HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Eylea 40 mg/ml nmxeKMOHEeH pa3TBOP B MPEIBAPUTEIHO HATBIIHEHA CIIPHHIIOBKA

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
1 ml mmxexknnoHeH pa3TBop chabpka 40 mg apmmbeprient (aflibercept)*.

Enna npenBapuTenHO Hal'bJIHEHA CIIPUHIIOBKA ChIBbPiKa U3MOI3BacM 00eM oT Haii-manko 0,09 ml,
OTroBapsAlIy Ha HA Hal-Maiko 3,6 mg admaubepuent. ToBa ocurypsBa U3MOI3BAEMO KOJIMYECTBO 32
nmoctaBgHe Ha equHIYHA 1032 0,05 ml, ceappikantu 2 mg adumbeprient, 3a Bb3pacTHU MAIIMEHTH HITH
eaunanyHa no3a 0,01 ml, ceappxamm 0,4 mg agnubepuent, 3a NpeKAeBPEMEHHO POJICHH KbpMayeTa.
*(Dy3nOHEH MPOTEHH, ChCTABEH OT YaCTH OT U3BBHKICTHYHHUTE TIOMEHHH Ha peuentopu 1 u 2 3a
YJOBEIIKU CHI0OB eHpoTtelieH pactexeH ¢pakrop VEGF (Vascular Endothelial Growth Factor), cBbp3anu
¢ Fc-uactra Ha woBemkn IgG1, n npousseaen B K1 kierku ot situHuK Ha kutaticku xamcrep (CHO)
ype3 pekomOuHanTHa JIHK TexHomorwus.

IToMoOIIHO BEMIECTBO C U3BECTHO JIEUCTBUE

Bceku ml nmkekmoneH pa3reop crabpka 0,3 mg monmucopoar 20 (E 432).

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
WHxekoneH pa3TBop (MHKEKLUA)

Pa3TBOpBT € OUCTBP, Oe31IBETEH /10 OJISOKBIT U H300CMOTHYEH.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

Eylea e nmokasan npu Bp3pacTHH 3a JICUCHUE HA

e HeoBacKyJapHa (BIIaKHA) Bh3PacTOBOOOYCIIOBEHA JiereHepanus Ha makyiara (BAM) (Bx.
Touka 5.1),

® 3PHUTENHO yBpEXJIaHe, IbIDKAIIO ce Ha OTOK Ha MaKyJaTa, BCIEJACTBUE Ha OKITY3Hs Ha
peruHanHa BeHa (OPB) (okiy3us Ha pa3kioHeHue Ha peruHanHa BeHa (OPPB) nnu okiy3us Ha
neHTpanHara peruHanHa Bera (OLIPB)) (Bx. Touka 5.1),

® 3pDUTEITHO YBPEXAaHe, IBDKAIIO ce Ha nuadereH MakyleH eneM (JIME) (Bx. Touka 5.1),

® 3pUTENHO YBpeXIaHe, IbJDKAIIO0 Cce Ha MUOITMYHA XOPOUAaIHa HEOBacKyIapu3auus (MUOITMYHA
XHB) (Bx. Touka 5.1).

Eylea e nokazan npu mpexieBpeMeHHO POJCHU KbpMadeTa 3a JieueHHe Ha
¢ pernHonarus Ha HegoHOCeHOTO (PH) che 3a0onaBane Ha 30Ha I (cTanuit 1+, 2+, 3 unm 3+),
3oHa Il (cragmii 2+ wim 3+) nnu A3-PH (arpecuBna 3agna PH).
4.2 Jlo3MpoBKa M HAYMH HA MPUJIOKEHHE

Eylea € CaMO 3a UHTPABUTPCATHO UHIKCKTHPAHC.

Eylea TpSI6Ba Ja c€ npujara caMmo OT JICKap CrICHUaJInuCT C OIMUT B MPUIJIOKCHUCTO Ha UHTPABUTPCATTHU
WHXCKIIHUH.
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Bnaswcna B/IIM
IIpenoppuntennara no3a 3a Eylea e 2 mg agmubeprient, orroBapsimu Ha 0,05 ml.

JleueHuero ¢ Eylea 3aro4Ba € €1Ha MHXXCKIUA MECCUYHO B TPH IMMOCJICAOBATCIIHU JO3U. CJ'IG):[ TOBa,
HHTEPBATIBT MEXKAY NMPUIIOKCHUATA CE€ YABJDKaBa Ha IBa MECEIa.

BB3 ocHOBa Ha mpelieHKaTa Ha JIeKaps 3a 3pUTCIHY W/WIH aHATOMUYHU PE3YITaTH, HHTEPBAIBT
MEXTy PUIIOKEHUATA MOXKE J1a ObJIe TIOIbPIKaH Ha JIBa Mecella WK Aa ObJie TOMbIHUTEIHO
VIBIDKEH, KaTO CE M3MOJI3BA JICUCHHE U NIPOIbIDKABAHE HA CXeMara Ha TIpUiaraHe, mpu KOeTo
WHTEPBAJINTE HA MHKEKTUPAHE CE YIBIDKABAT C 10 2 WX 4 CEJIMHIIU JI0 TOCTUTaHe HA CTA0OWITHU
3PUTEITHU /WK aHATOMUYHH PE3YJITATH.

AKO 3pUTEITHUTE W/WIH aHATOMUYHUTE PE3YJITATH CE BIIONIAT, HHTEPBATHT Ha JICUCHHE TPSAOBA Ja
ObJIe CbOTBETHO HaMaJIEH.

Hsma m3nckBaHe 32 MOHUTOpHpPaHE MEXTy HH)KEKIIMHTE. Bb3 0CHOBa Ha IperieHKaTa Ha Jiekaps,
rpauKbT Ha MOCEUICHUTA 32 MOHUTOPHPAaHE MOXKE J1a € Ha TI0-MAJIKH HHTEPBAJIN OT MOCEIICHUATA 3a
UHKEKIIHH.

WuTepBanu Ha IeYCHHE, MTO-TOJIEMU OT YETUPH MECeIa WU MO-MaJKu OT 4 CEAMUIIN MEX Ty
WHXEKINHUTE, HEe ca MPOoy4YBaHH (BXK. Touka 5.1).

Omox na maxyrama ecieocmeue na OPB (OPPB unu OL{PB)

[Ipenopruntennara no3a Ha Eylea e 2 mg admmbepuent, otroBapsmm aa 0,05 ml.
CHGI{ IIbpBaTa MHXXCKIUA JICUCHHUECTO CC MpuJiara €XEMECCHYHO. HHTCpBaII'bT MECXKAY ABE 103U HE
TpsiOBa J1a ObJie MO-KpaThK OT €INH MECell.

Axo 3PUTCIIHUTEC U AHATOMUYHHUTE PE3YJITATH ITOKA3BaT, Y€ MAIJUCHTHT HE CC IMOBJIMABA ITOJIOKHUTECIIHO
OT IMPOABJKABAHE HA JICUCHUCTO, ITPUIIOKCHUCTO Ha Eylea TpSI6Ba Ja c€ NpCyCTaHOBH.

EsxemeceuHOTO JTIeueHre MPOAbIDKaBa 0 JOCTUTaHE Ha MAKCHMAITHA 3pUTENTHa OCTPOTa W/WIIH He ca
HaJIMIIC TIPU3HALM 33 aKTUBHOCT Ha 3a00J1sBaHeTo. MOXKe J1a ca HEOOXOAMMHU TPU HIIM TIOBEYE
IIOCJIEIOBATEIHA MECEYHU MHIKEKIINH.

JledenueTo Moxe Aa MPOABIIZKHU C MOCTCTICHHO YABbJIZKAaBAHEC HAa UHTCPBAJINUTEC, 3a 1da CC MMOAABPIKAT
CTaOUITHU 3PUTCIIHUA V/WIIH aHATOMHYHHI PE3yJTaTH, BIIPCKHU Y€ HAMA JOCTATbYHO JaHHH, 3a a CC
HalpaBX 3aKJIIOYCHUC 3a NPOABJDKUTCIIHOCTTA HA HHTECPBAJIMTE. Axo 3PUTCIIHUTE H/VIIH aHATOMUYHU
pe3yiaTaTtu C€ BJIomaT, MHTCPBaja Ha JICHCHUCTO TpH6Ba CBhOTBCTHO J1a C€ HaMaJIu.

Fpa(l)HK’LT Ha IPOCJICAABAHC U CXEMaATa Ha JICHCHUC TpH6Ba Ja €€ OIPCACIIAT OT JICKYyBalllUs JICKAP Bb3
OCHOBA Ha OTTrOBOpPa Ha OTACIHUSA MAIITUCHT.

[IpocneasBaneTo 32 aKTUBHOCT Ha 3200JIIBAHETO MOXKE Ja BKITIOYBA KJIMHWYEH MPETIIe]], 3CIIeABaHEe
Ha (pyHKIIMOHAJHHUTE MOKA3aTEeIN WM 00pa3HU TEXHUKH (Harp. ONTHYHA KOXEPEHTHA ToMorpadus
i ¢uryopecieHTHa aHruorpadus).

Jluabemen maxynen edem

[Ipenopbunrennata no3a Eylea e 2 mg adnubepuent, ekBuBanenTan Ha 0,05 ml.

Jleuenmero ¢ Eylea C€ 3a1104Ba € €JHa MHXKXCKIUA MECCYHO 3a IICT ITOCJICIOBAaTCIIHU 03U, U CC
npoabJIZKaBa € €JHAa MHKCKIUA Ha BCCKU JIBa MCCCIA.

Bb3 ocHOBa Ha OlLieHKAaTa Ha JIeKaps Ha 3PUTEIIHUTE W/UIH aHATOMUYHH PE3yJITaTH, HHTEPBAIBT
MEXTy MPUIIOKEHUATA MOXKE Ja ObJIe 3ala3eH Ha 2 Mecella WM HHIUBUAYyaIu3upaH, KaTo HapUMEp C
JIeYCHHE U NMPOIbDKaBaHe Ha cXeMaTa Ha Mpujiarale, Ipu KOeTO HHTEPBATIUTE Ha JICUCHHUE CE



YIBIDKaBaT OOMKHOBEHO € TI0 2 CEJIMUIIM JIO IOCTUTAaHE Ha CTAOWITHU 3PUTEITHY W/WITH aHATOMHYHH
pe3ynratu. iMa orpaHUYeHU TaHHU 32 HHTEPBAIN MEKIY MPUIOKEHUSITA, TIO-ABITH OT 4 Mecella.
AKO 3pUTEITHUTE W/WUJIM AaHATOMUYHUTE PE3YJITATH CE BIIOIIAT, MHTEPBAIHT Ha JICUSHUE TPSAOBa 1a
0bJic CHOTBETHO HAMaJICH.

WHTEepBanu MeXy NPUIOKEHHUATA, TIO-KPATKH OT 4 CEIMUIIH, HE ca MPOydYBaHU (BXK. Touka 5.1).

I'pacduxbT 32 MOHHUTOpHpaHE TPSOBA [1a CE OMPEAETH OT JIEKYBAIIXs JIeKap.

B cnyuaii ge 3puTenHUTE M aHATOMUYHUTE PE3YATATH COYAT, Y€ MAIUEHTHT HAMA MOJI3a OT
MpoabIDKaBaHe Ha JISYeHNUETO, MpriIoKeHneTo Ha Eylea TpsOBa fa ce mpeycTaHOBH.

Muonuuna xopoudanina HeogacKyIapu3ayus

[Ipenopruntennara no3a Eylea ¢ equHuHa MHTpaBUTPeaIHA MHXKEKIIMS Ha 2 mg adumbeprent,
exsuBanentau Ha 0,05 ml.

Mosxe na ce MPUIOKAT JOMBIHATEIHH JI031, aKO 3PUTCITHUTE W/HIX aHATOMUIHUTE PE3YIITATH
MOKa3Bar, ue 3a00JsIBAHETO MepcucTupa. Peruaueure TpsOBa 1a ce MprUeMar KaTo HOBa MPOsiBa Ha
3a00JIsIBaHETO.

I'paduksT 32 HaOMIOIEHUE TPSOBA J1a CE ONMPEACIH OT JICKYBAIUs JIeKap.
WHTepBaIbT MEXKIY JBE 103U HE TPsIOBa 1a Obie MO-KPaThK OT €MH MECEII.
Pemunonamus na neoonocenomo (PH)

[Mpenoppunrtennata no3a Eylea e enquanyna nHTpaBUTpeanta nmkekuus Ha 0,4 mg apaubepuenr,
exsuBanienTau Ha 0,01 ml.

Jleuenunero Ha PH 3amouBa ¢ enuHUYHA MHXKEKITHS HA €THO OKO M MOKE J1a C€ TIPUIIOKU OMIIaTepasHo
B €JIMH U CHUIM JieH. MoKe Jja ce PIIIoXkKaT 0010 0 2 MHKEKIMH Ha €JJHO OKO B pAMKHUTE Ha

6 Mecella OT Ha4aJI0TO Ha JICYSHUETO, aKO MMa ITPU3HALM Ha aKTUBHOCT Ha 3a0ossBaneTo. [1o Bpeme
Ha JICYEHHETO MHTEPBATBT MEXKIY MPUIIOKEHUETO Ha 2-T€ JI03H, HH)KEKTHPAHU B €IHO H CHIIO OKO,
TpsiOBa J1a € Hal-MaJKo 4 CeIMUIIH.

CrenpanaHy onyJialu

Yeproopobno u/unu 6vopeuno yspexcoane
He ca mpoBexaHu KOHKpETHH npoy4uBanus ¢ Eylea nmpu namuenTs ¢ 4epHOapoOHO v/nitn 6bOpedHO
YBpEXKIaHE.

HanuuuuTe qaHHM HE TpeosaraT Hy/1a OT KOPEKIHs Ha jo3ara Ha Eylea npu Te3u nanueHTtH (BK.
TOUYKa 5.2).

THonynayus 6 cmapuecka 6v3pacm
He ca HeoOxomumu crienualiny cbo0pakeHus. Mima orpaHryeH OnuT MpH MaIUeHTH Ha Bh3PacT HaJl
75 rogunau ¢ JIME.

Tleouampuuna nonyrayus

BbezomnacHoctTa 1 epukacHoctTa Ha Eylea npu gena v r0HOIIM Ha Bb3pacT 1o 18 roguHu npu
nmokazanwus, pa3nnaau ot PH, He ca ycranoenu (Bxk. Touka 4.4). Hama croTBeTHa ynorpeba Ha Eylea
B [leJUaTpUYHATA NOMyIalus 3a nokazanusara sinaxsa BJAM, OLIPB, OPPB, JIME u muonuuna XHB.

HauuH Ha npunoxxenue

I/IHTpaBI/ITpCaJ'IHI/ITC NHXCKINH Tp}I6Ba Ja €€ U3BBbPHIBAT CHIVIACHO MCAUIIMHCKUTC CTAHAAPTU U
IIPUJIOKUMHUTE PHKOBOACTBA OT JICKAP CIICHUAJIMCT C OIIMT B IIPHUIIOXKECHUETO HA HHTPaBUTPCATHA
nmxekiuu. [1o IIPUHIHAIT Tp}I6Ba Ja C€ OCUT'YpH aZICKBaTHA aHECTE3U U aCCIITUKA, BKIIFOUUTCIITHO



JIOKAJTHO MUPOKOCIIEKTEPHO MUKPOOHITHIHO CPEICTBO (HAIP. TIOBUIOH MO/, HAHECEH BhPXY KOXKaTa
OKOJIO0 OYHTE, KJIETTAYNTEe M OYHATa MOBBPXHOCT). [IpermopruBar ce xupyprudaaa ae3nHpeKIus Ha
pBIETE, CTEPUIHN PHKABUIIM, CTEPUIIHA TOKPUBKA U CTEPUIICH CIICKYIYM 3a KJIeTnayu (Wiu
©KBHUBAJICHT).

HenocpencteeHo ciiel ”HTPaBUTPEATHO HHKEKTUPAHE MAIlMeHTHTE TPSOBa J1a ce CIeT 3a
MOBHINIABaHE HA BETPEOYHOTO HaJsraHe. [10X0oAs110To MpocieisiBane MOXKe J1a BKIIOYBA
npoBepsiBaHe Ha repdy3usaTa Ha ONTUYHUS TUCK HIIH TOHOMETpUs. TpsOBa Ja uMa Ha pas3nooKeHHe
CTEpUITHO 00Opy/IBaHE 3a MapareHTe3a mpu HeoOX0ANMOCT.

Crniet MHTPAaBUTPEATHO WHXXEKTHPAHE Bh3PACTHUTE MALMEHTH TPSAOBA Ja ObIaT MHCTPYKTUPAHH Ja
choOMmaBaT He3a0aBHO 3a BCAKAKBY CHMIITOMH, HACOUYBAITH KbM eHAO(TaIMHUT (Harp. 60IKa B OKOTO,
3a4epBsIBaAHE HA OKOTO, (hoTOhOOUS, 3aMBIJICHO 3pPEHUE).

[Mamuenture ¢ PH TpsiOBa na ce HaOnr0AaBaT OT MEUIIMHCKY CIICIIMAIMCTY 3a TPU3HAIY, HACOYBAIIH
KbM eHI0(PTaIMUT (HAIp. 3a4epBsiBaHe/Ipa3HeHe B OKOTO, OYeH CEKPET, MoTyBaHe Ha Kieradva,
¢dotodobus).

Ponurenure u oOrproKBaIiuTe JIMia Chilo TPsIOBa Aa ObIaT MHCTPYKTUPAHU Ja HAOJII0IaBaT U 1a
chOoOIIaBaT He3a0aBHO 3a BCSIKAKBH MTPHU3HAIN, HACOYBAIIY KbM €HIO(DTAIIMHT.

Bcesika mpenBapuTenHO HaTBJIHEHA CIIPUHIIOBKA TPsOBa /1a ce M3I0JI3Ba 3a JICUCHHE CaMO Ha €IHO OKO.
MHoOTOKpaTHO MpUIarane Ha J03H OT IPEIBAPUTEIIHO HAITBJIHEHATA CITPUHIIOBKA MOKE Ja YBEITUIH
PHCKa OT 3aMbBPCSABaHE U MOCIeABAINA HH(EKITHSL.

Bwvspacmnu

IIpeaBapuTenHo Ha'bJIHEHATA CIIPUHLIOBKA ChABPXKA IOBEYE OT NPENOPhUMTENHATA 1032 2 Mg
apmubepuent (exBuBaeHTHH Ha 0,05 ml nmxekoneH pa3Teop). M3non3BaeMusT obem Ha
CIPUHIIOBKATA € KOJIMYECTBOTO, KOETO MOKE JIa C€ IOCTAaBH OT Hesl, U He € MpeJHa3HavyeH 1a Obae
U3M0J3BaH HaTbIHO. 3a Eylea nmpeaBapuTenHo HarbiHEHa CIIPUHIIOBKA U3IOI3BACMUST 00EM € Haii-
Manko 0,09 ml. U3AuIIHOTO KOJIM4ecTBO TPSIOBA 1a ce OTCTPAHU NMpeau HH:KEeKTHPaHe Ha
npenopbYUTEeTHATA 1032 (BXK. TOUKa 6.6).

WmxexTupaneTo Ha nenust 00eM Ha MpeIBapuTeTHO HAITbJTHEHAaTa CIPUHIIOBKA MOXKE J]a IOBEIE 10
mpeio3upane. 3a 1a ce OTCTPAHT BB3AYIIHUTE MEXypUueTa 3aeIHO C U3JHIIHUS JIEKAPCTBEH MPOAYKT,
0aBHO HaTHCHETE OyTaIOTO, IOKATO OCHOBATA HA CBOJA HA OYyTaJ0TO (He BbPXa HA CBO/IAa) ce
W3PABHU C JIMHHUATA 32 I03MPaHe HA CIPUHIOBKATAa (ekBuBaneHTHO Ha 0,05 ml, T.e. 2 mg
apmubepuent) (Bx. Touka 4.9 u 6.6).

WmxeknmonHara uria Tpsiosa a ce BbBele 3,5-4,0 mm 3a71 mumba B CTHKIIOBHHOTO TSJIO, KaTo ce
n305rBa XOPU3OHTATHHUAT MEPHIMAH U CE€ HACOUBA KbM IIEHThpa Ha o4HaTa s0biKa. Torasa ce
nHxektupa 06emsbT 0,05 ml; mpu nociaeaBamIMTe MHKEKIMH MSCTOTO Ha MHXKEKTHPAHE B CKIlepaTa
TpsiOBa J1a ce CMeHs!.

Crne MHXEKTHpaHEe HEU3IIOI3BAHMST MTPOAYKT TPIOBa J1a ce U3XBBPIIU.

Ileduampuuna nonyrayus

3a nedeHue Ha PEXKACBPEMEHHO POJICHN KbpMadeTa TpIOBa Jia ce M3M0J3Ba JO3HUPAI0 YCTPOMUCTBOTO
3a npunoxenue B neguatpuara PICLEO, 3aenHo ¢ npeaBapUTeNHO HAITbIHEHATA CIPUHIIOBKA, 3a
NpUIoKeHUe Ha eqrHnYHA 1032 0,4 mg adumbepuenTt (exkBuBasieHTHH Ha 0,01 ml HHXeKIIMOHEH

pas3TBOp) (BXK. Touka 6.6).

WHxeKInoHHATa UIJIa TPsiOBa /1a ce BbBee B 0koTo Ha 1,0 10 2,0 mm oT 1uMOa, Haco4YeHa KbM
ONTHYHUS HEPB.

Cne;[ HWHXXCKTHUPAHC HCU3MIOJI3BaHUS IPOAYKT TpSI6Ba Ja €€ U3XBbPJIHU.

3a paboTa ¢ JIekapCTBEHHS IPOAYKT NPeAr NPUIIOKEHHE, BIXKTE TOUKa 6.6.



4.3 IIpoTuBOMOKA3aAHUA

CBpBXUYYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO a(IuOEpIIenT WM KbM HIKOE OT TIOMOIIIHUATE
BEIIECTBA, U30POCHH B TOUKA 6.1.

AKTHBHA OYHA WJIH OKOJIOOYHA MH(EKIINS MM ChMHEHHE 32 TaKaBa.

AKTUBHO T€KKO BhTPEOYHO Bh3MAJICHHE.

4.4 Chneuuajanu mpeaynpesaeHus U Npeana3sHyd MepKH NP4 ynorpeda

[Ipocneaumoct
3a fa ce moio0pu MPOCISTUMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO M MIAPTHTHUAT

HOMEp Ha MPIIOKEHUS MPOTYKT TPSIOBA SCHO /1A CE 3aIMCBaT.

WHTpaBUTpEaTHN PEaKIlui, CBbP3aHy ¢ MHIKCKIIUATA

WHTpaBUTpearHuTe HHXEKINH, BKIoUnTeHO Te3u ¢ Eylea, ce cBbp3BaT ¢ eHno()TaiMuT, BBTPEOTHO
BB3MAJICHUE, PETMAaTOTeHHO OTJIENIBaHEe Ha PeTHHATA, Pa3KhCBaHE HA PETUHATA U ATPOTEHHA
TpaBMaTH4Ha KatapakTa (Bk. Touka 4.8). [Ipu npunarane na Eylea Bunaru TpsibBa 1a ce M3M0i3Bat
MOIXOJISIIN aCEITUYHY TEXHUKH HA MH)KEKTUpaHe. B nompiHeHNe, manpieHTuTe TpsoBa 1a ce
MIPOCIEABAT Ipe3 CEAMHUIIATA CIIel MHXKEKTHPAHETO, KOETO OU MO3BOJIMIIO PAHHO JICUESHUE, aKO
BB3HUKHE WHPEKII.

Bw3pacTHuTe nanueHTH TpsioBa fa ObAaT HHCTPYKTHPAHHM Jia ChOOIIaBaT He3a0aBHO 3a BCAKAKBU
CUMITOMH, HACOYBAIN KbM €HAO(TAIIMUT WK HIKOE OT MMOCOYCHUTE ITO-TOPE CHOUTHSL.

[Marenture ¢ PH TpsiOBa na ce HaOnr0AaBaT OT MEAUIIMHCKH CIICIIMAIMCTH 3a TPU3HAIY, HACOUBAIIH
KbM eHAO(GTAIMUT (HATp. 3auepBsiBaHe/Ipa3HEeHE B OKOTO, OYCH CEKPET, OyBaHe Ha Kiiernaya,
¢dotodobus).

Ponurenure u 0OrproKBaIiuTe JiMia Chilo TPsOBa Aa ObIaT MHCTPYKTUPAHU Ja HAOJI0JaBaT U 1a
choOIIaBaT He3a0aBHO 32 BCSIKAKBH MPU3HAIM, HACOYBAIM KbM €HI0(DTAIMUT.

IIpenBaputenHo HaTbJIHEHATa CIPUHIIOBKA ChABPIKA MIOBEYE OT MPENOPbYUTENHATA J]03a 2 mg
apubepuent (exkBuBasienTHH Ha 0,05 ml) 3a Bb3pacTHU nanueHTH. V3IUIIHOTO KOJMYECTBO TPsOBa
Jla ce OTCTpaHU MPEeIu MPUIIoKeHne (BXK. Touka 4.2 u 6.6).

[IpenBapuTenHo HaITBITHEHATA CIIPUHIIOBKA ChABPIKa MOBEYE OT MpernopbunTenHara g03a 0,4 mg
(exBuBanentHu Ha 0,01 ml) 3a edeHne HAa IPEKACBPEMEHHO POJICHU KbpMadeTa (BXK. TOUKa 6.6).
[IpenBapuTenHO HaITBITHEHATA CIIPUHIIOBKA TPsIOBA J]a ce M3IOJI3Ba 3a€{HO C JI03UPANIOTO YCTPOMCTBO
3a npuioxxenue B neguarpuara PICLEO, 3a na ce u3berne npuiioxxeHne Ha Io-TOJIsIM OT
MPETNOPHUYUTEITHHS 00eM, KOETO MOXKE Jla IOBEJIE JI0 MIOBUIIICHO BTPEOYHO HalsAraHe (Bxk. Touku 4.9
u 6.6).

IToBumieHus: Ha BBTPEOUHOTO HAJISTaHE ca HaOMI01aBaHu B paMKuTe Ha 60 MUHYTH cliel
WHTPaBUTPEATHO HHKEKTUpaHe, BKItounTenHo ¢ Eylea (Bxk. Touka 4.8). CrienuanHu npeanazHu
MEPKHU ca HEOOXOJUMH NPH MAUEHTH ¢ HeloOpe KOHTPOJIUpaHa riiaykoma (1a He ce HH)KEKTHpa
Eylea, nokato BpTpeounoro Haysirane € > 30 mmHg). Eto 3amo npu Bcnuku cirydau TpsiOBa n1a ce
MPOCIEABAT M J]a Ce JIEKYBaT MO MOIXOASI] HAaYWH KaKTO BETPEOYHOTO HAJISTaHe, Taka u nepdysusara
Ha ONTHYHUSA JUCK.

HmyHorenHoct
TBi KaTO € TepaneBTU4eH NMpoTerH, npH Eylea chiiecTByBa BEpOSTHOCT 32 UMYHOT€HHOCT (BXK.

Touka 4.8). [latimenTrre TpsiOBa 1a OBAAT MHCTPYKTUPAHH Ja CHOOIABAT 32 BCSIKAKBH MTPHU3HALM WIN
CHUMIITOMHU Ha BTPEOYHO Bh3MAJIEHNE, HAIP. 001Ka, PoTodoOus nitn 3a4epBsBaHe, KOETO MOXKE JIa €
KITMHUYEH TPU3HAK, 00SICHIUM ChC CBPBXUYBCTBHTEIHOCT.

CucteMHu edexTu

CucTeMHU HeXeJlaH!U ChOUTHS, BKITIOUUTEITHO U3BHHOUYHU KPHBOUZIHBY U apTEPUATHU
TPOMOOEMOOIMYHH CHOUTHS, Ca CHOOIIABAHH CJIE/I MHTPABUTPEATHO HH)KEKTUPAaHEe HA HHXUOUTOPH Ha
VEGF u uMa TeopeTHyeH puck, ue Te MOXe a ca cBbp3aHu ¢ naxuoupanero Ha VEGF. Nma
OTpaHWYCHH TaHHU 33 0e30macHOCTTa IpH JieueHue Ha manuentu ¢ OL[PB, OPPB, /IME wun




muonuaHa XHB ¢ anamHe3a 3a WHCYJIT WM MPEXOHN UCXEMHYHHU aTakd, KaKTo U 3a WH(APKT Ha
MHOKap/a B paMKuTe Ha mocieaauTe 6 Mecena. TakuBa manueHTH TpsiOBa Ja ce JIEKyBaT C TOBUILIEHO
BHUMaHUE.

Hpyru
Kaxro npu apyrute uatpasutpeantu antu-VEGF neuenus 3a BAM, OLIPB, OPPB, /IME u
muonnyHa XHB, B cuita ca 1 ciaeJHUTE TOJIOKESHUS

e be3omacHOCTTa U epUKacHOCTTA Ha JieueHHeTo ¢ Eylea, mpunaran eTHOBpeMEHHO U Ha ABETE
0YM, HE Ca IPOYYBAHHU CUCTEMAaTHYHO (BX. TOUKa 5.1). AKo OMIaTepaHOTO JICUeHHE Ce
MPOBEXK/Ia TI0 €HO U CHIIO BpeMe, TOBA MOXKe J1a TOBe/Ie 0 ITOBUIIIEHA CUCTEMHA
EKCITO3UIIUsI, KOETO MOXKE J1a IOBUIIN PHCKA OT CHCTEMHHU HEXEJIaHU ChOUTHSI.

e EnnoBpeMenHa ynorpeba ¢ apyru aHTu-VEGF (cbI0B eHoTeeH pacTexeH (akTop).

e Jlurcear JaHHU 32 €THOBpeMeHHOTO m3non3BaHe Ha Eylea ¢ npyru antu-VEGF nekapctBenn
MPOAYKTH (32 CHCTEMHO WIIM BETPEOYHO MPUIIOKEHHE).

e PuckoBute pakTopH, CBBP3aHU C PAa3BUTHETO HA pa3KbCBaHE HAa MMTMEHTHUS €TUTEN Ha
petunara cien anti-VEGF Tepanus 3a Binaxsa B/IM, BKIIFOUBaT 0OIIUPHO W/HIIA BUCOKO
OTIIeNBaHe Ha MUTMEHTHHS enuTelN Ha pernHata. [Ipu 3amouBane Ha Tepanus ¢ Eylea e
HE0O0XOMMO TIOBUIIICHO BHIMAHWE TIPY MAIIMEeHTH C T€3W PUCKOBHU ()aKTOpH 3a pa3KbCBaHE HA
IMUIMCHTHUS CTIUTCIT Ha pETUHATA.

e Jleuenuero TpsOBa /1a ObAE MPEYCTAHOBEHO MPH MAI[UEHTH C PErMaTOTeHHO OTJIETIBAHE Ha
peTHHaTa WK cTaguil 3 uiu 4 MakyJIHU JYTIKH.

e B cnyyaii Ha pa3KbCcBaHe HA pETHHATA, IPUIIOKEHUETO Ha J03aTa TpsiOBa 1a ObJe MpeKpaTeHo
JIEYeHUETO He TPsOBa Ja ce Bh30OHOBSBA MPEAN aJeKBaTHO Bh3CTAaHOBSIBAHE HA PAa3KbCBAHETO.

e Jlozara He TpsAOBa Ja ce mpuiara U JedeHUeTo He TpsiOBa Aa ce Bh300HOBSBA IMO-PaHO OT
CJIeJIBAIIOTO [UIAHUPAHO MPUIIOKEHHE B Cllydail Ha:

= HaMaisBaHe Ha Hal-moOpe Kopurupanara 3putenHa ocrpota (BCVA) ¢ >30 Oyksu B
CpaBHEHHE C MOCIIeHATA OIIEHKA HA 3PUTETHATA OCTPOTA

= cyOpeTHHaNHA XeMOparus, BKIIFOUYBAIla [IEeHThpa Ha (oBesTa, UK, aKo pa3MephT Ha
KpbBOU3NIMBa € >50% OT o0IIHs pa3Mep Ha Je3UsATA.

e Jlo3ara He TpsOBa Ja ce mpuiiara B paMKUTE Ha TIPEIXOTHUTE WIIH CISABAIINUTE 28 THU, B
CITydYaii Ha U3BBPIICHA WIH IUTAHWPaHa BhTPEOYHA XUPYPTUIHA UHTEPBEHITHSL.

e Eylea He TpsOBa J1a ce M3MOJI3BA IO BpeMe Ha OPEeMEHHOCT, OCBEH aKO IMMOTEHITUATHATA 110J13a He
HAJAXBBHPIIS TOTEHIMATHIS PUCK 3a TUT01a (BXK. TOUKa 4.6).

e Xenu ¢ gerepojieH moTeHnMaN TpsiOBa Aa M3MOI3BaT e(heKTHBHA KOHTPAIECTIIIHS TT0 BpeMe Ha
JIeYeHUe W Hall-MaJIko 3 Mecelia Clie]] MOCIEHOTO HHTPABUTPEATHO HHKEKTUPaHE Ha
agubepient (BxK. Touka 4.6).

e lma orpaHuyeH ONHUT C JieueHUEeTo Ha manueHTy ¢ ucxemuyna OLIPB u OPPB. I[Ipu manmentn ¢
KIIMHUYHY TIPU3HAIY Ha HeoOpaTuMa MCXeMHUYHA 3ary0a Ha 3puTeinHaTa GyHKIHS JeueHHe He
ce TIpenopbhyBa.

[enmarpuyHa monyJsanus

[pexynpexneHusaTa 1 npeanasHATe MEPKH PU Bb3PACTHU CE OTHACAT U 32 NPEKIAEBPEMEHHO POJICHU
kbpMmadera ¢ PH. [IpoguiasT Ha apirocpoyna 6e30MacHOCT NPH MPEKICBPEMEHHO POJICHN KbpMadeTa
HE € YCTaHOBEH.

Ilonynauuy ¢ orpaHU4YeHN TaHHU

Mma orpannuen onwurt ¢ iedeHneTo Ha manuentu ¢ JIME BcneacTeue Ha muadet tam | wm ipu
nanueHTH ¢ quadet ¢ HbAlc nag 12% unu nponudepatiBHa fuabeTHa peTHHONATHS.

Eylea He e mpoy4BaH NpH NALMEHTH C aKTUBHU CUCTEMHHU MH(PEKIINH WIN NPH MALUEHTH ChC
CBHITBTCTBAIIN OYHU HAPYLICHHUS KaTO OTJIENIBaHE HAa peTHHATA WM MaKyiIHa Aynka. OCBeH ToBa HAMa
orut ¢ neyenne ¢ Eylea npu manmenTn ¢ nuabet ¢ HEKOHTpOIMpaHa XunepTonus. Ta3u naurmca Ha
uHpOpMaLus TpsiOBa fa ce MMa NpeABU OT JIeKapsl IIPU JICUCHNE HA TaKUBa MAallUeHTH.




Hsama onut npu neueHue Ha muonuuna XHB ¢ Eylea mpu marueHTH, KOUTO HE Ca OT a3UaTCKH
MIPOU3XO/I, MAIMEHTH KOUTO TPeIH ca OWITN MOAIOKEHH Ha JiedeHne Ha MuonnyHa XHB u manuenTn ¢
ekcTpadoBeaTHH JIC3UH.

Wnudopmarns 3a TOMOITHUTE BELIECTBA

To3u 1ekapcTBEH MPOAYKT ChABPKA

- mo-Mainko oT 1 mmol Hatpuii (23 mg) Ha 7030Ba €AWHULIA, T.€. MOXKE J]a C€ KaXKe, Ye MPAKTUIECKU
HE ChIbp)Ka HATPUiL;

- 0,003 mg mommcop6ar 20 BBB Besika mo3a ot 0,01 ml mm 0,015 mg monmmcop6ar 20 BB Besika
no3a ot 0,05 ml, kouro ca exkBuBanentHu Ha 0,3 mg/ml. [TonucopOaTnuTe Morat Aa NPUUKUHSAT
QJIEPTrUYHU PEAKIINU.

4.5 BsamMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH MPOAYKTH M APYTrH (opMH Ha B3auMojelicTBHe
He ca npoBexx1aHu poy4BaHUs 33 B3aUMOIEHCTBUATA.

EnnoBpemennoTo npunokenue Ha GoronnHamuyna tepanus (PDT) ¢ Beprenopdun u Eylea He e
NPOYYBAHO U I10 Ta3H NPUYMHA HE € YCTaHOBEH Npo(d i1 Ha 0€30acHOCT.

IlenquaTpyyHa nonyJaanus
He ca npoBexxiaHu mpoy4BaHUs 32 B3aUMOJCHCTBUSATA.

4.6 dDepTHaUTET, OPEMEHHOCT U KbpPMeHe

Kenu ¢ neTepojicH NOTSHITNAIT

JKenute ¢ geTepoicH MOTEHIIMAN TPsiOBa Ja W3MOJI3BAT e(h)eKTHBHA KOHTPAIICIIUSA 110 BpeMe Ha
JICYCHUE W Hal-MaJIko 3 Mecela Clie]] MOCJISTHOTO UHTPABUTPEATHO HH)KEKTUPaHe Ha aduinbeplenT
(Bk. TOuka 4.4).

BpemenHoct
JluriceaT naHHU 3a ynoTpebaTa Ha adhauOepenT Npu OpEMEHHH JKEHH.

IIpoyuBaHusATa NP )KUBOTHH [IOKa3BaT eMOpHO-(eTanHa TOKCHYHOCT (BX. TOUKa 5.3).

BrhIlpeku ue cucTeMHaTa eKCIIO3UIIHS CJIe/l OUHO MPHIIOKEHUE € MHOTO HUCKa, Eylea He TpsOBa 1a ce
M3II0JI3BA 110 BpeMe Ha OpeMEHHOCT, OCBEH aKo IMOTESHITHATHATA 110J132 HEe HAIXBBPIIS MOTCHINATHHS
PUCK 3a TUIo/Ia.

Kopmene
BB3 ocHOBa Ha MHOTO OIpaHUYEHH JIaHHU NPH X0pa, ahIudepIenT MoxKe Ja ce eKCKpeTupa B KbpMaTa

B HUCKH HUBA. AQIuOepLenT e rojismMa MpoTenHOBa MOJIEKYJIA i KOJIMYECTBOTO Ha JIEKapCTBOTO,
abcopOupaHo MpH KbpMaveTo, ce OYakBa Ja ObJe MUHUMaNHO. EdektuTe Ha adaubepuent BbpXy
KbPMEHO HOBOPOJCHO/KbPMAUYEeTO HE Ca U3BECTHHU.

Karo npenmasna msipka, He ce Ipenopbr4Ba KbpMeHe 10 BpeMe Ha yrorpebara Ha Eylea.

DepTUnuTer
Pesynrarture oT IpoydIBaHUATA TIPH KUBOTHU C BUCOKA CHICTEMHA €KCITO3HUITHS TTOKA3BAaT, Ue

adubepuenT Moe 1a Hapylu GepTHIINTETa U IPU MBXKUTE, U IPH KEHCKUTE (BXK. Touka 5.3).
[HonoGHM edeKTH He ce OYaKBaT Clie/l OYHO MPUIIOKEHNE C MHOTO HUCKA CHCTEMHA €KCIIO3HUIIHS.

4.7 EdexTu BbpXy cioco0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHA

Unxektupanero ¢ Eylea nosiusiBa B Majka CTeTeH CIIOCOOHOCTTA 3a IIodupaHe 1 paboTa ¢ MallluHH,
rnmopaav Bb3MOXHH BPEMCHHU 3pUTCIIHU CMYIIICHUA, CBBP3aHN WM C MHXCKIUATA UM C OYHUA
npernen. [lanuenture He TpsOBa ga modupaT Win Aa paboTIT C MAIIMHU, JOKATO 3pUTETHATA UM
(GYHKLUS HE ce Bb3CTaHOBH B I0CTaThUHA CTETICH.



4.8 Hexenanu jeKkapcTBeHH peakuu

Pesrome Ha mpoduiia Ha Oe30macHOCT

ITonmynammsra 3a 6e30macHOCT B ocemTe npoy4uBanus ¢a3za Il ce creroun ot 06mio 3 102 mammentu. Ot
Tx 2 501 mamieHTH ca IeKyBaHH C PEMOPHUMTEIIHATA /1032 OT 2 mg.

CepHo3HM OYHH HEXKETaHU PeaKIMy B H3CICIBAHOTO OKO, CBhP3aHH C MPOIEAypaTa Ha HHKEKTHPAHE,
ca BB3HUKHAIN Tpu To-Manko ot 1 Ha 1 900 uaTpaBuTpeannn nmxekiuu Ha Eylea u ca BkimtouBanm
ClenoTa, eHA0(TAIMUT, OTJICTIBAHE HA PETUHATA, TPABMATUYHA KaTapaKTa, KaTapakTa, KPhbBOU3IUB B
CTHKJIOBUHOTO TSUIO, OTJICIIBAHE HA CTHKIIOBUIHOTO TSUIO U TIOBHIIICHO BHTPEOYHO HAJSITaHE (BK.
Touka 4.4).

Haii-gecto HabmojaBaHUTE HEXKETIAHH JICKAPCTBEHHU peakiuu (Ipyu Hali-Maliko 5% OT MaIMeHTuTe,
nexyBaHu ¢ Eylea) ca korroHkTHBaIHA XeMoparust (25%), petrnaanaa xemoparus (11%), Hamanena
3putenHa octpota (11%), bonka B okoto (10%), katapakTa (8% ), TOBHUIIIEHO BTPEOYHO

Haysirane (8%), oTJenBaHe Ha CTHKIOBHIHOTO TsUIO (7%) U MBTHUHH B CTHKJIOBUAHOTO Ts10 (7%).

CrnchK Ha HE)KEIIAHUTE JTISKAaPCTBEHH PEAKINU B Ta0JINYCH BU

JannuTte 3a 6€30MacHOCT, OMMCAHU TO-10JTy, BKIFOUBAT BCHUKH HEXKEJIaHU JICKAPCTBEHHU PEAKIMU OT
ocemte nipoyuBanus (aza Il mpu mokazanusaTa Bnaxuaa B/IM, OLIPB, OPPB, IME u muonmuna XHB
C IMpUueMJIMBa BEPOATHOCT 3a IPUINHHO-CIICACTBCHA BPB3Ka C Ipoueaypara Ha MHKCKTUPAHE U
JIEKapCTBEHMS IIPOAYKT.

HesxenanunTe ekapCTBEHH peakiMy ca H30POSHH 0 CUCTEMO-OpTraHeH KJIaC U YeCTOTa C M3IOJI3BaHe
Ha cJeJHaTa KOHBEHIIUS:

muoro dectu (>1/10), uectu (>1/100 no <1/10), neuectu (>1/1 000 no <1/100), peaxu (>1/10 000 mo
<1/1 000), c Heu3BeCcTHA YecTOTa (OT HAIMYHUTE JaHHU HE MOXKe J1a O'b/ie HalpaBeHa OICHKA).

B pamkuTe Ha BCAKO TPYIIUpaHe TI0 YECTOTA, HEXKETAHNUTE JIEKAPCTBEHH PEAKIINH Ca MPEACTABEHU B
HU3XOJISII PEJI 110 OTHOIICHHUE Ha TAXHATa CEPUO3HOCT.



Tadauna 1: Bcwdky cBBp3aHU C JICUSHUETO HEXKETAHH JIEKAPCTBEHU PEAKITNN, ChOOIIaBaHH ITPH
nanueHTy B npoyuBanus ¢asa Il (cooprn mannam ot npoyuBanus ¢asa 1l 3a mokazanusTa BIakHa
B/JM, OLIPB, OPPB, JIME u muonnuna XHB) niu no BpeMe Ha MOCTMAapPKETHHIOBOTO HAOJIIOJICHHE

CucreMo-opratex YecroTa Hesxenana peakuust
KJ1ac
Hapymenus Ha Hewectn CBpBXUYBCTBHTEITHOCT* **
HMYHHATa CHCTeMa
Hapyumennus Ha MHoro yectu Hamanena 3putenna octpora, Petunaina
oumTe xemoparus, KoHronkTuBanHa xemoparusi, bosika B
OKOTO
Yectu Pa3kbcBaHe Ha MUTMEHTHUS €NUTEN Ha

perunara®, OTnenBaHe Ha MUTMEHTHHS €IUTEN Ha
peruHara, /lereHepanus Ha peTUHATA,
KpbBOM3IUB B CTHKIOBUAHOTO Ts10, Karapakra,
Koprukanna katapakra, HykneapHa karapakxra,
CyOxkancyrnapHa kaTapakTta, KopHeanHa epo3us,
Kopueanna abpazwus, [lopuiieHO BETpeodHO
HaysiraHe, 3aMbIJIeHO 3peHre, MbTHUHU B
CTBKIOBUAHOTO Ts10, OTIICIBaHE HA
CTBKJIOBUIHOTO TsJ10, bonka Ha MsacToTO Ha
WH)XEKTHpaHe, Y celllaHe 3a YyKJ0 TAJI0 B OUHTE,
[ToBummena nakpumanusi, OTOK Ha KJenaya,
Xemoparus Ha MACTOTO Ha HH)KEKTUPaHe,
ToukoBuaeH kepatut, KOHIOHKTHUBaNIHA
xunepemusi, O4Ha Xunepemus

Heuectn Ennodranvut**, OrienBane Ha peTHHATA,
PaskbcBane Ha petunara, Uput, Yeur,
Wpunouuxnut, [lombTHsABaHE Ha nemarta, Jedekt
Ha eMuTeNIa Ha poroBuIlaTa, [[pa3Hene Ha MICTOTO
Ha WHKeKTHpaHe, HeoOudaiiHo ycelane B OKOTO,
Hpa3nene Ha knenaua, [lonoxurenen Tunaan B
npeanara kamepa, OTOK Ha POTOBHIIATA.

Penku Crnenora, TpaBmatnuHa karapakTa, Burpeunr,
XHIIONHOH

C neusBectHa yectora | Cruepur****

*  Hapyuienwusl, 3a KOUTO € U3BECTHO, Y€ ca CBhp3aHu ¢ BiakHa BJIM. Habmo1aBanu ca caMo B pOy4YBaHUs
npu BiaxkHa BJIM.

**  KynTypa-mojioXHTeNIeH U KyJITYpa-0TpUIATeNIeH eHI0()TaIMHT.

*** Tlo BpeMe Ha MOCTMApKETHHTOBHS MTEPHOI, CHOOIICHHS 32 CBPhXUYBCTBUTEIHOCT BKIFOYUTETHO O0OPHB,
ChbpOeX, YPTHKAPHS M OTACITHH CIyYan Ha TEKKH aHADUIaKTHIHN/aHA(DUIAKTOUTHH PEaKIIUH.

**%* OT MOCTMAPKETHHTOBH CHOOIICHHS.

Onucanue na u36pauu HediceNlanu jekapcmeeru peakyuu

B npoyuBanus ¢asza Il npu Bnaxkna B/IM, ce HaOnroiaBa nmoBHIleHa YeCTOTa HA KOHIOHKTHBAIHA
XeMOoparus Npy MaueHTH, IpueMaly aHTUTPOMOOTHYHY cpecTBa. Ta3u NMOBHUILIEHA YECTOTa €
CpaBHUMa MEX/y TallMEHTUTE, JIEKyBaHU ¢ paHnonzymad u Eylea.

Aprepuanaute TpomboeMoonnunu croutus (ATC) ca HexxenaHu cbOUTHA, KOUTO Ca MOTEHIUAIHO
CBBp3aHu che cucTeMHO nHXnOMpane Ha VEGF. CriiecTByBa TEOPETHYEH PHCK OT apTepUaTHU
TPOMOOEMOOIMYHN CHONTHSA, BKIIOYUTETHO HHCYIT U HH(PAPKT HA MUOKApP/Ia, CIIEA HHTPABUTPEATHO
npuioxxenue Ha naxuouropn Ha VEGF.

Hucbk mporneHT Ha 3a00J1eBaEMOCT OT apTepHaTHH TPOMOOEMOOIMYHN CHOUTHS € HaOJII0/IaBaH B
kuHAYHATE n3nuTBanus ¢ Eylea npu nauuentn ¢ BJAM, IME, OPB, muonuuna XHB u PH. Cpen
MOKa3aHusATa He € HaOMoJaBaHa ChIIECTBeHA pasiiiKa MEKIY TPYIHTE, JeKyBaHH ¢ apuudepuent u
CBHOTBETHUTE CPAaBHUTEIHU TPYIIH.
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KaxTo mpu Bcnuku TepaneBTHIHH MpoTenHH, ipr Eylea cpiecTByBa BEpOsSTHOCT 32 HMYHOTE€HHOCT.

[eauaTpuyHa HOMyJIAIMs

besomacuoctTa Ha Eylea mpu neuennero Ha PH e onenena B 6-medecHo mpoyusane ¢asa I, B koeTo
ca BKJIFOUEHHU 75 MpekIeBPEMEHHO POJICHN KbpMadeTa, JeKyBanu ¢ agumbeprient 0,4 mg Ha U3XOIHO
HUBO. [IpomiabT Ha IBITOCPOUYHA OE30MIACHOCT NPU MPEKJACBPEMEHHO POJICHU KbpMaveTa HE €
YCTaHOBEH.

Hexenanute pcaknunu, C’LO6HICHI/I ITPpU MOBEYC OT €AWH IMalluCHT, JICKYBAaH C a(1)J'II/I6epIICHT 0,4 mg, ca
OTJICTIBAHC HAa pETHUHATA, pCTUHAJIHA XEMOparusa, KOHIOHKTHUBaJIHA XeMOparusa, XxeMoparvs Ha MICTOTO
Ha WHXXCKTUPAHE, IIOBUIICHO BHTPEOYHO HAJIIIaHE M OTOK Ha KJICIiayda.

Hexenanute peakiuu, yCTAaHOBEHH MPHU MTOKA3AHUSITA 32 Bb3PACTHH, C€ CUUTA YE CE€ OTHACST U 3a
MpeXIeBpeMEHHO poAeHH KbpMadeTa ¢ PH, BbIIpexn ue He BCHYKH ca HaOII0JaBaH! B TPOYYBAHETO

¢aza III.

CrpoO1iaBaHe Ha HOAO3UPAHU HEXKEIAHN PEAKIINHU

Cho0I1aBaHeTO Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUK Clie]] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa MMO3BOJIsABA Ja MPOIBIKH HAOIOICHUETO Ha ChOTHOIIICHUETO MOJI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATICTH CE U3MCKBA J]a ChOOIIABAT BCSIKA
MOJI03UPaHa HEXKEIaHa PeaKIKs Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIIaBaHe, MOCOYCHA B

[Tpunoxxenue V.

4.9 Ilpeno3upane

B KIMHWMYHN M3NUTBaHMS Ca U3MOI3BAaHU 1031 A0 4 mg Ha €THOMECEYHHU MHTEpPBAJIM U ca
HaOJII01aBaH M30JIUPAHM CIIydad Ha pero3upaHe ¢ § mg.

[Ipeno3upaneTo ¢ mo-royisiM 00eM Ha MHKEKTHUPAHE MOXKE Jla MOBHUIIIHM BhTPEOUHOTO Hajsirane. [1o
Ta3W MPUYMHA B CIy4ail Ha Ipefo3upaHe TpsiOBa Ja ce Cliefi BRTPEOYHOTO HAIATaHe U J1a Ce 3all0YHe
MOJIXOJISIIIO JISYSHHE, aKO CEe CUETE 32 He0OXOAMMO OT JISKyBaIIus Jekap (Bxk. Touka 6.6).

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOWCTBA

®dapmakoTepaneBTHuHa Tpyma: OGTaIMOIOTHYHN CPEACTBA, AHTUHEOBACKYJIAPU3UPAIIH CPEIICTRA
ATC kox: SO1ILAOS

Admubeprent e pekoMOMHAHTEH (PY3MOHEH MMPOTEUH, CHCTABEH OT YaCTH OT U3BBHKJICTHYHHUTE
JIOMEHU Ha perentopu 1 1 2 3a YOBEMIKY CHI0B eHI0TeNeH pacTexkeH paktop (VEGF), cebp3anu ¢
Fc-uactra Ha yoBemku IgGl.

Admubeprent e npousseaeH B K1 kitetku ot siuHuK Ha kuTtaiicku xamcrep (CHO) upes
pexkombuHanTHa JIHK TexHomorus.

Adnubeprent eicTBa KaTo pa3TBOPUM pelienTop - "mpuMamka', koiTo ce cBbp3Ba ¢ VEGF-A u
PIGF ¢ nmo-Brcok aguHHUTET, OTKOIKOTO €CTECTBEHUTE UM PELENTOPH, KaTo 110 TO3W HAUYWH MOXKeE J1a
MHXUOMpa CBBP3BAHETO U aKTUBHPAHETO Ha Te3u cxoanu penentopu Ha VEGEF.

MexaHnnu3bsM Ha JIEHCTBUE

CopoBust ennoreneH pactexeH Gpaktop-A (VEGF-A) u mnanentaust pacrexes ¢akrop (PIGF) ca
yIeHOBe Ha cemeiicTBoTo Ha VEGF anrnorennute hakropu, KOUTO MOTaT Aa JSHCTBAT KaTO MOIIHU
MUTOI'CHHH, XeMOTaKCHUYHH M BIHUSCIIN BbPXY ChIOBHUS MepMeaOUINTET (haKTOPH 38 CHIOTCITHUTE
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kietkn. VEGF netictsa upes nBe perentopuu Tupo3uH kuHaszu, VEGFR-1 u VEGFR-2, Ha
MOBBPXHOCTTA Ha eHnoTenauTe kKieTku. PIGF ce cBpp3Ba camo ¢ VEGFR-1, koliTo ce Hammpa ChIIO U
0 MMOBBPXHOCTTA Ha JIeBKoIUTHTE. [IpekoMepHOTO akTHBHpaHe Ha Te3u perientopu oT VEGF-A
MOJKe J1a JIOBEJIE JI0 MMaTOJOTHYHA HEOBACKYJIapH3allisl U IPeKOMEpHa ChlI0Ba npomyckiuBocT. PIGF
Moxke na 0bmme cuaepruct Ha VEGF-A B Te3u mporiecH, a OCBeH TOBa € M3BECTHO, Ue CIioMara 3a
JICBKOIIUTHATA HHPHUITPAIHS U ChJIOBOTO Bh3MAJICHHE.

dapmakoguHAMUYHA €DEKTH

Bnaswcna B/IIM

Braxnara B/IM ce xapakTepusnpa ¢ maToJIOTHYHA XOpougarHa HeoBacKymapu3zarms (CNV).
N3tnyaHeTo Ha KPBB U TEYHOCT OT MATOJOTMYHATA XOPOUJATHA HEOBACKYJIapU3aIlHs MOXE Ja
MIPUYUHY 3a]1e0elIBaHe MM OTOK Ha PETUHATA W/UIU CyO/MHTpapeTHHATIHA XeMOpParus, BOJCIIa 10
3ary0a Ha 3pUTelTHa OCTPOTA.

