveic, ek
TV ooi®mV T0 75% MTaV aCLOTIKNG KOTOY®YNG. L€ L0l LETA-0VAAVGT] OVTAV TOV PEAETMV, TO 48,4%
v 315 acBevav pe Babuidec Pabuoroyiog DRSS oty vmoopdda acbevav pe pétplo cofopn un
napayoykn DR (NPDR) 1 xepdtepa katd tnv évapén g uerétng eppdvicav >2-Baduideg fertioon
oto DRSS oto Mrva 12 étav vropAndnkav oe Oepaneio peranibizumab (n=192) évavt 14,6% tov
acBeviv mov ElaPav Oepancio pe laser (n=123). H extipdpevn dtapopd peta&d ranibizumab ko laser
nrav 29,9% (95% ClI: [20,0-39,7]). Xe 405 acBeveic fabuoroynuévoug katd DRSS pe pétpron
kaAvtepn NPDR, mapatnpndnke >2-Babuideg fertioon DRSS cg 1,4% kat 0,9% tov opddmv
ranibizumab kou laser, avtiotouya.

Ocpomeio. ¢ EKTTWONC TS OPATHE OV 0PEIETOL T8 deVTEPOTABEC 0idnUo. TS WYPac knlidac amd RVO
H chvikr ac@dieia kot amotedeopatikodtnta tov ranibizumab ce aoBeveic pe éxmtmon g dpacng
7ov opeiletan og devtepomafég oidnpa g wypdg knAidog ard RVO a&loloynOnke otig )
Toyotomomuéveg, dSmhd TveAéc, eaeyyoueves pehéteg BRAVO kot CRUISE otig omoieg evdyOnkoav
aocBeveig pe BRVO (n=397) ka1 CRVO (n=392), avtictoiya. Kot otic dvo peréteg, o1 aobeveig Erapav
eite 0,3 mg 1 0,5 mg ranibizumab 1} yevdeic evécelc. Metd amd 6 ufveg ot 0obeveic Tov GKEAOVG
gAéyyov mov AduPovay yevdn Bepameia petokviOnkay oe ranibizumab 0,5 mg.
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O1 k0pleg petpnoels Tmv amoterecudtav amod tig peréteg BRAVO kot CRUISE cuvoyilovtal 6tov
ITivaxa 8 kot T Etkdveg 5 ko 6.

Mivaxog 8 Amoteréoparo katd o Miva 6 kon 12 (BRAVO ko CRUISE)

laser katd ) dtbpkeia
12 unvav

BRAVO CRUISE
Wevdng Oepameio/ |Ranibizumab | Wevdng Oepansia/ |Ranibizumab
Ranibizumab 0,5mg Ranibizumab 0,5 mg
0,5 mg (n=131) 0,5mg (n=130)
(n=132) (n=130)
Méon petofoin oty
OTTIKN 0ELTNTA KATH TO
Mnva 6% (ypappozo) 7,3 (13,0) 18,3 (13,2) 0,8 (16,2) 14,9 (13,2)
(SD) (10p1o kaToANKTIKO
onueio)
Méon petoafoin ot
BCVA xotd to Mniva 12 12,1 (14,4) 18,3 (14,6) 7,3 (15,9) 13,9 (14,2)
(ypappata) (SD)
Képdog >15 ypappota
TNV OTTIKN 0&LTNTA 28,8 61,1 16,9 47,7
Katd 10 Miva 6% (%)
Képdog =15 ypdpupata
oTNV onTIKn o&vTNTOL 43,9 60,3 33,1 50,8
katd to Mnva 12 (%)
[Mocoo16 (%) mov élafe
Bepamncio didlowong pe 614 344 NA NA

“p<0,0001 Ko yio T1g 600 peAéteg
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Ewova 5 Méon perapoir] amd ta apykd enineda tng BCVA pe 1o xpévo wg to Mijva 6 ko
ToMnva 12 (BRAVO)

+18.3
20 1
] 2 +18,3
g 18 H% \\}—W{
[=l=) )
g 16 1 /£/ 4
Ea
2 & J( ;
e L i
§' r:-f'J 12 e +121
*
";E"‘ = 10 /
peeiyl
g5
S 2 7
286 8wy
ge
= 4
. OKENOG EAEYYOU HE okEhog eAEyyou pe weuldn Bepameia
wewbn Bepameia GiooTavpwvepevo ot ranibizumab
0 1 T T T T T T T T T T T T T T T T
0 1 2 3 4 5 & 7 g 9 10 11 12
Mrjvag
Opéba Bepameiac =58 Weudng epanmeiairanibizumab 0,5 mg (n=132)
-—ae Ranibizumab 0,5 mg (n=131)

BL=apykéc nipés SE=tvmrd opdhpe and m péon tyu (standard error of mean)

Ewoéva 6 Méon petaforn amod to apyika enineda g BCVA pe to ypovo wg 10 Mijva 6 kan
7o Mijva. 12 (CRUISE)

KEhog EAEYY aK EMEyOU {17 aTrEia
i . a:i:: Pt | m:ﬁ:umﬁmﬁﬁ rl'rzlﬁgumlb

+14,

9
7o \H/‘}_'N/I +13,9

— —_— —
o [ =] [ ) =
PR n

1a apyka emimeda +/- SE (ypappara))
oh

Méearn peTaBohr] g ommkg ofuTnTag amé

Mrvag
Opaba Bepateiag B-5-8 Wewbng Bepameic/Ranibizumab 0,5 mg (n=130)
G Ranibizumab 0.5 mg (n=130)

BL=apyéc tipéc SE=tomkd apdija axd 1) uéon tun (standard error of mean)
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Kot otic 600 peréteg 1 Belticoon g Opaong cuVOSELOVTAY OO L0l GUVEYT] KOl CTLLOVTIKY] Leimon
TOV OLINILATOG TNG WYPAS KNAISOG OTTC PLETPONKE ad TO TYOG TOV KEVTIPLKOD OUPIPANGTPOEISOVG.

>e aoBeveig pe CRVO (CRUISE ka1 enéktaon pedétng HORIZON): O acBeveic mov Adppovay
yeudn Bepameio katd Tovg TPDOTOLE 6 UAVES Kot akoloObmg Elafav ranibizumab dev enétuyov
ovykpioipo KEPAN oty onttikn 0&0TNTA £ To M vl 24 (~6 Ypdupota) 6 cOUYKPIOT e 0oDEVEIG TOV
vrofAndnkov o Oepancio pe ranibizumab amd v évapén e pekémg (~12 ypdppara).

ZTOTIOTIKOG ONUOVTIKG 0pEAT avaeepoueva omd acbeveic o vrokAipokeg wov oyetilovtan e )
SpuoTNPLOTNTO GE KOVTIVI Kot Lakpvi] andotaoT Tapatnprinkay pe t Oepomeia pe ranibizumab
€vavTi NG opadog EAEYYOL OTmg petpndnkav amd to NEI VFQ-25.

H poxporpofeoun (24 pnveg) KAMVIKN ao@dAga Kot omotelecpotikotnto Tov ranibizumab ce
aoBeveig pe Eékmton g 6pacng mov opeikeTal o devtepomadig oldnua T wypdg kniidac ard RVO
a&loroynOnkoyv otic peréteg BRIGHTER (BRVO) kaw CRYSTAL (CRVO). Kot otic 2 peiéteg ot
acBeveic Elafav docoroyikd oynue 0,5 mg ranibizumab PRN kabodnyovuevo amd eotopukevpéva
kprmpa otadeponoinong. H BRIGHTER ftov pia peiétn pe 3 okéin, Toyoomompévn, eAeyyopevn
ue dpaoTikn ovsio 6mov cuykpibnkav Ta 0,5 Mg ranibizumab yopnyovueva wg povobepansio 1 oe
ovvdvaoud pe TpootiOiuevn potomnéio pe laser ue v potonnéio pe laser povo. Metd amd 6 pnvec,
ot acbeveig o610 okéLog TG oTonnéiag pe laser propovoav va AaBovv 0,5 mg ranibizumab. H
CRYSTAL ntav pia perétn pe éva okéhog pue povobepomeio 0,5 mg ranibizumab.

O1 k0pieg petpnoelg Tov omotereopdtov amd tic BRIGHTER kot CRYSTAL cvvoyilovtat otov
[Tivaxa 9.

IMivaxog 9 Aroteréopata 6tovg Mijveg 6 kan 24 (BRIGHTER kot CRYSTAL)

BRIGHTER CRYSTAL
Ranibizumab Ranibizumab Laser* Ranibizumab
0,5mg 0,5 mg N=90 0,5 mg
N=180 + LaserN=178 N=356
Méon petofoin
ggﬂ:ﬂ‘l’g“ﬁa o +14,8 +14,8 +6,0 +12,0
Mvor 67 (10,7) (11,13) (14,27) (13,95)
(ypappata) (SD)
Méon petafoln
gg:n‘;ﬁ';‘la . +15,5 +17,3 +11,6 +12,1
Mivor 249 (13,91) (12,61) (16,09) (18,60)
(ypéppata) (SD)
Képdog
>15 ypappota,
GTNV OTTIKN 52,8 59,6 433 49,2
o&vTa Kotd 10
Mnva 24 (%)
Mécog ap1Buodg 11.4
evéoewv (SD) s 8’1) 11,3 (6,02) NA 13,1 (6,39)
(Mnveg 0-23) ’
2 p<0,0001 ko ywo T1c cvykpiceig otnv BRIGHTER to Mnva 6: Ranibizumab 0,5 mg évavtt
Laser kot Ranibizumab 0,5 mg + Laser évavtt Laser.
b p<0,0001 ywo TNV undevikn vrodeon otnv CRYSTAL 611 1 péon petaforn oto Mnva 24amd
TOL OPYIKG emimeda givarl undév.
* Eekwvovtag and to Mrva 6 1 Ogpaneia pe ranibizumab 0,5 mg entpendtav (24 acbeveic
Ehapav povo Oepoameio, laser).

Ytmv BRIGHTER 1 O¢gpomneia pe ranibizumab 0,5 mg pe npoctifépevn potomnéio pe laser enédeiée
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un-kototepdTNTO EVvavt Tng povobepameiog ranibizumab and to apykd enineda £mg To Mrvo. 24
(95% Cl1-2,8, 1,4)

Kot otig 600 peréteg mopatnpnonie toyeio Kol GTOTIGTIKG GNUOVTIKY HEIOT amd TO apyIKa enineda
TOV TAYOVG TOV KEVIPIKOV VITOTESTIOV AUPIPANGTPOEB0VS T0 M1jva 1. Avtd 10 amotélecua
StatnpnOnke €mg To Mnva 24.

To anotéleoua g Oepanciog pe ranibizumab ftav Topdpolo aveEdptnta omd TV TOPOLCia
toyorpiog opeiPAnotposidovc. Tty BRIGHTER, ot acOeveic pe mapovsio (N=46) 1| anovcia
(N=133) woyyoupiog 6mov éhafov povobepomeio ranibizumab siyav pio péon petaforn omo ta apyikd
emineda +15,3 ko +15,6 ypappudtov, avtiotoryo, tov Mnva 24. Ztmv CRYSTAL ot acOeveic pe
napovoio (N=53) | anovcia (N=300) woyapiog énov éAapav povobepameio ranibizumab eiyov pio
péon petaforn and ta apykd eninedo +15,0 kot +11,5 ypappdrov, avtictotya.

To amotéleoua g mpog TV onTiky Pertimon mapatnpndnke oe GAovg Tovg acbeveic 6mov Erafav
povobepoameia 0,5 mg ranibizumab ave€oaptitog amd T didprela TG VOGOL TOV Kot 6TIC V0 HEAETES,
BRIGHTER kot CRYSTAL. Xtovg acbeveic pe diapketa vocov <3 prveg mopotnpndnke avénon me
omtikng o&unrag katd 13,3 o 10,0 ypappdtov 1o Mrva 1, kou 17,7 kon 13,2 ypoppdtov to

Mnva 24 otnv BRIGHTER kot tqy CRYSTAL, avtictoryo. To avtiotoyo k€pdog onTiknig 0&1TNTOG
og aobevelg pe ddpkela vooov =12 punveg frav 8,6 kot 8,4 ypdupata otig avtiotoyes peétes. Oa
npénel va AapPdvetot veoym 1 Evapén tng OepamevtiKig aymyng katd tnv Sdyveon.

To mpo@id pakponpdbecung aopdieiag tov ranibizumab tov mapatmpnOnke otig 24unveg peréteg
givarl cOUPOVO LE TO YVOOTO TPOPIA ac@alelog Tov ranibizumab.

TMouwdwarpikdc tAnfvouodc

O Evponaikoc Opyaviopog apudkmv xel dOCEL AmaALAyn 0O TNV VTOYPEMST VIOPOANG TV
amoteAecudtov Tov peretdv pe to ranibizumab og dheg Tic vVIoKATYOPiEC TOL TOUSIATPIKOD
mAnBucpov oty veoayyelokny AMD, oty éxntmon g 6pacng tov opeiretar o€ DME, tnv ékmtoon
g Opaong mov ogeiletor og devtepomafég oidnua tng wypdg knAidag amd RVO kot tnyv ékntmon g
opaong amd CNV kot dwopnrikn apgipAnctpoedonddeia (BA. mapdypapo 4.2 yio TANPoQopieg
OYETIKA UE TNV TOLdLOTPIKT YpToN).

5.2 D opPOKOKIVITIKES LOLOTNTESG

Metd amd punviaio evéobaimdn yoprynon ranibizumab og acbeveic pe veoayysiaxy AMD, ot
GUYKEVTPMOGELS TOL ranibizumab otov 0pd NTav yevikd youmAéc, pe ta péytoto enineda (Cpay) Vo
KopaivovTal Yevikd Katm oo Tn ovykévipmon Tov ranibizumab nov eivon anapaitmtm yio v
avaostoln g Broroyikng dpdong tov VEGF xatd 50% (11-27 ng/ml, dnwg extiunnke og pia in vitro
doxpacio kutTaptkon TtoAlariactacpot). H Chay ftav avdioyn mpog tn 66om o€ gvpog doong 0,05
¢w¢ 1,0 mg/opBaiud. Ot cuyKeVIPOGELS GTOV 0pO GE TEPLOPIGHEVO ap1Bud acBevav pe DME deiyvouv
OTL oL AP LYNASTEPT CLGTNUATIKY £kBe0M deV PUmopel Vo AToKAEIOTEL € GUYKPION LLE AT TOL
napatnprinke oe acbeveig pe veoayysiaxn AMD. Ot cuykevipaacelg ranibizumab otov opd g
acBeveic pe RVO ftay mapopota 1 eAagpd vynmAdtepn o€ GOYKPLION UE OVTEG IOV TopaTPHONKaY og
aoBeveic pe veoayyelakn AMD.

Bdoel g avdAivong tov 6edopévmv QapUaKOKIVITIKNG TOL TANBLGHOD Kot TG eEapavions Tov
ranibizumab o6 tov opd yio tovg acbeveic pe veoayysioky AMD mov éhafav d6on 0,5 mg, n uéon
nulon aropdkpvveng Tov ranibizumab and to varoedic cmpa givar mepinov 9 nuépeg. Metd and
unviaio evéoboalmon xoprynon ranibizumab oe d6om 0,5 Mg/o@Ooiud, 1 Chay TOL ranibizumab ctov
0p0, OV enetevydn wepimov 1 nuépa pHetd tn SO0, AVaUEVETAL VO KupaiveTon Yevikd pneta&y 0,79 kot
2,90 ng/ml, ka1 n Cpin avopéveral vo kopaiveton yevikd petad 0,07 kot 0,49 ng/ml. Ot
oVYKeEVTpMOGELS ranibizumab otov opd avapéverar va ivar tepinov kord 90.000 @opéc wkpdtepeg am’
0,TL 01 GLYKEVTPMOGELS Fanibizumab oto vaiogidéc.

AcBeveig pe veppikn dvciettovpyia: Aev Exovv deloydel emionuec peléteg e oKomo va eEETAOTEL N
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QOPUOKOKIVITIKY] TOV ranibizumab oe acOeveic pe veppikn dusiertovpyia. Xe puo aviivon
(QOPUAKOKIVNTIKTS TOV TANBvooy tev acbevav pe veoayyetaxn AMD 1o 68% (136 and tovg 200)
TV aobevov Tapovcialay veppikn dvoieitovpyia (46,5% fmia [50-80 ml/min], 20% pétpia [30-

50 ml/min] ko 1,5% coPopn [<30 ml/min]). rovc acOeveig pe RVO 10 48,2% (253 amd 525) eiyov
veppikn duciettovpyia (36,4% fmia, 9,5% pétpra ko 2,3% coPapny). H cvompatikn kabapon ntav
ELOPPDG PIKPOTEPT], KATL OLLOC TTOV OEV NTOV KAWVIKE GMLOVTIKO.

Hratum dvchettovpyio: Aev £xovv die&oyOel emionueg pekéteg e okomod vo eEETaoTEL 1)
QopuaKoKYNTIKY TOL ranibizumab oe acOeveic pe otk dvoiertovpyia.

5.3 Hpoxivikd dedopéva Yo TNV a6QaALEL0

H gvdoboalddng yoprynon tov ranibizumab kot otovg 800 opbaipovg og mbnkovg cynomolgus oe
docelg and 0,25 mg/opBoipod £wg 2,0 mg/opBoipd pio popd kabe 2 efdouddeg yro Emg 26 efOOpAdEG
001 YNGE 6€ 3060e&0PTOUEVE 0POUALKE OTOTEAEGLOTA.

EvdopBdipa, mapatnprdnkav 060eEapTMHEVES AVENTELG OGOV aPOPA TO EPVOT LA KOt TO KUTTOPO
Tov Tpocbiov Boddpov pe KopvE®on 2 Nuépeg puetd v éveon. H Bapdtnta tng Aeyuovmddovg
avTidpaoNg KOTA KOVOVo LELOONKE UE TIg ETOUEVEG EVEGELC T} KOTA TN SLAPKELN TNE OVAPPOONG. £TO
omicOio Tunpa, TapatnpROnKoy d1dnom Tov VAAOEOVE e KOTTOPO Kot EELOPMUOTA, TTOV ENIGNG
£tevav vo givol 00G0eSUPTOUEVA KoL YEVIKA EMEUEVAY £MG TO TELOG TNG TEPLOOOL Bepameiag. Xt
peAétn duapkelag 26 gfoopddmv, n fapvdTnTo TS EAEYUOVIS TOV VOA0EIB0VE avénbnke 660 avéavotay
0 ap1Budg TV evécemv. Q0TdC0, KaTaypaenKav eVOEIEELS AVaSTPEYILOTNTOG LETA TNV avappmon. H
@Vo™ K1 0 XPOVOC EKONAMONG TNG PAEYHOVIG TOV OTicO10V TUMHOTOG Elvar EVOEIKTIKA TNG
OVTICOUOTIKAG TAVINGNG LUE TN LEGOAAPTON TOL AVOGIOKOD GLGTHLOTOG TOV UITOPEL VoL Eivarl KAVIKG
doyetn. Avamtuén katoppdxtn Tapatnpnnke o opiopéva (da HETE 0md GYETIKA UEYGAN TEPi0d0
£VTOVTG PAEYLLOVIG, DTTOJEIKVVOVTOG OTL Ol AAAOIDCELS GTO (POaKO oPeilovTay oe coPapn QAEyHLOVY.
[Mopodkr| avénon g evooeBaApLag Tieong LeTd T YOpTYNoT TopaTnPHOnKe HETA Ao VOOHOAMOELS
gvéaelg ave&optnTog g 006G,

Mikpookomikég o@OuKEG 0ALOIDOCELS GUVIEDMKOY e PAEYHOVN KOl OEV NTAV EVOEIKTIKES
eKQPLMOTIK®OV e€epyactmv. KokKiopatdoelg pAEYHOVAOIELG 0AALOIDCELS TOpO TP ONKAY GTNV OTTTIKN
OnAn oplopévev opBadumy. AvTég oL AALOIDGELG TOV OTTIcHI0V TUNUATOG TEPLOPIGTNKAY KOl GE
KATO1Eg TEPIMTMOGELG LTOYDPNCAV TANPWOS KATE T1 SAPKELN TG TEPLOSOV AVAPPOCTG.

Metd amd evooiaimon yoprynon, dev eviomioTnKay onpeio. CLGTNUATIKNG TOEIKOTNTOG. AVTICOUOTO
oTOV 0pO KOl TO VAA0EWEG o Evavtt Tov ranibizumab Bpébnkav oe o vroopdada OV Tov
élapav Bepameia.

Agyv givan d1a0éc1pa dedopéva OYETIKA [LE KOPKIVOYOVO 1) LETOAAAELOYOVO dpdoT).

e eykhovg mbnkovg, evéoiarmdng Bepaneio pe ranibizumab mov koténée oe LEYIGTEG GLOTIUOTIKES
ekBéoeig 0,9-7 popég ) yxepodTEPT TEPINTTOOT KAWVIKNG £kBeong Oev TpoKAAESE TOEIKOTNTA GTNV
oavantuén 1 tepatoyéveon Kat Oev giye emidpaocmn oto fapog 1 Tn doun Tov TAAKOHVTA, TUPOAL OVTA UE
Baon ™ eopuakoroyiky dpdon tov to ranibizumab Oa tpénet va Bewpeitor mg Svvntikd tepatoydvo
Kol eUPPLOTo&IKO.

H anmovoio peoorapovuevov amd to ranibizumab smdpdocwmv otnv avamtuén tov epfpvov eival
ELEOVOG oYeTICOUEVT KVPImG e TV aduvapio tov Tuquatog Fab va 61éA0et tov mlakovvta. Eviovtolg
&yl TEPLYPAPEL Lo, TEPITTOON pE VYNAG unTpikd eninedo opov ranibizumab kot tapovoia
ranibizumab otov 0pd tov euPpvov, VTodelkvhoVTaG OTL TO avTicmpo évavtt Tov ranibizumab
(nepiéyovtag tnv meployn FC) £dpace wg mpmteivn popéag yia To ranibizumab ueidvovrag v
K6Bapon Tov UNTPLKOD 0pPOL Kot SIEVKOADVOVTOG TN LETAPOPE LECH TOL TTAAKOUVTA. Kabdg ot
g€etdoelc yo v euPpuikn avamtuén tpaypotoromOnkay e vym Eykvo (da Kot vOGol (0Tmg o
S1ofNTNG) UTOPEL VO TPOTOTOMOOVY TN SATEPATOTNTA TOV TAAKODVTO ¢ TTpo¢ Eva Tunuo Fab, n
perétn Bo mpémel va epunvevdel pe mpocoyn.
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6. DAPMAKEYTIKEXZ IAHPO®OPIEX
6.1 Koataloyog ekdoymv

o,a-TpeYaAdln d1HoOpIKN

Iot1divn vépoyAmpikT, HOVODSPIKT|

Iotidivn

IToAvcopPiko 20 (E 432)

"Yowp yia evésya

6.2 AocvpfototnTeg

ElM\etyel pehetdv oyetikd pe ) cvppfatdtnta, To mopov QopUOKEVTIKO TPOIOV OEV TPETEL VO,
OVOUELYVOETAL e GALD PAPULOKEVTIKA TPOTOVTOL.

6.3 Ardpxero Long

4 ypovio

6.4 Idwitepeg TPoPLAGEELS KOTA TN PUAAEN TOV TPOTOVTOG

dvidooete og yoyeio (2°C — 8°C). Mnv katayvyete.

durdooete T0 PLOAISI0 6TO EEMTEPIKO KOVTL Y10 VO, TPOGTATEVETAL OTO TO POC.

[Ipwv and t ypnron, To cepayicpévo eraridio umopel va puioydel og Beppokpacieg Tov dev Eemepvovy
Tovg 30°C yuo émg Kot 2 unvec.

6.5 ®¥61) KO GVETOTIKG TOV TEPLEKTY

Yvokevaoio mov TEPEYel LOVo QOIS0

"Eva @roAidwo (yvaAi tomov 1) pe mopa eioyd@pnong (eAaotikd YAwpofovtuAion) To 0moio TeplEyet
0,23 ml oteipov SodvpoTos.

2vokevooia Tov TePlEysl elaiidlo + dimbnrtikn Beddva + Beddva cOpryyac

"Eva @roAido (yvaAi tomov 1) pe mopa eioy®dpnong (eAaotikd YAwpofovtuAiov) To 0moio TepPLEyEL

0,23 ml oteipov dodvpartog kot 1 apPreio dmOntkh Berdva (18G x 1%4", 1,2 mm x 40 mm, 5 um) ko
1 Berdva cvpryyog (30G x 14", 0,3 mm x 13 mm).

Mmopei va, unv KokAo@opoHv OA01 01 TOTTOL GLCKEVAGIOG.

6.6 Iowitepeg TPoPLAAEELS amOpPLYNS KO GAAOS YEPIGNOG

2VOKELOGIN TOV TEPLEYEL LOVO OLOAIDI0

To @uaiidio Tpoopiletal yuo pio povo ypnor. Metd tnyv €veon, To Un XP1CLLOTONUEVO TPOIOV TPETEL
va amoppintetal. Onotodnmote PloAidio Tapovctdletl onpeia Oopdg 1 mopamoinong dev TPETEL Vo,
ypnowonoteitar. H amooteipwon dev givar eyyonpévn mapd Lodvo v 1 6OPAYIoN TG GUGKELOCING
TapopéEVeL GO,

IMao v Tpoetoyacio kot TV EvOoDaA®ON £veon xpelalovtal To 0KOAoLOa 1TPOTEYVOLOYIKA

mpoidvta piog ypnong:

- pia omdntcn Perdva 5 um (18G)

- pia Beddva oOpryyos (30G x 12") ko pia anootepopévn ovptyya 1 ml (mov
nmepthappavel emonpavon oto 0,05 ml)

AvTd ta 10TpOoTEYVOLOYIKE TPOTIOVTA OV TEPIAAUPAVOVTOL GE QVTNV TI GVOKEVAGIO.
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2uoKeVooia Tov TEPLEYEL PLOAId0 + dinOntikn BeAdva + Beddva cOpryyac

To @aAidio, n dmOnTIKN Peddva kot 1 PeAdva cvpryyag Tpoopilovat yio pia pdvo xpion.
Enavaypnoionoinon uropei va 0dnynoet oe Aoipnwén 1 dAro voonua/tpadpe. Ola ta ototyeio g
ovokevaoiag eivorl amootelpopéva. OTolodMTOTE GTOXELD 1] GLGKELUGIN TOV OTTOIOV TOPOLGLALEL
onueio pBopdc 1N mopamoinong dev Tpénel va ypnoponoleitat. H arooteipwon dev etvan eyyonuévn
TOPA LOVO €AV 1| GPPAYLGT] TOV GTOLYEIOV TNG GVOKEVAGIAG TOPAUEVEL AOUKTY).

IMa v Tpoetolacio kot TV EvEoDaA®IN Eveon ypelalovtal Ta oKOAovO 10TPOTEYVOLOYIKA
mpoidvta piog ypnong:
- pio dmOntwen Berdva S pm (18G x 172", 1,2 mm X 40 mm, nepthopfBAveToL 6T GUGKELOTIOL)
- pia Berdva cvpryyog (30G x 14", 0,3 mm x 13 mm, nepthopfAveTol 6T GUGKELOTIO)
pio  amootelpopuévny ovptyya 1ml (mov meprouPdaver emonuovon oto 0,05 ml, dev
TEPILAUPAVETOL GE QLTHV TI] GUGKELOGIOL)

To va etoydoete To BYyooviz yio evoobolmon xopnynon 6€ evI{MKES, TopakaAoVUE akolovOnoTe
TOTA TIC TOPAKATM 0ONYies:

1. IIpwv v avappdenon, 10 eEMTEPIKO UEPOG TOV EAAGTIKOD TMUATOS TOV PLOALOIOV TPETEL VO,
amolvpaiveTat.

2. Yovdéote pia dinbnrikn Perdva 5 um (18G x 144", 1,2 mm X 40 mm) o pio. cvpryyo 1 ml
YPMNOLOTOIOVTOG Aonmtn teyvikn. [Tiéote v aufieio oindntikn feAdva 6To KEVTPO TOV

TOLOTOG ELGYMPNONG TOV PLaAdiov €wg dtov 1 Pelova ayyi&el TV KAT® TAELPA TOL ELOALSIOL.

3. Avoppopnate 610 To VYPO OO TO PLUAISI0, KPUTMVTAG TO OLoAid0 o€ Opbia BEom, e ehappd
KMo yo va d1tevkoAvvOel ) TApNS ovoppoOen o).

4, BePawmbeite 611 6tav aderdlete 10 prorido to EuPoro givorl apketd Tpafnyrévo mTpog To Tom
MOTE VO 0OELACEL EVTEAMG 1) O1nONTIKY Peddva.

5. Aopnote v apPreio SmOnTKn BeAdva 6TO PLOAISI0 KOl OTOGVVOESTE TN GVUPLYYQ OO TNV
opPAreio omOnTikn Perdva. H dibnrtikn Belodva mpémet va amoppinTeTon LETA TNV 0vOppOPNoN

TOV TEPIEYOUEVOL TOV PLOAMDIOV Kot HEV TTPEMEL VO, YPTGILLOTOIELTAL Y10, TIV EVOOVAA®DON EVEDT).

6. Me donmrto 1pdmo Tpocaprocte otabepd pio feAdva cupryyas (30G X 4", 0,3 mm x 13 mm,)
G711 GUPLYYO.

7. Me mpocoyn aQULPECATE TO TOUO 0T TN PELOVA GUPLYYAS XMOPIG VO TNV TOGVVIEGETE OO TV
oupLyya.

Inueiowon: KpaTtnoTe GOLTA TNV cLVOEGT TNG PEAOVAG TNG CVPLYYUC EVOCH AQULPEITE TO TAOWO.