[Tpu manmenty, nexyBanu ¢ Eylea (eqHa WHXXKEKIMS MECEUHO 3a TPH MOCIIEI0BATETHI MECeIIa,
MOCIIEIBAHO OT €/THA MHXKEKINS Ha BCeKH 2 Mecella), nedenrmaara Ha neHTpanaara petuHa [CRT]
HaMaJsiBa CKOpO CJI€J 3all0YBAaHE Ha JICUCHUETO, a CPEIHUAT pa3Mep Ha Jie3usata ¢ CNV HamaisiBa B
CBHOTBETCTBHUE C PE3YJITATUTE, HAOJIIOJaBaHU MPH JieueHUe ¢ paHuOu3ymad 0,5 mg Bceku mMecell.

B npoyusanero VIEW1 nma cpenan namanenus Ha CRT npu ontuaHO-KOXepeHTHA TOMOTpadst
(OCT) (cpotBetHO -130 1 -129 MukpoHa B cenmuiia 52 3a rpynute Ha nedeHue ¢ Eylea 2 mg Ha Bcekn
JIBa Mecela u panuousymao 0,5 mg Bceku mecenn). U B 52-ta cenmuiia B npoyuBanero VIEW2 nma
cpenuu Hamanerns B CRT mpu OCT (cvoTBeTHO -149 1 -139 MuKpoHa 3a rpynuTe Ha JICUeHHE C
Eylea 2 mg na Bcexu nBa Mecena u panudbuzymab 0,5 mg Bcexu mecenr). HamanenueTo Ha pazMepa Ha
CNV u Ha CRT o6uuaiiHo ce 3aabppxar U 1pe3 Bropara ToAnHa Ha MPOyYBaHHATA.

[IpoyuBanero ALTAIR e mpoBeneHo npu NalKUEHTH SIOHIM ¢ HeJleKyBaHa BiaxkHa BJIM u nokassa
mo00HU pe3yaTaTH ¢ Te3H oT npoyuBanmsiTa VIEW, ¢ mpuiarane Ha 3 mbpBOHAYATHH €KEMECESTHI
nmkeknun Eylea 2 mg, mocneBaHu OT e1Ha MHXXEKIIHS CIIe OIle 2 Mecella U Ciiefl TOBa
NPOABIDKABAHE C PEXHUM Ha JICUSHUE U yIbJDKaBaHe ¢ MPOMEHJIMBY HHTEPBAIHN (2-CEAMUYHHN UIH 4-
CeIMUYHHU KOPEKLHH) J0 MAKCUMYM |6-ceIMUYEH MHTEPBaJI ChIVIACHO NPEBAPUTETHO ONpEaeTIeHN
kputepuu. B cemuna 52 viMa cpeiHo HamasieHue Ha ebenrHaTa Ha neHTpanHara petrHa (CRT) npu
OCT ¢ -134,4 1 -126,1 MuUKpOHa CHOTBETHO 3a IpyIaTa Ha 2-CEAMUYHA KOPEKLUs U 3a rpynaTa Ha 4-
ceamuyHa kopekius. [IponeHTsT Ha manmeHTHTe 6€3 TeuHocT npu OCT B ceqmuia 52 € ChOTBETHO
68,3% u 69,1% B rpynurte ¢ 2- u 4-cenmuynn Kopekipn. Hamanenuero Ha CRT B moBedeTo ciayyau
ce 3ama3Ba U B JIBETE paMeHa Ha JIeueHHe Ipe3 BTopara roauHa Ha npoyusaneto ALTAIR.

[Mpoyusaneto ARIES e npeanazHaveHo Aa U3ciieBa He Mo-MallkaTa e)UKACHOCT Ha JICUCHHE 1
NpoJbIDKaBaHEe Ha cXxeMara Ha npuiarane Ha Eylea 2 mg, 3arounaro BeJHara ciieji npuiarane Ha

3 I'bpBOHAYAIHU MECEYHU MHXKEKIIMU U €JHa JOIBIHUTEIHA HHXKEKIMS ciell 2 Mecera CrpsiMo
JIEYEHUE U NMPOJBIKABaHE HA CXeMaTa Ha MpUiiaraHe, 3all04HaTo CJIe]] €JHOTOIUIIIHO JIEYEHHE. 3a
MAIMEeHTH, KOUTO C€ HYXXAAAT OT MpHjIarane mo-4ecto ot Q8 moHe BeIHHXK B X0/1a HA MPOYYBAHETO,
CRT ocraBa no-Bucok, Ho cpeanoto Hamanenue Ha CRT ot uzxoanoTo HuBO A0 ceamuna 104 e -
160,4 MukpoHa, T0Z0OHO Ha MALMEHTHUTE, JIeKyBaHU HAa Q8 MM MO-PEKH HHTEPBAIIH.

Omox na maxynama eécreocmsue na OL{[PB u OPPB

[Tpu OLIPB 1 OPPB ce nony4aBa vicxeMusi Ha peTHHATA U TSI J]aBa CUTHAII 32 OCBOOOXKIaBAHETO Ha
VEGF, xoiiTo Ha cBOii peJ iecTabuIr3upa 3IpaBUTe BPB3KU U CTUMYJIHpa Mposndepanusta Ha
ennorennu knetku. OcBoboxnaBanero Ha VEGF e cBbp3aHoO ¢ yclnoKHEHUs KaTo HapyllaBaHe Ha
KPBbBHO-PETUHHATA Oapuepa, yBelIUueH ChI0B IepMeabuIuTeT, OTOK Ha PETUHATA U
HEOBacKyJapu3alus.

ITpu manmenTH, 1eKyBaHu ¢ 6 ocieaoBaTeTHN MecewHr uHxkekmu Eylea 2 mg e HaOnronaBan
CBOTBETCTBAII, ObP3 M CHIICH MOP(HOIOTHICH OTTOBOP (KOETO € OTIYETECHO C MOAOOPEHUS B CpeIHaTa

12



CRT). B cenmuma 24 nmoumxkenneto B CRT e craTucTHIecKy MPEeBb3X0KAAI0 B CPABHEHHUE C
koHTponata u B Tpute npoyuBarus (COPERNICUS npu OLIPB: - 457 cpemty -145 mukpoHa;
GALILEO npu OLIPB: - 449 cpemy -169 mukpona; VIBRANT npu OPPB: - 280

cpemty - 128 mukpona). ToBa HamaneHue oT u3xoaH0TO HEBO B CRT ce mommbpxa /10 Kpast Ha BCSIKO
npoyusane, ceaqmuia 100 8 COPERNICUS, ceamuma 76 8 GALILEO u cenmutia 52 ssB VIBRANT.

Jluabemen maxynen edem

JnabeTHUAT MaKyJIeH €[eM € CIIEZICTBHE OT AuadeTHaTa PEeTHHOIATHUS 1 CE XapaKTepu3npa C MOBHUIICH
ChJIOB TICPMEAOUITUTET U YBPESIKIAHE HAa PETUHHUTE KaITWISIPU, KOSTO MOXKE J1a JJOBEJIE 110 3ary0a Ha
3pUTENHA OCTPOTA.

[Tpu manmenty, nexyBanu ¢ Eylea, moBeueTo oT KOWTO ca Oy Kiaacu(UIMPaHy KaTo MalueHTH ¢
nuabet tun 11, ce HaOmogaBa Obp3 U cTabMIIEH OTTOBOP MO OTHOIIeHHe Ha MopdoiorusaTta (CRT,
auBo o DRSS).

B npoyusanusTa VIVIDPME g VISTAPME ¢ ma6miogaBano cTaTMCTHYECKH 3HAYMMO TIO-TOJISIMO CPETHO
HamaneHue B CRT oT u3xogHNATE CTORHOCTH 10 ceamuna 52 mpu naruenTy iekyBanu ¢ Eylea B
CpaBHEHHE C JTa3€PHO KOHTPOJIUPAHUTE, ChOTBETHO-192.4 u -183,1 Mukpona 3a rpymute ¢ Eylea 2Q8
U CBOTBETHO -66,2 1 -73,3 MUKpOHA 3a KOHTpoJaHuUTe rpynu. B ceqmurnia 100 HamaneHueTo €
nospxkano ¢ -195,8 u -191,1 mukpona 3a rpynute ¢ Eylea 2Q8 u ¢ -85,7 u -83,9 mukpona 3a
KOHTPOJIHMTE TPYIIH, CbOTBETHO B mpoy4sanusta VIVIDPME y VISTAPME,

Hamnpagena e oreHka, nokassaiia nogodpenue ¢ > 2 crbnku B DRSS no npensaputenHo yrouyHeH
naund BB VIVIDPME i1 VISTAPME, Crenenra Ha npomsina B ckopa 1o DRSS e usmepena mipu 73,7%
ot nauuentute BB VIVIDPME i1 98 3% ot nanuenture 6B VISTAPME, B cenmuna 52, 27,7% u
29,1% ot rpynute ¢ Eylea 2Q8, u 7,5% u 14,3% 0T KOHTPOJIHUTE TPYIU ca UMAJIM TIOJJOOPESHHUE C

> 2 creiku B DRSS. B cenmuna 100 ceoTBeTHHTE NpotieHTH ca 6w 32,6% u 37,1% ot rpynure ¢
Eylea 2Q8, 1 8,2% u 15,6% 0T KOHTPOJIHUTE TPYIIH.

[Mpoyusaneto VIOLET cpaBHsiBa Tpu pa3nuiHu cxeMH Ha npuiarane Ha Eylea 2 mg 3a nedenue Ha
JAME cnen Haii-MaNKo eHa TOAWHA JiedeHHe ¢ PUKCUPAHU MHTEPBAIN, KATO JICUYSHHETO € 3aII0YHATO C
5 mocIeIOBATEIHA MECEUHH JI03H, TTOCIIEIBAHN OT MIpHUJIaraHe Ha Bceku 2 mecena. B ceqmuma 52 u
ceamuria 100 oT mpoydBaHeTo, T.€. BTOpa U TPETa roJIMHA OT JICUeHHETo, cpeauute npomeHu B CRT ca
KIIMHUYHO MOI00HU 3a jieueHne u npoabokaBane (2T&E), cnopen nyxxuute (pro re nata (2PRN)) u
2Q8, cvotBeTHO -2,1; 2,2 1 -18,8 Mmukpona B cenmuua 52, u 2,3; -13,9 u -15,5 Mmukpona B

ceamuna 100.

Muonuuna xopoudanina Heo8acKynapu3ayus

MuonunyHata XxopouaaiHa HeoBacKyinapu3zanus (MuonnaHa XHB) e yecta npuunna 3a 3ary0a Ha
3peHuE NP Bb3PACTHH C MATOJIOTMYHA MUONHUS. Ts ce pa3BUBa KaTO MEXaHW3bM 3a 3apacTBaHE Ha
paHH, BCIEICTBHE Ha PyNTypu Ha MeMOpaHata Ha Bruch u npencrasnsiBa Haii-uecToTo CHOUTHE,
3aCTpallaBallo 3pEHUETO, IPU NAaTOJOTHYHA MUOTIIHSL.

[Ipu nauuentu, nexysanu ¢ Eylea B npoyuBaneto MYRROR (enHa nHxekusi, NpuiiokeHa B
HAYaJI0TO Ha TepanusTa, C IOMbIHUTEIHH HHKEKIIH, IPUIaraHy B ciy4ail Ha epCUCTHpaHe Ha
3a0ossaBaneTo win peuuaus), CRT HamasiBa cKOpo clief] 3al04YBaHe Ha JICYSHHETO B oJi3a Ha Eylea B
cenmuna 24 (-79 mukpoHa u -4 MUKpOHa, CbOTBETHO, 3a Tpynara 3a jieueHue ¢ Eylea 2 mg u 3a
KOHTpOJIHATA Irpyma), KaTo ce 3ama3Ba 10 ceamuia 48.

B nonbnuenue, cpenHust pazmep Ha XHB ne3ns Hamanssa.

Kinanuna edurkacHocT M 6€30aCHOCT

Bnascna B/IM

besonacHocTTa U ehukacHocTTa Ha Eylea ca orieHeHu B iBe paHIOMHU3UPAHH, MHOTOLICHTPOBH,
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JTBOMHO-CJICITH, aKTUBHO-KOHTPOJIMPAHU ITPOYyIBAHUS TIpH TarueHTy ¢ Brakaa BJAM (VIEW1 u
VIEW2) ¢ o6mo 2 412 nmanmenTa JieKyBaHu 1 orieHsiBann 3a epukacHocT (1 817 ¢ Eylea). Be3pacrra
Ha ManUeHTUTe Bapupa Mexay 49 u 99 ronunu, cpeano 76 roqunu. B Te3n KIMHUYHU IPOYYBaHMUS,
npubnuzutenaso 89% (1 616/1 817) or manueHTHTE, paHAOMU3NpaHHu 3a JiedeHue ¢ Eylea ca 6unm Ha
BB3pacT 65 TOAMHH WK MTO-Bh3pacTHH, U mpubmusutenHo 63% (1 139/1 817) ca 6mnm Ha BB3pacT 75
TOJTMHU WJTU TO-BB3pacTHU. BBB BCAKO poyyBaHe MAIMEHTHTE Ca PAaHIOMHU3UPAHU B ChOTHOIICHNE
1:1:1:1 Ha 1 oT 4 cxemu Ha MpUIIaTaHe:

1) Eylea, nmpunaran mo 2 mg Ha BCEKH 8 CEAMUIIN CIIe] 3 TbPBOHAYAIHN €KEMECEUHH 03U
(Eylea 2Q8);

2) Eylea, npunaran no 2 mg Ha Bceku 4 ceqmunu (Eylea 2Q4);

3) Eylea, npunaran mo 0,5 mg Ha Bcexu 4 cenmuru (Eylea 0,5Q4); u

4) pannbuzyma0, npuiarad no 0,5 mg Ha Bceku 4 cenmuiy (panuduzymabd 0,5Q4).

[Ipe3 BropaTa ronuHa Ha POYYBaHUATA, AIIMEHTUTE IPOABIDKABAT Aa MOIy4aBaT IbPBOHAYATHO
paHIOMU3MpaHaTa 103a, HO 10 MoAU(UIpaHa cXeMa Ha IpujlaraHe, BOJCHA OT OLICHKAaTa Ha
PE3YIATATUTE 11O OTHOMICHUEC Ha 3pCHUECTO U aHATOMHWYHATAa HaXO4AKa C Ile(bI/IHI/IpaH 110 IMMPOTOKOJI
MaKCHUMAaJICH UHTEpBal Ha Mpuiiaraxe ot 12 ceqmuuuy.

U B nBETE pOYUBaHUS MbPBUYHATA KpaiiHa TOYKa 3a €(pUKACHOCT € POLIEHTHT MAIlMECHTH B
HOMyJIAIMATa [0 MPOTOKOJ, KOUTO MOJUIbPKAT 3peHUe, T.€. KaTo 3aryda Ha 10-Majko oT 15 OykBu oT
3pUTENIHATA OCTPOTA B CEAMULA 52 COPSIMO U3XOAHOTO HUBO.

B npoyusane VIEW1 B cenqmumnia 52 95,1% ot nanuenture B rpynara ¢ Eylea 2Q8 moaaspxat
3peHueTo B cpaBHeHuE ¢ 94,4% ot manuenTute B rpynata ¢ panuouzymabd 0,5Q4. B npoyusane
VIEW?2 B ceamuna 52 95,6% ot nanuenture B rpynara ¢ Eylea 2Q8 nmonabpskat 3peHHeTo B
cpaBHeHue ¢ 94,4% oT nmanueHTuTe B rpynara ¢ panuouzymad 0,5Q4. B asere npoyuBanus Eylea e
JIoOKa3aHa KaTo He MMOo-Majiko e(hMKacHA M KIIMHUYHO CKBUBAJICHTHA Ha Tpymnara ¢ panuouszymad 0,50Q4.

[ToxpoOHM pe3ynTaTi OT KOMOMHHUPAHUSI aHAIM3 HA JBETE IPOYYBaHUs € [TOKa3aH B Ta0bnuia 2 u
¢urypa 1 nmo-momy.
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Tabauua 2: Pesynraru 3a epukacHocT B cemmuiia 52 (IIbpBUYCH aHAIM3) B ceaMuIia 96;
KOMOWHHMpPaHU JaHHU OT npoy4sanusta VIEW1 u VIEW2Y

Pesyarar 3a epuKacHocT Eylea 2Q87 Panu6uzyma6 0,5Q4
(Eylea 2 mg Ha Bcekn (parnbu3ymab 0,5 mg Ha BceKH
8 cemmuIy cien 3 HaYaTHU 4 cenMuIIN)
€XKEMECEUHH JI03H)
(N=607) (N =1595)
Cenmmura 52 Cemmura 96 | Cenmuria 52 Cenmura 96
Cpenen 6poit HH)KEKITHH OT 7.6 11,2 12,3 16,5
W3XOAHOTO HHUBO
Cpenen Opoii HHKEKIAN 42 47
(ot ceqmmutia 52 no 96)
IIporieHT maueHT! Che
3ary0a < 15 OykBH OT 95,33%" 92,42% 94,42% 91,60%
u3x01H0TO HUBO (PPS™)
Paznuka® 0,9% 0,8%
(95% D (-1,7; 3,5)Y (-2,3;3.8)Y
Cpenna pomsiHa B BCVA,
H3MepeHa upe3 OlCHSIBaHe
Ha 6yksute 1o ETDRS? or 8,40 7,62 8,74 7,89
W3XOJHOTO HUBO
Pasnuka B LS® cpenna
npomsiHa (OyKBH 110 -0,32 -0,25
ETDRS)® (-1,87; 1,23) (-1,98; 1,49)
(95% JAN)"
IIpoueHT maueHTn ¢
noxoopenue > 15 OykBu OT 30,97% 33,44% 32,44% 31,60%
M3XOJHOTO HUBO
Paznuka® -1,5% 1,8%
(95% JAn)» (-6,8; 3,8) (-3,5;7,1)

A)

b)

B)

)]
n
E)

BCVA: Haii-noOpe xopurupasa 3puTeiHa OCTpOTa
ETDRS: IIpoyuBane Ha panHO NieueHne Ha nuadetHa peruHonatus (Early Treatment Diabetic Retinopathy

Study)

LS: Cpennata pa3nuka Ha Hali-MaJIKUTe KBagpaTH, nmoiaydeHa or ANCOVA

PPS: mo npoTokon

Amnanns Ha ngnarta nonyianus (FAS), npenacsne Ha nanHuTe oT nocneauoTo Habmoaerue (LOCF) 3a
BCHYKH aHaJIM3H C N3KIIIOUSHHE Ha MPOILICHTA MAallMeHTH, TIOAbpIKallli 3pUTENTHa OCTPOTA B cCeMHULA 52,

KoeTo mnpencrasissa PPS

Paznukara e croitHocTTa 32 Tpynara ¢ Eylea Munyc ctoifHOCTTa 32 rpynaTa ¢ pannousyma6. [lonoxunrenna

CTOHHOCT ¢ B moi3a Ha Eylea.

Josepurenen narepsain (JJ1), n3uucieH upe3 HOpMaIHO MPUOIIKEHNE
Cren 3ano4BaHe Ha JEUEHHE C TPU €XKEMECEUHH JO3H
JloBepureneH nHTEpBa, JIexkal u3isio Haxa -10%, nokassa He no-manka edukacHoct Ha Eylea cripsimo

paHubu3ymad
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®@urypa 1. Cpegna mpomsiHa B 3pUTEIIHATA OCTPOTA
OT M3XOTHOTO HUBO JI0 CeAMHUIIA 96 32 KOMOMHHUPAHUTE
JaHHU OT mpoyuBaHuaTa Viewl u View2

ocTpoTa (6ykBu)

CpenHa npoMsiHa B 3puUTenHaTta

0" 'l 1 i 1 1 1 1 L 'l 1 1 1 L [l 1 1 1 1 1 1 [l L [l ]

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

Ceamuum
B —EVIEA2mgQ8ceamin "0 Pauubusymat 0,5 mg Q4 ceamiLm
ITpu xomOuHMpan ananu3 Ha qanauTe oT VIEW1 n VIEW2, Eylea nokaszBa KIMHUYHO 3HAUUMHU
MPOMEHH OT M3XOJHOTO HHBO B MPEABAPUTEIHO JeHHUpaHATa BTOPUYHA KpaliHa TOUYKa 3a
e(uKacHOCT, U3MEPEHHU Upe3 BhIPOCHUK 3a 3puTenHara GpyHkuus Ha HanuonanHusa odranMonoruueH
uHctuTyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 kuHUYHO
3HAYMMU Pa3MKU C paHUMI3yMab. BennunHaTa Ha Te3 MPOMEHH € Mo/I00Ha Ha HabIo1aBaHaTa B

MyOJMKYBaHHU MPOYYBaHMs, KOETO CHOTBETCTBA Ha MOJ00psiBaHEe Ha 3peHUETO ¢ 15 OykBHU mpH Haii-
nmoOpe kopurupana 3purenra octpora (Best Corrected Visual Acuity, BCVA).

IIpe3 BTOparTa rogrHa Ha MPOYYBAHUATA, €PUKACHOCTTA KATO IISJI0 CE IMOAIbpPKA IO MTOCIETHOTO
oIleHsBaHEe B ceaMuIa 96, karo 2-4% OT MalMEeHTUTE ca Ce HYXK/Aelli OT BCHYKH WHXEKI[UHN Ha
MecedHa 0a3a, a 1/3 OT malueHTHTe ca ce HyXKIaedu Hal-MaJIko OT €/IHA MHKEKIIMs C MHTEPBaJl Ha
JIEUeHUE OT CaMO SJUH Mecell.

HamanenueTo Ha cpeiHaTa 1ol Ha XOpOUJaJIHa HEOBACKYJIapH3alus € BUANMO BbB BCUUKH JI030BU
IPyIU U B IBETE NPOYYBAHUS.

Pesynrarure 3a eukacHOCT BbB BCHUKH OLIEHSIBAHU MOATPYNH (HAIpP. Bb3pacT, [0JI, paca, 3puTesiHa
OCTpOTa Ha U3XOJIHO HMBO, BUJ HA JIE3UsATa, pa3Mep Ha JIe3usATa) BbB BCAKO MPOYUYBAHE U IPU
KOMOWHHMpPaHHUs aHAJIH3 Ca B CHOTBETCTBHUE C PE3YNTATUTE B IIETUTE TOMYIaIlUH.

ALTAIR e 96-cemMUYHO MHOTOIIEHTPOBO, PaHAOMU3UPAHO, OTBOPEHO MIPOyUYBaHe MpH 247 manueHTn
ATIOHITU C HelleKyBaHa BiiaxkHa BJIM, npeaHa3HaveHo j1a oleHn e(pUKacHOCTTa U O€30T1aCHOCTTa Ha
Eylea cien nBe pa3nuyHy KOpEKIMK Ha HHTepBaja (2-ceMUYHA U 4-CeIMUYHA) TIPH PEKUM Ha
JICYEHUE U yAbIKaBaHE.

Bcenuku narnenty nonydyaBatr Mecewnu fo3u Eylea 2 mg B npoabkmkeHue Ha 3 Mecera, MocieIBaHo OT
€/lHa MHXKEKIUS Cle]l AOIMbIHUTENeH 2-MeceueH naTepBal. B cenmuna 16 nanuentute ca
pangomusupanu 1:1 B 1Be rpynu Ha jieuenue: 1) Eylea, nedenue u yabipkaBaHe ¢ 2-CeAMHUYHI
kopekiuu u 2) Eylea, nedenue u yabbkaBaHe ¢ 4-CEIMHUUHN KOPEKIIUHU. Y IBHKAaBAHETO HIIH
ChKpalllaBaHETO Ha MHTEpBaJia Ha JICUCHHE € ONPENICICHO Bb3 OCHOBA HA 3PUTEHU W/WIA aHATOMUYHU
KPUTEPHUH, ONIPEICTICHHU C IPOTOKOJI, C MAKCUMAJICH MHTEPBaI OT 16 ceaMUITH 3a ABETE TPYIIH.

[IppBHUHaTa KpaifHa ToukKa 3a eprkacHOCT e cpenHaTa npomsiHa B BCVA oT U3X0THOTO HUBO J10
cenmuia 52. Bropuunure kpaliHU TOYKH 32 €()UKACHOCT ca MPOLCHTHT Ha MAllMEHTUTE, TP KOUTO
HsIMa BJOIIaBaHe ¢ >15 OyKBH, M IPOLEHTHT HA NALIUEHTUTE, IIPU KOUTO UMa IOA0OpEHHE C Hall-
Manko 15 6ykeu mpu BCVA 0T u3X01HOTO HUBO 70 cenMuIia 52.
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B ceqmura 52 nmarpieHTHTE B paMOTO HA JICYSHHE U YIBIDKaBaHE ¢ 2-CeIMUYHH KOPEKIIHH MOTydaBaT
cpenHo 9,0 OyKBU OT U3XOTHOTO HUBO B CpaBHEHHE ¢ 8,4 OYKBU 3a T€3H B rpynara ¢ 4-CeIMUYHH
kopekiuu [LS cpenna pazmuka B 6ykBure (95% CI ): -0,4 (-3,8;3,0), ANCOVA]. [IponieHTHT Ha
MAIMEeHTHTE, IPH KOUTO HsAMA BIIOIIaBaHe C >15 OyKBH, B BETE paMeHa Ha JiedeHue e cxoaeH (96,7%
B Tpymara ¢ 2-ceIMUYHN Kopekunu 1 95,9% B Tas3u ¢ 4-cenMudaan Kopekiun). [IponeHTsT Ha
NalKueHTHTe, IPU KOUTO UMa nogoopeHue ¢ >15 6yksu B ceamuna 52, e 32,5% B rpynarta ¢ 2-
ceamuaHU Kopekiun u 30,9% B Ta3u ¢ 4-ceqMUIHN KOpeKnuu. [I[poeHThT Ha MalueHTHTe C
WHTepBaja Ha JIeUeHHe, yabJDKeH 10 12 cenMuity wiu mosede, € 42,3% B rpymnara ¢ 2-ceqMIUIHA
kopekuuu 1 49,6% B Tasu ¢ 4-ceqmMuyH Kopekiuu. OCBeH TOBa, B TpynaTa ¢ 4-CeIMUYHU KOPEKIIUU
40,7% oT malMeHTUTe ca ¢ HHTepBall, yIbKEH 10 16 ceqmuny. [1pu nocienHoTo mocemenue 10
ceamuma 52 56,8% u 57,8% OT manueHTUTE CHOTBETHO B TPYIIHTE C 2-CEAMUYHHU U 4-CEIMUIHN
KOPEKIIVMH Ca C IJIaHUpaHa CJIeBaIlla MHXEKIUS B UHTEPBAJ OT 12 CeIMUIIM WU TTOBEYE.

[Ipe3 Bropara ronuHa OT NPOYy4BaHETO, €(PUKACHOCTTA B [IOBEUYETO CIydau Ce 3amas3Ba Jo OoCIeqHaTa
OIIEHKA B CeAMHUIIA 96 BKIFOUHUTEIHO, ChC CPETHO MMOAOOpEHHE OT U3XOIHO HUBO 7,6 OYKBH 3a rpymnara
¢ 2-ceIMUYHH KOpeKIMH 1 6,1 OyKBU 3a rpynata ¢ 4-ceIMHYHH KOpeKIuH. [IponeHTsT Ha
MAIMEeHTHTE, KOUTO Ca YABIDKIIIN HHTEpBalla Ha JedeHue 10 12 ceamuny wim noseue, € 56,9% B
rpymnara ¢ 2-ceMuuHH Kopekuuu u 60,2% B rpynata ¢ 4-ceqMuyHH Kopekuud. IIpu mocinenHoTo
nocenienue npeau ceamuna 96 64,9% u 61,2% ot nmarpeHTUTe B rpynure ¢ 2-CeAMUYHU U 4-
CeJIMMYHH KOPEKIIUH ca ChbOTBETHO C IJIaHUpaHa ciie/iBalla HMHXEKIUSI B MHTepBall OT 12 ceIMUI UiTu
nosede. IIpe3 BTOpaTa roguHa OT JICUEHUETO NAlMEHTHUTE B IPYNUTE C 2-CEAMUYHH U 4-CEAMUIHN
KOPEKIIMH oJTy4yaBaT CbOTBETHO cpeaHo 3,6 u 3,7 nmxekuuu. IIpe3 2-ronuurHus nepuos Ha JiedeHne
ManyeHTUuTe moydasat cpeano 10,4 umxeKIum.

3pUTEIHNTE U CUCTEMHUTE IPOQIITN Ha OE301acHOCT ca MoA00HY Ha 6e30MmacHOCTTa, HabIoJaBaHa B
ocHoBHuTe npoyuBanus VIEW 1 u VIEW 2.

ARIES e 104-cenMU4HO MHOTOLIEHTPOBO, PaHAOMU3UPAHO, OTBOPEHO, AKTUBHO KOHTPOIUPAHO
npoyuBaHe npu 269 nmarueHTy ¢ HeleKyBaHa BiakHa BJIM, npeanasHaueHo Aa OIeHH He MMo-Malikarta
e(UKacHOCT, KaKTO 1 0€30MaCHOCTTA Ha JICUeHHE ¥ MPOIbIKaBaHe Ha cCXeMara Ha pHuiiaraHe,
3ar0YHAaTo cje] 3 MOCIeI0BaTeIHA MECEUHH JJO3H, ITOCIEIBaHU OT yIbJDKaBaHE 10 AByMeCEUeH
MHTEpBAJl Ha JICYEHHUE CIPSAMO JICUCHUE U IPOIbJDKaBaHe HA CXeMaTa Ha MpHUJIaraHe, 3ario4HaTo clies
I'bpBaTa TOIMHA OT JICYEHHETO.

[IpoyuBanero ARIES u3cnenBa chU10 NPOLIEHTA HA MAUEHTUTE, KOUTO CE HYKAAST OT O-YECTO
JIeYeHHe, OTKOJIKOTO Ha BCEKU 8 CEIMMIIM, Bb3 OCHOBA HA PELICHUETO Ha u3cnenoBaremns. Ot

269 narueHTH 62 NAMEeHTH ca MOJyYaBaIM [I0-4eCTO MpUjlarane MoHe BEAHBK M0 BpeMe Ha
MpoyuBaHeTo. TakuBa MalueHTH OCTaHaBaT B MPOYYBAHETO U MOJTyyaBaT JIEYEHHE CTIOpe]] Hail-
no0pata KIMHAYHA NPELeHKa Ha N3CIeA0BaTeNs], HO HE M0-4eCTO OT BCEKH 4 CeIMULIM U HHTEPBAINTE
UM Ha JIeYeHHe MoraT Aa 0bJIaT YABHKEHN OTHOBO ciie]] ToBa. CpeHUAT HHTEPBaJ HA JIeUEHHUE CIe]
pelieHneTo 3a no-4ecto jgeuenue e 6,1 cenmui. BCVA Ha cenmunia 104 e no-HucKa py MaueHTH,
KOHUTO C€ HYKJIasAT OT O-MHTEH3UBHO JIEYEHHE TIOHE BEAHBXK B X0/1a HAa IPOYYBAHETO, B CPABHEHHE C
MAIMEHTH, KOUTO HE CE HY)KJIasT, M cpeaHara nmpomsHa B BCVA oT u3X0AHOTO HUBO J0 Kpas Ha
npoydBaHeTo ¢ +2,3 + 15,6 6ykeu. OT manueHTuTe, IEKYBaHH MO-4eCTOo, 85,5% moanspikar 3peHue,
T.€. 3aryoBart 1mo-manko ot 15 0yksu, a 19,4% nonyuasat 15 nnu noseue Oyksu. [Ipodgunst Ha
0e30macHOCT Ha MAIlMEHTHTE, JIEKYBaHH MO-9ECTO OT BCEKU § CEIMUIIM, € CPABHUM C JAHHHUTE 32
6e3omacuoct B VIEW 1 u VIEW 2.

Omok na maxyrama ecneocmesue na OL[PB

bezomnacHoctTa 1 epukacHoctTa Ha Eylea ca olieHeHU B IB€ paHIOMH3UPaHU, MHOTOIICHTPOBH,
JIBOTHOMAaCKHPaHH, TUIae00-KOHTPOIMPAHH MTPOYYBaHUs IPU MAIIMEHTH ¢ OTOK HA MaKyJara
Beaencteue Ha OLIPB (COPERNICUS u GALILEO) ¢ 06110 358 manueHTH JTeKyBaHH U TOIXO/ISIIN
3a orieHKa Ha epukacHoctTa (217 ¢ Eylea). Bp3pacTra Ha nanueHTuTe Bapupa ot 22 10 89 roaunu,
cpenno 64 ronuau. B OLIPB npoyuBanusita, npubmusurenno 52% (112/217) ot nauueHTuTe,
pangoMusupanu 3a jgeueHue ¢ Eylea ca 0w Ha BB3pacT 65 TOIMHM WM MTO-BB3PaCTHH, U
npuomusuteaHo 18% (38/217) ca 6unu Ha BB3pacT 75 TOAMHU HIIH MO-BB3pacTHU. B nBete
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NPOYYBaHUS MAIUCHTUTE ca PAa3NpeIelIeH! Ha clyJyacH MPUHIUIT B CHOTHOIIIEHHE 3:2 B Tpymnara 3a
nmkekTrpade Ha Eylea 2 mg na Bceku 4 ceqmunu (2Q4) nim B KOHTpOITHATA TPyIa 32 HHKEKIHH C
ruiane0o Ha BceKH 4 ceMUIIHM 32 0010 6 TPUITOKEHHS.

Crnen 6 exeMecevYHU MHKEKIIUH MAIEHTHTE ca TIOJTy4aBald JISUCHHE CaMO aKo ca OTrOBapsIi Ha
MPEIBAPUTEITHO OTPE/ICIICHU KPUTEPHH 32 JICUeHUE, C U3KIIOUCHUE Ha MAIUCHTUTE B KOHTPOJTHATA
rpyna Ha npoyuBaHeTo GALILEO, xouTo ca mpoab/HKUIIH J1a TIOTy4aBar miamnedo (KOHTposa Ha
KOHTpoJaTa) o cenMuiia 52. OT Ta3u BpeMeBa TOYKa, BCHUKH ITAIIMCHTH ca OWIIM Ha JICYeHHE, aKo ca
OTrOBapsIM Ha MPEIBAPUTEITHO ONPECTICHUTE KPUTCPHH.

U B nBeTe npoyuyBaHUs MbPBUYHATA KpaliHa TOYKA 32 €(DUKACHOCT € OHJI IPOIICHTHT MAIUCHTH, KOUTO
ca ce moxobpmm ¢ moHe 15 6ykeu B BCVA Ha ceqmuma 24 B cpaBHEHHE C U3XOJHOTO HUBO.
BropuuHnaTa nmpoMeHinBa 3a e()UKacHOCT € Oniia MpOMsiHA B 3pUTEIIHATA OCTPOTA B ceaAMuIia 24 B
CpaBHEHHE C U3XOJHOTO HHUBO.

Pasnukara Mexay TepaneBTUYHUTE IPyNHy € Ouila CTaTUCTHYECKH 3HauKMMa B 1o3a Ha Eylea u B nBete
npoyuBaHus. MakCUManHOTO OA00peHNe Ha 3pUTeNIHATa OCTPOTa € JOCTUTHATO Ha Mecell 3 C
nocleABao crabunusupane Ha 3putenHata octpora 1 CRT mo mecent 6. CtaTHCTHYECKH 3HAUNMaTa
pasiuKa € moAIbpKaHa 10 ceamuua 52.

[MonpoOHM pe3ynTaT OT aHAIKM3a Ha ABETE NIPOYYBAHUS ca MOKa3aHH B Tadymia 3 u Ha durypa 2 mo-
JIOTTy.
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Ta6auua 3: Pesynraru 3a epuKkacHOCT Ha ceamuua 24, ceamuna 52 u ceamuna 76/100 (Lsutata ananusupana rpyna ¢ LOCF?) B mpoyusanus COPERNICUS u

GALILEO
Pesyararu 3a COPERNICUS GALILEO
C€(PUKACHOCT
® 24 ceqMUIH 52 ceqMUIH 100 ceamu 24 ceqMUIH 52 cexMHULH 76 ceaMULH
Eylea Konrtposna | Eylea Kontpona® | Eylea® | Kourtpo- Eylea Kourpo- | Eylea | Konrpo- | Eylea® | Kourpo-
2 mg Q4 2 mg 2 mg NER 2 mg Q4 aa 2mg | J1a 2 mg na™
(N=114) (N=73) |(N=114) | N=73) N=114) | N=73) | N=103) | N=68) |N=103) N=68) | (N=103)| (N=68)
[IpoueHT nanuenTu ¢
noxo6perue > 15 Gykeu ot 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57.3% 29.4%
N3XOOJHOTO HUBO
AB, 0 0

Ipererziena pasimka 44.8% 25.9% 26,7% 38.3% %3’39;’ %f’;);’

(95% 1D (33,0, 56,6) (11,8,40,1) (13,1,40,3) (24.4,52,1) 42.7) 42.6)

P-CTOUHOCT p< 0’0001 p= 0,0006 p:0,00(B p< 0’00()1 p= p:0,0004

0,0004
CpenHa npoMsiHa B
B)

g%ﬁsg)“geﬁ:f;" 17,3 4,0 16,2 3.8 13,0 1,5 18.0 33 16,9 3.8 13,7 6,2
Syxan o1 ﬁgxgmom o (12,8) (18,0) (17,4) (17,1) (17,7) (17,7) (12.2) (14,1) (14,8) (18,1) (17,8) (17,7)
(SD)

Cpfsﬁ':;iffﬁ fpeaa 21,7 12,7 11,8 14,7 (183 22 7,6

17,4, 26,0 2
(95% J111) (17.4,26,0) (7,7,17,7) (6,7,17,0) (10,8, 18,7) 18.2) (2.1, 13,1)
p-croiinocr p <0,0001 p <0,0001 p <0,0001 p <0,0001 0 ‘8;01 p=0,0070

A) Paznukara e Eylea 2 mg Q4 ceIMUIIM MUHYC KOHTpOJIA

5 Pasnuxara u noeputennuaT uatepsan (M) ce uzuucnsasar, kato ce usnoissa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupaH 3a peruoH (AMepHKa CIpsMO OCTaHaIaTa
gact ot ceera 328 COPERNICUS u EBpomna cripsimo Azust/Tuxooxeancku pernos 3a GALILEO) n m3xoana kareropus mo BCVA (> 20/200 u < 20/200)

B BCVA: Haii-no6pe xopurupana sputenna ocrpora (Best Corrected Visual Acuity)
ETDRS: IIpoyuBane ¢ panHo seueHue Ha n1uabetHa peruHonarus (Early Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsize Ha naHHHTE OT TocieqHoTo Habmonenue (Last Observation Carried Forward)
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)

)y

E)

x)

SD: CrangapTHO OTKJIOHEHHE

LS: Cpenna Ha Hali-MankuTe KBaapaTy, noirydeHo oT ANCOVA

LS cpenna pasnuka n noBeputeseH nHTepBai Ha 6a3ara Ha mojaen ANCOVA ¢ dakTopu: rpyna Ha JieueHHe, perHoH (AMepHKa CIpsIMO OCTaHaJlaTa 4acT OT CBeTa 3a

COPERNICUS wu EBpona cripsimo Asus/Tuxookeancku pernon 3a GALILEO) u u3xoana xareropust mo BCVA (> 20/200 u < 20/200)

B npoyuBanero COPERNICUS nanueHTHTE B KOHTPOJIHATA TPyIa ca MOIJIH Ja nosrydaBat Eylea npu Bb3HUKBaHE Ha Hy/a, C YeCTOTA BEIHBK Ha BCEKH 4 CEIMHIH OT
ceaMulia 24 1o ceamuua 52; NayeHTUTe ca UMalu BU3UTH HA BCEKU 4 CeMULIU.

B npoyuBanero COPERNICUS kakTo manueHTHTE OT KOHTpOJIHATA IPyTa, Taka U nanueHTuTe Ha Eylea 2 mg, ca monyvaBanu Eylea 2 mg npu Bb3HHKBaHE Ha HyK[Ja C YeCTOTa

BEAHBK HA BCEKU 4 CEIMUIIM OT ceAMUIa 52 1o ceaMuIia 96; manueHTuTe ca UMay 3aIbJDKUTEIIHN BU3UTH Ha 3 Mecela, HO € MOXEJIo J1a ObJaT NMPETISKIaH! U Ha BCEKU

4 cenmuIH, aKO € HEOOXOANMO.

B mpoyuBarero GALILEO kakTo marieHTHTE B KOHTPOJIHATA TpyTia, Taka U marueHTuTe Ha Eylea 2 mg, ca momygaBanu Eylea 2 mg npu Hyk/1a, Ha BCEKH 8 CEAMHIN OT

ceamuua 52 no ceamuna 68; MaMeHTUTe ca UIMaIH 3aJbJDKUTENIHN BU3UTH Ha BCEKU 8 CEIMUILIM.
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®@urypa 2: Cpeana mpoMsHa OT H3XOAHOTO HUBO A0 ceamuiia 76/100 B 3puTenHaTa ocTpoTa 1Mo Tpynu
Ha Jieyenue 3a npoyuyBanustTa COPERNICUS u GALILEO (Ilsnara ananu3upana rpyra)

COPERNICUS
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0 4 8 12 16202:428 32 36 40 44 48 52 56 60 64 68 72 76
I Ceamuum
—&— EYLEA2mg KoHTponHa rpyna

¥ TMokassa npemuHaBaHeTO Ha KOHTponHara rpyna kbm PRN nevenune ¢ EYLEA 2 mg

B GALILEO, 86,4% (n = 89) ot rpynata Ha Eylea u 79,4% (n = 54) ot rpynara Ha ruiane0o ca Ouiu ¢
OLIPB nepdy3us Ha u3xoaHo HUBO. B cenmunia 24, ToBa ca ounu 91,8% (n = 89) B rpymnara Ha Eylea
u 85,5% (n =47) B rpynara Ha mane6o. Te3n nponopunu ce moarppxar B ceamuna 76, ¢ 84,3%
(n=175) B rpynara Ha Eylea u 84,0% (n = 42) B rpynara Ha 1uiaieoo.

B COPERNICUS, 67,5% (n=77) ot rpynara Ha Eylea u 68,5% (n = 50) ot rpynara Ha miane6o ca
60w ¢ OIIPB nepdy3us Ha uzxoaHo HuBo. B cenmuna 24, ToBa ca 6w 87,4% (n = 90) B rpynara Ha
Eylea u 58,6% (n = 34) B rpynara Ha ruianie6o. Te3u npornoprwu ce mojyispxar B ceamuna 100, ¢
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76,8% (n=76) B rpynara Ha Eylea u 78% (n = 39) B rpynara Ha miane6o. [larmenture B rpymnaTa Ha
rutane6o ca uMany npaso Aa nony4dasaT Eylea ot ceamuna 24.

BbnaronpustHuat edekr ot ieuenueto ¢ Eylea BbpXy 3puTennara QyHKIUs € mog00eH B U3XOAHUTE
NOATPYIH OT ManueHTH ¢ nepdys3us u 6e3 nepdysus. EQekrturte Ha TeueHHETO BHB BCHYKH OLICHSIEMHU
HOATpYIH (Harp. Bb3PacT, IOJ, paca, 3pUTeIHA OCTPOTa HA U3XOIHO HUBO, IIPOABJIKUTEIHOCT Ha
OLIPB) BBB BCSKO OT MPOYYBAaHHUATA ca OMIM MPUHIMITHO CHOTBETCTBALIM HA PE3yATaTUTE B OOLIUTE
HOITyJIallKH.

IIpu ananmsa na o6o0mennte ganau or GALILEO u COPERNICUS, Eylea mokaszBa KITHHHYHO
3HAYMMH NIPOMEHHU OT U3XOJHOTO HHBO 32 IIPEeJBAPUTETHO ONpeeieHaTa BTOPHYHA KpaiiHa TOUKa 3a
epukacHocT. BernpocHuk 3a 3putennata ¢yHkuus Ha HanmoHnanHus opTaaMoNoruueH HHCTHTYT
(National Eye Institute Visual Function Questionnaire, NEI VFQ-25). Bennunnara Ha Te3u mpoMeHH €
nojo0Ha Ha HaOJro/1aBaHaTa B MyOIMKYBaHUTE KIIMHIYHH MPOYYBAHUS, KOETO ChOTBETCTBA HA
npubaBsHe Ha 15 6yksu B Haii-moOpe konTponmpana 3putenHa octpoTa (Best Corrected Visual
Acuity, BCVA).

Omox na maxynama ecinedcmeue Ha OPPB

BesonachoctTa u ehukacHocTTa Ha Eylea ca onieHeHu B €1HO paHAOMHU3HPaHO, MHOTOLIEHTPOBO,
JBOMHOMACKUPAHO, aKTUBHO-KOHTPOJINPAHO NIPOYYBaHUE [IPU NALIMEHTH C OTOK Ha MaKyJjara
Bciencteue Ha OPPB (VIBRANT), koeTo BKITIOYBa XeMHUpPETHHAIIHA OKITy3Hs Ha BeHa. 00110

181 manueHTH ca JIKyBaHU U ca OWJIM MOAXOIAIIHN 32 olleHKa Ha edukacHocTTa (91 ¢ Eylea).
Bo3pacTTa Ha nauuenTute Bapupa ot 42 1o 94 rogunu, cpeano 65 rogunu. B npoyusaneto 3a OPPB,
npubnuzutenHo 58% (53/91) ot nauueHTHTe, paHAOMHU3MpaHH 3a JieueHue ¢ Eylea ca 6unn Ha
BB3pacT 65 TOAWHY WK NO-BB3paCcTHU, U pubam3uTento 23% (21/91) ca 6unu Ha BB3pact 75 rogquHu
WY TI0-BB3pacTHU. B poy4dBaHeTo maneHTuTe ca paHaoMU3UpaHn B ChoTHOIIeHKe 1:1 B rpyna Ha
Eylea 2 mg na Bcexu 8 cenmuIiy cien 6 HaYallHU MECEYHH WHYKEKITUH, WK Ha JIa3epHa
(doTokoarynanus, IpUIoKeHa Ha U3XO0AHO HUBO (HapeyeHa ,,Jiazep-KoHTposHa rpyna’). [lanueHture B
Ja3ep-KOHTPOJTHATA TPyIia MOTaT Ja MOoIy4vaT JIOMbIHUTENHA JIazepHa GoToKoaryianus (HapeueHa
,,CIIACUTEITHO JIa3epHO JIeueHne" ), 3armoysania B cenMuiia 12, ¢ MUHIMaleH HHTepBal oT 12 ceaMHuIIy.
B®3 ocHOBa Ha npeaBapUTEIHO ONPEAEICHN KPUTEPUH, TAIMEHTUTE B TpyIIaTa ¢ jla3ep Morar Ja
moJIyuaT criacuTeliHo jieuenue ¢ Eylea 2 mg ot cenmunia 24, npuiarana Ha BCEKH 4 CeIMUIIM B
NPOABIDKEHUE Ha 3 Mecela, OCIEABaHO HA BCEKU § CEIMUIIH.

B xnuanvHOTO MpoyuBane VIBRANT, mppBuuHaTa KpaiiHa Touka 3a e(UKacHOCT € OWJI MPOIIEHTHT
MAIMeHTH, KOUTO ca ce nmoaoopuu ¢ none 15 0ykeu B BCVA Ha ceamuiia 24 B cpaBHEHHE C
M3XO0AHOTO HUBO KaTo rpymnara Ha Eylea npeBb3xox/ia Ta3u Ha a3epHUS KOHTPOJL

BropuuHara kpaiiHa Touka 3a epuKacHOCT Oellle IpoMsiHa B 3pUTETHATa OCTPOTA B ceMula 24 B
CpaBHEHHE € M3XOAHOTO HUBO, KOSITO € OMila CTaTUCTUUECKU 3HauMMa B 1os3a Ha Eylea B
npoyuBaneTo VIBRANT. [lomoOpenue Ha 3puTenHaTa OCTPOTa € HACTHIIO OBP30 U JOCTUTHATO Ha
Mecell 3 ¢ MMoCIeABaIlo MoAIbpxKaHe Ha edekTa 10 mecer] 12.

B rpymnara Ha na3epeHo JieueHue, 67 MaueHTH ca MoJIy4YrId CliacuTeNHO JiedeHue ¢ Eylea,
3aroyBallo B cenMuIa 24 (akTUBHA KOHTpousa/rpyna Ha Eylea 2 mg), xoeto Boau 10 nogobpenne B
3pUTENIHATa OCTPOTA C OKOJIO 5 OYKBH OT ceamuia 24 1o cenmura 52.

[TonpoOHU pe3ynraT OT aHaK3a Ha KTMHIUYHOTO npoyuBane VIBRANT ca noka3anu B Tabiuna 4 u
Ha ¢urypa 3 no-nmomy.
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Tadauua 4: Pe3ynratu 3a edukacHocT B ceamuna 24 u cenmuna 52 (Is1aTa ananusupana
nomynanus ¢ LOCF) B knmuanyHoTo mpoyuBane VIBRANT

A)
b)

B)

D

iy

E)

®urypa 3:

Pe3yarartu 3a epukacHoct

VIBRANT

24 ceqMuIN

52 cexMuIH

Eylea 2 mg Q4
(N=91)

AKTHBHA
KOHTpoJI1a

(1a3ep)
(N =90)

Eylea

2 mg Q8
N=91D

AKTHBHA
KOHTPOJIa
(n1azep/Eylea
2 mg’)
(N=90)

[porneHT nanueHTH ¢ mogoopenue > 15
OyKBH OT M3X0AHOTO HUBO (%)

52,7%

26,7%

57,1%

41,1%

Iperernena paznuka™> %
(95% JIN)
p-CTOMHOCT

26,6
13,0, 14,1
p=0,0003

16.2%
(2,0, 30,5)
p=0,0296

Cpenna mpomsiHa B BCVA, m3mepena upes
ETDRSC ckop 3a OykBH, OT H3XOIHOTO
HUBO (SD)

17,0
(11,9

6,9
(12,9)

12,2 (11,9)

Pazmuka B LS cpenna croiimoct®

(95% ON)
p-CTOMHOCT

10,5
(7.1, 14,0)
p<0,0001

5.2
(1 57? 837)
p=0,0035%)

Pasnukara ¢ Eylea 2 mg Q4 ceqmunu MUHYC KOHTpoJIa (J1a3ep)

Pasnukara u 95% nosepurennusat uatepsai (JJN) ce u3uuciisBat, KaTto ce U3Moi3Ba TecT Ha Mantel-
Haenszel, kopurupan 3a peruon (CeBepHa Amepuka crpsimo SlnoHus u u3xoHa kateropus mo BCVA

(>20/200 1 < 20/200)

LS cpenna pasnuka u 95% noseputesieH HHTepBai Ha 0a3ata Ha Mogea1 ANCOVA ¢ rpyna Ha JieueHue,

u3xonHa kateropus mo BCVA (> 20/200 u < 20/200) u peruoH (CeBepHa AMepuka crpsMo SInoHus) Kato
IBITOTpaiiHu eekTH U u3xoaHa kareropus mo BCVA kato koBapuara.

Ot cenmuna 24 uHTEpBala Ha JeUeHHUE B rpynaTa Ha jJedeHue ¢ Eylea e yapmkeH 3a BCHUKHM MAIIUEHTH OT 4
CEeMULIM Ha 8 ceaMUIIM Npe3 ceamuna 48.

B Hauanoro Ha ceqMuiia 24 nmanyeHTUTE B rpynaTa Ha JIe4eHHe C Ja3ep MOorar Jia IojIyJaT clacuTeIHa
tepanus ¢ Eylea, ako ToCTHTHAT MOHE €AMH NPEIBAPUTEIIHO ONPEIENIeH KPUTEpHii 3a mpuroaHoct. O0mo
67 manueHTy B Ta3| Ipyma ca MOIyIHIIN CllacuTeNHo JeueHue ¢ Eylea. @ukcupanaTa cxema Ha JI€4eHHUE C
Eylea e Tpu mpTH Eylea 2 mg Ha Bcexu 4 ceqMuIy, MOCIEABAHO OT MH)KEKIIMU Ha BCEKHU § CEMMIIN.
Homunanua p-croiiHOCT

Cpenna nmpomsina B BCVA, uzmepena upe3 ckop 3a Oyksu no ETDRS ot uzxonnoro
HUBO JI0 ceamuIia 52 B KTUHUIHOTO npoyuBane VIBRANT

20 VIBRANT
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Ha n3xonHo HUBO #embT Ha manueHTuTe ¢ nepdysus B rpymnara ¢ Eylea u rpynure Ha jedenue ¢ iasep
e cpoTBeTHO 60% 1 68%. B cenmuua 24 te3u gsutose ca cboTBeTHO 80% 1 67%. B rpynaTa Ha
nedenue ¢ Eylea npoueHTsT Ha nanueHTu ¢ nepdysus ce 3amaspa 1o ceqmuua 52. B rpynara Ha
JieueHHeE C Ja3ep, KbACTO MallMEHTHTE ca OMIM MOJAXOISIIH 32 CllacuTeNHO jedeHue ¢ Eylea ot
cenMulia 24, nenbT Ha nanueHTuTe ¢ nepdysus ce e yeanuni 1o 78% B cenmuna 52.

Jluabemen maxynen edem

besomacHocTTa 1 edmkacHocTTa Ha Eylea ca onieHenr B 1Be paHIOMU3UPAaHU, MHOTOIICHTPOBH,
JBOMHO-3aCIIENIEHH, AKTHBHO-KOHTPOJIMPAHH Ipoy4Banus npu namuentu ¢ JIME (VIVIDPME
VISTAPME), O6m1o 862 mauuenTu ca GuiaM JeKyBaHH M OlleHseMu 3a eukacHocT, 576 ¢ Eylea.
Br3pactra Ha manmenTuTe Bapupa ot 23 no 87 roguHH, cpenHo 63 roguan. B npoyuBanwmsTa 3a JIME,
npubnusutenHo 47% (268/576) ot nauueHTUTe, paHAOMHU3UpaHU 3a JedeHue ¢ Eylea ca 6unu Ha
BB3pacT 65 TOAVHM WK MO-Bh3PacTHU, U pUOau3uTenHo 9% (52/576) ca Ouiu Ha BB3pacT 75 TOAUHU
WM TT0-BB3pacTHH. [l0BeueTo manueHTy B [BeTe MpoydIBaHus ca omnn ¢ auadet tum I1.

B aBere npoyuBaHus NalMEHTUTE ca OWIIK paspeesieHn Ha CITydaeH MPUHIMII B choTHOLIeHUe 1:1:1
B 1 oT 3 cxeMu Ha 1O3UpaHe:

1) Eylea, npunaran mo 2 mg Ha BCEKH 8 CEAMUIIN CIIE]] 5 HA4YaTHH €KeMECEUHH WHKESKITIH

(Eylea 2Q8);

2) Eylea, npunaran no 2 mg Ha Bceku 4 cenqmunu (Eylea 2Q4); n

3) mazepHa oToKOaryIanus Ha MaKyJjaTa (aKTHBHA KOHTPOJIA).

Karo ce 3amoune B cenmutia 24, naliieHTUTe, OTTOBAPSIIN Ha IPEABAPUTEIIHO ONpeIelieH par Ha
3ary0a Ha 3peHHETO, ca OMIM MOAXOIAIIH 3a MOJyYyaBaHe Ha JOIBIHUTEIIHO JICUCHHUE: TAIIUEHTUTE B
rpynute Ha Eylea e Mo>keso a monmydaBar JiedeHHE € Jla3ep, a MAUEeHTUTE B KOHTPOJIHATA IPyTIa €
MOJKeJI0 aa nmojyyaBaT Eylea.

B nBete mpoyuBaHus OCHOBHATa KpaiiHa TOYKa 3a e(hUKacHOCT € Onjla cpeHaTa MPOMsHA OT U3X0HO
HuBo Ha BCVA B cenmunia 52 kato asete rpynu Eylea 2Q8 u Eylea 2Q4 nemonctpupar
CTAaTUCTUYECKA 3HAYMMOCT U TO IMO-BUCOKA OT Ta3W MPHU KOHTPOIHATA rpyma. Ta3u mossa e 3ama3eHa
no cenmuna 100.

[ToapoOHu pe3yiraty OT aHaiu3a Ha npoy4sanusta VIVIDPME y VISTAPME ca nokasauu B tabmuna 5
u ¢urypa 4 mo-momy.
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Tabauua 5: Pesynraru 3a epukacHocT Ha ceamuna 52 u cenmuna 100 (Isara ananuszupana nonynamus ¢ LOCF) B npoyusanus VIVIDPME g VISTAPME

PesyaTaTn 3a VIVIDPME VISTAPME
epuxacHoct
52 ceamuuu 100 cexmuuun 52 ceqmuuu 100 cexmuum
Eylea Eylea AKTHBHA Eylea Eylea AKTHBHA Eylea Eylea AKTHBHA Eylea Eylea AKTHBHA
Kkoutposa [2mg Q84 |2 mg Q4 | kourposa koutposa | 2mg Q84| 2mgQ4 | kourpoaa
2mg Q8+ | 2 mg Q4 (mazep) | (N=135) |((N=136) | (mazep) (2mgQ8~* | 2 mg Q4 (;1azep) (N=151) | (N=154) (;azep)
(N=132) (N=154)
(N=135) | N=136) | N=132) (N=151) | (N=154) | (N=154)
Cpenna npomsina B BCVA,
usmepena o ETDRS! ckop 10,7 10,5 1,2 9,4 11,4 0,7 10,7 12,5 0,2 11,1 11,5 0,9

3a 6yKBI/I OT U3XOJHOTO HHUBO

Paznuka B LS cpenna 10,7
. P 9,1 9,3 8,2 10,45 12,19 10,1 10,6
croitHoct BBA (7.6;
(6,4;11,8) | (6,5;12,0) (5,2, 11,3) (7,7, 13,2) | (9,4;15,0) (7,0, 13,3) | (7,15 14,2)
(97,5% ON) 13,8)

[IpouenT manmenTu ¢
nosobpeHue > 15 Oyksu ot 33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
H3XOHOTO HHBO

« . 26,1% o, W 20,1% 25,8%
opurupasa pasnuka [, B, /1 4% 23% 19.0% (14.8; () ( (9.6:30.6) | (15.1: 36.6)
(07.5% ) (13,5;34.9)| (12,6:33,9) (8,0;29.9) | 37.5) (13,5; 2415
"~ 2 M b bl 2 b > 33’1) 44’4)

25



Cren 3armo4yBaHe Ha JICUCHUE C 5 €KEMECCUHN MHKEKIIUH

LS cpenna croiiHocT 1 noBeputeneH nHTepBal Ha 6azara Ha Mmosie1 ANCOVA ¢ BCVA omnpenensiHe Ha H3X0JHO HUBO KaTo KoBapuarta u (akTop 3a rpyma Ha jgedenue. OcBeH
toBa 3a VIVIDPME xato daxrop e Bkitouen peruonst (EBpona/Asctpanus crpsmo SAnonus), a 3a VISTAPME xato dakrop e Brioyena anamuesa 3a MU u/unu CVA.
Pasnukara e rpynara ¢ Eylea MuHyc rpynata ¢ akTUBHaTa KOHTpoJia (J1a3ep)

Paznukara ¢ nosepureneH uatepsai (JJ1) u ctaTucTHUECKH TECT ce U3YHCIISBAT, KaTo ce M3Moi3Ba cxema Ha Mantel-Haenszel, kopurupana 3a pernon (EBpona/ABcTpanus
crpsamo Snonus) 3a VIVIDPME y anamnuesa 3a MU u/umn CVA 3a VISTAPME

BCVA: Haii-no6pe xopurupana 3purenna octpora (Best Corrected Visual Acuity)

ETDRS: [IpoyuBane ¢ paHHO JieueHne Ha nuabetHa peruHomnatus (Early Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsue Ha gaHHUTE 0T nocieaHoTo HabmoneHue (Last Observation Carried Forward)

LS: Cpeana cToitHOCT 0 METOJIa HA Hal-MaJKUTE KBaapaTH, noiyueHo or ANCOVA

JW: loBeputeneH HHTEpBa
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®@urypa 4: Cpenna npomsaa B BCVA, mamepena upes ckop 3a Oyksu o ETDRS ot u3xomHo HIBO
1o ceamuna 100 B npoyusanusta VIVIDPME g VISTAPME

15 vIVID

+11.4
+9.4

(6ykBu)

CpeqHa NpomsiHa B 3puTeriHa ocTpoTa

® +0.7
100
Ceomuum
g‘)— 1+12.5
© +11.5
z +11.1
(0]
=
s ~
Q =
® o
o ¥
@ O
g e
x
s
o
Q.
C
(0]
I
g +0.9
[oR
(@]
100

Ceomuum
—l—Eylea 2mg Q8 Cepgmuum —&——Eylea 2mg Q41 Cegmuum

TlazepHO KOHTpOrMHa rpyna

Edexrute oT neueHneTO B OLIEHAEMUTE MOATPYTH (HAIp. BB3PacT, 1Mo, paca, HbAlc Ha n3xomHo
HUBO, 3pUTENIHA OCTPOTA HAa U3XOAHO HUBO, peaxoaHa antu-V EGF Tepanus) BbB BCAKO MPOydIBaHE U
B KOMOMHHPAaHHS aHAIN3 KaTO IISUT0 ca OUITN B ChOTBETCTBHUE C PE3YIATATUTE B OOIIUTE TOMYJIAIHH.

B npoyusanusra VIVIDPME u VISTAPME crorsetno 36 (9%) u 197 (43%) nauuenTy ca moayvaBajiu
npenxoaHa antu-VEGF Tepanus, ¢ 3-MecedeH WK HOo-AbIbI IEpUo]] Ha ouncTBaHe. Edextute oT
JICYCHUETO B TIOJIrpyIiaTa MalueHTH, KOUTO ca JiekyBanu ¢ naxuoutop Ha VEGF, ca Omwnmm nomo0Hu Ha
Ha0JI0JaBaHUTE MIPH MAIIMEeHTH, HeJIeKyBaHu ¢ mHxuouTop Ha VEGF.

[TanuenTure ¢ OMnareparHO 3a0oMsBaHe ca Oy moaxoasny 3a antu-VEGF neuenne Ha npyroro
OKO, aKO TOBa € OUJIO OLIEHEHO KaTO He0OX0MMO OT Jiekaps. B mpoyusanero VISTAPME 217 (70,7%)
ot naruenTure Ha Eylea ca monyuaBanu nByctpannu uhxekiuu Eylea no cenmuna 100; B
npoyusanero VIVIDPME 97 (35,8%) or manuenture na Eylea ca mony4asanu pasimuuno antu-VEGF
JIe4YeHHUE B APYTrOTO OKO.

HesaBucumo cpasuutento npoyusane (DRCR.net Protocol T) e usnoszpaio rbBKaBa cxema Ha
nosupane, 6asupana Ha crporr OCT ¥ 3pUTENHU KPUTEPUH 3a IIOBTOPHO JieueHue. B rpynara Ha
neuenue ¢ adpmbeprent (n = 224) Ha cenqMuIa 52, TO3M PEXKUM Ha JICUCHHUE € Jajl Pe3yiTaT Mpu
MAIMEHTH, TIOJyYaBaIM CPEIHO 9,2 HHKEKIMH, KOETO € MO00HO Ha NPUIIOKEHHs OPOit 1031 B
rpynara Eylea 2Q8 B VIVIDPME u VISTAPME jokaro o6mara edukacHoCT B rpyraTa Ha JIEUEHHE C
apmubepuent B Protocol T e cpasauma ¢ rpynara Eylea 2Q8 B VIVIDPME y VISTAPME, B Protocol T
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€ Ha0JItoJaBaHo cpeaHo moxoodpenue ot 13,3 OykBu kato 42% OT MalHeHTHTE TOA00PSIBAT 3PCHUETO
CH C Hai-MaJIKo 15 GyKBH CIIPSAMO H3XOJHOTO HHBO. Pe3ynrarure, cCBbp3aHu ¢ 0€30MMaCHOCTTA,
MOKA3Bar, 4e 00I1aTa 4eCTOTa Ha HeXKEJIaHU ChOUTHS KAaKTO CBhP3aHH, TaKa U HECBBP3aHH C
ounte (BkmrounTesiHO ATC), ca cpaBHUMHU MEXAY BCHUKH TPYIH HA JICYCHUE BBB BCSIKO OT
NPOYYBAHUATA U MEKIY NIPOYUBAHUATA.

VIOLET, 100-ceaMU4YHO MHOTOIIEHTPOBO, PAHJOMHU3UPAHO, OTBOPEHO, AKTUBHO KOHTPOJIUPAHO
npoyuBaHe npu nanueHTu ¢ JIME, cpaBHsBa Tpy pa3nudHU cxeMH Ha npunarane Ha Eylea 2 mg 3a
nedenne Ha [IME cien Hail-Manko efaHa ronuHa jJedeHrne ¢ GUKCHUpaHd HHTEPBAIH, KaTo JICUCHUETO ©
3aI0YHATO C 5 MMOCIEAOBATEIHA MECEUHH JTO3H, ITOCIIEABAHN OT MIpHUJIaraHe Ha BCEKH 2 Mecela.
[IpoyuBaHeTO OIICHsABA He MO-Maikara eukacHoCT Ha Eylea 2 mg, mpuiaras 1o pekumMa JICUCHHE U
MpoJbJDKaBaHe Ha cxemara Ha npuiarane (2T&E, npu k0eTo HHTEpBATUTE MKy WHKEKIIUUTE ca
MOAIBPKaHU HA MUHUMYM 8 CEIMUIIU U ca YABIKABAHU TTOCTETICHHO B3 OCHOBA HAa KIIMHUYHUTE a
aHaTOMUYHHTE pe3yntaT) u Eylea 2 mg, npunaran criopen vHyxxaute (2PRN, mpu koeTo naruenTuTe
ca HaOrO/TaBaHU Ha BCEKH 4 CEIMUIIN U MHKEKTHPAHH IIPU HEOOXOAUMOCT Bb3 OCHOBA Ha
KIIMHIYHUTE U aHATOMUYHUTE PE3yNTaTH), B cpaBHeHHe ¢ Eylea 2 mg, mpuiarad Ha BCeKu 8 ceAMHALIN
(2Q8) mpe3 BTOpaTa U TpeTaTa rofMHA OT JICUSHUETO.

[IppBuyHaTa KpaitHa Touka 3a eukacHOCT (mpomsiHa B BCVA 0T W3X0HO HUBO JI0 ceaMuIa 52) e
ouna 0,5 + 6,7 6ykeu B 2T&E rpymara u 1,7 = 6,8 6yksu B 2PRN rpynara B cpaBHEHHE C

0,4 £ 6,7 6yksu B 2Q8 rpymnara, KaTo C€ MOCTUTa CTATUCTUICCKH HE TO-MaJiKaTa e()UKacCHOCT
(p<0,0001 3a nBETE CpaBHEHUS; TpaHUIlA HAa HE TTO-Maikara eukacHocT 4 OykBu). [I[pomenute B
BCVA ot u3xoxno HEBO 10 cenmuiia 100 ca Ominm KOHCHCTEHTHH C pe3yiITaTuTe Ha

cenmuna 52: -0,1 = 9,1 6yksu B 2T&E rpynata u 1,8 £ 9,0 Oyksu B 2PRN rpynara B cpaBHeHue ¢

0,1 = 7,2 6ykBu B 2Q8 rpynara. Cpeanust Opoii nmxekiuu 3a 100 cenmunum ca Ouiau cboTBeTHO 12,3,
10,0 u 11,5 3a 2Q8fix, 2T&E u 2PRN.

3pUTEITHNUTE U CUCTEMHUTE MPOQIITN Ha 0€30MacHOCT BB BCHUKH 3 TPYIH Ha JICUSHHE ca TIOJJ0OHU Ha
Te3u, HabmroaBaHu B ocHoBHUTE npoyuBanust VIVID and VISTA.

B 2T&E rpynara, yBennuaBaHeTo ¥ HaMaJIiIBaHETO HA MHTEPBAIUTE MEXAY MHKEKIIMUTE ca OUITH 110
MIPELeHKa Ha U3CJIEOBATENS; B IPOYYBAHETO Ca MPENOPBbUYBAHN YBEIUUEHUS OT 2 CEAMMIIN.

Muonuuna xopouoanua Heo8acKyIapU3AYUsL

be3onachoctTa u ehukacHocTTa Ha Eylea ca onieHeHH B paHAOMH3HPaHO, MHOTOLICHTPOBO, IBOMHO-
MacCKHPaHO, I1aLe00-KOHTPOIMPAHO NMPOYUYBAHE IPHU HEIEKYBaHU NPEAN TOBA MALMEHTH OT a3UaTCKU
npousxoj ¢ muonmuna XHB. O61o 121 nanueHTH ca JieKyBaHU U ca oreHseMu 3a epurxacHocT (90 ¢
Eylea). Be3pacTtra Ha manmenTuTe Bapupa Mexay 27 u 83 rogunu, cpeaHo 58 ronuHu. B npoyuBaneTo
3a muonumuHa XHB, npubmuzurtenso 36% (33/91) ot nanueHTUTe, paHIOMU3UPAHH 3a JIEYEHHUE C
Eylea ca Ounu Ha BB3pacT 65 roJIMHU WJIH 10-Bb3paCcTHH, U npudau3utesiHo 10% (9/91) ca Ounu Ha
Bb3pacT 75 roJIMHU WIN NO-Bb3PACTHHU.

ITanmenTHTe ca pa3mpeneiacHu Ha CITydaeH MPUHIINI B ChoTHOMEHNe 3:1 1a momydaBat wid 2 mg
Eylea uHTpaBUTpEanHo, Wi HHXKEKIMH C I1a11e00, MpUIarany BeIHBK B HAYaJI0TO Ha IPOYYBAHETO,
C JOMBIHUTEIIHA UHXEKLIUY, TPUJIATaHU €KEMECEUHO B CIIydail Ha MEPCUCTUPAHE WIH PEUUANB Ha
3a00JIABaHETO, 10 cenMuIia 24, KOraTo € OlleHeHa IMbPBUYHATA KpaliHa TOYKa.

Ha cemmuria 24 nmarueHTuTe, paHAOMHU3UPAHA ITEPBOHAYATHO Ha TIane0o, ca OMiIm moaXoAsIIH 1a
nosydat mepBata qo3a Eylea. Cien ToBa, maneHTUTE U B IBETE TPYIIH Ca MPOIBIDKIIN 1a ObIaT
MOAXO/SIIN Ja Ody4YaBaT AOMbIHUTEIHA HHXEKIUY B CIy4yail Ha MepCUCTUpaHE UK PEeLUIUB Ha
3a00JIIBaHETO.

Pasnukara Mexay rpynuTe 3a JIedeHre € CTaTUCTUYEeCKU 3HaunMa B nonnsa Ha Eylea 3a mbpBuuHaTa
KpaiiHa Touka (npomsina B BCVA) u moTBspIuTenHa BTOpUYHA KpaliHa TOYKa 32 e(hUKACHOCT

28



(IPOIICHTHT MAlMEHTH, KOUTO ca ce moaoopuiu ¢ 15 o0ykeu B BCVA) Ha cenmuiia 24, B cpaBHEHHE C
W3XOJHOTO HUBO. Pa3nukuTe 3a ABETE KpalHU TOUKH Ca ce 3ama3iiii J0 ceaMuna 48.

[MoapoOHu pe3ynTaT oT aHanu3a Ha npoyuBaHeTo MYRROR ca nokazanu B Tabnuua 6 u @urypa 5
MO-A0Ty.

Tabauna 6: PesynTaTu 1o oTHoLIEHHE Ha e(pUKACHOCTTA HA ceaMMIA 24 (IbPBUYEH aHAIU3) U
cenmuia 48 B mpoyusaneto MYRROR (ITsnen naGop 3a anamus ¢ LOCFY)

Pe3yaraTu 1o oTHOLIEHHE HA MYRROR
e(pUKacHOCTTa 24 ceqMuIH 48 cexmuuu
Eylea2 mg | Ilnane6o | Eylea2 mg IInanedo/
(N=90) (N=31) (N=90) Eylea 2 mg
(N=31)
C BCVAP
pezHa mpoMsIHa B , OIICHKATa 12.1 20 13,5 39
Ha OykBute n3MepeHa upe3 ETDRS ot
(8,3) ©,7 (8,8) (14,3)
u3x01Ho HuBO (SD) B
P
a3iMKa B CpeHa 14.1 95
croiinoct nHa LS B/
(10,8; 17,4) (5,4; 13,7)
(95% aAN)
IIpoueHT manyeHTy ¢ mogoopeHne > 38.9% 9.7% 50.0% 29.0%
15 OykBH OT U3XOJTHO HHBO
Ipeternena pasmka ©F) 29,2% 21,0%
(95% IN) | (14,4; 44,0) (1,9; 40,1)

A LOCF: Ilpenacsue Ha JaHHKMTE OT HocneanoTo Habmozaenue (Last Observation Carried Forward)

5 BCVA: Haii-no6pe kopurupana 3putenna octpora (Best Corrected Visual Acuity)

ETDRS: IIpoyuBane ¢ panHo eueHue Ha nuaberHa peruHonaTus (Early Treatment Diabetic Retinopathy Study)

SD: CtangapTHO OTKJIOHEHHE

B Cpenna LS: Cpeana Ha Hall-MaJIKUTe KBapaTH, nojryueHo ot mojen ANCOVA

JAW: loBepuTeneH HHTEPBAI

A LS cpenna paznmuka u 95% /I na 6a3ara Ha mozen ANCOVA c rpyna Ha JedeHHE U Ibp)KaBa
(obo3HaveHus 3a IbpkaBa) KaTo Gukcupanu epext, ¥ BCVA Ha M3X0IHO HUBO, KaTO KOBapHAHTA.

E) " Pasnuxara u 95% JIU ce u3uucnsBar, kato ce usnonssa tecT Ha Cochran-Mantel-Haenszel (CMH),
KOpHUTHpaH 3a JIbpkaBa (0003HaYeHUs 3a AbprKaBa)

D

®urypa 5: Cpenna mpoMsiHa OT U3XOJHO HHUBO 10 ceaMulia 48 B 3pUTENIHATa OCTPOTA IO Tpyma
Ha neuenue B npoyuBanero MYRROR (ITvenen nabop 3a ananus, LOCF)
{5 = MYRIROR

+13.5

10

+3.9

32 36 40 44 48

CpefgHa NnpomsiHa B 3puUTeNHa ocTpoTa
(6ykBM)

ot =4
-2.0

Ceamuum

——EYLEA 2mg —O— (KonTponHa rpyna
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IlenuaTpuyHa momyaamnus

Pemunonamus na neoonocenomo (PH)

Edwukacnocrra, 6e30macHoctTa 11 moHocuMmoctTa Ha Eylea 0,4 mg mpu neuenuero Ha PH mipu
MPEeXIeBPEMEHHO POACHH KbpPMaUeTa ca OlleHeH! Ha 0a3ara Ha 6-MeceuHH JaHHH OT
MHOTOLEHTPOBOTO, paHaomMu3upano npoyusane FIREFLEYE c nBe pameHa, OTBOpEHO ¢ napajieiaHu
TpyIH, KOETO € peHa3HadeHo 3a oneHka Ha Eylea 0,4 mg, mpuiioskeH KaTo WHTpaBUTpeaTHa
WHKEKIVSI, B CpaBHEHUE ¢ Tepalns ¢ jJa3epHa GoTokoarynamnus (Jazep). [lanuerTure, KOUTO
OTrOBapsT Ha KPUTEPUUTE, Ca C HEeleKyBaHa 10 cera PH, kmacuduimpana ceriacHo MexayHapoHara
KJIACU(UKAITUS 32 PETHHONATHS HA HEIOHOCEHOTO, Hali-MaJIKO Ha €IHOTO OKO C €J[Ha OT CJICJTHUTE
pETHHAITHN HaXOIKH:

e PH 3ona I Craguii 1+, 2+, 3 unu 3+, wiun
e PH 3ona II Craguii 2+ unu 3+, wim
e A3-PH (arpecusna 3agHa PH)

[larmenTrTEe, KOUTO OTTOBAPAT HA KPUTEPUHUTE, Ca C MAaKCHMalIHA TeCTAllMOHHA BB3PacT MpH
paxkaaHeTo 32 ceIMUITM WM MaKCUMaTHO Tersio mpu paxkaanetro 1 500 g. TeraoTo Ha MaliMeHTUTE B
JIeHs Ha TIPUJIOKEHUETO Ha JieueHueTo ¢ >800 g.

[TanmeHTHTE Ca paHIOMHU3HUpPaHHU B choTHOMEHHE 2:1 qa moaydat Eylea 0,4 mg, mpuitosxxeH
WMHTPaBUTpPEATHO, W JlazepHa Tepanud. Beuukure 113 manueHTH, NOTyYHIN JIEYEHUE HA U3XOAHO
HuBo (Eylea 0,4 mg n = 75; nazep n = 38), ca olieHeHU PH IBPBUYHUS aHAIN3 33 €PUKACHOCT.

YcnexbT Ha JIGYSHUETO € OTpe/ieNieH KaTo OTChCTBUE Ha akThBHA PH 1 HEOIaronpusTHU CTPYKTYpHH
IIOCJICACTBHUA U B IBE€TC OUYH Ha 24-ta ceaMula Cjea Ha4aja0TO Ha U3IMMTBAHOTO JICUCHUC. KpI/ITepI/IHT
3a ycnex (He mo-Mankara eukacHOCT Ha edeHneTo ¢ Eylea 0,4 mg cipsiMo KOHBEHIMIOHAIHATA
Jla3epHa Tepamusi) CTATUCTUUECKH HE € IOCTUTHAT, BBIIPEKH Y€ YCIEeXbT Ha JICUYCHUETO € YHCICHO
MaJiko 1mo-Bucok mpu Eylea 0,4 mg (85,5%) B cpaBHenue ¢ nasep (82,1%) Ha 24-Ta ceaqmuiia. Berpeku
TOBa, HAJIMYHUTE JAaHHU OT KbpMaueTa Ha 2-TOMIIHA BB3PACT B PA3LIMPEHOTO NPOyUBaHE
FIREFLEYE NEXT (54 xppMmauera: 36 B rpymnata ¢ Eylea 0,4 mg u 18 B rpynara c nazep)
MOTBBPXKIABAT IbJIrOCpOYHaTa eukacHocT Ha Eylea 0,4 mg.

[To-ronsimara 4acT OT MallMEHTHTE, JeKyBaHu ¢ 0,4 mg, ca MOJYYHIIU SMHUYHA HHKCKIIUS Ha €THO
oxo (78,7%) u ca nekyBanu OnnarepanHo (94,7%). Huko# oT manueHTUuTe He € IMOTyqny IIOBEYe OT

2 UHXXEKIINU Ha OKO.

Tadauuna 7: Pesyaratu Ha cenmuna 24 (FIREFLEYE)

Vcnex Ha JIEYEHHETO
Jleuenue W3uucrena 90% JIN? CpaBHenue Pasnuka B 90% JIN>3
BEPOSATHOCT pesyirara oT
3a 0TroBOp’ neyeHuero’
Eylea 0,4 mg 85,5% (78,0%; Eylea 0,4 mg 3,4% (-8%; 16,2%)
(N=175) 91,3%) CIPSIMO JIazep
Tasep 82,1% (70.5%:
(N — 38) 90,8 A))
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Pesynraru Ha 6a3ara Ha Bayesian aHanmu3 ¢ moMoIira Ha HeMH()OPMATUBHH MTPEIXOTHH
pasnpeneneHus.

! Menuana Ha 3aJjHO pasnpeenenue

2 JIU: moBepUTENEH HHTEPBAI

3 Kpurepuii 3a ycnex: nonna rpanuna Ha 90% U nan -5%

I[To Bpeme Ha 24-Te ceAMUIN HA MPOYYBAHETO, IO-MATbK MPOLIEHT MAKeHTH B rpynaTa Ha Eylea

0,4 mg ca mpeMHHAIN KbM APYTra MOJAITHOCT Ha JICYEHHE TTOpaIH JHUIICa Ha OTTOBOP B CPAaBHEHHUE C
rpynara Ha nedenne ¢ nasep (10,7% copsmo 13,2%).

HebnaronpuatHu CTpyKTYpHH MOCIEACTBHSI ca ChOOIIECHH PU CXOJCH NPOLECHT MallMeHTH B TpymaTa
Ha neuenue ¢ Eylea 0,4 mg (6 naunentu, 8%) B cpaBHEHHUE ¢ JIeUeHUETO ¢ nasep (3 mauueHtu, 7,9%).

IlepguaTpyyHa nonyJaanus

EBponeiickaTa areHIus 1o JekapcTBaTra 0cBOOO0XkKAaBa OT 3abJDKEHUETO 32 IIPEIOCTaBsSHE Ha
pesyarature oT npoyuBaHusaTra ¢ Eylea BbB BCHUKU OArpYyIN HA IeAUaTpUYHATA MIOIYJIALMS IPU
Bnaxkaa BJIM, OLIPB, OPPB, JIME u nomymanuu ¢ muonimaHa XHB (Bxk. Touka 4.2 3a mHpOpManus
OTHOCHO ymoTpebaTa B neguarpusta). Jomsinurenno EBponeiickara areHius mo jgekapcrBaTa
0CBOOOKIaBa OT 33ABJDKCHUETO 3a IIPEJOCTABSIHE HAa PE3YJITATUTE OT IpoyuBaHusTa ¢ Eylea B
CIIeTHUTE MOATPYNH Ha NeuaTpu4Hata nomyaanus npu PH: HoBoponeHu, kbpMmaueTa, fena u
IOHOILIN.

5.2 ®apmakOKMHETUYHH CBOWCTBA
Eylea ce npunara AMpeKkTHO B CTHKJIOBUIHOTO TSUIO, 32 1a OCBIIECTBU JIOKAIHU €EKTU B OKOTO.

AOcopbius/pasupeacacHue

Admubepuent ce abcopdrpa 6aBHO OT OKOTO B CHCTEMHOTO KPBbBOOOPBILIAHHE CIIET MHTPABUTPEATHO
MPUJIOKEHUE U Ce HAOJI01aBa B CUCTEMHATa [IUPKYJIAIHs MPEAUMHO KaTO HEAKTHBEH CTaOUJICH
komruiekc ¢ VEGF; o6aue camo cBoOoaHUST adubepiienT nMa CriocoOHOCTTA J1a Ce CBBhP3Ba C
enanorennnss VEGF.

B enHO (hapMaKOKMHETHYHO TTOANPOYYBaHE MPH 6 MAIKMEHTH C HeoBacKyiapHa BiaxkHa BJ/IM ¢ decto
B3eMaHe Ha MpoOH, MaKCHMAJTHUTE TJIa3MEHH KOHIIEHTPAIMK Ha CBOOOIEeH aduinbeprienT (CHCTeMHa
Crax) Ca HUCKH, ChC CpeHa cTOMHOCT npubausuTento 0,02 mukporpama/ml (nuamaszon ot 0 qo 0,054)
B paMKuTe Ha | 70 3 THM CJIe]] HHTPaBUTPEATHO HHKEKTHPAHe Ha 2 Mg U ca HEOTKPUBAEMH JIBE
CEJIMHMITH CJIeJT TI0JTyYaBaHe Ha J03aTa MPH MOYTH BCHUYKH NMarnueHTd. Adaubepient He KyMyJaupa B
J1a3Mara Mpu HHTPABUTPEATHO MIPIIIOKECHHE MPpe3 4 CeIMMUIIH.

CpenHara MakCcMMalTHa I1a3MeHa KOHIIEHTpaIus Ha cBo0oieH adumbepuent e npudnmsurenHo S50 1o
500 mrbTH O] KOHIICHTpanusATa Ha adaudepIienT, HeoO0xoMMa 3a HHXHOUpaHe Ha OMOJIOTUYHATA
aktuBHOCT Ha cucteMuus VEGF ¢ 50% B xxuBoTuHCKH Moaenu. [Ipu Tax ca HabII01aBaHu TPOMEHH
Ha KPHBHOTO HAIIATaHE CJIE] KaTO HUBATa Ha CBOOOJIEH auMOeplenT B KpPbBOOOPBIEHUETO ca
JocTurHamu npubausutenHo 10 Mukporpama/ml ¢ BpbliaHe /10 M3XOJHOTO HUBO CIIEJ MaaHe Ha
HUBaTa JI0 1101 npuomu3uTeaHo 1 Mukporpam/ml. M3uuciieHo e, 4e ciies] KHTPaBUTPEaIHO
MPUJIOKEHUE Ha 2 Mg NPH NAIMEeHTH, CPEIHATAa MaKCHMalTHA IJIa3MeHa KOHIIEHTPpAIUs Ha CBOOOICH
apmubepuent e moseve ot 100 mbTH MO-HUCKA OT KOHIEHTPAIMATA HA aumOeplent, Heo0XoaumMa 3a
MOJIy-MaKCUMaJTHO CBbp3BaHe Ha cucremuuTe VEGF (2,91 Mukporpama/ml) mpu mpoyuBaHe Cbe
31paBu goOposoiiy. CieJoBaTeTHO ca MAJIKO BEPOSITHA CHCTEMHH (hapMaKoJUHAMUYHH e(hEeKTH KaTo
MIPOMEHH B KPBBHOTO HAJISTAHE.

BbB papmakoxuHeTnyHu noanpoyusanus npu nanuentu ¢ OLIPB, OPPB, IME unn muonnuna XHB
cpenHa Cmax Ha cBOOOICH aduOEpIIeTIT B IU1a3MaTa ca O CXOJIHHU, ChC CTOMHOCTH B JTUAIa30Ha OT
0,03 no 0,05 mukporpama/ml ¥ UHAUBHTYaTHU CTOMHOCTH, KOUTO HE HAJBUIIIABAT

0,14 mukporpama/ml. Cresi TOBa, II1a3MEHUTE KOHIICHTPALIUK Ha CBOOOICH adIuOepIenT craaaT 10
CTOWHOCTH TOJ] MJIM OJIM3KHU JI0 J0JIHATA TPAHMIIA Ha KOJIMUYSCTBEHO ONpeeisiHe OOMKHOBEHO B
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paMKHTE Ha e[Ha CEIMUIIA; HEOTKPUBACMH KOHIICHTPAIIMH CE JOCTHUTAT TPEIU CICIBANOTO
MIPHIIOKEHUE CITe] 4 CeIMUITH, P BCUYKH TTAITHCHTH.

EnumMunupane
Twit kato Eylea e TepaneBTHYHO cpecTBO HA OCHOBATa Ha MPOTEHH, HE Ca MPOBEXIAHN TPOYUBAHUS

3a MeTadoII3Ma My.

Cpobogamst admubeprent ce cebp3Ba ¢ VEGF, xato o0pa3ysa crabusen nHepTeH KoMriekc. Kakto
NIPY IPYTHTE MPOTEHHU C TOJIIMa MOJIEKYJIa, Ce 0YaKBa M CBOOOTHHSAT, M CBbP3aHUAT adaubeprient aa
Ce CIIMMUHUPAT Ype3 MPOTCOIUTHICH KaTabOIU3bM.

Bbr0Opeuno yBpexmaHe
He ca npoBexxaanu cnierpainyu npoyusanus ¢ Eylea npu manueHT ¢ 0b0peyHO yBpexKIaHe.

DapMaKOKHHETHYHUAT aHAIH3 Ha MaleHTuTe B mpoyuBaneto VIEW2, 40% ot kouTo ca nManm
0b0peuno yBpexxgane (24% neko, 15% ymepeno u 1% Texko), IOKa3Ba JIMIICA Ha Pa3JIMKHU 110
OTHOIIICHNE Ha TNIA3MEHNUTE KOHIICHTPAI[H Ha aKTUBHOTO JIEKAPCTBO CJIE HHTPABUTPEATHO
MPUWIOKEHUE Npe3 4 WK § CeIMHULIH.

[Mono6uu pesynraru ca HabmonaBanu npu nanueHtd ¢ OL[PB B npoyuBanetro GALILEO, npu
nauuentu ¢ JIME B npoyusanero VIVIDPME y npu nanmentu ¢ muonnana XHB B npoyusaneTo
MYRROR.

IleauaTpyyHa nonyJanus

DapMaKOKMHETUYHHTE CBOWCTBA Ha ahiuOepLenT ca OLEeHEeHH IPU NPEKICBPEMEHHO POACHI
kbppMadeTa ¢ PH mpu no3a 0,4 mg admbeprent (Ha exHo oko). Ciieq HHTpaBUTPEATHA HHKCKITHS
KOHIICHTPAIMUTE HA HECBBP3aHUS U CBhP3aHus apaudepLent ca mo-BUCOKH OT HaOJII0JaBaHUTE MTPU
BB3pAcTHU NaIMeHTH ¢ BIaxHa B/IM, momyuyaBamum 2 mg (B €1HO OKO), HO ITO-HUCKU OTKOJIKOTO CJeJT
i.v. IpWIIOKEHNE Ha MaKCHMaJlHaTa oHocuma fo3a 1 mg/kg npu Bp3pacTan nauueHTu. CpenHure
KOHIICHTpAIMK Ha HecBbp3aHus aduubeplient ce moHwxkasat 1o npudnusurenso 0,13 mukporpama/ml
Ha ceiMHUIIa 4 clie] TPUIIOXKEHUE Ha j1o3aTa. [[ma3MeHnTe KOHIIEHTPAi Ha HECBhPA3HUS
apnubepuenT ce NOHMKaBaT A0 CTOMHOCTH MOJ{ MK OJIN30 0 AOJIHATA TPaHMLA HA KOJIHMYECTBEHO
oTpeJieJIsiHe B paMKUTE Ha MpUOIH3uTesHO § ceaMuiy. CpeqHUTE KOHICHTPALUY Ha KOPUTHPaHUs
cBbp3aH adaubeprent ce nopumrasart 1o 1,34 mukporpama/ml Ha ceqmuna 4 U ciej| ToBa ce
MOHM)KaBaT.

Enun nzcnenosarencku ®K/P/] ananus He moka3Ba Bpb3Ka MEXy KOHIEHTpauuTe Ha adauldepuent
B CHCTEMHOTO KpBbBOOOpalieHne u papMakoJUHAMUYHHU e(DEeKTH, KaTO IPOMEHH B KPBBHOTO HAIISATAHE.

5.3 IlpeakJMHMYHU JaHHM 32 0€30MACHOCT

[Tpy HEKITMHUYHHTE POYYBAHHS 32 TOKCUYHOCT NMPU MHOTOKPATHO Npuiiarane eekTy ca
HaOJII01aBaHU CaMo MPH CUCTEMHH €KCIO3UINH, 332 KOUTO CE CUMTA, Y€ 3HAUUTEIHO HaBHUILIABAT
MAaKCUMAaJIHATA €KCIIO3ULM IIPU XOpa ClIe] UHTPABUTPEaIHO IPUIOKEHUE B IIPEBU/ICHATA KIMHUYHA
71032, KOETO TIOKa3Ba MaJIKO 3HAYCHHUE 3a KIIMHUYHATA YIOTpeoa.

Epo3suu n ynepanuy Ha pecliupaTOpHUSI SIHUTEN B HA3aJIHUTE XOJI0BE HA MaiiMyHH, JIGKyBaHU C
aaulOepIenT HHTPABUTPEATHO, ca HAOJIF01aBaHK IIPU CUCTEMHHU S€KCIIO3UIIMU, HaIBUIIIABAIIIN
MaKCHUMaJHaTa eKCIo3HIus pu Xopa. [Ipu HuBoTo 6e3 HabnronaBanu Hexxenanu epext (No
Observed Adverse Effect Level, NOAEL) ot 0,5 mg/oxo npu MaiiMyHHU CHCTEMHATa eKCIIO3UIHS Ha
cBoOoHUA adudeprient € 42 1 56 TbTH MO-BUCOKA B3 OCHOBA HAa Cax 1 AUC B cpaBHEHUE CHC
CHOTBETHUTE CTOWHOCTH, HAOJIIOIaBaHH TIPH Bh3PACTHH MAIUECHTH, U 2 IIHTH MO-BUCOKU Bb3 OCHOBA
Ha Cpax B CPaBHEHHE ChC CHOTBETHUTE CTOMHOCTH, HAOIIOJaBaHH NIPH MTPEXKICBPEMEHHO POJICHN
KbpMayera.

He ca nmpoBexxganu mpoydyBaHUs 32 MyTareHeH WM KapLIWHOTEHEH MOTeHIHAN Ha aQunOeprentT.

32



HabnronaBan e edekT Ha adubeprent BbpXy BhTPEMATOYHOTO Pa3BUTHE B IPOYYBaHUS HA eMOpPHO-
(eTarHOTO pazBUTHE TPU OpEMEHHH 3ai1in ¢ HHTpaBeHo3HO (3 mo 60 mg/kg), kakTo U moakoxHo (0,1
1o 1 mg/kg) npunoxxenne. NOAEL npu maiikute e npu no3a ot 3 mg/kg wnm crorBetHo 1 mg/kg.
NOAEL no oTHOIIEHHE Ha TOKCHYHOCT 32 Pa3BUTHETO He ¢ omnpeaeneno. [Ipu nosza 0,1 mg/kg,
CHUCTEeMHHTE eKCIIO3HIINY Bb3 OCHOBA Ha Crax 1 KymysatuBHa AUC 3a cBoOoIeH adumbeprient ca
CHOTBETHO OKOJI0 17 1 10 mbTH MO-BHCOKM B CpaBHEHHE ChC CHOTBETHHUTE CTOMHOCTH, HAOIIFOJaBaHU
NIpY XOpa cje]l HHTPaBUTPEaTHO IPUIIOKEHHE Ha 1032 2 mg.

Edexture BEpXy QepTHINTETA TPH MBXKH H KEHCKH )KUBOTHHU Ca OIEHSIBAHH KAaTO 9acT OT
6-MecedHO MpOoyYBaHe IIPU MAaiiMyHH! C HHTPABEHO3HO MPIIIOKEeHHE Ha adrOepIenT B 1031 OT 3 10
30 mg/kg. IIpn Bcuuku 1030BH HUBA ca HAOII0AaBaHU JIMIICA HA MECHCTPYalLlus UM HEPETOBHH
MEHCTPYaJIHU LIMKJIH, CBHP3aHHU C IPOMEHHU B HUBATa Ha KEHCKUTE MOJIOBU XOPMOHH, U IPOMEHH B
MOP(OJIOTHATA U TTOABIKHOCTTA Ha criepMaTo3onanTe. Bs3 ocHoBa Ha Cmax 1 AUC 3a cBOOOICH
apnubepuent, HabIIOaBaHU IPU HHTPAaBEHO3HO MPWIOKeHUe Ha o3a 3 mg/kg, cucteMHuTe
eKcro3uuu ca cboTBeTHO 0K0I0 4 900 bt 1 1 500 MBTH MO-BUCOKHU OT €KCITO3UIIUATA,
Ha0II0JaBaHa MPH Xopa CJiel MHTPABUTPEATHO MPHUIIOKEHHE Ha /103a 2 mg. Bewuku nmpomenn ca Ouin
obpaTnmu.

6. DOAPMALEBTUYHU JAHHU

6.1 ChoucbK Ha NIOMOIIHHUTE BelIECTBA

IMomucopobar 20 (E 432)

Harpues nquxunporendocdar MoHoxuapar (3a kopekuus Ha pH)
HunatpueB xuaporendpocdar xernraxuapar (3a kopekius Ha pH)
Harpues xnopun

3axapo3a

Bopa 3a unxeknuu

6.2 HecbBMEeCTHMOCTH

IIpu nunca Ha MpoyYBaHUs 32 HECHbBMECTHMOCTH TO3H JIEKApCTBEH NPOIYKT He TPsOBa Ja ce cMecBa ¢
JIpYyTH JIEKApCTBEHU IPOIYKTH.

6.3 Cpox Ha rogHOCT

2 TOINHU

6.4 CrhnenuanaHM ycI0BHS HA CbXpaHeHHe
Ha ce cexpanssa B xmaguwiauk (2 °C go 8 °C).
Ha He ce 3ampasspa.

I[a CC CbXpaHsBa B OpUTMHAJIHATA OIIAKOBKA, 3a Aa CC MpEArasu OT CBCTIIMHA.

HeotBopenusr Oimctep MOXKe /1a ce ChbXpaHsBa U3BBH xyaAuHUK 1ox 25 °C 1o 24 gaca. Crien
OTBapsiHE Ha OnucTepa 1a ce padOTH B aCENITHYHH YCIOBUSI.

6.5 Buau chabp:kaHue HA ONMAKOBKATA
Pa3TBOp B MpeaBapuUTEIIHO HAITBITHEHA CIIPUHIIOBKA (CTHKIIO THII ), MapkupaHa ¢ TUHUS 33 JO3UpaHe,
ChC 3amylrajika OyTaio (eracToMepHa rymMa) v Jdyep-JoK aaanTop ¢ Karnadka Ha Bbpxa (ejactoMepHa

ryma). Besika npenBapuTenHO HalrbJIHEHA CIIPHHLIOBKA ChIbPKa U3MO0I3BacM 00eM OT Hali-MaJiko
0,09 ml. OnakoBka oT | mpeaBapUTEIHO HATBJIHEHA CIIPUHIOBKA.
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6.6 CrhenuajJHu MpeaNa3sHu MePKH NP U3XBBPJIsIHE U padoTa

[IpeaBapuTenHo HATbJIHEHATA CIIPUHIIOBKA € CaMO 3a €IHOKpaTHa yroTpeda B €HO OKO.
MHOrOKpaTHOTO U3TETJISHE Ha 103U OT €/THA IPEIBAPUTEITHO HAI'BJIHEHA CIIPUHIIOBKA MOXKE J1a
YBEJIMYH PUCKA OT 3aMBPCABAHE U ITOCIEABAIIA HH(EKIHSL.

He otBapsiiTe crepuimHus GIrCTEp ¢ MpeABAPUTEIHO HATBJIHEHA CIIPUHIIOBKA M3BBH YHCTaTa CTas 3a
npuiiokeHue. Hen3nons3BaHusT JIGKAPCTBEH MPOIYKT WK OTIAIbUHUTE MaTEpPHaIH OT HEro TpOBa J1a
Ce M3XBBPJIAT B CbOTBETCTBHE C MECTHUTE M3WCKBAHWISL.

[IpeaBapuTenHo HabJIHEHATA CIIPUHIIOBKA ChABPKa MOBEYE OT NPENOPhUMTENHATA 1032 2 Mg
apmubepuent (exBuBaneHTHU Ha 0,05 ml) 3a Bp3pacTan nauuentu u 0,4 mg apaudepuent
(expuBanenTan Ha 0,01 ml) 3a mpeXkIeBpeMEeHHO pOACHN KbpMadeTa. BIKTe cieaBamnTe TOUKH
,»YTIoTpeba mpy Bh3pacTHaTa Momynanus u ,,Ynotpeda npu neauaTpuyHaTa Mmomyaamms .

[Ipenn npunoxeHue, pa3TBOPHT TPAOBA /1a Ce MPOBEPH BH3YaTHO 32 UyKIW YaCTHUIIN /MU POMSIHA B
I[BETa WITM BCSIKAKBa MTPOMSHA BB BHHIITHMS BHJ. B ciydaii ue ce HabmogaBaT TaknuBa, JIEKAPCTBEHHUST
NPOAYKT TPSIOBa J1a C€ U3XBBPIIH.

3a UHTpaBUTPEATHO HHXKEKTUpPaHE TPAOBa Ja ce U3Moi3Ba HHKeKuoHHa urna 30 G x 4”7 /
0,30 x 13 mm, 6J1e10 KBJITO.

Ykazanus 3a ynompeta na npedsapumenno nanvinenama cnpuHyo6Ka:

Ynompeoda npu neouampuunama nonyrauus

3a Ja IPpUroTBUTE NPCABAPUTCIIHO HAIIbJIHEHATA CIIPUHIIOBKA 3a IMPUWJIOKCHUC ITPU MPCKACBPEMEHHO
POIECHH KbpMayeTa, CaeABaiTe CThIKY 1 1 2 Mo-101Iy U ClIe] TOBA c€ NPUAbPKAITE KbM YKa3aHUATA
3a ynorpe0a, BKIIOYEHHU B OIIAKOBKATa Ha JO3UPALOTO YCTPOMCTBO 32 IPUIIOKEHHE B IEAUATPUATA
PICLEO.

Ynompeoa npu ev3pacmuama nonyaauyus
3a 1a MpUroTBUTE IPEIBAPUTEITHO HAIIBIIHEHATA CITPUHIIOBKA 32 MIPIJIOKECHHE TIPH BH3PaCcTHH,
CJeIBaiiTe CTHIIKUTE MO-I0TY.

1. Koraro cre rotoBu na npunoxute Eylea, oTBopere kapToHeHaTa OMMakOBKa U U3BAACTE
CTepuIIM3upaHus oimctep. BHUMaTeHO 0TBOpeTe OIUcTepa, OCUTYPSIBAWKH CTEPHIHOCTTA
Ha ChIbpKaHUETO My. [IpBKTe CIpUHIIOBKAaTa B CTepriIHATa Tabia, JOKATO CTaHeTe
TOTOBH 3a CTJIO0SIBAHETO M.

2.  N3mon3Baifku acenTHUYHA TEXHUKA, N3BaJIETE CIPUHIIOBKATAa OT CTEPUIIU3UPAHUS OIHCTED.

3. 3a ;a MaxHeTe KalaykaTa Ha CIPHHIIOBKATa,
JIPBAKTE CIIPUHLIOBKATA B €HATa CH PbKa, KaTo C
Jpyrata XBaHeTe Kanaukara Ha CIIPHHIIOBKATa C VCYUETE!
nayena u nokasauena cu. Mossi, o0bpHeTe
BHUMaHue: TpsOBa na ycyuere Kanaykara Ha
CIIPUHIIOBKATA (HE 5 OTIyMBAiTe).

4.  3a nma mzberneTe HapyIIaBaHe HAa CTEPIITHOCTTA HA MIPOIYKTa, HE M3TETIIANUTE Ha3al
Oyranoro.
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5.  H3mom3Baliku acenTHYHA TEXHHUKA, 3aBUNATE
TUTHTHO WHXEKIIMOHHATA UTJIa KBM ITyep-JIOK /
BbpXa Ha CIIPUHIIOBKATA.

6.  Kato mxbppxuTe CIpHHIIOBKATa ¢ HACOUEHa
Harope uria, s mpoBepeTe 3a Haln4Ke Ha
MexypueTa. AKO IMa MexypueTa, BHUMATEIHO
MOTyHalTe COPUHIOBKATA C IPBCT, JOKATO
MexypueTaTa c€ U3AMrHaT J0 TOpHaTa i 4acT.

7. V31uImHOTO KOJIMYECTBO TPsAOBA Ja ce U3XBBPIHU Npeau npuioxeHne. OTcTpaHeTe BCUUKH
MexXypueTa U U3TJ1acKaiiTe M3JIUIIHUSA JIeKAPCTBEH MPOAYKT, Ype3 0aBHO HATHCKAHE
Ha 0yTaj0To, 32 1a H3PABHUTE OCHOBATAa HA CBO/A Ha OyTAJI0TO (He BbPXa HA CBOJA) C
JIMHUSITA 32 103MpaHe HA COIPUHIOBKATA (ekBuBaneHTHO Ha (0,05 ml, T.e. 2 mg
acpmubepient).

3abenexka: ToBa MpaBUIIHO MO3UIMOHUPAHE Ha OyTaI0TO € MHOI'O BaXKHO, Thi KaTO
HEMPaBIITHOTO MO3UIIHOHMPAHE Ha OYTAIOTO MOXKE Ja JIOBEIE 10 IOCTABsIHE Ha MOBEYEe
WY TIO-MaJIKO OT TpeJIiucaHara j103a.

PasTBop cnepn oTcTpaHsiBaHe
Ha Bb3AyLHUTE MexypyeTa U
N3NULLHOTO NekapcTeBo

Ceog Ha 6yTanoTo

Bb3yLuHO Mexypye § Nhus 3a

— [o3vpaHe
Bb3aywHo mexypye OcHoBa Ha cBoga
IvHuns 3a Ha 6yTanoto
- p 0SMpate JnHuns 3a
fo3vpaHe

PasTeop
cBOAa Ha

\ 6yTanoto

OcHoBa Ha cBofa
Ha ByTanoto
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8.  HMmkekTupaiiTe JOKaTO HaTHCKAaTe OyTaIOTO BHUMATEITHO M C TIOCTOSTHEH HaTHCK. He
MpuUaraiTe TOMBIHUTEICH HATHCK, CIell KaTo OyTaioTo JOCTUTHE AHHOTO Ha
crpunioBkata. He npusaraiite KakbBTO U /1a € 0CTAThY€H Pa3TBOP, KOWTO ce
Ha0J/101aBa B CIPUHLIOBKATA.

9.  IlpeaBapuTeNHO HAITbJIHEHATA CIPHHIIOBKA € CaMO 3a eJHOKpaTHa ynorpeda. MHOTOKpaTHO
MpuaraHe Ha 7031 OT MPEIBAPUTEIHO HAThJIHCHA CIIPUHI[OBKA MOYXKE /1a YBEIUYH PUCKA OT
3aMbpCSABAHE U MOCIIEBAIA HHDEKITUSI.

Hewusnon3BaHuaT JeKapCTBEH MPOIYKT WK OTIAIbUYHUTE MaTepHAITd OT HETO TPsiOBa 1a ce
H3XBBPJIAT B CHOTBETCTBUE C MECTHHUTE M3MCKBAHUS.

7. INPUTEXATEJ HA PASPEILIEHUETO 3A YIIOTPEBGA

Bayer AG

51368 Leverkusen

I'epmannus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/12/797/001

9. JATA HA ITBPBO PA3BPEINABAHE/ITIOJHOBSABAHE HA PASPEHHIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBO pa3pewmaBane: 22 HoemBpu 2012 1.

JlaTta Ha nocienHo nogHoBsBane: 13 romm 2017 1.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[Monpo6ua nH(OpMAaIHKs 3a TO3U JIEKapCTBEH MPOAYKT € MpeaocTaBeHa Ha yebcaiita Ha EBporeiickara
areHIusl 1o JieKkapcTBaTa https://www.ema.europa.eu
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Eylea 40 mg/ml nrxeKnoHEeH pa3TBOP BHB (IIaKOH

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
1 ml MUTUIATEP WHKEKIMOHEH pa3TBOp chabpxa 40 mg adimbepuent (aflibercept)*.

Enun dnakoH chabpika u3noia3BaeM o0eM oT Hal-manko 0,1 ml, oTroBapsiy Ha Haii-Maiko 4 mg
a¢pmubepuent. ToBa ocurypsiBa U3MoJ3BaeMO KOJMUECTBO 3a JOCTaBsiHE Ha eAnHIYHA J03a oT 0,05 ml,
chaABpKamm 2 mg ahaudeprenT.