8. [Ipocektika ekdimEte Tov aépa pali pe v mepicoeia Tov SADLATOS Kol TPOCAPUOGTE TN
doom otV évdeen 0,05 ml g ovpryyas. H cdpiyya givon £towun yio éveon.

Inueioon: Mnv ockovricete ™ Peddva yio v £veon. Mnv tpafnéete micm to Eupoiro.
Metd v éveon, Unv €navatorodeTGETe TO IO 6T PEAOVA KOl UV TNV OMOCTAGETE amd TN

ovpryya. AToppiyte TN ypnoiporompévn copryyo pali pe  Pekdva og doyeio amdppyng oyUnpmv
OVTIKEWEVOV GOUQMVA LE TIG KOTA TOTOVE 16YV0VGES GYETIKEC dlaTdEELS.

27



7. KATOXOX THX AAEIAY KYKAO®OPIAXZ
Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft
OMovdio

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/21/1572/001
EU/1/21/1572/002

9. HMEPOMHNIA ITPQTHX EI'KPIXHY / ANANEQXHY THX AAEIAX

Huepounvia tpmng £ykpiong: 18 Avyovotov 2021

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANPOPOpPIES Y10 TO TOPOV PAPLOKEVTIKO TPOIOV glval O1aBECIUEG GTOV SIKTVAKO TOTO
tov Evponaikod Opyoavicpod @apudkmv: http://www.ema.europa.eu
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1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Byooviz 10 mg/ml evéoiuo d1dAhvpa o€ TPoyEMGUEVT GOPLYYQ

2. MMOIOTIKH KAI ITOXOTIKH XYNOEXH
"Eva ml mepiéyer 10 mg ranibizumab*. Mia npoyepucpévn odpryya mepiéyet 0,165 ml, mwov
toodvvapovy pe 1,65 mg ranibizumab. O éykog avtdg mapéyet pio. ToodHTNTO TOL PUITopel va

ypnooromBei yio va anodmoet pio gpamra 66om 0,05 ml n omoia mepiéyet 0,5 mg ranibizumab.

*To ranibizumab ivat évo tufpe avOpOTOTOMUEVOD LOVOKAMVIKOD OVTICOUATOS TOV TOPAYETAL OO
kottapa Escherichia coli péow teyvoloyiog avacvvdvaouévonr DNA.

"Exdoyo ue yvootn épdon:

Av16 10 apuaxo mepéyet 0,0165 mg mtolvcsopPikov 20 (E 432) oe kéBe mpoyspopuévn cvpryyo
(0,165 ml) mov wwodvvapovv pe 0,005 mg/0,05 ml. Ta moivcopPikd umopei va TpokaAéEGovy
oAAEPYIKEG AVTIOPAGELG.

T Tov mApn KatdAoyo Tmv ekdoywv, PA. mopdypapo 6.1.

3. DAPMAKOTEXNIKH MOP®H
Evéoipo didiopa

AW YEG, AYPOLLO TPOG AVOIKTO KITPIVO LOATIKO SLAALLLOL.

4, KAINIKEX IAHPO®OPIEX
4.1 OepomevTIKEg EVOEilelg

To Byooviz gvdgikvotor o€ eviiAKeG yia:
o Tn Bepamneio g veoayyelakng (VYPNG LOPPNG) NAKIAKNG EKQVAGTC TNG YPAS KNATONG

(AMD).

o T Bepamneio g Ekmtong TG Opacng Tov 0PeileTal GE 0ldNA TNG ®YPAG KNALdag StafnTikng
attiohoyiog (DME).

. Tn Bepaneio g Tapaywykng safntikng aupipinotposidonddeioc (PDR).

. Tn Bepaneio g EknTong TG Opacng Tov opeiletal o devTEPOTADES OO UL TS OYPAS
KnAidog amd amndepatn eAERag Tov apeiPinotposidovg (RVO kiddov 1 kevipuky RVO).

J Tn Bepameio TG EKTTOONG TNG OPAGCTG TOL OPEIAETAL GE YOPLOEdIKT veoayyeiman (CNV).

4.2 Aocoloyia Kol TPOTOS YOoP1yNoNS

To Byooviz npénet va yopryeitor oo idikevpuévo opboipiatpo pe eumelpio oTig evoobHoAmdoelg
€VECELS.

Aocoloyia

H cuvictdpevn d6om tov Byooviz givar 0,5 mg yopnyodueve og epamas evooiaAndong éveon. Avtd
avtiotoyel og 0yko éveong 0,05 ml. To pecodidotnua petagd g yopiynong 60o dOcewmv e £veon
oToV 1010 09pBuANO Oa TpETEL Vo gival TOLAGYIOTOV TEGGEPELS EPOOUAOES.

H Oepancio Eexvd pe pia éveon ava unva Eoc 6tov emitevydei uéytot ontikn o&bTnTa 17/Kkat dgv
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vdpyovy onueio dpacTNEOTNTAC TG VOGOL dNANSN Kapio LETABOAT otV otk 0E0TNTOKAL GE
GAAQ oTMUEl0 KO GUUTTTOWOTO, TS VOGOL VTt cuveyllopevn Bepamneia. Xe acOeveic e vypn Lopen
AMD, DME, PDR «xot RVO, apyucé pmopel vo pelactov TPeic 1] TEPLOGOTEPES SIUOOYIKEG UNVINIEG
€VECELS.

21N GLVEYELD, M TOPOKOAOVONGN Kot Ta pecodtactipata TG Bepaneiag Oa mpémetl va kKabopilovtat amd
Tov 1Tpd kot Ba wpémel va facileton oy dpacTnploTnTa TG VOGOL, OTT®G avTnh aloloyeital and v
OTTIKN 0ELTNTO 17/KOL TIG AVOTOUIKES TULPOUUETPOVG,

Edv xatd tnv Gmoyn Tov 1aTpov, 01 OTTIKEG KOl AVOTOMIKES TOPOUETPOL KOTASEIKVOOVY OTL 0 aeOeVNG
dev ompekeitar amd v cvveylopevn Oepameia, to Byooviz Oa npénet va droxdmteTot.

H mapakoiohOnon ya dpactnprotnta g vosov pmopel va mepthapfavel kMvikny e€étao, eAEyyoug
AELTOVPYIKOTNTOG 1| OMEIKOVIOTIKEG TEXVIKEG (.Y, TOLOYPOQIO OTTIKNG TUKVOTNTOG 1| OyYELOYPOPioL U
(OAOVOPEGEIVN).

Edv o1 acBeveic Aappdvovy Bepaneio cOpemva pe To oyipa xyopnynon Bepomneiog —Kal- Tapatao,
otav emitevyOel 1 péylotn ontikn o&VTNTA /KO eV VIAPYOLV onpeio dpacTNPLOTNTAS TG VOGOV, T
pecodlactipata g Bepaneiag Bo umopovv oTadiokd va mopatadodv £mg 6TOV EMAVELUPUVIGTOVY
onueia dpactnPLOTNTOG TG VOGOL N ETAVELPAVIOT] EKTTOONG Opaon. Ta LECOOUGTALOTO TG
Oepaneiog Oa mpémel va mapateivovtol Katd oyl tepIocdTEPO 0md dVO efdopnadec kabe Popa Yo TV
vypng poperig AMD ko popel va mapatabodv €mg Eva puiva kabe popd yia to DME. T'ia v PDR
ka1 v RVO ta pecodiootiuate Oepansiog uropodv eniong va mapatadodv oTodloKd, weT0c0 OgV
VILAPYOVV ETaPKN dedOUEVA MOTE VA &0yB0hV CUUTEPAGLOTO MG TPOG TNV SLIPKELN TV
pecodactnudtov. Av n dpactnplotnta tng vosov enaveppavicbet, Ta pecodiaotriuata Oo Tpémel va
cuvtopugvdovy avaroya.

H Bepamneio g ékmtmong g 6pacng mov opeiketan o CNV Oa pémel va kabopiletor Eeywpiotd yiao
Kké0e acOevn pe Paomn tn dpactnpoTnTa TG vooov. Kdmolol aobeveig pmopel vo xpelastovy Hovo pio
éveon Kotd Tovg TpdToLE 12 unveg g Bepameiog. AAlot umopel vo ypetdlovtal o cuyvn Bepaneio,
ocvumepthapfavouévng g unviaiog éveong. Xe devteponadn CNV and mtaboroyikn pvorio (PM),
moAAol acBeveic pmopel va ypetactovv povo pia 1 800 evécelg katd 1o mpmto €106 (PA.

Topaypao S.1).

Ranibizumab xo: pwtonnéio ue 1aser oto DME kot o¢ devtepomalbéc oidnua e wypag knAidog axd
BRVO

Yndpyet kémowo gpmeipio omd v yoprynon ranibizumab tavtdypova pe powtornéio pe laser (BA.
napdypapo 5.1). Otav yopnysitor v ida nuépa, to ranibizumab Oa wpémet va. yopnyeital
TovAdytotov 30 Aemtd petd ) eotonnéia pe laser. To ranibizumab propei va ypnoyonombei oe
acbeveig mov £xovv mponyovuévag voPAndei oe pmtornEio pe laser.

Ranibizumab ko pwtodvvopukn Oepareio ue verteporfin oe devreporady CNVoré PM
Aev vrdpyel epmepio omd TV TOLTOYPOVN XopNyNnon ranibizumab kou verteporfin,

Eidixoi minBoouol

Hrartikn dvolertovpyio
To ranibizumab dev &gt pehetnbei oe aobeveic ue nmatikn dvolettovpyia. Qotdco, dev amorteitan
€101K1N VTILETOTION Y10l TO CLYKEKPIUEVO TANBVGLO.

Neppixn dvalertovpyia
Agv amarteital Tpocappoyn g d6omg o€ acbeveig pe veppikr duciettovpyia (PA. mapdypagpo 5.2).

Hliouévor

Agv amarteitol TpocapUoyn ¢ 061G 6TOVE NAKIOUEVOLS. YTTAPYEL TEPLOPIGUEVT EUTELPIN GE
aoBeveig nhikiag dve tov 75 etdv ue DME.
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Taidrazpiros ninBoouog

H acpdieia kot n omotedespatikotnta tov ranibizumab cg mondid ko eprifovg kétw tov 18 etdv dev
&yovv tekunplmBel. Ta dtubéoipa dedopéva oe acbeveic nhkiog 12 €wg 17 etdv pe EknTmon TG
opaong mov opeiretar o CNV meprypdpoviatl otny Topdypapo 5.1.

Tpomog yopnynong

[Ipoyepicpévn cipryyo piog xpong AmokKAEIGTIKA Yo evOobaAlmon yopnynon. H mpoyeuopévn
ovpLyya TEPIEXEL TOGHTNTO LEYOADTEPT OO TN cLUVICT®MEVN 06om Tev 0,5 Mg. O e&aydyyog 6YKog
NG TPOYEUIGUEVNG GVPLYYAG OEV TPETEL VO XPNCILOTOLEITOL 6TO GUVOAD ToV. O vITepPdAlwv OyYKOG
TpENEL Vo, amoppinteTol Tpv and Ty Eveon). H éveon dhov tov mepiexdpevov Oykov g
TPOYEUOUEVNG GVPLYYOS Ba imopovae vo 00N YNGEL 6€ VITEPOOGOLOYia. I va amopakpOVETE TIg
QLOOAIdEC aépa poll Pe TNV TEPICTELN TOL PUPUUKEVTIKOD TPOIOVTOG, TEGTE TPOGEKTIKG TO EUPoAo
LEYPL TO AV® GKPO KATM artd TOV BOA0 TOV EANGTIKOD TTMOOTOC EIGYMPNONG Vo EVOVYPAUIOTEL pe TNV
nudtapavy £véelén d6omg twv 0,05 ml.

To Byooviz npénet va eAEyyetal onTiKd yio YOV DTUPEN COUATISIOV KAl OTOYPOUATIGHOD TPV 0o
™ xopHyNon.

H dwdikacio g £veonc Tpémel va TpoyaTOTOLEITaL VIO AoTTTEG GUVONKEC, OTIC 0TTOlEg
TEPIAAUPAVETOL 1) YEPOVPYIKT AVTICTYIO TOV YEPIDV, 1] YPTON ATOCTEIPOUEVOV YOVTIDV,
OTOCTEPMUEVOD UATION KO OTOGTEPOUEVOL O10GTOAEN PAEQAP®VY (1] 1GO0SVVALOD), KAODS Kot 1
duvVaTOTNTO SIEVEPYELNG ATOGTELPOUEVTG TapOKEVTNONG (€GV Ypetaotel). IIpv amd tn dievépyeia g
EVOODAADOOVG £VEOTG, TPETEL VAL 0EIOAOYEITOL TPOGEKTIKG, TO LOTPLKO 1GTOPIKO TOV asbevoic Yo
avtpdoeig vrepgvacnaciog (PA. mapdypapo 4.4). [lpv and v éveon, Tpénel va epopuroleTat
KatdAAnAn avorcOnoio Kot va epapudletar £va TomiKo KpoPLoKTOVO EVPENS PAGUATOS Yol TV
oAV UOVGT] TOL TTEPLOPOUAUIKOD dEPUATOC, TOV PAEQPAPOV KoL TG 0POOAUIKNG ETPAVELNS, COUPOVAL
LE TNV 1o hOLCO, TOTIKT TPUKTIKT.

To Tnpogopieg oyetikd pe v mpoetoluacio tov Byooviz, BA. Tapdypago 6.6.

H BeAidva éveong mpénet va erodryetan 3,5-4,0 mm micm and T GKANPOKEPATOELON GTEPAVT] GTNV
VOAOELON KOLOTNTA, ATOPEVYOVTAS TOV OPOVTIO HEGUPPIVO Kol GTOYEVOVTAG TTPOC TOKEVTPO TOV
o@BaAukov Borpov. Katdmy, yopnyeitan n mocdtta éveong 0,05 ml. Ttic peténerta evécelg, Oa
TPENEL VAL PN OLOTOLEITAL dLoPOPETIKO onpeio Tov okANpol yrtdva. Kdbe tpoyspiopévn cvptyya
TPENEL vaL ypnolponoteital yuo T Bepameio evog Kot povo o@Ooipov.

4.3 Avtevosieg

YrepevoioOnoia 61N dpacTikn ovsia 1| 6 KAmolo amd To £KO0Y0 TOV AVOPEPOVTOL GTNV
Topdaypoeo 6.1.

AcBeveig pe gvepyéc | mBovoroyovueveg oeBoAKES 1) TEPLOPOOALUKEC AOIUDEELC.
Acbeveig pe evepyn cofapn evoo@OdALLa PAEYLOVT.

4.4 E101kéC TPoELd0TOMGELS KOl TPOPVAAEELS KATA TN Y p1on

Iyvnioowdtro

ITpokeévov va Bertiwbel 1 yvnAacuodTnTo TV PLOAOYIKGV QOPUIKEVTIKOY TPOIOVI®V, TO OVOUQ
Kol 0 aplOpOg TOPTIONG TOL YOPYOVLEVOL PAPLLAKOV TPETEL VO, KATAYPAPETAL L€ COPVELQL.

Avtdpaoeic mov oyetilovton pe Tnv evooiaimon £veon

O1 gvdobaAmdelg evEDELS, oTIC omoieg cvumeptlapPdvovtal avtég pe ranibizumab, £yovv cuvdebei pe
evooPBoApiTIdO, EVOOPOAAULN PAEYLOVT], PNYUOTOYEVH] OTOKOAANOT AUPIPANGTPOEDOVS, priEN
AUPIPANCTPOEIBOVG KOl 1ATPOYEVT] TPALHOTIKO Katappdktn (BA. Tapdypapo 4.8). Katd tn yopnynon
ranibizumab, tpénet va epapudloviol whvta koatdAinieg donmrteg teyvikég éveone. Emumiéov, ot
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aoBeveic Oa mpémel va mapakoAovBovvTal Katd T dtapKela TNG fOoNddas LETA TNV £veo
TPOKELLEVOL Vo emTpamel 1) Eykaipn Bepameio TuyOV AoipmEng. tovg acbeveic Oa mpémel va divovral
00MYIEC VO, AVOPEPOLY TUYOV CUUTTMUOTO EVOEIKTIKA EVOOPOUALITIONG 1] OTTO10VONTOTE Od TA
wpoavapepBévia yopic kapio Kabvotépnon.

Avénoeic e evéohdiuag tieong

Ev1og 60 Aemtdv omd v éveon ranibizumab, £yovv mapoatnpnOel napodikéc avEncelg g
evoopBdiog migong (EOI). Eppévovoeg avénoeig g EOIT éxovv emiong tavtomomnOet (BA.
mapdypoeo 4.8). [Ipénet va TapakoiovBodvTal Kot va ovTIHeTOTi{ovTol KaTdAANAa Kot 1
evooeOaAIO TTieoN Ko 1] ALETOGT TG KEQOAANG TOL OTTTIKOV VEVPOUL.

Ot acBeveic Bo TPEMEL VO EVIILEPDVOVTUL GYETIKA E TOL CUUTTMOUOTO CVTAOV TOV THAVOY
avemBOUNTOV EVEPYEIDV, KOL VO TOVG OIVETAL 03T Y VO, EVI|UEPDVOLY TOV 1UTPO TOVG EQV
TOPOVGIACOVY oNueia OT®S 0POUApLKO TOVO 1 avénuévn ducpopia, ppOpdTTa TOL 0POUALOD TTOV
emdevaveTal, BoAn 1 petwpévn 6pact, ov&avopevo aplipd PIKpOV copatdiov 6Ty OpacT ToVg, 1
avénuévn evaictnoia oto ewc (PA. Tapdypago 4.8).

Apgotepomisvpn Oepomeio

Iepopiopéva dedopéva amd vV op@otepomisvupn ypnon ranibizumab (mepihopfovouévng g
yopynong v 0o pépa) 0ev KATASEIKVOOLV OLENUEVO KIVOUVO GUGTNUOATIKAOV OVETIOOUNTOV
EVEPYELDV GE GVYKPION UE TNV HovOTAgvpn Bepaneia.

Avocoyovikdtnta,

Yrapyet mbovotnto avosoyovikodtntag pe ranibizumab. Kobog vrdpyel n mbavotnto avénuéving
ovotnuotikng ékbeong oe acbeveig e DME, dev umopet va amokieiotet Evag avénuévog kivouvog
avamtuéng vrepevaicinciog og avtd Tov TANBVGHS acbevav. Oa Tpénel emiong va didovtot 0o yieg
6ToV¢ 0c0eveic va avapEépouy av avEdvetatl 1) oPapotnta (ag evooeBaALLaG AEYHOVAG KABDS anTd
umopel va amotehel KAViIKO onUelo TOV VA aodidETOL GTOV EVOOPOALLLO GYNUATIGHO OVTICOUATOV.

Tavtdypovn yopnynon drAlov avti-VEGF (ayyeiakdc evéodniokdc ovéntikdc Topdyoviog)

To ranibizumab dev mpémet va yopnyeiton TovTdOXPOVH LE GAAL POPUOKEVTIKA TPOIOVTH TOV TEPLEXOVLY
aAhovg avti-VEGF (cvotnuatikong 1 o@Ooiikong).

Topdrewwyn d6onc ranibizumab

H 660m Ba mpénet va mapaieinetor ko 1 Oepaneia dev Oa mpémel va Eavapyilel vopitepa amd v

EMOUEVT TTPOYPOUUOTICUEVT] Bepaneia oe TepinTwon:

o Meiwong g kaAvtepa BeAtiopévng ontikng o&vtnrag (BCVA) katd >30 ypdupota o
GOYKPION UE TNV TEAELTAN EKTIUNON TNG OTTIKNG 0&VTNTOG

o Evdop8dipog micong >30 mmHg

o P1éng tov apgipAnctpogidong

o Yo p@iPANGTPOEdIKNG OLopPpaying oV EUTAEKEL TO KEVTPO TOL Bobpiov, 1| av o puéyebogtng
awpoppayiag etvar >50%, tng cGLVOAIKNG Teployng TS PAGPNS

. AteEaymync N TPOYPUUUOTIGHOD EVOOPOAAULNG XEPOVPYIKNC ETEUPACTC EVTOS TMV
TPONYOVUEVDV N ENOUEVAV 28 NUEPDV.

Pnén tov pehaypdov gmbniiov

Mopdyovteg KivdOvov oyeTlOUEVOL LE TNV EUEAVICT) PHENG TOV pedaypdov emtBniiov Tov
auePAnoTpogldong petd and avti-VEGF Ogpaneia yio vypry AMD, kot mbavad kot yio GAAES Loppég
CNV, nepthappdvouv peydin kot /M vynin amokoAinomn pueloypoov exiOniiov tov
apeipinotpoetdoic. Otav Eexwvd Bepomeia pe ranibizumab, 6o tpénel va didetarl Tpocoyn oe acbeveig
LE OVTOVG TOL TTAPAYOVTES KIVOUVOD Y1 piEN TOV PeAaypOOov eMBNAIOD TOL OUPIPANGTPOEIBOVG.
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Pnyuotoyeving oamokoAinon au@iBAnoTpocldone 1 oméc TS wypos KNALdog

H Oepancio mpémel va dtokomteTal o€ aobeveig Le pryHOTOYEVT ATOKOAANGT QUEPANGTPOEIB0VE N
oTEC TG WY PG KNAldoc otadiov 3 1 4.

ITXAnOvouoi yio. Tovg 0moiove VITAPYOVY TEPIOPIGUEVH OEQOUEVA,

Yrdpyetl povo mepropiopévn epmelpia otn Bepaneia acbevav e DME mov opeidetat og dtafnn
tomov L. To ranibizumab dev &xetl pehenBel o aobeveig mov Eyovv mponyovpéveg vroPindei e
Oepaneia pe evoolOAmOEIS EVETELS, 08 00DEVEIS e EVEPYEC CLOTNLOTIKEG AOUMEEIC 1| o8 aoBeveic e
GUVLTIAPYOVCEG OPBUALKEG TAONOELS OTMG 1) ATTOKOAAN O™ TOL OUEIPANGTPOEIZOVE 1] O] OYPAS
knAidag. Emiong vrdpyel mepropiopévn gumeipia amod tn Bepameio pe ranibizumab o acbeveic e
HbAlc méve aré 108 mmol/mol (12%) kot kapio epmeipio o€ aoBeveic pe un ereyyduevn vréptac.
Avt 1 éEMdeym dedouévav Ba mpémet va, AapPavetar v’ dyn amd Tov 1Tpd dTav VIOPAAAEL OE
Oepaneia TéTo100¢ acbeveic.

Agv vdpyovv enapkn dedopuéva mote va e&aydobv cUUTEPAGLLOTO Y10, TO OTOTEAECUO TOV
ranibizumab o¢ aoBeveic e RVO mov 1opovotdlovy i avasTpaWiun IXoUIKT OTOAELN TG OTTIKAG
Agrtovpyiog.

e acbeveic pe PM, vapyovv meplopiopéva dedopévoa, yio o amotédesua tov ranibizumab og
acBeveic Tov &yovv mponyovpuévas vtoPAnbel e avemtuyn potodvvakn Oepaneia pe verteporfin
(VPDT). Exiong, eved moapoatnpndnke éva otabepd amotéheopa o achevelg pe vrofobpikéc Kot
mapaPobpiéc PAAPec, dev vIapyoLV enapkn dedouéva Yo va eEaydobv cuUTEPAGHOTA Y10, T OPAcT
tov ranibizumab og acbeveic pe PM ka1 eEmBobpraxés PAaPec.

2VOTNUOTIKEC EVEPYELEC UETA 0TTO EVOOHOADON £VECT

ZVOTNUOTIKEG aVETIOOUNTEG EVEPYEIEG OL 0TTO1EC TEPAUUPAVOLY UN-0POOALIKES apLoppayieg Kot
aptnprekd Opoppoepforikd encicooia Exovv avapepOel petd amd evOoHOA®DIN £VEST] OVAGTOAE®MV
VEGF.

Yrdpyovv mepropiopéva dedopéva yio v acpdrela ot Bepaneio aclevov pe DME, oidnua tng
oypdc knAidag mov oeeitetor e RVO ko devtepomadn CNV and PM pe mponyoduevo 16topikd
EYKEPOAKOV ETEIGOGI0V N TOPOSIKDV 1oYAUKOV enelcodinv. [Tpénel va 6idetarn 1dwaitepn TPOGOYN
otav avtol o1 acBeveig voPdilovtar o Bepameia (BA. mapdypapo 4.8).

IIposwwomomaoelc yio T EKO60ya.

Av10 t0 Pappaxo mepEyel 0,0165 mg moivcsopPicod 20 (E 432) oe kGOe mpoyepiopévn cvptyya
(0,165 ml) mov wodvvapovv pe 0,005 mg/0,05 ml. To woAvcopPikd umopei va Tpokaiésovy
oAAepYIKEG avTOpacelc. Evnuepmote Tov 10tpd cog e6v Exete YvmOTEG OAAEPYiES.

4.5 AMMAETIOPEOELS PE GALN PUPUUKEVTIKG TPOTOVTO KOL GALES pOPPEG aAlnAeniopaocng

Agv &yovv mpaypotoron el enionpeg peAéteg aAAnAemdpdoemy.

TMo ™ cvpminpopatiky xpriion eotodvvapukng Oepanciag (PDT) ue Beptemopepivn ko ranibizumab
otV vyp AMD kai tqv PM BA. mapdypago 5.1.

TMo ™ cvpminpopotiky xpron eotorn&iog pe laser ko ranibizumab oto DME ka1 ™ BRVO BA.
mapaypdeovg 4.2 kot 5.1.

e KAMviKEG peAéTeg Yia T Bepameio TG EkTTmONG g 0pacnc mov opeiletor e DME, 10 amotédeopa

MG TTPOG TNV OTTIKY 0EVTNTA 1] TO TAYOS TOV KEVIPIKOV LIOTESIOL TOV AUPIPANGTPOEIO0VE GE 0oOEVEIS
nov élafav Oepaneio pe ranibizumab dev emnpedore and v TavTOYpOVn Bepameia e
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Be1loMdvedioveg.
4.6 Covipétnra, kimon kot yorovyio

T'uvaikeg o€ ovomopoy @y NAKIE/ oVTIGOAAWN GE YUVOIKEC

TINuvaikeg o€ avamapaymyu) nikio TPETEL VO, PTCGLLOTOIOVV OTOTEAEGLLOTIKY OVTIGOAAYN KOTA TN
ddpketa TG Bepoameiag.

Kvnon

Agv givon Sa0éotpa kKAvikd dedopéva and ékBeon kunoemv yia o ranibizumab. Meléteg o mbnKovg
cynomolgus dev katédel&ay apeon N EUUEST TOEIKOTNTA GTNV EYKVUOCHVT, 7| TNV EUPPLIKT avanTtuén
(BA. mopaypago 5.3). H cvotmpatiky £ékbeomn oto ranibizumab eivor younAn petd amd oebaipxn
YOPNYNOT, GAAG AOY® TOV pnyoviouob dpdong Tov, To ranibizumab npénet va Bswpeitor 611 £xet
duvnTikd tepoaToyovo kot sufpvotoikn dpdon. Enouévac, to ranibizumab dev npénet va
YPTCULOTOLEITOL KATE T1) SLAPKELN TNG EYKVHOGVUVIG EKTOG AV TO AVOUEVOLEVO OPEAOG VTLEPTEPEL TOV
duvnTikob KvoHvou yia To EUPpvo. X yovaikee Tov emBLUOVY va LEIVOUV £YKVEG Kal EXOVV
vroPAndei o Oepancio pe ranibizumab cvvietdrol va mepiuévovy TovAGIoTOV 3 UAVEG UETA TNV
televtaio d6on ranibizumab mpv T cOAANYN TO100.

OnAacpos

2Oppova pe ToAD Teplopicuéva dedopéva, To ranibizumab pmopei vo anekkpiBel oe yapnid enineda
010 avOpomvo yaro. H enidpacn tov ranibizumab oto Onralovia veoyévvnra/Bpéen eivar dyvoo.
Q¢ TponmTikd pETPo, 0 Onraoudc dev ocvviotdtol katd ™ didpkeia g xprong ranibizumab.

Tovwotnta

Agv vtapyovv Stabécipa 6edoUEVE Yo TN YOVILOTNTA.

4.7 Emopacseig 6Ty IKavOTNTA 001]Y161)G KO {ELPIGHOV PUNYUVIILATOV

H dwdwacio tng Oepomeiog evoéyetar vo Tpokarécel TaPodUKEG OTTIKEG SLOTAPOYES, TOV UTOPEL Va
EMMPEGCOVY TNV IKOVOTNTO 00N YNONG N ¥EWPIoHoD unyavnudtov (PA. tapdypagpo 4.8). Ot acOeveic mov
UEVILOVV TETOLN CLUTTAOUATO OEV TPETEL VO, 00N YOUV 1 Vo yepilovTon unyavipoto Em¢ 6Tov oVTEG Ol
TOPOOTKES OTTUKEG OLATAUPOYEG VITOYDPTCOLV.

4.8 AvemOounteg evépyseieg

20VOoYT] TOV TPOPIA ACOAAELOC

H merovotnta tov avemfountov evepyeldv mov avaeépdnkoy petd tn xoprynon tov ranibizumab
GLVOEOVTOL [E TNV JladtKacia TG EVOODOAMOOVS EVEOT|S.