*(Dy3nOHEH MPOTEHH, ChCTABEH OT YaCTH OT U3BBHKICTHYHHUTE TIOMEHHH Ha peuentopu 1 u 2 3a
YOBEIIKU CHhA0B eHpoTelneH pactexeH ¢pakrop VEGF (Vascular Endothelial Growth Factor), cBbp3anu
¢ Fc-uactra Ha woBemku IgG1, n npoussenen B K1 kinerku ot saityauk Ha kutaiicku xamcrep (CHO)
ype3 pekomOuHanTHa JIHK TexHomorwus.

IToMoOIIHO BEMIECTBO C U3BECTHO JIEUCTBUE

Bceku ml nmkekmoneH pa3reop crabpka 0,3 mg monucopoar 20 (E 432).

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
WHxekoneH pa3TBop (MHKEKLUA)

Pa3TBOpBT € OUCTBP, Oe31IBETEH /10 OJISOKBIT U H300CMOTHYEH.

4. KJIMHUYHU JAHHHN
4.1 TepaneBTHYHU MOKA3AHUS

Eylea e nmokasan npu Bp3pacTHH 3a JICUCHUE HA

e HeoBacKyJapHa (BJIaKHA) Bh3PacTOBOOOYCIIOBeHA JereHepanus Ha Mmakyiara (BAM) (Bx.
Touka 5.1),

® 3PHUTENHO yBpEXJIaHe, IbIDKAIIO ce Ha OTOK Ha MaKyJaTa, BCIEJACTBUE Ha OKITY3Hs Ha
peruHanHa BeHa (OPB) (okiy3us Ha pa3kioHeHue Ha peruHanHa BeHa (OPPB) nnu okiy3us Ha
neHTpanHara peruHanHa Bera (OLIPB)) (Bx. Touka 5.1),

® 3pDUTEITHO YBPEXAaHe, IBDKAIIO ce Ha nuadeTeH MakylieH eneM (JIME) (Bx. Touka 5.1),

® 3PUTENHO yBpEeXJaHe, IbJDKAIIO0 ce Ha MUOITMYHA XOPOUAaIHa HEOBACKyIapu3auus (MUOITMYHA
XHB) (Bx. Touka 5.1).

4.2 Jlosnpomca W HAYUMH HA NMPUITOKEHUE
Eylea € CaMO 3a UHTPABUTPCATHO MHIKCKTHPAHC.

Eylea TpsiOBa 51a ce mpuiiara camo OT JieKap CIEIHAIHCT C OMUT B MPUIIOKEHUETO HA HHTPABUTPEATTHH
WH)KEKLIUH.
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Bnaswcna B/IIM
IIpenoppuntennara no3a 3a Eylea e 2 mg agmubepuient, orroBapsimu Ha 0,05 ml.

JleueHuero ¢ Eylea 3aro4Ba C €iHa MHXXCKIUA MECCUYHO B TPH MOCJICAOBATCIIHU JO3U. CHCI{ TOBaA,
HHTEPBATIBT MEXKAY NMPUIIOKCHUATA CE€ YABJDKaBa Ha IBa MECEIa.

BB3 ocHOBa Ha mpelieHKaTa Ha JIeKaps 3a 3pUTCIHY W/WIH aHATOMUYHU PE3YITaTH, HHTEPBAIBT
MEXTy PUIIOKEHUATA MOXKE Jla ObJIe OIbPIKaH Ha JIBa Mecella WK Ja 0bJie TOBIHUTEIHO
VIBIDKEH, KaTO CE M3MOJI3BA JICUCHHE U NIPOIbIDKABAHE HA CXeMara Ha TIpUiaraHe, mpu KOeTo
WHTEPBAJINTE HA MHKEKTUPAHE CE YABIDKABAT C 10 2 WX 4 CEJIMHIIU JIO TOCTUTaHe HA CTA0WITHU
3PUTEITHU /WK aHATOMUYHH PE3YJITATH.

AKO 3pUTEITHUTE W/WIH aHATOMAYHUTE PE3YJITATH CE BIIOIIAT, MHTEPBAIBLT Ha JICUeHHE TPsOBa Ja
ObJIe CbOTBETHO HaMaJIEH.

Hsma m3nckBaHe 32 MOHUTOPHpaHE MEXy HHDKEKIIMHUTE. Bb3 0ocHOBa Ha mperieHKara Ha Jiekaps,
rpauKbT Ha MOCEHICHUTA 32 MOHUTOPHPAaHE MOKE J1a € Ha TI0-MAJIKA HHTEPBAJIN OT MOCEIICHUATA 3a
UHKEKIIHH.

WuTepBanu Ha IeYCHHE, MTO-TOJIEMU OT YETUPH MECeIa WU MO-MaJKu OT 4 CEAMUIIN MEX Ty
WHXEKINHUTE, HEe ca MPOoy4YBaHH (BXK. Touka 5.1).

Omox na maxyrama ecieocmeue na OPB (OPPB unu OL{PB)

[Ipenoprunrennara no3a Ha Eylea e 2 mg admmbepuenT, otroBapsmm Ha 0,05 ml.
CHGI{ IIbpBaTa MHXXCKIUA JICUCHHUECTO CC MpuJiara €XEMECCHYHO. HHTCpBaII'bT MECXKAY ABE 103U HE
TpsiOBa J1a ObJie MO-KpaThK OT €INH MECell.

AKO 3pUTETTHUTE U aHATOMUYHUTE PE3yJITaTH MMOKa3BaT, Ye MAlUEHTHT HE CE MOBIUABA TOJIOKUTEITHO
OT IPOJIbJKaBaHe Ha JIeueHUeTo, puiioxkennero Ha Eylea TpsOBa na ce npeycTaHOBH.

ExxemeceuHoTo JieueHue IpoABbKaBa 10 JOCTUTI'aHC HA MaKCUMaAJIHA 3pUTCIIHA OCTPOTa H/WIIH HE ca
HaJIMe IMpu3Haliu 3a aKTUBHOCT Ha 3a0omsaBaHeTo. Moxke Ja ca H606XO,Z[I/IMI/I TPU WU TTOBCYC
IOoCJICA0BATC/IIHU MECCUYHHN MHKCKIIUHN.

JledenueTo Moxe Aa MPOABIIZKHA C MOCTCTICHHO YAbJIZKAaBAHEC Ha MHTCPBAJIUTEC, 3a a CC MMOAABPIKAT
CTaOUITHU 3PUTCITHUA V/WITH aHATOMHYHH PE3yJTaTH, BBIIPCKH Y€ HAMA JOCTATbYHO JaHHH, 3a a CC
HalpaBU 3aKJIIOYCHUC 3a NPOABJDKUTCIIHOCTTA HA HHTECPBAJIMTE. Axo SPUTCIIHUTE U /MY aHATOMUYHU

PE3YyIATaTU CC BJIOLIAT, MHTCPBAJla Ha JICHCHUCTO TpH6Ba CbOTBCTHO J1a C€ HaMalJlu.

Fpa(I)PIK"LT Ha IPOCJICAABAHC U CXEMaATa Ha JICUHCHUC TpH6Ba Ja €€ OIPCACIIAT OT JICKYyBalllUs JICKAP Bb3
OCHOBA Ha OTTrOBOpPa Ha OTACTIHUSA MAIITUCHT.

[IpocneasBaneTo 32 aKTUBHOCT Ha 3200JIIBAHETO MOXKE Ja BKITIOYBA KJIMHWYEH MPETIIe]], 3CIIeABaHEe
Ha (PyHKIMOHAJIHHUTE MOKA3aTeIN WM 00pa3HU TEXHUKH (HaIlp. ONTHYHA KOXEPEHTHA TOMOTpadust
i ¢GIryopecrieHTHa aHTuorpadus).

Jluabemen maxynen edem

[Ipenopbunrennata no3a Eylea e 2 mg adnubepuent, ekBuBanenTan Ha 0,05 ml.

Jleuenmero ¢ Eylea CC 3a1104Ba € €1Ha MHXKCKIIUA MCCCYHO 3a IICT IMOCJIICJOBATCIIHU JO3U, U CC
npoabJIzKaBa € €JHAa MHKCKIUA Ha BCCKU JIBa MCECCIA.
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B®3 ocHOBa Ha oIleHKaTa Ha JieKapsl Ha 3PUTEIHUTE W/WITH aHATOMUYHH PE3YIITaTH, HHTEPBAITHT
MEXTy TIPUIIOKEHHATA MOXKE J1a ObJIe 3ama3eH Ha 2 Mecella WITH WHAWBUAYATU3UpaH, KaTo HarpuMep ¢
JICYCHUE ¥ MPOJIbJDKABaHE Ha CXeMaTa Ha MpuiiaraHe, Ipyu KOSTO HHTEPBAIUTE Ha JICUCHUE CC
YABKaBaT OOMKHOBEHO C I10 2 CEJIMUIIHU JI0 IOCTUTAHE HA CTA0WIIHU 3PUTCITHH W/WIH aHATOMUYHUTE
pesyaratu. Fima orpaHuueHH JaHHU 32 WHTEPBAIN MEXy IPUIIOKEHHUSTA, TO-BJITH OT 4 Mecela.
AKO 3pUTEITHUTE W/WIH aHATOMUYHUTE PE3YJITATH CE BIIONIAT, HHTEPBATHT HA JICUCHHE TPAOBA Ja
0bJic CHOTBETHO HaMaJICH.

WHTEepBanu MeXAy NPUIOKEHHUATA, TIO-KPATKH OT 4 CEAMUIIH, HE ca MPOydYBaHU (BXK. Touka 5.1).

I'paduxbT 32 MOHUTOpHpaHE TPSOBA Aa Ce OMpENeNn OT JICKYBaIHs JIeKap.

B cnyuaii ge 3puTenHATE M aHATOMAYHUTE PE3YATATH COYAT, Y€ MAIUEHTHT HAMA 032 OT
MPObJDKaBaHEe Ha JICYCHUETO, IPUIIOKEeHHEeTo Ha Eylea TpsiOBa /1a ce mpeycTaHOBH.

Muonuuna xopoudanna Heosackyrapusayus

[Mpenopbunrtennata no3a Eylea e equHnYHa HHTpaBUTpealHa HIKeKIUs Ha 2 mg adaubepuent,
exkBuBasienTHH Ha 0,05 ml.

Mosxe aa ce MpHUoXKaT AOMBIHUTEITHH J03H, aKO 3pUTEITHATE W/ WX aHATOMUYHUTE PE3YIITaTH
MOKa3Bar, ue 3a00JIIBaHETO MepcucTupa. Penuansure TpsOBa ja ce mpueMar Kato HoBa MposiBa Ha
3a00JIsIBAHETO.

I'paduxbT 32 HAOMIOAEHUE TPSAOBA Ja CE ONPENEIH OT JICKYBAIHS JIeKap.

WuTepBanbT MeXITy BE 03U HE TPsiOBa Ja Ob/ie TIO-KPaThK OT €IUH Mecell.

CrenuanHu NomyJIalun

Yeprhoopobno u/unu 6vopeuno yepexcoane
He ca npoBexnanu KoHKpeTHH Tipoy4uBanus ¢ Eylea npu nmanuenTH ¢ 4epHOAPOOHO U/ OLOpEedHO
YBpEeXKIaHE.

Hanuunute naHHMA HE MperoiaratT Hy)K/aa OT KOpeKIus Ha jgo3ara Ha Eylea npu Te3u namnuenTu (Bx.
ToYkKa 5.2).

THonynayus 6 cmapuecka v3pacm
He ca neoOxomumu crienuaiau cro0paxeHus. Fima orpanndeH OmuT P MAIlMEHTH Ha Bb3PacT HaJ
75 rogunau ¢ JIME.

Tleouampuuna nonynayus

BesomacHoctTa n ehukacHoctTa Ha Eylea npu aena u roHOIM He ca ycTraHOBeHH. Hsima choTBeTHA
ynorpeba Ha Eylea B nenuaTpuynara nomynanus 3a nokazanusra Biaxsa BJIM, OILIPB, OPPB, /IME
u MmuonuuHa XHB.

Hauun Ha IPHUITOKECHUC

WHTpaBUTpeaIHUTE HHKEKIIUK TPSIOBA Jla ¢ U3BBPILIBAT ChIVIACHO MEAMIIMHCKUTE CTAHIAPTH U
MPHJIOKUMUTE PHKOBOCTBA OT JIEKap CHEIHATIKICT C OMUT B MPUIIOKEHUETO HA HHTPABUTPEATHU
umkekiuu. [To mpuHLKI TpsAOBaA J1a C€ OCUTYpH aJIeKBaTHA aHECTE3Us U acENTHKA, BKIFOYUTEITHO
JIOKAJTHO IIUPOKOCIIEKTHPHO MUKPOOUIIUIHO CPEACTBO (HAIIP. MOBUIOH WO/, HAHECEH BhPXY KOXKaTa
OKOJIO0 OYHTE, KJICTTAYUTE U OYHATA MOBBPXHOCT). [IpernopruBar ce Xupypruvna ae3uHpeKIus Ha
phIIeTe, CTEPUIIHU PHKABUIY, CTEPUITHA IIOKPUBKA M CTEPUJICH CIIEKYJIyM 3a KiIenadn (Hn
S€KBUBAJICHT).

39



Hmxekmmonnara uriia Tpsaosa na ce BsBene 3,5-4,0 mm 3a7 1uMOa B CTHKIOBHIHOTO TSIJIO, KaTO CE&
1305ArBa XOPU3OHTAIHIS MEPUINAH M C€ HACOYBA KbM IICHThPA Ha OYHaTa s10bJKka. Torasa ce BbBEKIA
WHXEKITMOHHUAT 00eM ot 0,05 ml; mpu nocieasamre HHXESKIUY, HHKEKIIMOHHOTO MAICTO Ha
CKJiepaTa TpsiOBa J1a Ce CMEHSIL.

HenocpencteeHo ciiel ”HTPaBUTPEATHO HHKEKTUPAHE MAIlMeHTHTE TPSOBa J1a ce CIeT 3a
MOBHINIABaHE HA BETPEOYHOTO HaJsraHe. [10X0oAs110To MpocieisiBane MOXKe J1a BKIIOYBA
npoBepsiBaHe Ha repdy3usaTa Ha ONTUYHUS TUCK HIIH TOHOMETpUs. TpsOBa Ja uMa Ha pas3nooKeHHe
CTEpUITHO 00Opy/IBaHE 3a MapareHTe3a mpu HeoOX0ANMOCT.

Criel MHTPABUTPEATTHO WHXKCKTHPAHE MAIUCHTUTE TPSOBA Jla CE MHCTPYKTUPAT Jia ChOOIIAaBaT
He3a0aBHO 3a BCIKAKBU CUMIITOMHM, HACOYBAIIN KbM €HIO(PTAIMHT (HaIp. 00JIKa B OKOTO,
3a4yepBsiBaHe Ha OKOTO, GOTO(HOOUS, 3aMBITIEHO 3PEHUE).

Bceekn dmakon TpsiOBa 1a ce M3IMoI3Ba 3a JICUCHHE CaMOo Ha €IHO OKO. MHOTOKpaTHO MpHIIaraHe Ha
JTO3H OT eIMH (PIIAKOH MOXKE J]a YBEIHYHU PUCKA OT 3aMbpPCSBaHE U IMOCIIEABAIa HHPEKITHS.

®nakoHBT ChIBPIKA MTOBEYE OT MpENopbhUrTeNIHATA 032 2 mg adaubepuent (eKBUBAJICHTHH Ha

0,05 ml umxekmoneH pa3tBop). M3nomzBaemMusT o6em Ha (IakoHaA € KOJTMIECTBOTO, KOETO MOJKE /1a
ce JIOCTaBH OT HETO, ¥ HE € TIpeIHa3HaueH aa ObJie N3Mo3BaH HambiHO. 3a Eylea gnakon
U3Moa3BaeMusT 00eM e Haii-manko 0,1 ml. MU3iuimHoTo KoJim4ecTBO TPAOBA 1a ce OTCTPAHHU NPeIH
HHKEKTHPaHe HAa MPenopbYUTeTHATA 1032 (BXK. ToUuKa 6.6).

WmxexTupaneTo Ha menus ooeM Ha (hiakoHa MOXKe Ja JOBEZE A0 Mpero3upane. 3a a ce OTCTPAHAT
BB3IyIIHATE MEeXypUeTa 3aeTHO C U3JIUIIHUS JICKAPCTBEH MPOIAYKT, 0aBHO HATHCHETE OyTalIoTo,
JTIOKATO TUIOCKUS pBh0 Ha OyTanoTo ce u3paBHHU ¢ JIMHUATA, oTOesaBBama 0,05 ml, Ha cipuHIIOBKaTa
(exBuBaneHtHo Ha 0,05 ml, T.e. 2 mg adaubepuent) (Bx. Touka 4.9 u 6.6).

Crnen MHXEKTHpaHe HEU3IIOI3BaHMS ITPOYKT TPsOBa Ja ce N3XBBPIIH.
3a paboTa ¢ JieKapCTBEHUsI TPOIYKT MPEIN NPUIIOKESHHUE, BUKTE TOUYKA 6.6.
4.3 IIporuBomokazaHusi

CBpPBXUYBCTBHTEITHOCT KbM aKTHBHOTO BEIIECTBO aauOepenT Wik KbM HIKOE OT TTIOMOIITHUATE
BelIecTBa, N30pOCHH B TOUKA 6.1.

AKTHBHA OYHA WU OKOJIOOYHA MH(MEKIVs UM ChMHEHHUE 3a TaKaBa.

AKTHUBHO TE€KKO BETPEOYHO BH3MAIICHUE.

4.4 CroenuajaHu npegynpexIeHus U NpeANa3Hi MePKH NPHU ynoTpeda

IIpocnenumoct
3a fa ce moIo0py MPOCIETUMOCTTa Ha OHOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO M NTAPTHTHUAT

HOMEp Ha MPIJIOKEHUS MPOTYKT TPSOBA SICHO JIa CE 3aIMCBarT.

WHTpaBUTpeasHu peakliuyu, CBbP3aHU ¢ MHKEKINATA

WuTpaBuTpeanHuTe HHXEKINHU, BKIIOYUTENHO Te3u ¢ Eylea, ce cBbp3Bar ¢ eHA0(TAIMUT, BETPEOYHO
BB3MAJICHUE, PErMAaTOTeHHO OTJIENBaHEe Ha PeTHHATA, Pa3KbCBaHE HA PETUHATA U SITPOTEHHA
TpaBMaTH4YHa KatapakTa (Bk. Touka 4.8). [Ipu npunarane Ha Eylea Bunaru TpsiOBa 1a ce u3moi3Bar
MOIXOJISIIN aCENITUYHY TEXHUKH Ha MH)KEKTHpaHe. B mombiHeHNe, nanueHTuTe TpsioBa 1a ce
IpocieiaBaT Mpe3 ceAMUIIaTa ciiell MHKEKTUPAHETO, KOETO OU I03BOJIMIIO PAHHO JIEYEHUE, aKO
BBb3HUKHE HH(ekuus. [lanuenture TpsOBa Aa ObAAT MHCTPYKTHPAHHU J1a ChOOIIABAT HE3a0aBHO 32
BCSIKAKBH CHMIITOMH, HACOUBAIIN KbM €HIO(TAIMUT WIH HIKOE OT IIOCOYEHUTE IO-TOpe CHOUTHSL.
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®nakoHBT CHABPKA TIOBEUE OT MPENOpPhUUTENHATA 03a 2 mg aduubeprent (eKBUBaJICHTHU Ha

0,05 ml). M31umiHoTO KOAMYecTBO TPAOBa a ce OTCTPAaHU Mpeau MpHiokKeHue (Bxk. Touka 4.2 u 6.6).
[ToBuiIeHUs Ha BBTPEOYHOTO HAISITaHE ca HAOJII0JaBaHu B paMKHUTe Ha 60 MUHYTH cie[
WHTPABUTPEATHOTO WHXEKTHpaHe, BKiouuTenHo ¢ Eylea (Bxk. Touka 4.8). Cnennaxau mpeanazHu
MEpPKH ca HeOOXOAMMH TIPH MAIFeHTH C HeJo0pe KOHTPOIMNPaHa TiaykoMa (J1a He Ce HHKEKTHPa
Eylea, nokato BpTpeounoro Hamsirane € > 30 mmHg). Eto 3amo npu Bcuuku cirydau TpsiOBa na ce
MPOCIIE/ISABAT H JIa CE JICKYBaT IO MOIXOIAII HAYWH KaKTO BRTPEOYHOTO HAJISIraHe, Taka u nepdysusira
Ha OTNITUYHUS JTUCK.

HNmyHOreHHocT
Twif kaTo € TepaneBTU4eH IpoTenH, pu Eylea chiiecTByBa BEpOSTHOCT 32 IMYHOT€HHOCT (BXK. TOUKa

4.8). [TanuenTHTe TpsAOBa 1a OBbJAT UHCTPYKTUPAHU J1a ChOOIABAT 3a BCAKAKBU MPU3HALN WIIN
CUMITOMH Ha BHTPEOYHO BB3MalieHUe, HaMp. 00Jika, (hoTohoOurs WK 3a4epBsBaHEe, KOSTO MOXKE Ja ©
KIIMHAYEH TPU3HAK, 00SCHUM ChC CBPHXUYBCTBUTEITHOCT.

Cuctemuu edextu

CucTeMHH HeXeJaH! ChOUTHS, BKIIIOUUTEIHO U3BBHOUHU KPBBOU3INBU U apTEPUATHU
TPOMOOEMOOJIMYHN CHOUTHSA, ca CHOOIIABAHM CIIe]] HHTPABUTPEATHO HHKEKTHPaHe Ha MHXUOUTOPH Ha
VEGF u nMa TeopeTryeH puck, ue Te MOXe Ja ca cBbp3aHu ¢ naxuoupanero Ha VEGF. Hma
OTpaHUYCHH aHHU 3a Oe30macHOCTTa Npu JieueHue Ha nmanuentu ¢ OL[PB, OPPB, /IME wunu
muonnyHa XHB ¢ anamHe3a 3a MHCYJT WK NPEXOJHU HCXEMUYHH aTaKH, KaKTO U 3a HH(apKT Ha
MHOKapJia B paMKHTE Ha TIOCIIeAHUTe 6 Mecena. TakuBa ManyeHTH TpIOBa Jia ce JIEKYBaT C MMOBHUIICHO
BHUMAaHHe.

[dpyru
Kaxro npu apyrure unrpasutpeanuu antu-VEGF neuenus 3a BJIM, OLIPB, OPPB, IME u

muonnyHa XHB, B cuna ca u ClIeTHUTE MOJIOKCHUS:

e beszonacHocTTa 1 epUKacHOCTTa Ha JieueHneTo ¢ Eylea, mpunaran eqHOBpeMEHHO U Ha ABETE
OYH, HE ca IPOYYBAHU CUCTEMATUYHO (BXK. TOUKa 5.1). AKO OMIIaTepasHOTO JieueHHe ce
MIPOBEXK/1a TIO €HO U CHIIO BpeMe, TOBAa MOXKeE JIa I0BE/IE 0 MOBHIIIEHA CHCTEMHA €KCITO3UIIHS,
KOETO MOJKE J1a MIOBUILY PUCKA OT CUCTEMHHU HEXeJlaHW ChbOUTHS.

e EnHoBpeMenHa ynorpeba ¢ apyru aHTH-VEGF (cblIoB eH10TeNIeH pacTexeH (hakTop).
JluncBaT naHHU 3a €qHOBpEMEHHOTO M3noi3Bane Ha Eylea ¢ npyru antu-VEGF nekapcrBenn
MPOAYKTH (32 CHCTEMHO WJIM BHTPEOUYHO MPHUIIOKEHUE).

e PuckoBuTe (hakTOpH, CBBP3aHU C PA3BUTHETO Ha Pa3KbCBAaHE HA MMTMEHTHUS CMUTEN Ha
perunara cien autu-VEGF tepamnus 3a Bnaxxna B/IM, BximtouBaT oOIIMPHO W/WIIN BUCOKO
OTJIeTIBaHE HA MMI'MEHTHHUS enuTell Ha peTuHata. [Ipu 3anouBane Ha Tepanus ¢ Eylea e
HEOOXOIUMO MOBHILICHO BHUMAHHE TIPH MAIUEHTH C Te3U PUCKOBH (DaKTOPH 32 pa3KbCBaHE Ha
MMUTMEHTHUS eTUTEN Ha PeTHHATA.

e Jleuenuero TpsAOBa /1a ObAE MPEYCTAHOBEHO MPH MAIlMEHTH C PErMaTOTeHHO OTJIETIBAHE Ha
peTHHATA WIN CTaguil 3 Win 4 MaKyJIHU TyTIKH.

e B cnyyaii Ha pa3KbCcBaHe HA pETHHATA, IPUIIOKEHUETO Ha J03aTa TpsAOBa aa ObJe MpeKpaTeHo u
JICUCHUETO He TPAOBa J]a ce Bh30OHOBSIBA MPE/IH aICKBATHO BH3CTAHOBSBAaHE HA PA3KhCBAHETO.

e Jlo3ara He TpsAOBa Ja ce Mpujiara 1 JICYEHHUETO He TPsiOBa /1a ce Bb30OHOBSBA MM0-PAHO OT
CJIe/IBAIIOTO TUIAHWPAHO MPUIIOKEHHE B CIIy4al Ha:

" HamaJsiBaHe Ha Hail-7oOpe kopurupanara 3putenna octpora (BCVA) ¢ >30 Oyksu B
CpaBHEHHE C MOCJIEHATA OLIEHKA Ha 3pUTEIHATA OCTPOTa

= cyOpeTuHaIHA XeMoparus, BKIOYBaIla IeHTbpa Ha (OBesTa, WU, aKO pPa3MepbT Ha
KpbBOM3INBA € >50% OT 001U pa3Mep Ha JIe3UATa.

e Jlo3aTta He TpsiOBa Ja ce mpuiiara B paMKHATE HA TIPEIXOTHUTE WIIHA CIeABAIINATE 28 THU, B
cilydail Ha U3BBpILEHA WIN IJIAHWPAaHA BbTPEOUHA XUPYPruuHa HHTCPBEHIIUS.

e FEylea He Tps0Ba J1a ce U3M0JI3Ba IO BpeMe Ha OPEeMEHHOCT, OCBEH aKO IMOTeHIMAIHATA 110J13a He
HaIXBBPIIS IOTCHIIMATTHUS PHUCK 32 T10/a (BXXK. Touka 4.6).
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e Xenu ¢ gerepojieH MOTEHIMAN TPsIOBA Ja M3MONI3BAT e(DeKTUBHA KOHTPAICTIIIHS [0 BpEME Ha
JIedeHre W Hal-MaJlko 3 Mecela Clie]] IIOCIeIHOTO HHTPABUTPEATHO HHKEKTHPAHE Ha
admmbeprent (BX. ToUka 4.6).

e lma orpaHHWYeH OIHT C JIedeHHEeTO Ha manueHTy ¢ ucxemuyna OLIPB u OPPB. IIpu manuentn ¢
KJIMHUYHY TPU3HAIY Ha HeoOpaThMa UCXEMHUYHA 3ary0a Ha 3puTeIHaTa (GyHKIHS JICUCHUE He
ce TpenopbyBa.

Ilonymarmm ¢ orpaHUYeHN JaHHU

Nma orpannuen onurt ¢ nedeHueTo Ha nanueHTH ¢ JIME Bcneactue Ha nquaber Tum | wiu npu
nauenTu ¢ nuadet ¢ HbAlc nag 12% wmm nponudepaTiBHa quabeTHa peTHHOMATHS.

Eylea ne e mpoydyBaH npyu NanreHTH ¢ aKTUBHU CHCTEMHH HH()EKIINH WK TIPH MAIIMEHTH ChC
CBHII'BTCTBAIIM OYHHU HAPYIICHUS KaTO OTJICTIBAHE HAa PETUHATA WU MaKyiHa nynka. OCBEH TOBa HsIMa
onut ¢ JieueHue ¢ Eylea npu mamuenTn ¢ 1uadeT ¢ HEKOHTPOJIMpaHa XUNepTonus. Ta3u jaurca Ha
nHopMaIs TpsOBa a ce MMa MPEABU OT JICKaps PpH JICUCHNE Ha TaKWBA MMallHCHTH.

Hsma ot npu neyenne Ha muonmyna XHB ¢ Eylea npu manmenTn, KOuTo He ca OT a3UaTCKu
MPOU3X0Jl, MALMEHTH KOUTO Mpeau ca OMy NOAJIOKEHHU Ha JiedeHue Ha muonnyHa XHB u manuentu ¢
ekcTpadoBeaTHH JE3UH.

Wudbopmarus 3a TOMOITHUTE BENIECTBA

To3u nexapcTBeH NPOAYKT ChIIbpKA

- mo-Mayko oT 1 mmol Hatpwuii (23 mg) Ha 1030Ba €IMHUIIA, T.€. MOXKE JIa CE KaXKe, Y€ MPAKTHYCCKU
HE ChAbpKa HATPUH;

- 0,015 mg mommcopbar 20 BBB Besika mo3a ot 0,05 ml, kouto ca ekpuBanenTHr Ha 0,3 mg/ml.
[MomucopOaTuTe MOTaT Aa MPUYUHAT aJICPTUUHU PEaKIIUU.

4.5 B3aumopeiicTBHe C IPYIrd JeKAPCTBEHHU NPOAYKTH U APYru (popMH HA B3aMMoOJelCcTBUE
He ca npoBexxianu npoy4YBaHus 3a B3aUMOJIEHCTBUSATA.

EnnoBpemenHoto npunoxkenue Ha poroguHamuyHa tepamnus (PDT) ¢ Beprenopdun u Eylea He e
MPOYYBAHO U TI0 Ta3H NPUYMHA HE € YCTAaHOBEH MPOQII Ha 6€301acHOCT.

4.6 @eprTuanrTet, )peMEHHOCT U KbpMeHe

JKeHu ¢ geTepoJeH NOTEHIHAAI

JKenute ¢ gerepoieH moTeHuan TpsioBa Aa n3noi3ear eheKTHBHA KOHTPAIIEIIHS 110 BpeMe Ha
JIeYeHUe W Hal-Mallko 3 Mecelia Clie] IOCIISHOTO HHTPABUTPEaTHO WHXKEKTUpaHe Ha aduOepiienT
(Bk. Touka 4.4).

bpemeHHOCT
JluriceaT naHHU 3a ynoTpebaTa Ha adhaubepent Npu OpeMEHHH JKEHH.

[IpoyuBanwusiTa IpH KUBOTHHU ITOKA3BaT eMOPHO-(eTanHa TOKCHIHOCT (BXK. ToUKa 5.3).

Bbrpexu ge cucTeMHaTa eKCIO3UITUS CiIel OYHO MIPIIIOKEHHIE € MHOTO HUCKa, Eylea He TpsibBa na ce
M3II0JI3BA 110 BpeMe Ha OPEMEHHOCT, OCBEH aKo IMOTEHIIMAIHATA 110132 HE HAAXBBPIIS MOTSHIINATHHS
PHUCK 3a IIoAa.

Kwpmene
BB3 ocHOBa Ha MHOTO OIpaHWUYEHU JaHHU NPU X0pa, aduinbepIenT MoXKe Ja ce eKCKPeTHpa B KbpMaTa

B HUCKM HUBA. AQuubepuent e rojsmMa MpoTenHOBa MOJIEKYJIAa U KOJIMYECTBOTO Ha JIEKapCTBOTO,
abcopOHpaHo MpH KbpMAYeTo, ce 0YakBa Jia ObJie MUHUMaNHO. EdQektute Ha adimubepuent BbpXy
KbPMEHO HOBOPOJICHO/KbPMAUYETO HE Ca U3BECTHHU.

Karo nmpenmnaszna msipka, He ce Ipenopbr4Ba KbpMEHe 10 BpeMe Ha yrorpebara Ha Eylea.
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DepTunurer
Pesynrarure OT Ipoy4YBaHHUATA TIPH KUBOTHHU C BUCOKA CHCTEMHA €KCIIO3UIINS TIOKa3BaT, 4e

adubepuenT Moxe 1a HapyIu GepTHIINTETa U IPU MBXKHTE, U P KEHCKUTE (BXK. Touka 5.3).
[TonoOHu edekTH HE ce 0YaKBaT ciiell OYHO MPHIIOKEHUE C MHOTO HUCKA CUCTEMHA €KCIIO3HIIUSI.

4.7 EdexTu BbpXy crniocodHOCTTa 32 mio¢upaHe U padoTa ¢ MAIIUHA

Huxextupaneto ¢ Eylea moBnmsBa B Manka cTeneH criocoOHOCTTa 3a modupane U padoTa ¢ MaIlliHH,
TOpaJii Bb3MOXKHU BPEMEHHH 3PUTEITHN CMYIIEHS, CBhP3aHU WU C MHXKCKIUSTA, WA C OYHUS
npernen. [lanpenTure He TpsAOBa na modupaT WK J1a padOTAT ¢ MAIIMHU, JIOKATO 3pUTEIHATA UM
(YHKITUS HE CE Bb3CTAaHOBH B JIOCTAThYHA CTCIICH.

4.8 Hexenanu JeKapcTBEeHH peaKIHU

Pesrome Ha mpodumia Ha 0e30macHOCT

[Nomynanusra 3a 6e30macHOCT B ocemTe npoyuBanus dasa Il ce cberou ot 0610 3 102 mammentu. Ot
Tax 2 501 manueHTH ca JIeKyBaHU ¢ MPENOPbUUTEIHATA 1032 OT 2 mg.

Cepuno3HM OYHU HEXKENaH! peaKlMK B U3CIEIBAHOTO OKO, CBP3aHH C IpolelypaTa Ha MH)XEKTHpaHe,
ca B3HUKHAIM MpH Mo-Maiko oT 1 Ha 1 900 unTtpaButpeannu nmkekuun Ha Eylea u ca BkimouBanu
CJIeTNoTa, eHA0(TaIMHUT, OTICTIBAHE HA PETHHATA, TPABMAaTU4HA KaTapaKTa, KaTapakTa, KPbBOU3JIUB B
CTBKIIOBUIHOTO TAJIO, OTJICTIBAHE HA CTHKIOBUAHOTO TSUIO U TIOBUIIIEHO BHTPEOYHO HaJsITaHe (BiK.
Touka 4.4).

Haii-yecto HaOaronaBaHUTE HEXETAHU JIEKAPCTBEHU PEeaKLUK (IpH Hall-Manko 5% OT MmaluueHTuTe,
nexyBanu ¢ Eylea) ca koHloHKTHBaNHa Xemoparus (25%), perunanna xemoparust (11%), HamaneHna
3putenHa octpoTa (11%), 6onka B okoto (10%), karapakTa (8%), HIOBUIIICHO BBTPEOYHO

Haisirane (8%), oTJenBaHe Ha CTHKIOBHIHOTO TsIO (7%) ¥ MBTHUHH B CTHKIOBUAHOTO TIO (7%).

CuchbK Ha HEXKEIIAHUTE JICKApCTBCHU PCAKIINHU B Ta0IMYEH BHUJL

JlanHuTe 3a 6€30MACHOCT, OMMUCAHU TIO-A0JTY, BKIFOYBAT BCHYKH HEXKEIIAHHU JIEKAPCTBEHH PEAKIIH OT
ocemte npoyuBaHus (asa Il npu nokazanusta naxua B/AM, OLIPB, OPPB, IME u muonuuna XHB
C TIPUEMITHBA BEPOATHOCT 3a MPUINHHO-CIIEICTBEHA BPBh3Ka C TPOIlelypaTa Ha WHXKEKTHPAHEe WITH
JIEKapCTBEHUS IPOAYKT.

Hesxxenanute jekapCTBEHU PEaKIUU ca U30POCHH 0 CUCTEMO-OPI'aHeH Kjlac U 4eCTOTa C M3M0JI3BaHe
Ha CJIEIHATAa KOHBEHIIV:

MHoro yecta (>1/10), wectr (>1/100 mo <1/10), meuectu (>1/1 000 xo <1/100), peaxu (=1/10 000 mo
<1/1 000), c Hen3BeCTHA YecToTa (OT HATMYHUTE TaHHU HE MOXKe Ja ObJle HalpaBeHa OICHKA).

B PaMKHUTE Ha BCAKO I'PyIIUPAHE 110 YECTOTA, HEXKCIAHUTE JICKAPCTBEHU PCAKIIUHU Ca IPCACTABCHU B
HU3XOAII] pEa MO OTHOLICHUEC HA TAXHATA CEPUO3HOCT.
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Tabauua 1: Bcuuky CBBp3aHU C JICUCHUETO HEXKETaHH JIEKAPCTBEHN PEAKITNHN, ChOOIIaBaHH ITPH
nanueHTy B npoyuBanus ¢asa Il (cOoprn manam ot npoyusanus ¢asa 1l 3a mokazanusTa BIakHa
B/JM, OLIPB, OPPB, IME u muonnuna XHB) nin no Bpeme Ha IOCTMapKETHHIOBOTO HAOJIIOJCHHE

CucreMo-opratex YecroTa Hesxenana peakuust
KJ1ac
Hapymenus Ha Hewectn CBpBXUYBCTBHTEITHOCT* **
HMYHHATa CHCTeMa
Hapyumennus Ha MHoro yectu Hamanena 3putenna octpora, Petunaina
oumTe xemoparus, KoHronkTuBanHa xemoparusi, bosika B
OKOTO
Yectu Pa3kbcBaHe Ha MUTMEHTHUS €NUTEN Ha

perunara®, OTnenBaHe Ha MUTMEHTHHS €IUTEN Ha
peruHara, /lereHepanus Ha peTUHATA,
KpbBOM3IUB B CTHKIOBUAHOTO Ts10, Karapakra,
Koprukanna katapakra, HykneapHa karapakxra,
CyOxkancyrnapHa kaTapakrta, KopaeanHa eposus,
Kopueanna abpazwus, [lopuiieHO BETpeodHO
HaysiraHe, 3aMbIJIeHO 3peHre, MbTHUHU B
CTBKIOBUAHOTO Tsj10, OTIICIBaHE Ha
CTBKJIOBUIHOTO TsJ10, bonka Ha MsacToTO Ha
WH)XEKTHpaHe, Y celllaHe 3a YyKJ0 TAJI0 B OUHTE,
[ToBummena nakpumanusi, OTOK Ha KJenaya,
Xemoparus Ha MICTOTO Ha HH)KEKTUPaHe,
ToukoBuaeH kepatut, KOHIOHKTHUBaNIHA
xunepemusi, O4Ha Xunepemus

Heuectn Ennodranmut**, OrienBane Ha peTHUHATA,
PaskbcBane Ha petunara, Uput, Yeur,
Wpunouuxnut, [lombTHsABaHE Ha nemarta, Jedekt
Ha emuTeIa Ha POoroBUIlaTa, /pa3HeHe Ha MSCTOTO
Ha WHKeKTHpaHe, HeoOudaiiHo ycelane B OKOTO,
Hpa3nene Ha knenaua, [lonoxurenen Tunaan B
npeanara kamepa, OTOK Ha POTOBHIIATA.

Penku Crnenora, TpaBmatnuHa karapakTa, Burpeunr,
XHIIONHOH

C neusBectHa yectora | Crueput****

*  Hapyuienwusl, 3a KOUTO € U3BECTHO, Y€ ca CBbp3aHu ¢ BiaxkHa B/IM. Habmro1aBanu ca caMo B POY4BaHHs
npu BiaxkHa BJIM.

**  KynTypa nojoxHTeleH U KyJITypa OTPUIATENICH SHA0(DTaIMHUT.

*** Tlo BpeMe Ha MOCTMApKETHHTOBHS MTEPHOI, CHOOIICHHS 32 CBPhXUYBCTBUTEIHOCT BKIFOYUTETHO O0OPHB,

ChbpOeX, YPTHKAPHSI ¥ OTACITHH CIyYar Ha TeXKKH aHaDMIaKTHIHN/aHA(DUIAKTOUIHI PEaKIIUH.

**%* OT MOCTMApKETHHIOBH CHOOIICHUS.

Onucanue na u36pauu HediceNlanu jekapcmeeru peakyuu

B npoyuBanus ¢asza Il npu Bnaxkna B/IM, ce HaOnroiaBa nmoBHIleHa YeCTOTa HA KOHIOHKTHBAIHA
XeMOoparus Npy MaueHTH, IpueMaly aHTUTPOMOOTHYHY cpecTBa. Ta3u NMOBHUILIEHA YECTOTa €
CpaBHUMa MEXy NallMeHTUTE, JIEKyBaHU ¢ paHnonzymao u Eylea.

Aprepuanaute TpomboeMoonnunu croutus (ATC) ca HexxenaHu cbOUTHA, KOUTO Ca MOTEHIUAIHO
CBBp3aHu chC cucTeMHO nHXnOupane Ha VEGEF. CrllecTByBa TEOpETHYEH PUCK OT apTepUATHA
TPOMOOEMOOJIMYHN CHONTHSA, BKIIOYUTETHO HHCYNT U HH(PAPKT HA MUOKApP/Ia, CJIe HHTPABUTPEATHO
npuioxxenue Ha naxuouropn Ha VEGF.

Hucbk mporeHT Ha 3a00JIeBaEMOCT OT apTepHaTHA TPOMOOEMOOIMYHN CHOUTHSI € HaOJII0JaBaH B
kIMHAYHUTE n3nuTBanus ¢ Eylea npu nauuentn ¢ BJAM, IME, OPB u muonnuna XHB. Cpen
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MOKa3aHUATa He € HaOII01aBaHa ChIIIECTBEHA Pa3iinka MEeX Iy TPYIHTe, IEKyBaHU ¢ adIrOepuenT u
CHOTBETHUTE CPABHHUTEIHH TPYTIH.

Kakro IIpU BCUYKHU TCPAIICBTUYHU IPOTCUHU, IPHU Eylea ChIICCTBYBA BECPOATHOCT 3d UMYHOI'CHHOCT.

CrpoOuaBane Ha HOAO3UPAHU HEXKEJIAHN PEAKIINHT

Cro01maBaHeTo Ha IMOJIO3MPAHN HEXKENIaHU PEaKIUH ClIe]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHHUS
NPOAYKT € BakHO. TOBa MO3BOJISABA a TIPOIBIDKH HAOIIOICHUETO Ha ChOTHOIICHUETO TI0JI3a/PUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIUATHCTH CE H3UCKBA Jla ChOOIIaBaT BCSKA
NO/I03MpaHa HeKeNaHa Peakilns ype3 HallMoHaIHa CUCTeMa 3a ChoOIIaBaHe, MOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

B xMHIYHM M3MUTBaHKA Ca U3IOJI3BAHHM JI03H 10 4 Mg HA €JHOMECCYHN HHTEPBAJIH U ca
HaOJII01aBaHN M30JIMPAHH CIIy4au Ha Ipeao3upane ¢ 8§ mg.

[Tpeno3upaHeTo ¢ MO-TOJIAM 00eM Ha WHKEKTHPaHe MOXKeE Jia TOBUIIM BTPEOYHOTO Haysrane. [1o
Ta3u MPUYUHA B CITy4yail Ha Ipejo3upane TpsOBa a ce CIIe[M BhTPEOYHOTO HANATAHE U Jia Ce 3amovHe
MOIXOJISIIIO JICYCHUE, aKO CE CUETE 32 He0OXOMMO OT JISKyBaIus Jekap (Bxk. Touka 6.6).

5. ®APMAKOJIOTMYHHA CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOWCTBA

®dapmakoTepaneBTHUHA Tpyma: OGTaTIMOIOTHYHN CPEACTBA, AHTUHEOBACKYJIAPU3UPAIIH CPEIICTRA
ATC kox: SO1ILAOS

Admubeprient e pekoMOMHAHTEH (PY3MOHEH MPOTEHH, ChCTABEH OT YaCTH OT U3BbHKJICTHYHHUTE
JIOMEWHHU Ha perientopu 1 u 2 3a 4OBEIIKYU Ch0B eHaoTelieH pactexeH dakrop (VEGF), cebp3anu ¢
Fc-gyacrra Ha yoBemxku IgGl.

Ad¢mmbepuent e nmpousseneH B K1 kieTku ot situnuk Ha kutaiicku xamcrep (CHO) upes
pexomoOunanTHa JIHK TexHomorus.

A¢nubeprent aeicTBa KaTo pa3TBOPUM PeLEnTop - "mpuMamka', koito ce cBbp3Ba ¢ VEGF-A n
PIGF c no-BuCOK aiHUTET, OTKOJKOTO €CTECTBEHUTE UM PEIETITOPH, KaTO 110 TO3M HAYWH MOXKE J1a
WHXUOWpA CBBP3BAHETO U aKTHBUPAHETO Ha Te3u cxoaHu penentopu Ha VEGF.

MexaHu3bpM Ha IeWCTBUE

CoaoBusr enaotenieH pactexxer gaktop-A (VEGF-A) u mianentHust pactexen gaxtop (PIGF) ca
wieHoBe Ha cemelcTBOTO Ha VEGF anrnorenHure gaxkropu, KOUTO MOTaT Jia IeiicTBaT KaTo MOLIHH
MUTOTEHHH, XEMOTaKCHUYHH U BIUSCIIN BEPXY ChJOBUS NEpMeaOUIUTET (HAKTOPH 3a CHIIOTEIHUTE
kietku. VEGF peiictsa upe3 aBe penentopuu tupo3uH kuHasu, VEGFR-1 u VEGFR-2, na
NOBBPXHOCTTa Ha eHjoresnHuTe kietku. PIGF ce cBbp3Ba camo ¢ VEGFR-1, koliTo ce Hamupa chIIo U
10 MOBBPXHOCTTA Ha JIeBKoLuTHTE. [IpekoMepHOTO akTHBHpaHe Ha Te3u peuentopu oT VEGF-A
MOYKe J]a TOBE/IE JI0 MaTOJOrMYHa HEOBACKYIapH3allus U IPEKOMEPHA ChJI0Ba MPOIycKIuBocT. PIGF
Moxe na 0b1e cuaepruct Ha VEGF-A B Te3u mporiecu, a OCBEH TOBa € M3BECTHO, Ue CrioMara 3a
JIEBKOLIMTHATA HHPHUITPALMA U ChAOBOTO Bb3MaJICHHE.
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dapMakoaHAMUYHU ePeKTH

Bnaswcna B/IIM

Braxnara B/IM ce xapakTepusnpa ¢ maToJIOTHYHA XOpougarHa HeoBacKynapuzarys (CNV).
H3Tn4aHeTo Ha KPBB ¥ TEYHOCT OT MATOJOTHYHATA XOPOHIATHA HEOBACKYIApU3aIis MOXKE Jia
MIPUYUHY 3a]1e0elIBaHe MM OTOK Ha PETUHATA W/UJIU CyO/MHTpapeTHHATIHA XeMOpParus, BOJICIa 10
3ary0a Ha 3pUTelTHa OCTPOTA.

[Tpu manmenty, nexyBanu ¢ Eylea (eqHa WHKEKLMS MECEUHO 3a TPH MOCIEI0BATETHI MECea,
MOCJIEBAHO OT €JHAa MHXKEKIHMS Ha BCEKU 2 Mecena), nebennnaTa Ha nueHtpanHara petuHa [CRT)
HaMaJsiBa CKOPO CIIE 3alI0YBaHe Ha JICUCHUETO, a CPEAHUAT pa3Mmep Ha sesusnta ¢ CNV HamassiBa B
CBHOTBETCTBHE C pe3yATaTUTEe, HAOIIOJaBaHH MPH JeueHre ¢ pannouzymad 0,5 mg Bceku mecell.

B npoyusanero VIEW1 nma cpegan Hamanenus Ha CRT mpu ontuaHO-KOXepeHTHA TOMOTpadws
(OCT) (cpotBeTHO -130 1 -129 Mukpona B cenmunia 52 3a rpynuTe Ha Jiedenne ¢ Eylea 2 mg Ha Bcekun
JIBa Mecela u panuousymao 0,5 mg Bceku mecenn). U B 52-ta cenmunia B npoyuBanero VIEW2 nma
cpenuu Hamaierns B CRT mpu OCT (cvoTBeTHO -149 1 -139 MuKpoHa 3a rpynuTe Ha JICUeHHE C
Eylea 2 mg na Bcexu nBa Mecena u panudouzymab 0,5 mg Bcexu mecenr). HamanenueTo Ha pazMepa Ha
CNV u Ha CRT o6uuaiiHo ce 3aabppxar U 1pe3 Bropara ToinHa Ha MPOyYBaHHATA.

IIpoyuBaneto ALTAIR e nmpoBeneHO mpH ManMeHTH SMOHIN C HelleKyBaHa BiaxkHa B/IM n mokas3Ba
MoTOOHU Pe3yNTaT ¢ Te3u oT npoyuyBanusTa VIEW, ¢ npunarane Ha 3 mbpBOHAYAIHU €KEMECCUHU
nmwkeknun Eylea 2 mg, mocneaBanu OT eiHa MHXKEKIHSA CJIEH OIe 2 Mecella U ciie]] TOBa
IPOABIDKABAHE C PEXHUM Ha JICUCHUE U yIb/DKaBaHe ¢ IPOMEHJIMBU HHTEPBAIN (2-CEAMUYHU UM 4-
CeIMUYHHU KOPEKLHHU) 10 MAKCUMYM |6-ceAMUYEH UHTEpBaJI ChIVIACHO NPeIBAaPUTETHO ONPEaeIeHN
Kkputepuu. B cenmuna 52 viMa cpeHo HamasieHue Ha nebenrHaTa Ha neHTpanHara petrHa (CRT) npu
OCT c -134,4 u -126,1 MuKkpoHa CHOTBETHO 3a IpyIaTa Ha 2-ceAMUYHA KOPEKLIMs U 3a rpynaTa Ha 4-
ceamuyHa kopekius. [IponeHTsT Ha manmenTHTe 6€3 TeuHocT npu OCT B ceqmuia 52 € ChOTBETHO
68,3% u 69,1% B rpynurte ¢ 2- u 4-cenmuyuau Kopekipn. Hamanenueto Ha CRT B moBedeTo ciyyau
ce 3ama3Ba U B JIBETE paMeHa Ha JIeueHHe Ipe3 BToparta roauHa Ha npoyusanero ALTAIR.

ITpoyusaneto ARIES e npeanaznaueHo aa u3ciieaBa He Mo-MajkaTa e(pUKaCHOCT Ha JICUCHHE U
HpoJbKaBaHe Ha cXeMara Ha npuiarane Ha Eylea 2 mg, 3anounaro BeiHara ciieji IpujiaraHe Ha

3 IbpBOHAYANIHU MECEYHU MHKEKIMU U €/1HA TOMBJIHUTEIHA HHXKEKIHS Clel] 2 Mecella CpsiMO
JICYEHUE U NMPOABIDKABAHE HA CXEMaTa Ha MpUiIaraHe, 3all04HaTo CJIe]] €AHOTOUIIIHO JICYCHHE. 3a
MAI[UeHTH, KOUTO C€ HYXKAAAT OT IpUjIaraie mo-decto ot Q8 rmoHe BeIHBK B X0/1a HA MPOYYBAHETO,
CRT octaBa mo-Bucok, Ho cpeanoTo HamaneHue Ha CRT ot uzxoaHoTo HHBO 0 ceamuta 104 e -
160,4 MukpoHa, Mo100HO HAa MAIMEHTUTE, JeKyBaH! Ha Q8 WITH MO-peIKu HHTEPBAIIH.

Omox na maxynama ecreocmaue na OL{PB u OPPB

[Tpu OLIPB 1 OPPB ce nony4aBa rcxemus: Ha peTHHATA U TSI JJaBa CUTHAJI 32 OCBOOOKIaBAaHETO Ha
VEGF, xoiiTo Ha cBoOii peJ iecTabuIr3rnpa 3IpaBUTe BPB3KU U CTUMYJIHpa Mpondepanusta Ha
ennorenHu knetku. OcBoboxnaBanero Ha VEGF e cBbp3aHO ¢ yclnoKHEHUs KaTo HapyllaBaHe Ha
KPBbBHO-PETUHHATA Oapuepa, yBeJIUueH ChI0B IIepMeabuIuTeT, OTOK Ha PETHHATA U
HEOBacCKyJapu3alus.

[Ipu manmeHTH, JIEKyBaHU ¢ 6 TIOCIeI0BaTeIHN MeceuHr umkekiun Eylea 2 mg e HaOmogaBaH
CHOTBETCTBAIIl, ObP3 U CHIICH MOP(HOJIIOTUYCH OTTOBOP (KOETO € OTYETEHO C OJOOPEHUs B CpeHATa
CRT). B cenmua 24 nmoumkenneto B CRT e cratucTrdecky MPeBb3X0KAAII0 B CPABHEHHUE C
koHTposata u B Tpute npoyusanust (COPERNICUS npu OLIPB: -457 cpemy -145 Mukpona;
GALILEO npu OLIPB: -449 cpemy -169 muxpona; VIBRANT npu OPPB: -280 cpemry -

128 mukpona).ToBa HamaneHue oT u3xonHoTo HIBO B CRT ce moambpxa /10 Kpast Ha BCIKO
npoyuBane, cenmuia 100 B COPERNICUS, cenmuna 76 B8 GALILEO u cenmuua 52 BB VIBRANT.
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Jluabemen maxynen edem

JlabeTHUAT MaKyJICH €IeM € CIIEACTBUE OT JrabeTHATa PETHHOMATHS U CE XapaKTepu3upa ¢ MOBHUIIICH
CHJIOB MEPMEaOMIIUTET U YBPEXKIaHe HAa PETHHHHUTE KAMIIPH, KOETO MOYXKe J1a JOBEIe 10 3aryba Ha
3pUTEITHA OCTPOTA.

[Tpu manuentu, nekyBanu ¢ Eylea, moBeueTo ot xouto ca 6mim kinacuuiupany KaTo MarueHTH C
nmuabet tum 11, ce HaOromaBa OBP3 U cTabmiieH OTroBOp 0 oTHomeHne Ha MopdonorusTa (CRT,
auBo o DRSS).