H cvyvotepa avapepdueveg avembounteg evépyeieg petd tmv éveon ranibizumab sivat: o@Baipdg
TOVoG, opBaAKn vepalpia, avEnpéEvn evooeaia Tieon, AEYLLOVI] TOV VOAOEIDOVE CMOUOTOC,
OTOKOAATGT TOL VOAOELSOVG CAOUATOG, AHOPPAYiC TOV OAUPIPANCTPOEDOVS, OTTIKY dlATapOyT,
€€10pMULOTA TOV VAAOEOVC, aLLoppayic TOV emePLKOTA, 0POUAUKOC £pebiopdg, aicOnua EEvov
OMOUOTOC 6TOVG 0QOaALOVG, avénuévn dakpvppota, Brepapitida, Enpoedaipio Kot 0@Oudkdg
KVNGUOG.

O1 cuyvoTEPD AVOPEPOUEVEC UT 0QOaAUIKEC avemBounTeg eVEPYELEC lvar KeQaAaAYia,
pwvoeapvyyitda Kot apBpaiyia.

A1yoTepo cuyva avapepOUEVEG GALA coPapoTepeg avemiBOUNTES EVEPYELEC TEPIAOUPAVOLY
£vO0POOAUITION, TOPAMGT], ATOKOAANGT AUEIPANGTPOEIB0DE, 1| PEN AUEPANGTPOEIBOVE Kot O
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L0TPOYEVIG TPOVUATIKOG Katappdktng (PA. mapdypago 4.4).

O1 avemBOUNTEG EVEPYELEG TTOV TAPOVGLACTNKOV HETA TN Yoprynon ranibizumab e ihvikég pekéteg
cuvoyilovtol 6Tov Tivoke TopaKATo.

Katdhoyoc avemBounteov evepyerdv oe mivaxa®

Ot avemBOunTeg evépyeleg mopatiBevtal pe Tavounomn Katd katnyopio opyovikoh GUGTHOTOG Kol
GLYVOTNTA YPNCUOTOLDVTOG TNV akOA0VON cuvOnKN: TOAD cuyvic (>1/10), cuyvéc (>1/100 éwg
<1/10), oy ovyvég (=>1/1.000 éwg <1/100), omdvieg (>1/10.000 émg <1/1.000), TOAD odvVIE]
(<1/10.000), pun yvootng cuyvotntag (dev umopobv vo ektiunbovv pe Baon to dtabéciio dedopéva).
Evtog kabe kotnyopiag cuyxvotntog ELeAvIoNS, ot avemBOUNTeS evEPYELEC TapoTiBevTon KaTd
eBivovca celpd coPapoTnTag.

AOOEELS KOl TOPACITOOELG
Hold ovyvég Pwoopapvuyyitida
2oyvég Ovporoipwén*

Alotapoyés ToL aiaTOC Kot TOV AEUPIKOD CUGTHUOTOC
2oyvég Avopio

Alotapoyég TOL 0VOCOTOUTIKOD GUGTHUATOC
2oyvég YrepevoioOnoio

YPoyrorpikég dtatapoyég

2oyvég Ayyog

Alotapoyég ToL VELPIKOD GUGTIILOTOG

1100 ovyvég Kepaiaryia

Awotapoyég Tov

oOaA0D

Holv ovyvég dAeypovn 10V LOAOEIBOVG COUATOG, ATOKOAANGT| TOL
VOAOEIBOVE GMUOTOC, ALLOPPAYi TOV
OUPIPANGTPOEIBOVG, OTTIKY SLaTOPAYT], TOVOG TOL
0POaALO0D, EEOPMUATO TOV VAAOELBOVS GOUATOC,
OLLOPPOYi TOV EMITEPLKOTA, EPEOIGUOG TOV
0@BaAp0V, aicOnon Tapovsiog EEVOV GOUATOG GTOVG
0pBulpove, daxpOppola avénpévn, Prepapitida,
EnpoeBaipia, vrepaipio Tov 0POUALOD, KVNOUOS TOV
0pBaipov.

2oyvég ExgpoMon tov apgipAnotpogtdoic, dtatapoayn Tov

OUPIPANGTPOELDOVG, ATOKOAANOT| OUPIPANCTPOEIDOVG,
PNEN TOLOUEIPANGTPOEIBOVCE, ATOKOAANGT) TOV
HeAdyypoL emBniiov TovapEIPAncTpoeldovg, pién
TOL LEAAYYPOVL EMONAIOD TOL AUPIPANCTPOELOOVE,
UELMUEVT] OTLTIKN 0EVTNTA, OLLOPPAYIO TOL VOAOEIOOVG
OMOTOG, OLTOPYY] TOV DUAOEWBOVS CAOLOTOC,
PayoELdiTIdn, 1pitida, 1POOKVKATION, KATAPPAKTNG,
KOTAPPAKTNG VTOKAY10G, BodepdtnTa TOV OTicO10V
TEPUPOKION,TTIKT KEPATITION, EKGOPA TOV
KEPATOEOOVG, pLON A TOV TPpocBiov BaAdpov,

B0 lmon g opaong, apoppayio otn BEon g Eveong,
alpoppoyic Tov oeOUAIOD, EMTEPLKITION, AAAEPYIKN
EMMEPLKITION, 0QOAAULKO EKKPILO, POTOVA,
eotopofia, opOuiukn duvceopia, oidnua TOV
BAepdapov, ahyog Tov PAEPGPOL, LTEPALLIN TOV
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EMMEPVKOTAL.

Oy1 ovyvéc Toplwon, evéoeBuipitida, LTOTLO, VUL,
Kepatomdbela, cuUEHOELG TG ipLdag, evamobicelg Tov
KEPATOEIOOVG, OIOTLLOTOV KEPUTOEDOVG YPAUUDGELG
TOL KEPATOELB0VS, ALYOG ot BEomng Eveong, epebiopog
o1 Béomg éveonc, Un uoloA0YIKO aicOnua otov
opBaAuO, epediopdg Tov PAEQApPOUL.

AvamvevoTikég, 0paKikég dlotapoyEc Kol daTopayés Tov HEcoBwPAKIOn
2oyvég Byag

Tlaotpeviepicéc dratapoyéc
2oyvég Nowtia

Alotapoyéc Tov SEPUATOC Kol TOL VITOSOPLOL 1GTOV

2oyvég AAdepyiéc avTidpaocelg (eEavonua, kvidmaon,
KVNopog,epLiNL)

AlotapoyéG TOV LVOGKEAETIKOD GUOTNLOTOG KOl TOL GUVOETIKOD 1GTOV

Hold ovyvég ApBparyio

Atgpevvnoelg

Holv ovyvég EvdopBdiua mieon avénuévn

# Qc avembopunteg evépyeieg opiotnray avemounta copBapato (6€ ToLAdyIoTOV

0,5 mocooTiaiec LovAdEC 0oOeV®MVY) 01 0OTOIEG TOPOVCIACTNKAY GE VYNAOTEPO TOGOGTO
(tovAdytotov 2 ekotooTiaieguovadeg) oe aobeveic mov AduPavay Oepameio pe ranibizumab
0,5 mg and 6t 6 exeivovg mov AduPavay Oepameio eréyyov (wevdn Bepomeio ) PDT pe
Verteporfin).

*mapatnpnnke puévo otov minbooud pe DME

AvemBountec evépyeleg Tov Tpoidvoc mov oyetilovtol Ue TNV KoTnyopio,

X1ig peréteg edong 11 yia v vyp AMD, 11 cuvolkn cuxvodTTo TOV 1N 0QOUALIKOV OLLOPPAYIDV,

pog avemBOunN NG EVEPYELNG TOL OVVITIKA GUVOEETAL UE TN GLGTNLOTIKY avaoToAn Tov VEGF

(avBpmmvov ayyelaol evéonilakoy avéntikod Tapdyovia), NTaV EAAPPE aVENUEVT GTOVS 0obeVElg
7ov voPANOnKav og Bepomeia pe ranibizumab. Ev tovtoig dgv vanpye akolovbia otnv euedvion kot
eEEMEN TV S10QPOPETIKOV TEPICTOUTIKOV apoppayiog. MeTd tnv evooboAmOT YOPNYNON AVACTOAEDV
oV avBpdTIVoL ayyelakov evéodniiokod avéntucov tapdyovta (VEGF), vmdpyet évog Bempntikog
kivduvoc aptnplakmyv OpopuposuPolkdv eneicodimv, TEPIAAUPOVOUEVOV EYKEPAUATKOD ETEICOOI0V KoL
EUPPAYLLOTOS TOV HVOKOPSion. XTi¢ KAviKES dokiuég Tov ranibizumab oe acBeveic ue AMD, DME,
PDR, RVO ka1 CNV mapotnpnfnie pa xopunin coyxvotnta epedvions aptnplokodv Opopfogpupfoikmy

EMEI0001MV, YOPIC VO VTTAPYOLV UEYAAES OLOPOPES LETOED TV OGOV TTov EAafav Bepaneio e
ranibizumab ocg cOykpion pe 11 OpadEg EAEYYOV.
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Ava@opd Thovoroyoduevey aveTtOUNTOV EVEPYELOV

H avagopd mhavoroyodueveoy avemBOUNT®V EVEPYELDY LETA OO TN YOPTYNoN GO0 KLKAOPOPToG
TOV PAPUAKELTIKOD TPOIOVTOG elvar onuavtikn. Emtpénet tn cuveyn mapakoiovdnon g oyéong
0PEAOVG-KIVOUVOL TOVL QOPUAKEVTIKOD TPOTOVTOG. Znteital amd Toug enayyelaticg vyeiag vo
avaQEPOLY 0TOIEGONTOTE TOUVOALOYOVUEVES aVETIOOUNTEG EVEPYEIEG LEG® TOV £0VIKOD GLOTNUATOG
ava@opdg Tov avaypdeetal oto Hapdptnua V.

4.9 Ynepdoocolroyia

[Teprotatikd Toyaiog vrepdocoroyiog Exovv avapepbel amd Tig KhMvikég pehéteg oty vypn AMD kot
T0, 0E0OLLEVA TTOV GLAAEYON KAV HeTd TV TomoBETnomn Tov otV ayopd. Ot avemBounTeg EvEpYeElEC TOV
oyeTicONKAV cLYVOTEPO LE AVTA TO TEPIOTATIKA TV 1) OENGT TG EVOOEOAAULNG TTiEOTG, 1] TOPOSIKT
TOPAWOT, 1 LELOUEVT OTTTIKN 0EVTNTA, TO OIONUA TOV KEPATOEWBOVG O TOVOG TOV KEPOTOELO0VG KOl O
0OoA KOS TOVOC. e mepinTmon vrepdocoroYiag, 1 evooEOdAuLa Tieon Tpémel va TopakoAovieital
KoL VoL avTILETOTILETOL KOTUAANAMC, Qv KpiveTal omapaitnto omd to Oepdmovta, wtpo.

5. OAPMAKOAOTI'IKEY IAIOTHTEZ
51 D oppoKodIVVEUIKES 1O10TTEG

Dappaxobepansvtikn karnyopio: OeOaiporoyid, aviveoayyelmtikol tapdyovtes, kKmduog ATC:
SO01LA04

To Byooviz givat Blo-opog1dég papprokevTikod Tpoiov. Aentopepeic TAnpopopieg ivon dobéoiueg otov
diktvoko tono tov Evponaikod Opyaviouod @apudkwv: http:/www.ema.europa.eu.

Mnyoviopog dpdong

To ranibizumab &ivat évo Tufpe avacLVILOGUEVOD OVEP®TOTOINUEVOD HOVOKAMVIKOD OVTIGMUOTOG
7OV OO KOTA TOL avOpOTIVOL aryyeloikol evootniiakod avénrikod tapdyovia A (VEGF-A).
Suvdéetal pe ueyoln ocvyyévela pe Tig woopoppés tov VEGF-A (w.y. VEGF110, VEGF121 kot
VEGF165),anotpénovtag pe avtd tov tpdmo Tt ovvdeon tov VEGF-A e toug vmodoyeic tov
VEGFR-1 ka1t VEGFR-2. H ctvdeon tov VEGF-A pe toug vmodoyeic Tov 0dnyel oe ToAAATAAGIOCUO
TOV EVO0ONAMAK®OV KOTTAP®V Kol veEouyyelwon, KaBd¢ kal og dtappon Tov ayysimv. Oia avtd
Bempeiton 0Tt GLUPAALOVY TNV €EEMEN TG VEOUYYELOKNG LOPPNC TNG NAKIOKNG EKQVAMONG TN OYPAS
KnAidag, Tng Taboloyikng poomiog kot CNV 1 ¢ éxntmong tng 0pacng Tov TpoKoAsito gite amd
oldnua ¢ oypas KNAdag dtafnTikng artiodoyiag 1 devtepomafég oidnuo TG wypac KNAidaG amod
RVO.

Khlvikn omoteAeouotikdTnTo, Kol 0GQOAEL

Ocporeio the vypnc AMD

Zmv vyp; AMD n kKAvikr| ac@dieio Kot amoTEAECUATIKOTNTA TOV ranibizumab éxovv a&odoynbel oe
TPELG TUYOLOTOIMUEVEG, OUTAQ TVQALG, EAEYYOLEVEG EITE LIE EIKOVIKT OYy®YT| EITE [LE OPOCGTIKY] OLGIN
perétec o1dpketag 24 unvav oe acbeveig pe veoayystokn AMD. Xvvolkd 1.323 acBeveig (879 élafav
dpaoTiKd PappoKko Kot 444 Ehafav QApUaKo EAEYXOV) CUUUETEIYOV O OVTEG TIG LEAETEG,.

X perétn FVF2598g (MARINA), 716 acBeveic pe ehdyiota kKAaotkég 1) AavBavouses ympig KAAGIKA
ototyela oAloidoelg ToyatomoOnkay og avaioyio 1:1:1 dote va Adfovv unviaieg evéoelg
ranibizumab 0,3 mg, ranibizumab 0,5 mg, 1 ewovikég evécelc.

> uerét FVF2587g (ANCHOR), 423 acBeveic pe aAloinoelg koping kKhaotkng CNV
toyoomoOnkay og avoroyia 1:1:1 dote va Aafovv ranibizumab 0,3 mg unviaia, ranibizumab

0,5 mg unvwaia, eite PDT pe t dpactikn ovoia Peptemoppivn. (apyikd Kot Katdmy kdbe 3 unveg, eav
N ayysoypapio e pAovopeseivn £dgtyve emipovi 1 VTOTPOTLALOVGA S10PPOT| TOV OYYEI®V).
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc
http://www.ema.europa.eu/

Ot kOpieg petproelg Twv anotereoudtov cvvoyilovion otov Iivaxa 1 kot v Ewéva 1.

Mivexkogl  Amotehéopora katd To Miva 12 kot to Mijva 24 otig peréreg FVF2598g
(MARINA) ko FVF2587g (ANCHOR)
FVF2598g (MARINA) FVF2587g (ANCHOR)
Métpnon Mnjvog Ewcovikn Ranibizumab PDT pe Ranibizumab
OTOTELECLOTOG aymyn 0,5 mg Beptemopoivn 0,5 mg
(n=238) (n=240) (n=143) (n=140)
AToAelo Mnvog 12 62% 95% 64% 96%
<15 ypoppdromv ctov
€heyyo omTikig Mfvag 24 53% 90% 66% 90%
o&vmrog (%)?
(,610m'1 pnom ™g
OpaoNGc, KOPLo
KOTOANKTIKO
onueio)
Képdog Mnvag 12 5% 34% 6% 40%
>15 ypappdrowv otov| Mnvog 24 4% 33% 6% 41%
ENeYYO OTLTIKNG
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)
(ypbppota) (SD)? Mnvaog 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] TS onTIKIG 0EVTNTAG 06 TV Evapln £mg 10 Mijva 24 6ot
perémFVEF2598g (MARINA) kan 6t pehétn FVF2587g (ANCHOR)
I

I; MeAiTn FVF2598g (MARINA)
'éﬁ 15 1
E 107
wr O .mﬂmﬂ"*"‘f‘fﬂm aaWa G
[=] E 5 1 T 15‘
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= =
Es E 0 1 =
5 = e - 4215
[ bb
= b
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d MeAérn FVF2587g (ANCHOR)
e 157
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o - B ¥
g1 T4yt 98 -
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2 Mrjvag
MARINA ANCHOR
-  Ranibizumab 0.5 mg (n=240) -  Ranibizumab 0.5 mg (n=140)
—@- Eikovikn aywyn (n=238) - PDT e Beptemopeivn (n=143)

Ta amoteAéouota Kot and ﬂg dvo ué?»érsg £0e1&av OTL M cuvéxléépsvn Oééanéid ue ranibizumab
Lmopel va o@eAnoet Kot Toug acbeveic mov amwieoav >15 ypdppata amd v Kodvtepa dtophopévn
ontwikn o&utnta (BVCA) katd tov mpmto ypdvo Bepaneiag.

ZTOTIOTIKA CUAVTIKG avaeepOueva amd acbeveic opEéAN TG OTTIKNG Aettovpyiog Tapotnpionkay
1600 oy MARINA 660 kot oty ANCHOR pe t Oepameia pe ranibizumab évavtt tg ouddog
eAéyyov ommg petpnnke and 1o epwtnuoatordyio NEI VFQ-25.

> perétn FVF3192g (PIER) 184 aceveic pe 0deg Tig poppég tng veoayyetaxng AMD
Toyaromombnkoyv og avoroyio 1:1:1 mote va Aafovv ranibizumab 0,3 mg unviaia, ranibizumab

0,5 mg unvwaia, eite ranibizumab 0,3 mg, 1 0,5 Mg 1 elKoVIKEG evEGELC pia POPEa TO UAVOL yio

3 ovveyoueveg d0oelg, akolovbodueveg amd yopnynon uiag 06ong pia eopd kébe 3 unves. Ao to
Mnva 14 g pueAéng, enetpdnn ot acOeveic mov vrofaiioviay oe yevdn| Bepaneia va Adfovv
ranibizumab kot amdtov Mnva. 19 ftav duvotov va yivovtan cuyvotepeg Bepaneicg. Ot acBeveig mov
£\afav ranibizumab ot pedétn PIER éhafav katd uéco 6po cuvorkd 10 Oepansiec.

Metd amd apytkn avEnomn katd Tov EAeYY0 OTTIKNG 0EVTNTOG (LETA amd T pnviaio yopRynom) Kotd
Uéco 6po, 1 omtTIKY 0ELTNTA, TV acbevdv eEAaTTOONKE UE TpLuNVIaio OGN EMIGTPEPOVTAS GTNV
apykn g Ten o Mrva 12 kot 1o anotédespo avtd datnpidnke otovg nepiocdtepovg acbeveic mov
éhafav Bepomeia pe ranibizumab (82%) tov Mnva 24. Iepropiopéva dedopéva amd acdeveic mov
£\afav ranibizumab petd amd yevdn Bepomeio vrodetkvoovy Ot | TpdUN Evapén g Bepameiog
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UTopel va cUVOEETAL [le KAAVTEPT SLOTHPNON TNG OTTIKNG 0EVTNTOC.

Agdopéva and dvo perétes (MONT BLANC, BPD952A2308 xoar DENALI, BPD952A2309) mov
Sie&nybnocav petd v éykpion emPePaiocov v aroteieopatikodtnta tov ranibizumab odid dev
KotédeiEav emmpocbetn dpdon amd ) cvvdvaouévn yopnynon verteporfin (Visudyne PDT) kot
ranibizumab o€ 6Vykpion pe ™ povobepoameia pe ranibizumab.

Ocporeio. ¢ EKTTWONS TS OPaoC oL 0Yeiretol oe devteporoty CNV aré PM

H xhvikn ac@dieio kot amotedeopatikotnta tov ranibizumab og aobeveic ue ékmtmon g dpoaong
7ov opeiletar o CNV oty PM a&loloynOnkav pe Baon ta dedopéva 12 pmvov g Simng
amokpuyng, eheyyxopevng Cotkng perétng F2301 (RADIANCE). Zg avtr  pekétn 277 acBeveig
Tuyotomombnkoy og avaroyia 2:2:1 oto akdlovda orEAN:

. Ouada I (docoroyikd oynua ranibizumab 0,5 mg kabodnyoduevo amd kprripio
«otafepoTnTagy ToL opilovial ¢ kauio petaforn ot BCVA cg ohykpion pe dbo
TPONYOVUEVEG Unviaieg aloAoYNCEL).

. Ouada IT (docoroyiko oyfue. ranibizumab 0,5 mg kabodnyoduevo and kprrpila
«OPaCTNPLOTNTOC TNG VOGOL» TTov opilovTal ¢ EKTTOoN TNG OpAcTG TOL YopaKTnpileTon amd
£v30- N VITOOUPIPANGTPOELDIKO VYPO 1 EvePYT| dloppon TTov ogeiretatl og PAGPN and CNV
ommg a&loloysital amd TOHOYPOPio OTTIKNG GUVOYNG KOl /1 PAOVOPOUYYELOYPAPIX).

. Opada I (emetpdmet oe acBeveic mov vrofariiovtay oe VPDT va Aapovv Bepamneio pe
ranibizumab om6 to Mnva 3).

Yy opada II, n omoia givar n cvvictdpevn docoroyia (BA. mapdypapo 4.2) 50,9% tov acbevav
oanaitnoav 1 M 2 evéoetg, 34,5% anaimoav 3 €mg 5 evéoerg ko 14,7% amaitnoayv 6 £og 12 evéoelg
Kkatd tn 12pumvn mepiodo g pekétg. [a 10 62,9% tov acbevav g opdadog I dev amortnnkay
EVEGELC OTO 0EVTEPO OUNVO TNG UEAETNC.

Ta Bacuct anoteréopota g RADIANCE cuvoyilovtat otov Iivaka 2 kot v Ewkova 2.

IMivokoc 2 Amoteréopata kotd to Mnve 3 kar 12 (RADIANCE)

Oudoa | Opaoa 1l Opaoo II
Ranibizumab Ranibizumab vPDT#
0,5 mg 0,5 mg
“omTiKn “ApaotnprotTnTa
otafepotnTa” ¢ véoov”
(n=105) (n=116) (n=55)
Mnvag 3
Méon extiunon petapoing g BCVA amo to +10,5 +10,6 +2,2
Mnva 1 éog to M1jva 3 6g cOyKpion petnv
opykn® (ypappotar)
[Tocoo16 acbevav mov képdicav:
>15 ypdupota, 1 enétvyav >84 ypauuatactn 38,1% 43,1% 14,5%
BCVA
Mnvag 12
ApBudc evéoemv m¢ to pnva 12:Mécog
AWGEGOC 4,6 3,5 N/A
4,0 2,5 N/A
Méon extipnon petapoing tng BCVA amd +12,8 +12,5 N/A

0 M1va 1 émg 10 Miva. 12 6g cuykpion petnv

apyn (Ypajpota)

[Tocoo16 acbevdv mov képdioav:

>15 ypdupora, 1 enétvyav >84 ypauuatactn

BCVA 53,3% 51,7% N/A

*p<0.00001 ocvykpion pe opada eréyyov VPDT

B Tuyrprricdg Eleyyog £mg to Mva 3. Ot acbeveic toyaomomOnkav oe VPDT kon enetplmn va
Mapovv Bepameia pe ranibizumab and tov Miva 3 (otnv oudda 11T 38 acbeveic élafav ranibizumab
amd To Mnva, 3)
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Ewova 2  Méon petapori] amo v apyki) BCVA pe 1o ypdévo g o Mijva 12
(RADIANCE)

209

- 10/ Vi +1;i:.,1 | , | ! '
| Y e s
|/ ?/ A + h ¥‘|+ h '_‘f' - l +9,3

Meon petafodn e ontknic oEbmTas and
10 apyd enineda +/- SE (ypappata)

= -

] I I I ] I ] ] ] I ] ] I I ] ] I ] I I I ] ] I I I
0 1 2 3 4 5 6 7 8 2] 10 11 12
Mnvac
Ranibiznmab 0.5 mg Opaoa [ Ranibizumab 0,5 mg Opaoa I1
e : e BEH A o
watd atafeporoinom (n=105) KOTd opactmotnta e vosown=116)
o Duada PDT pe verteporfin Opdada a4k Ranibizumab 0.5 mg/Verteporfin PDT
I (n=55) Opada I and tov piva 3 kon petd (n=35)

H BeAtioon ¢ 0paong cuvodedTnke amd Heimor 6To TaY0G ToV KEVTPIKOD aUPIBANGTPOEO0VGS.

Ta avapepopeva omod Tovg 0obeveic opéAN mapatnpnOnkay ota okéAn Oepameiog pe ranibizumab
évavti g VPDT (tun p <0,05) og tpog tn Bertimon otn ovvOetn Pabuoloyia kol o€ apKeTEG
VIOKMPLOKES (YEVIKN OPOGT), KOVTIVEG OpaCTNPLOTNTES, WLYIKN LYEln Kot eEGpTnon) Tov
gpotnuatordyo NEI VFQ-25.

Ocspancio tne éxmrwonc e opoonc mov ogeiletar o CNV (extdc ard thy dsvrepomaldn arxd PM ko v

vypric uoperc AMD)
H xhvikf] ac@dieto kot amotedeopatikotnta tov ranibizumab ce aobeveic pe éxkmtmon g dpaong
mov opeiletan o CNV a&loroynOnkav pe Baon to dedopéva 12 unvav g dSmAng amdkpouyng,
gleyyouevng pe sikovikn Oepomeio (ot perétng G2301 (MINERVA). Ze avth tn perét
178 acBeveig TuyatomomOnkoy ce avaroyia 2:1 dote va Adfovv:
. ranibizumab 0,5 mg apytid, okoAovBoVpEVO amd E0TOMKEDUEVO SOGOAOYIKO GYNLLOL
k000N Yo OUEVO Ao TN SPAGTNPLOTNTO TNE VOGOL OTIMG 0 Th a&loAOYEITOL QIO TV OTTTIKN
o&vtrTa /Kot avaTopKES TapauéTpoug (.. Ekmtmon ¢ ontikng o&vmrag (VA) gvdo- 1
VTOOUPIPANGTPOELDKO VYPO 1| drappon.
. Ewovikn éveon apyikd, akoiovBovuevn amd eEatopkevuévo BepamenTikd oy
KkaBodnyobueVo amod T dpacTnpPlOTNTO TG VOGOV.

Katd 1o Miva 2, 6hot ot acBeveic Elapav avoiktig emonuavong Oepaneio. pe ranibizumab copewva
LLE TIG OVAYKEG TOVC.

41



Ta Baocwd amoteréspota g MINERVA cuvoyilovrtal otov Iivaka 3 kot tnv Ewkéva 3.
Mopatnpndnke Pertioon g 0pacnc TOV GUVOSELTNKE ATO PEIMOT] GTO TAYOG TOVKEVTPIKO
vonediov Katd TV tepiodo Twv 12 unvov.

O pécog apBpog Tmv evécewv mov yopnynonkav ce dtdotnua 12 unvav frav 5,8 otov kKLado tov
ranibizumab évavti 5,4 otovg 0o0eveic 6TOV KAGOO TG EIKOVIKNG £VEGTG O 0TTOI0L TAV KATAAATAOL
yio va AdBovv ranibizumab petd to Miva 2. Ztov kKAGS0 g ikovikng Oepomeiag 7 amd Tovg

59 aobBeveic dev ElaPav Oepoameia pe ranibizumab otov vd pekétn oEOOAUO Katd T didpKela TG
TEPLOOOL TV 12 pnvdv.

IMivaxag 3 Anoteréopata katd To Miva 2 (MINERVA)

Ranibizumab 0,5 mg | Eiwkoviki Ogpancia
(n=119) (n=59)

Méon petofoin g BCVA amd v évapén émog 10 9,5 ypbppata -0.4 ypdupota

Mnva 2 ¢

AocBeveic mov képdioav >15 ypdppata amd v 31,4% 12,3%

évapén N enétoyav 84 ypdupato to Miva 2

AocBeveic mov dev Egacav >15 ypaupoto amd Ty 99,2% 94,7%

évapén €oc 10 Mnva 2

Meimon g CSFTP amd v évapén éoc To Miva 2 ¢ 77 um -9,8 um

* Movomievpn ouykpion p<0,001 pe v opddo eAéyyov eikovikng Oepameiog
P CSFT - méyog Tov KeVIPIKoD VITOTESIOV TOL APPPANGTPOEISOVC.