B npoyusanusra VIVIDPME y VISTAPME ¢ ga6nronaBano cTaTucTHYECKH 3HAYUMO MO-TOIIAMO
cpenuo Hamanenne B CRT oT u3XoAHATE CTORHOCTH 10 ceaMuIIa 52 mpu narenTy JiekyBanu ¢ Eylea
B CPaBHEHHE C JIa3€pHO KOHTPOJIUPAHUTE, CbOTBETHO -192,4 1 -183,1 MukpoHa 3a rpymnure ¢

Eylea 2Q8 u choTBeTHO -66,2 1 -73,3 MUKpOHa 3a KOHTpoaHUTE rpynu. B ceamuna 100 HamaneHueTo
e mojepkano ¢ -195,8 m -191,1 mukpona 3a rpymute ¢ Eylea 2Q8 u ¢ -85,7 u -83,9 mukpona 3a
KOHTPOJIHMTE TPYIIH, CbOTBETHO B mpoy4Banusta VIVIDPME y VISTAPME,

Hampasena e orneHka, mokaspaia nojgoopenue ¢ > 2 crbiku B DRSS no nmpensapurenno yrouneH
naund BB VIVIDPME i1 VISTAPME, Crenenra Ha npomsina B ckopa 1o DRSS e usmepena mipu 73,7%
ot nauuenTute BB VIVID PME 11 98 3% or nmanmenTtute BB VISTAPME, B cenmuna 52, 27,7% u
29,1% ot rpymnute ¢ Eylea 2Q8, u 7,5% u 14,3% 0T KOHTPOJIHUTE TPYITU ca UMAJIK TIOJJOOPEHUE C

> 2 creiku B DRSS. B ceqmuna 100 crotBeTHHTE NponieHTH ca Ounn 32,6% u 37,1% ot rpymnuTte ¢
Eylea 2Q8, u 8,2% u 15,6% 0T KOHTPOJIHUTE TPYITH.

[IpoyuBanero VIOLET cpaBHsBa Tpu paznndHu cxeMu Ha mpmiarane Ha Eylea 2 mg 3a neuenue Ha
JAME cnen Haii-Manko eaHa TOAMHA JiedeHHe ¢ GUKCUPAHN HHTEPBAIH, KaTO JICUSHUETO € 3aIl0YHATO C
5 mocne0BaTeIHM MECEYHH JI03H, MTOCIEABAHN OT ITpUjlaraHe Ha Bceku 2 mecena. B ceqmuma 52 u
ceaqmunia 100 oT mpoyuyBaHeTO, T.€. BTOpa U TpeTa TOJMHA OT JieueHueTo, cpeaaurte npomern B CRT
ca KJIMHAYHO TIOJJOOHU 3a nedeHue u npoabinkasane (2T&E), ciopen vyxmaute (pro re nata (2PRN))
u 2Q8, croTBeTHO -2,1; 2,2 1 -18,8 Mukpona B ceaqmuna 52, u 2,3; -13,9 u -15,5 mukpona B

ceamuna 100.

Muonuuna xopoudanina Heo8acKyIapu3ayus

MpuonuuHara XxopouanHa HeoBacKydapuzanus (MuonnyHa XHB) e yecra npuuunna 3a 3ary0a Ha
3pEHUE NP Bb3PACTHH € MATOJIOrMYHA MUOMUS. Ts ce pa3BUBa KaTO MEXaHW3bM 3a 3apacTBaHE Ha
paHu, BCIeICTBHE HAa PyNTypy Ha MemOpaHata Ha Bruch u nmpencrapinsiBa Hali-uecToTo CHOUTHE,
3acTpallaBallo 3peHUEeTOo, IPY NaTOJIOTMYHA MUOTIHSL.

[Tpu nanmenty, nexysanu ¢ Eylea B npoyuBanero MYRROR (enHa nHkeKIus, IPUIIOKEHA B
HAYaJ0TO Ha TepanusTa, C JOMbIHUTEIHH HHKEKIUH, IpUIaraHu B ciy4ail Ha IepCcUCTHpaHe Ha
3abomsBaneTo wim peruans), CRT HamansBa ckopo cieq 3armouBaHe Ha JieueHHeTo B nmoisa Ha Eylea B
cenmuna 24 (-79 MukpoHa u -4 MUKpOHa, CbOTBETHO, 3a IpymnaTa 3a jieuenue ¢ Eylea 2 mg u 3a
KOHTpOJIHATA rpyma), KaTo ce 3ama3Ba 0 ceamuia 48.

B noneanenue, cpennuat pazmep Ha XHB ne3us nHamansiBa.

Kinnnuna edukacHocT 1 6€300aCHOCT

Bnasicna B/IM

be3onacHocTTa U ehukacHocTTa Ha Eylea ca orieHeHu B iBe paHIOMHU3UPAHH, MHOTOLIEHTPOBH,
JIBOWHO-CIIENIH, aKTUBHO-KOHTPOJIMPAHU NPOYYBAaHUS NP MatuenTy ¢ Biaxua BAM (VIEW1 u
VIEW?2) ¢ o6mro 2 412 nauueHTa jiekyBaHy U oleHsBaHu 3a eukacHocT (1 817 ¢ Eylea). Bespacrra
Ha TanueHTUTe Bapupa Mexay 49 u 99 roguawn, cpenuo 76 ronnHu. B Te3n KIMHIYHU POYIBAHUS,
npubmmsutenHo 89% (1 616/1 817) ot nanmeHTHTe, paHAOMU3UpaHHu 3a Jiedenue ¢ Eylea ca Ounu Ha
BB3pacT 65 TOAWHY WK HO-Bb3pacTHH, U npuomm3utenHo 63% (1 139/1 817) ca 6bunu Ha BB3pact 75
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TOJIHYU WITU MTO-Bh3PACTHH. BBB BCAKO MPOyYBaHE MAINMEHTUTE Ca PAHIOMU3UPAHU B CHOTHOIIICHHE
1:1:1:1 ma 1 oT 4 cxemwu Ha TIpUIIaraHe:

1) Eylea, npunaran mo 2 mg Ha BCeKd 8 CeAMHILM cliell 3 TbPBOHAYAIHH €KEMECeUHH 03U
(Eylea 2Q8);

2) Eylea, npumaran mo 2 mg na Bceku 4 ceqmunu (Eylea 2Q4);

3) Eylea, npunaran no 0,5 mg Ha Bceku 4 cenmunu (Eylea 0,5Q4); u

4) pannOuzymab, npriarad mo 0,5 mg Ha Bceku 4 cenmuii (paanduzymad 0,50Q4).

HpCS BTOpaTa roavuHa Ha NpOy4YBaHUATA, NAIUCHTUTE NPOABIDKABAT Ja ITOJydaBaT ImojIydyaBaTt
IbPBOHAYAIHO paHAOMHU3HPAHATa 1034a, HO 110 Moambnunpaﬂa CXEMa Ha NNpujiarane, BOJACHa OT
OIICHKAaTa Ha pE3YJITaTUTE IO OTHOMICHUC HA 3pCHUETO U aHATOMHWYHATA HaXO0JKa C ,Z[C(I)I/IHI/IpaH 10
IMPOTOKOJI MAKCUMAJICH MHTCPBAJI Ha IpUjIarane oT 12 CCIAMUIIN.

W B aBeTe mpoydBaHus MbPBUYHATA KpaifHa TOYKA 32 €PUKACHOCT € MPOIEHTHT NAllNeHTH B
TMOITYJIANIMATA TI0 TIPOTOKOJI, KOUTO MOIBPIKAT 3pEeHUE, T.€. KaTo 3aryda Ha mo-Maiiko oT 15 OyKBu OT
3pUTeNHaTa OCTPOTa B ceIMUIA 52 CIIPsIMO U3XOJHOTO HUBO.

B mpoyusane VIEW1 B cenmuna 52, 95,1% ot nanuenture B rpynara ¢ Eylea 2Q8 nmoaabpxar
3pEeHHUETO B cpaBHEHHE ¢ 94,4% OT manMeHTuTe B rpymnara ¢ pannousymat 0,5Q4.

B nmpoyusane VIEW2 B cenmuua 52, 95,6% ot nanuenture B rpynara ¢ Eylea 2Q8 moaabpxar
3peHHUETO B cpaBHEHHE ¢ 94,4% OT manueHTUTe B rpymnara ¢ pannousymat 0,5Q4. B neete
npoyusanus, Eylea e jokazaHa kaTo He Mo-MaJiko ehuKacHa U KIMHAYHO CKBUBAJICHTHA HA TrpyIiaTa ¢
pannbuzyma6b 0,50Q4.

IMonpoOHM pe3ynTaTi OT KOMOMHHUPAHWMsI aHAIM3 HA JBETE IPOYYBAHUS € IMOKa3aH B Ta0nuia 2 u
¢urypa 1 mo-momy.
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Tab6auuna 2: Pesynratu 3a epuxkacHOCT B ceamuiia 52 (IbPBUYCH aHAIM3) U ceaMulia 96;

KOMOWHHMpPaHH JaHHU OT npoy4sanusta VIEW1 u VIEW2Y

Pesyarar 3a epuKacHocT Eylea 2Q87 Panu6uzymaé 0,5Q4
(Eylea 2 mg Ha Bcekn (parnbm3ymab 0,5 mg Ha
8 cemmury cien 3 HaYaTHU BCEKH 4 CSIIMUITH)
€KEeMECEUHH J03H)
(N=607) (N =1595)
Cemmuma 52 | Cenmuna 96 | Cegmruma 52 | Cenmmura 96

Cpenen 6poit HH)KEKITHH OT 7.6 1.2 123 16,5
W3XOAHOTO HHUBO
CpeneH Opoii HHKEKITHH 49 47
(ot ceqmmutia 52 no 96) ’ ’
IIporieHT maueHT! Che
3ary0a < 15 OykBH OT 95,33%" 92,42% 94,42%® 91,60%
u3x01H0TO HUBO (PPS™)
Paznuxa® 0,9% 0,8%
(95% D (-1,7; 3,5)Y (-2,3; 3,8)Y
Cpenna pomsiHa B BCVA,
H3MepeHa upe3 OlCHSIBaHe
Ha 6yksute 1o ETDRS? or 8,40 7,62 8,74 7,89
W3XOJHOTO HUBO
Pasnuka B LS® cpenna
npomsiHa (OyKBH 110 -0,32 -0,25
ETDRS)® (-1,87; 1,23) | (-1,98; 1,49)
(95% D
IIpoueHT maueHTn ¢
noxoopenue > 15 OykBu OT 30,97% 33,44% 32,44% 31,60%
M3XOJHOTO HUBO
Paznuka® -1,5% 1,8%
(95% D (-6,8; 3,8) (-3,5;7,1)

A)

b)

B)

)]
n
E)

BCVA: Haii-noOpe xopurupasa 3puTeiHa OCTpOTa

ETDRS: IIpoyuBane Ha panHO nedeHne Ha nuaderHa pernHonaTtus (Early Treatment Diabetic Retinopathy
Study)

LS: Cpennata pa3nuka Ha Hali-MaJIKUTe KBaapaTH, nmoiaydeHa or ANCOVA

PPS: mo npoTokon

Amnanns Ha ngnarta nonyianus (FAS), npenacsue Ha nanHuTe oT nocneauoTo Habmoaerue (LOCF) 3a
BCHYKH aHaJIM3H C N3KIIIOUEHHE Ha MPOLEHTA MAallMeHTH, TIObpIKalli 3pUTENTHAa OCTPOTA B cCeMHULA 52,
KoeTo mnpencrasissa PPS

Paznukara e croitHocTTa 32 Tpynara ¢ Eylea Munyc ctoifHOCTTa 32 rpynaTa ¢ pannousyma6. [lonoxunrenna
CTOHHOCT ¢ B moi3a Ha Eylea.

Josepurenen narepsain (JJ1), n3uucieH upe3 HOpMaIHO MPUOIIIKEHNE

Cren 3amouBaHe Ha JIEYCHHUE C TPH €KEMECEUHH JI03H

JloBepureneH nHTEpBa, JIexal m3usio Haxa -10%, nokassa He no-manka edukacHoct Ha Eylea cripsimo
paHubu3ymad
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®@urypa 1. Cpegna mpomsiHa B 3pUTEIIHATA OCTPOTA
OT M3XOTHOTO HUBO JI0 CeAMHUIIA 96 32 KOMOMHHUPAHUTE
JaHHU OT mpoyuBaHuaTa Viewl u View2

ocTpoTa (bykBu)

CpefiHa npoMmsiHa B 3puTenHaTta

0" 'l 1 i 1 1 1 1 L 'l 1 1 1 L [l 1 1 1 1 1 1 [l L [l ]

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

Ceomuum

—8— EYLEA 2mg Q8 ceammumn*  ——9—— paun6usymab 0,5mg Q4 ceamuuin*

ITpu xomOuHMpan ananu3 Ha qanauTe oT VIEW1 n VIEW2, Eylea nokaszBa KIMHUYHO 3HAUUMHU
MPOMEHH OT U3XOJHOTO HHBO B MIPEABAPUTEIHO JeQUHUpAaHATa BTOPUYHA KpaliHa TOYKA 32
e(uKacHOCT, U3MEPEHHU Upe3 BhIPOCHUK 3a 3puTenHara GpyHkuus Ha HanuonanHusa odranMonoruueH
uHctuTyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 kuHUYHO
3HAYMMU Pa3MKU C paHuMI3yMab. BennurHata Ha Te3u MPOMEHH € Moo0Ha Ha HabIo1aBaHaTa B
nyOJIMKyBaHM NPOYYBaHMsL, KOETO CHOTBETCTBA HAa MOA00psIBaHE HA 3peHUETO ¢ 15 OyKkBU Ipu Ha-
nmoOpe kopurupana 3purenra octpora (Best Corrected Visual Acuity, BCVA).

IIpe3 BTOparTa rogrHa Ha MPOYYBAHUATA, €(PUKACHOCTTA KATO IISJI0 CE MOAIbpPXKA IO MOCIETHOTO
oIleHsBaHe B cenMuIia 96, kato 2-4% OT MaIMeHTUTE ca Ce HY)KJIAeIH OT BCHYKH WHXKEKITUU Ha
MecedHa 0a3a, a 1/3 OT malueHTHTe ca ce HyXKIaedu Hal-MaJIko OT €/IHA MHKEKIIMs C MHTEPBaJl Ha
JIEUeHUE OT CaMO SJUH Mecell.

Hamanenuero Ha cpeHaTa 1oL Ha XOpOUJaIHa HEOBACKyJIapr3alus € BUAMMO BbB BCHUKH JI030BU
IPyIU U B IBETE NPOYYBAHUS.

Pesynrarure 3a eukacHOCT BbB BCHUKH OLIEHSIBAHU MOATPYNH (HAIpP. Bb3pacT, [0JI, paca, 3puTesiHa
OCTpOTa Ha U3XOJIHO HMBO, BUJ HA JIE3UsATa, pa3Mep Ha JIe3usATa) BbB BCAKO MPOYyUBAHE U TIPU
KOMOWHHMPaHHUS aHAIH3 Ca B CHOTBETCTBHUE C PE3YNTATUTE B IIETUTE TIOMYIaIlUH.

ALTAIR e 96-cemMUYHO MHOTOIIEHTPOBO, PaHAOMU3UPAHO, OTBOPEHO MIPOyUYBaHe MpH 247 manueHTn
SATIOHITU C HelleKyBaHa BiiaxkHa BJIM, npeaHasHaveHo j1a oneHn e(pUKacHOCTTa U 0€3011acHOCTTa Ha
Eylea cien nBe pa3nuyHy KOpEKLMH Ha HHTEpBaja (2-ceMUYHA U 4-CeIMUYHA) TIPH PEKUM Ha
JICYEHUE U yAbIKaBaHE.

Bcenuku narnenty nonydyaBatr Mecewnu fo3u Eylea 2 mg B npoabkmkeHue Ha 3 Mecera, MocieIBaHo OT
€/IHa MHXKEKIUS Clie]l AOITbIHUTENCH 2-MeceueH nHTepBal. B ceqmuua 16 nanuenTure ca
pangomusupanu 1:1 B 1Be rpynu Ha jieuenue: 1) Eylea, nedenue u yabipkaBaHe ¢ 2-CeAMHUYHI
kopekiuu u 2) Eylea, nedenue u yabbkaBaHe ¢ 4-CEIMHUUHN KOPEKIIUHU. Y IBHKAaBAHETO HIIH
ChKpalllaBaHETO Ha MHTEpBaJla Ha JICUCHHE € OIPEICIICHO Bb3 OCHOBA HAa 3PUTEIIHU W/WIIA aHATOMUYHU
KPUTEPHUH, ONIPEICTICHHU C IPOTOKOJI, C MAKCUMAJICH MHTEPBaI OT 16 ceaMUITH 3a ABETE TPYIIH.
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IIspBruHaTa KpaitHa ToUKa 3a ehukacHoOCT € cpenHara npomMsHa B BCVA oT U3X01HOTO HUBO 110
cenmuiia 52. Bropuanute kpaliHU TOYKH 32 e()UKACHOCT ca MPOICHTHT Ha MAIIUEHTHTE, TPU KOUTO
HsIMa BJomIaBaHe ¢ >15 OyKBH, M IPOLIEHTHT HA MAIMEHTUTE, IPY KOUTO MMa OAOOpEHHE C Haii-
Mmasiko 15 6ykBu pu BCVA oT U3X0THOTO HUBO 0 ceaMuIa 52.

B ceqmuma 52 nmarnpieHTHTE B paMOTO HA JICYSHHE U YIBIDKaBaHEe C 2-CeIMUYHH KOPEKIIHH MOTydaBaT
cpeano 9,0 OyKBHU OT U3XOAHOTO HUBO B CpaBHeHHUE ¢ 8,4 OyKBH 3a Te3H B Ipymnara ¢ 4-ceAMUIHN
kopekru [LS cpenna paznmuka B 6ykeure (95% CI ): -0,4 (-3,8;3,0), ANCOVA]. [IporieHTHT Ha
MAIMeHTHTE, PH KOUTO HsMA BIIOIIaBaHe ¢ >15 OyKBH, B IBETE paMeHa Ha JiedeHne € cxojieH (96,7%
B Ipymara ¢ 2-CeIMUYHU KopeKnuu U 95,9% B Ta3u ¢ 4-cenMU4IHH KOpekiyn). [IpoeHThT Ha
MalKueHTHTE, IPU KOUTO UMa nogoopenue ¢ >15 6yksu B ceamuna 52, e 32,5% B rpynarta ¢ 2-
ceamuaHU Kopekiun u 30,9% B Ta3u ¢ 4-ceqMUIHN KOpeKnuu. [I[poeHThT Ha MalueHTHTe C
MHTepBaja Ha JIeUeHue, yabJbKeH 10 12 cenMuiy uinu noseue, € 42,3% B rpymnata ¢ 2-CeAMHUYHU
kopekuuu U 49,6% B Tasu ¢ 4-ceqmMuyHu Kopekiuu. OCBEeH TOBa, B TpynaTa ¢ 4-CeIMUYHU KOPEKIIUU
40,7% OoT manueHTUTe ca c HHTepBaJ, yABDKEH 10 16 ceamunn. [lpu nocnenHoTo mocemeHue 10
ceamuna 52 56,8% u 57,8% oT nauueHTUTE CHOTBETHO B TPYIUTE C 2-CEAMUYIHU U 4-CEIMUYHHU
KOPEKIIMH ca C IJIaHUpaHa cie/(Ballla MHXEKIUs B UHTepBaJ OT 12 ceaMUIIM UK MTOBeYe.

Ipe3 BTOpaTa roquHa OT NPOYYBAHETO, €hUKACHOCTTA B IOBEUETO CIIydau Ce 3amas3Ba A0 IOoCieAHaTa
OIIeHKa B ceAMHUIa 96 BKIFOUUTEIHO, ChC CPEAHO MO00pEHNEe OT U3X0IHO HUBO 7,06 OYKBH 3a rpymnara
¢ 2-ceMUYHH KOpeKIMH U 6,1 OyKBU 3a rpynata ¢ 4-ceIMUYHHA KOpeKIuH. [I[poneHThT Ha
MAIMEHTHTE, KOUTO Ca YABIDKIIIN HHTEpBala Ha JedeHue 10 12 ceamuny wim noseue, € 56,9% B
rpynara c 2-ceiMu4HH Kopekuuu u 60,2% B rpynata ¢ 4-ceaMuuHu Kopekuuu. [Ipu mocneanoTo
nocernienue npeau ceamuna 96 64,9% u 61,2% ot nmarpieHTUTE B rPynuTe C 2-CEAMUYHU U 4-
CeIMHUYHU KOPEKLHH ca ChOTBETHO C [UIAHUPAHA CJICABALIA WH)KEKLUS B MHTEPBAJ OT 12 cenMuuy Wiu
nosede. IIpe3 BTopaTa roguHa OT JICYEHHETO NAlMEHTHUTE B IPYNUTE C 2-CEAMUYHH U 4-CEAMUIHN
KOPEKIIMH MoJTy4yaBaT CbOTBETHO cpeaHo 3,6 u 3,7 umxexkuun. [Ipe3 2-ronuuiHus nepuos Ha JiedeHne
ManyeHTUTe moydasat cpeano 10,4 umkexIum.

3pUTEITHNUTE U CUCTEMHUTE MPOQ TN Ha 0€30MacHOCT ca mog00HU Ha 0e30MacHOCTTa, Hablo1aBaHa B
ocHoBHuTe npoyusanusg VIEW1 u VIEW2.

ARIES e 104-cenMU4HO MHOTOLIEHTPOBO, PaHAOMU3UPAHO, OTBOPEHO, AKTUBHO KOHTPOIUPAHO
npoyuBaHe npu 269 nmarueHTy ¢ HeleKyBaHa BiakHa BJIM, npeanasHaueHo Ja OIleHH He IMo-Malkarta
e(hMKacHOCT, KaKTO U OE€30MACHOCTTA Ha JISYSHNE U TPOIbDKaBaHEe HAa CXeMaTa Ha IpujlarasHe,
3aI0YHATO cliel 3 MMocIe0BaTeIHA MECEUHH JIO3H, MTOCIIEABAHN OT yIbIDKaBaHe JI0 TByMECCUCH
WHTEpBaJ Ha JIEYEHHE CIPSIMO JIEYSHHE U MPOIbJDKaBaHe Ha cXeMaTa Ha IpujlaraHe, 3all04HATO CIe[
I'bpBaTa TOIMHA OT JICYEHHETO.

[IpoyuBanero ARIES u3cnenBa chl10 NPOLIEHTA HA MAIUEHTUTE, KOUTO CE HYKAAST OT IO-YECTO
JIeYeHUE, OTKOJIKOTO Ha BCEKH § CEIMUIIH, Bb3 OCHOBA Ha PEIICHHETO Ha u3cienonarens. Ot

269 narueHTH 62 NAMEeHTH ca MOJIyYaBaIM [I0-4eCTO MpUjlarane MoHe BEAHBK M0 BpeMe Ha
Mnpoy4BaHeTo. TakuBa MAallMEHTH OCTaHaBaT B IIPOYUYBAHETO U MOJIY4YaBaT JCUCHUE CIIOpE] Hail-
no0paTa KIMHWYHA NPELeHKa Ha N3CIeA0BaTeNs], HO He M0-4eCTO OT BCEKH 4 CeIMULIM U HHTEPBAINTE
¥M Ha JIeYeHHe MOTaT Aa ObJIaT YABHKEHN OTHOBO ciiel] ToBa. CpeqHUT HHTepBaJl Ha JIeUeHHUE CIIe
pelIeHneTo 3a mno-uecto jeuenue € 6,1 ceqmuuu. BCVA nHa cenmuua 104 e nmo-HucKa npy MalueHTH,
KOHUTO CE€ HY>KJasAT OT MO-MHTEH3UBHO JICYEHNE TIOHE BEHBK B X0/]a Ha IPOYYBAHETO, B CPABHEHHE C
MAIMEeHTH, KOUTO HE Ce HY)KJIasAT, U cpeaHara mpomsiHa B BCVA oT u3X0AHOTO HUBO JI0 Kpas Ha
npoydBaHeTo ¢ +2,3 + 15,6 6ykeu. OT manueHTuTe, IEKYBaHH MM0-4eCTOo, 85,5% moaaspikar 3peHue,
T.€. 3aryoBart mo-manko ot 15 0yksu, a 19,4% nonyuasar 15 nnu nosede 6yksu. [Ipopunst Ha
0e30MmacHOCT Ha MANMEHTHUTE, JIEKYBaHH IT0-4ECTO OT BCEKH § CEMUIIM, € CPAaBHUM C JaHHUTE 32
6e3omacuoct B VIEW 1 u VIEW 2.

Omok na maxyrama ecneocmesue na OL[PB

beszonacHoctTa U ehukacHocTTa Ha Eylea ca orieHeHu B iBe paHIOMHU3UPAHH, MHOTOLIEHTPOBH,
JBOMHOMACKUPAHH, TIAe00-KOHTPOIMPAaHH IPOYUYBAHUS MPH MAIMEHTH ¢ OTOK Ha MaKyJiaTa
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BeneacTeue Ha OLIPB (COPERNICUS u GALILEO) ¢ 06110 358 narueHTs JIeKyBaH! 1 101X O ISIIN
3a orieHKa Ha epukacHocTTa (217 ¢ Eylea). Be3pacTra Ha manmnenTute Bapupa ot 22 no 89 roauHm,
cpeano 64 ronuau. B OLIPB npoyuBanusita, npubausurenno 52% (112/217) ot nauueHTuTe,
pangoMu3upanu 3a jedenue ¢ Eylea ca Omin Ha Bb3pacT 65 TOIMHH WK TO-BB3pacTHH, U
npudmmsuTenHo 18% (38/217) ca 6wnu Ha BB3pacT 75 TOAWHM WK MTO-BB3pacTHU. B n1Bete
MPOyYBaHUS MAIIMEHTUTE Ca pasNpe/Ie]ieH: Ha CITyJaeH IIPUHINI B CHOTHOIIEHKE 3:2 B rpymnaTa 3a
umkekTrpaHe Ha Eylea 2 mg Ha Bceku 4 ceqmunu (2Q4), Wi B KOHTPOJTHATA TPYTIa 32 WHKEKIIHH C
mIarne6o Ha BCEKH 4 CEIMMIIH, 33 00III0 6 MPIIIOKEHUS.

Crnen 6 exxeMEeCeUHU MHKEKITUH MAlMEHTUTE ca IMOTyYaBalii JICYCHHE CaMO aKo Cca OTrOBapsUId Ha
MPEIBAPUTEITHO ONPEICICHA KPUTCPHUH 3a JICUCHUE, C U3KITFOUCHHE HA AIIMCHTUTE B KOHTPOJIHATA
rpyna Ha nmpoyuBaHeTo GALILEO, xouTto ca mpoab/DKUIIH J1a TTOTydaBar miamnedo (KOHTpoia Ha
KOHTpoJ1aTa) Jo ceamuna 52. OT Ta3u BpeMeBa TOYKa, BCHUKU MAIlMCHTH ca OWIIM Ha JICYCHUE, aKo ca
OTTOBapsIM Ha NPEABAPUTEITHO ONPE/ICIICHUTE KPUTEPUH.

U B 1BeTe NpOyYBaHUS MbPBHYHATA KPaliHA TOYKA 38 €PUKACHOCT ¢ OWJI POIICHTHT MMAI[MEHTH, KOUTO
ca ce moxooOpwmiu ¢ moHe 15 6ykeu B BCVA Ha ceamuna 24, B cpaBHEHHE C U3XOHO HHBO.
BropuyHaTa mpoMeHIIMBa 32 epUKACHOCT € OMIIa MPOMsiHA B 3pUTEIHATA OCTPOTA B ceaMuIia 24 B
CpaBHEHHE C U3XOTHOTO HUBO.

Paznukara Mexmy TepaneBTHYHUTE TPYIN € OMila CTaTUCTUYECKH 3HauMMa B non3a Ha Eylea u B 1Bete
Mpoy4YBaHusl. MakCHMaTHOTO MOIOOpEeHre Ha 3pUTETHATA OCTPOTA € JOCTUTHATO Ha Mecell 3 ¢
MoCJIeABAIO cTabuau3upane Ha 3puteiiHaTa octpota U CRTxo mecen 6. CTaTUCTHYSCKU 3HAYMMATA
pasziuka e mojabpKaHa J0 cenMuua 52.

[TompoOHM pe3ynTaT OT aHANHM3a HA ABETE IPOYYBaHUS ca MoKa3aH! B Tabmmia 3 u Ha ¢urypa 2 mo-
J0Iy.
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Ta6auua 3: Pesynraru 3a euracHocT Ha ceamuna 24, ceamuna 52 u ceamuna 76/100 (I{snara ananusupana rpyna ¢ LOCF®) B npoyusanus

COPERNICUS u GALILEO
Pe3yarartu 3a COPERNICUS GALILEO
e(UKaCHOCT
® 24 ceqMUIH 52 cexMUIH 100 ceamu 24 ceqMUIH 52 cexMHULIH 76 ceaMUIH
Eylea Kontposna | Eylea Kontpona® | Eylea® | Komnrpo- Eylea Kourpo- | Eylea | Konrpo- |Eylea® | Kontpo-
2mgQ4 | (N=73) | 2mg (N="73) 2 mg 1P | 9 me Q4 na 2 mg na 2 mg na™
(N=114) (N=114) N=114) | N=73) | N=103) | N=68) (N=103)| N=68) |(N=103) (N=068)
[Ipouent
MaIUEHTH C
nogoOpeHue > 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
15 6yxBu ot
HU3XOOJHOTO HUBO
0, 0,
g;;if;;ﬁ’;ﬁb 44,8% 25,9% 26,7% 38.3% %Zfé’ %%0;’
(95%% 111) (33,0, 56,6) (11,8, 40,1) (13,1, 40,3) (24.4,52,1) 1.7 1.6
p-cToiHOCT _ _ p= p=0,000
p <0,0001 p = 0,0006 p=0,0003 p <0,0001 0.0004 .
CpenHa mpoMsiHa
B BCVAP),
Hu3MepeHa 1o
ETDRSP 17,3 -4,0 16,2 3,8 13,0 1,5 18.0 3,3 16,9 3,8 13,7 6,2
pesyaTar 3a (12.8) (18,0) (17.4) (17,1 (17,7) (17,7) (12.2) (14,1 (14,8) (18,1) (17.8) (17,7)
OYKBH OT
HU3XO0OJHOTO HUBO
(SD)
Paznuka B LS
cpeana 21,7 12,7 11,8 14,7 13,2 7.6
croitgocT BT : ’ ’ ’ (8,2 2,1
17.4,26,0 2 oL
o ( ) (7,7,17,7) (6,7, 17,0) (10,8, 18,7) 18.2) 13.1)
(95% JI1)
p-cToitHoCT p< p< p=0,007
p <0,0001 p <0,0001 0.0001 p <0,0001 0.0001 ;

A Pasnukara e Eylea 2 mg Q4 ceMUIM MHHYC KOHTpOJIA
5 Pasnukara u nosepurenuust untepsan (J{U) ce uzumcissar, kato ce usnonssa rect Ha Cochran-Mantel-Haenszel (CMH), kopurupan 3a pervon (AMepuKa crpsmo
octananata yacT oT cBeta 32 COPERNICUS u Epona cipsimo Asusti/Tuxookeancku peruon 3a GALILEO) u u3xoana kareropus mo BCVA (> 20/200 u < 20/200)
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B)

)

Y]

E)

x)

BCVA: Haii-no6pe xopurupana 3purenna ocrpora (Best Corrected Visual Acuity) ETDRS: IIpoyuBane ¢ panHo sieueHue Ha nuabetHa perunonatus (Early

Treatment Diabetic Retinopathy Study)

LOCEF: Ilpenacsine Ha naHHHTE OT nocieqHoTo Habmronenue (Last Observation Carried Forward)

SD: CrangapTHO OTKJIOHEHUE

LS: Cpenna Ha Hali-MankuTe KBaapaTy, noirydeHo oT ANCOVA

LS cpenna pa3nuka u moBepuTeneH nHTepBal Ha 6a3ara Ha Moxen ANCOVA ¢ dakTopu: Tpyma Ha JIedeHHE, PeTHOH (AMepHKa CIpsAMO OCTaHaIaTa 4acT OT CBETa 3a

COPERNICUS u EBpomna cupsimo Azusti/Tuxookeancku peruios 3a GALILEO) u n3xonna kateropus mo BCVA (> 20/200 u < 20/200)

B mpoyuBanero COPERNICUS marnuenTrTe B KOHTPOIHATA TPpyIa ca MOTIIH fa romy4yasat Eylea mpu Bp3HHKBaHE Ha HyX/1a, C Y€CTOTA BEIHBK HA BCEKH 4 ceqMHUIIN
OT cenMuIia 24 10 ceaMuIa 52; MarMeHTHTE ca UMaJIM BUSUTH Ha BCEKU 4 CEIMHUIIN.

B mpoyuBanero COPERNICUS xakTo manueHTHTEe OT KOHTPOJIHATA TpyIIa, Taka U nanuenTure Ha Eylea 2 mg, ca momyqasanu Eylea 2 mg npu Bb3HHKBaHE Ha HYXK/a C

YeCTOTa BEIHBX Ha BCEKH 4 CEIMHIIM OT cenqMuLa 52 1o cenmuna 96; MalMeHTUTe ca MMaITH 3aIbJDKUTEIIHA BU3UTH Ha 3 Mecela, HO € MOXKeJIo Ja ObIaT NperiexIaHu

1 Ha BCEKU 4 ceIMHMIHU, aKO € HEOOXOIUMO.

B npoyuBanetro GALILEO kakTo manyeHTHTe B KOHTPOJIHATA IpyIia, Taka U nauueHtute Ha Eylea 2 mg, ca moiy4daBanu Eylea 2 mg npu HyX/a, Ha BCEKU 8 CeMUIH

oT ceaMuIia 52 no ceamuiia 68; MalMEHTUTE ca UMaJIM 3aIb/DKUTEIIHI BU3UTH Ha BCEKU 8 CEIMUIIH.
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®@urypa 2: CpenHa IpoMsiHa OT U3XOIHOTO HHUBO 0 ceamuiia 76/100 B 3puTenHara ocTpoTa 1Mo rpyIu Ha
nedenne 3a npoyuBanusita COPERNICUS u GALILEO (Lisutata ananu3upana rpyra)

COPERNICUS
2071 !

+17.3

+13.0

10 [T
cbukcupaHa PRN c meceuHu PRN c yabmkeHu
Mece4Ha WHTepBanu Ha VHTepBanu Ha MOHNUTOPUHI
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3 Mokassa npemnHaBaHeTO Ha KOHTponHaTa rpyna kbM PRN neuenue ¢ EYLEA 2 mg ]

B GALILEO, 86,4% (n = 89) ot rpynara Ha Eylea u 79,4% (n = 54) ot rpynara Ha 1iame0o ca Ouiu ¢
OLIPB nep¢y3us na usxonHo HuBo. B cenmuna 24, Tosa ca 6umu 91,8% (n = 89) B rpynara Ha Eylea u
85,5% (n =47) B rpynara Ha miane6o. Te3u nponopuuu ce nogaspxar B ceamuna 76, ¢ 84,3% (n=75) B
rpynata Ha Eylea u 84,0% (n = 42) B rpymnara Ha 1uiare6o.

B COPERNICUS, 67,5% (n = 77) ot rpynara Ha Eylea u 68,5% (n = 50) ot rpynara Ha niane6o ca ouiu
¢ OLIPB nepdy3us Ha nu3xoaHo HUBO. B ceamuia 24, ToBa ca 6w 87,4% (n = 90) B rpynara Ha Eylea

55



58,6% (n = 34) B rpynara Ha mnane6o. Te3u mponopiwu ce moaaspxkat B ceaqmuia 100, ¢ 76,8% (n = 76)
B rpynata Ha Eylea u 78% (n = 39) B rpynara Ha ruiane6o. [lanuentuTe B rpynaTa Ha miane6o ca uManu
mpaBo aa nonyyasat Eylea ot cenmuna 24.

BnaronpusatausT edext ot neyenueto ¢ Eylea Bpxy 3puTenHara GyHKIUS € TOA00CH B U3XOJHUTE
MOATPYIH OT ManueHTH ¢ nepdysus u 6e3 nepdysust. EQexrrure Ha neueHNETO BHB BCHUKH OLICHSIEMH
MOArPYIH (Hamp. Bb3pacT, 01, paca, 3pUTEIHA OCTPOTa Ha U3XOIHO HUBO, NpoAbDKUTEIHOCT Ha OLIPB)
BBB BCSIKO OT IPOYYBAHUSITA ca OMJIM MPUHIMITHO CHOTBETCTBAIIM HA PE3YITATUTE B OOLIUTE MOMYJIAIHH.

[Tpu ananuza na o6o6menure ganau ot GALILEO u COPERNICUS Eylea nokasBa KIMHUYHO 3HAYHMHU
MIPOMEHHU OT M3XOJHOTO HHUBO 3a MPEABAPUTEIHO ONpe/ieieHaTa BTOPUYHA KpaiiHa ToukKa 3a e(UKacHOCT.
Brmpochuk 3a 3putenHara ¢hyakus Ha Hanmonamaus odranmonormues nacTuTyT (National Eye Institute
Visual Function Questionnaire (NEI VFQ-25). BenmnunHaara Ha Te3u MPOMEHH € ITo100Ha Ha
HaOIr0/JTaBaHaTa B MyOIMKYBaHNUTE KIIMHUYHH MTPOYYBaHUs, KOETO ChOTBETCTBA Ha puOaBsiHe Ha 15
Oykeu B Haii-noOpe koHTponupana 3puteina octpota (Best Corrected Visual Acuity, BCVA).

Omok Ha maxynama ecrnedocmeue Ha OPPB

BezonacnocrTa n epukacHocTTa Ha Eylea ca onieHeHr B €1HO paHAOMH3HPaHO, MHOTOIIEHTPOBO,
JBOWHOMAaCKUPaHO, aKTUBHO-KOHTPOJIMPAaHO MPOYYBaHHUE MPU MALMEHTH C OTOK Ha MaKyJjaTra BCIIeICTBHE
Ha OPPB (VIBRANT), xoeTo BKJIFOUBa XeMHUPETHHATHA OKIy3us Ha BeHa. O0mo 181 manueHTH ca
JIEKyBaHU M ca OMIIM MOJXOMSIIHN 32 olieHKa Ha eukacHoctTa (91 ¢ Eylea). Bp3pactra Ha mauueHTuTe
Bapupa ot 42 1o 94 rogunu, cpeaHo 65 rogunu. B npoyusanero 3a OPPB, nputausutento 58% (53/91)
OT MAaLMEHTUTE, PaHAOMMU3UpaHu 3a jJeueHue ¢ Eylea ca Ounm Ha Bp3pacT 65 rOAWHYU WK NO-Bb3PACTHU, U
npubnuzutenHo 23% (21/91) ca Ounu Ha BB3pacT 75 TOAWHY WIK HO-Bb3pacTHU. B mpoyuBaneTo
MaIMeHTHUTE Ca PaHIOMHU3UPaHu B choTHOIIeHUe 1:1 B rpyna Ha Eylea 2 mg Ha Bceku 8 ceqmuiiu ciexn 6
HaYaJHW MECEYHHU MHKEKIIWH, WIX Ha J1a3epHa (OTOKOATyJIAIHs, TPUIIOKEHA Ha U3XOAHO HUBO (HapeyeHa
,»Jlazep-KoHTposHa rpyna‘). [laupenTure B 1a3ep-KOHTpOIHATA IPyIa MOraT Aa MOIydaT JOMbJIHUTEIHA
naszepHa (oTokoaryaius (HapeueHa ,,CriacCuTeNTHO JIa3epHO JieueHue ), 3arouBaiia B ceamuia 12 ¢
MUHUMaJIeH HHTepBa oT 12 cenMuiu. B3 ocHOBa Ha NpeIBapUTENTHO ONpEAETICHH KPUTEPHH,
MalMeHTHUTE B rpyIara ¢ Jla3ep Morar Aa HoJy4aT criacutesHo jedenue ¢ Eylea 2 mg ot ceaqmuna 24,
IpuiaraHa Ha BCEKH 4 CEIMHUIM B IPOABIDKEHUE HA 3 Mecela, NOCIEABAaHO HA BCEKU 8 CEIMUIIM.

B ximmanvHOTO ipoyuBane VIBRANT, mbpBudHaTa KpaiiHa TOYKA 32 €(PUKACHOCT € OWJI IPOIICHTHT
MAIUEeHTH, KOUTO ca ce mofoopwnu ¢ one 15 Oyksu B BCVA Ha ceqmuna 24 B cpaBHEHUE ¢ U3XOTHOTO
HUBO KaTo rpymnarta Ha Eylea npeBb3xoika Ta3u Ha Jla3epHHUS KOHTPOJL

Bropuunara kpaitHa Touka 3a eukacHOCT Oelie IpoMsiHa B 3pHTEIIHATA OCTPOTa B cenmuia 24 B
CpaBHCHUEC € U3XOAHOTO HMBO, KOATO € 6I/I.Ha CTaTHUCTHUYCCKU 3HAaYMMa B I10J13a Ha Eylea B IPOY4YBAHETO
VIBRANT. ITogo6penue Ha 3puTenHaTa OCTpOTa € HACTHIIIO ObP30 M JOCTUTHATO Ha Mecell 3 ¢
MocJeBaIlo NoyIbpxKane Ha edekTa 10 Mecerl 12.

B rpynara Ha nazepeno yeuenne, 67 manyeHTH ca MOIYYHIIN criacuTeNHo Jieuenue ¢ Eylea, 3amousario B
cenmula 24 (akTuBHa KOHTposa/rpyna Ha Eylea 2 mg), koeTo Boau /10 NoJ0OpeHKE B 3pUTEIHATA OCTPOTa

C OKOJIO 5 OyKBH OT ceamuIia 24 1o ceaqmuiia 52.

[Toapo6HM pe3yaTaTul OT aHAIM3a HAa KIIMHNIHOTO TTpoyuBaHe VIBRANT ca mokaszanu B Tadnuma 4 1 Ha
¢urypa 3 no-ngomy.
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Ta6auua 4: Pesynratu 3a edpuxacHocT B ceamuna 24 u ceqmuna 52 (Lsmata ananmsupana momymamnms ¢
LOCF) B xmuangHOTO 1ipoyuBane VIBRANT

A)
b)

B)

r

n

E)

Pe3yarartu 3a epukacHocT VIBRANT
24 ceqMULH 52 cexMHULH
Eylea 2 mg AKTHBHA Eylea AKTHBHA
Q4 KOHTpOJIa 2 mg Q8 KOHTpPO/1a
(N=91) (;1azep) (N=91)D (;1azep/Eylea 2
N=90) mg”)
(N=90)
[IpoueHT NanueHTH ¢ nojoopeHne > 52.7% 26.7% 57.1% 41,1%
15 6ykBu oT m3x01HOTO HUBO (%)
Iperernena pasmmka™® % 26,6 16.2%
(95% AN) (13,0, 14,1) (2,0, 30,5)
p-CTOMHOCT p=0,0003 p=0,0296
Cpenna nmpomsna B BCVA, 17.0 6.9 17.1
m3mepeHa upe3 ETDRSC ckop 3a (11.9) (12.9) (13.1) 12,2 (11,9)
OYKBH OT M3XOITHOTO HHUBO (SD) ’ ’ ’
Pazmixa B LS cpenna croiimoct™®) 10,5 5.2
(95% AN) (7,1, 14,0) (1,7, 8,7)
p-CTOHHOCT p<0,0001 p=0,0035%)

Paznukara ¢ Eylea 2 mg Q4 cemmuniu MUHYC KOHTpoJia (J1a3ep)
Pasnukara u 95% nosepurennust uatepsai (1) ce u3uncnspar, kato ce U3noia3Ba TecT Ha Mantel-Haenszel,
Kopurupa 3a peruoH (CeBepHa AMepuka cripsmo SInoHus U n3zxojaHa kareropust no BCVA (> 20/200 u

<20/200)

LS cpenna pasnuka u 95% nosepureneH uHTepBai Ha 0azara Ha Mmogaen ANCOVA c¢ rpyna Ha JieueHHe, H3XO0IHA
kateropust o BCVA (> 20/200 u < 20/200) u pernon (CeBepHa AMepurka cripsMo SIHOHMS) KaTo ABJITOTpaiHu
edexTn n m3xonHa kareropus mo BCVA kaTo xoBapuara.

Ot cenqmuna 24 uHTEpBaja Ha JIEUeHNE B rpynaTa Ha jiedenue ¢ Eylea e yabmkeH 3a BCHUKH MalMeHTH oT 4
CEeMUIIM Ha 8 CeMUIIM Mpe3 ceamuLa 48.

B nawanoTo Ha ceaMuIia 24 manueHTUTE B IpyNaTa Ha JISYEHHE C JIa3ep MOTaT Jia MoJIydaT CIACUTEIHA TeParHts C

Eylea, ako 1ocTUrHaT MOHE €MH MPEIBAPUTEIIHO ONPEAEIIeH KpUTepHii 3a npurogHoct. O6mo 67 NaueHTH B
Ta3u Ipyma ca MOIY4YHIN clacuTesHo jJedeHue ¢ Eylea. @ukcupanara cxema Ha jedenue ¢ Eylea e Tpu mpti
Eylea 2 mg Ha Bceku 4 ceMHIIM, IOCJIEIBAHO OT WHKEKIIMU Ha BCEKU 8 CEAMUIIH.

Homunanua p-cToitHOCT
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®urypa 3: Cpexnna nmpomsina B BCVA, m3mepena upes ckop 3a 0yksu o ETDRS ot m3xomn0oTO HUBO 70
cenmuna 52 B KIMMHUYHOTO TipoyuBaHe VIBRANT

20 VIBRANT
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Ceomuum
—— EyleaZmg —(O)— NasepHo KOHTpONHa rpyna

Ha u3xoqH0 HUBO nenbT Ha manueHTuTe ¢ nepdysus B rpynara ¢ Eylea u rpynure Ha jJedeHue ¢ iasep e
cpoTBeTHO 60% 1 68%. B cenmuiia 24 te3u nsmose ca croTBeTHO 80% 1 67%. B rpynata Ha nedeHue ¢
Eylea mponieHThT Ha manuenTy ¢ nepdy3us ce 3amas3pa o0 ceamuna 52. B rpymnaTa Ha JiedeHne ¢ nasep,
KBJETO MAlMEeHTHTE ca OWIM MOAXOSIIM 3a cacuTenHo JieueHue ¢ Eylea ot cenmuna 24, nenst Ha
narnueHTuTe ¢ nepdysus ce e yBeamuui 10 78% B ceamuna 52.

Huabemen maxynen edem

BezonacHocrTa n eukacHocTTa Ha Eylea ca oneHeHU B iBe paHIOMU3UPAHH, MHOTOIIGHTPOBH, IBOMHO-
3acIeneHn, akTHBHO-KOHTPOJIMPaHy Tipoy4Banus npu nanuentd ¢ JIME (VIVIDPME u VISTAPME) O6muio
862 manuenTy ca OWIM JIEKyBaHU U OlleHsieMH 3a epukacHoCT, 576 ¢ Eylea. Be3pactra Ha maiueHTure
Bapupa ot 23 1o 87 rogunu, cpeaHo 63 rogunu. B npoyusanusrta 3a JIME, npubnusurento 47%
(268/576) ot manuenTuTe, paHAOMU3MpPaHH 3a JiedeHre ¢ Eylea ca Oumm Ha Bb3pacT 65 TOAUMHH WIIH TT0-
BB3pACTHH, U puOIu3uTenHo 9% (52/576) ca Ounu Ha BB3pacT 75 ToAWHU WiK No-Bb3pacTHH. [loBedyero
MAI[MEHTH B ABETE MpOyUuBaHus ca 6mnu ¢ quaber tum 1.

B nBere npoyuBaHus MaliMEHTHTE ca OWIIM pas3NpeesieHH Ha CIy4aeH MPUHIMI B cboTHOMeHue 1:1:1 B 1
oT 3 cxemHu Ha JO03UpaAHE:

1) Eylea, mpumaran mo 2 mg Ha BCeKH 8 CeAMHIIN el 5 HadanHu exeMmecednn nHxekiun (Eylea 2Q8);
2) Eylea, npunaran no 2 mg Ha Bceku 4 ceqmunu (Eylea 2Q4); n

3) nazepHa QoTOKOaryganus Ha MaKyJjara (AKTUBHA KOHTPOJIA).

Karo ce 3amoune B cenMuiia 24, naieHTHTE, OTTOBAPSIIH Ha MPEIBAPUTEITHO ONPEICIIeH Npar Ha 3aryba
Ha 3pEHHEeTO, ca OMIIN MOIXO SN 32 IOJIyYaBaHe Ha AOIbJIHUTEIIHO JICUeHHUE: MTAIIMEHTHTE B IPYIHUTE Ha
Eylea e Mmoxeno aa nomydaBat JeUeHHE C Ja3ep, a MalUeHTUTE B KOHTPOJIHATA TPyIa € MOXKeJIo 1a
nony4asar Eylea.
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B nBere nmpoy4BaHusi OCHOBHATA KpaifHa TOYKa 3a e)UKACHOCT € OMJIa CpeHATa MPOMSIHA OT H3XOTHO
unBo Ha BCVA B cegmuma 52 xato asete rpynu Eylea 2Q8 u Eylea 2Q4 nemoHCcTpHupaT cTaTncTHYecKa
3HAYMMOCT M TO TIO-BHCOKA OT Ta3u MPH KOHTPOJIHATA rpymna. Ta3u moinsa e 3amaszeHa 1o ceamuna 100.

[ToapoOuu pe3yiaraty oT anaau3a Ha npoyusanusta VIVIDPME u VISTAPME ca nokaszanu B Tabnuna 5 u
¢urypa 4 mo-noiny.
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Tab6auma 5: Pesynratu 3a epukacHocT Ha ceamuna 52 u ceqmuna 100 (Lsuiata ananusupana nomynanus ¢ LOCF) B npoyusanus VIVIDPME g

VISTAPME
PesyaTaTn 3a VIVIDPME VISTAPME
epuxacHoct
52 ceamunu 100 ceamunu 52 cenmuuu 100 ceamunu
Eylea Eylea AKTHBHA Eylea Eylea AKTHBHA Eylea Eylea AKTHBHA Eylea Eylea AKTHBHa
kourposa [2mg Q84 | 2mg Q4 | kourpoaa KouTposa | 2mg Q84| 2mg Q4 | kourpoaa
2mg Q84 | 2 mg Q4 (-1a3ep) (N=135) (N=136) (s1azep) |2 mg Q84 2 mg Q4 (na3ep) (N=151) (N=154) (1a3ep)
(N=132) (N=154)
(N=135) | (N=136) | (N=132) (N=151) | (N=154) | (N=154)
Cpenna nmpomsina B BCVA,
usmepena o ETDRSA
OYKBH OT 10,7 105 1.2 94 114 0,7 10,7 12,5 0,2 11,1 11,5 0,9
CKOp 3a
U3XOZHOTO HHUBO
Paznuka B LS
. BB 9,1 9,3 82 10,7 10,45 12,19 10,1 10,6
cpenHa cToiHOCT PP
(57}150/ W) (6,4, 11,8) | (6,5;12,0) (5,2; 11,3) | (7,65 13,8) (7,7;13,2) | (9.4; 15,0) (7,0, 133) | (7,1;14,2)
4D /0
IT
POCHT HAIHEHTH © 31,1% 38,2% 12,1% 33,1% 38,3% 13,0%
nogobpenne > 15 6yksu oT 33% 32% 9% 31% 42% 8%
U3XOZHOTO HHUBO
Kopurupana paziuka B2 26.1% 23% 34% 20.1% 258%
24% 23% 19,0% (14,8; 37,5) (9,6; 30,6) | (15,1;36,6)
(97,5% A1) (13.5; (24,1
(13,5;34,9)| (12,6; 33,9) (8,0;29,9)
33,1) 44.4)
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Crnen 3ami0uBaHe Ha JICYCHHUE C 5 KEMECCUHH WHKCKIUU

LS cpenna croifHOCT M JOBepuTeieH HHTEepBal Ha Oa3ara Ha Monesl ANCOVA ¢ BCVA onpenensHe Ha M3X0JHO HUBO KaTo KoBapHuaTa U (akTop 3a rpyna Ha

neuenue. Ocsen ToBa 3a VIVIDPME kato dakTop € Brmouen pernonst (EBpona/ABscrpanus cupsamo SAnonus), a 3a VISTAPME karto daxrop e BrIroueHa anamHesa
3a MU w/unmu CVA

Pasnukara e rpynara ¢ Eylea MuHyc rpynata ¢ akTuBHaTa KOHTpoJia (Jiazep)

Pasnmkara ¢ moBepuresneH untepsai (/1) u craTHCTHYECKH TECT ce M3YHCIIABAT, KaTO ce M3Moi3Ba cxema Ha Mantel-Haenszel, kopurupana 3a permox
(EBpoma/AscTpamus crpsmo SAnonus) 3a VIVIDPME y apamnuesa 3a MU w/umn CVA 3a VISTAPME

BCVA: Hait-no6pe xopurupana 3purensa octpota (Best Corrected Visual Acuity)

ETDRS: IIpoyuBane ¢ panHo JieueHne Ha nuabetHa perunomnatus (Early Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacste Ha ganHuTe 0T nocieaHoTo Habmonenue (Last Observation Carried Forward)

LS: Cpenna cToHHOCT 110 MeTOja Ha Hal-MaJIKUTe KBaapaty, noxyueHo oT ANCOVA

JU: loBepuTeneH UHTepBa
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®urypa 4: Cpenna nmpomsina B BCVA, m3mepena upes ckop 3a 6ykeu o ETDRS ot u3xoano HEBO 10
cenxmuna 100 B mpoyusanusta VIVIDPME y VISTAPME

15 VIVID
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JlazepHo KOHTpoOrnHa rpyna

EdexTure oT neyeHneTo B oLeHseMuTe NOArpyny (Hamp. Bb3pacrt, o, paca, HbAlc Ha u3xonHo HUBO,
3pHUTEIHA OCTPOTA HAa U3XOAHO HUBO, npenxoaHa antu-VEGF Tepanus) BbB BCSKO MpOyUBaHe U B
KOMOWHHMpaHHS aHaJIu3 KaTo IsUI0 ca OWIIM B ChOTBETCTBUE C PE3YJITATHTE B OOIINUTE MOIMYJIAIHH.

B npoyusanusta VIVIDPME y VISTAPME croteTHO 36 (9%) 1 197 (43%) HanuenTy ca moayJYaBaiu
npeaxoana antu-VEGF Tepanus, ¢ 3-MecedeH niin mo-abiIbl Iepuol Ha ouncTBane. Edekture ot
JIEYEHUETO B MOArpyIaTa MafeHTH, KOUTO ca JieKyBaHu ¢ naxubutop Ha VEGF, ca 6unun mono6Hu Ha
HaOJro1aBaHUTE NP NMALMEHTH, HeJleKyBaHu ¢ nHxuOutop Ha VEGF.

[Naruenture ¢ OumarepanHo 3abossBaHe ca Ouau moaxo sy 3a antu-VEGF nedenne Ha 1pyroro oko,
aKo TOBa € OMJIO OLIEHEHO KaTO HEOOXOAUMO OT Jiekaps. B mpoyusanero VISTAPME 217 (70,7%) ot
naruenTute Ha Eylea ca momy4aBanu nByctpannu unxekiuu Eylea no cenmuna 100; B mpoyuBaHeTo
VIVIDPME 97 (35,8%) ot manuenTute Ha Eylea ca monyuasanu paznuuno antu-VEGF neuenue B qpyroro
OKO.
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HezaBucumo cpasaurenno npoyuBane (DRCR.net Protocol T) e uzmon3sano reBkaBa cxema Ha JO3HUpaHe,
6asupana Ha ctporu OCT u 3puTeNHN KPUTEPUH 32 IOBTOPHO JiedeHne. B rpymara Ha jgedeHue ¢
admmbepuent (n = 224) Ha ceAMHULA 52, TO3U PEKUM Ha JICUEHHE € JAJl pe3yTaT IpH MalueHTH,
MOJTy4aBally CPEeAHO 9,2 HHKEKIMU, KOETO € MOJOOHO Ha MpUIIoKeHus: Opoit 1o3u B rpymnata Eylea 2Q8 B
VIVIDPME g VISTAPME, nokaro o6miarta epukacHocT B rpynara Ha Jieyenue ¢ adiubepuent B Protocol T
e cpaBHuMa ¢ rpynara Eylea 2Q8 B VIVIDPME u VISTAPME, B Protocol T e naGmoaBano cpeaHo
nono6penue ot 13,3 Oyksu kaTo 42% OT ManMeHTUTE MO00PABAT 3PEHUETO CH C Haii-Malko 15 OykBu
CIpPSAMO M3XOJHOTO HUBO. Pe3ynraTure, CBbp3aHu ¢ 0€30MMaCHOCTTA, TIOKa3BaT, 4e 00Iara 4ecToTa Ha
HEXeJIaH! ChONTHS KaKTO CBBP3aHH, Taka W HecBbp3aHu ¢ ounTe (BKmounTeHo ATC) ca cpaBHUMH
MEXy BCUUKU TPYIH Ha JICYCHUE BBB BCAKO OT MIPOYUBAHUATA U MEXKILY TPOYUBAHUSITA.

VIOLET, 100-ceqMHUYHO MHOTOIICHTPOBO, PaHIOMHU3HUPAHO, OTBOPEHO, AaKTHBHO KOHTPOJIHUPAHO
npoyuBaHe npu nanuenty ¢ JIME, cpaBHsBa Tpu pa3nmuvHU cXxeMH Ha npuiarane Ha Eylea 2 mg 3a
neuenue Ha JIME cren Hali-Maliko e/IHa TO/IMHA JICYCHHUE ¢ PUKCUPAHU MHTEPBAIIU, KaTO JICICHUETO ©
3aMo4HaTo ¢ 5 MOCe0BaTeIHU MECEYHH JI03H, MTOCIEIBAHN OT IIpUJIaraHe Ha BCEKH 2 Mecela.
[IpoyuBaneTo oleHsBa He mo-Mankara edukacHoct Ha Eylea 2 mg, npuiiaran no pexxuma JeueHne 1
MpoJbIDKaBaHe Ha cxemara Ha npuiarane (2T&E, npu KkoeTo HHTepBaTUTe MEXTy HHXKEKIINUTE ca
NOJABPKAHW HA MUHUMYM 8 CEIMHUIIM U €A YAbKaBaHU IOCTEIIEHHO Bb3 OCHOBA HAa KIIMHUYHUTE a
aHATOMUYHHUTE pe3ynTaTH) u Eylea 2 mg, npunaran cnopen Hykaure (2PRN, mpu koeTo nanueHTuTe ca
Ha6J'IIOI[aBaHI/I Ha Bceku 4 CCAMUIIU U UHIKCKTUPAHU IIPU HCO6XO}Z[I/IMOCT Bb3 OCHOBA Ha KIMHUYHUTC U
aHaTOMUYHUTE pe3yiTaTH), B cpaBHeHHe ¢ Eylea 2 mg, npunaran Ha Bceku § ceamuim (2Q8) mpe3
BTOpAaTa U TpeTara rojiiHa OT JICYEHUETO.

[IbpBUYHaTa KpaiiHa Touka 3a edukacHocT (mpomsina B BCVA oT nzxoaHo HUBO 10 ceamuna 52) e Ouna
0,5 + 6,7 6ykBu B 2T&E rpymnara u 1,7 & 6,8 0yxsu B 2PRN rpynara B cpaBaenue ¢ 0,4 + 6,7 Oyksu B
2Q8 rpymara, KaTo ce IMOCTUTa CTATUCTUYECKH He TIo-Mankarta epukacHocT (p<0,0001 3a nBete
CpaBHEHHST; TPaHHUIIA Ha HE o-Mankara epukacHocT 4 Oykeu). [Ipomennte B BCVA OT H3X0JHO HHBO J10
cenmuiia 100 ca OMM KOHCUCTEHTHH ¢ pe3ynTatute Ha ceamuna 52: -0,1 + 9,1 6yksu B 2T&E rpynara u
1,8 + 9,0 6yksu B 2PRN rpynara B cpaBHenue ¢ 0,1 = 7,2 OyxBu B 2Q8 rpynara. Cpenuust Opoit
nmkekiuu 3a 100 ceaqmurn ca Ounu cporBetHo 12,3, 10,0 u 11,5 3a 2Q8fix, 2T&E u 2PRN.

3pUTETHNUTE U CUCTEMHUTE PO Ha O€30IIaCHOCT BB BCHUYKHM 3 TPYIH Ha JIeUeHHUE ca MOJOOHH Ha
Te3H, HabmronaBaHu B ocHoBHUTE nipoyuBanust VIVID and VISTA.

B 2T&E rpynara, yBenn4aBaHeTO ¥ HAMAJISIBAHETO Ha MHTEPBAINTE MEXKy WH)KEKIIUUTE ca OWIIM 1O
MIpelieHKa Ha U3CJIeI0BATENs; B IPOYUYBAHETO Ca MPENOPHUBAHN YBETUYEHHUS OT 2 CEAMMIIH.

Muonuuna xopoudania Heo8acKyI1apU3AYUSL

besonacHoctTa 1 eukacHocTTa Ha Eylea ca orjeHeHn B paHI0MU3UpPaHO, MHOTOLIEHTPOBO, ABOMHO-
MaCKHUPaHO, I1a1e00-KOHTPOIMPAHO MPOyUYBaHE NPU HEJIEKYBaHH MPEH TOBA MAIUCHTH OT a3UaTCKH
npousxon ¢ muonunuHa XHB. O6mo 121 nanuenTH ca JeKyBaHH U ca oueHsieMH 3a edukacHocT (90 ¢
Eylea). Bp3pacTTa Ha nauneHTuTe Bapupa Mexxay 27 u 83 rogunu, cpeaHo 58 ronuHu. B npoyuBaHeTo 3a
muonuaHa XHB, npubnusurenno 36% (33/91) ot nanuentuTe, panjaoMu3npany 3a gedeHue ¢ Eylea ca
OuiM Ha BB3pacT 65 TOAMHYU WM NO-Bb3PacTHH, U pubamsurento 10% (9/91) ca 6unm Ha BB3pact 75
TOJMHU WJIH [10-Bb3PACTHH.

[ManmenTHTe ca pasnpeenieHn Ha CITy4aeH MPUHIMI B choTHOIIeHUE 3:1 aa nony4dasat win 2 mg Eylea
WHTPaBUTPEATHO, WM MHXEKIHH C IU1ale00, MpuiIaraiyd BeIHBXK B HA4aIOTO Ha IIPOYYBAHETO, C
JOIIBITHUTETHN HHKEKIIUH, TPUJIaTaHy e)KEMECEUHO B CITydall Ha TIepCUCTHUpPaHe UK PEIUINB Ha
3a00IsBaHeTO, 10 ceaMuIia 24, KoraTo € oleHeHa MbpBUYHATa KpaifHa Touka. Ha ceqmura 24
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MAIUeHTHTE, PAaHAOMHU3UPaHU ITBPBOHAYAITHO Ha TUTare6o0, ca OMIIN OAXOMAIIN [1a TOTyYaT IbpBaTa /103a
Eylea. Cnen ToBa, maniMeHTUTE U B ABETE TPYIH Ca MPOIBIDKIIIN Ia ObAT MOAXOSIIN Ja MOTydaBaT
JIOTTBTHUTETHA WHXKEKIIMY B CITydail Ha MIEPCUCTUPAHE W PELUINB Ha 3200 IsBaHETO.

Pasznukara Mexxay rpynuTe 3a JIeYeHHE € CTATUCTHYECKH 3HaunMa B on3a Ha Eylea 3a mppBuuHaTa
KpaiiHa Touka (mpomsiHa B BCVA) u noTBhpauTEIIHA BTOPHYHA KpaiiHa TOYKA 32 €PUKACHOCT (IPOICHTHT
MaIUeHTH, KOUTO ca ce nofoopwiu ¢ 15 oykeu B BCVA) Ha ceamuia 24, B CpaBHEHHE C U3XOHOTO HUBO.
PaznukuTe 3a ABETE KpaitHU TOUKH ca Ce 3aIlas3miii 10 ceamuria 48.

[MoxpoGHu pe3ynraTy oT aHanmu3a Ha npoyuBaHeTo MYRROR ca nmokazanu B Tabnuia 6 u @urypa 5 mo-
JI01Ty .

Tabauuna 6: Pesynratu no oTHOIIEHHE HA e(PUKACHOCTTA HA ceaMULA 24 (IIbpBUYEH aHAIIN3) U
cenmuia 48 B mpoyusaneTro MYRROR (ITbnen naGop 3a anamus ¢ LOCF?Y)

Pe3yaraTtu 1o oTHOIIEHHE HA MYRROR
epukacHocTTa 24 cenMuuM 48 ceamuum
Eylea 2 mg IInane6o Eylea 2 mg Ilnane6o/
(N=90) (N=31) (N=90) Eylea 2 mg
(N=31)
C BCVAP
pezHa mpoMsIHa B , OLICHKaTa Ha 2.1 20 13,5 3.9
OykBute uzMepena upe3 ETDRS or
(8,3 9.7 (8,8) (14,3)
u3x01Ho HUBO (SD) B
P
a3/IMKa B CPeHA 14.1 95
croiinoct na LS B/
(10,8; 17,4) (5,4, 13,7)
(95% 1)
[IpomueHT maryeHTH ¢ og00peHne > 38.9% 9.7% 50.0% 29.0%
15 OykBH OT U3XOJIHO HUBO
Iperernena pasiuka "F) 29,2% 21,0%
(95% JIN) (14.,4; 44,0 (1,9; 40,1)

A LOCF: IIpenacsiHe Ha JaHHUTE OT TocienHoTo Habmonenue (Last Observation Carried Forward)

5 BCVA: Haii-no6pe xopurupana 3purensa octpora (Best Corrected Visual Acuity)

ETDRS: [IpoyuBaHe ¢ paHHO JieueHue Ha nuabetHa peruHonatus (Early Treatment Diabetic Retinopathy Study)

SD: CrangapTHO OTKJIOHEHUE

Cpenna LS: Cpenna Ha Hail-mMasikute KBaJgparu, noiyudeHo ot moaena ANCOVA

JU: [loBeputeneH UHTEpBaI

A LS cpenna pazmuka u 95% JIU na Gazara na mosenn ANCOVA c rpyna Ha JiedeHue u abpxkasa (0603HaUEHHS 32
JbpkaBa) kato ¢pukcupanu epexktu, 1 BCVA Ha M3X0JJHO HUBO, KATO KOBapHUaHTa.

E) Pasznuxata u 95% JIU ce u3uucisBar, kato ce u3nonssa tecT Ha Cochran-Mantel-Haenszel (CMH), xopurupan
3a apprkaBa (0003HaUCHMSA 3a ABPKaBa)

B)
I

64



®@urypa 5: Cpenna pomsiHa OT u3X0aHO HUBO 110 CenmMuiia 48 B 3puTenTHaTa OCTPOTA IO TPyTa Ha
nedenne B mpoyuBaneTro MYRROR (ITsnen nabop 3a anamms, LOCF)

15 - MYRROR
o : +135
a
&
§ 10
c
g
as
£ N
>
%3 +3.9
3 12 16 20 24 32 36 40 44 48
E O[ L L L 1 L E T L '] L 1L ']
2 M_/ZS
© r-2.0

5 Ceamuum

—@—EYLEA 2mg ——@—KoHTponHa rpyna

[leamaTpudHa NOMyIaIUs

EBporeiickaTta areHmnus mo jJekapcTBaTa 0CBOOOKJaBa OT 3aIbJDKEHUETO 3a IPEOCTaBsSHE Ha
pesyaTarute oT npoyuBanusara ¢ Eylea BbB BCHUKH MOATPYNH HA TIEAUATPAYHATA [TOMTYJIAMS [TPY BIIaXKHA
B/IM, OLIPB, OPPB, IME u nonynaruu ¢ muonnyaa XHB (Bx. Touka 4.2 3a uH(OpMAIUs OTHOCHO
yrorpebara B eIuaTpusTa).

5.2 ®apmakokMHETUYHHU CBOHCTBA
Eylea ce nmpuara mupekTHO B CTHKIOBUHOTO TSUJIO, 32 J1a OCHIIECTBH JIOKATHHA €PEKTH B OKOTO.

AOcopOmus/Pasopenenenne

Admubeprent ce abcopbupa 0aBHO OT OKOTO B CHCTEMHOTO KPhBOOOPBIIIAHUE CIIE/T MHTPABUTPEATHO
MPUIOKEHHUE U ce HaOIIo/1aBa B CUCTEMHATA IUPKYJIAIUs IPETUMHO KaTO HEAKTHBEH CTAOMIICH KOMILIEKC
¢ VEGF; o6aue camo cBoOOoAHMAT adirOepiienT uMa CliocOOHOCTTa a ce CBbp3Ba ¢ eHporeHHust VEGF.

B enHo (papMakoKuHETHYHO NOANPOYYBaHE MPH 6 MAIMEHTH C HeoBacKyJiapHa BiuakHa B/IM c uecto
B3eMaHe Ha MPoOU, MAKCMMAJIHHUTE TUIa3MEHU KOHIIEHTpaluK Ha cBoOozeH adnbepienTt (cucteMHa Chax)
ca HUCKH, CbC cpeHa croiHocT npubmusutenHo 0,02 mukporpama/ml (auanaszon ot 0 no 0,054) B
pamkute Ha | 10 3 IHU cleq MHTPaBUTPEaTHO HHXKEKTHPaHe Ha 2 Mg U ca HEOTKPUBAEMH JIBE CEAMMUIIN
clie/l oy4YaBaHe Ha JIo3aTa MU IMOYTH BCUYKH nanueHT. Adnubeplient He KyMyJnpa B Tia3mara pu
WHTPaBUTPEATHO MPHIIOKEHHUE Mpe3 4 CEAMMULIH.

Cpennara MakcuMallHa I1a3MeHa KOHIICHTpaIys Ha cBoOoieH admbeprent e npudausutenso 50 1o
500 mbpTH MO KOHIICHTpAIUATa Ha adumbepIienT, HeoOxoanuMa 3a HHXHOUpaHe Ha OMOJIOTHYHATA
aktuBHOCT Ha cucteMHust VEGF ¢ 50% B sxuBotuHCcKH Moaenu [Ipu Tsx ca HabaronaBaHu MPOMEHHU Ha
KPBBHOTO HaJISITAHE CJIE/I KATO HUBATa Ha CBOOOIeH adnubeplienT B KphbBOOOPBIIEHUETO Ca JIOCTUTHAIN
npubmuzutenHo 10 Mukporpama/ml ¢ BpbIljaHe 10 U3XOJHOTO HUBO CJIe] MajaHe Ha HUBATa JI0 10
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npubm3uTenHo 1 Mukporpam/ml. M3aucieno e, 4e ciieq MHTpaBUTPEATHO PHIIOKEHNE Ha 2 mg MpH
MaIMeHTH, CpeTHATa MAaKCUMATHA TTa3MEeHa KOHIICHTPAIUs Ha cBOOOIeH admubeplient e moBeye oT

100 mbTH MO-HUCKA OT KOHLEHTpaHATa Ha aaudepLent, HeoOXoArMa 3a MOTy-MaKCHMAaIHO CBbp3BaHe
Ha cuctemuute VEGF (2,91 mukporpama/ml) npu npoyuBane cbe 3apaBu g1o0posoiiu. CinenoBaTeHo ca
MAaJIKO BEpOSTHH CUCTEMHH (hapMaKoTUHAMUYHU e(DEKTH KaTo MPOMEHU B KPBBHOTO HaJISITAHE.

B®B papmakokuneTnynn noanpoyuBanus npu nanuenta ¢ OLPB, OPPB, IME wiu muonuuna XHB
cpenHa Crax Ha cBOOOACH apmbepIienT B IIa3Marta ca OWiId CXOIHHU, ChC CTOMHOCTH B Auana3oHa ot 0,03
1o 0,05 Mukporpama/ml 1 ”HANBHUYaTHU CTOMHOCTH, KOUTO He HaaBumanart 0,14 mukporpama/ml. Cren
TOBa, TJIA3MEHHUTE KOHICHTPAK Ha cBOOOIeH aIMOepIenT crajaT 10 CTOWHOCTH MO Wi OJTU3KH 10
JOTTHATA TPaHUIla Ha KOIIMYECTBEHO OMpeesiHe OOMKHOBEHO B pAaMKHTE Ha €Ha CEAMMIIA:
HEOTKPHBaEeMH KOHIIEHTPAIIUHU CE JOCTUTAT TIPEIH CIEeBAIOTO MPIIIOKEHUE ciiell 4 CeAMUIIN TTPH BCUIKU
MAIUEeHTH.

Eaumunupane
Twit kato Eylea e TepaneBTHYHO cpeIcTBO Ha OCHOBaTa Ha MPOTEHH, HE Ca MPOBEXKJaHH ITPOyYBaHUS 32

MeTabonu3Ma My.

Cpobomnmst adiubeprent ce cebp3Ba ¢ VEGF, xaTo o6pasyBa crtabuien nHepTeH koMiiekce. Kakro mpu
JpyTUTE IPOTEUHH C TOJIsIMa MOJIEKYJIa, Ce OYaKBa U CBOOOIHUST, U CBBP3aHUAT adInOepIenT 1a ce
SIIMMHUHUPAT Ype3 MPOTEOJMTHYCH KaTaOOINIbM.

bb0OpeuHo yBpexaane
He ca nposexnanu cnenuannu npoyuBanus ¢ Eylea npu manuenTu ¢ 650peyHo yBpexaaHe.

DapMaKOKMHETUYHUAT aHAU3 HAa NauueHTuTe B npoyusaneto VIEW2, 40% ot xouto ca umanu
O0B0peuHo yBpexaane (24% neko, 15% ymepero u 1% TekKO), TOKa3Ba JIMIICA Ha PA3JIMKH 110 OTHOIICHHE
Ha TUIa3MEHUTE KOHIIEHTPAIIUN Ha aKTUBHOTO JIEKAPCTBO CIIE] HHTPABUTPEAITHO MPHUIIOKEHHE TIpe3 4 Win
8 ceqmuny.

[MonoOHu pe3ynTaru ca HaOmoaBanu npu nanueHT ¢ OLIPB B npoyuBanero GALILEO , npu nmanueHTH
¢ JIME B npoyusatrero VIVIDPME y npu nanuentn ¢ muonnuna XHB B mpoyusanero MYRROR.

5.3 IlpenkJMHUYHHU JAHHHU 32 0€30MACHOCT

HpI/I HCKIIMHUYHUTC MIPOYUBAaHUS 3a TOKCUYHOCT NP MHOT'OKPATHO IIpUJIaraHe eq)eKTI/I ca Ha6J'IIOI[aBaHI/I
CaMo IMpu CUCTEMHU CKCITO3MIINHU, 34 KOUTO CC CUNTA, UC 3HAUYUTCIIHO HaJIBUIIaBaT MaKCUMajiHaTa
CKCIIO3UIIUA IIPpU XOpa CJICA MHTPAaBUTPECATIHO MPUIJIOKEHUE B IPEABUACHATA KIIMHUYHA 103a, KOCTO
IIOKa3Ba MaJIKO 3HAYCHHEC 3a KIIMHUYHaTa yrIOTpe6a.

Eposuu u ynepaiuu Ha pecriupaTOpHHUS €IUTEI B HA3aIHUTE X0JI0BE Ha MaliMyHH, JIEKYBaHH C
adubepIenT NHTPaABUTPEATHO, Ca HAOIF01aBaHU IPY CUCTEMHH €KCIIO3HIINY, HaIBUIIIABAIIU
MaKCHUMaJHaTa eKCIo3uuus npu xopa. CUcTeMHaTa eKCIIO3ULUS Bb3 0CHOBA Ha Cnax 1 AUC 3a cBOOOAEH
adbepient e choTBeTHO 0K0J10 200 1 700 MbTH MO-BUCOKA B CPABHEHUE ChC CHOTBETHUTE CTOHHOCTH,
HaOII0/JTaBaHU TP XOpa CIIel MHTPaBUTPEATHO NPUIIOKEeHHE Ha J103a oT 2 mg. [Ipu HuBOTO O€3
HaOmonaBanu Hexenanu eext (No Observed Adverse Effect Level, NOAEL) ot 0,5 mg/oxo mpu
MaiMyHH CUCTEMHATa eKCIIO3UIUS € ChOTBETHO 42 1 56 MBTH MO-BUCOKA Bb3 OCHOBA HA Crax 1 AUC.

He ca MMPOBCKJAAHU MPOYUYBAHUA 3 MYTAICHCH WX KApIHUHOTCHCH NNOTCHIIMA Ha aq)m/IGepuenT.
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Ha6monaBan e edekt Ha apmubeprienT BrpXy BETPEMAaTOYHOTO PA3BUTHE B POYYBAHUS HA eMOPHO-
(heTarHOTO pazBuTHE NpY OpEMEHHH 3ailn ¢ HHTpaBeHo3HO (3 mo 60 mg/kg), kakto u moakoxkHo (0,1 Mo
1 mg/kg) npunoxenne. NOAEL npu maiikute e npu 1o3a ot 3 mg/kg nnm crorBetro 1 mg/kg. NOAEL
M0 OTHOIIICHNE HAa TOKCHYHOCT 3a Pa3BUTUETO He € onpeneneHo. [Ipu no3a 0,1 mg/kg, cucremunre
€KCITO3UINH Bb3 OCHOBA Ha Ciax 1 KyMmynaTuBHa AUC 3a cB0OOAEH adrbepenT ca Ch0TBETHO 0KoJo 17
u 10 IbTH O-BUCOKH B CPAaBHEHUE ChC CHOTBETHUTE CTOWHOCTH, HAOIIOJaBaHu MIPH XOPa Clie]
WHTPaBUTPEATHO MPHJIOKEHUE HA 1032 2 mg.

Edexrure Bppxy epTunurera Ipu MBKKH U KESHCKH )KUBOTHH Ca OLCHABAHH KaTo 9acT OT 6-MeCeqHO
Mpoy4BaHe NpU MaiMyHH ¢ HHTPaBEHO3HO MpujiokeHue Ha admubepuent B 1o3u ot 3 1o 30 mg/kg. [lpu
BCHYKH JJO30BH HMBA ca HAOIIOJaBaHM JIMIICA HA MEHCTPYalsl WJIM HEPETOBHU MEHCTPYaTHU [IUKIIH,
CBBP3aHH C IIPOMEHH B HUBATA HA )KEHCKUTE MOJIOBH XOPMOHH, U TIPOMEHH B MOP(HOJIOTHATA U
HOJBMXHOCTTA Ha criepmaro3onaure. Bs3 ocHoBa Ha Crax 1 AUC 3a cBoOOeH adaubepent,
HabJI01aBaHK MPYU MHTPABEHO3HO MPUJIOKEHUe Ha 103a 3 mg/kg, CHCTEMHUTE EeKCIIO3UINHU ca CHbOTBETHO
oko10 4 900 ety 1 1 500 TBTH O-BUCOKH OT €KCIIO3UIUATA, HAOM0JaBaHa TIPH X0pa CIe]
MHTPAaBUTPEATHO NPUIIOKEHHE Ha /1032 2 mg. Beudku nmpomenu ca Ouimi 00paTuMH.

6. OAPMAIEBTUYHHU JAHHU

6.1 Chnucnbk Ha NIOMOIIHHUTE BellecTBA

[Monucopo6ar 20 (E 432)

Hatpues nuxuaporengocdar MoHoxuapar (3a kopekiust Ha pH)
Junatpues xuaporeHdpocdar xernraxuapar (3a kopexius Ha pH)
Hatpues xnopun

3axapo3a

Bopaa 3a umxexkun

6.2 HecbBMEeCTHMOCTH

[Ipu nunca Ha npoy4YBaHMs 32 HECHBMECTUMOCTHU TO3H JICKAPCTBEH NPOLYKT He TPsOBa J1a ce CMEcBa C
JPYTH JIEKapCTBEHU NPOAYKTH.

6.3 Cpoxk Ha rogHoCT

2 rOOUHA

6.4 CrnenuajaHu yclI0BHS Ha CbXPaHeHHUe
Ja ce cpxpanssa B xmammwiauk (2 °C mo 8 °C).
[a He ce 3ampaszsiBa.

I[a CC ChbXpPaHsABa B OpUTHHAJIHATA OIIAKOBKA, 3a J1a CC MPECAIa3u OT CBCTIIMHA.

HeotBopenusar ¢iakoH MoXKe J1a ce chXpaHsaBa u3BbH xuaguHuK 1o 25 °C no 24 yaca. Cnen oTBapsiHe Ha
(bmakoHa 1a ce pabOTH B aCENTHYHU YCIOBUSL.
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6.5 Buau cbabpkaHue HA ONIAKOBKATA

PastBop BBB (hiakoH (cThkiio Tui 1), che 3amymanka (enactomepHa ryma) u 18 G ¢unrepra urna. Beekn
(1akoH chabpKa u3noia3BaeM o0eM oT Hait-manko 0,1 ml. OnakoBka ot 1 ¢uakoH + 1 puntbpHa urna.

6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBbPJIsiHE H padoTa

®dnakoHBT € caMo 3a eIHOKpaTHA yrnoTpeda B THO OKO.
®akoHBT CHABPIKA TIOBEUE OT MpenopbunTeNHaTa q03a 2 mg adaudeprent (exkBuBaneHTHH Ha 0,05 ml).
M3muniHOTO KOJIMYeCTBO TPsIOBA J1a C& OTCTPAHU MPEIU MPUIIOKCHUE.

[Ipenn npunoxenne, pa3TBOPHT TPSOBA J1a Ce MPOBEPH BU3YAITHO 32 UY>KIU YaCTHIIM W/WIIH TTPOMSHA B
L[BETa WJIM BCSIKaKBa MPOMSIHA BbB BHHIIHUS BHJ. B cityuaii 4e ce HabmroaBaT TakuBa, JIE€KapCTBEHUST
MPOAYKT TPsiOBa J1a c€ U3XBBPIIH.

PunThpHA UIJIA:

Urna Blunt Filter (Fill), He e 3a umkekTrpane B Koxara.

He aBToknaBupaiite uriara Blunt Filter (Fill).

dunrepHaTa uria e anuporeHHa. He s u3non3paiite, ako HHANBUAYyaTHATa ONIAKOBKA € IIOBPEICHA.
Uzxebpnete nznonssanara urna Blunt Filter (Fill) B omoOpeH konekTop 3a oCcTpH MpeaMeTH.
Buumanue: [1oBTOpHOTO M3M0I3BaHe Ha (QUITHPHATA UTJIa MOXKE Ja TOBEIE 10 HMHMEKITHS U IPYTro
3a0oIsiBaHe/HApaHBaHE.

3a MHTpaBUTPEATHO MHXCKTHPaHe TPSAOBA Ja ce u3Moi3Ba nmkekiuonHa ura 30 G x ¥4/ 0,30 x 13 mm,
011e 10 XKBATO.
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Ykazanusa 3a ynompeoa na ¢praxona:

1.  OrcrpaneTe muacTMacoBaTa Kamadyka u
ne3nH(pEeKIpanTe BhHITHATA YacT HA TyMEHAaTa
3amymraika Ha (prakoHa.

2.  3akpenere 5-MuKkpoHHaTa ¢punTbpHa uria 18 G,

MIPEJOCTaBeHA B KAPTOHEHATa OIIAaKOBKA, KbM ,

CTEpHJIHA CIIPHHIIOBKA JIyep-JIoK ¢ obem 1 ml.

69



BwBenere puiThpHaTa Uriia B IIEHTHPA HA 3amyllaikaTa Ha (JIakoHa, TOKATO UrjiaTa
BJI€3€ U3ISUIO BHB ()JIaKOHA M BHPXBT JIOKOCHE TPHOTO HMJIH JOJHUS Ph0 Ha (I1akoHa.
Karo u3nomn3sate acenTUuHa TEXHUKA, H3TETIICTE

ISUI0TO ChAbPKaHUe Ha (akoHa ¢ Eylea B

CTIIPUHIIOBKATA, IbPXKEHKH (IIaKOHA B U3MPABCHO

TOJIO’KEHUE, JICKO HAKJIOHEH C IIeJ YJICCHSBaHE Ha

ITBJIHOTO U3TETJISHE. 32 BB3IPEISITCTBAHE

HABJIM32HETO HA BH3/IyX CKOCCHUSAT BPHX HA

(unThpHaTa UTIA TPIOBA 11a € TIOTOIICH B

TeuHocTTa. [IpoabirkaBaiiTe 1a HaKJIOHSBATE

(h1akoHa 1o BpeMe Ha U3TETIISTHETO, KaTO JbPIKUTE

Kpasi Ha QUIThPHATA UTJIa, TOTOIEH B TEYHOCTTA.

HacoueH Hapony ckoceH
BPBbX Ha urnata

o

Pa3reop_

Koraro n3npassare aakona,yBepere ce, 4e OyTanoTo € N3TETJICHO JOCTaThYHO Ha3a[, 3a Jia
M3Ipa3HUTE HAITBJIHO QriIThpHATA UIJIA.

Otcrpanere GUITHPHATA UrJIA U S U3XBBPJIETE 110 PABUIICH HAYKH.
3abenexka: GuiThpHATA UTJIA HE TPSOBA J]a ce U3IONI3BA 32 MHTPABUTPEATHO WHIKEKTHPAHE.

M3non3Baiiku acenTuyHa TEXHUKA, 3aBUMTE
IUTHTHO MHXEKIMOHHATa uria ¢ pasmep 30 G x 727 ,
/0,30 x 13 mm, 651e0 XBATO KBM ITyep-JIOK
BbpXa Ha CIPUHIIOBKATA.
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8.  Karo pppxuTe cCripHHIIOBKATa C HACOYEHA HArope
WTIIa, s IPOBEPETE 3a HANWYKE Ha MexypdeTa. AKO
“Ma MeXypueTa, BHUMATEIIHO OTynainTe
CIIPUHIIOBKATA C MPBCT, I0KATO MEXypueraTa ce
HU3JUTHAT J0 FOpHAaTa i 4acr.

9. OtcTpaHeTe BCHYKH MEXypyeTa ¥ U3TIacCKalTe M3JIMIIHKS JICKapCTBEH IPOAYKT, KaTo OaBHO
HaTHCKaTe OyTanoTo, Taka ye INIOCKHUAT ph0 Ha OyTanoTo J1a ce MOAPABHU C JICTICHHETO,
o6o3navaamio 0,05 ml Ha cripuHIIOBKATA.

PaSTBOp cnepf oTcTpaHABaHe Ha
Bb3aYyLWHUTE Mexyp4yeTa u

N3NULWHOTO NnekapcTeo
JInHua 3a poampane 3a

0,05 ml

ﬁr.wc-u( pvb
Ha 6yTanoto

£
-
%

10. ®xakoHBT € caMo 3a eTHOKpaTHa yrnoTpedba. MHOrOKpaTHO MpUiaraHe Ha JI03H OT €JHH
(1akoH MOYKe J1a YBEJIMYU PUCKA OT 3aMbPCSIBAHE U MOCIeIBaINa HHPEKITUS.
Hewusnon3BaHuAT JeKapCTBEH MPOIYKT WK OTHAIbYHUTE MATEPUAIT OT HETO TPIOBa Ja ce

H3XBBPISIT B ChOTBETCTBUE C MECTHHTE M3UCKBaHUSI.
7.  IPUTEXATEJ HA PASPELHIEHUETO 3A YIIOTPEBA
Bayer AG

51368 Leverkusen
I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/12/797/002
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9. JATA HA ITBPBO PABPEIIABAHE/IIOJTHOBSABAHE HA PAZPEIIEHUETO 3A
YIIOTPEBA

[Jata Ha mepBo paspemiaBane: 22 Hoempu 2012 r.
Jarta Ha mocneano noaHoBsBane: 13 romu 2017 1.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Nonpo6na mH(OpManus 3a TO3M JIEKapCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBpomneiickara
arceHITHS TI0 JIeKapcTBaTa https:/ www.ema.europa.cu
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1. HUME HA JIEKAPCTBEHUA TPOAYKT

Eylea 114,3 mg/ml umxekunoHneH pa3TBop
Eylea 114,3 mg/ml nmkeKuMOHEH pa3TBOP B MPEABAPUTEIIHO HAITBIHEHA CIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CBCTAB
1 ml nmxexknnonen pa3teop cpabpka 114,3 mg apmubdepnent (aflibercept)™.

Eylea 114.3 mg/ml HHKEKIIMOHEH Pa3TBOP

Bceku ¢uakon cpappka 30,1 mg agnubepuent B 0,263 ml pa3rBop. ToBa ocurypsiBa H3mon3BaeMo
KOJIMUYECTBO 32 JOCTaBsiHe Ha eauHu4Ha 103a 0,07 ml, ceappkanu 8 mg agaudeprent.

Evylea 114.3 mg/ml HHKEKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

Bcesika mpenBapuTennHO HaTbITHEHA CITPUHIIOBKA Chabpxa 21 mg admmbepuent B 0,184 ml paztBop. Tosa
OCHTYpPsIBa U3IOJI3Ba€MO KOJIMYECTBO 3a JOCTaBsHEe Ha eauHNYHA 1032 0,07 ml, ceappikamu 8 mg
agubepIienT.

* Admubepuent e Gpy3noHEeH MPOTENH, ChCTABEH OT YaCTH OT U3BBHKJIETHYHHUTE JOMEIHH Ha perenTtopu 1
1 2 332 YOBEUIKHU ChJIOB EHIOTENICH pacTekeH dakrop (vascular endothelial growth factor, VEGF),
cBbp3anu ¢ Fc-yactra Ha yoBemku IgG1, u npousseaeH B K1 kiieTku oT SHYHUK Ha KUTANCKU XaMcTep
(Chinese hamster ovary, CHO) upe3 pekomOunanTHa JJHK TexHomorus.

IIoMOIIHO BEIIECTBO C U3BECTHO JCHCTBUE

Bcexn ml nmkeknnonen pa3tBop chappxka 0,3 mg nomcop6bat 20 (E 432).

3a IBIHUS CHHUCHK HA IIOMOIIHUTE BEIIECTBA BIDKTE TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

NuxexmoneH pa3TBop (MHKEKIINs)

Buctsp 10 neko onanecuupail, Oe31BETEH 10 0JI€I0XKBJIT U300CMOTHYCH pa3TBop, pH 5,8.
4. KJIMHUYHU JAHHHA

4.1 TepaneBTHYHHU NOKA3AHUS

Eylea e nioka3zan npu Bb3pacTHH 3a JICUCHUE Ha

- HEOBacKyJapHa (BlIa)KHA) Bb3PacTOBOOOYCIIOBEHA JiereHepanus Ha Makyiara (HBIM)

(Bx. Touka 5.1),
- 3pUTEITHO YBPEKIAaHE, IbJDKAIIO ce Ha auabeTreH MakysieH eneM (JIME) (Bx. Touka 5.1).
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4.2 J103MpOBKA M HAYHH HA MPHJIOKEeHHE

Eylea tpsi0Ba na ce mpuiiara camo OT JieKap CIIEIHUAIUCT C ONUT B MPUIOKEHUETO HA HHTPABUTPEATHH
WHKEKLUH.

EO3I/IQOBK3

[Ipenoppuntennara go3a e 8 mg apnudepuent, ekpuaneHTHH Ha 0,07 ml pastBop. o3upoBkata e
eaHaKBa 3a nmokazanusata HBJAM u JIME. Jlozara ot 8 mg m3ucksa ynorpeda Ha Eylea 114,3 mg/ml.

Jleuenwuero ¢ Eylea 3amouBa ¢ 1 umxekius MecevHo 3a 3 nocrienoBatentu 103u. Clie/l TOBa HHTEPBAINTE
MEX]Ty MHXKEKITHHUTE MOXKE J1a OBJIaT YABIDKSHH JI0 4 Mecella Bb3 OCHOBA Ha TPEIeHKATa Ha JieKaps 3a
3PUTEITHUTE W/UIU aHATOMUYHHUTE PE3yITaTh. BriociaencTBue HHTEPBAINTE MEKITY TPUIIOKCHUATA MOXKE
JIOITBTHUTENTHO J1a ObJaT yIIBIDKEHH JI0 5 Mecella, KaKTo IPU CXeMa Ha JISYCHHUE C yAbDKaBaHe Ha
WHTEpBaJia Ha TpUiaraHe, 0KaTo ce MOIbPKAT CTAOWIHH 3PUTEITHUTE U/UITH aHATOMUYHHUTE PE3yITaTH
(Bxk. Touka 5.1).

AKO 3pUTETTHUTE W/WIK aHATOMUYHUTE PE3YNITATH CE BIIOLIAT, HHTEPBAIBT MEXIY NPHIIOKEHUATA TPsIOBa
CHOTBETHO Aa ObJie HaMaJIeH CIOpea MpeLeHKaTa Ha Jekaps. Hal-kpaTKusT nHTepBal MEXay

2 WHXKEKIIMH e 2 Mecella BbB (azaTa Ha MOIBPXKAILO JICUCHHE.

Meceunu no3u ot 8 mg Eylea He ca mpoyuBaHU 3a moBede OT 3 MOCIEA0BATEHA JO3H.

YecToTaTa Ha MOCEIIEHHUATA 32 MOHUTOpUpPaHe TPsiOBa Jja Ob/ie Bb3 OCHOBA HA ChbCTOSHUETO HA MAlUeHTa
U CIIOpe] MpeLeHKaTa Ha JieKaps. 3a ciIydanTe, IpU KOUTO JICYEHUETO TPsiOBa Jla ce MPEeyCTaHOBHU, BIKTE

Touka 4.4.

Crenuanady nomyJainnu

Bvopeuno unu yepnoopobno yepesicoane

He ca npoBexnani KOHKPETHH MPOYYBaHUs [TPH NAMEHTH ¢ ObOPEYHO WIIH YePHOIPOOHO YBpEXKIaHE.
HannunuTe anHM He TpeamosaraT HyX/1a OT KOpeKIus Ha jo3ara Ha Eylea npu Te3u nanueHTH

(BX. TOuKa 5.2).

Cmapuecka év3pacm
HanuunuTe nanHu He mpennosaraT HyXz1a OT KOpekuus Ha go3aTta Ha Eylea npu Te3u nanueHTH.

Ileouampuuna nonynayus

BbeszomnacHoctTa 1 edmkacHoctTa Ha Eylea 114,3 mg/ml npu aena u roHOIIM Ha BB3pacT 1oj 18 ronuHu He
ca ycraHoBeHH. Hsima cboTBeTHa ynoTpeba Ha Eylea 114,3 mg/ml B nequarpuyHara nomynamus 3a
noka3zanusita HBJIM u JIME.

Hauun Ha OPUITOKECHUEC

Eylea € CaMO 3a MHTPABUTPCATHO MHXXCKTUPAHEC.

WuTpaBuTpearHuTe HHXEKIUU TPSOBa Jla ce U3BBPIIBAT CHIITACHO MEIUIIMHCKUATE CTAHIAPTH U
MIPIJIOKMMHUTE PHKOBOJCTBA OT JIEKap CHEIHAIUCT C ONUT B MPHIIOKEHUETO HA HHTPABUTPEATHU
nmkekuuu. Ilo npuHIMn TpsiOBa 1a ce OCUTYpH aJeKBaTHA aHECTE3H U ACENTHKA, BKIIOUYUTEIHO JIOKATHO
IIMPOKOCTIEKTHPHO MUKPOOUIIHTHO CPENICTBO (HAMpP. MMOBHUJIOH 01, HAHECEH BhPXY KOXKAaTa OKOJIO OUHTE,
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KJIETIa4HTe ¥ O9HATa TOBBPXHOCT). [IpemopruBar ce xupyprudana Ae3snHEKInsI Ha PbLeTe, CTePUITHH
PBKaBHUIH, CTEPHUITHA IOKPUBKA M CTEPHUJICH CIIEKYJIYM 3a KJIeTlaud (MM eKBUBAJICHT).

NuxekimonHaTa uriia TpsoBa j1a ce BbBefe 3,5 10 4,0 mm 3aa muMOa B CTHKIOBHIHOTO TSJIO, KATO CE
n30TBa XOPU30HTATHUS MEPHUIMAH U CE HACOYBA KbM IICHThpPA Ha OUHATa S0BJIKa. ToraBa ce BEBEKIa
UHXEKIMOHHUAT 00em oT 0,07 ml. [Ipu mocneaBamumTe HHXKEKIIMU HHXKEKIIMOHHOTO MCTO Ha CKIiepaTta
TpsiOBa J1a ce CMEHSI.

Hemnocpenctseno cien nHTpaBUTpEaTHO MHXKEKTHPAHE AIIMEHTUTE TPsIOBa Jja ce CIIET 3a MOBUIIAaBaHe
Ha BBTPEOYHOTO HajsArane. [1oaxoaa1ioTo mpocieaBaHe MOXKE Jla BKIIFOUBA TPOBEPsSIBAHE Ha Tepdy3usiTa
Ha ONTUYHUS AWCK WU TOHOMEeTpHs. TpsOBa 1a iMa Ha pasoNIoKeHNe CTEPIITHO 000pyABaHe 3a
MapareHTe3a Ipyu HeoOX0IUMMOCT.

Cren MHTpaBUTpEATHO HHXKEKTHPaHE MAllMEHTUTE TPSAOBa Jja c€ MHCTPYKTUPAT J1a ChoOIIaBaT He3abaBHO

3a BCSIKAKBU CUMIITOMH, HACOUYBAILU KbM eHIo(TanMut (Hamp. 60JIKa B OKOTO, 3a4epBsBaHE Ha OKOTO,

(hoTohoOus1, 3aMBIIICHO 3pEHUE).

Bceku ¢uakon wim npenBapuTeTHO HAITbJIHEHA CIIPHHLIOBKA TPsIOBA J1a ce M3I0JI3BA 3a JICUCHUE CaMo Ha

€/IHO OKO.

CJ'ICZ[ HUHKCKTHUPAHE U3XBBHPJICTC HCUSIIOJI3BAHUA IMTPOAYKT WM OTIIAABYHUTE MAaTCpHaJInd OT HECTO B

CBhOTBCTCTBUE C MECTHUTEC U3UCKBaHUS.

3a paboTa ¢ JeKapCTBEHUS MPOIYKT HPeIu MPUIIOKEHNUE BIXKTE TOUKa 6.6.

4.3 IIporuBomoxkazaHusi

- CBp’LX‘IYBCTBI/ITeHHOCT KbM aKTHBHOTO BCIICCTBO UJIM KbM HIAKOC OT IOMOIITHUTC BEIICCTBA,
n30poeHu B Touka 6.1.

- OuHa 1M OKOJI00YHA HH(EKLHS.

- AXTHBHO TE€XKO BBTPCOYHO BH3MAJICHUC.

4.4 CroenuajaHu npeaynpexaeHus U MpeANa3Hil MEPKH NPH ynoTpeda

IIpocaenumoct

3a 1a ce moxo0Opy NpoCIeqUMOCTTa Ha OMOJIOTMYHHTE JIEKAPCTBEHU MPOLYKTH, UMETO U HAPTUIHUAT
HOMEp Ha MPHUJIOKECHUS IPOAYKT TPsIOBA SICHO J1a ce 3aIHCBaT.

Peaknym CBBbP3aHH C UHTPABUTpCaIHATA MHIKCKIIMA

WuTpaBuTpeanHuTe HHXEKIIMHU, BKIIOUUTENTHO Te3u ¢ Eylea, ce cBbp3BaT ¢ eHI0(TAIMUT, BBTPEOUHO
BB3MAJICHHE, OTJICIIBAHE HA PETHHATA, pa3KbCBaHE Ha PETHHATA M TPABMATUYHA KaTapaKTa

(Bk. Touka 4.8). Ilpu npuinoxenne Ha Eylea BuHaru TpsoBa 1a ce U3Moi3BaT MOIXOASIIN aCeTITHYHH
TeXHHMKHU Ha WHKekTupane. [lanuentuTe TpsOBa qa ObJaT MHCTPYKTHPAHHM Ja ChoOIaBaT He3a0aBHO 3a
BCSKaKBU CUMIITOMH, HACOYBAIY KbM €HIO(PTAIMUT WIH HIKOE OT TIOCOYEHUTE MO-TOPE CHOUTHS, U J1a
OBbJIaT JIEKyBaHHU I10 MTOAXOISII HAYHH.
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IloBuIIeHO BETPEOYHO HAJIATAHE

[IpexoaHy MOBUILIEHHS HA BBTPEOYHOTO HAJISITaHe ca HabJroAaBaHu B paMKuTe Ha 60 MUHYTH Clie/l
WHTPaBUTPEATHO MHKEKTHUpaHe, BKiItounTenHo ¢ Eylea (Bx. Touka 4.8). [1o Ta3u npuurHa, KakTo
BBTPEOYHOTO HAISTaHe, Taka U nepy3usara Ha ONTUYHMS JUCK TpsIOBa Jla ce IMpOoCiesBar U Jia ce
JIEKyBaT 110 MOAX0AAM] HaunH. CriequaiHy NpeAna3Hd MepKH ca He0OXO0AUMHU MPH NalKueHTH ¢ Heaoope
KOHTpOJIMpaHa riaykoMa (1a He ce nmkekTupa Eylea, nokato BbTpeounoro Hamsarane € > 30 mmHg).

HNMyHOreHHOCT

TBii KaTO € TepaneBTUYCH MPOTEHH, TP adIHOEPIENT CHIIECTBYBA BEPOITHOCT 38 UMYHOTCHHOCT (BXK.
touka 5.1). [lartuenTrre TpsOBa na ObOAT MHCTPYKTHUPAHH J1a CHOOIABAT 32 BCSIKAKBU MPU3HALN HITH
CUMIITOMH Ha BRTPEOYHO Bh3IMaJIicHUE, Harp. 00Jka, (hoTodoOus WK 3aUepBsIBaHEe, KOETO MOXKE Ja ©
KIIMHUYCH TPU3HAK, 00SCHUM ChC CBPBXYYBCTBUTEIHOCT.

Cucremun edexru

CucTeMHH HeXeJIaHU ChOUTHS, BKIFOUNTETHO U3BBHOUYHN KPHBOU3IMBY U apTEPUATHU
TPOMOOEMOOIMYHU CHOUTHS, Ca CHOOIIABAHHU CJIE]] HHTPABUTPEATHO HHKEKTHPaHe Ha MHXUONTOPH Ha
VEGF u uma TeopeTryeH puck, ue Te MOXKe J1a ca cBbp3aHu ¢ nHxuOupaneto Ha VEGF (Bxk. Touka 4.8).
Nma orpannyenu ganHu 3a 6€30MacHOCT MpH JiedeHre Ha nanuedtu ¢ HBJIM u JIME ¢ anamuesa 3a
WHCYIT, IPEXOJHU UCXEMUYHH aTaKy WK MH(APKT Ha MHOKapa B paMKHUTE Ha IOCIEAHUTE 6 Mecena.
TakuBa nanueHTH TpsOBa Aa ce JEKyBaT C TOBUIIEHO BHUMAaHHE.

bunarepanHo neuenue

BezonacnocrTa n eukacHocTTa Ha OMarepanHoTo neueHue ¢ Eylea 114,3 mg/ml BBB Besiko 0Ko He ca
Mpoy4BaHu (BXK. Touka 5.1). Ako OuaTepaaHOTO JieueHHE Ce N3BBPIIN €IHOBPEMEHHO, TOBA MOXKE J1a
JIOBEZIEC A0 MOBHUILEHA CUCTEMHA EKCIIO3UIHS, KOETO MOXKeE Ja MOBUIIM PUCKA OT CUCTEMHH HEXEIaH!
CHOUTHSL.

CorpreTBaina ynorpeba ¢ apyru antu-VEGF

Nma orpannyeHu AaHHU 3a ChIbTCTBaIaTa ynorpebda Ha Eylea ¢ npyru antu-VEGF nekapcteenu
MIPOIYKTH (32 CHCTEMHO WJIM OYHO MPHUIIOKEHUE).

HDCVCTaHOBHBaHC Ha JCYCHUCTO

JleuenueTo TpsiOBa a ObJIC MPEYCTAHOBEHO B CIyYail Ha:

- HaMalsiBaHe Ha Hail-noOpe Kopurupanara 3puTenHa octpora (best corrected visual acuity, BCVA) c
> 30 OyKBH B CpaBHEHHE C TIOCJICJIHATA OIICHKA Ha 3pUTEIHATA OCTPOTa

- perMaToreHHO OTJICIIBaHE HAa PETUHATA WJIH CTaJUi 3 Win 4 MaKyJIHU JTyTKHA

- pa3KbCBaHE Ha peTUHATA

- cyOpeTHHaNHa XeMOoparus, BKIIOYBAIIA [EHTHpa Ha (oBesiTa, HiIH, aKo Pa3MepbT HAa KPbBOUBIIHMBA €
> 50% ot oOmrus pazMep Ha Je3usTa

- W3BBPLUICHA WM IUIAHUPaHa BbTPEOYHA XUPYpruyHa HHTEPBEHIUS B PAMKUTE Ha NPEIXOAHUTE WIN
clieaBalure 28 qHU.

Pa3kbcBaHE HA MUTMEHTHHS CUTEN Ha pe€TuHara

PuckoBuTe akTopu, CBBP3aHM C Pa3BUTHETO HA pa3KbCBaHE Ha MMUTMEHTHUS €MHUTEN HAa PETUHATA CIIe]T
antu-VEGF tepanus 3a HB/IM, BKIIIOYBAaT OOIIUPHO W/MITM BUCOKO OTJICTIBAHE HA MUTMEHTHUS €MTUTEN Ha
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perunarta. [Ipn 3amouBane Ha Tepanus ¢ adhauOEpIIenT € He0OX0UMO ITOBHINICHO BHUMAaHHUE TTPH
MAIMEHTH C Te3H PUCKOBH (aKTOPH 32 pa3KhCBaHE HA MUTMEHTHUS €MUTEN HA PETHHATA.

Kenu ¢ nereposieH HOTEHINAI

Xenwnre ¢ geTepoieH MOTEHIMAN TPOBa Ja N3MON3BaT e)eKTHBHA KOHTPALICIIHUS 110 BpEME Ha JICUCHHE 1
Hail-masiko 4 Mecella ciies mocieaHara nHTpaBuTpeanta nwkekuus Eylea 114,3 mg/ml (Bxk. Touka 4.6).

[Honymanuu ¢ orpaHuYeHN JaHHA

Nwma orpannden ot ¢ neyenneTo ¢ Eylea mpu manmenTn ¢ auadet ¢ HbAlc man 12% wnnu
nponudepaTuBHA JUaOETHA PETHHOIIATH.

Eylea He € mpoy4BaH Npy NAIMEHTH ¢ aKTUBHU CUCTEMHU MH(EKITUY WK MIPH MAIUSHTH ChC
CHITBTCTBAIIA OYHU HAPYIICHUS KaTO OTJICTIBAHE HA PeTUHATA WK MaKyyHa Aynka. OCBeH TOBa HAMa
oruT ¢ JieueHue ¢ Eylea npu manuenTy ¢ AnadeT ¢ HEKOHTPOJIUpaHa XUIEePTOHUs. Ta3u urca Ha
nHpopMaIus TpsOBa J1a ce Ma MPEABH OT JeKaps MPH JICUYCHNE HA TAKWBA MAIIUCHTH.