Ewova 3 Méon petafori] amo Tnv apywkiy BCVA pe 1o ypovo éog to Mijva 12 (MINERVA)

10+

=
|

Mézan petafoin mg BCVA +/- 95% CI

=
—
=]
= DA TU*P"j"I ovoayTr Emorpaver, 1o ranibizumab
= TURTHTTOINIEVT) EMETPATY Ko oTa 500 okEAn
=_ Ranibizumab bvanTi

_j —

EIKOVIKA G EvEORG
T T

0 1 2 3 4 5 6 7 8 9 10 11 12
Mivae

Ocpaneia: —e— Ranibizumab 0,5 mg (N=119) --o--  Ewovikn evean (N=59)
* n aopampnbeion péon BCVA pmopel va duapéper and tny Méon BCVA shayiotov Tepaydvoy

Ortav ovykpiverar To ranibizumab évavtt eAéyyov e ekovikn éveon katd to Mnva 2 mapoatnpnonke

otafepd amotédespa TG Bepaneiog 1060 GLVOAKE 0G0 Kol 6TO €DPOG TV VTOOUAOWV OLTIOAIYNONG
KaTA TV Evopén:
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Mivakag 4 Amnotéleopa Ogpameiag 6VVOMKA KO 6TO E0POG TOV VTOORAS OV
aToAdynoncKata TV évapin

YUVOMKE Ko avd grTioddynon katd Ty | Amotéreopo Ogpaneiog ApOpog aclevov [N]

évapln £vavTL EIKOVIKNG £veoT)g (Ospamciateikoviin
[ypopparal éveon)

ZUVOMKG, 9.9 178

Ayyelo1deig Touvieg 14,6 27

Metoapleypovmong 6,5 28

appipAncTpoyoplocidonddela,

Kevtpikn opdong 5,0 23

YOPLoOUPIPANGTPOEdOTTAOELDL

[310mafng yoproaupipAnotposidondfeia 11,4 63

IMowcikeg ottoroyiec? 10,6 37

* TepAapPAVEL S1APOPES ATIOAOYIES YOUUNANG GLYVOTNTOS EUPAVICTG TTOV OV TEPTAOUPAVOVTOL OTIC
GAAeC VTOOUAOEG

> Lot peaétn G2301 (MINERVA), névte épnPot acbeveic nikiog 12 éog 17 etdv pe
devteponadn éxntwon g opacns omd CNV éhafav avoiktig emonpovong Oeponeia pe ranibizumab
0,5 mg xotd Vv Evapén axoiovBodevr omd e£0ToUIKELUEVO BEPATEVTIKO GYNILO OTIMG KOl Y10 TOVG
evnAkec acBeveic. H BCVA mapovoiace Peltioon and v évapén Eog 1o Mnva 12 kai 6toug mévte
aoBeveig n ool Kupaivovtay amd 5 émg 38 ypdppota (Lésog 6pog 16,6 ypdupata). H Beitioon g
OpuoTG GLVOSEVOVTAY OO Mo 6Tafeponoinon N Lel®oN GTO TAYOG TOV KEVIPIKOD VITOTENIOV. X pia
nepiodo 12 unvav. O uécog apBpuog Tmv evEGE®V oL YopnyHonKe otov VIO HEAETN 0POAAUO oE
Stdotnuo 12 pnvov frav 3 (kopaivovtor amd 2 £mg 5). Zvvolka 1) Ogpomeia pe ranibizumab frav
KOAG OVEKTT.

Ocporeio e Exmrwanc e opoons wov opeiletar oe DME

H amoteleopatikdmra Kot 1 ac@dieia tov ranibizumab a&oroynhnkav ce Tpeic TuYOOTOINUEVEG,
eAeYYOUEVEC LEAETEG OLAPKELNG TOVAdYIoTOV 12 unvav. Xuvolkd 868 acBeveig (708 evepyol kot
160 eréyyov) cvuueteiyov e 0VTEG TIG LEAETEC.

2t pedétn edong I D2201(RESOLVE). 151 acBeveic vropAnonkav oe Oepomeia pe ranibizumab

(6 mg/ml, n=51, 10 mg/ml n=51) 7 ewovikn Oepoameia (n=49) pe unviaieg evdodarmdelg evéoelc. H
pecootabuikn petafoin omnv BCVA a6 to Miva 1 émog to Miva 12 o€ cuykpion pe ta opyikd
enineda NTav +7,8 (£7,72) ypaupoate cuykevipotikd og acbeveic mov Elafav Bepancia pe
ranibizumab (=102 cg coykpion pe -0,1 (£9,77) ypdupata yio. Tovg aobeveic VTG EIKOVIKT ay®yn Kot
n péon aAroyn ot BCVA katd 1o Mniva 12 and ta apyikd enineda nrov 10,3 (£9,1) ypdppota o
ovykpion pe -1,4 (£14,2) ypapparto avriotorya (p<0,0001 yuo t dapopd tng Oepaneiag).

> pekétm eaong 111 D2301 (RESTORE), 345 tuyatomombnkav ce avoroyia 1:1:1 dote va Aapovv
povoBepameio e ranibizumab 0,5 mg kot gikovikn ayoyn eotonnéiog e laser ce cuvdvaoud pe
ranibizumab 0,5 mg xou pwtomn&iag pe laser, eite ewovikn £veon kot pwtomnéia pe laser. 240
acBeveic o1 omoiot giyav mponyovuévag orokAnpacel t 12unvn perétn RESTORE, evtdyOnkov otnv
QVOIKTNG EMONUAVONG TOAVKEVTPIKT| 24unvn Tapdtacn g pedétng (RESTORE Extension). Ot
acbeveic Ehafav Oepaneio pe ranibizumab 0,5 mg pro re nata (PRN) otov 310 0@BaApod pe v kopla
perét (D2301 RESTORE).

Ot kipieg petpnoelg tov anotelespdtav cuvoyiloviar otov Iivaka 5 (RESTORE kot Extension) ko
v Ewova 4 (RESTORE).
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Ewova 4 Méon petaporn g otk 0EVTNTOG 06 TV Evapsn pe TV TAPO0S0 TOL YPOVOV
ot perém D2301 (RESTORE)

: Mﬁ-‘%ﬂ#ﬁ 6,81+ 6,4

&

| L.

" +821+54°

-

Mean peTafohs Tng ommkng ofdTnTag amd
10 apyika emimeda +/- SE (ypappara)
i

'
(]

0 1 2 3 4 5 6 7 B 2 10 12
Mrjvacg 11
Gpﬁﬁﬂ HEPUWEiﬂq o2 Ranibizumab 0,5 mg (n=115}

=% Ranibizumab 0,5 mg + Laser (n=118)
=88 |asar (n=110)

BL=0pykeg Tipéc SE=tomko opaipa and ) péon npn (standard error of mean)
* Awpopéc péomv ehayiotov Tetpaydvav, p<0,0001/0,0004 Bucicpéves oe aupuTieupn
duaoTpopatopévn éoxipacio Cochran-Mantel- Haenszel.

To amotédeopa otovg 12 pves ntav 6to8epd 6TIC TEPLEGOTEPES VIOOpAdES. EviovTolg, dtopa pe
apywn BCVA >73 ypappoto Kot oidnpe tng @ypag KnAidog pe Tayog KEVIPIKOD apgiBANGTPOEd0ng
<300 pum dev eavnke vo. etoeelovvTo oo ™ Bepameio pe ranibizumab e ovykplon pe potonnéio
laser.
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MMivoxog 5 Amoteréopata katd To Miva 12 ot perétn D2301 (RESTORE) ko kota ToMiva 36

ot Mehétn D2301-E1 (RESTORE Extension)

Métpnon amoteheoudtov Kotd o Miva 12| Ranibizumab Ranibizumab Laser

o€ oUYKPLOT LLE TO OPYIKA EMITESD GTN 0,5 mg 0,5 mg + Laser

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

Mecootafukn petafoin otnv BCVA 6,1 (6,4)? 5,9 (7,9)2 0,8 (8,6)

a6 to Mva 1 éo¢ 1o M1jva 122 (£SD)

Méon petafoin otnv BCVA Kartd to 6,8 (8,3)? 6,4 (11,8)? 0,9 (11,4)

Mnva 12 (£SD)

Képdog >15 ypapporo i BCVA 22,6 22,9 8,2

>84 pdppoata kKatd to Mrva 12 (%)

Méooc apBudc evéoewv (Mnveg 0-11) 7,0 6,8 7,3
(ewoviknéveon)

Métpnon amotedéopatog katd to Mfva 36 |Prior ranibizumab | Prior ranibizumab Prior laser

o€ oVYKPIoN LLE TO APYIKA EMITEDD, TNG 0.5 mg 0.5 mg + laser

D2301 (RESTORE) ot n=83 n=83 n=74

perétn D2301-E1 (RESTORE Extension)

Méon petafoin otn BCVA katd 10

Mo 24 (SD) 7,9 (9,0) 6,7(7,9) 5,4(9,0)

Méon petaforn otn BCVA katd 10

Mfjva 36 (SD) 8,0 (10.1) 6,7 (9,6) 6,0 (9.4)

Képdog>15 ypappata n BCVA

>84 ypapupiare kot 1o Mijva 36 (%) 27,7 30,1 21,6

Méoog apBuog evésewv (Mrveg 12-35)* 6,8 6,0 6,5

4n<0,0001 yia cvykpicelg Tov ckelmdv Tov ranibizumab évavtt Tov okélovg tov laser

n otnv D2301-E1 (RESTORE Extension) givat o apBudc tov acbevov pe pétpnon 1060 oty
apynuétpnon e D2301 (RESTORE) (Mnvag 0) 660 kot katd tnyv enickeyn tov Mnva 36.

* To 1060610 TV aoBeEV®OY OV dev ypetdotnkay Oepameio e ranibizumab katd tn dibpkeia g
peAétng eméxtaong Nrav 19%, 25% kot 20% o1ig opddeg acbevav mov elyav AdPet Tpornyovpuévag
ranibizumab, ranibizumab +laser ko laser avtictouya.

ZTOTIOTIKMOG ONUOVTIKE OVOpEPOUEVH A0 TOVG Aceveic 0PEAT Y10l TIC TEPIOTOTEPESG OYETILOUEVEG [UE
v 6pacn Aettovpyieg mapotnpnOnkay pe ™ Bepameio pe ranibizumab (e M yopig laser) évavtt g
opadog eEréyyov 0mmg petpndnke amod to epmtnuatordyo NEI VFQ-25. Agv unodpecav va
TekUNPLOoVV dlapopéc otn Bepameio yio GALES VITOKMUOKEG 0LTOV TOV EPMOTNUATOAOYIOV.

To mpoeik paxpompdbecung aceaieiag tov ranibizumab mov mopoatnpOnke onv 24unvn peiém
EMEKTOONG EIVOL GOUPOVES LE TO YVMOGTO TPOPIL acpalelag Tov ranibizumab.

> perétn eaong 111 D2304 (RETAIN), 372 acOeveic pe ékmtmon g dpacnc Aoy DME
Toyotomombnkay og avoroyio 1:1:1 dote va Adfovv:

. ranibizumab 0,5 mg pe tovtdypovn pwrtorn&ia ue laser copemvo pe Bepanevtikd oynuo
yopnynon Oepaneiog xon wapdroong (TE),
. uovobepameia ranibizumab 0,5 mg ovuewva pe Bepanevtikod oynuo TE,

ranibizumab 0,5 mg cOugova pe Oegpomevticd oyfiua PRN.

e Ohec T1c opddeg to ranibizumab yopnynbnke og unviaio pecodlactpoto émg 6tov 1 BVCA ftav
otabepn yio. ToLAGyIoToV 3 cuveydueveg unviaisg aloloynoeic. Ynd TE 1o ranibizumab yopnynonke
oe pecodaotipata Oepaneiog 2-3 unvav. Xe dheg Tic opddeg | pnviaio Bepameio dpyle Eavd o
nepintoon peimong g BCVA Aoym e&éMéng tov DME ka cuveyilovtav émg v emavenitevén

otabeprig BCVA.

O apBpdc TV TPOYPOLUATICHEVOV EMOKEYE®V e xopnynomn Bepaneiog petd Tic apyikés 3 evéoelg,
nrav 13 kot 20 ywo 1o Bepamevtikd oynuo TE kot o Oepamevtuco oynpa PRN avtictoya. Me ta dbo

45




Bepomevticd oynuoto TE mepicodtepo amd 70% tav acbevav diampnoav v BCVA pe o
CLYVOTNTA EMCKEYEWDY >2 UNVDV.

O1 KVpleg PHeTPNOELg TV amotelecudtov cuvoyilovtar otov [livaka 6.

IMivokog 6 Amoteléopata oty perétn D2304 (RETAIN)

Métpron amotelécHatog
o€ GUYKPLOT| LE TA OPYLKA
emineda

TE ranibizumab
0,5 mg + laser
n=117

TE ranibizumab
0,5 mg povo
n=125

PRN ranibizumab
0,5 mg
n=117

Mecootafpukn pnetafoin

omv BCVAr6 t0

Mnva 1 éwg to

Mnva 12 (SD)

Mecootafpukn pnetafoin

omv BCVAan6 t0

Mnva 1 éwg to

Mnva 24 (SD)

Méon petofoin oty

BCVA Karté 0

punva 24 (SD)

Képodoc >15 ypapparta 1

BCVA 284 ypauuata 25,6 28,0 30,8

katd toMnva 24(%)

Mécog ap1Buog

evécewv (unveg 0-23)
4p<0,0001 yio a&loAdynomn un katotepodTNToC Evavtt tov PRN

5,9 (5,5)® 6,1 (5,7)® 6,2 (6,0)

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

8,3 (8,1) 6,5 (10,9) 8,1 (8,5)

12,4 12,8 10,7

211c peréteg tov DME n Beltioon tg BCVA cuvodedtnke oo pio Leimon Ue To ¥povo TG HECTS
CSFT og 0\eg g opddeg Bepomeiog.

Ocporeio tne PDR

H xhvikr ac@dieto kot amotedeopatikotnta tov ranibizumab oe acbeveic pe PDR &yet a&lodoynfel
amo6 to Protocol S 1o omoio a&loldynoe Tig evdodarmdelg evéoelg 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 g cofapotntog g Atapntikng
ApoeiBinotposidondabdeiag (DR) a&oroyndnke pe Baon tic potoypapieg fubod ypnopomoimvtag tnv
Babuoroyia copapotntac DR (khipaka DRSS).

To Protocol S fjtav pio ToAvkevTpikn, TUYOTOMUEVT], EVEPYA-EAEYXOUEVT, TAPAAANANG EYYPAOTC,
un katotepdtnTag perétn eaong I, otnyv omoia eveypdonoav katd tnv évapén 305 acbeveic

(394 peretdpevor opBoiuoi) ue PDR pe 1 yopic DME. H pelét cvvékpive evooiaimdelc evEGELG
ranibizumab 0,5 mg évavt Bacikng ayoyng pe PRP. Zuvolkd 191 pdrtia (48,5%) tuyatomomOnkay cg
ranibizumab 0,5 mg kot 203 patie (51,5%) toyaomomdnkay og PRP. Zvvolikd 88 opbaiuoi (22,3%)
giyov DME otnv évapén: 42 (22,0%) xaid6 (22,7%) opboipoi otig opddeg ranibizumab kot PRP,
avtictolya.

e ot T peAéTn, N uéon UetafoAn g onTikng 0&0TNTAG 6T0 £T0¢ 2 T +2,7 YPAUpoTe 6Ty
opdda ranibizumab oe oOykpion pe 0,7 ypappota oty opdda PRP. H dwapopd pe tv puébodo
erayioTov TeTpaydvev ftav 3,5 ypaupata (95% Cl: [0,2 éng 6,7]).

To étoc 1, 41,8% tov opBoipudv eupdvice Peitioon >2 Babuideg oty kAiipoko DRSS otav élafov
ayoyn pe ranibizumab (n=189) cvykpitikd pe to 14,6% tov o@baiudv mov éhofe Bepaneio pe PRP
(n=199). H extipumdpevn dapopd avaueco oto ranibizumab kot to laser frov 27,4% (95% CI: [18.9,
35,9)).
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Hivaxag 7 Bektioon 1] emodsivoon oty kKhipoka DRSS kota >2 q >3 Badpideg tov ypovo 1
oetoProtocol S (M£0odoc LOCF)

Katnyoplomoinon Protocol S
petapoing and Ty Ranibizumab0,5 mg PRP (N=199) Awg@opa otnv
évapén (N=189) nocootmen (%0), Cl
>2 Babuideg Pertioon
n (%) 79 29 27,4
(41,8%) (14,6%) (18,9, 35,9)
>3 Babuideg Pertioon
n (%) 54 6 25,7
(28,6%) (3,0%) (18,9, 32,6)
>2 Babuideg emdeivaon
n (%) 3 23 -9,9
(1,6%) (11,6%) (-14,7,-5,2)
>3 Babuideg emdeivaon
n (%) 1 8 -3,4
(0,5%) (4,0%) (-6,3,-0,5)

DRSS = diabetic retinopathy severity score — pabuoroyio cofopotnrag StofnTikng
appipAnctpogidonddeiag, N = ap1Budc achevadv Tov TANpovoay Ta KpLThpla kotd tnVv emickeyr, N =
GUVOAIKOG 0plOLOC LEAETMUEVOY OPOUALDV.

Tov xpdvo 1 oty oudda mov éhaPe Bepaneio pe ranibizumab oto Protocol S, n Beitioon >2 Pabuideg
KAipoaxag DRSS ftav otabepn og opBoipovg yopic DME (39,9%) kot pe DME xatd tv évapén
(48,8%).

Mia avéAivon and ta amoteléopata 6to £tog 2 and to Protocol S mapovsiace 611 42,3% (n=80) v
0oy otV opddo mov Ehape ranibizumab eiye Bedtioon >2 Babuidec otnv Khipoka DRSS amd
v €vapén ocvykpvopevo pe 23,1% (n=46) tov opbaiudv atnv opdoa PRP. Znv opdda mov rafe
ranibizumab, napatnpnnke Bertioon >2 Babuidec otnv khipaka DRSS amd v apyikn tiun oto
58,5% (n=24) tov opBoiudv pe DME oty évapén kot 37,8% (N=56) tov opbarumv yopic DME.

H BaBporoyia tng coPapdmrag tng DRSS a&lodoynOnke eniong o tpeig Eexwpiotés ueAéteg edong
111 DME (ranibizumab 0,5 mg PRN évavtt laser) mov ovumepierdupovay cuvorikd 875 aobeveic, ek
TV ooi®mV T0 75% MTaV aCLOTIKNG KOTOY®YNG. L€ L0l LETA-0VAAVGT] OVTAV TOV PEAETMV, TO 48,4%
v 315 acBevav pe Babuidec Pabuoroyiog DRSS oty vmoopdda acbevav pe pétplo cofopn un
napayoykn DR (NPDR) 1 xepdtepa katd tnv évapén g uerétng eppdvicav >2-Baduideg fertioon
oto DRSS oto Mrva 12 étav vropAndnkav oe Oepaneio peranibizumab (n=192) évavt 14,6% tov
acBeviv mov ElaPav Oepancio pe laser (n=123). H extipdpevn dtapopd peta&d ranibizumab ko laser
nrav 29,9% (95% ClI: [20,0-39,7]). Xe 405 acBeveic fabuoroynuévoug katd DRSS pe pétpron
kaAvtepn NPDR, mapatnpndnke >2-Babuideg fertioon DRSS cg 1,4% kat 0,9% tov opddmv
ranibizumab kou laser, avtiotouya.

Ocpomeio. ¢ EKTTWONC TS OPATHE OV 0PEIETOL T8 deVTEPOTABEC 0idnUo. TS WYPac knlidac amd RVO
H chvikr ac@dieia kot amotedeopatikodtnta tov ranibizumab ce aoBeveic pe éxmtmon g dpacng
7ov opeiletan og devtepomafég oidnpa g wypdg knAidog ard RVO a&loloynOnke otig )
Toyotomomuéveg, dSmhd TveAéc, eaeyyoueves pehéteg BRAVO kot CRUISE otig omoieg evdyOnkoav
aocBeveig pe BRVO (n=397) ka1 CRVO (n=392), avtictoiya. Kot otic dvo peréteg, o1 aobeveig Erapav
eite 0,3 mg 1 0,5 mg ranibizumab 1} yevdeic evécelc. Metd amd 6 ufveg ot 0obeveic Tov GKEAOVG
gAéyyov mov AduPovay yevdn Bepameia petokviOnkay oe ranibizumab 0,5 mg.
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O1 k0pleg petpnoels Tmv amoterecudtav amod tig peréteg BRAVO kot CRUISE cuvoyilovtal 6tov
ITivaxa 8 kot T Etkdveg 5 ko 6.

Mivaxog 8 Amoteréoparo katd o Miva 6 kon 12 (BRAVO ko CRUISE)

BRAVO CRUISE
Yevong Oepancio/ |Ranibizumab | Wevdng Oepancio/ |Ranibizumab
Ranibizumab 0,5mg Ranibizumab 0,5 mg
0,5 mg (n=131) 0,5mg (n=130)
(n=132) (n=130)
Méon petofoin oty
OTTIKN 0ELTNTA KATH TO
Mnva 6% (ypappozo) 7,3 (13,0) 18,3 (13,2) 0,8 (16,2) 14,9 (13,2)
(SD) (10p1o kaToANKTIKO
onueio)
Méon petoafoin ot
BCVA xotd to Mniva 12 12,1 (14,4) 18,3 (14,6) 7,3 (15,9) 13,9 (14,2)
(ypappata) (SD)
Képdog >15 ypappota
TNV OTTIKN 0&LTNTA 28,8 61,1 16,9 47,7
Katd 10 Miva 6% (%)
Képdog =15 ypdpupata
oTNV onTIKn o&vTNTOL 43,9 60,3 33,1 50,8
katd to Mnva 12 (%)
[Mocoo16 (%) mov élafe
Oepamneio '616(003911@; ue 614 344 NA NA
laser katd ) dtbpkeia
12 unvav

“p<0,0001 Ko yio T1g 600 peAéteg
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Ewova 5 Méon perapoir] amd ta apykd enineda tng BCVA pe 1o xpévo wg to Mijva 6 ko
ToMnva 12 (BRAVO)

+18.3
20 1
] 2 +18,3
g 18 H% \\}—W{
[=l=) )
g 16 1 /£/ 4
Ea
2 & J( ;
e L i
§' r:-f'J 12 e +121
*
";E"‘ = 10 /
peeiyl
g5
S 2 7
286 8wy
ge
= 4
. OKENOG EAEYYOU HE okEhog eAEyyou pe weuldn Bepameia
wewbn Bepameia GiooTavpwvepevo ot ranibizumab
0 1 T T T T T T T T T T T T T T T T
0 1 2 3 4 5 & 7 g 9 10 11 12
Mrjvag
Opéba Bepameiac =58 Weudng epanmeiairanibizumab 0,5 mg (n=132)
-—ae Ranibizumab 0,5 mg (n=131)

BL=apykéc nipés SE=tvmrd opdhpe and m péon tyu (standard error of mean)

Ewoéva 6 Méon petaforn amod to apyika enineda g BCVA pe to ypovo wg 10 Mijva 6 kan
7o Mijva. 12 (CRUISE)

KEhog EAEYY aK EMEyOU {17 aTrEia
i . a:i:: Pt | m:ﬁ:umﬁmﬁﬁ rl'rzlﬁgumlb

+14,

9
7o \H/‘}_'N/I +13,9

— —_— —
o [ =] [ ) =
PR n

1a apyka emimeda +/- SE (ypappara))
oh

Méearn peTaBohr] g ommkg ofuTnTag amé

Mrvag
Opaba Bepateiag B-5-8 Wewbng Bepameic/Ranibizumab 0,5 mg (n=130)
G Ranibizumab 0.5 mg (n=130)

BL=apyéc tipéc SE=tomkd apdija axd 1) uéon tun (standard error of mean)
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Kot otic 600 peréteg 1 Belticoon g Opaong cuVOSELOVTAY OO L0l GUVEYT] KOl CTLLOVTIKY] Leimon
TOV OLINILATOG TNG WYPAS KNAISOG OTTC PLETPONKE ad TO TYOG TOV KEVTIPLKOD OUPIPANGTPOEISOVG.

>e aoBeveig pe CRVO (CRUISE ka1 enéktaon pedétng HORIZON): O acBeveic mov Adppovay
yeudn Bepameio katd Tovg TPDOTOLE 6 UAVES Kot akoloObmg Elafav ranibizumab dev enétuyov
ovykpioipo KEPAN oty onttikn 0&0TNTA £ To M vl 24 (~6 Ypdupota) 6 cOUYKPIOT e 0oDEVEIG TOV
vrofAndnkov o Oepancio pe ranibizumab amd v évapén e pekémg (~12 ypdppara).

ZTOTIOTIKOG ONUOVTIKG 0pEAT avaeepoueva omd acbeveic o vrokAipokeg wov oyetilovtan e )
SpuoTNPLOTNTO GE KOVTIVI Kot Lakpvi] andotaoT Tapatnprinkay pe t Oepomeia pe ranibizumab
€vavTi NG opadog EAEYYOL OTmg petpndnkav amd to NEI VFQ-25.

H poxporpofeoun (24 pnveg) KAMVIKN ao@dAga Kot omotelecpotikotnto Tov ranibizumab ce
aoBeveig pe Eékmton g 6pacng mov opeikeTal o devtepomadig oldnua T wypdg kniidac ard RVO
a&loroynOnkoyv otic peréteg BRIGHTER (BRVO) kaw CRYSTAL (CRVO). Kot otic 2 peiéteg ot
acBeveic Elafav docoroyikd oynue 0,5 mg ranibizumab PRN kabodnyovuevo amd eotopukevpéva
kprmpa otadeponoinong. H BRIGHTER ftov pia peiétn pe 3 okéin, Toyoomompévn, eAeyyopevn
ue dpaoTikn ovsio 6mov cuykpibnkav Ta 0,5 Mg ranibizumab yopnyovueva wg povobepansio 1 oe
ovvdvaoud pe TpootiOiuevn potomnéio pe laser ue v potonnéio pe laser povo. Metd amd 6 pnvec,
ot acbeveig o610 okéLog TG oTonnéiag pe laser propovoav va AaBovv 0,5 mg ranibizumab. H
CRYSTAL ntav pia perétn pe éva okéhog pue povobepomeio 0,5 mg ranibizumab.

O1 k0pieg petpnoelg Tov omotereopdtov amd tic BRIGHTER kot CRYSTAL cvvoyilovtat otov
[Tivaxa 9.

IMivaxog 9 Aroteréopata 6tovg Mijveg 6 kan 24 (BRIGHTER kot CRYSTAL)

BRIGHTER CRYSTAL
Ranibizumab Ranibizumab Laser* Ranibizumab
0,5mg 0,5 mg N=90 0,5 mg
N=180 + LaserN=178 N=356
Méon petofoin
ggﬂ:ﬂ‘l’g“ﬁa o +14,8 +14,8 +6,0 +12,0
Mvor 67 (10,7) (11,13) (14,27) (13,95)
(ypappata) (SD)
Méon petafoln
gg:n‘;ﬁ';‘la . +15,5 +17,3 +11,6 +12,1
Mivor 249 (13,91) (12,61) (16,09) (18,60)
(ypéppata) (SD)
Képdog
>15 ypappota,
GTNV OTTIKN 52,8 59,6 433 49,2
o&vTa Kotd 10
Mnva 24 (%)
Mécog ap1Buodg 11.4
evéoewv (SD) s 8’1) 11,3 (6,02) NA 13,1 (6,39)
(Mnveg 0-23) ’
2 p<0,0001 ko ywo T1c cvykpiceig otnv BRIGHTER to Mnva 6: Ranibizumab 0,5 mg évavtt
Laser kot Ranibizumab 0,5 mg + Laser évavtt Laser.
b p<0,0001 ywo TNV undevikn vrodeon otnv CRYSTAL 611 1 péon petaforn oto Mnva 24amd
TOL OPYIKG emimeda givarl undév.
* Eekwvovtag and to Mrva 6 1 Ogpaneia pe ranibizumab 0,5 mg entpendtav (24 acbeveic
Ehapav povo Oepoameio, laser).

Ytmv BRIGHTER 1 O¢gpomneia pe ranibizumab 0,5 mg pe npoctifépevn potomnéio pe laser enédeiée
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un-kototepdTNTO EVvavt Tng povobepameiog ranibizumab and to apykd enineda £mg To Mrvo. 24
(95% Cl1-2,8, 1,4)

Kot otig 600 peréteg mopatnpnonie toyeio Kol GTOTIGTIKG GNUOVTIKY HEIOT amd TO apyIKa enineda
TOV TAYOVG TOV KEVIPIKOV VITOTESTIOV AUPIPANGTPOEB0VS T0 M1jva 1. Avtd 10 amotélecua
StatnpnOnke €mg To Mnva 24.

To anotéleoua g Oepanciog pe ranibizumab ftav Topdpolo aveEdptnta omd TV TOPOLCia
toyorpiog opeiPAnotposidovc. Tty BRIGHTER, ot acOeveic pe mapovsio (N=46) 1| anovcia
(N=133) woyyoupiog 6mov éhafov povobepomeio ranibizumab siyav pio péon petaforn omo ta apyikd
emineda +15,3 ko +15,6 ypappudtov, avtiotoryo, tov Mnva 24. Ztmv CRYSTAL ot acOeveic pe
napovoio (N=53) | anovcia (N=300) woyapiog énov éAapav povobepameio ranibizumab eiyov pio
péon petaforn and ta apykd eninedo +15,0 kot +11,5 ypappdrov, avtictotya.

To amotéleoua g mpog TV onTiky Pertimon mapatnpndnke oe GAovg Tovg acbeveic 6mov Erafav
povobepoameia 0,5 mg ranibizumab ave€oaptitog amd T didprela TG VOGOL TOV Kot 6TIC V0 HEAETES,
BRIGHTER kot CRYSTAL. Xtovg acbeveic pe diapketa vocov <3 prveg mopotnpndnke avénon me
omtikng o&unrag katd 13,3 o 10,0 ypappdtov 1o Mrva 1, kou 17,7 kon 13,2 ypoppdtov to

Mnva 24 otnv BRIGHTER kot tqy CRYSTAL, avtictoryo. To avtiotoyo k€pdog onTiknig 0&1TNTOG
og aobevelg pe ddpkela vooov =12 punveg frav 8,6 kot 8,4 ypdupata otig avtiotoyes peétes. Oa
npénel va AapPdvetot veoym 1 Evapén tng OepamevtiKig aymyng katd tnv Sdyveon.

To mpo@id pakponpdbecung aopdieiag tov ranibizumab tov mapatmpnOnke otig 24unveg peréteg
givarl cOUPOVO LE TO YVOOTO TPOPIA ac@alelog Tov ranibizumab.