Nudopmanus 3a HOMOIIHUTE BENIECTBA

Tosu nexapcrBeH mpoaykT cbabpxa 0,021 mg momucopbar 20 BbB Besika no3a ot 0,07 ml, kouro ca
exBuBasieHTHH Ha 0,3 mg/ml. [TosmcopOaTuTe MOraTt Aa MPUYUHAT aJICPrUUHN PEaKIIUU.

4.5 BzauMmopeiicTBHe ¢ IPYIrd JeKAPCTBEHH NPOAYKTH M APYrH (OpMH Ha B3auMo/eiicTBHe
He ca mpoBexxaanu npoy4BaHusl 3a B3aUMOJCHCTBUATA.
4.6 ®DeprTUauTeT, )PpEMEHHOCT M KbPMeHe

JKeHu ¢ ieTepoJieH MOTEHINAI

JKenute ¢ nerepojicH MOTEHIIMAN TPOBa Aa W3MoJI3BaT e()eKTUBHA KOHTPAIICIIIUS 110 BpeMe Ha JICUCHHE U
Hal-MaIko 4 Mecela ciie] mocyieJHaTa nHTpaBuTpeatna nmkekiys Eylea 114,3 mg/ml.

BbpemenHoct

Mma orpaHnyeHH 1aHHU OT yrorpedara Ha aduubeprienT npu OpeMEeHHH JKEHH.

[IpoyuBaHusTa MpH )KUBOTHM MTOKA3BAT PEIIPOAYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).

Eylea 114,3 mg/ml He TpsibBa na ce mpuiiara o BpeMe Ha OpeMEHHOCT, OCBEH aKo MMOTEHIMAIHATA 10JI3a
HE HaJIXBBPJIS OTEHIIMAITHHS PUCK 32 TUIOAA.

Kbpmene

B®3 ocHOBa Ha MHOTO OrpaHWYeHH JaHHM NP Xopa, aguubepuenT MoXKe J1a ce eKCKpeTHpa B KbpMaTa B
HHCKa cTereH. A¢uubeprient e roixsMa MpoTeMHOBA MOJICKYJIa M KOJIMYECTBOTOTO Ha JISKAPCTBOTO,
abcopOupaHo MpH KbpMaueTo, ce 04akBa Aa Obae MuHuManHo. Edekrute Ha adamnbepuent BbpXy
KbPMEHOTO HOBOPOJICHO/KbPMAUETO HE Ca U3BECTHH.

Karo npexmasHa msipka, He ce IpernopbhiBa KbpMeHe 10 BpeMe Ha yrorpebara Ha Eylea 114,3 mg/ml.

DepTUInTeT
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Hsima nannu 3a deprunutera nmpu xopa. Pesyarature oT MpoydYBaHUSTA IPH )KUBOTHU C BUCOKA CHCTEMHA
SKCITO3MIIUSI TTOKA3BaT, ue adinOepIent MoXe Ja yBpeau GepTHInTeTa MPU MBbKKH U )KEHCKU KUBOTHH
(Bk. Touka 5.3).

4.7 EdexTu BbpXy cioco0HOCTTA 32 modupaHe u padoTa ¢ MAIIUHA

Nuxextupaneto ¢ Eylea moBnusBa B MaJika CTENEH CIIOCOOHOCTTA 32 MopupaHe U padoTa ¢ MaIllWHHY,
Mopajii Bb3MOXKHO BPEMEHHO 3PUTEITHO CMYIIEHHE, CBhP3aHO WM C HHKEKIIUATA, UIIA C OUHHS MIPETIIeI.
[NarmenTure He TpsiOBa Aa modupar uiw qa paboTAT ¢ MAIIMHU, TOKATO 3pUTETHATa UM (QYHKINS HE ce
BB3CTaHOBH B JIOCTAThYHA CTEIICH.

4.8 HexelaHu JeKapcTBEeHH PeaKkHu

PesroMe Ha npoduia Ha 0€30IMaCHOCT

Cepro3HHTE HEXETIAaHU PeakLu ca kartapakra (8,2%), petnHanHa xemoparus (3,6%), mOBUIIEHO
BBTPEOYHO HaJsirane (2,8%), KpbBOM3IMB B CTHKIOBUAHOTO TsU10 (1,2%), cyOKarcyapHa katapakTa
(0,9%), nykneapna xartapakra (0,6%), oTienBane Ha peruHata (0,6%) u pa3kscBane Ha peruHaTa (0,5%).

Hati-uecTo HaO0qaBaHUTE HEXKETAHHU PEAKIIMH MIPH MAIlMCHTUTE, JeKyBanu ¢ Eylea 114,3 mg/ml, ca
karapakTa (8,2%), HamaJyieHa 3puTeiHa octpora (4,4%), MBTHUHH B CTHKJIOBUIHOTO Tsu10 (4,0%), ,
KOHIOHKTHBaJHa xemoparus (3,8%), oTienBane Ha CTHKIOBUAHOTO TsUIO (3,7%), peTHHATIHA XeMOparus
(3,6%), noBuiieHO BbTpeouHO HaysAraHe (2,8%) u 6oska B 0k0TO (2,0%).

[MpodumsT Ha Ge3omacHOCT, HAOMIOAAaBaH B 3-T€ KIMHUYHH MPOYYBAHHUS € CXOJCH IPH MaIUEeHTHTE,
nexyBanu ¢ Eylea 114,3 mg/ml (N=1 217) u Eylea 40 mg/ml, (N=556), u npu nanueatute ¢ HB/IM u
JIME.

CouchK Ha HEXKEIIAHUTE PCAKIIMH B TaOJIMUEH BU

[Nomynanwmsra 3a 6e3omacHocT B 3-te KinHU4HU npoyuBanus ¢aza [I/1I1 (CANDELA, PULSAR,
PHOTON) ce cvcton ot 00mmo 1 217 nanuenty, nekyBanu ¢ Eylea 114,3 mg/ml.

JannuTe 3a 6€30MacHOCT, OIMCAHU T0-JI0JTY, BKIIIOYBAT BCUUKU HEXKeJIaHH PEAKIIUH C IPHUEMITHBA
BEPOSITHOCT 32 MPUYMHHO-CJIEJICTBEHA BPh3Ka C MPOIIEAypaTa Ha HHKEKTUPAHE UM JIEKapCTBEHUS
HPOIYKT.

Hesxxenanute peakiiuu ca i30pOCHHU 10 CHCTEMO-OPTaHeH KJIac M YeCTOTa C M3I0JI3BaHe Ha clielHaTa
KOHBEHITUS:

MHoro yecTd (> 1/10), wectu (> 1/100 mo < 1/10), mHewectu (> 1/1 000 no < 1/100), penxu

(> 1/10 000 no < 1/1 000), ¢ Heu3BeCTHA YecTOTa (OT HAIMYHKUTE JJAHHU HE MOJXKE J1a ObJie HallpaBeHa
OTICHKA).

B pamkuTe Ha BCSKO TpyIUpaHe 10 YeCTOTa, HEXKEITAHUTE PEaKIUH ca MIPECTABeHH B HU3XOJIAII PeJl 10
OTHOIIICHUE HA TSIXHATA CEPHO3HOCT.
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Tabauna 1: Bcuuku cCBbpP3aHU ¢ JIeYeHUEeTO HesKeJIaHH PeaKkliuu, ChoOIABaHN NMPHU MANMEHTH ¢
HB/IM unu IME, nexyBanu ¢ Eylea 114,3 mg/ml B npoyuBanusTa ¢a3za II/I11 niau no Bpeme Ha
NOCTMAPKETHHIOBOTO HAOIIOiCHHEe

CucremMo-opratnex YectoTa Hesxenana peakumst

KJI1ac

Hapymenus Ha Yectn CBpPBXUYBCTBHTEITHOCT *

HMYHHATa CHCTEMA

Hapymienusi na Yectn Karapaxkra, [loBuIIeHO BBTPEOUHO HANISATAHE,
ouuTe MBTHUHM B CTBKIOBUAHOTO Tsu10, OTIENBaHE HA

CTBKJIOBUAHOTO TsU10, KpbBOU3IUB B
CTBHKJIOBUAHOTO TNIO, PeTnHanHa xemoparus,
Hawmanena 3putenna octpora, bosika B okoTo,
KontoHkTrBasiHa Xemoparusi, ToYKoBUJIEH
kepatut, KopHeanna abpa3zus

Heuectn OrtnenBaHe Ha peTUHATA, Pa3kbcBaHe HA
peTuHaTa, Pa3kbcBaHe Ha MUTMEHTHUS €IUTEN Ha
petuHaTa, OTJIECNIBaHE HA MUTMEHTHUSI CIUTEN Ha
peruHarta, YBeut, Uput, Upunonvknur, Butpenr,
Koptukanna xarapakra, HykneapHa kaTapakra,
CyoOxkancynapHa kaTapakTta, KopaeamHa epo3wus,
3ambriieHo 3peHue, bonka Ha MACTOTO Ha
WH)XEKTHpaHe, Y celllaHe 3a YyKJ0 TAJI0 B OUHTE,
[ToBunieHa akpumanusi, XeMoparus Ha MsCTOTO
Ha MH)KeKTHUpaHe, KOHIOHKTHBAlIHA XUTIEPEeMHUS,
Orok Ha kienava, Ouna xurnepemusi, J{pasHene Ha
MSCTOTO Ha HHXEKTHPAHE

Penkn Orok Ha porosuiara, [lombTHsIBaHE Ha JeLaTa,
Jerenepanus Ha peTuHara, /J[pasHeHe Ha Kienadya
C nemssectHa yecrora | Crueput**

*  CpoOIIEHHUITA 32 CBPbXUYBCTBUTEIHOCT BKIIIOYBAT OOPHB, ChPOEK, ypTUKAPUSI.

**  OT MOCTMApKETHHTOBH CHOOIICHHS.

Crnennure Hexenanu peakipn kbM Eylea 40 mg/ml ce cunrar 3a oyakBanu u ipu Eylea 114,3 mg/ml, HO
He ca choOIIeH B KTMHUYHUTE MTpoyuBanus ¢ Eylea 114,3 mg/ml: HeoOnuaitHo yceniane B 0KOTO, AedekT
Ha emnHTeNa Ha POrOBUIIATa, THHAANI B IIPEJHATa Kamepa, eHA0(TaIMHT, CIIEN0Ta, TpaBMaTHYHa KaTapakTa,
XHIOMHOH, TeXKH aHA(QHUIaKTUIHH/aHA(DWIAKTOMTHH PEaKIINH.

Onucanue Ha I/I36DaHI/I HCXKEJIaHU pCaKIINH

Heocenanu peaxyuu, cevp3anu ¢ kiaca iekapcmea

Aprepuanaute Tpomboemoonuunu crouTus (ATC) ca HexkeNnaHu peakiuu, KOUTO ca MOTSHITHAITHO
CBBbp3aHM cbe cucteMHo nHxuOupane Ha VEGF. CoiiectByBa TeoperuueH puck or ATC, BKIIOUUTETHO
WHCYNT ¥ HHApKT Ha MUOKap/a, Cliel MHTPaBUTPEATHO MpuiiokeHue Ha naxuouropn Ha VEGF. Hucek
nporieHT Ha 3aboseBaemoct oT ATC e HaO0AaBaH B KITIMHHYHNUTE IPOYYBaHHs ¢ adaubepent npu
naruentu ¢ HBJIM u JIME. Cpen nmoka3anusitTa He € Ha0JII0/1aBaHa ChIIIECTBEHA Pa3iinKa MEXy TPYIHTE,
nexyBanu ¢ Eylea 114,3 mg/ml u cpaBHuTenHure rpyny, Jekysanu ¢ Eylea 40 mg/ml.

Cpo0I11aBaHe Ha IMOA03MPAHU HEXKETAHU PEAKIINH

CpoOI11aBaHeTO Ha MOI03UPAHK HEXKETaH! PEaKI|U CJIe]] pa3peliaBaHe 3a yrnoTpeoda Ha JIeKapCTBEHHs
MPOAYKT € BaykHO. TOBa MO3BOJISIBA A2 IPOIBIIKH HAOTIOIEHUETO HA ChOTHOIIIEHUETO MOJI3a/PUCK 3a
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JIeKapcTBeHUS MPOAYKT. OT MEAMIIMHCKATE CTIEMAIICTH CE M3KUCKBA J]a ChOOIaBaT BCsAKa MMOI03MPaHa
HEeXeJlaHa peakiys Ype3 HallMOHATHA CHCTEMa 3a Cho0IIaBane, mocoueHa B [Ipuinoxkenue V.

4.9 Ilpeno3upane

[Ipeno3upanero ¢ mo-royisiM 00eM Ha MHXKEKTHUPaHE MOXKE Jla IIOBUIIIH BhTPEOYHOTO Hajsrane. [1o Ta3u
MPUYWHA B CIIy4yail Ha mpeo3upaHe TpsAOBa Ja ce ClIe BhTPEOYHOTO HANIATAHE U JIa Ce 3all0YHE
MTOIXOJIAITIO JIEYCHHE, aKO Ce cueTe 3a He0OXOIMMO OT JIeKyBarus Jexap (Bx. Touku 4.4 u 6.6).

5. DPAPMAKOJIOT'NYHU CBOUCTBA

5.1 ®apmakoguHAMHMYHM CBOIicTBA

dapmakoTepaneBTuuHa rpyna: OGTaaIMONIOTHYHU CPENICTBA, AaHTHHEOBACKYIAPH3UPAILU CPEICTBA,
ATC xox: SO1LAOS

Admmbeprient e pekoMOMHAHTEH (Py3MOHEH MIPOTEHH, ChCTABEH OT YaCTH OT U3BBHKICTHYHHUTE JIOMEHHH
Ha peuentopu 1 u 2 3a VEGF, cebp3anu ¢ Fc-yactra Ha yoBewku IgGl.

Admubeprent e npomnsBeneH B K1 kirerku ot situank Ha kutaiicku xamcrep (Chinese hamster ovary,
CHO) upe3 pekomOunanTHa JJHK TexHomorus.

MexaHu3sM Ha JIEUCTBHUE

CwaoBusAT eHoTeNeH pacTexeH (paktop-A (vascular endothelial growth factor-A, VEGF-A) u
TUTALEHTHUAT pacTexxeH (akrop (placental growth factor, PIGF) ca unenose Ha cemeiictBoto Ha VEGF
AHTMOTeHHUTE (PaKTOPH, KOUTO MOTaT J1a IeHCTBAT KATO MOILITHH MUTOT€HHH, XEMOTaKCHUYHH U BIIUSEIIN
BBPXY ChIOBUS epMeadbuinteT hakropu 3a ennorennute kiaetku. VEGF neiictBa upes aBe peLenTopHu
tupo3ul kuHaszu, VEGFR-1 u VEGFR-2, na noBbspxHocTTa Ha eHfoTenuure kietku. PIGF ce cBbp3Ba
camo ¢ VEGFR-1, ko#iTo ce Hamupa ChIII0 U 10 MOBBPXHOCTTA Ha JieBKouuTuTe. [IpexomMepHOTO
aKkTuBHpaHe Ha Te3u peuentopu oT VEGF-A mMoxe na goBese 10 NaToIOTHYHA HEOBACKYIapU3aLus U
peKoMepHa chaoBa nponyckiauBoct. PIGF moxke na neiictBa camocrosiTenHo, 3a 1a aktusupa VEGFR-1
W J1a CTUMYJIMpA BB3MAINTEIHA PeaKiusl B pETUHATA, U € U3BECTHO, Y€ MOBUIIIABA YECTOTATa Ha
MATOJIOTUYHUTE ChCTOSIHUS KaTo HB/IM, nuaberna petunonarus (P), JIME u oxiry3ust Ha peTrHaIHA
BeHa (OPB).

dapmakoguHaMuuHU €HEKTH

AdmubeprienT neiicTBa KaTo pa3TBOPHM perentop "mpumamMka”, Koiito ce cebp3Ba ¢ VEGF-A u PIGF ¢
[M0-BUCOK a()UHUTET, OTKOJIKOTO €CTECTBEHUTE UM PEILICIITOPH, KaTO 110 TO3M HAYMH MOJKE J1a MHXHUOHUpa
CBBP3BAHETO U aKTUBUpaHeTo Ha Te3u cxoguu VEGF penentopu.

[Ipu npoy4BaHus NpH )KUBOTHHU aIuOEpIEHT MOXKE J1a IPEOTBPATH MMATOJIOrMUHA HEOBACKYJIapU3allHs U
CHJIOBO M3THYAHE NIPH PEIIla pa3IMuHN MOJICIIH Ha OYHO 3a00JIIBaHe.

uBIM

HBJIM ce xapakTepusupa ¢ maTojJoruyHa Xxopouaaina Heosackynapuzanus (XHB (choroidal
neovascularisation, CNV)). Ustuuanero Ha KpbB 1 TeuHOCT oT XHB Moke Aa Npu4nHN OTOK Ha peTHHaTa
W/viam cy0-/MHTpapeTHHAIHA XeMOparus, BoJIella 0 3ary0a Ha 3puTeHa OCTpOTa.
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QapmakoanHaMuHATE edexTH Ha admoepuent 114,3 mg/ml, npunaran Ha Bcexu 12 ceqmumm (8Q12) u
Ha Bceku 16 ceqmunu (8Q16), ca ommcanu B cpaBHeHue ¢ agumbeprient 40 mg/ml, mpunaran Ha BCEKH

8 cenmunu (2Q8) 3a nokazanuero HB/IM. Te3u edexTu ca mocoueHn KaTo npomMsiHa B pa3mepa Ha XHB
OT M3XOJIHO HUBO JI0 ceAMuIa 12, mpomsiHa B 00mIaTa IIIOL] Ha JIE3UsITa OT U3XOAHO HUBO 10 ceAMUIH 48,
60 1 96 1 mpoMsIHa OT M3XOAHO HUBO B AcOennHaTa Ha eHTpairHara peTiuHa (central retinal thickness,
CRT).

B c6opnara rpymna nanuenty, nekyBanu ¢ 8Q12 umm 8Q16, HamanenneTo B pasmepa Ha XHB (cpenna
CTOWHOCT TI0 MeToa Ha Hal-MankuTe kBampaT (LS mean) Ha 6a3aTa Ha CMECEH MOJEI ¢ MHOTOKpaTHH
usmepsanus (mixed model for repeated measurements, MMRM) na ceqmuna 12 € -1,63 mm? B cpaBHeHuME
¢ -1,17 mm? npu nanuenTy, neKysanu ¢ 2Q8.

Tabumuna 2: @apmakoguHAMHUYeH NOKa3aTes] (UA1aTa aHATU3MPAHA MONYJIAlNs) B IPOYYBAaHETO

PULSAR

PesyaraTn 3a epUKACHOCT Ceamuna 5\31’153 gglz 53’12‘3 ;?)16 g\)lrl:z ;gs
Ilpomsina B 0611ATA ILIONI HA JIE3UATA OT H3X0AHOTO HHBO [mm?]
LS cpesna cToiiHOCT A 12 -0,55 -0,30
ApUTMETHYHA CpeHa CTOMHOCT
(SD). HabmoniaBara -0,4 (2,9) -0,2 (3,1) 0,1 (3,6)
LS cpenna croiinoct (SE) A 48 -0,46 (0,19) -0,35 (0,20) 0,09 (0,22)
Pasnuka B LS cpennute croitHoCcTH -0,55 -0,44
(95 % JAN) AB (-1,04; -0,06) (-0,94; -0,06)
ApUTMETHYHA CpeHa CTOMHOCT
(SD). Habmonasara -0,5(2,8) -0,4 (3,2) -0,3 (3,2)
LS cpenna croiinoct (SE) A 60 -0,48 (0,20) -0,54 (0,21) -0,24 (0,20)
Pasnuka B LS cpennute croitHoCTH -0,24 -0,29
(95 % JA) AB (-0,72; 0,24) (-0,79; 0,20)
ApUTMETHYHA CpeJHa CTOMHOCT
(SD), HabmosiaBana -0,3(3,3) -0,3 (3,2) -0,2 (3,4)
LS cpenna croiinoct (SE) # 96 -0,43 (0,20) -0,42 (0,20) -0,18 (0,20)
Paznuka B LS cpennute croitHOCTH -0,25 -0,24
(95 % AN) ~P (-0,72; 0,21) (-0,71; 0,22)

LS cpenna croitnoct, JIU u p-ctoiiHOCT Ha 6a3ata Ha MMRM, kaTo M3MepBaHETO Ha Haii-100para
KOpHUTHpaHa 3pUTEIHA OCTPOTa Ha n3x01HO HUBO (BCVA) e KoBapuaHT, rpymnara Ha jiedeHue - (hakrop,
MIPOMEHJIMBHUTE [P BU3UTHUTE U CTPATU(HUKALUSITA, U3MOJI3BAHH 32 paHIoMuU3alus (reorpad)cku periuoH,
abcomotHa BCVA Ha M3X0/1HO HUBO) - GUKCUpaHH (HAaKTOPH, KAKTO M TEPMUHM 33 B3aUMOJCHCTBUETO MEKIY
BCVA Ha u3X0AHOTO HUBO M BU3UTA U 3a B3aUMOJIEUCTBUETO MEKY JIE€UEHUE U BU3UTA.

AOcomoTHaTa pa3iiuKa € ChOTBETHO cToiHOCTTa mpu Eylea 8Q12- mimm 8Q16-rpynuTe MUHYC CTOHHOCTTA
pu 2Q8-rpynure.

JAU: JloBepurteneH UHTEpBaI

LS: Meroa Ha Hail-MankuTe KBaJIpaTu

SD:  CraHgapTHO OTKJIOHEHHE

SE:  CraHmapTHa rpemka
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®@urypa 1: Cpeana npomsina o MeToJa Ha Hali-ManakuTe kBajapaTu (LS) B 1eGesimnaTa Ha
nentpannara peruna (CRT) ot nu3xogHoTo HUBO 0 ceMuna 96 (usyIaTa aHAJIM3UPAHA MOMYJIALMA)
B npoyuBaneto PULSAR
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JlnabGeTHUAT MaKyJIeH €1eM Ce XapaKTepu3upa C MOBHIICH ChOB EPMEaOMIIUTET U yBPEXKIaHE Ha
PETHHHHTE KaluJsipy, KOETO MOJKE J1a IoBee 10 3ary0a Ha 3puTesIHa OCTPOTA.

dapmakoaunHamuynute edextr Ha apaudepuent 114,3 mg/ml, npunaran na Bceku 12 ceqmunu (8Q12) u
Ha Bceku 16 ceqmunu (8Q16), ca omcanu B cpaBHeHue ¢ agumbeprient 40 mg/ml, mpunaran Ha BCEKH

8 cenmunu (2Q8) 3a nokazanuero JIME. Te3u edexT ca mocodeHu KaTo MpoMsiHa B 30HATA HA U3THYAHE
OT U3XOJHOTO HUBO 110 ceamuiu 48, 60 u 96.

Tabauua 3: @apMakoguHAMHMYEH MOKa3aTe ] (UsUIaTa AHAJM3MPAHA MOMYJIAlUs) B IPOYYBAHETO
PHOTON

Pe3yarartu 3a epuxacHoct Cenmuna g\? l:a:gg)lz 5\)1712312?)16 ?1\? l:alé%s
IpoMsina B 06,1aCTTA HA M3THYAHE" OT M3XOHOTO HUBO [Mm?]
ApuTMeTHYHA CpeHa CTOWHOCT 48 -13,9 (13,91) -9,4 (11,50) -9,2 (12,11)
(SD), mabmonaBana 60 -13,9 (13,54) -12,0 (13,26) -14,4 (12,89)
96 -12,8 (10,98) -9,4 (10,61) -11,9 (11,26)

A

SD:  CraHgapTHO OTKJIOHEHHE

Bb3 OCHOBA Ha M3MEpBaHe 4Ype3 GIIyopeCleHHOBA aHTHOTpadust
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@urypa 2: Cpeana npomMsiHa Mo MeToJa Ha Hali-manakuTe kBaapaTu (LS) B 1eGeqimnaTa Ha
nentpannara peruna (CRT) ot u3xognoro HuBO A0 cenmuna 60 (usiiaTa aHaJu3upPaHA NOMYJIALMA)
B npoyusanero PHOTON
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Cnen npunarane Ha Eylea 114,3 mg/ml 3a 10 96 cenmuiu jeueHue, Bb3HUKBAIIH ITPH JICYCHUETO
anTuTena cpemy Eylea 114,3 mg/ml ca otkputu mipu 2,5% 10 4,4% oT manueHTHTe, JiekyBanu 3a JIME u
HB/IM. He ca HabmoiaBanu TOKa3aTeNCTBa 32 BIMSIHAE HA aHTUJIEKAPCTBEHUTE aHTHUTEIA BHPXY
(hapmakokmHETHKATa, €(hUKACHOCTTA MIIM O€30MTaCHOCTTA.

Kinnununga edbukacHOCT B 6€301aCHOCT

uBJIM

Llenu na npoyusanemo

BezomnacHoctTa 1 emkacHoctTa Ha Eylea 114,3 mg/ml ca onieHeHn B paHIOMU3HPAHO, MHOTOIIEHTPORBO,
JBOMHO-3aMacKUpPaHo, aKTUBHO-KOHTposnpaHo npoyusBane (PULSAR) npu maruenTn ¢ HenekyBaHa
HBJIM.

OcHoBHarta 1€ € J1a ce onpeenu nanu gedeHuero ¢ Eylea 114,3 mg/ml na unrepsanu ot 12 (8Q12) nin
16 cenqmunn (8Q16) ocurypsiBa He Mo-Malika IpOMsiHA B Haii-100paTa KOpUrupaHa 3puTeIHa OCTPOTa
(BCVA) B cpaBuenue ¢ Eylea 40 mg/ml na Bcexku 8 cenmunm npu nauuenty ¢ HBJM.

Bropuunure 1ienu ca na ce onpeaenu epextsT Ha Eylea 114,3 mg/ml cnpsimo Eylea 40 mg/ml Bepxy
aHaTOMHMYHUTE U JPYTH 3pUTETHU NapaMeTPH KaTo Pe3yiITaT OT JICUCHHUETO U Jia Ce OLIeHH 0e30MacHOCTTa,
MMYHOTEHHOCTTA 1 (hapMaKOKMHETHKATa Ha aiuOepIernT.

[IbpBUYHATA KpaiiHa TOYKa 32 e(UKACHOCT € IpOoMsiHATa OT U3X0JHOTO HIBO B BCV A, m3mepeHna ¢
OYKBEHHS CKOp OT IIPOYYBAHETO 3a PaHHO JieueHue Ha quadeTHa petuHonartus (early treatment diabetic
retinopathy study, ETDRS), Ha cenmuna 48.

OCHOBHUTE BTOPUYHU KpaitH! TOUYKHU ca mpoMsHata B BCVA ot u3xogHoTo HUBO Ha ceamunia 60 u
MPOIICHTHT Ha MalueHTHTe 0e3 NHTpapeTuHanHa TeuyHocT (intraretinal fluid, IRF) u cyOperunanna
teuHocT (subretinal fluid, SRF) B uentpannoro noamnone Ha cenmuna 16.

Hapen ¢ npyru, TOIMBJIHUTEIHA BTOPUYHN KPAHU TOYKH ca MPOIEHTHT Ha MAIUEHTUTE C MOI00pEHUE OT
Hani-Manko 15 6ykeu B BCVA oT n3X0IHOTO HUBO Ha ceaMuIia 48, MPOIEHTHT Ha MAIIMCHTHTE,
nocturdaim ETDRS Oyksen ckop Haii-manko 69 (nmpubiusurenen eksusajieHt no Snellen 20/40) na
cenmuia 48 ¥ mpoMsHaTa OT U3XOIHO HUBO B OOLIMSI CKOP 1O 25-€JIeMEHTHHsI BBIIPOCHUK 32 OLICHKA Ha
3purenHarta Gynkiusa Ha Hanmonanaus uactutyT o ounu 6osectu (National Eye Institute Visual
Functioning Questionnaire-25, NEI-VFQ-25) na cenmuiia 48.
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B mpoyuBanero PULSAR ca nexyBanu o6mio 1 009 manuenTn. [larmenture ca pasnpeneneHu B
crotHomieHue 1:1:1 B 1 ot 3 mapanennu rpymnu Ha JieueHHE.

1. Eylea 114,3 mg/ml, npunaran Ha Bceku 12 ceamuiu (8Q12)

2. Eylea 114,3 mg/ml, npunaran va Bceku 16 cemmuru (8Q16)

3. Eylea 40 mg/ml, npunaran ua Bcexu 8 ceamuuu (2Q8)

Benky nanueHTH ca monyduiii 3 HaualHU WHXKEKIMH OT MPeANIcanaTa 03a Ha 4-CeIMUYHN HHTESPBAIIH.

Criopen mpoTokoiia Ha Mpoy4YBaHeTo HHTEPBATHT B 8Q12-  8Q16-rpynure e TpsOBaiio na Ob1e CKbCeH,

aKO Ca U3ITHJIIHCHU U JIBATa OT CICAHUTE KPUTCPHH:

1. > 5 OykBu 3aryoa B BCVA ot cenmuma 12 u

2. > 25 mukpona yBenndenue B CRT ot cenmuna 12 nim HOB poBeasieH KpbBOU3IUB, HIIM HOBA
(oBeaHa HEOBaCcKyIapH3aLusl.

HeszaBucumMo nanu MHTPBAIBT MIPU HALIMEHTUTE € 3aIa3eH MWIM CKbCeH Npe3 1-BaTa roanHa, cropen
MIPOTOKOJIA Ha TIPOYYBaHETO BCHUKHY MarueHTH B 8Q12- 1 8Q16-rpymuTe ca OWIN MOAXO AN 32
yIbIDKaBaHe Ha MHTEpBaia (C MOETAHU YBEINYCHUS OT 4 CeIMUIIM) B HAYaJIOTO Ha ceAMUIIa 52, ako ca
U3IIBJIHEHHU CIICAHUTE KPUTEPUH:

1. <5 oykBu 3ary0a B BCVA ot cenmuma 12 u

2. 0€e3 TeYHOCT B LIEHTPATHOTO TOATOJIE, YCTaHOBEHA ITPH ONTHYHA KOXepeHTHa ToMorpadus (optical
coherence tomography, OCT), u
3. 0e3 HOBa T0s1Ba Ha ()OBEaJIeH KPHBOM3IIMB WK (hOBeaTHa HEOBACKYIapH3aIHs.

[Ipu naumeHTHTE, KOUTO HE Ca OTTOBOPHIIM HA KPUTEPHHUTE 33 CKHCSIBAHE MIIHM yIbJDKaBaHe HA HHTEPBaa,
HWHTEPBATBT MEXKAY MPHIOKCHUATA € 3ara3eH. MUHUMATHUAT HHTEPBAT MEKIY HHKCKIIUUTE €

8 cemMUIIM BHB BCUYKH TPYITH.

[Naruenture ¢ OumarepaiHo 3a00sBaHe ca OWIIU MOAXOIAIIM Jia mony4asar jieueHue ¢ Eylea 40 mg/ml
niu apyr anTH-VEGF nekapcTBeH NPOAYKT B APYTrOTO OKO.

Xapaxmepucmuxu Ha nayuenmume Ha U3XOOHO HUBO

Bb3pactra Ha manuenTute Bapupa ot 50 10 96 roguHH, KaTo cperHaTa Bb3pacT € 74,5 TOAUHU.
[Mpubmmsurenso 92% (309/335) u 87% (295/338) ot narpenTUTe, paHIOMH3UPAHU CHOTBETHO B 8Q12- 1
8Q16-rpynure, ca Ha Bb3pacT 65 WK MOBeYe TOAMHM U npudau3nuTesHo 51% (172/335) u 51% (171/338)
ca Ha Bb3pacT 75 Wiu MOBEYE TOJIMHMU.

Pesynmamu

ManmenTure B 8Q12-, 8Q16- 1 2Q8-rpynuTe, KOUTO ca 3aBbPIIUIN ceAMHUIIA 48, ca OTyIniIn Opoi
WHXEKINH ¢ MeauaHa (cpeaHo) cpotBeTHo 6,0 (6,1); 5,0 (5,2) u 7,0 (6,9).

Ha cenmuua 48 B 8Q12-rpynara 79,4% ot nauuenture noaabpxkat Q12 unrepBanu, gokato B 8Q16-
rpymnara 76,6% ot naruentuTe noaabpxaTt Q16 mHTepBay.

[Maruenture B 8Q12-, 8Q16- 1 2Q8-rpynure, KOUTO ca 3aBbPIIMIN ceamuia 60, ca moyryduin opoi
WHXEKIUH ¢ MeanaHa (cpenHo) chorBetHO 7,0 (7,1); 6,0 (6,2) 1 9,0 (8,8).

Ha cenmuna 60 43,1% ot nanuentute B 8Q12-rpynara ca ¢ yabJIKeH HHTEpBaI Ha JieueHue 16 ceamuimy,
a 38,5% ot marmentute B 8Q16-rpymnara ca ¢ yapDKeH HHTEpBaI Ha jiedeHue 20 ceaMuIy.

[Naruenture B 8Q12-, 8Q16- 1 2Q8-rpynure, KOUTO ca 3aBBPIIMIN ceaMuIia 96, ca morydnin 0poi
WHXEKIUH ¢ MeanaHa (cpenHo) chorBeTHO 9,0 (9,7); 8,0 (8,2) m 13,0 (12,8).

Ha cenmuria 96 B coopaute 8Q12- u 8Q16-rpymnu 71,0% oT nareHTUTe ca JOCTUTHAIA HHTEPBAIM Ha
nedenue >16 ceqmunm, 46,8% OT ManMEHTHUTE ca JOCTUTHAIIM HHTEPBAIH Ha jiedeHne >20 ceqMuIy, a
27,8% OT mallMeHTUTEe ca JOCTUTHAIM UHTEPBAIH Ha JeueHue 24 ceqMuUll, Py 3ara3BaHe Ha BU3yaTHUTE
Y aHATOMUYHHTE PE3YIITATH.
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Jokazano e, ge sedennero ¢ 8Q12 u 8Q16 e He mo-mManko ehUKaCHO U KIMHUIHO SKBHUBAJICHTHO Ha
nedenneTo ¢ 2Q8 mo oTHOIICHWE Ha ITbPBUYHATA KpaifHa TOUKa 3a e(pUKacHOCT ,,cpeaHa MpoMsHa B

BCVA na cenmuiia 48 1 ocHOBHaTa BTOpHYHA KpaiiHa TouKa 3a e(UKacHOCT ,,cpeaHa npoMsiHa B BCVA

Ha ceamuua 60“. EdextsT oT neuenuero ¢ Eylea 114,3 mg/ml no oTHOImEHe Ha cpeiHaTa MPOMsIHA B

BCVA ce 3ama3Ba nipe3 ceamuia 96.

OcgeH TOBa € ToKa3aHo, ue eueHnero ¢ Eylea (0010 B 8Q12- u 8Q16-rpynure) npeBb3x0oxkIa

nedenueTo ¢ 2Q8 1Mo OTHOIICHHE Ha OCHOBHATa BTOPHYHA KpaifHa TOUKa 3a €(pUKACHOCT ,,IIPOIICHT Ha
naruerTuTe 6e3 narpapernHanaa TeqHocT (IRF) u 6e3 cyOperunanua reunoct (SRF) B nenTparaoTo
moroJie Ha ceamuia 16 (Bxk. Tabnuma 4).

Tab6auua 4: Pesyaratu 3a epukacHoct ot npoyuBanero PULSAR

Pe3yarartu 3a epukacHocT Ceamuua Fl\%, 123322)12 gglizgg)m g\?]l:z;gg)s
Ipomsina B BCVA ot u3zxoanoro HuBo, n3mepena ¢ ETDRS Gyksen cxop "
ApHUTMETHYHA CpeJHa CTOWHOCT 6,7 (12,6) 6,2 (11,7) 7,6 (12,2)
(SD), Habmo1aBaHa
LS cpenna croiinoct (SE) A 6,06 (0,77) 5,89 (0,72) 7,03 (0,74)
Pasnuka B LS cpennute croitHoCTH 48 -0,97 -1,14
(95 % ) A5 (-2,87; 0,92) (-2,97; 0,69)
p-CTOMHOCT (€JHOCTPAHEH TECT 3a He
Io-MaJika e(pUKaCHOCT MIPH TPAHUIIA 0,0009 0,0011
4 6yksu) AP
ApUTMETHYHA CpeJiHa CTOMHOCT 6,6 (13,6) 6,6 (11,7) 7,8 (12,6)
(SD), nabmroiaBaHa
LS cpenna croiinoct (SE) A 6,37 (0,74) 6,31 (0,66) 7,23 (0,68)
Paznuka B LS cpennute cTroifHOCTH 60 -0,86 -0,92
(95 % JIN) 4B (-2,57;0,84) (-2,51; 0,66)
P-CTOMHOCT (€AHOCTPaHEH TEeCT 3a He
Mo-Majika eUKacHOCT P rpaHUIa 0,0002 <0,0001
4 6yksu) AP
ApUTMeTHYHA CpeJHa CTOMHOCT 5,9 (14,2) 5,6 (13,7) 7,4 (13,8)
(SD), nabmonaBana
LS cpenna croiiroct (SE) A 96 5,59 (0,77) 5,52 (0,75) 6,60 (0,73)
Paznuka B LS cpennute croiiHOoCTH -1,01 -1,08
(95 % ) A5 (-2,82; 0,80) (-2,87; 0,71)
Iauuentu 6e3 IRF u SRF B nentTpaanoro noanoJe r
[pornent (LOCF) 63,3 % 51,6 %
é(;p;loryﬁp;ll;{g é‘[pOI_[eHTHa pasimka y 117 % (5.3 %: 18.2 %)
p-CTOMHOCT (CﬂHgC};FpaHeH TECT 3a 0.0002
MIPEBB3XOJICTBO) >
[pouent (LOCF) 71,1 % 66,8 % 59,4 %
Kopurupana nponeHTHa pasnuka 48 11,7 % 7,5 %
(95 % ) BB (4,5 %; 18,9 %) | (0,1 %,; 14,8 %)
[ponent (LOCF) 74,6 % 72,2 % 74,6 %
Kopurupana npoleHTHa pasinKa 60 0,0 % 2,2 %
(95 % ) BB (-6,6 %; 6,7 %) | (-8,9 %; 4,4 %)
[pouent (LOCF) 69,6% 63,6% 66,5%
Kopurupana nponeHTHa pasnuka 96 3,0% -3,0%
(95 % ) BB (-4,1%; 10,1%) | (-10,2%; 4,2%)

20/40) T

HamnenTtu, nocruruanan ETDRS 0ykBeH ckop Haif-majiko 69 (mpud/au3nTesieH eKBUBaJIeHT o Snellen

[Mpouent (LOCF)

48

| 56,9 %

| 543 %

| 57.9%
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Pesynrartn 3a egpuxacHoct Ceamuna g\}; 1:2132?)12 5\? 12232316 g\? lzezgg)S
Kopurupana nponeHTHa pas3iuka -0,2 % 22 %
(95 % Jin) BB (-6,6 %; 6,2 %) | (-8,4 %; 4,0 %)
[pornent (LOCF) 56,3 % 54,6 % 58,2 %
Kopurupana npolreHTHa pa3nuka 60 -1,1 % -2,3%
(95 % Jin) BB (-7,5 %; 5,3 %) | (-8,7 %; 4,1 %)
[pornent (LOCF) 53.3% 53,1% 56,7%
Kopurupana nponeHTHa pas3iuka 96 -2,7% -2,4%
(95 % Jin) 5B (-9,4%; 4,0%) (-9,1%; 4,2%)
MauuenTn ¢ nogodpenue Haii-maiuko 15 6yksu B BCVA ot n3x0a10To HuBo '
[pornent (LOCF) 20,7 % 21,7 % 22,1 %
Kopurupana nponeHTHa pa3iuka 48 -1,7% -0,9 %
(95 % ) 58 (-7,8 %; 4,3 %) | (-7,0 %; 5,1 %)
[Mpouent (LOCF) 23,7 % 23,1 % 23,3 %
Kopurupana npoueHTHa pas3iuka 60 0,1 % -0,7 %
(95 % ) B8 (-6,2 %; 6,3 %) | (-6,9 %; 5,5 %)
[Mpouent (LOCF) 22,2% 22,8% 24,2%
Kopurupana npoueHTHa pas3iuka 96 -2,4% -2,0%
(95 % 1) B8 (-8,4%; 3,6%) (-8,0%; 4,1%)
Ilocnednu naanupanu unmepeanu na leyenue
IlanuenTH ¢ HHTEPBAJ HA Jedenne >Q12/
IIpoueHT (cOopen ot 8Q12- u
8Qpl6-rpynHTer; 96 87.8% n/a
TIporieHT 86,6% | 89,0% n/a
IlanuenTH ¢ HHTEPBAJ HA Jedenne >Q16 7
IIpoueHT (cOopen ot 8Q12- u
8Qp 1 6-prHI/IT€g 96 71,0% n/a
TIporieHT 63,6% | 78,4% n/a
IlauueHTH ¢ HHTEPBAJ HA JleYeHHe >0Q20"
IIpoueHT (cOopen ot 8Q12- u
SQp 1 6-prn14TeI; 96 46,8% na
TIpoueHT 40,5% | 53,1% n/a
IauuenTH ¢ MHTEPBAJ HA Jedenue >Q24 7
IIpouenT (cOopen ot 8Q12- u
8Q16-rpymute) 96 27.8% n/a
IporeHt 24,7% 30,8% n/a
A LS cpenna croitnoct, JIU u p-cToriHOCT Ha 6a3ata Ha MMRM, kaTo M3MepBaHETO Ha Haii-100para
kopurupana 3putenna octpora (BCVA) e koBapuaHTa, rpynara Ha JiedeHue - (akTop, IPOMEHIUBUTE TIPH
BU3UTHUTE U CTpaTU(UKAIMSITA, H3IIOJI3BAHU 32 paHaoMu3anus (reorpadcku peruot, adcomotHa BCVA Ha
M3XOJ/IHO HMBO) - UKCcHpaHH (aKTOPHU, KAKTO M TEPMHHH 3a B3auMoieiicTBreTo Mexny BCVA Ha u3Xx0HO
HUBO U BH3HUTA U 32 B3aMMOJICHCTBUETO MEXX/Y JIEUCHNE U BU3NTA.
b AOcomoTHaTa pa3iiuKa € ChOTBETHO cToifHOCTTa mpH Eylea 8Q12- mimm 8Q16-rpynuTe MUHYC CTOHHOCTTA
npu 2Q8-rpynure.
B [perernena pasnuka MeX.Iy JieueHHsATa Mo MeToaa Ha Mantel-Haenszel, kaTo mpoMeHInBUTE IPH
cTparnduKanuaTa, U3MOI3BaHHU 3a paHaoMu3anus (reorpadceku perron, abcomorna BCVA Ha u3xonHo
HUBO) 1 /IV ca n34nciieHu ¢ U3IO0I3BaHe HA HOPMAJIHO MPUOIIMKEHNE.
r [sanaTa ananu3upana nomyanys
A [Momymarust 3a aHamu3 Ha 6€30MIACHOCTTA; MAIIMEHTH CYUTAHH 32 3aBBPIIMIIN JICYEHHETO KbM ChOTBETHATA
BpeMeBa TOYKa
AW:  JloBepuTeneH HHTEpBaI
LOCEF: Ilpenacsine Ha qaHHuTE OT mocieaHoTo Habmoaenne (Last observation carried forward)
LS: Merox Ha Hail-ManKuTe KBaIpaTu
SD:  CraHgapTHO OTKJIOHEHHE
SE:  CranpapTHa rpeuka
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I/IHTCpBaJ'II/ITC Ha JICYCHUE Ca aHAJIU3UPAaHU I10 MPEABAPUTEIIHO OIIPEACIICH U3CIEA0BATCIICKU HAYNH.

®urypa 3: Cpegna npomsiHa mo MeToga Ha Hali-mankuTe kBagpatu (LS) B BCVA, usmepena ¢
ETDRS 0ykBeH cKOp, OT H3X0THOTO HHBO 10 ceAMHUIIa 96 (1A1aTa aHAIU3MPAHA NOMYJIalus) B
npoyuBanero PULSAR

-y
&
|

10 1

=3

) +6,60
8 +5,59
o o A

§ +5,52
5]

4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96
ceaMuuau
--8--- 8Q12 (N=335) —@— 8Q16(N=338) —A— 2Q8 (N=336)

LS cpenna npomsiHa B 3pUTETHATA

®urypa 4: [locjeneH NJaHHPaH HHTEPBAJ HA JleYeHHe HA ceMuIa 96

cbopHn 8Q12- n 8Q16-rpynum

46,8%
>Q20
71,0%
19,0% Q20 2Q16
87,8%
2Q12 ]

24,2% Q16

16,8% Q12 }

12,2% Q8
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Admmbeprent, mpu Bcmaku qo3u (8Q12, 8Q16, 2Q8), neMoHCTpHpa 3HAYNMO YBETHYEHUE OT H3XOTHOTO
HUBO 110 OTHOIICHUE HA MPEIBAPUTEITHO Ope/ielieHaTa BTOpUYHA KpaifHa TOYKa 3a e()MKACHOCT - CKOP T10
BBIPOCHHUKA 32 OIICHKa Ha 3puTenHaTa ¢yHkuus Ha Hannonannus uactutyT 1o ounu 6onectu (NEI
VFQ-25).

He ca ycTanoBeHUM KIIMHUYHO 3HAYNMU paznuansg Mexmy 8Q12-, 8Q16- u 2Q8-rpynure o OTHOIIEHUE Ha
npomenute B o0must ckop no NEI VFQ-25 na ceamuna 48 u ceamuna 96 ot U3X0THOTO HHUBO.

Pesynrarute 3a epukacHOCT MpH OIEHSIEMHTE TIOATPYITH 110 TIPU3HAK BB3PACT, MO, reorpadcKu pernoH,
e€THUYECKa PUHAICKHOCT, paca, BCVA Ha M3X0IHO HUBO W BUI Ha JIE3UATa Ca ChBMECTHMH C
pe3yJITaTUTE B 00IIaTa MOy JIaIusl.

EdukacHocTTa 0OMKHOBEHO Ce 3arma3Ba 10 ceamuiia 96.

AME

Llenu na npoyusanemo
BezomacHoctTa 1 epmkacHoctTa Ha Eylea 114,3 mg/ml ca onieHeHn B paHIOMH3HPAHO, MHOTOIIEHTPORBO,
JBOWHO-3aMacKHpaHo, akTHBHO-KOHTpoJupano npoyuBane (PHOTON) npu nanuenTu ¢ JJME.

OcHoBHara 11e1 € fa ce onpeaenu namm jgedeHunero ¢ Eylea 114,3 mg/ml na uatepsanu ot 12 (8Q12) nnm
16 cenmuru (8Q16) ocurypsisa He mo-Maika npomsina B BCVA B cpaBaenue ¢ Eylea 40 mg/ml Ha Bcexu
8 ceamuny.

Bropuunnre nienu ca na ce onpeaenu egextsT Ha Eylea 114,3 mg/ml cripsimo Eylea 40 mg/ml Bppxy
AQHATOMUYHUTE U APYTH 3PUTEIHU MapaMeTPH KaTo Pe3yJiTaT OT JICYCHUETO U Ja Ce OIIEHU O€30MacHOCTTa,
WMYHOTEHHOCTTA U (papMaKOKUHETHKAaTa Ha apaubeplent.

[IppBruHaTa KpaliHa TOYKA 3a e(hUKACHOCT € IMPOMSIHATa OT U3X0JHOTO HUBO B BCVA, n3mepena ¢
OyKBEHUsI CKOp OT MPOYYBAHETO 3a paHHO JieueHue Ha quadeTHa petunonatus (ETDRS), Ha cenmuna 48.
Enna ocHOBHa BTOpHYHA KpaiiHa Touka € npoMsaHara B BCVA oT u3xogHoto HUBO Ha ceamuua 60.

Hapen ¢ npyru, 1ombJIHUTEIHA BTOPUYHN KPaiHU TOYKH ca MPOLEHTHT Ha MALMEHTUTE C MTOJA00pEHUE OT
Hai-manko 15 6ykeu B BCVA 0OT U3X0AHOTO HUBO Ha ceaMuIia 48, MpOICHTHT Ha MAI[UCHTHUTE,
nocturdaiim ETDRS GykBen ckop Haii-manko 69 (npubimusureneH ekBubaieHt o Snellen 20/40) na
cenmuia 48 ¥ NpoMsHaTa OT U3XOJHOTO HUBO B OOLIMSI CKOP IO 25-€JIEMEHTHHSI BBIIPOCHUK 3a OLICHKA Ha
3purennata Gyuknus Ha Haumonanuus uactutyT o ounu 6onect (NEI-VFQ-25) na cenqmuna 48.

B npoyusanero PHOTON ca nexyBanu o6mio 658 nmanuentu. [lanmenture ca pasnpeneneHu B
cboTHOIeHue 2:1:1 B 1 ot 3 nmapanenHu rpynu Ha JIEUCHUE:

1. Eylea 114,3 mg/ml, npunaran Ha Bcexu 12 cenqmunu (8Q12)

2. Eylea 114,3 mg/ml, npunaran na Bcexu 16 cenqmunu (8Q16)

3. Eylea 40 mg/ml, mpunaran Ha Bceku 8 ceqmuiin (2Q8)

Benuky nanmentyu B 8Q12- u 8Q16-rpynure ca mony4nin 3 Ha4alHA WHKEKIMA U BCHYKH MAIleHTH OT
2Q8-rpymnara ca MOJy4WIH 5 Ha4aJIHU MHKEKLIUHU Ha 4-CeIMUYHU UHTEPBAIIH.

Cropen mpoTOKOJIa Ha MpOoy4YBaHeTo UHTEPBATBT B 8Q12- u 8Q16-rpynure e TpaodBano aa ObJe CKbCEH,

aKo ca M3ITBJIIHEHHU U [IBaTa OT CIEAHUTE KPUTEPHH:

1. > 10 Oyksu 3ary0oa B BCVA ot ceamuna 12 BbB Bpb3Ka ¢ nnepcuctpan win Biuomasan ce JIME u
2. > 50 mukpoHa yeennuenue Ha CRT ot ceamuna 12.

HezaBucruMo manu nHTEpBATBT NpY NAIMEHTUTE € 3alla3eH WK CKhCEH Mpe3 1-Bara roauHa, cropen
MIPOTOKOJIa HA IPOYYBAHETO, BCUUKU ManueHTu B 8Q12- u 8Q16-rpynure ca 6uin NOAXOISAIIN 32
yAbIDKaBaHE Ha MHTEpBaJia (C OETAaHY YBEIWYEHHS OT 4 CEIMUIIN) B HA4aJIOTO HA CeIMuIia 52, ako ca
V3ITBJIHEHU CIETHUTE KPUTEPUH:
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1. <5 OykBu 3ary0a B BCVA ot cenmuma 12 u
2. CRT < 300 mukpona mipu SD-OCT (mmu < 320 MUKpPOHA, aKO € U3MepeHa ¢ BKITIOUSH peTHHAJICH
nurmenteH enurten (RPE).

[Tpn manmeHTHTE, KOUTO HE Ca OTTOBOPWIIM HA KPUTEPUHTE 33 CKbCSABAHE WIN YABIDKaBaHE Ha HHTEPBAJA,
WHTEPBATBT MEKAY MPHIOKEHUATA € 3aa3eH. MUHUMAaTHUAT HHTEPBAI MEKAY HHKCKIIUUTE €

8 cemMUIIM BHB BCUYKH TPYIIH.

[NarmenTrre ¢ OmmarepamHo 3a0o0sBaHe ca OWITH MOAXOIAIIN JIa mory4asar jiederne ¢ Eylea 40 mg/ml B
IPYTOTO OKO.

Xapaxmepucmuxu na nhayuenmume Ha U3X0OHO HUBO

Br3pacTra Ha manmenTUTe Bapupa ot 24 mo 90 roawHm, KaTo cpemHaTa Bh3pacT € 62,3 ToauHH.
[pubnuzurenno 44% (143/328) u 44% (71/163) ot nauueHTHTE, paHAOMHU3UPAHHA CHOTBETHO B 8Q12- 1
8Q16-rpynute, ca Ha BB3pacT 65 WK moBede roAuHU U npudausutesHo 11% (36/328) u 14% (14/163) ca
Ha Bb3pacT 75 WM MOBEYE OAUHH.

[IponeHThT Ha MaMEHTHTE, KOUTO ca OWiTH JieKyBaHM mpenn Toea 3a JIME, e 6amancupan Mexay TpynuTe
Ha jedenue (43,6% B 8Q12-, 43,6% B 8Q16-, 44,3% B 2Q8-rpymnara).

Pesynmamu

[MammenTure B 8Q12-, 8Q16- 1 2Q8-rpynuTe, KOUTO ca 3aBbPIIUIN ceaMHULa 48, ca OTyIriIn Opoi
WHXXEKINH ¢ MeauaHa (cpeaHo) ot croTBeTHO 6,0 (6,0); 5,0 (5,0) u 8,0 (7,9).

Ha ceqmuna 48 B 8Q12-rpynara 91,0% ot mauuentute noaabpxar Q12 unTepsany, 10KaTo B
8Q16-rpynara 89,1% ot naunentute noaabpxar Q16 uaTEpBANIH.

[Naruenture B 8Q12-, 8Q16- 1 2Q8-rpynure, KOUTO ca 3aBbPIIMIN ceamuia 60, ca moyryduiau opoi
WHXEKIUH ¢ Meanana (cpenHo) ot crotBeTHO 7,0 (7,0); 6,0 (6,0) u 10,0 (9,8). Ha ceqmuma 60 42,6% ot
nanuenTure B 8Q12-rpymnara ca ¢ yabibKeH HHTEpBal Ha jiedeHue 16 cenmuny, a 34,2% OoT nanueHTure B
B 8QIl6-rpynara ca ¢ yaAb/bKeH HHTEpBal Ha JiedeHue 20 ceIMHUIIN.

[Narmenture B 8Q12-, 8Q16- 1 2Q8-rpynure, KOUTO ca 3aBBbPIIMIN ceaMuIa 96, ca moryduin 0poit
WHXEKIUH ¢ MeanaHa (cpenHo) cporBeTHO 9,0 (9,5); 8,0 (7,8) m 14,0 (13,8).