TMouwdwarpikdc tAnfvouodc

O Evponaikoc Opyaviopog apudkmv xel dOCEL AmaALAyn 0O TNV VTOYPEMST VIOPOANG TV
amoteAecudtov Tov peretdv pe to ranibizumab og dheg Tic vVIoKATYOPiEC TOL TOUSIATPIKOD
mAnBucpov oty veoayyelokny AMD, oty éxntmon g 6pacng tov opeiretar o€ DME, tnv ékmtoon
g Opaong mov ogeiletor og devtepomafég oidnua tng wypdg knAidag amd RVO kot tnyv ékntmon g
opaong amd CNV kot dwopnrikn apgipAnctpoedonddeia (BA. mapdypapo 4.2 yio TANPoQopieg
OYETIKA UE TNV TOLdLOTPIKT YpToN).

5.2 D opPOKOKIVITIKES LOLOTNTESG

Metd amd punviaio evéobaimdn yoprynon ranibizumab og acbeveic pe veoayysiaxy AMD, ot
GUYKEVTPMOGELS TOL ranibizumab otov 0pd NTav yevikd youmAéc, pe ta péytoto enineda (Cpay) Vo
KopaivovTal Yevikd Katm oo Tn ovykévipmon Tov ranibizumab nov eivon anapaitmtm yio v
avaostoln g Broroyikng dpdong tov VEGF xatd 50% (11-27 ng/ml, dnwg extiunnke og pia in vitro
doxpacio kutTaptkon TtoAlariactacpot). H Chay ftav avdioyn mpog tn 66om o€ gvpog doong 0,05
¢w¢ 1,0 mg/opBaiud. Ot cuyKeVIPOGELS GTOV 0pO GE TEPLOPIGHEVO ap1Bud acBevav pe DME deiyvouv
OTL oL AP LYNASTEPT CLGTNUATIKY £kBe0M deV PUmopel Vo AToKAEIOTEL € GUYKPION LLE AT TOL
napatnprinke oe acbeveig pe veoayysiaxn AMD. Ot cuykevipaacelg ranibizumab otov opd g
acBeveic pe RVO ftay mapopota 1 eAagpd vynmAdtepn o€ GOYKPLION UE OVTEG IOV TopaTPHONKaY og
aoBeveic pe veoayyelakn AMD.

Bdoel g avdAivong tov 6edopévmv QapUaKOKIVITIKNG TOL TANBLGHOD Kot TG eEapavions Tov
ranibizumab o6 tov opd yio tovg acbeveic pe veoayysioky AMD mov éhafav d6on 0,5 mg, n uéon
nulon aropdkpvveng Tov ranibizumab and to varoedic cmpa givar mepinov 9 nuépeg. Metd and
unviaio evéoboalmon xoprynon ranibizumab oe d6om 0,5 Mg/o@Ooiud, 1 Chay TOL ranibizumab ctov
0p0, OV enetevydn wepimov 1 nuépa pHetd tn SO0, AVaUEVETAL VO KupaiveTon Yevikd pneta&y 0,79 kot
2,90 ng/ml, ka1 n Cpin avopéveral vo kopaiveton yevikd petad 0,07 kot 0,49 ng/ml. Ot
oVYKeEVTpMOGELS ranibizumab otov opd avapéverar va ivar tepinov kord 90.000 @opéc wkpdtepeg am’
0,TL 01 GLYKEVTPMOGELS Fanibizumab oto vaiogidéc.

AcBeveig pe veppikn dvciettovpyia: Aev Exovv deloydel emionuec peléteg e oKomo va eEETAOTEL N
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QOPUOKOKIVITIKY] TOV ranibizumab oe acOeveic pe veppikn dusiertovpyia. Xe puo aviivon
(QOPUAKOKIVNTIKTS TOV TANBvooy tev acbevav pe veoayyetaxn AMD 1o 68% (136 and tovg 200)
TV aobevov Tapovcialay veppikn dvoieitovpyia (46,5% fmia [50-80 ml/min], 20% pétpia [30-

50 ml/min] ko 1,5% coPopn [<30 ml/min]). rovc acOeveig pe RVO 10 48,2% (253 amd 525) eiyov
veppikn duciettovpyia (36,4% fmia, 9,5% pétpra ko 2,3% coPapny). H cvompatikn kabapon ntav
ELOPPDG PIKPOTEPT], KATL OLLOC TTOV OEV NTOV KAWVIKE GMLOVTIKO.

Hratum dvchettovpyio: Aev £xovv die&oyOel emionueg pekéteg e okomod vo eEETaoTEL 1)
QopuaKoKYNTIKY TOL ranibizumab oe acOeveic pe otk dvoiertovpyia.

5.3 Hpoxivikd dedopéva Yo TNV a6QaALEL0

H gvdoboalddng yoprynon tov ranibizumab kot otovg 800 opbaipovg og mbnkovg cynomolgus oe
docelg and 0,25 mg/opBoipod £wg 2,0 mg/opBoipd pio popd kabe 2 efdouddeg yro Emg 26 efOOpAdEG
001 YNGE 6€ 3060e&0PTOUEVE 0POUALKE OTOTEAEGLOTA.

EvdopBdipa, mapatnprdnkav 060eEapTMHEVES AVENTELG OGOV aPOPA TO EPVOT LA KOt TO KUTTOPO
Tov Tpocbiov Boddpov pe KopvE®on 2 Nuépeg puetd v éveon. H Bapdtnta tng Aeyuovmddovg
avTidpaoNg KOTA KOVOVo LELOONKE UE TIg ETOUEVEG EVEGELC T} KOTA TN SLAPKELN TNE OVAPPOONG. £TO
omicOio Tunpa, TapatnpROnKoy d1dnom Tov VAAOEOVE e KOTTOPO Kot EELOPMUOTA, TTOV ENIGNG
£tevav vo givol 00G0eSUPTOUEVA KoL YEVIKA EMEUEVAY £MG TO TELOG TNG TEPLOOOL Bepameiag. Xt
peAétn duapkelag 26 gfoopddmv, n fapvdTnTo TS EAEYUOVIS TOV VOA0EIB0VE avénbnke 660 avéavotay
0 ap1Budg TV evécemv. Q0TdC0, KaTaypaenKav eVOEIEELS AVaSTPEYILOTNTOG LETA TNV avappmon. H
@Vo™ K1 0 XPOVOC EKONAMONG TNG PAEYHOVIG TOV OTicO10V TUMHOTOG Elvar EVOEIKTIKA TNG
OVTICOUOTIKAG TAVINGNG LUE TN LEGOAAPTON TOL AVOGIOKOD GLGTHLOTOG TOV UITOPEL VoL Eivarl KAVIKG
doyetn. Avamtuén katoppdxtn Tapatnpnnke o opiopéva (da HETE 0md GYETIKA UEYGAN TEPi0d0
£VTOVTG PAEYLLOVIG, DTTOJEIKVVOVTOG OTL Ol AAAOIDCELS GTO (POaKO oPeilovTay oe coPapn QAEyHLOVY.
[Mopodkr| avénon g evooeBaApLag Tieong LeTd T YOpTYNoT TopaTnPHOnKe HETA Ao VOOHOAMOELS
gvéaelg ave&optnTog g 006G,

Mikpookomikég o@OuKEG 0ALOIDOCELS GUVIEDMKOY e PAEYHOVN KOl OEV NTAV EVOEIKTIKES
eKQPLMOTIK®OV e€epyactmv. KokKiopatdoelg pAEYHOVAOIELG 0AALOIDCELS TOpO TP ONKAY GTNV OTTTIKN
OnAn oplopévev opBadumy. AvTég oL AALOIDGELG TOV OTTIcHI0V TUNUATOG TEPLOPIGTNKAY KOl GE
KATO1Eg TEPIMTMOGELG LTOYDPNCAV TANPWOS KATE T1 SAPKELN TG TEPLOSOV AVAPPOCTG.

Metd amd evooiaimon yoprynon, dev eviomioTnKay onpeio. CLGTNUATIKNG TOEIKOTNTOG. AVTICOUOTO
oTOV 0pO KOl TO VAA0EWEG o Evavtt Tov ranibizumab Bpébnkav oe o vroopdada OV Tov
élapav Bepameia.

Agyv givan d1a0éc1pa dedopéva OYETIKA [LE KOPKIVOYOVO 1) LETOAAAELOYOVO dpdoT).

e eykhovg mbnkovg, evéoiarmdng Bepaneio pe ranibizumab mov koténée oe LEYIGTEG GLOTIUOTIKES
ekBéoeig 0,9-7 popég ) yxepodTEPT TEPINTTOOT KAWVIKNG £kBeong Oev TpoKAAESE TOEIKOTNTA GTNV
oavantuén 1 tepatoyéveon Kat Oev giye emidpaocmn oto fapog 1 Tn doun Tov TAAKOHVTA, TUPOAL OVTA UE
Baon ™ eopuakoroyiky dpdon tov to ranibizumab Oa tpénet va Bewpeitor mg Svvntikd tepatoydvo
Kol eUPPLOTo&IKO.

H anmovoio peoorapovuevov amd to ranibizumab smdpdocwmv otnv avamtuén tov epfpvov eival
ELEOVOG oYeTICOUEVT KVPImG e TV aduvapio tov Tuquatog Fab va 61éA0et tov mlakovvta. Eviovtolg
&yl TEPLYPAPEL Lo, TEPITTOON pE VYNAG unTpikd eninedo opov ranibizumab kot tapovoia
ranibizumab otov 0pd tov euPpvov, VTodelkvhoVTaG OTL TO avTicmpo évavtt Tov ranibizumab
(nepiéyovtag tnv meployn FC) £dpace wg mpmteivn popéag yia To ranibizumab ueidvovrag v
K6Bapon Tov UNTPLKOD 0pPOL Kot SIEVKOADVOVTOG TN LETAPOPE LECH TOL TTAAKOUVTA. Kabdg ot
g€etdoelc yo v euPpuikn avamtuén tpaypotoromOnkay e vym Eykvo (da Kot vOGol (0Tmg o
S1ofNTNG) UTOPEL VO TPOTOTOMOOVY TN SATEPATOTNTA TOV TAAKODVTO ¢ TTpo¢ Eva Tunuo Fab, n
perétn Bo mpémel va epunvevdel pe mpocoyn.
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6. DAPMAKEYTIKEXZ IAHPO®OPIEX
6.1 Koataloyog ekdoymv

o,a-TpeYaAdln d1HoOpIKN

Iot1divn vépoyAmpikT, HOVODSPIKT|
Iotidivn

IToAvcopPiko 20 (E 432)

"Yowp yia evésya

6.2 AocvpfototnTeg

ElM\etyel pehetdv oyetikd pe ) cvppfatdtnta, To mopov QopUOKEVTIKO TPOIOV OEV TPETEL VO,
OVOUELYVOETAL e GALD PAPULOKEVTIKA TPOTOVTOL.

6.3 Ardpxero Long
38 unveg
6.4 Idwitepeg TPoPLAGEELS KOTA TN PUAAEN TOV TPOTOVTOG

dvidooete og yoyeio (2°C — 8°C). Mnv katayvyete.

DuAGCCETE TNV TPOYEUIGUEVT] GUPLYYO GTOV COPAYICUEVO BIGKO TNG UEGO GTO KOVTI Y10 VO
TPOGTATEVETAL OO TO PMC.

Iptv amd ™ ypnon, o cepayiouévoc diockog pmopei vo uiaydei og Oeppokpacicg mov dev Egmepvodv
tovg 30°C yuo émg kot 1 gfdopada.

6.5 ®¥61) KO GVOTOTIKG TOV TEPLEKTY

0,165 ml amootelp®UEVOD SLOADIOTOG GE TPOYEUIOUEVT] GOPLYYO. LUE ELICTIKO TMOUN EIGYMDPTONG
guPorov, popeomotnpévn nudtopavny £voelEn doong 0,05 ml kot Bdwtd TdOpa cOpryyos pe cppayida
aoPaAetlog Kot ELOoTIKO mhua dkpov pe tpocapuoyéa Luer lock. H mpoyemiopévn obpiyya dev
mePIEYEL EALO GIAKOVIG, dlabétel EuPoro oe oynua pafdov kot Aapn daytOAmV Kol GVCKELALETOL GE
cOPAYIGUEVO dioKO.

2V0OKELOGIN TTOV TTEPLEYEL Ui TPOYEMGUEVT] GOPLYYOL.
6.6 Idwitepeg TpoPuLAGEELS ambppLrYNS Ko GAAog YEPIGIOG

H mpoygpiopévn cdpiyya eivar amooteipmpévn kot tpoopiletar yo pio poévo ypnon. Mnyv
YPNOLOTOLEITE TO TPOIOV av 1 GuoKevacio Exel vmootel (nua N Exel TapoPlacTel.

Io va gtodoete to Byooviz ya evéobalmon yxopriynon, TapakaAodpe akolovbnote motd Tig
oonyieg ypons. Aafdaote TPOGEKTIKAE OAEC TIC 0ONYIEG TPOTOV YPNCLUOTO|GETE TNV TPOYEUGUEVT
cupLyya.

To Gvorypa Tov GEPAYIGHEVOL dIGKOL Kot OO TaL EMOUEVO PriLOTa TPETEL VO EKTEAOVVTOL VIO
donmreg cuVONKES, OTIC 0Moleg TEPIAAUPAVETAL YELPOVPYIKT| OVTICN I TOV XEPLOV, YPNON
OUTOCTEPOUEVOV YOVTIDV, ATOCTEIPMOUEVOD LOTIOL Kl OTOGTEPOUEVOL Sl0GTOAEN PAEPOp®V (1)
16000VOUOV), KAOMG Kot 1) SUVATOTNTO SIEVEPYELNG ATTOCTELPMUEVNG TOPAKEVTNONG (E4V YPELOOTEL).

IMo v evooboAmdn £veon TPETEL VO ¥PNCIUOTOLEITOL L0 OTOGTEIP®UEVT Peldva cuptyyag 30-gauge
SpETPoL X Y2 wtohv (dev mapéyeTar).

2nuciwon: g amooteipouévy feiova aivpryyos 30-gauge stauétpov X 72 wre@v dev weprloufdverar
o7l GUGKEVAOIO.
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2nucioon: H doon mpénel va pvOuictei ota 0,05 ml.

H mpoygpiopévn cbpiyya mepiéyel mocsdTTo LEYOADTEPN OO TN GVVICT®UEVT d6on Twv 0,5 mg. O
VEPPAAAOV OYKOC TPETEL VAL ATOPPITTETAL TTPLV ATt TNV EVEST.

Bnpo 1: . BeBaiwbeite 0T1 1 cuokevasio Gog TEPIEYEL UIO OTOCTEPMUEV

MpogTowpacio | TpoyEUIGUEVT] GUPLYYD GE CPPAYICUEVO JiCKO.

. AloTnpioTE TN GVPLYYO GTOV OMOGTEPMUIEVO dioKOo HEYPL va gloTe £TOLUOL
VaL TN XPT|CLOTOU|CETE.

. Tpapnére kot 0moKOAANGTE TO KAALUUA 0td TOV 310KO TG GUPLYYOS Kat,
YPNOUOTOIDVTAG ACTTITY TEXVIKNY, OQUPESTE TN GVPIYYO.

Bipo 2: . To Byooviz npénet va. givat dypopo mg avorytd kitpvo.

"EAeyyog . MnV {pNGLHOTOLEITE TNV TPOYEMGUEVT] GUPLYYA. OV:

oopryyag - VITAPYOVY EUGOVT COUATIOW, BOLOTNTA 1] OTOYPOUATICUOC.

- 1 ovpryya £xel vrootel {nuid.

- TO TAOUA TNG GUPLYYOS eV givar Tedeimg KAELOTO.

- TO YKP1 EAAGTIKO €ivol 0patd GTO MUSLOPOVESG TUN O TOV TOUOTOC TNG
oLPLYYOS OTOV KPOTATE T1 oUPLyyo KAOETO GTO VYOS TOV LATIOV, DTOJEIKVOOVTIS
OtL 1 cVPLYYa £xel TaPAPLocTEL.

2nuciwon: To Eufloro o¢ oyfua pafoov eivar TApws 1j HEPIKMDS TPOGAPTIHUEVO
OTO EAAGTIKO TOUA EIGYOPNGNHS. Myv Tpocrabicete va covoéceTe To Euffolo
GE GYHUA PASIOD GTO ELAGTIKO TDUO. EIGYOPYCHS.

Bipa 3: . Hefdmote (unv tpofdte Ko pny 6TATE) TO IO TS CLPLYYOS

Aogaipeon KPOTMVTOG T1 GUPLYYQ LE TO EVO Y¥EPL KOL TO TMLLO TNG CUPLYYOGS LLE TOV AVTIYELPO

TONATOG KoL TOV OEIKTN TOL AAAOVL ¥EPLOD.

cupLyYOg

Bipa 4: . [Ipocaptnote otabepd 6T cVPLYYL o amooTepOUEVN Beldva Eveong 30

Hpocapton | G dapétpov X Y2 vtowv Pddvovtdg ) oprytd otov mpocappoyéo Luer lock.

perovag . A@aipéote TPoceKTIKAE To TOHA TG Peddvag Tpafdvtag To gvubeia mpog
Ta £ OTav €ioTe £TOLOL VoL Yop1yNnoete to Byooviz.

Znucioon: Myv cxovrmilete moté Ty felova.

Bipa 5: . Kpamote ) oOpiyya oe 6pOia Béon pe ™ PeAdva oTpoppévn Tpog To

Agaipeon EMAVQ.

PUGALIOOV . Edv vtapyovv puoadideg aépa, yTUTNGTE ATOAA T GUPLYYO UE TO

aépo. SAYTLAG GOG HEYPL VO aVEABOVY 01 PLGOAISEG GTIV KOPLPT.

Znuciwon: Mnyv tpafidte moté npog Ta wiow To Sufoio oe cyijua pafoov, yia va.
UNY O1aKVPEVTEL ] GTEIPOTHTA TOV TPOIOVTOG.

Bipo 6: . Kpamote ) chpiyya 6To Dyog TV HoTIdV.

Amopaxpoven | ° Kottd&re mpooextucd kot evtomiote tnv nuidtd@avn évoaisn 66ong.

aépa Kot . [Méote mpooexTikd T0 £uPolo og oyfia paPoov HEYPL TO AVM GKPOo KATM

TPOGUPLOYY) a6 Tov 00A0 TOV ELAGTIKOV TMUIATOG EIGYDPNONG VA EVOVYPOUIGTEL [LE TNV

ddomng nudteeavn €voeiEn 66ong 0,05 ml.

PUPILAKOV . Evoéyetar va arc0avOscite avriotaon 6tav 10 ELACTIKO TOU
gloymdpnong £pbet oe emapn pe v EvoeiEn d06ons. H avtictaon vrodeikviet oti
€xel emrevyBel 0 cwotdg dykog yopnynong tov BYOOVIZ.

Bipa 7: . H dwdikacio g éveong Tpémel va Tpary LOTOTOLEITOL VIO AONTTES

"Eveon ouvOnKeg.

. Ewaydyete m Pehdva oto onueio otng éveong.
. Kdévte apyd v éveon péypt to EL0CTIKO TOUW EIGYDOPTONG VA PTACEL GTO
KAT® PEPOG TNG CLPLYYOS TPOKEWEVOL VO, Yoprynoete tov 6yko tov 0,05 ml.
. IMa kdBe emduevn €veon TPEMEL va XPNOLOTOLEITOL EVOL OLOLPOPETIKO
ONUEIO TOV GKANPOV YITAVO.
Bipa 8: Znucioon: Metd tny éveen, unv exavarnwuoticete ™) felova kar uny Ty
Amoppryn ATOGVVOEETE OTTO TH GVPIYYA.
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AvT6 Oo umopovee va 00nyioel 6 TPAVUATICHS aTto TH] felova.

. H mpoyegpiopévn odpryya mpoopiletar yio pia povo ypnon. H e€ayoyn
TOALOTTADV dOGEMV OO L0 TPOYEUIGUEVT] GUPLYYO EVOEYETOL VO OLENCEL TOV
Kivouvo pdivvong kot emakdrovdng Aoipméng.

. Amopplyte TUYOV OYPNOIUOTOINTO PUPLOKELTIKO TTPOTOV 1 TN
YPNOOTOINUEVT cVpryya poll pe T feEAOVa o€ £val S0YEI0 ATOPPIYNG QLYUNPDV
OVTIKELEVAOV GOUQ®VA LE TIG TOTIKEC OTOLTIOELG.

7. KATOXOX THX AAEIAY KYKAO®OPIAX
Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft
OMovdio

8. APIOMOZX(OI) AAEIAY KYKAO®OPIAX

EU/1/21/1572/003

9. HMEPOMHNIA ITPQTHX EI'KPIXHY / ANANEQXHY THX AAEIAX

Huepounvia tpmng £yxpiong: 18 Avyovotov 2021

10. HMEPOMHNIA ANAGEQPHXHX TOY KEIMENOY

Aentopepeic TANPOoPOpPIiES Y10 TO TAPOV PAPLOKEVTIKO TPOIdV glval O1aBECIUEG GTOV SIKTVAKO TOTO
tov Evponaikod Opyoavicpod @apudkmv: http://www.ema.europa.eu

55


http://www.ema.europa.eu/

IMAPAPTHMA 11
IMAPAXKEYAXTHX(EY) THX(TQN) BIOAOTI'IKQE APAXTIKHE(QN)
OYXIAX(Q2N) KAI ITAPAXKEYAXTHX(EY) YHHEYOYNOZX(OI) I'TA THN
AIIOAEEMEYZXH TQN ITAPTIAQN
OPOI'H IIEPIOPIXMOI XXETIKA ME TH AIAGEXH KAI TH XPHXH
AAAOI OPOI KAI AITAITHZEIX THX AAEIAY KYKAO®OPIAX

OPOI'H IEPIOPIXMOI XXETIKA ME THN AX®AAH KAI
ATIOTEAEXIMATIKH XPHEIH TOY ®PAPMAKEYTIKOY ITPOIONTOX
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A. HAPAXKEYAXTHX(EX) THX(TQN) BIOAOI'IKQXE APAXTIKHE(QN) OYXIAX(Q2N)
KAI TAPAXKEYAXTEX(EY) YIIEYOYNOZX(OI) I'TA THN AITOAEXEMEYXH TQN
IMAPTIAQN

‘Ovopa kot dtevbuvon tov(tov) mopackevoot(dv) Tne(twv) flroloyik®dc dpoaotiknc(®dv) ovoiac(mv)

Wacker Biotech GmbH
Hans-Knoll-Stralie 3
07745 Jena

T'eppovia

‘Ovopa kat d1evbvvon tou(twv) Tapockevaoti(@v) mov givor vrevfuvog(ot) Yo TV omodECUELCT TV
TaPTId OV

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft

OMowvoio

B. OPOI'H IEPIOPIXMOI XXETIKA ME TH AIAOGEXH KAI TH XPHXH

DoppokevTikd TPOIOV Yo TO OTTOI0 OmoLTEITAL TEPLOPIGUEVT 1oTPIKT cuvTayn| (PA. mapdptnua I:
[epiAnym tov Xopaktnprotikedv tov [poidvtog, mapdypagog 4.2.)

I'. AAAOI OPOI KAI AITAITHXEIX THX AAEIAY KYKAO®OPIAX
o Ex0¢ce1c meprodung mapakorovdneng e acedicrog (PSURS)

Ot anoutioetg yo tnv vrofoin twv PSURS yio to ev A0ym gappakevtikd tpoiov opilovrar oTov
KATAAOYO UE TG nuepounvieg avapopds s Evoong (katdloyog EURD) mov mapatifeton oty
Tapdypoeo 7, Tov dpbpov 107y, tng odnyiag 2001/83/EK kot kdOe emakdlovdng emkaiporoinong
OTMG ONUOGIEVETAL GTNV EVPMTTOTKN SIKTLOKT] TOAN Y10 TO QOPLLOKCL.

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

o Xyéo10 owyeipiong kKivovvov (XAK)

O Kdroyog Adetag Kukhogpopiag (KAK) Ba dieEaydyet Tig amattodpeveg SpactnploTnTes Kot
TAPEUPAGELS PUPUOKOETAYPVOTTVIIONG OGS Tapovaotdlovtal oto cupeovniéy XAK mov tapovcidaletat
oV evotmra 1.8.2 ¢ ddelag KukAoQopiog Kol 0TOIEGONTOTE ETOKOAOLOES EYKEKPIUEVES
avabempnoelg tov TAK.

"Eva emkarpomompévo LAK Oa mpénet va katotebei:
e Metd and aitnua tov Evpordikod Opyavicpod Ooppdkov,
¢ Omnotednmote TpomomolEital To cHGTNHA JlayEIPLONG KIVOUVOL, EOIKA (O OTOTELEGLLOL
AYMG VEDV TANPOPOPLDOV TTOL UTOPOVV VO, ETLPEPOVV CTLLOVTIKT 0AAAYT] TN OYEOM
0PEALOVC-KIVOHVOV 1] O AMOTEAEG L TG EMITEVENG EVOG GNULOVTIKOD OPOGTLLOV
(popurakoeraypOTVNON 1| EAOYLGTOTOINGT KIVODVOD).

. EmnpéoOeta pétpa ehayriotomoinong Kivovuvov

IIpw v eloaywyn tov Byooviz oty ayopd kébe Kpdrovg Mélovg o KAK Ba mpémel vo cuupovioset
TO TEPLEYOUEVO KO TI) LOPPT] TOV EKTALOEVTIKOV VAIKOV UE TIC Appodieg EOviéc Apyéc.
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To ekmodenTiKd LMKO oToXeDEL TNV TTAPOYN ETAPKOVS EKTaideVonC TV achevdv o€ Pacikd onueio
KOl COLITTOUOTO TOOVOV aVETIOOUNTOV EVEPYELDV Kol TOTE VO avalnTHcouV enetyovoa @povtida ard
ToV 10Tpd TOVG, dStcPaAilovtag Toyd TPoSdloPIGHO Kol Oepameia. OVTOV T®V GUUPRAVI®V.

0 KAK 6a dracparicet 611 og kabe Kpdtoc Méhog dmov kukhogopei to Byooviz, 6o mapéyston o
OAgC T1g 0pBulporoyikég KAMvikEG dmov To Byooviz avapévetar vo ypnoponondei exikoipomoimuévo
TOKETO TANPOPOPLOV Y10 TOV 0eBevT).

To makéto TANpoPopLdV Yio. Tov 0cbevr O TPEmEL va TapéYETaL TOGO UE TN LOPET EYXEPLOI®Y 0G0
K0l G€ PLOPOPT| OKOVGTIKOD 0pyeiov Ta omoia TePEovv TG akOAoveg TANPOPOPIEC:

dvAro Odnymv Xphong

I va mpostolpaoteite yio T Oepancio pe Byooviz

Moo givorn ta fripata Tov akolovbov ) Beponeia e Byooviz

Baowkd onueio kot GOpRTOROTE TOV GoPapdV avemiBOUNTOV EVEPYELOV TEPIAAUPAVOUEVNC TNG
avénuévng evoopBaiag mieonc, Tng vooBaAe AEYLOVIG, TG ATOKOAANGTC
aUPIPANGTPOEIBOVS Kot PENG AUPIPANGTPOEIBOVG KOl TG AOIULMIOVG EVOOPOUAUITIONG

[Tote va avalnmoel enciyovoa epovtida amd Tov emaryyelpatio vyeiog
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ITAPAPTHMA III

ENNIXHMANXH KAI ®YAAO OAHTI'TQN XPHXHX
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A. ENIXHMANXH
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ENAEIZEIX TIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

XAPTINH XYXKEYAXIA

OIAAIAIO + ATHOHTIKH BEAONH + BEAONH XYPIITAX

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Byooviz 10 mg/ml evéciuo didAvua
ranibizumab
2,3 mg/0,23 ml

‘ 2. XYNOEXH XE APAXTIKH(EX) OYXIA(EX)

‘Eva ml mepiéyer 10 mg ranibizumab. Kébe guokidio mepiéyet 2,3 mg ranibizumab e 0,23 ml didiopa.

‘ 3. KATAAOI'OX EKAOXQN

[Teptéyel axopa: a,a-tpeyaidln S1dpikn, 10Tdivn VOPOYA®PIKN LOVOLSPIKN, 10TIdIVN,ToAvGopPikd 20
(E 432), 00mp yuo evésia. BA. o @OALO 001 y1dV ¥prong Yo TEPICCOTEPES TANPOPOPIEC.

‘ 4, GOAPMAKOTEXNIKH MOP®H KAI INTIEPIEXOMENO

Evéouo dulopa

1x 0,23 ml groridio (2.3 mg),

1 dmOntikn Berodva,

1 BeAdva copryyag.

Epdnag 60om oe eviihikeg: 0,5 mg/0,05 ml. O vaepfdrlmv dyKog va amoppinteta.

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

Awfaote T0 PUALO 0INYIOV XPNOTG TPV O TN YPNOT.
Evdobolmong yoprynon.

DOraAido kot PeAdveg yuo pia pdvo ypnon.

H dmOntwkn Berdva dev mpoopiletar yia Eveon.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI *E OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOXETTIZOYN TA ITAIATA

Na puAdooetatl og Béon, v omoia dev PAETOVY Ko dgv Tpooeyyilovv Ta TodLd.

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

‘ 8. HMEPOMHNIA AHEHX

AHZEH
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9. EIAIKEY YYNOHKEX OYAAEHX

dvidooete og yoyeio (2°C - 8°C). Mnv kataylyete.
Dvidcoete T0 PLOAISI0 6TO EEMTEPIKO KOVTL Y10 VO TPOGTATEVETAL OO TO PG,

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTOQN H TQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

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

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft

OMowvoio

12.  APIOMOZ(OI) AAEIAX KYKAO®OPIAX

EU/1/21/1572/001

13. APIOMOX ITAPTIAAX

TToptida

‘ 14. TENIKH KATATAZEH I'lTA TH AIAOGEXH

‘ 15. OAHI'IEX XPHXHX

‘ 16. TAHPO®OPIEX XE BRAILLE

H ottiohdynon yuo vo punv epiinebei n ypooen Braille givor omodektm

17. MONAAIKOX ANAI'NQPIZTIKOX KQAIKOX — AIZAIALTATOZ TPAMMQTOX
KQAIKAE (2D)

A160106T0TOC YPOUU®TOC KDdKaS (2D) mov gépetl Tov TEPIANPOEVTO LLOVAOTKO OVOYVOPLGTIKO KMOIKO.

18. MONAAIKOX ANATNQPIXTIKOX KQAIKOX - AEAOMENA ANAI'NQXIMA AIIO
TON ANOPQITIO

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

ENNIXHMANXH

OIAAIAIO

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

Byooviz 10 mg/ml
Evéoyo

ranibizumab
Evdobormong 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
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ENAEIZEIX TIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

XAPTINH XYXKEYAXIA

OIAAIAIO

1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Byooviz 10 mg/ml gvéoipo dddvpa
ranibizumab
2,3 mg/0,23 ml

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

"Eva ml tepiéyer 10 mg ranibizumab. Kabe @ialidio nepiéyet 2,3 mg ranibizumab og 0,23 ml didAvpa.

‘ 3. KATAAOTI'OX EKAOXQN

ITepiéyet axdpa: o,a-tpeyordln d1bdpikn, 16TIdivN VOPOYAMPIKT LOVODIPIKY, 10TIOIVN,ToAvcopPikd 20
(E 432), 6omp yia evéoya. BA. To ¢pOALO 0011V YpNONG Y10 TEPICTOTEPEG TANPOPOPIES.

‘ 4, OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Evéoipo dteiopa

1 x 0,23 ml giaridio (2,3 mg).
Egdnoa 66om oe evihikec: 0,5 mg/0,05 ml. O vaepfdrlwv dykog va amoppinteta.

‘ 5. TPOIIOX KAI OAOX(OI) XOPHI'HXHX

AwBdote 10 PUALO 0NV YPAONG TPV OO TN YPNO).
Evdobolmong yopnynon.
DroAidio yo pia povo ypnon.

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

Na puidooetar o€ 0o, TV omoia dgv PAETOVY Kot Ogv TPOGEYYILoVY TO TOLIIAL.

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

‘ 8. HMEPOMHNIA AHEZHX

AH

[1]

H
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9. EIAIKEX XYNOHKEX OYAAZEHX

dvidooete og yoyeio (2°C - 8°C). Mnyv kataylyete.
DvAdoceTe T0 PLOAISI0 6TO EEMTEPIKO KOVTL Y10l VO, TPOGTAUTEVETAL OITO TO (PG,

10. IAIAITEPEXZ IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKOQN ITPOIONTQN 'H TQN
YIHOAEIMMATQN I10Y ITPOEPXONTAI AIIO AYTA, EOOXON AITAITEITAI

11. ONOMA KAT AIEYOYNXH TOY KATOXOY THX AAETAY KYKAO®OPIAX

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft

OMowvoio

12. APIOMOZX(OI) AAEIAY KYKAO®POPIAX

EU/1/21/1572/002

13. APIOMOZX ITAPTIAAX

TToptida

‘ 14. I'ENIKH KATATAZH I'A TH ATAGEXH

‘ 15. OAHT'TEX XPHXHX

‘ 16. IHAHPO®OPIEX XE BRAILLE

H ortiohdynon yio vo. punv mepiinedei n ypooen Braille ivon omodekt.

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

A160106T0TOC YPOUU®OTOC KDKaS (2D) mov gépetl Tov TEPIANPOEVTO LLOVAOTKO OVOYVOPLGTIKO KMOIKO.

18. MONAAIKOX ANAI'NQPIZETIKOX KQAIKOX - AEAOMENA ANATNQXIMA AITIO
TON ANOPQIIO

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

EINNIXHMANXH

OIAAIAIO

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

Byooviz 10 mg/ml
Evéoyo

ranibizumab
Evdoboimong 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 XTOIXEIA
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ENAEIZEIX TIOY ITPEIIEI NA ANATPA®ONTAI XTHN EZQTEPIKH XYXKEYAXIA

XAPTINH XYXKEYAXIA

INPOI'EMIXMENH XYPITTA

‘ 1. ONOMAZIA TOY ®PAPMAKEYTIKOY ITPOIONTOX

Byooviz 10 mg/ml evéoiuo didhvua o TPOyEGUEVT GOPLYYQ
ranibizumab
1,65 mg/0,165 ml

‘ 2. XYNOEXH XE APAXTIKH(EX) OYXIA(EX)

‘Eva ml nepiéyer 10 mg ranibizumab.
KdaBe mpoyepopévn ovpryyo mepiéyet 1,65 mg ranibizumab og 0,165 ml didAvpa.

‘ 3. KATAAOTI'OX EKAOXQN

ITepiéyet axdpa: o,a-tpeyordln d1bdpikn, 16TIdivN VOPOYAMPIKT LOVODIPIKY, 0TIV, ToAvcopPikd 20
(E 432), 6omp yia evéoya. BA.To pOALO 0011V YPNONG Y10 TEPICTOTEPEG TANPOPOPIES.

‘ 4, OAPMAKOTEXNIKH MOP®H KAI ITEPIEXOMENO

Evéouo didivpa

1 mpoyeuiouévn cvpryyo towv 0,165 ml (1,65 mg),
E@dnoa 66om tmv 0,5 mg/0,05 ml.
O vrepPaiimv OYKOG TPETEL VO ATOPPITTETUL TPV OO TN YPNON.

‘ 5. TPOITIOX KAI OAOX(OI) XOPHI'HXHX

IMa pio povo xpron. Metd 10 Avotypa Tov GEPAYIGUEVOD 3IGKOV, TPOYMPNOTE VIO ACTTTEG CLVONKEC.
PvBuiote ™ 660m ota 0.05 ml oty nudagavn évosién ddong.

AwBdote T0 POAALO 0NV YPAONG TPV O TN YPNOT).

Evdobolmong yoprynon.

6. EIAIKH ITPOEIAOIIOIHEH XYM®QNA ME THN OIIOIA TO ®PAPMAKEYTIKO
ITPOION ITPEITEI NA ®YAAXXETAI *E OEXH THN OITIOIA AEN BAEIMTOYN KAI
AEN ITPOXETTIZOYN TA ITAIATA

Na puAdooetatl og Béon, v omoia dev PAETOVY Ko dev Tpooeyyilovv Ta TodLd.

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

‘ 8. HMEPOMHNIA AHEHX

AHZEH
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9. EIAIKEY YYNOHKEX OYAAEHX

dvidooete og yoyeio (2°C - 8°C).

Mnv katoyoyeTe.

DVAGCCETE TNV TPOYEUIGLEVT] GUPLYYO GTOV GOPAYIGUEVO OIGKO TG GTO KOULTI Y10 VO TPOGTATEVETOL
omd T0 PG,

10. IAIAITEPEX IPO®YAAEEIX I'TA THN AITIOPPIYH TQN MH
XPHEIIMOIIOTHOENTOQN ®APMAKEYTIKQN ITPOIONTQN H TQN
YIHOAEIMMATON ITIOY NPOEPXONTAI AIIO AYTA, E©OOXON AITAITEITAI

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

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft

OALavdio

12.  APIOGMOX(OI) AAEIAYX KYKAO®OPIAX

EU/1/21/1572/003

13.  APIOMOX ITAPTIAAX

Moptida

‘ 14. TENIKH KATATAZH I'TA TH AIAOEXH

‘ 15. OAHTI'IEX XPHXHX

| 16. TIAHPO®OPIEX XE BRAILLE

H ottiohdynon yuo v, punv mepianebei n ypaoen Braille eivor amodektm

17.  MONAAIKOX ANATNQPIZTIKOX KQAIKOX - AIZAIAXTATOZ TPAMMQTOX
KQAIKAZ (2D)

A1GO106TOTOC YPOUU®OTOC KOOKAS (2D) mov pépet Tov TEPIANPOEVTO LOVAISTKO 0VOYVIOPLOTIKO KMOLKO.

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

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

®YAAO XYXZKEYAXIAY KYYEAHX (BLISTER)

NNPOI'EMIXMENH XYPITTA

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

Byooviz 10 mg/ml evéouo didhvua og Tpoyepouévn copryyo
ranibizumab
Evdobolmong yopnynon

2. ONOMA KATOXOY THX AAEJAY KYKAO®OPIAX

Samsung Bioepis NL B.V.
Olof Palmestraat 10

2616 LR Delft

The Netherlands

3. HMEPOMHNIA AHEHX

AHZEH

4, APIOMOZX ITAPTIAAX

Lot

5. AAAA ETOIXEIA

1,65 mg/0,165 ml
ANOIIT'MA
Hudapavig évoeiEn d6omg 0,05 mi
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EAAXIXTEX ENAEIZEIX TIOY IPEITEI NA ANAT'PA®ONTAI XTIX MIKPEX
XTOIXEIQAEIX XYXKEYAXIEX

EINNIXHMANXH

NNPOI'EMIXMENH XYPITTA

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

Byooviz 10 mg/ml evéoipo duddvpa
ranibizumab
Evdobormong yopnynon

‘ 2. TPOIIOX XOPHI'HXHX

‘ 3. HMEPOMHNIA AHEHX

AHZH
4, APIOMOX ITAPTIAAX
Lot
\ 5. HNEPIEXOMENO KATA BAPOX, KAT' OTKO 'H KATA MONAAA

1,65 mg/0,165 ml

|6.  AAAA XTOIXEIA
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B. DYAAO OAHI'TQN XPHXHX
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®OrA0 oIV xp1ons: [IAnpogopicg yro Tov evijhika acOevi)
Byooviz 10 mg/ml gvéeipo Suvdrvpa
ranibizumab
V' To @éppoxo ovtd tehel VIO CLUTANPOLATIKY TOPAKOAOVONCT. AVTH O EMITPEYEL TO YPTYOPO
TPOGIOPIoUO VEDV TANPOPOPLOV acPAaAelnc. Mmopeite va Bondnoete pécw g avapopdg
TOOVOV aVETIBOUNTOV EVEPYELDY TTOV £VOEYOUEVOC Tapovatldlete. BA. TéAog Tng mapaypdpov 4
Y10 TOV TPOTO OVOPOPAS AVETIBOUNTMV EVEPYELDV.

AP AOTE TPOGEKTIKA OLOKANPO TO QVAAO 00N VLAV YP1oNGS TPLY G60G yopnyn 0l avtd ToQappaxo,

00T TEPLAAPPAVEL CNUAVTIKEG TANPOPOPIES VIO GO,

- DurdEte avTo TO PUALO 0INYIOV ¥pNomg. Towg ypelaotel va To dwuPdoete Eavda.

- Edv éxete mepautépm amopieg, poTNOTE TO YATPO GOC.

- Edv mopatnpficete Kamolo avemBount evépyela, EVNUEPMOCTE TOV YIOTPO GG AVTO 1GYDEL Kot
v K60 mhovn avemBouunTn EVEPYELD TOV OEV OVOPEPETOL GTO TAPOV PUALO 0O YLDV YPNONE.
B\éne mapdypago 4.

T tepréyer 1o Tapév A0 00N YLOV:

1. Tt givar To Byooviz kot oo givon 1y xpfion Tov

2. T npéner va yvopilete mpv oag yopnynbei to Byooviz
3. Tlog xopnyeitor To Byooviz

4. [MBavéc avemBounteg evépyeteg

5. I va pvidocoete to Byooviz

6. [epieyduevo g cuokevAciag Kot AOUTEG TANPOPOpPieg
1. T givar To Byooviz kon tove, givan i yprjon tov

T givan To Byooviz

To Byooviz givor éva, S1dAivpo To omoio gvietan péca 6to pdtt. To Byooviz avikel o€ pio opnddo
QapUAK®OV OV ovoudlovtal avtiveoayyelwtikol mapdyovtec. Ilepiéyetl ) dpacTiky ovcia mov
ovoualetat ranibizumab.

Iowa givan n ypfion Tov Byooviz
To Byooviz ypnoiponoteitol o€ eviAikeg yio ) Oepomeio optouévev o@Ooiponadeidv Tov TpoKarlody
PrGPN g dpaong.

Avtég o1 mabnoeig ivar amotédeopa PAAPNG Tov apEBANcTpogdois (Tov evaichnTov 6T0 PMG

OTPOUOTOG OTO TGW UEPOG TOV LLOTION) 0L OTOIES TPOKOAOVVTAL OTO:

- AvAnTTLEN U1 PLGIOAOYIKMV OHOPOPMV ayyeimV, TOL TapovGsLalovy dtappor. Avtd
TopATNPEITAL G VOGOUE OTTMG 1) NAIKLOKT EKQEOALOT TG 0YPpaS knAidag (AMD) kot n
Topay@ykn defntiky apeipinotposdonddeia (PDR, pio vooog mov mpokaAeital ond 1o
Swaprtn). Mmopel eniong vo oyetileton pe yoplosdikn veooyyeimon (CNV) mov opeileton o
naforoykr poomio, (PM), ayyeloeldeic tavie, KeVIpikn opmdn xoplooueiPpAnotposidonddeion
QAeypovadn CNV.

- Oidnpa g oypdg knAidag (0idn o ToL KEVIPOL TOL AUPPANGTPOE0VC). AvTd TO 01dN MO popel
va tpoxkAnOei amd daPn (uia abnon mov ovoudletar oidnuo TG ®YPAS KNAIdaG d1ofBNTIKAG
artoroyiog (DME) 11 amd v omdepaén eAefdv tov apeipinotpoetdods (uio manon mov
ovopdleton amoppatn eAEPag tov appiinotposidoig (RVO).

I®g doviever 10 Byooviz

To Byooviz avayvopilet kor ovvdéetan eEedikevpéva oe pia TpoTeivn 1 omoio ovopdleton
avOpodTIVOC aryyelakog evooniiakdg avéntikog mapdyovioc A (VEGF-A) kot elvan mapodoa 6to pdrt.
Xe nepiooeio o VEGF-A mpoxodel tnv avantuén avoUoA®V dpo@opmy oyYeimv Kot 01d1He 6T0 [ATL
7OV Umopel v odnynoovy o€ PAGPN g dpacng o€ tabnoelg dnwc n AMD, n DME, n PDR, 1 RVO, 1
PM «ornf CNV. Ene161] 1o Byooviz cuvdéeton pe tov VEGF-A pmopei va napepmodicet ti¢ dpaoeig
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TOV KOl VO OTOTPEYEL TNV AVAOLOAN ovATTTUEY KoLl TO 0idn o,

e avtég Tig Tabnoelg To Byooviz fonbd va otabepomonbei kot o€ moAAEG mepTTOOELG VO PEATImOEL 1)
Opaon GoC.

2. T apéner va yvopilets Tpv cag yopnyn0sei To Byooviz

Agv pémer va MaPete 1o Byooviz

- e mepintwon odlepyiag oto ranibizumab 1 oe onotodnmote GALO ad T0 GVGTATIKG CLTOV TOL
QopUAKOV (CVOPEPOVTOL GTNV TAPAYPAPO 6).

- e mepintwon AoiUwéENG LEGH GTO HATL T YOP® OO aVTO.

- Y& mepintwon mov &yete mOVO 1 gpuOpdtra (cofapn evéopOaia pAEyLOVT) GTO HATL.

Iposcidomou]oeig Ko TPOPVAAEELS

AmevBuvBeite otov yiotpd cag Tpy cag yopnyndei to Byooviz.

- To Byooviz yopnyeitot pe ™ popen éveong oto pdtt. Mepikég popég, petd omod ) Oepomeio pe
Byooviz propei va epoaviotel LMoipoén 610 E60TEPIKO TR TOV LOTLOV, TOVOG 1} EpLOpdTNTL
(pAeypovn), omokOAANoN | PHEN UaG oo TIG oTOPASEC OTO oW UEPOG TOV LATION
(amoxoAAnon N PREN apEPANGTPOEd0E Kal amokOAANoN 1| pYEN TOV HEAAYYPOOL mONAion
OV ApEPANGTPOEB0HS) 1| BOAmoT Tov PaKol (katappditng). Etvar onuoavtikd va evtomicete
KO VO AVTILETOTIGETE 1o, AOTU®EN avTod TOL €I00VC 1 ATOKOAANGT TOV OUEPBANGTPOEIBOVC
0G0 10 dLVOTOV cuvToudTepa. [lapakaleicOs va evnUeEPOOETE TO YIUTPO GO AUECHOC EQV
eppavicete onpeio 6T TOVO N AENUEVT EVOYANCT GTO PATL, EMOEVOVLEVT £pLOPOTNTA GTO
pdti, Boin M petwpévn 0pact, ovénpévo aptipd WKpoV cOUOTIOIMY 6To OTTIKO GoG Tedio 1|
avénuévn evaicincio oto PoC.

- e opopévoug acbeveig 1 evooBdia mtigor pmopet va avéndet i cOvTopo dtdotnpo apuécmg
petd v éveon. Kabog avtd eivar kGt mov pumopel va Unyv 1o TapatnpioeTe, 0 YTpds Gog
umopel va 1o mopakorovdel petd and kabe Eveon.

- Evnuepdote 10 Ylotpd 060G v EYETE TPOTYOVUEVO 1GTOPIKO 0POUALKOY TOONGEWDVY 1|
0pBoAKOV Bepameidv 1 av ExeTe TAOEL EYKEPAAIKO ENELGOIO 1) GOG TAPOLGIACTNKAV
TopodIKA onpeio eykepaikol enelcodiov (advvapia 1 TapIAVOT TOV AKPOV 1] TOL TPOGHOTOV,
dvokoAio oty opiAio ] TV Katavonon). Avti n minpoeopio Bo Anedei v’ dym yio va
extiunOet av o Byooviz givat n kotdAAnAn Oepomeio yio 6c.

Mopakarovue avatpééte oty Topdypago 4 («ITiBavic avemBounteg evépyeiec») yia
AETTOUEPEDSTEPEG TANPOPOPIES GYETIKA LE AVETLOVUNTEG EVEPYELEG TTOV OOl PTOpOVGAY VO
TOPOVOLOOTOVV KOTh T didpkela TG Oepomeiog pe Byooviz.

Hawora ko £pnpor (kato andé 18 eT@v)
H xpfion tov Byooviz og moudid kot eprifoug dev Exet tekunplobel Kot GUVENMG eV GLVIGTATAL.

Aldlo pappoxa ko Byooviz
Evnuepdote 10 yatpd G0g £Gv yproiponoteite, £xete mPOGPAT PN CLLOTOGEL 1] WITOPEL vol
YPNOLUOTOOETE AALN PAPUOKOL.

Kinon kot Oniaopog

- Ot yuvaixkec wov o pmopovdoay va. Letvouy €YKLEC TPETEL VAL YPTCLLOTOLOVY ATOTEAEGLLOTIKY
UEB0d0 avTIGOAANYNG Katd TN Sidpkela Tng Bepomeiog Kot Yo TOLAGYIGTOV TPElg EMMAEOV
UNVEG HeTd T tedevTaia Eveon Byooviz.

- Aev vrdpyer epnepio and ) ypron tov Byooviz oe £yxvec yovaikes. To Byooviz dev npémet va,
YPNOULOTOLEITOL KATE, TN OLAPKELN TNG EYKVUOGVVNG EKTOG AV TO SUVITIKO OQELOC LITEPTEPEL TOL
duvntikob KivdHvov yia to EuPpvo. Edv giote £ykvog, vouilete 611 pmopet va giote £ykvog M
oeO1ALETE VO ATTOKTNHOETE O, TOPUKUAEIGTE VO GLINTHGETE UE TOV YIUTPO GOC TPV GO TN
Oepameia ue Byooviz.

- Muikpég mocdtnteg ranibizumab purmopei va tepdoovv 6to punTpikod yaia, mg €k TOLTOL TO
Byooviz dev cuvietdron kotd ) didpketa tov Oniacpov. Potnote 1o yiorpd 1 tov
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QOPLOKOTOLd GO¢ TPV omtd TN Bepomeia pe Byooviz.

001yN o1 Kot LEPIOROS PNV LATOV
Mertd ) Bepamneio pe Byooviz, umopei n 6pacn cag va Bolmwoel tpocmpvd. Edv ovpufel kdtt tét010,
Unv 00N YNGETE N YPNCUYLOTOUCETE LIYOVILLOTA LEYPL VO VTTOYWPTOEL.

To Byooviz mgpréyer morlvooppiké 20 (E 432)

Avtd 10 pappoko mepiéyet 0,023 mg moivcopPikod 20 (E 432) oe kGbe @raridio (0,23 ml) wov
toodvvapovv pe 0,005 mg/0,05 ml. Ta tolvcopPikd umopei vo TPOKOAEGOVY AALEPYIKES OVTIOPAGELS.
Evnuepaote tov 101pd oG, eqv EXETE YVOOTEG AALEPYIEG.

3. IMog yopnyeitor To Byooviz

To Byooviz yopnyeitar g epdnal éveorn 610 patt amd Tov o@holioTpo cog pe T ypion evog
Tomkov ovatsbntikod. H cuvidng d6on wog éveong givon 0,05 ml (ta omoia mepiéyovv 0,5 mg
dpaoTiKng ovsiag). To dtdotnua LeTa&d 000 dOGEMY TTOL YOPNYOLVTHL 6TO 1010 HaTL Bo Tpémel va etvar
TovAdylotov téaoepel; efdoudades. Oleg ot evéaeig Ba cag yopnyndovv and 1o opbaipiotpo cog.

IIpwv v éveon o yuoTpdg cog B TAHVEL TPOGEKTIKG TO LATL GOG YO VO ATOPUYEL TN poAvvor). O
YTpog 6ag Oa Gog yopnyNoEL EioTG £V TOTIKO avoisONTiKo Yo v ELOTTOGEL 1] VO OTOTPEYEL TOV
TOVO IOV 10WG GOG TPOKAAEGEL 1| EVECT).

H Oepamneio apyilet pe pia £éveon Byooviz avd punva. O yratpog cog 0o mapakoiovdei Ty katdotaon
TOV LOTION GO KOt 0VAAOYO LE TO TT®G avTamokpiveste ot Bepomeia, o amopaciostl av Kot TOTE
ypelaleote va vtoPAndeite oe emmAéov Bepaneia.

Aemntopepeic odnyieg yia ™ xpnon didovtar 6To TEA0G aLToD TOL PLALASIOL KAT® ad ToV TitAo «Ilhg
VO TOPOCKEVAGETE KOl VO, Yoprynoete 1o Byoovizy.

Haxiopévor (nhkiog 65 eToVv Kol dvo)
To Byooviz pmopei va. ypnoonombei oe acbeveic nhikiog 65 £1dv Kol Gvo wpic TPOGOUPUOYT TG
doong.

IIpw owkomei 1} Oepaneio pe Byooviz

Eav oxéeteote va dtakdyete ) Bepancia pe Byooviz, topakareice va 1o culntioete 610 ENOUEVO
pavtefov pe 1o yrpd cag. O yotpog cag Oa cag cupPoviedoet kot Oa omo@oacicet yio 1060
dtdotnuo Tpémet vo AdPete Bepameia e Byooviz.

Edv éxete mep1ocdtepeg EpOTAOCELG GYETIKA LE TN XPTOT) GVTOV TOV PUPLAKOV, POTHOTE TO YIUTPO GOC.

4, IMBavéic avemBounTeg evépyseieg

Onwg 6ha Ta eApROKa, £TGL KOL AVTO TO QAPUAKO UTOPEL VO TPOKAAEGEL AVETIHOUNTEC EVEPYELEG, OV
Kot 6gv Tapovcldalovtal 6€ OAOVE TOVG avOpmTOVC.

O1 avemBounteg evépyeteg mov oyetiCovron pe tn xoprynon tov Byooviz ogsilovton gite 6T0 appoKo
ka0’ avtod gite o1 Sadikacio TG £veong Kot TPosBAAlovy Kupimg To HATL.

Ot o coPapég avemBounTeg EVEPYELES TEPTYPAPOVTAL TOPOKATO:

Yoyvég avemBounteg evépyeireg (umopel va ennpedoovy éo¢ 1 atovg 10 avBpdmovg): ATokdAINoN 1
pNén ¢ oto1Pddag 010 TG PEPOS TOV LotV (amoKkOAANon 1 PREN AUEPANCTPOEIOOVE), e
OTOTEAEC U AGLWELG PMTOG LLE COUATIOW TTOV EMOEWVAOVOVTUL GE TPOCMPIVI UTOAELN TNG OPACTC 1)
00 lmon Tov POKOV (KATAPPAKTNG).

Oy ovyvég avemBuuNTES evépyeLeg (Umopet va enmnpedoovy émg 1 otovg 100 avBpdmovg): Toerlwon,
Aoipwén Tov BoAPov Tov patiov (evooPBAAUITION) [LE AEYIOVT] TOV ECOTEPLKOD TOV LOTIOV.
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To copumTOUATO TOV UTOPEL VO 0OG TAPOVGLUGTOVV Elval TOVOG 1] avENIEVN EVOYANOT GTO LATL,
€pLOPOTNTA TOL HOTIOD TTOL EMOEWVMOVETOL, BOA 1 HEIWUEVT] OPACT], CLEAVOUEVOG OPIOUOG LKPDOY
COULOTOIOV oTNV 0pach 6ag, N aVENUEVN svactnaio oto ems. Mapakaiovpe evinePOOTE APECMS
TO Y10.TPO GUS AV TAPOVGLAGETE OTOLUONTOTE OO AVTEG TIS AVETMOOUNTEG EVEPYELEC.

O1 cuyvOTEPL AVOPEPOUEVES AVETIOVUNTESG EVEPYELEC TTEPTYPAPOVTOL TAPOKATO:

oAb ovyvéc avem@ounteg evépyereg (Lmopel va ennpedoovy TeplocOTEPOLS amd 1 GToVG

10 avBpdmovg)

Ontikég avemBounteg evépyeleg mepLaUPAVOLV: PAEYOVI] TOV LOTIOV, GLLOPPAYio GTO THo® PEPOG
TOV HaTlov (aipoppoyic Tov AUEPANCTPOED0VC), OTTIKES SLOTAPAYES, TOVO GTO UATL, KPA
ocOUoTiO | KNAidec 610 0nTIKO oag medio (e€dpmpata), E0TieC apoppayiag oto Hitt, epediopdc Tov
patiov, aicnon mopovsiog EEVOV GMUATOC 6TO HATL, aLENUEVT Tapay®Yn SUKPV®OV, AEYLOVI 1
Aolpwén Tov opiov tov Brepdpwv, Enpoebaiuia, ppBpodTnTa 1] KVNGUO TOV HOTIOV Kol auENUEVT
opOoAKY Twieo.

Mn ontikég avemBounteg evépyeleg mepthapuPdvouv: epebicuévo Aaud, pVIKn GUUEOPN G, KOTAPPOT|,
TOVOKEPAAO Kol TOVO GTIS ApOpDCELC.

Alhec avemBOUNTEG EVEPYELES TOV UTOPEL VO, TPOKDYOLV HeTd T Bepomeia pe Byooviz meprypdoovton
TOPOKATO:

Yoy vES avemOOUNTES EVEPYELES

Ontikég avemBounteg evépyeleg mepthapupdvovv: Erattopévn o&htnra tng dpaong, oidnuo evog
TUNALOTOC TOV HOTIOV (POYOEONG, KEPOTOELING), PAEYHOVT TOL KEPATOEWOVS (TPOGH10 TUN A TOV
UaTIoN), UIKPG oNUadia. 6TV ETPAVELD TOV patlov, BoAN Opacn, alpoppayio 6To onueio e Eveong,
alpoppayic 6To PATL, EKKPIULN OO TO HATL LE KVNGUO, epuBpoTnTa Kot oidnpa, (emimepuKitioa),
gvoioOnoia 610 e, 0PBuAKT ducpopia, oidnua Tov PAEPAPOL, TOVOG TOL PAEQAPOUL.

Mn-ontikég avembounteg evépyeteg mepthapfdvovv: Ovporoipmén, younio aptdud epudpmv
ALUOGPAPIOV (e CLUTTOUATO OTOC KOTWOOT, Aayoviacua, (AN, YAoUO d&épua), ayyos, Pyac,
vavTtio, OAAEPYIKEG avTIOPAcELS OmmG eEGVOT LA, KVId®OT, KVNGUOG, Kot epuBpodTNTa TOV SEPUATOC.

Oyt ovyvég avemBOUNTES EVEPYELEG

Onrtikég avemBOunTeg evépyeieg meptiapPavouv: Greypovi] Kot cpoppayio. 6GTO UTPOGTIVO TUNLO TOV
pation, BOANKEG e TOOV 6TO PATL, HETAPOAEG OTO KEVIPIKO HEPOG TNG OPOUAUIKNG EMPAVELNS, TTOVO 1)
gpebiopd ot Béomn ¢ éveong, un eLoloA0YIKN aictnon oto patt, epedioudc tov Prepdpov.

Ava@opd avemBdunTOV gvepyELOV

Edv mapotnpioete Kamota ovemiBounTn evEPYELa, EVILEPDOGTE TOV Y1aTPO coC. AVTO 1oYDEL KOt Yol
Kk&Be mBavi avemBOUNTN EVEPYELN TTOL dEV AVAPEPETAL GTO TOPOV PUALO 00Nyl Yprionc. Mropeite
eniong va avoaeépete avemBounteg evépyeteg amevbeiag, LEG® Tov €BVIKOD GUGTHUATOSG CVAPOPAS TTOV
avaypaeetor oto [Hopdptnua V. Mécwm g ovapopdc averiBounTov EVEPYEIDV UTOPEITE Va
Bonbnrocete 6T GLALOYT TEPIGGOTEPWOV TANPOPOPLDV GYETIKA LE TV AGPAAELN TOV TAPOVTOG
POPUAKOL.

o

®g va pvracoete 10 Byooviz

- To @appoako ovtd TPETEL VO UAACOETAL GE PEPT] TOV OgV TO PAETOVV Kat dgv TO POAvoLY Tal
TOLO14L.

- No pn ¥pMoLUOTOoLEiTE AVTO TO PAPOKO HETE TNV NHEpOUNVIa AENG TTOL AVOPEPETOL GTNV
EMONUAVOT TOL KOVUTIOV KOl TOL QroAdiov petd tnv évoeiEn AHEH/EXP. H nuepounvio Anéng
glvo 1 teAevtaio NUEPA TOV UAVA TTOL OVOQEPETOL EKEL.

- dvidooete og yoyeio (2°C — 8°C). Mnv katayvyete.

- [pwv and ™ ypnon, To cepaylcpévo eroiidio umopel va puiaydel oe Bepuokpacieg Tov dev
Eemepvoiv Toug 30°C yia €m¢ Kot 2 pnveg.

- dvrdooete T0 PLOAISI0 6T0 EEMTEPIKO KOVTI Y1 VO, TPOGTATEVETAL OTTO TO POC.

- Mnv ypnoiponoleite Guokevasio Tov ExEl VITOGTEL PAGP.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

6. [epreyépeva TG GVOKEVAGING KOL AOUTEG TANPOPOPIES

T agpréys To Byooviz

- H dpaoctikn oveia givar to ranibizumab. Kabe ml mepiéyer 10 mg ranibizumab. Kdbe guodridio
nepiéyet 2,3 mg ranibizumab og 0,23 ml deAdpatoc. Avtod mapéyel o TocdTTA Yo xpron 1

omoio anodidel pia epdma d6on 0,05 ml 1 onoia mepiéyer 0,5 Mg ranibizumab.

- Ta dAho cvotoTikd givar a,o-tpeyorioln dHdpIkn, 16TIdivN VOPOYAMPIKT LOVOLOPIKY, 1GTIOIVT,

moAvcopPiko 20 (E 432), Hémp yia evéoua.

Epg@avion tov Byooviz kot wepieydpeva tng 606KEVAGIG
To Byooviz givar éva gvéoipo dtdAvpa og éva eraAidto (0,23 ml). To didlvpa eivar dtavyég, dypopo
®G OVOIKTO KITPIVO Kol VOATIKO.

Eivat 0100éc1101 600 S10p0peTIKOL THTTOL GLGKEVAGING:
2VOKELOGIN TOV TTEPLEYEL LOVO PLUAISL0

FVoKeVOGi TOV TEPIEYEL Eva Yudlvo @rokidto ranibizumab pe todpo amd ghootikod yAmpoPfovtdito.
To @uaiidio Tpoopiletar yio pio povo ypnon.

2vokevooio Tov mepiEyetl ELorido + dmbntikn Beddva + BeAdva cOpLyyag

ZVOKELOGIO TOV TEPIEYEL £va YuaAvo @lokidio ranibizumab pe nodpo ond ehaotikd yAopofovTdAto,
pio opPreio dombntikn Perova (18G x 144", 1,2 mm x 40 mm, 5 micrometers) ywo, tv avappoenon
TOV TEPIEXOUEVOL TOL PLaddiov kat pia Belova cupryyag (30G x 72", 0,3 mm x 13 mm). Oia Ta
otoyeio ¢ cvokevaciag mpoopilovtar ylo pio pdvo ypnon.

Mmnopel va unv kukAo@opohv 6Aot 01 TOTTOL GLGKEVAGTOG.

Karoyog Adcrog Kvkhogopiag kot Ilapackevaostig
Samsung Bioepis NL B.V.

Olof Palmestraat 10

2616 LR Delft

OMowvdia

To wapov @UALO 00N YOV Yp1oNS avaBe®P1ONKe Yr0. TELEVTAIO POPE GTIS
Alheg TNYES TANPOPOPLAOV

Aemtopepeic TANPoPopies Yio TO QAPHOKO VT givor dtaféciuec 6To dtkTvakd TOTo Tov Evpmmaikod
Opyaviepod ®opudkov: http://www.ema.europa.eu
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http://www.ema.europa.eu/

OI HTAHPO®OPIEX IIOY AKOAOY®OYN AIIEYOYNONTAI MONO XE
EITAITEAMATIEX YT'EIAX:

Topaxerodue avapepbeite eniong oty mapdypaeo 3 «Ilwg yopnysiton to Byoovizy.

IS vo TOPAGKEVAGETE KL VO YOPNYNGETE TO BYOOViz 6€ evijkeg

(\

DLoAid10 piog XPNONS UTOKAEIGTIKA Y10 EVOOVAADOT YOpYNoN.

To Byooviz mpénet va yopnyeiton and e1dikevpévo opOoAUinTpo TETEPAUEVO OTIC EVOODUADOELG
eVECELG.

v vypn popeny AMD, otn CNV, otnv PDR kot v ékntmon g 0pacng mov opeiretar e DME 1)
0710 dgvtepomabdic oidnua g wypdg knAidag and RVO 1 cuvictmduevn 86on tov Byooviz givat 0,5 mg
YOPNYOOUEVO G EQPATE eVOODAADING Eveon. Avtd avtiototyel og dyko éveong 0,05 ml. To
LECOJACTN LA HETOED TNG YOPTYNONGS E EVEDT 600 dOGE®V GTOV 1010 0POALO Bampémel va eivar
TOVAdYIGTOV TEGGEPELG EBdoUAdES.

H Oepaneio Eexvd pe pia éveon ava unva Eog 6tov emitevydel péytom ontikn o&HTNT 1Y/Kot dgv
vdpyovy onueio dpacTNPOTNTAC TNG VOGOL dNANST Kopia LETAPOAT otV otk 0E0TNTA Kol G€
GAAQ oTUEl0 KO GUUTTTOWOTO, TS VOGOL VTt cuveyllopevn Bepamneia. Xe acOeveic e vypn Lopoen
AMD, DME, PDR «xo1 RVO, apyucé pmopel va ¥pelactoV TPeic 1) TEPLOGOTEPES SIUOOYIKEG UNVIOEG
EVECELG.

21n cvvéyewn, N TapakoAovdnon kat ta pecodlactiuota g Oepaneiag Oa mpénet va kabopilovion
amo Tov wtpd kot Oo mpénel va Paciletal oty SpacTnploTNT TG VOGOL, OTMG 0T a&loAoYEITOL Ao
TNV oTTIKY 0&EVTNTO 1/KOL TIG AVOTOUIKES TOUPUUETPOVC,.

Edv xotd v dmoyn Tov 10Tpov, 01 OTTIKES KOl OVOTOMIKEG TOPAUETPOL KATASEIKVOOLV OTL 0 aeBeVNC
dev wpekeitar oo v cvveylouevn Bepancia, To Byooviz Ba npénetl va StokomTeTOL.

H mapaxoiovOnon yio dpactnprotnto g vocov pmopel vo mepthapfavel kKAvikn eE€taon, A&y ovg
AELTOVPYIKOTNTOG 1| OMEIKOVIOTIKEG TEXVIKEG (7., TOLOYPOQIO OTTTIKNG TUKVOTNTOG 1| Oy YELOYPOPi UE
QAOVOPEGEIVN).

Edv ot acBeveic Aappdvouv Bepaneia cOp@mva e To YKo yopnynon Bepanciog —kai- Tapdroom,
otav emitevydel 1 péylotn omTikn 0&VTNTA /KoL dEV VITAPYOLY oM uEin dPUoTNPLOTNTAS THG VOGOV, TO.
pecodiactnpata g Bepomeiog Oo pmopodv oTadioKd va TapaTafodv £0C OTOV EXAVELPAVIGTOVY
onNUElR dPACTNPLOTNTAG TNG VOGOL 1| EMAVEUPAVIOT] EKTTOOTNG Opacns. Ta Hecod0GTHLATA TNG
Oepanciog Oa mpémetl va mapateitvovtal Kotd 0yl TeplocdTEPO amd dVO ROOIAdES KABE POopd Yo TNV
vypNg popeng AMD kot umopel va mapatadolv Emg Eva uiva kKabs popd yio 1o DME. T tnv PDR
kot v RVO ta pecodouotparte Oeponeiog propodv eniong va mapotafodv 6TadloKd, eToc0 dgvV
VIAPYOVV ETaPKN dedopuéva mate vo e€oyBohv CLUTEPAGLOTA MG TPOC TNV SLAPKELN TV
uecodaotnudtov. Av n dpactnptotnta tng vocov enaveppavicbet, o pecodiaotiuota Oo Tpénetl va
cuvtopgvovv avaroya.

H Oepamneia g ékmtoong g Opacng mwov opesiketan oe CNV Oa tpémel va kabopiletatl Eeymwpiotd yia
Kkd0e acbevn pe Baomn ) dpactnplotnTa TG vooov. Kdmolol aceveic pmopel vo ypelactovy Lovo pia
€veon Katd Toug TpdToLG 12 unveg g Bepameiog. AAlotl pmopel va ypetdlovtal mo cuyvn Bepaneia,
ooumepthapPovopévng tng unviaiog éveong. Xe devteponadn CNV and mtaboroyikn pvorio (PM),
moALo1 aieBeveig umopel va xpelacTodV Hovo pio 1 SV0 EVEGELS KOTA TO TPMOTO £TOC.

Ranibizumab ko pwronnéia ue laser azo DME ki oe devtepomabic oidnua te wypac knlidag amxod
BRVO

Yrapyet kbmoio epmeipio amd thv yoprynon ranibizumab tavtoypova pe potomnéio pe laser. Otav
yopnyeital v id1a nuépa, to ranibizumab Ba wpénet va yopnyeitar tovAdyiotov 30 Aemtd petd ™
ewtonn&io pe laser. To ranibizumab propei va ypnoonombei og acbeveic mov £xovv Tponyovuévmg
vroPindei og potonnéio pe laser.
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Ranibizumab xa: pawrodvvouri; Oepareia ue verteporfin oe devreporadiy CNV aro PM
Aev vrdpyel epmeipio omd TV TOWTOYPOVN XOpyNnon ranibizumab kou verteporfin.

To Byooviz npénet va eléyyetar omtikd yio v Drapén Tuyov couaTdiny Kot amoypouaTicid Tpty
amo TN Xopnynon.

H 61adikacio tng éveong mpémel va TPAYLLOTOTOLEITOL VIO ACNTTTEG GUVONKEG, OTIG OTTOieg
TEPIAAUPAVETOL 1) YEPOLPYIKT OVTICTYIO TOV YEPIDV, 1] YPTON OTOCTEIPOUEVOV YOVTIDV,
OTOCTEPMUEVOD UATION KO OTOGTEPOUEVOL O10GTOAEN PAEQAP®V (1] 1G0GVVALOV), KOBDS Kot 1
SuVaTOTNTO OIEVEPYELNG ATOGTELPOUEVTG TTapaKEVTNONG (€Gv ypelaotel). [Ipv amod tn dievépyeia Tng
EVOODAADOOVG £VEDTG, TPETEL VAL 0EIOAOYEITOL TPOCEKTIKE TO OTPLKO 1GTOPIKO TOV acBevois Yo
avtpdoelg vrepgvancnciog. [lpv amd v éveon, mpénet va epapudletar katdAinin avolcOnocio Kot
va g@opproleTal Eva TOTIKO LKPOPLOKTOVO EVPEME PAGILOTOC Y10, TV TOADLOVOT) TOV
TEPLOPOOAUIKOV OEPUATOC, TOL PAEPAPOV KoL TNG OPOUALIKNG ETPAVELNS, GOUPOVO, LLE TNV 1GXVOVCA
TOTTLKY] TPAKTIKY).

2VOKELAGIO TOL TEPLEYEL POVO PLOAIS10

To @uaiidio Tpoopiletal yuo pio povo ypnor. Metd tnyv €veon, To Un XP1CLLOTONUEVO TPOIOV TPETEL
va amoppintetal. Onolodnmote PloAidto Tapovoidlel onueio eBopdg 1 mapamoinong dev TpEmet va
ypnopomoteitor. H amooteipmon dev eivar eyyonuévn mopd pLovo v 11 cepaylon g CVGKELAGIOG
TapopéEVEL GOKTT.

IMa v Tpoetolacio kot TV EvEoDaA®IN Eveon ypelalovtal Ta oKOAoLO 10TPOTEYVOLOYIKA
mpoidvta piog ypnong:

- pio dmbntucy Berova 5 um (18G)

- pia Berdva cvpryyog (30G x 14")

- pia amootelpmpévn obptyya 1 ml (mov nepthappaver emonpoveon oto 0,05 ml).
Av1d ta 1tpote)voLoYIKa TpoidvTa dev meplapPdvovtol 6T cvokevacio Tov Byooviz.

2V0KELAGIN TOL TTEPLEYEL PLaAISI0 + dNOnTkY) BeAdva + Beddva cOpryyag

O)a ta otoryeio TG cvokevasiog eival amooTep®UEVA Kot Tpoopilovtal yia pia ¥pfon Hovo.
Onoodnmote GToLyYEio 1 GVGKELOGIN TOV 0ToioL Tapovalalel onueio POOPAg N TapamToinong dev
nmpénel va ypnoponoteitol. H amooteipwon dev eivar eyyomuévn mapd pdvo edv  cepiyion Tov
otoyeiov NG cvokevaciog mapapével doktn. Eravoypnoiponoinon prmopel va odnynoet oe Aoipmén
N GALo voonHo/Tpad .

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

mpoiovta piag ypnong:

- pio dmbntucy Berova S um (18G x 1%4", 1,2 mm X 40 mm, weprhappdvetor 6T GLCKELAGIN)

- pio Berova ovpryyag (30G x 14", 0,3 mm x 13 mm, mepilapPdvetol 6T cLCKELOGIN)

- pio amootelpmpuévn cvptyya 1 ml (mov tepthapfavet emonuaveon oto 0,05 ml, dev
nephopPdvetat og avtiv T cvokevacio Byooviz)

I'o va etodoete o Byooviz yia evdoboaldon yopnynon o€ eviAikeg aobeveic, mapakoarovue
aKoAoVONoTE TIOTA TIG TOPAKAT® 0O YiES:
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1. IIpwv v avappdenon, 1o eEmTepPIKO PEPOC TOV EANGTIKOD TMUATOC
TOL PLOALSIOL TPEMEL VO OTTOAVLLOUVETOAL.

2. ZuvdéoTte pio dmbntikn Pedova 5 um (18G x 114",

1,2 mm x 40 mm, 5 um,) og pia sopryyo 1 ml ypnoipomoidvrag
donmn teyvikn. [Iiéote v apPireio Sibntikn PeAdva 6T0 KEVTPO TOV
TOUOTOG EIGYMDPNOTG TOL ProAdiov £og 6Tov 1 Pehdva ayyi&el Tnv
KaT® TAEVPE TOL ProAdiov.

3. Avappo@note 6A0 TO VYPO A0 TO PLOAIDI0, KPATMVTOG TO PLOAISIO0
o€ 6pBa BEom, e eElappd KAion yia va dtevkoAvvOei nTAp1g
avoppoOeno.

4. BePonwbeite 611 6tav aderdlete o Qroridlo to EpPoro givor apketd
Tpafnyuévo TPog To MO® MOOTE VA AOEBGEL EVTEAMG 1 OmONTIKN
Berov.

5. Apnote v apuPireio SOtk Perdva 6To PLaAiIdI0 Ko
OTOCVVOESTE TN GVpLyYo amd TV opPAcio dndntikn Berdva. H
dmOnTiKn Berdva TPETEL VO AmOPPINTETOL LETA TNV OVAPPOPTGT) TOL
TEPLEYOLEVOV TOV PLOALSTIOV Kot OV TPEMEL VAL YPNCLUOTOLEITAL Y10l TV
€VOODOAMDON éveon).

6. Mg donmrto tpomo mpocapudote otabepd pio ferdva ocvpryyag (30G
X 2", 0,3 mm x 13 mm) ot cOpryyo.

7. Me pocoyn| apalpéoate T0 TMO ard T PeAdva Yia TV éveon
YOPIG VO, TNV OTOGVVOEGETE OO TNV GUPLYYC.

Inuelmon: KpaTnoTe 6eLyTd T GVVOEST TG PEAdOVAG Yia TV Eveon
eVOCM apalpeite TO TAONA.

8. Ilpooektikd ekd10ETE TOV 0€pal pall pe TNV TEPIcoELN TOV
St paTog amd T chPLYYa Kot TPocapudcTe T d06T otny EvOelén
0,05 ml g ovpryyoc. H oOpryya eivor £totun yio éveon.

Inueimon: Mnv ckovrnicete T Peddva yio v €veorn. Mnvtpapnéete
miow T0 £uPoro.

H Belovn ovpryyag npémet va. sicbyetar 3,5-14,0 mm micw and ) oxAnpokepatogldn otePdvn oty
VOAOEN KOMOTNTO, AmOPELYOVTAG TOV OplOVTIO LECTUPPIVO KO GTOYEVOVTAG TPOG TO KEVTPO TOV
o@BaAkov Borpov. Katdmy, yopnyeitan n nocdtnta éveong tov 0,05 ml 1o éva drapopetikd onueio
TOV GKANPOL YITOVA Bo TPETEL VOL YPTCLUOTOLEITOL Y10 TIC LETEMELTO EVECELS,

Metd Vv €veor|, UnVv ETaVOTOTOOETNOETE TO TOU 6T PEAGVA KOl LNV TNV OTOCTACETE old TN
ovptyya. Amoppiyte ) ypnoomotuévn ovptyya pall pe tn feldva oe doyeio amdppyng aLypunpov
OVTIKEWEVOV GOUOMVA LE TIG KOTA TOTOVE 16X VO0VGEC OMOLTIOELS.
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®Vrho odNYIOV ypions: IIAnpogopics yra Tov acOev)

Byooviz 10 mg/ml gvécipo Sralvpo 6 TPoyEpopREVY G0OpLYYO.
Ranibizumab

V' To @éppoxo ovtd tehel VIO GLUTANPOUATIKH ToPaKoloVONGT. AvTd Oa emTpéyEeL TO YPTYOPO
TPOGOIOPIoUO VEDV TANPOPOPLDY acPiielnc. Mmopeite va fondnoete LEGMm TG avaPOopEG
TOOVOV AVETIOOUNTOV EVEPYELDV OV EVOEYOUEVDG Tapovatilete. BA. Télog tng mapaypdpov 4
Y10 TOV TPOTO OVOPOPAS AVETBOUNTMV EVEPYELDV.

AwPacTe TPOGEKTIKG 0AOKAN PO TO PVLAO 00N VIOV YP1GNG TTPLY 60 YopNnYN 0l avTé ToPappaxo,

00T TEPLAAPPAVEL CNUAVTIKEG TAPOPOPIES VIO GO,

- durdEte avTo TO PUALO 0dNYIOV YpNomG. Tow ypelaotel va to doPdoete Eava.

- Edv éxete meportépm amopieg, potoTe 10 Y10TPO GOC.

- Edv mapatnpnoete Kamolo avemBountn evépyslo, EVIUEPMOTE TOV YIOTPO GG AVTO 1GYVEL KOt
v K60 whovn avemBuunTn EVEPYELD, TOV OEV AVOPEPETAL GTO TAPOV PUALO 00T YLDV YPNONC.
B\éne mapdypago 4.

T ePLéyeL 10 Tapov GUAAO 00N YLOV:

1. T givar o Byooviz kot oo, givat 1 yprion tov

2. T npéner va yvopilete mpw oag xopnynbei to Byooviz
3.  Tog yxopnyeiton to Byooviz

4, [Mbavéc avemBounteg evépyeteg

5.  Tlog va puidooete to Byooviz

6. [epreyduevo g cuokevacing Kot AOUTEG TANPOPOpPieS
1. T givor To Byooviz kon ove. givar i yprion tov

T givan To Byooviz

To Byooviz givou éva, S1dlopo to omoio gvietan péoa oto pdtt. To Byooviz avikel og pio opdado
QOPUAK®V TOL OVOUALOVTOL AVTIVEONYYEI®TIKOT Tapdyovtes. [lepiéyet tn dpactikn ovoia wov
ovouaetar ranibizumab.

Iowa givan n ypfion Tov Byooviz
To Byooviz ypnoiponoteitol o€ eviiikeg yio ) Oepomeio optopévav o@Ooipomadeidv Tov TpoKarlody

PraPN g 6paong.

Avtég o1 mabnoeig ivar amotédeopa PAAPNG Tov apEBANcTpogdois (Tov evaichnTov 6T0 PG

OTPMUATOG OTO TGM HEPOG TOV LLATION) Ol OTTOIEG TPOKOAOVVTOL OTO:

- AvAanTuén pn eLGIOAOYIKAOV OLLOPOP®V aYYEI®V, TOL TaPOVSIAloVV dlappor]. AVTo
TOPOTNPEITAL GE VOOOVG OTMG 1] NAIKLOKT EKPUAION TG 0ypdg knAidag (AMD) ko n
mopayyikn dtpntikn apgipinotposidonddeia (PDR, pio vocog mov mpokaieitol amd 1o
dwafrtn). Mmopel eniong vo oyetileton pe yoplosdikn veoayyeimon (CNV) ov opeiletor o
naforoyikn poomio, (PM), ayyeloeldeig tavieg, Kevipikn opddn xoploopueipAnotpogidonddeion
oAeypovaoon CNV.

- Oidnua ¢ oypdc knAidag (010N o ToV KEVIPOL TOL OUPPANGTPOEISOVC). AvTd TO 0idN U pITopEl
va tpoxAnOel amd dafn (Hia maOnon mov ovopdletor oidnuo g ®YPAG KNAdaG dofnTiKng
artoroyiog (DME) 11 amd v omdepaén eAefdv tov apeifinotpoetdods (uio mabnon mov
ovoudleton amogpacn eAEPag tov appiinctpostdoig (RVO).

IIog dovievel To Byooviz

To Byooviz avayvopilet kot cuvdéetal eEg1dikevpéva oe pio TpOTEIVN 1 01010 OvopdleTon
avOpOTIVOG aryyelakog evooniiakog avéntikog mapdyovtoc A (VEGF-A) kot elvan mapovoa 6to pdrtt.
e nepiooeio 0 VEGF-A mpokodel TNy avantuén avoUoA®Y a1o@opmy oyyeimy Kot oidonpa 6To partt
7oV Umopel v odnynoovy o€ PAGPN g dpacng o€ tobnoelg dnwc 1 AMD, n DME, n PDR, 1 RVO, 1
PM xo1n CNV. Ene161] to Byooviz cuvdéeton pe tov VEGF-A pmopei va mapepmodiost Tic Spaoeig
TOV KO VO ATOTPEYEL TNV OVOLOAN avATTUEN Kol TO 010N L.
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e avtég Tig Tadncelg To Byooviz fonbd va otabepomonbei kot o€ moAAEG mepTTOOELG Vo PElTImBEL 1)
opaon cGoc.

2. T apéner va yvopilets Tpv cag yopnyn0sei To Byooviz

Agv wpémer va. Mafete To Byooviz

- Y mepintwon odlepyiag oto ranibizumab 1 oe onotodnmote GALO amd 10 GVOTATIKG CLTOV TOL
QOPUAKOV (OVOPEPOVTOL TNV TTAPAYPAPO 6).

- Xe mepintwon AoIp®éENG LEGH GTO HATL T YOP® OO OVTO.

- Y& mepintwon mov &yete mOVO 1 gpuOpdtra (cofapn evéo@Oai o pAEYULOVT) GTO HATL.

Ipocdomou]oeig Ko TPOPVAAEELS

AmevBuvbeite otov yatpd cog mpv oag yopnyndei to Byooviz.

- To Byooviz yopnyeitar pe t popen éveong oto patt. Mepikég gopéc, uetd amod ™ Oepameio pe
Byooviz propei va epoaviotel Aoipoén 610 E60TEPIKO TN TOV LOTIOV, TOVOG 1} EpLOpdTNHTL
(pAeypovn), amokdAAnon N pREN Hag amod Tig oToPAdEG 0TO ToW PEPOG TOV LOTION
(amoxoAANon N PREN apE1PANGTPOEd0E Kal amokOAANoN 1| pYEN TOV HEAAYYPOOL EmONAion
TOV aUEIPBANGTPOEB0DE) | B0AwoT Tov Pakov (katoppditg). Etvar onuoavtiko va evtonicete
KO VO AVTILETOTIGETE id, AOTH®EN avTob TOL €100VE 1 ATOKOAANOT TOV AUEPANGTPOEIDOVGS
0G0 10 dLVOTOV cuvToudTepa. [lapakaleicOs va vnUeEPOOETE TO YIUTPO GO AUECSHOC EQV
eupavicete onpeio 6T TOVO N AVENUEVT EVOYANGT GTO UATL, EXLOEVOVUEVT EpLOPOTNTA GTO
pdti, Boin M petwpévn 0paot, ovénpévo aptipd WKpov cOROTIOIMY 6To OTTIKO GoG TEdIo 1|
avénpévn evaicinoio oto PG,

- Y& oplopévoug acbeveic 1 evooBdia mtigon prnopet va avéndet yio GOVTONO SIAGTNIO OUECMG
petd v éveon. Kabog avtd eivar kGt mov pumopel va Unyv 1o TapatnpioeTe, 0 YTpds Gog
umopel va 1o mopakolovBet petd and kabe éveon).

- Evnuepdote 10 Ylotpd 060G v EYETE TPOTYOVUEVO 1GTOPIKO 0POUALKDY TOONGEWDVY 1|
0O IKOV Bepameidv 1 av ExeTe TAOEL EYKEPAAIKO ETELGOI0 1| GOG TAPOVGIACTNKOV
TopodIKA onpeio eykepaikol enelcodiov (advvapia 1 TapIAVOT TOV AKPOV 1| TOL TPOGHOTOV,
dvokoAia oty opidio 1 TNV Katavonon). Avti n minpoeopia 8o Anebei v’ dym yia va
exTunOet av to Byooviz givor n kotdAAnin Bepaneio yio 6dc.

[Hopakarovpe avatpéste oy mapdypapo 4 («ITiBavéc avemBounteg evépyelec») yia
AETTOUEPEDTEPEG TANPOPOPIES GYETIKA LE AVETLOVUNTEG EVEPYELEG TTOV B0l LTOpOVGAY VO
TOPOLGLUGTOVY Katd T didpkeila g Bepaneiog ue Byooviz.

Haora ko £pnpor (kato andé 18 eT@v)
H ypnom tov Byooviz e moudid kot pnfovg dev éyel tekunpimbel Kol GuVERmS OV GVVIGTATAL.

Alro @dppoxa kot Byooviz
Evnuepoote 10 yatpd cag v yproiponoteite, £xete mpOGPATA YPTCLLOTOMGEL 1] Litopel vol
YPNOLUOTOUCETE AALN PAPUOKOL.

Kinon ko Onraopog

- O yvvaikeg mov Bo pmopodcay va PEiVOUY £YKVEG TTPETEL VO XPTCLULOTOIOVV AITOTEAEGLLOTIKT
LUEB0O0 aVTICLAANYNC KATA TN O1dpKeLa TG BEPAmELNG KOt Y10l TOLAYIOTOV TPEIC EMTAEOV
UNVeG HeTd v tedevtaia Eveon Byooviz.

- Agv vmapyet epmepio amd ™ xprHon Tov ranibizumab oe éykveg yovaikec. To Byooviz dev
TPEMEL VAP GLUOTOLEITOL KOTA TN SIOPKELN TNE EYKVIOGVVNG EKTOG AV TO SLVNTIKO OPEAOG
vepTePEl TOLSVYNTIKOD KIvdHVOUL Yia To EuPpvo. Edv giote £ykvog, vouilete 6T1 umopei va giote
€yKvoc 1 oxedlalEeTe VO, AMOKTNOETE A1, TAPOUKOAEITTE VAL GLLNTNCETE LE TOV Y1TPO GOG TPV
amd ™ Bepamneio ue Byooviz.

- Mikpéc mocdtteg ranibizumab pmopei va tepdoovy 6To unTpikd yaiao, mg €K T0HTOL TO
Byooviz dev cuvietdron kotd ) didpketo tov Oniacpov. Potnote 1o yiotpd 1 tov
QApPUOKOTOLO oag TPy amd T Oepameio pue Byooviz.
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Oonynon ko EPLoROS PNy avnpdTmy
Metd ) Bepamneio pe Byooviz, umopei n 6pacn cag va Bolmwoel Tpocmpvd. Edv ooufel kdtt té1010,
LIV 0OMNYNOETE 1 YPNCUYLOTOMGETE PUNYOVALLOTA HEXPL VO VTTOYWDPTNCEL.

To Byooviz epiéyer molveopPiké 20 (E 432)

Av10 T0 Pappaxo mepEyel 0,0165 mg moivcsopPucod 20 (E 432) oe kaOe mpoyspiopévn cvpryya
(0,165 ml) mov wwodvvapovv pe 0,005 mg/0,05 ml. To woivcopPikd umopei va Tpokaiésovy
arepyicég avtidpacelc. Evnuepmote Tov 1atpd cog, £0v £xeTe YVOOTES OAAEPYIEC.

3. IMog yopnyeitor To Byooviz

To Byooviz yopnyeitoar oc epdnal éveorn 610 patt amd Tov o@holioTpo cog pe T xpion evog
tomkov ovarstntikov. H cuvidng d6om wog éveong eivor 0,05 ml (ta omoia mepiéyovv 0,5 mg
dpaoTikng ovaiag). H mpoyepiopuévn coptyya mepiéyel mocdTNTO LEYAADTEPT OO TN GUVICTMUEVT
doom tov 0,5 mg. O e£aydyog 0YKOG TNG TPOYEUIGUEVIC GVPLYYOS OEV TPETEL VAL PN CLOTOLEITOL
670 6HVOAO Tov. O vrepPaiimv OyKog TPEMEL Vo, amoppinteTal Tptv and Ty £veon). H éveon 6Ahov tov
OYKOVL TNG TPOYEUOUEVNC VPLYYaS B0, LTopovoe Vo, 001 YNGEL GE VTTEPOOCOAOYIA.

To dtdonuo peta&y 600 60cemV OV YopNYoLVTOL 6TO 1010 LTt Bo TpEmet va eivarl TOLAGYIGTOV
técoepelc efdouaoes. Olec o1 evéaelc Bo cag yopnynbovv and 1o oebaipiatpo cog.

IIpwv v éveon o yuoTpdg cog B TAHVEL TPOGEKTIKG TO LATL GOG YO VO ATOPUYEL TN poAvvor). O
yiatpdg cag Ba oag yopnyNoet exiong Eva TomKO avolsOnTikd Yo va EAATTOGCEL 1] VO ATOTPEYEL TOV
7TOVO OV 10MC 0OG TPOKAAESEL 1) £VEDN.

H Bepamneia apyilet pe pia Eveon Byooviz avd puiva. O yuatpdg cog Oo mapakorovdei v katdotaon
TOV LOTION GOG KO OVAAOYO LE TO TT®G avTamokpiveste ot Bepomeia, Oa amopaciost av Kot TOTE
ypedleote vo voPAndeite oe emumhéov Bepamneio.

Aentopepeic 0onyieg yio tn ypnon didoviol 6To TELOG AL TOV TOV PLAAASIOV KAT® 0td ToV TitAo «Ilmdg
VO TOPOCKELAGETE KOl Vo, yoprynoete 1o Byoovizy.

Hiuwaopévor (nlakiog 65 TV ko Gvem)

To Byooviz pmopei va. ypnoonombei oe acbeveic nlikiog 65 £1dv Kol Gvo ywpic TPOGOPUOYT TG
doong.

M pwv dwoxomei 1 Oepaneio pe Byooviz

Edv oképteote vo daxdyete N Oepaneio pe Byooviz, mapaxaieicOe va 1o culntioete 610 enduevo
pavtefov pe 1o yrpd cag. O yorpog cag 0o cag cupPoviedoet kot Oa omo@oacicet yio 1060
ddotnua mpémet va AdPete Oeponeio pe Byooviz.

Edv éxete meplocdtepeg EpOTNOELG GYETIKA LLE TN XPTOT] GVTOV TOV PAPLAKOV, PMOTHOTE TO YIUTPO GOC.

4, MBavéc avemOOuNTES EVEPYELEG

Onwc 6Ma o pdppoka, £T61 Kot avTd TO PAPLOKO UTOPEL VO TPOKAAESEL AVETIOVUNTEG EVEPYELES, OV
Kot 0ev Tapovstalovtal 6e OAOLE TOVE AVOPMTOLG.

Ot avemBvunteg evépyeteg mov oyetiCovran pe ) xoprynon tov Byooviz opsilovton gite 6T0 @AppOKO
kaB’ avtd eite 0N drodikacio e Eveong Kot TPosPaiilovy Kupimg To HaTtt.

O1 o coPapég avemBOUNTEG EVEPYEIEC TEPTYPBAPOVTOL TOPAKATO:
Yoyvég avemBounteg evépyereg (umopel va enmpedoovy éo¢ 1 atovg 10 avBpdmovg): ATokdAnon 1

pNéEn g oTo1Padoc 610 To® PEPOG TOL LTIV (OTOKOAANGN I PREN OUPIPANCTPOEIDOVG), LUE
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OTOTEAEC L. AGLYELS PMTOC LE COLOTION TTOV ETOEVDOVOVTOL GE TPOGMOPIVI] UTMAELN TNG OPOCNG 1
06Lwon Tov PaKov (KATapPPAKTNC).

Oy ovyvég avemBopnteg evépyeteg (Umopet va ennpedoovy £og 1 otovg 100 avBpmmovg): ToeAiwon,
Aoipwén Tov BoAPov Tov patiov (evooPOAAUITION) [LE AEYIOVT] TOV ECOTEPLKOD TOV LATIOV.

To copunTOUATO TOV UTOPEL VO 0OG TAPOVGLAGTOVV Elval TOVOG 1] avENEVN EVOYANOT GTO AT,
€pLOPOTNTA TOL HOTIOD TTOL EMOEVMOVETOL, BOA 1 HEIOUEVT] OpACT], CLEOVOUEVOG OPIOUOG LIKPDOY
cOUOTOIOV oty 0pach cag, N avénuévn svactncio oto ewe. Mapakarodpue ev\nEPDGTE GUECMS
TO Y10.TPO GUG AV TAPOVGLACETE OMOLUONTOTE OO AVTEG TIS AVEMOOUNTEG EVEPYELEC.

O1 cuyvOTEP AVOPEPOLEVES AVETIOOUNTESG EVEPYELEG TEPTYPAPOVTOL TAPOKATM:

IToAd ovyvég avemOBOunTeg evépyereg (Lmopel va emnpedcoovy TeEPIoGOTEPOVS amd 1 6TOoVg

10 avBpdmovg)

Ontikég avemBounteg evépyeleg mepLapPAvouV: GAEYHOVT] TOV LOTIOV, GLLOPPAYio GTO THo® PEPOG
TOV Hotlov (aipoppayic Tov ouEPANGTPOEIB0VC), OTTTIKEC SLOTAPAYEC, TOVO GTO UATL, KPH
copoTion N kNAidec 610 0nTIKO cag medio (e€0pdpoTa), 0TiEC apoppayiag oto udtt, epefiopdc Tov
patiot, aichnomn tapovsicg EEVou COUATOS GTO HATL, AVENUEVT TapaymYn SaKPV®MV, PAEYLOVI 1
Aolpwén tov opiev tov Brepdapuv, Enpoedaiuia, epuBpdTNTO 1 KNGO TOV HOTION Kol AuENUEVT
opOoA KT TTieo.

Mn ontikég avemBounteg evépyeleg mepthapPdvouv: epebiopévo Ao, pvikn GUUEOPN oY, KATOPPOT,
TOVOKEPAAO KOl TOVO GTIG apBpdTELS.

Alhec avemBOUNTEG EVEPYELES TOV UTOPEL VO, TPOKVDYOLV peTd T Bepoameia pe Byooviz meprypdoovton
TOPOKATO:

Yoyvég avemOOuNTEG EVEPYELES

Ontikég avemBounteg evépyeleg mepthapupdvovv: Erattopévn o&htnra tng dpaong, oidnuo evog
TUAHATOG TOV HATIOU (POyOELdNG, KEPATOELONG), PAEYUOVY] TOV KEPATOEDOVE (TPOGHIO TUN L0 TOV
UaTIO), UIKPG oNUadia. oTIV ETPAVELD TOV patlov, BoAN Opacn, alpoppayio 6To onueio g Eveong,
aloppayic 6To PATL, EKKPIULN OO TO HATL LE KVNGUO, epuBpoTnTa Kot 0idn e, (emimepuKitidn),
gvoioOnoia 610 e, 0PBuAK ducpopia, oidnua Tov PAEPAPOL, TOVOS TOL BAEPAPOUL.

Mn-ontikég avembounteg evépyeteg mepthapfdvovv: Ovporoipmén, yoaunio aptdud epudpmv
QLLOGPAPIOV (LE CLUTTONATO OTWOC KOTWOOT), Aayaviacua, COAN, YAOUO dEpua), ayyxos, Pnyac,
vauTtio, OAAEPYIKEG avTIOPAcELS OmmG eEGVOT LA, KVId®OT, KVNGUAG, Kot epuBpdTNTa TOV dEPUATOC.

Oyt ovyvég avemBOUNTES EVEPYELEG

Onrtikég avemBOunteg evépyeleg meptiappavovv: Greypovi) Kot apoppayios 6TO0 UTPOSTIVO TUNLO TOV
paton, OOACKEG e TTOOV GTO HATL, UETUPOAEG GTO KEVTPIKO HEPOG TNG OPOUAUIKNG EXPAVELNS, TTOVO 7
gpebiopd ot Béom ¢ veong, un eLoIoA0YIKN aictnon oto patt, epediocudc tov Prepdpov.

Ava@opd avemBdunTOV gvepyELOV

Edv mapotnpioete KAmoto ovemiBuunTn evEPYELd, EVILEPDOGTE TOV Y1ATPO coC. AVTO 1oYDEL KOt Yol
Kkd0e mOovn avemBounTn evépyela TOV SeV AVAPEPETAL GTO TAPOV VAL 0ONYIDV ¥prions. Mmopeite
eniong va avoaeépete avemBounteg evépyeteg amevbeiag, LEG® Tov €BVIKOD GUGTHUATOSG CVAPOPAS TTOV
avaypaoeetor oto [Hopdptnua V. Mécwm g avapopis avemBountmv evepyEIDY UTOPEITE Va
Bonbnroete 6T GLALOYY TEPIGGOTEPWOV TANPOPOPLDV GYETIKA LE TNV AGPAAELN TOL TAPOVTOG
POPUAKOL.

5. ®g va pvracoete 10 Byooviz

- To @dppoako avTd TPETEL VO, PUAACGETOL GE PLEPT] TTOL eV TO PAETOVY Kot dev TO POGvoLY TO
TOLO14L.

- Na pn ypnoiponoteite avtd 10 PAPUOKO LETE TNV NUepounvio ANENG OV avapEPETAL TNV
EMIGNUAVOT TOL KOVTIOV KOl TG TPOYEUICUEVNC cVPLYYag netd Tnv évoelén AHEH/EXP. H
nuepopunvio Aéng eivor n televtaio UEPA TOL UAVA TOL OVOPEPETOL EKEL.

- dvidooete og yoyeio (2°C — 8°C). Mnv katayvyeTe.

- [pwv and ™ ypnon, o cepayicuévog dickog pmopei va puiaybei oe Beppokpacieg mov dev
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Eemepvoiv Tovg 30°C yia £m¢ kan 1 gfoopdda.

- DVAAGGETE TNV TPOYEUICUEVT) GUPLYY GTOV GOPAYIGLEVO SIOKO TNG GTO KOLTI Y10, Vo
TPOGTATEVETAL OO TO PG,

- Mnv ypnoiponoleite Guokevacio Tov £xel LIOGTEL PAGP.

6. Mepreyopeva TG GVOKEVAGING KOL AOUTEG TANPOPOPIES

T tepréyer To Byooviz

- H dpaotikn ovoia givar to ranibizumab. Kabe ml mepiéyet 10 mg ranibizumab. Mia npoyspicpuévn
ovpryyomepiEyet 0,165 ml wov 1wodvvauovv pe 1,65 mg ranibizumab. Avtd napéyet o tocdT T
Yo xpron nomoia arodidet pia epdmal d6om 0,05 ml n onoia wepiéyet 0,5 mg ranibizumab.

- Ta dAho cvotaticd givar o,o-TpeyoAoln d1dpikn, 10TIdivn VOPOYAMPIKN LOVOLOPIKY, 1OTISIVY,
ToAVGopPiko 20, Héwp yio evEGUO.

Epg@avien tov Byooviz ko wepieyopeva g 6voKkevaociog

To Byooviz givon éva evéouo didAvua o mpoyspucpévn oopryya. H mpoyepucpévn cdptyya mepiéyet
0,165 ml amootelpmuévo, S1avYES, Apmuo £®¢ avolkTd Kitptvo vdatiko didlvpa. H mpoyepouévn
oLpLyya mePLEYEL TocOTNTA peyaAdTePN amd TN cvvictdpevn 60omn v 0,5 mg. O egaydyog 6yKog
NG TPOYEUIGLEVNG CUPLYYOC OEV TTPETEL VOL YPTCLUOTTOLEITOL GTO GUVOAD ToV. O VITEPPUAA®Y OYKOG
TpENEL VO, amoppinteTol Tpv amd v Eveon). H éveon dAov Tov meplexduevov 0ykov g
TPOYELGUEVTG GUPLYYOS Bo pmopohoe va 00N yNoEL G€ VTTEPSOGOAOYIAL.

ZVOKEVAGIN TOV TEPLEYEL MO TPOYEUITUEVT CUPLYYN, GUOKEVAGHEVT] GE GPPUYIoUEVO dicko. H
TPOYELGUEVT] GUPLYYa TpoopileTar yia pio povo ypron.

Kaéroyog Adsrog Kvkhogopiag ko Iapackevaotiig
Samsung Bioepis NL B.V.

Olof Palmestraat 10

2616 LR Delft

OAavoio

To wapdv @UAAO 00N YOV Yp1ioNS avaOe®P1)ONKE Y10 TEAEVTOIO POPE GTIS
Alreg INYEG TANPOPOPLAOY

Agntopepeic TAnpoeopieg yia to pappoako avtd eivar drabéoipeg 6to dikTvakd TOTo Tov Evpmraikon
Opyoviopov Gopudkmv: http://www.ema.europa.eu
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OI HTAHPO®OPIEX IIOY AKOAOY®OYN AIIEYOYNONTAI MONO XE
EITAITEAMATIEX YT'EIAX:

Topaxerodue avapepbeite eniong oty mapdypaeo 3 «Ilwg yopnysiton to Byoovizy.

I®OC vo TOPOCKEVAGETE KUL VU Y0P

(\

IIpoyeuopévn cupryyo piag xpong OmoKAEIGTIKA Y100 EVOOUAAMAN YOpnyNo.

To Byooviz mpénet va yopnyeiton and e1dikevpévo opOoAUinTpo TETEPAUEVO OTIC EVOODUADOELG
eVECELG.

v vypn popeny AMD, otn CNV, otnv PDR kot v ékntmon g 0pacng mov opeiretar e DME 1)
0710 dgvtepomabdic oidnua g wypdg knAidag and RVO 1 cuvictmduevn 86on tov Byooviz givat 0,5 mg
YOPNYOOUEVO G EQPATE eVOODAADING Eveon. Avtd avtiototyel og dyko éveong 0,05 ml. To
LECOJACTN LA HETOED TNG YOPTYNONGS E EVEDT 600 dOGE®V GTOV 1010 0POALO Bampémel va eivar
TOVAdYIOTOV TEGGEPELG EBSoUAdES.

H Oepaneio Eexvd pe pia éveon ava unva £og 6tov emitevydel péytot ontikn o&HTTa /Kot dgv
vdpyovy onueio dpacTNPOTNTAC TNG VOGOL dNANST Kopia LETAPOAT otV otk 0E0TNTA Kol G€
GAAQ OTUEL0 KO GUUTTTOWOTO, TS VOGOL VTt cuveyllouevn Bepamneio. Xe acOeveic e vypn Lopen
AMD, DME, PDR xo1 RVO, apyucé pmopel vo ypelactov Tpeic 1] TEPLOGOTEPES SIUOOYIKEG UNVIOiEg
EVECELG.

21n cvvéyewn, N TapakoAovdnon kat ta pecodlactiuota g Oepaneiag Oa mpénet va kabopilovion
amo Tov wtpd kot Oo mpénel va Paciletal oty SpacTnploTNT TG VOGOL, OTMG 0T a&loAoYEITOL Ao
TNV oTTIKY 0&EVTNTO 1/KOL TIG AVOTOUIKES TOUPUUETPOVC,.

Edv xotd v dmoyn Tov 10Tpov, 01 OTTIKES KOl OVOTOMIKEG TOPAUETPOL KATASEIKVOOLV OTL 0 aeBeVNC
dev wpekeitar oo v cvveylouevn Bepancia, To Byooviz Ba npénetl va dtokomTeETOL.

H mapaxoiovOnon yio dpactnprotnto g vocov pmopel vo mepthapfdavel kKAvikn eE€taon, eAEyyovg
AELTOVPYIKOTNTOG 1| OMEIKOVIOTIKEG TEXVIKEG (T0.Y. TOUOYPOQIN OTTIKNG TUKVOTNTOG 1| ayyEloypapio pe
QAOVOPEGEIVN).

Edv ot acBeveic Aappdvouv Bepaneia cOp@mva [iE To YL yopiynon Bepanciog —kai- Tapdroom,
otav emitevydel 1 péylotn omTikn o&VTNTA /KoL dEV VITAPYOLY oMUEiD dPUoTNPLOTNTAS THG VOGOV, TO.
pecodiactnpata tng Bepomeiog Oo pmopodv oTadioKd va Tapatafodv £0C OTOV EXAVELPAVIGTOVY
onuElR dPACTNPLOTNTAG TNG VOGOL | EMAVEUPAVIOT] EKTTOOTNG Opacns. Ta HecodaGTHLATA TNG
Oepanciog Oa mpémel va mapateivovtal Kotd 0yl TeplocdTEPO Amd dVO RSOUAdES KABE POopd YL TNV
vypNg popeng AMD kot umopel va mapatabolv Emg Eva uiva Kabs popd yio 1o DME. T tnv PDR
kot v RVO ta pecodootparte Oepaneiog propodv eniong va mapoatafodv 6TadloKd, 0eToc0 dgvV
VIAPYOVVY ETaPKN dedopuéva mate Vo e&oy0ohv CLUTEPAGLOTO MG TPOC TNV SLAPKELN TV
pecodaotnudtov. Av n dpactnptotnta tng vocov enaveppavicbet, o pecodiaotiuota Oo Tpémnel vo
cuvtopgvfovv avaroya.

H Oepaneia g ékmtoong g 6pacng mwov opesiketan oe CNV Oa pémel va kabopiletarl Eeymwpiotd yia
Kkd0e acbevn pe Baomn ) dpactnplotnTa TG vooov. Kdmolol aceveic pmopel vo ypelactovy Hovo pia
€veon Katd Toug TpdToLg 12 unveg g Bepameiog. AAlotl pmopel va ypetdlovtal mo cuyvn Bepaneia,
ocopmepthapPovopévng tng unviaiog éveong. Xe devteponadn CNV and mtaboroyikn pvorio (PM),
moALo1 aioeveig pumopel va xpelaaTodV Hovo pio 1 SV0 EVEGELS KOTA TO TPMOTO £TOC.

Ranibizumab ko pwronnéia ue laser azo DME ki oe devtepomabic oidnua te wypac knlidag amxod
BRVO

Yrapyet kbmoio epmeipio amd thv yoprynon ranibizumab tavtoypova pe potomnéio pe laser. Otav
yopnyeital v id1a nuépa, to ranibizumab Ba wpénet va yopnyeitar tovAdyiotov 30 Aemtd petd ™
ewtonn&io pe laser. To ranibizumab propei va ypnoonombei og acbeveic mov £xovv Tponyovuévmg
vroPAndei oe potonnéio pe laser.
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Ranibizumab xa: pawrodvvouri; Oepareia ue verteporfin oe devreporadiy CNV aro PM
Aev vrdpyel epmeipio omd TV TOWTOYPOVN XOpyNnon ranibizumab kou verteporfin.

To Byooviz npénet va eléyyetar omtikd yio v Drapén Tuyov couaTdiny Kot amoypouaTicid Tpty
amo TN Xopnynon.

IIpwv amd 1N devépyeta TG EVOODAAMOOVE EVECNC, TPEMEL VO AEIOAOYEITAL TPOGEKTIKE TO 1OTPIKO
16TOP1KO TOV 060eVODS Y10 avTIdpdcelg vepevarsnacioc. Ilpwv amd v éveon, Tpémel va epappoleTal
KaTOAANAN avarsOnoio Kot va epappoletat £va TomKO KPOPLOKTOVO EVPEMSG PAGIOTOS Y10 TNV
ATOAVUAVGT] TOL TEPLOPOUALIKOD dEPLATOC, TOV PAEQAPOV KOl TS 0POOUAUIKNG ETPAVELONS, COUPOVA
LLE TNV 10XDOVGA TOTIKT) TPOKTIKY.

H npoyepiopévn odpiyya ivon amoostelpopévn Kot tpoopileton yio pio povo ypnomn. Mnv
YPTCULOTOLELTE TO TTPOIOV v 1) GLoKEVAGIN EYEl VITooTel (nuid N £xel TopaPlacTel.

To va gtodoete To Byooviz yia evéodakmon xoprynon, mopakaiovps akoAovONoTE moTd Tig
00myiec yponc. Afaote TPOGEKTIKA OAES TIC 00NYIEG TPOTOV YPNGLUOTOINGETE TNV TPOYEUIGUEVT
oopLyya.

To dvorypo Tov cPpayIoUEVOL 6icKoV Kot OAa To ETakOA0VON PriLaTo TPETEL VO EKTEAODVTOL VIO
donmreg cuvOnKeg oTIg omoieg TEPIAAUPAVETAL 1] XEPOLPYIKN AVTICYIO TOV XEPLOV, 1| XPNON
OTOCTEPOUEVOV YOVTIDV, ATOCTEPMOUEVOD LUATIOL Kl OTOGTEPOUEVOL SlooTOAEN PAEPAp®V (1)

16000VOUOV), KAOMG Kot 1) SUVATOTNTO SIEVEPYELNG ATTOCTELPMUEVNG TOPAKEVTNONG (E4V YPELOCTET).

INo v evoobaldmon Eveon mpémel va ypnotpomoteiton o BeAdva ovpryyog 30-gauge dapétpov X %2
WTo®V (OgV TOPEYETAL).

2nucioon: n feiova ovpryyas 30-gauge dtaustpov X 7 vte@v ogv mepriaufdverar oty
OVOKEVOGIA.

Znuciwon: H d6cn npénet va poBuictei ora 0,05 ml.

Heprypa@r] TELVOLOYLKOV TPOTOVTOG

TIpocappoyéag

Luer Lock Elootikd ndpa Epporo oe

£LloYOPNONG || oyfua péBdov

- IF | l :
=

— 4

- |

| i Huudwpavig évdeién
Hdbpa obdpryyag 3601 0,05 ml

Aafn doytorov

Ewova 1

H mpoyepiopévn cOpryyo mepiéyel TocoOTNTO LEYOADTEPT OO T1 GUVIGTOUEVT 600om v 0,5 mg. O
vrepPAAA@V GYKOGg TPEMEL VAL amoppinTeTon TPy amd TV EVEoT).

Bnpa 1: . Befaiwbeite 611 1 suoKEVAGIN GOG TEPLEYEL LI OTOCTEPMOUEVT|
MposgTownacio | Tpoysuiouévn cOPLYYa e cEPAyIoUEVO O1GKO.
. AloTnpnoTE TN GLPLYY GTOV ATOCTEIPOUEVO SIGKO PEYPL Va eloTe £TOLUOL

V@, TN PN CUYLOTOCETE.
*  Tpoapnére kor amokoAANGTE TO KAAL UL 0O TOV O10KO TNG GVPLYYaS Kat,
YPNOLUOTOIDVTAG AOTTTN TEXVIKY, APOIPECTE TN GLPLYYO.
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Bnipa 2:
"EAeyyog
cOpryyeg

. To Byooviz npénet
va, gtvat dypouo £mg
avoyto kitpwvo.

. Mnyv
APNOCYLOTOLEITE TNV
TPOYEUGUEVT] GOPLYYO. OLV:
- VILAPYOLV ELPOVT|
copotidl, BoAdtnTa N
OTOYPOUATIGUOG,

- N ovpryya €xet
vrootel {nuid.

- TO TIMOL TNG
ovpryyag dev eivat TEAEImC
KAE1GTO.

- TO YKPL EACOTIKO
glval opatod 610
NUSOPAVES TUN O, TOV
TOUOTOG TNG cVPLYYag dtav
KPOTATE TN oVPLYYa KAOeTaL
GTO VYOG TOV HOTIOV,
VTOOEIKVOOVTOG OTL M
ovpryya &xel Topafloctel.
2nuciwon: To éufoio ce
oyijua pafooo eiva
TAPQG 1 HEPIKAG
TPOCAPTHUEVO GTO
ELOGTIKG IO
gloyopnons. Myv
npocraldnocete va
ovvoéoete T0 Euffoio o€
oynfjua pafoov ero
ELOGTIKO TAOUO,
ELCYOPNGHG.

[Mopa acedrerag]

i
I

=

=i

[Etowun e

xprion|

To ykpt eraoTIKO T

dev givar opatd

[Mnv ™
ipnowonoicite]

0 YKPL ELOOTIKO

glvon opatod

Ewova 2

Bipa 3:
Aogaipeon
TONRATOG
cupLYYOS

e Eefdwnote (unv
TpoPdre kot pnv
OTATE) TO WO TNG
oUPLYYOS KPOTMOVTOG
T ovpLyya LE TO Eval
YEPL KOL TO IO TNG
GUPLYYOG LLE TOV
avtiyelpa Kot tov
delKTr TOL GAAOV
YEPLOV

Trpiyre

Ewova 3

.

Bipa 4:
Mpocaptnon
perovag

. [Ipocaptiote
otabepd oTn cHPLYYQ pia
OTOGTEP®UEVT PeAdVa
éveonc 30 G dapétpov X Y2
WIGOV POMVOVTAS TN
GOLYTO OTOV TPOGAPLOYEQ
Luer lock (BA. Ewova 4).

. Agpoipéote
TPOGEKTIKA TO TTMLLO TG
Berdvag tpafmvtog To
evbeia mpog ta EE® dtav
glote éropot va
yopnynoete 1o Byooviz.

e

B —

Ewova 4
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Znuciwon: Mnyv
OKOVTILETE TOTE TN
Perova.

Bipa 5:
Agaipeon
QOVGUALIO OV
aépa,

. Kpamote
ovptyya o 6pBo BEon pe
™ Pehdva oTpappévn Tpog
T ENAVE.

. Eév vrapyovv
(PLGOAIOEC 0éPO, YTUTNOTE
amaAd T cOPLYYa e TO
Sl TOAO Gog PEXPL VAL
avéABoVY o1 PLGOAMOEG
otV kopven (BA.

Ewoéva 5).

2nucioon: Myy tpafdre
TOTE TPOS TA. TWOEW TO
uflolo oc cynua pafoov
i@ va, unv orokvfevtel
OTEIPOTHTA TOV
mPoidvToG.

Ewova 5

Bipa 6:
Amopdkpuoven
aépa Ko
mpocappoy
060N
QoppdKov

. Kpamote
oVPLYYO GTO VYOG TV
LOTUDV.

. Kotdére

TPOGEKTIKA KO EVIOTIOTE

™mv nuotdeavn £voaitn

d6onG.

. [Tiéote mpooeKTIKA

To £uPoro 6e oYU

papdov LEYPL TO AVM GKPO

KGT® amdé Tov 0610 Tov

EMICTIKOD TOUOTOG

EL0(OPMNOMNG VO

gvBuypapioTel pe v

nudtoeoavn EvoeiEn d6ong
0,05 ml (Ewova 6).

*  Evoéyetor va
oawcOavOeite
avtiotaon 6tov 10
EMOTIKO TOUQ
gloympnong Epbet oe
emopn pe v €voeién
doomngc. H avtictaon
VTOOEIKVVEL OTL EYEL
emtevydel 0 cmoTOg
OyKog yopnynong tov
BYOOVIZ.

IIpw ™ pvOon
mg d6omg

Hudwpavig
| — £vdelén doong
i 0,05 mL

Metd ) pvbon \\. /;\
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™mg doong
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To v dkpo k4To and Tov H0A0 TOL

N

ELOOTIKOD TOWATOG ELGYDPNONG ,-—y{] 'ul

e
S e

Ewova 6

Bipa 7:
"Eveon

. H dwdikacio tg éveong Tpémel va Tpary LOTOTOLEITOL VIO AONTTES

ouvOnKec.

. Ewaydyete m Pehdva oto onueio otng éveong.

. Kdévte apyd tnv éveon péypt to EL0CTIKO TOUW EIGYDPTONG VA PTACEL GTO
KAT® UEPOG TG GVPLYYOC TPOKEILEVOL va yopnynoete tov oyko tov 0,05 ml.

e T kGBe endpevn éveon TPEMEL VOL ¥PNOLLOTOLEITOL £VOL OLAPOPETIKO OMLELD

TOV GKANPOL YLTOVAL.

Bnpa 8:
Amoppryn

Znucioon: Metd tny éveen, unv exavarwpoticete ™) felova kar unyv Ty

ATOGVOVOEETE OTTO TH GUPIYYA.




AvT6 Oo umopovee va 0onyioel 6 TPAVUATICHS aTto TH) felova.

. H mpoygpiopévn odpryya mpoopiletar yio pia povo ypnon. H e€ayoyn

TOALOTADV dOGEMV OO L0 TPOYEUIGHEVT] GUPLYYO EVOEYETOL VO OLENCEL TOV

Kivouvo pdivvong kot emakdhovdng Aoipnméng.

*  Amoppiyte TUYOV aYPNGUYLOTOINTO PUPUAKEVTIKO TPOIOV 1 TN
YpMNoLomToInuévn oopryya poli pe  Perova o €va doyeio amdppyng
OLYUNPOV AVTIKEWLEVOV COLPAOVO LE TIC TOTIKES AOLTCELS.
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