Ha cenmunia 96 B coopaute 8Q12- u 8Q16-rpymnu 72,4% OT NallMEHTUTE ca JOCTUTHAIA UHTEPBAIM Ha
nedenue >16 ceqmunm, 44,3% OT manMeHTUTE ca JOCTUTHAIIM HHTEPBAIH Ha jieueHue >20 ceqMuIy, a
26,8% OT mallMeHTUTE ca JOCTUTHAIA UHTEPBAIM Ha JeueHue 24 ceaMULH, IPU 3a11a3BaHe Ha BU3YyaTHUTE
W aHaTOMU4HUTE pe3ynrtatu. EdexTsT ot edyenuero ¢ Eylea 114,3 mg/ml o oTHomeHue Ha cpegHarta
npomsina B BCVA ce 3ana3Ba npe3 ceamuna 96.

JokazaHo e, ue nedyenneto ¢ Eylea (00mmo B 8Q12- u 8Q16-rpymnuTte) e He mo-Manko ehUKacHO U €
KJIMHAYHO €KBUBAJICHTHO Ha JIeUeHHETO ¢ 2Q8 10 OTHOIIIEHHE HA TbPBUYHATA KpaifHa TOYKa 32
epukacHocT ,,cpenHa nmpomsina B BCVA Ha ceqmuiia 48 1 ocCHOBHAaTa BTOpUYHA KpaifHa TOYKa 3a
eukacHoCT ,,cpeana nmpomsiHa B BCVA Ha ceqmuma 60°.

Tabanua 5: PesyaraTu 3a epukacHoct ot npoyusanero PHOTON

Eylea 8Q12 Eylea 8Q16 Eylea 2Q8

Pe3ynraTu 3a edpuxacnocr Cenmuna (N = 328) (N =163) (N=167)

Ipomsina B BCVA ot u3xoaHoT0 HHBO, H3Mepena ¢ ETDRS Gyksen ckop "

ApuTMETHYHA CpeZiHA CTOMHOCT

(SD), HabmosiaBana 8,77 (8,95) 7,86 (8,38) 9,21 (8,99)
LS cpenna croiinoct (SE) A 8,10 (0,61) 7,23 (0,71) 8,67 (0,73)
Paznuka B LS cpennute cToitHOCTH 48 -0,57 -1,44

(95 % ) A® (-2,26; 1,13) (-3,27; 0,39)

p-CTOMHOCT (€JHOCTPaHEH TeCT 3a

He I0-MajiKa e(pMKaCHOCT NpH <0,0001 0,0031

rpanuua 4 6yken) A
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Pesyararu 3a epuxkacHocT Cenqmuua gg 12228)12 5\? 151123?)16 5\? l=ea1§7Q)8
ApuTMeTHYHA CpeJHa CTOHHOCT
(SD), HabmosiaBasa 9,05 (9,27) 7,96 (9,14) 9,62 (9,58)
LS cpenna croiinoct (SE) # 8,52 (0,63) 7,64 (0,75) 9,40 (0,77)
Paznuka B LS cpennute croitHOCTH 60 -0,88 -1,76
(95 % ) A5 (-2,67; 0,91) (-3,71; 0,19)
P-CTOHHOCT (€AHOCTPaHEH TeCT 3a
HE Mo-Majka e()UKaCHOCT MpH 0,0003 0,0122
rpanuua 4 6yken) A
ApuUTMETHYHA CpeaHa CTOMHOCT
(SD). HabmonaBana 8,82 (9,93) 7,50 (9,86) 8,41 (11,10)
LS cpenna croiinoct (SE) A 96 8,15 (0,63) 6,59 (0,77) 7,70 (0,89)
Pasmmka B LS cpennuTe cTofiHOCTH -0,45 -1,11
(95 % ) A5 (-1,55; 2,45) (-3,27; 1,05)
Hauuentu, nocrurnanu ETDRS 6ykBeH ckop Haii-mako 69 (mpud/usuTteseH ekBuBaJjieHT o Snellen
20/40) '
[Mpouent (LOCF) 65,3% 62,6% 63,0%
Kopurupana npoueHTHa pas3inka 48 2,45% -0,67%
(95 % IN) 58 (-6,47%; 11,36%) (-11,16%; 9,82%)
IMpouent (LOCF) 64,7% 62,0% 60,6%
Kopurupana nponeHTHa pasnuka 60 4,34% 1,63%
(95 % N) 58 (-4,72%; 13,40%) (-8,91%; 12,17%)
IMpouent (LOCF) 66,9% 61,3% 63,0%
Kopurupana nponeHTHa pasnnka 96 4,01% -1,51%
(95 % JIN) 5B (-4,99%; 13,01%) (-11,91%; 8,89%)
IanuenTn ¢ nogodpenue ot Haii-mayko 15 6yksu B BCVA ot n3xoanoro auso "
[Mpouent (LOCF) 18,7% 16,6% 23,0%
Kopurupana nporeHTHa pasjinka 48 -4,64% -7,14%
(95 % JIn) BB (-12,30%; 3,02%) (-15,45%; 1,17%)
[pouent (LOCF) 21,5% 16,0% 26,1%
Kopwurupana nporeHTHa pasinka 60 -5,01% -10,78%
(95 % JIN) BB (-13,04%:; 3,02%) (-19,27%; -2,29%)
[pouent (LOCF) 24,5% 19,6% 26,1%
Kopurupana npoieHTHa pas3jinka 96 -1,88% -7,07%
(95 % JIN) BB (-10,03%:; 6,28%) (-15,94%; 1,80%)
Ilocnednu naanupanu UHmMeEPEAIU HA J1eUeHue
IauuenTH ¢ MHTEPBAJ HA Jedenne >Q12 7
IIpoueHnT (cOopen ot 8Q12- u 92,9% n/a
8Q16-rpynure) 96
TIpoueHT 91,8% | 95,0% n/a
IauuenTH ¢ UHTEPBAJ Ha Jedenue >Q167
IIpouenT (cOopen ot 8Q12- u o n/a
8Q16-rpynure) 96 72.4%
TIpoueHT 64,1% | 87.8% n/a
IauuenTH ¢ MHTEPBAJ Ha Jedenune Q207
IIpouenT (cOopen ot 8Q12- u o n/a
8Q16-rpynure) 96 44,3%
[IpoueHT 43,0% 46,8% n/a
IMauueHTH ¢ HHTEPBAJ Ha JedyeHue >(Q24 A
Ipouent (c6open ot 8Q12- u o n/a
8Q16-rpynure) 96 26,8%
[IpoueHT 23,8% 32,4% n/a
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LS cpenna croiinocrt, /11 u p-croiinoct Ha 6a3ata Ha MMRM, kaTo n3MepBaHeTo Ha Hali-1obOpaTa
Kopurupana 3putenna ocrpora (BCVA) e koBapuaHTa, rpymara Ha JieueHHe - (aKTop, IPOMEHIIUBHUTE MPH
BU3UTHTE U CTpaTH(UKALMATA, U3MI0JI3BaHHU 32 paHaomMu3anus (reorpadceku pervon, abcomorna BCVA na
W3XO/IHO HMBO) - PMKCHpaHH (HAaKTOPH, KAKTO U TEPMHHU 3a B3auMmoeiicteruero Mexxny BCVA Ha nzxonHo
HUBO U BU3HUTA U 3a B3aUMOJIEHCTBUETO MEX/Y JIEUCHUE U BU3UTA.

AObcomoTHaTa pa3iiuKa € ChOTBETHO cToiHocTTa mpu Eylea 8Q12- mimm 8Q16-rpynuTe MUHYC CTOMHOCTTa
pu 2Q8-rpynwure.

[Iperernena pasmika Mexy JiedeHUsITa 0 MeToa Ha Mantel-Haenszel, kaTo mpoMeHIMBHTE IPU
cTpaTH(UKANKATA, U3MOI3BAaHH 32 paHgoMu3aIus (reorpadcku perioH, abcomorna BCVA Ha n3xoaHO
HUBO) U /I ca M34nCIICHN C N3MOI3BaHE HA HOPMAITHO NPUOIIKEHUE.

I[snata aHaIM3UpaHa NOIMyIaIUs

A [Momynamus 3a aHann3 Ha 0€30MACHOCTTA; MALMESHTH CUNTAHU 32 3aBBPIIMIIH JICYCHUETO KbM ChOTBETHATA
BpeMeBa TOYKa

JAU: JloBepurencH HHTEpBAI

LOCEF: Ilpenacsize Ha naHHHTE OT nocieqHoTo Habmronenue (Last observation carried forward)

LS: Meron Ha Hali-MaJKUTe KBaJpaTH

SD:  CraHgapTHO OTKJIOHEHUE

SE: CranpapTHa rpeka

I/IHTCpBaJII/ITC Ha JICYCHUC Ca aHAJIM3HPAHU I10 MPECABAPUTCIIHO OMMPEACIICH U3CICA0BATCICKN HAYHH.

®urypa S: Cpeagna npomsiHa mo MeToa Ha Hali-mankuTe kBagpatu (LS) B BCVA, usmepena ¢
ETDRS 0ykBeH ckop, OT M3X0THOTO HUBO 10 ceaMuIa 96 (s/1aTa aHAIU3UPaHA NOMYJIanus) B

TS Cpeana npoMsHa B 3pATEIIHATA

npoyusanero PHOTON
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®@urypa 6: Ilocienen MIaHUPaH MHTEPBAJ Ha JieueHUe Ha ceaAMuIa 96

cbopHn 8Q12 1 8Q16 rpynu

Vo)

> 44,3%
2Q20
17,5% Q20 72,4%

>Q16

92,9% j
>Q12

28,1% Q16

20,5% Q12

7,1% Q8

Eylea, npu Bcuuku mo3u (8Q12, 8Q16, 2Q8), neMoHCTprpa 3HAYUMO yBEIIMYSHHUE OT U3XOJHOTO HUBO 10
OTHOLICHUE Ha MPEIBAPUTENTHO OIpeieJieHaTa BTOPUYHA KpaiiHa TOUKa 332 eUKACHOCT - CKOP I10
BBIIPOCHHUKA 32 OIICHKa Ha 3puTenHaTa ¢GyHkuus Ha Hannonanuus uacTHTYT 110 04HU O0nectr (NEI
VFQ-25).

He ca oTkpuTH KIMHUYHO 3HAUUMHU paznudus Mexny 8Q12-, 8Q16- u 2Q8-rpynure no OTHOLIEHUE Ha
npoMenuTte B 001us ckop 1o NEI VFQ-25 Ha cenmuriia 48 u cenmuiia 96 oT U3X0JHOTO HUBO.

Pesynrarute 3a euxacHOCT MpH OIEHSIEMHUTE TIOATPYITH 110 TIPU3HAK BB3PacCT, MO, reorpad)CKu PETHOH,
e€THUYECKa PUHAICKHOCT, paca, BCVA nHa u3xoaH0 HuBO 1 CRT Ha M3X0AHO HUBO, KAKTO U MPETUIITHO
nevenue 3a JIME, ca cbBMeCTUMHU ¢ pe3yaTaTuTe B 00IIaTa MOMyIamms.

EdwnkacHocTTa OOMKHOBEHO Ce 3arma3Ba /1o ceamuia 96.

EdexThT OT JieueHHneTo B MOArpynara Ha NalMeHTUTE ¢ MPEIUIITHO JICYCHHUE € CXOJCH ¢ HAOJII0JaBaHMsI
MIpU HEJIEKYBaHU MPEN TOBA MMAIUCHTH.

IlemaTpuuHa momyJaamnus

EBpornefickara areHmnus 1o jJekapcTBaTa 0CBOOOXK/IaBa OT 3aIbDKEHUETO 3a IPEJOCTaBsSHE Ha
pe3yJITaTUTE OT MPOyYBaHUATA ¢ adIOEPIENT BbB BCHUKY TOJATPYIIM Ha MeUaTpUYHATA MTOMYJIalus Py
HB/IM u IME (Bx. Touka 4.2 3a uHhOopMaIis OTHOCHO yIoTpebara B eAUaTPHITA).
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5.2 ®apmakoKMHETHYHHU CBOICTBA

Aobcopbrust/Pasnpenenenue

Admubeprent ce abcopObupa 6aBHO OT OKOTO B CHCTEMHOTO KPHBOOOpAIIEHNE CIIET HHTPABUTPEATTHO
MPWIOKEHUE U Ce HAOF0/1aBa B CUCTEMHATA IIUPKYJIAIUS MPEAUMHO KaTO HEAKTHBEH CTAOMIICH KOMIUICKC
¢ VEGF; obade camo cBobomHMAT adumbepuenT uMa crnocoOHOCTTa 1a ce cBbp3Ba ¢ enporeHHus VEGF.

Crnen eqHOCTpaHHO MHTPABUTpPEATHO IpuiioxkeHne Ha 8§ mg adgumbeprent, cpeaHara (SD) Cuax Ha
cBoOoaHMs agnubepuent B mazmata e 0,25 (0,21) mg/l, a MeauanaTta Ha BpeMeTO 10 IOCTUTaHE Ha
MaKCUMaJlHa KOHLIEHTpauus B IazMata € 1 neH B nomynauusata ¢ HBJIM u nonynanusta ¢ JIME B3etu
3aeqHO. HatpymnBaneTo Ha cBoOOIeH auOeplienT B I1a3Mara cie/l 3 Ha4adHH| eXeMECeUHH JI03H €
MUHHMAaHO. Briocienctue He ce HabIr01aBa MO-HATATHITHO HATPYNBaHe. Te3u TaHHU Ce MOAKPEIsT U
OT TIONYJIalMOHHY (PapMaKOKUHETUYHH aHAIIU3H.

Eaumunupane

Adnubeprient e mpoTenH-0a3upaHo TePaneBTHYHO CPEICTBO U HE ca MPOBEKIaHHU MPOYUBAHUS HA
MeTadonu3Ma.

Ouaxkga ce aduOepIenT Jja ce eMMMUHUPA TTOCPEACTBOM TapreT-MeANrpaHa TUCTIO3UIINS, KAKTO upes3
CBBp3BaHe chc cBOOOHMS eHAoreHeH VEGF, Taka u mocpeacTBoM MeTabOIN3bM Upe3 MPOTE0H3a.
MeauanaTta Ha BpEMETO /10 JOCTUTaHE Ha MOC/IeHaTa KOJIMYECTBEHO 3MepUMUa KOHLIEHTpalus Ha
cB00OIcH aduinbeperenT B I1a3MaTa MpH MPHIOKEHUE Ha 8 Mg UHTPABUTPEATHO € 3 CEIMHUIIH.

Br0Opedno nim yepHOAPOOHO YBPEKIAHE

He ca npoBexaanus cnenuainu mpoy4dBanus ¢ npuioxkenue Ha Eylea 114,3 mg/ml npu naruenTy ¢
OBOpEeYHO WM YePHOIPOOHO YBpEKIaHE.

CucTeMHHUTE eKCIIO3UIMK Ha aduInOepIenT NPy MAMEeHTH C JIeKa JI0 TeKKa CTeTreH Ha ObOpedHo
YBpEXIaHE ca CXOAHU C TE3U NP HopMajiHa ObOpedHa GyHkmsa. OrpaHuueHUTE HAJTMYHHA JaHHU OT
MAIMEHTH C JIeKa CTETNIeH Ha YePHOAPOOHO YBPEXKIaHEe He IMOKA3BaT BIMSHUE BHPXY CHCTEMHHUTE
EKCTIO3UINH Ha aIrOepIenT B CpaBHEHHUE C TTAIIMEHTH ¢ HOPMaJIHA YePHOAPOOHA (QYHKITHSL.

5.3 IlpenkJMHUYHH JAHHHU 32 0€30MACHOCT

Eposun u ynuepaiuu Ha pecliupaTOPHHUS €IUTEI B HA3aTHUTE XOJI0BE Ha MaliMyHH, JIEKYBaHH C
admbepuenT NHTPABUTPEATHO, ca HAOI0AaBaH! IIPU CUCTEMHHU EKCIIO3ULMH, HaABHUIIABALIH
MaKCUMaJlHaTa eKCIIo3MIus mpy xopa. CucTeMHAaTa eKCIIo3uIus 3a cBo00 IeH adarbeplent e 0koJo 26 u
33 mpTH TO-BUCOKA Bb3 0CHOBA Ha Cax 1 AUC B cpaBHEHHE ChC CHOTBETHUTE CTOWHOCTH MPH BH3PACTHU
MAIMEHTH CJIe] HHTPaBUTPEATIHO MPHUIIOKEeHUe Ha 1o3a 8§ mg. [Ipu HuBoTO O€3 HabII0aBaHN HEXETaH!
edextu (No Observed Adverse Effect Level, NOAEL) ot 0,5 mg/oko npu MaiiMyHH cCTeMHAaTa
excro3unus € 3,2 1 3,8 IbTH MMO-BUCOKA B3 OCHOBA HA Crax 1 AUC B cpaBHEHHE ChC CHOTBETHUTE
CTOMHOCTH IPH Bb3PacTHH MAIlMEHTH.

He ca npoBexnany mpoy4YBaHus 3a MyTareHeH WM KaHIIEPOTeHEH MOTEHIUAN Ha adinOepIierT.
Habnronasan e edext Ha admbeplent BbpXy BbTPEMAaTOYHOTO pa3BUTHE B IPOYUBaHHS HA eMOpPHO-
(deTanHOTO pazBuTHE NpH OpeMeHHH 3aiiiu ¢ nHTpaBeHo3Ho (3 1o 60 mg/kg), kakro u noakoxkHo (0,1 0

1 mg/kg) npunoxenne. NOAEL npu maiikute e nipu no3a 3 mg/kg nnu ceorBetHo 1 mg/kg. NOAEL mo
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OTHOIICHUE HAa TOKCUYHOCT 32 Pa3BUTUETO HE € ompeneneHo. [Ipu no3a 0,1 mg/kg, cucremnara
ekcro3umus 3a cBoboaeH adumobdeprent e okoso 1,0 u 1,0 mbTH 0-BHCOKa B3 OCHOBA HA Cnax H
kymynatuBHaTa AUC B cpaBHEHUE ChC CHOTBETHUTE CTOHHOCTH IPHU BH3PACTHU MALUEHTH CIIC]T
MHTPABUTPEAITHO MPHUIIOKCHHE HA J103a 8 mg.

Edexrure BbpXy (epTUINTETa IPH MBKKU M AKEHCKU )KUBOTHH Ca OLEHSIBAHU KaTo 4acT OT 6-MECe4HO
Mpoy4BaHe pU MaiMyHH C HHTPaBEHO3HO MpuiiokeHue Ha adaubepuent npu no3u 3 go 30 mg/kg. [lpu
BCHYKH JI030BHM HUBA Ca HAOII0]ABAHU JIUTICA HA MEHCTPYAaIUs WM HEPEIOBHI MEHCTPYAITHU IIUKJIIH,
CBBP3aHH C TIPOMEHH B HUBATA HA )KCHCKHUTE TIOJIOBH XOPMOHH, H IPOMEHU B MOP(OJIOTHATA U
MOJBIXKHOCTTA Ha criepmaro3ouante. Bu3 ocHoBa Ha Crmax 1 AUC 3a cBoboneH adaubepuenr,
HaOII0/JTaBaHU MPU HHTPABEHO3HO MPHIIOXKEeHNE Ha 7032 3 mg/kg, CHCTEMHNTE eKCTIO3UIINU Ca ChOTBETHO
okoo 377 bt ¥ 104 IBTH TIO-BHCOKH OT SKCTIO3UITUATA TIPU XOpa ClIe]] HHTPABUTPEATTHO TPUIIOKCHHE
Ha Jio3a 8 mg. Bcuuku nmpoMeHu ca Ouiu 00paTUMH.

6. DAPMAIEBTUYHU JAHHA
6.1 Chnucbk Ha NOMOIIHHUTE BellecTBA
3axapo3a

APTrUHUHOB XUJIPOXJIOPUL

XUCTUAWHOB XUAPOXJIOPH MOHOXUAPAT
XUCTUINH

[Monucopbar 20

Bona 3a nHkekmmn

6.2 HecbBMeCTHMOCTH

[Ipu nunca Ha npoy4YBaHMs 32 HECHBMECTUMOCTHU TO3H JICKAPCTBEH NPOIYKT HE TPsOBa J1a e CMECBa C
JPYTH JIEKapCTBEHU NPOAYKTH.

6.3 Cpoxk Ha rogHoCT
2 rOOUHA
6.4 CrnenuajaHu yclI0BHS Ha CbXPaHeHHUe

Evylea 114.3 mg/ml uHKXEKIIMOHEH Pa3TBOD

Ha ce cpxpansiBa B xnagmiHuk (2°C — 8°C).

a He ce 3ampassiBa.

CoxpaHnsBaiiTe (1akoHa B KapTOHEHATa ONAKOBKa, 3a Jja Ce IpeAIa3u OT CBETIHHA.

[Ipenu ynotpeba HEOTBOPEHHAT (IIAKOH MOXKE Jla C€ ChbXpaHsBa U3BbH XJIaguHUK nof 25 °C no 24 gaca.

Evylea 114.3 mg/ml HHKEKIIMOHEH pa3TBOP B IIPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

a ce cpxpanssa B xmaqmiauk (2°C — 8°C).

a He ce 3ampa3siBa.

ChxpaHsiBaiiTe NpeABAPUTEIHO HAITbJIHEHATA CIIPHHIIOBKA B HEMHUS OJMCTEp M B KAPTOHEHATa OMaKOBKa,
3a J]a ce mpe/na3y OT CBETINHA.

[Ipenn ynotpeba HEOTBOPEHUAT OIHCTEP MOXKE J]a C€ ChbXpaHABa M3BBH XJIaauHUK 1of 25 °C no 24 gaca.
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6.5 Buau chabp:kaHHue HA ONIAKOBKATA

Evlea 114.3 mg/ml HHXEKIIMOHEH Pa3TBOD

®naxoH (cTbkio UM I), che cuBa rymMeHa 3amymainka (XJIopoOyTuil), 3areuaTana ¢ aryMHHHEeBa 00KaTKa ¢
Osu10 Kamaue U S-MUKpoHHa puiaTepHa urna 18 G.

Bcexu dhnmakon ceabpka 0,263 ml pa3rsop.

OmnakoBka ot 1 ¢urakon u 1 punrspHa Uria.

Eylea 114, mg/ml HHKEKIIMOHEH Pa3TBOP B IIPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

[IpenBaputenHo HarbJIHEHA CIPUHIOBKA (CTHKIO TUH [) che cHBa 3amymanka Ha OyTanoTo (eracToMepHa
ryma), Osi1 Tyep-JIOK aJanTop chC CMBA Kamnavka Ha BbpXa (eJacToMepHa ryMa) U CHHsI CUCTeMa 3a
no3upane OcuClick (mmactmaca PC/ABS).

Bcesika mpeBapuTennHo HaTbITHEHA CITPUHIIOBKA Chabpxa 0,184 ml pa3Tsop.

OnaxkoBka oT 1 mpeIBapUTEIHO HAITbJIHEHA CIIPUHIIOBKA.

6.6 CroenuaJjHu NpeanasHy MepPKU NPH U3XBbPJIsiHE U padoTa

Evylea 114, mg/ml HHKXEKIIMOHEH Pa3TBOD

OnakoHBT € caMo 3a eTHOKpaTHa ynoTpeda B eHO OKO. M3TernsHeTo Ha MHOKECTBO JJO3H OT eINH
(1akoH MOJKE Jla YBEJINYM PUCKA OT 3aMbpPCSBaHE U MOCIeIBAIIA HHDEKIIHUS.

Jla He ce M310I3Ba, aKO OMAKOBKAaTa MJIM HEHHUTE KOMIIOHEHTH Ca C M3TEKbJ CPOK Ha TOJHOCT, YBPEACHH
i noanpaseHu. [IpoBepere eTukera Ha (h1akoHa, 3a J1a c€ YBEpHUTE, Y€ KOJIUIECTBOTO HA aKTUBHOTO
BEILIECTBO B J1030Ba emHMIA Ha Eylea choTBETCTBA HAa TOBA, KOGTO Bh3HAMEPSBATE J1a M3IIOJI3BATE.
Jo3zara ot 8§ mg n3ncksa usnonsBane Ha ¢urakoHa Eylea 114,3 mg/ml.

5-MuKpoHHa QunThpHa urna 18 G:

- blunt filter (fill) urma, He e 3a MHKEKTUpaHE B KOXKATA.

- He aBToknasupaiite urnata blunt filter (fill).

- OunrbpHaTa uria e anuporeHHa. He s m3mon3saiite, ako HHAWBUIyaTHaTa OIIAKOBKA € ITOBPE/ICHA.

- Hzxsbprere uznomsBanara uria Blunt Filter (Fill) B omoOpeH xoHTelHED 32 OCTPH ITPEIMETH.

- Buummanwue: [ToBTopHOTO M3MONI3BaHE HAa QUITHPHATA UTJIA MOXKE JIa JIOBEJE 1O MH(EKIINS HITH JPYTO
3a0oIsiBaHe/HApaHsIBaHE.

WuTpaBuTpeatHoTo HHKEKTUpaHe TpsOBa 1a ce U3BbpIBa ¢ nHXeknnonHa urna 30 G x 127/

0,30 x 13 mm, 6;1es10 XBATO (HE € BKIIOYCHA).

Uznon3BaHeTo Ha mo-Manka uria (no-roisiMo G) oT npenopbunTeaHaTa nikekunonHa uria 30 G x %27/
0,30 x 13 mm, 6;1e/10 XBIATO MOXKE J1a TOBEIE IO YBEIMUCHO HHXKEKITHOHHO HaJISITaHE.
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HpeI{I/I MPUITIOKCHUEC OT. J'ICI[afITG BU3YAJIHO MHKCKIITUOHHUA pa3TBOpP.
He u3non3patite (bJ'IaKOHa, AKO UMa BUAMMHU YaCTUIIU, IIOMBTHABAHE WJIM IIPOMsIHA B LIBETA.

OrcTpaneTe mIacTMacoBaTa Karnadka u
ne3nH(peKnupaiTe BpHITHATA YacT Ha TyMeHaTa
3amynmrainka Ha (prakoHa.

Hsnon3BaiiTe acenTrnyHa TEXHUKA, 32 1a
u3BbpIIUTE CTHIOKHU 3-10.

3akpenere QUATHPHATA UTJIA, IPEAOCTaBEHA B
KapTOHEHAaTa OMAaKOBKa, KbM CTEPHIIHA
CIPUHITOBKA JTyep-JIoK ¢ obem 1 ml.

BbBezere punthpHaTa Uriia B IEHThPa Ha 3alyliankara Ha (pJIakoHa, JOKaToO UIjiaTa Bie3e U3LsII0
BBB ()JIaKOHA M BEPXBT JIOKOCHE TBHOTO MJIH JAOJHUS pb0 Ha (IiakoHa.

U3rernere 1s10To chappxanue Ha (iakoHa ¢ Eylea B cipuHIiioBKaTa, 1bpiKeiku ¢uiakoHa B
M3MPaBEHO MOJIOKEHHE, JIEKO HAKIIOHEH C IeJ yIIeCHSIBaHe Ha ITBITHOTO U3TETIIAHE. 3a
BB3MPEMATCTBAHE HABIU3aHETO HA BB3/IyX CKOCCHHAT BPbX Ha GUIThpHATA UIJIA TPSOBA JIa ¢
MOTOIEH B Te4HOCTTA. [IpoabipkaBaiiTe /1a HaKJIOHSIBaTe (DJIaKOHA MO BPEME Ha U3TETJISTHETO, KaTo
JBPXKUTE CKOCEHUS BPBbX Ha (PUIITHPHATA MIJIA, TOTONEH B TEYHOCTTA.

pasTBop / HaJI0Ily CKOCEH
BDBX Ha HIJIATa

Korato usnpazsate (h1akoHa, ce yBepere, ue OyTaloTo € U3TETJIEHO JIOCTaThYHO Ha3as, 3a Jia
M3Mpa3HUTE HAITBJIHO QuiTbpHaTa uria. Ciel] MOCTaBIHETO Ha MHKEKIUATA HEU3ITOJI3BAHHSAT
OPOAYKT TPsiOBa J1a c€ U3XBBPIIH.
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OtcrpaHere GUITHPHATA UrJIA U S U3XBBPJICTE 110 NPABUIICH HAYKH.
3atenexka: OunrhpHaTa UTJIa HE TPSAOBA Ta CE U3IIOI3BA 32 HHTPABUTPECATHOTO HHKEKTHPAHE.

3aBuiiTe mIbTHO MHXKeKroHHaTa nria 30 G x 1427 /
0,30 x 13 mm, Gen0o XBJITO KbM JIyep-JIOK BbpXa
Ha CIIPUHIIOBKATA.

Kato nppxuTe cipuHIIOBKAaTa ¢ HACOUYEHA HArOpe
WTIIa, s IPOBEPETE 3a HAMMYKNeE Ha MexypueTa. AKO
“Ma MexXypdeTa, BHUMATEIHO MOTyTanTe
CIIPUHIIOBKATA C MPBCT, I0KATO MEXypueraTa ce
WU3AUTHAT J0 FOpHATa il yacr.

3a J1a OTCTpaHUTE BCHYKU MEXypUeTa U Jla U3TJIACKATE M3JIUITHUS JICKAPCTBEH MPOIYKT, 0ABHO
HaTUCHETE OyTalIOTO TaKa, 4e IUIOCKHUAT PhO Ha OYTallOTO /1a Ce MOAPABHU C JIEIICHUETO,
o6o3naugaBamio 0,07 ml Ha cripuHIIOBKATA.

Pa3tBop cnepn ustnacksaHe Ha
Bb34yWHNTE Mexyp4yeTa n
N3NULWLHNA NekapcTBeH NPOAYKT

TNvHuns 3a gosvpate 3a
0,07 ml

Mnocsk pbo
Ha GyTanoto
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Eylea 114.3 mg/ml HHKEKIIMOHEH pa3TBOP B IIPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

[IpenBaputenHo HarbJTHEHATa CHPUHIIOBKA che cucTeMa 3a gosupane OcuClick e camo 3a eqHOKpaTHA
ynorpeba B e1HO 0Ko. M3TerissHeTo Ha HAKOJIKO JIO3H OT €HA MPEABAPUTEITHO HAITBIHEHA CIIPUHIIOBKA
cbe cuctema 3a gosupane OcuClick Moxxe fa yBenn4n prucKa OT 3aMbPCSABaHe U MOCTeABaIIa HHPEKITHs.

Jla He ce M3M0JI3Ba, aKO OMMAKOBKATa WM HEHHUTE KOMIIOHECHTH Ca C U3TEKbBJI CPOK Ha TOAHOCT, IOBPEICHU
i otBapsHu. [IpoBepeTe eTHKeTa Ha PEIBAPUTEITHO HAITBJIHEHATA CIIPHHIIOBKA ChC CHCTEMA 32
nosupane OcuClick, 3a na ce yBepuTe, 4e KOJTHMYECTBOTO HA aKTUBHOTO BEHIECTBO B I030Ba €IWHUIIA HA
Eylea croTBeTCTBa Ha TOBA, KOETO Bh3HAMepsBaTe Aa u3noi3sare. JJo3ara ot § mg u3nUCKBa U3MOI3BaHE
Ha Eylea 114,3 mg/ml npeaBapuTenHo HarblIHEHA CIIPUHIIOBKA.

WnTpaBuTpeaaHoTo HHXEKTUpaHe TpsOBa a ce U3BbpIlBa ¢ HHKekunonHa uraa 30 G x 727/

0,30 x 13 mm, Geno XBIATO (HE € BKIIOYCHA).

Uznon3BaHeTo Ha mo-Manka uria (no-rojsiMo G) oT npenopbunTeaHaTa nikekunonHa uria 30 G x 27/
0,30 x 13 mm, 67e10 XBJITO MOXKE Ja TOBEJE 10 YBEIMUEHO WHKEKIIHOHHO HaJIATaHe.

OnucaHue HA MPeABAPUTETHO HATbJIHEHA CIPUHIIOBKA ¢ MHTErPHPaHa CHCTeMA 3a J03UpaHe
OcuClick

Karayka Ha COpUHIIOBKaTa »

JIyep-JIOK afantop >

ri1aBa Ha OyTanoTo >

u3rien Ha 90°

MSACTO 3a ITOCTaBSIHE

cucTema 3a Ha IPBCTHUTE
J03UpaHe
OcuClick
OyTaio
BOJIAY

KJI€0

1. | Ilpurotsere ce

Korato cte rotoBu 3a npuinoxenue Ha Eylea 114,3 mg/ml, oTBopeTe kapToHEeHATa ONAaKOBKA U
u3BajieTe crepuwiHus Oaucrep. BHuMaTenHo oTBopeTe OnucTepa, OCUTYpsBAlKU CTEPUITHOCTTA
Ha ChIBPKAHUETO MY.

JpBKTe COpHUHIIOBKATa B CTEPUITHOTO T'HE3/I0, IOKATO HE C€ MOATOTBUTE 3a MPUKPENIBAHETO HA
uriara.

M3nomn3paiiTe acenTuyHa TEXHUKA, 32 J1a U3BBPIITUTE CTHIIKH 2-9.
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N3Banere cnpuHIlOBKaTa

W3Banere cipuHIIOBKATa OT CTEPUITHUS OITUCTED.

OremaiiTe CIPUHIIOBKATA U HHXEKIIHOHHUS Pa3TBOP

He u3non3Baiite mpeaBapuTEIHO HAITbIHEHATA CIIPUHIIOBKA, aKO:

- ¥IMa BUJIUMH YaCTHUIIM, IOMBTHSIBAHE MM IIPOMSHA B LIBETA

- HSIKaKBa 4acT OT NPEBAPUTEITHO HAITbJIHEHATA CIIPUHIIOBKA ChC CUCTEMA 3 JO3UpaHe
OcuClick e noBpenena uinm pa3xiadeHa

- KaraykaTa Ha CIIPHHIIOBKATA HE € CBbP3aHa C JIyep-JIOK aanTopa.

OT‘IYHCTC Karradkara Ha CIIpUHIOBKaTa

3a na oTuynuTe (HE OTBUBAMTE) Karaykara Ha

CIIPMHIIOBKATA, IPHKTE COPUHIIOBKATA B €HATA ! x
pPKa, a KaraykaTa Ha CIIPUHLIOBKATa C Iajena u TUYYIIETE!

TOKa3ajiena Ha ApyraTa pbKa. N/
3adenexka: He nzrernsiite Oyranoro.

[Ipukpenere urna

3aBuiiTe IIHTHO MHKEKIIMOHHATA UTTIA
30 Gx %7 /0,30 x 13 mm, 0e70 KBITO KbM
BbpXa Ha CIPUHIIOBKATA C JIyEeP-JIOK a/1alTopa.

Jyep-JIOK afanTtop 1

99




OtcrpaneTe Bb3AYIIHUTE MEXypUueTa

Karo appxute CipMHLIOBKAaTa C HACOYCHA
Harope Wria, st IpoBepeTe 3a HaINYUe Ha
BB3JIyIIHU MeXypueTa. AKO UMa Bb31yIIHU
MeXypdera, BHUMATEJIHO MOTyNaiTe

CIIpUHIIOBKAaTa C IPbCT, JOKATO MEXYypUCTaTa C€

W3AUTHAT J0 TOpHaTa i 4acT.

%iﬁn‘&

WztnackaiiTe Bp3Iyxa v H3MUIIHAS 00eM 32 3apeaaHe

CripuHIIOBKAaTa HSAMa JTUHUS 32 103aTa, Thi KaTo € mpeJHa3HadYeHa 32 MEXaHNYHO 3a/laBaHe Ha

no3ara, KaKTO € OIIMCAHO B CTBIIKUTC I10-A0JTY.

3apexIaHeTo M 3a/1aBaHeTO Ha J]03aTa TPsOBa Ja ce MPaBH C MOMOIITA HA CICIHUTE CTHIIKH.

3a Ja OTCTPAHUTC BCUYKU MEXYpUCTa U Jia U3TIIACKATE U3JIUIIHUA JICKAPCTBCH MMPOAYKT, 6aBHO
HaTHCHETe OyTalIoTO (M300pasKEHUETO BIISIBO MO-J0TY), IOKATO CIIPE, T.€. KOraTo BOJAYbT BbPXY
OyTasoTO JOCTUTHE J0 MSCTOTO 32 ITOCTaBsSIHE HA MPBCTUTE (M300pKEHUETO BISICHO TIO-I0ITY).

BB3/YIIHO
Mexypue

YBepere ce, ye
MexypueTaTa
ca B rOpHaTa
4yacT, TaKa 4e
J1a MOraT Jia
obaar
H3TJIACKAHM.

pasTBOp

MSICTO 32 IMOCTaBSIHE
Ha MPBCTUTE

OyTano

BOJAY

OyTano
MSICTO 33
MOCTaBsIHE
Ha IPHCTHTE
L_ HATHCHATO
JIOKpaii
\ BOJAY

100




8. | BagaiiTe mo3ara

3aBbpTeTe Kpas Ha OyTanoro Ha 90 rpamyca mo
MOCOKa HA YaCOBHUKOBATA CTPENKa WIN
00paTHO Ha YaCOBHUKOBATA CTPEJIKA, JOKATO
BOJAYBT HA OyTAIOTO CE M3PaBHHU C XKIreda.
Mosxe 1a gyere mpakBaHe.

3a0enexka: Cera ycTpoHCTBOTO € TOTOBO 32
NpuUIoKeHUe Ha Jo3ata. He Hatuckaiite
OyTanoTo mpeau BbBEKAAHETO B OKOTO.

INPAKBAHE

9. | IIpunoxere MHXKEKIUATA

B’bBeI[eTC urjiata B MJACTOTO Ha MHXCKTUPAHC B
okoTO. MHXeKTupaiiTe pa3rsopa, KaTo
HaTHCHETe OyTaJoTo, IOKATO CIpE, T.€. JOKATO
BOJAYBT € U3ISUIO B KJieOa.

He naTnckaiTe JOIMBIHUTEIHO, ClIET KAaTO
BOMAYbT € B kJeba. HopmanHo e 1a Bugnrte
MaJIKO KOJIMYECTBO OCTATHYCH PA3TBOP, OCTAHAIT
B CIIPHHIIOBKATA.

10. | IIpenBapuTeIHO HAITBJIHEHATA CIIPHHIIOBKA € 3a MIPHJIOKEHUE HA EAMHUYHA J]03a U CaMo 3a
€IHOKpaTHa ynoTpeoa.

Crnen MHXEKIUATa U3XBBbpJIeTE U3M0JI3BaHAaTa CIPUHIIOBKA B KOHTEHHED 3a U3XBBHPIISHE HA
OCTPH NPEIMETH.

Hewnsnomn3BaausT JICKApCTBCH NPOAYKT UKW OTIIAABbYHUTE MATEPUAIIN OT HETO Tp$[6Ba J1a C€ U3SXBBHPJIAT B
ChOTBETCTBUC C MCCTHUTC U3NUCKBAHUA.

7.  NPUTEXATEJ HA PASPELHIEHUETO 3A YIIOTPEBA
Bayer AG

51368 Leverkusen
I'epmanus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/12/797/003 - Eylea 114,3 mg/ml nrxekuuoHeH pa3TBop
EU/1/12/797/004 - Eylea 114,3 mg/ml nH:xeKuuoHeH pa3TBOp B MPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

9. JATA HA I'bPBO PASPEINABAHE/IIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[Jata Ha mepBo paspemiaBane: 22 Hoemspu 2012 r.
Jarta Ha mocneano noaHoBsBane: 13 romm 2017 T.

10. JATA HA AKTYAJINBUPAHE HA TEKCTA

[Nonpo6Ha mH(OpMans 3a TO3M JIEKaPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBpomneiickara
areHInus 1o JeKkapcTBaTa https://www.ema.europa.eu.
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MPUJIOKEHME I
MPOU3BOJUTEJINA HA BUOJIOTMYHO AKTUBHOTO
BEIIECTBO U IPOU3BOJUTEJ, OTTOBOPEH 3A
OCBOBOKJIABAHE HA APTHUIN
YCJIOBUSI WJIM OTPAHUYEHUS 3A JOCTABKA U YIIOTPEBA

APYI'N YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJIOBUSA NI OTPAHUYEHMUSA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOJAYKT
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A. NPOU3BOAUTEJIN HA BUOJIOT'MYHO AKTUBHOTO BELHIECTBO 1
MMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOXJABAHE HA ITAPTU/IN

HmMe u agpec Ha IPpOU3BOANUTENS HA OMOIOTHYHO aKTHBHOTO BEIIECTBO

Regeneron Pharmaceuticals, Inc.
81 Columbia Turnpike
Rensselaer, New York 12144
CAIILl

WA
Regeneron Ireland Designated Activity Company
Raheen Business Park Ballycummin

Limerick

Wpnannns

Hme m aapec HA MPOM3BOJMTENS, OTTOBOPEH 3a 0CBOOOK/IaBaHE HA APTHIANTE

Bayer AG
Miillerstralle 178
13353 Berlin
I'epmanus

[ledaTHara TUCTOBKA Ha JIEKAPCTBEHUS IPOAYKT TPsOBa Aa ChIbPKa UIMETO U agpeca Ha MPOU3BOIUTEIL,
OTIOBOPEH 3a 0CBOOOKAaBaHETO HA ChOTBETHATA MAPTUAA.

b. YCJI0OBUSA WM OI'PAHUYEHUSA 3A 1OCTABKA U YIIOTPEBA

JlexkapcTBEHUSAT MPOIYKT C€ OTITyCKa 10 OrpaHUYEHO JieKapcko npeanucanre (Bx. [punoxenne I: Kparka
XapaKTepHCTHKa Ha MPOJIyKTa, Touka 4.2).

B. JPYI'U YCJIIOBUA U UBUCKBAHUSA HA PASPEIIIEHUETO 3A YIIOTPEBA

. Ilepuoguynu akTyaJau3upanm aokjaaau 3a oezonacuocr (ITAJIB)

M3uckBanwmsTa 3a nogasane Ha [TA b 3a To3u JeKapCTBEH MPOAYKT Ca MMOCOYEHHU B CIIUCHKA C
pedepentaute natu Ha Epponetickus c¢bio3 (EURD cnuchk), npeasuaes B wi. 1078, an. 7 ot

HupextuBa 2001/83/EO, 1 BbB BCUUKH ClIeIBAIIM aKTyalU3allH1, yOJIMKyBaHH Ha €BPONEHCKIUS
yeOropTai 3a JeKapcTBa.

r. YCciaoBus Uit OIrPAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEGA HA
JIEKAPCTBEHUA TPOAYKT

104



. Ilnan 3a ynpasJjenue Ha pucka (ITYP)

[IputexaTensaT Ha pa3pemieHuero 3a ynorpeda ([IPY) tpsabdsa na u3BbpIIBa H3UCKBAHUTE ACHHOCTH U
NEHCTBHUSA, CBBP3aHU C TIPOCIIEsIBaHe Ha JeKapcTBEeHATa O€30MacHOCT, IOCOUYeHH B ogoopenws [1VP,
npencraBeH B Moayi 1.8.2 Ha pa3pemenuero 3a ynorpeda, KakTo U BbB BCHUKH CIIEBAIIN 0I00peHH
akTyanusauuu Ha ITVP.

Axrtyanusupat [1YP tps6Ba na ce moxaBa:

. 1o uckane Ha EBpornelickarta areHIuys 1o JekapcTBara;

. BUHArW, KOraTo ce U3MeHs cUcTeMaTa 3a yIpaBJieHHe Ha pUCKa, 0COOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa MH(OpPMAITHs, KOATO MOXKE Jla IOBeIe 0 3HAYNMU IPOMEHH B
CHOTHOIICHHUETO T0JI3a/PUCK, WITH CJIE/] TOCTUTAHE Ha BayKEH eTall (BbB BPh3Ka C
MpocJie/iiBaHe Ha JeKapCTBeHaTa 0€30MacHOCT MIIM CBEX/1aHe Ha PUCKA 10 MUHUMYM).

Axko nogaBanero Ha [IAJIb u akryanusupanero Ha [IYP cbBmagar, Te MoXxe Aa ce noganat
€IHOBPEMEHHO.

CucreMa 3a JIeKapcTBeHa 0€30IaCHOCT

[IPY TpsibBa na rapanTHpa, 4e CUCTEMATa 3a JIEKapCTBEHA O€301acHOCT, TPeACTaBeHa B
Mouyi 1.8.1 Ha PasperienueTo 3a ynotpeba e BHeApeHa U (PYHKIIMOHUPA MIPEIU U JJOKATO
JIEKapCTBEHUSAT MPOAYKT € Ha Ma3apa.

° I[OH"I)JIHI/ITCJIHH MEPKHU 3a CBEKIAHEC HA PUCKA 10 MUHUMYM

[IPY ce cwriacu jia npeaocTaBu o0yunTesieH MaTepuain 3a Eylea 3a Teputopusita Ha EBporneiickust Chio3.
[Ipenu myckaHe Ha MPOIYKTA HA Ta3apa M B pAMKUTE Ha )KMU3HEHHUS MY IIUKBJI BbB BCAKA IbPKABA WICHKA,
[1PY mie cpriacyBa oKOHYATENHUS 00YyUNTEIICH MaTepHrall C HAIMOHATHUTE KOMIIETEHTHH OpTaHH.

[1PY rapantupa, 4e cien o0OCHKJaHe U TIOCTUTAaHe Ha ChIJIAacHe C HAIIMOHAIHUTE KOMIIETEHTHU OPTaHu
BbB BCsKA JbpiKaBa WICHKA, KbIETO ce npoaaBa Eylea, ounnTe KIMHUKH, KbJETO ce ouakpa Eylea na ce
W3I0JI3Ba, Ca CHAOJICHH C aKTyalH3upaH HHPOPMAITMOHEH MAKeT 3a JIEKAPH, ChAbPIKAIL CISTHUTE
€JIEMEHTH:

. Wndopmarnus 3a nekapu

. Buneo Ha npoueaypata 3a MHTpaBUTPEATHO HHXEKTUPAHE

. [TukTorpama Ha npouenypara 3a HHTPaBUTPEATHO HHKEKTHPaHE

. WNudopmalinoHHy MakeTH 3a MalUeHTy (CaMo 3a Bb3pacTHATA MOITYJIAIHS)

I/IH(l)OpMaLII/ISITa 34 JICKapu B 06yLII/ITeJ'IHI/IH Marepuall CbAbpiKa CJICAHUTC OCHOBHU CICMCHTU!

. TexHUKH 32 MHTPAaBUTPEATHO UHKEKTHPaHEe, BKIIOYUTETHO u3nona3Bane Ha 30 G urna u
CHOTBETHUSI BI'bJI HA HHIKEKTHUPAHE
. ®nakoHBT U NPEABAPUTEITHO HAITBJIHEHATA CIIPUHIIOBKA Ca CaMo 3a €JHOKpaTHa yrnoTpeda

HCO6X0}_'[I/IMOCTT3 Aa CC U3XBbPJIU U3JIUIITHUAT 00em ot CIIPpUHIIOBKAaTa Mpeaun Ja cc
HWHIKCKTUPpaA Eylea, 3a JJa C€ n30erde npeao3upaHe (CaMO 3a Bb3paCTHATa nonynaum{)

° Ha6J’IIO)_'[€HI/Ie Ha ManuceHTa CJIC UHTPABUTPCAIIHO NHIKCKTUPAHE, BKIIFOUUTCIIHO
IIPOCJICAABAHE HA 3pUTECIIHATA OCTPOTA U IOBUITIABAHETO HA BbTPECOYHOTO HAJIATAHE CJIC]
WHXCKTUPAHETO

° OcHOBHH IIpuU3HaO 1 CUMIITOMHA Ha HEXKEJIaHU C’[)6I/ITI/I$I, CBBHpP3aHU C UHTPABUTPECATIHO

HUHKCKTUPAHEC, BKIIFOUUTCIHO eHI[O(l)TaJ'IMI/IT, BBTPCOYHO BB3MAJICHUC, IOBUILICHO BBTPECOYIHO
HaJAAraHe, pa3KbCBAHC HA MMTMCHTHUA CIIMTCII HA PETUHATA U KaTapaKTa
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o [TanmeHTKHUTE C A€TEPOIeH MOTEHIMAT TPAOBa J1a MpuiiaraT epeKTHBHA KOHTPaenus, a
OpeMeHHUTE )XKeHU He TpsiOBa na u3nonssat Eylea (camo 3a Bb3pacTHATa MOMyIaIys)

CremHuTe KITIOYOBH €IIEMEHTH ca crieuUIHA 3a mokazanueTo PH (peTuHOMaTHS HA HEAOHOCEHOTO):

. W3znon3eaHeTo Ha TO3UPAIOTO YCTPOHCTBO 32 MPUIIOKEHHE B TIEHATPHATA € 33IBIDKUTEITHO

. Heo0xomuMocTTa OT npaBHIHA OJTOTOBKA Ha TO3UPAIOTO YCTPOHCTBO 32 MPUIIOKEHHUE B
MeUATPUATA TIPS HHKEKTHPaHe

. Jlo3upanioTo yCTpoOrCTRBO 32 MPIIOKEHUE B MEAUATPHUITA € CaMO 3a SIHOKpaTHA yroTpeda

NHpopMamOHHUST HaKeT 3a MaueHTa oT 00yYUTeIHNs MaTepral 3a Bb3pacTHATa MOMyJalys BKII0YBa
WHPOPMALMOHHO PBKOBOICTBO 32 MAllMEHTa M HeroBarta ayano Bepcus. MHpOopMalmoHHOTO PBKOBOACTBO
3a MalUeHTa ChbpPXKa CIEAHUTE OCHOBHH €IEMEHTH:

. JIucroBka ¢ nHOpMaNKA 3a MALUEHTA
Koii TpsioBa na ce nexyBa c Eylea
Kak na ce moarorBure 3a neuenne Eylea
Kaksu ca crbprnkuTte cien jiedenue ¢ Eylea
OcHOBHH IMpU3HaI 1 CUMIITOMU Ha CEPUO3HU HEKCIIaHU C'B6I/ITI/I$1, BKJIFOUHUTCIHO
CHILO(i)TaHMI/IT, BBTPCOYHO BB3MNAJICHUE, YBEJIMUAaBAHC HAa BBTPCOYHOTO HAJIAATaHC, Pa3KbCBAHC
Ha MUTMEHTHHUS eNUTel Ha peTHHATA U KaTapaKTa
Kora na moTepeAr cremsa nomoln ot CBOs JIEKap
[TanmenTkuUTE C AETEpOAEH MOTEHIMAN TpsiOBa fa npuiaraT eeKTUBHA KOHTPALeNys, a
OpeMeHHUTE )KeHU He TpsiOBa a u3nonssar Eylea
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INPUJIOKEHHUE III

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbJAbPKA BTOPUUYHATA OITAKOBKA
KAPTOHEHA KYTHUSA
IIpenBapuTeHO HANTbJIHEHA CIPUHIOBKA

‘ 1. HUME HA JIEKAPCTBEHUA TPOAYKT

Eylea 40 mg/ml uHXeKIIMOHEH pa3TBOP B MPEABAPHUTEIIHO HAIThIHCHA CIIPUHIIOBKA
admubeprenT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEULIECTBO(A)

1 mpeBapuTEIHO HATBITHEHA CIIPHHIIOBKA ChIbpka 3,6 mg adhmubeprent B 0,09 ml pazrBop (40 mg/ml).

3. CIIUCBK HA IOMOIIIHUTE BELLIECTBA

[Homommam BemectBa: E 432; natpueB nuxuaporerdocdat MOHOXUAPAT; THHATPUEB XuAporeHpocdar
XeMTaxuApar; HaTPHEB XJIOPH]I; 3aXap0o3a; Boja 3a HHKEKIINH

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

HMuxexunoHeH pa3TBop

| mpeaBapuTEIHO HATbJIHEHA CIIPUHIIOBKA Chabpka 3,6 mg admaubepuent B 0,09 ml pasrop (40 mg/ml).
Hocrass | equanyHa mo3a ot 2 mg/0,05 ml.

‘ 5. HAYYH HA TPUJIOKEHUE U IbT(MIIA) HA BBBEX/IAHE

WnTpaBuTpeasHo npuioxeHne

Camo 3a efHOKpaTHa yHnoTpeoa.

[Ipenu ynoTtpeba nmpoyerere TUCTOBKATA.

OtBopete cTepuiIHuS ONKUCTEP caMo B YHCTA CTas 32 IPHIIOKEHHE.
WznumuausaTt o6em TpsOBa Aa ce OTCTpaHH MPEar HHKEKTHPaHE.

6. CHHEHUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUSAT NPOAYKT TPSBBA JIA
CE CbXPAHSABA HA MSACTO JAJIEYE OT IIOI'VIEJIA U TOCEI'A HA JELIA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOANMO
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‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:

‘ 9. CIIELHHUAJIHHU YCJIOBUsI HA CbXPAHEHUE

Ja ce cpxpaHsaBa B XJIaAHITHUK.
a He ce 3ampassiBa.
Jla ce cpxpaHsBa B OpUTMHAIHATA OTIAKOBKA, 3a Ja Ce MPEAMNa3u OT CBETIMHA.

10. CIHENUWAJIHM IPEAITIA3HU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHBA

11. HME U AJIPEC HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Bayer AG
51368 Leverkusen
I'epmanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/12/797/001

13. NAPTHUIAEH HOMEP

[TapTuna:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMUA 3A YIIOTPEBA

3a nHpOpPMAIHS Ha MECTCH €3UK CKAHUPANTE TYK 3a 1a IOCTHIINTE HHTEPHET CTPAHUIIATA
https://www.pi.bayer.com/eyleal.
QR-ko0/1 32 Bpb3Ka ¢ BKJIIOUCHATA JTUCTOBKA 32 MAIMEHTA.

| 16. MH®OPMAIIMSA HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHKE J1a HE ce BKIOUM nH(popManus Ha bpaiinosa a30yka.
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‘ 17. YHUMKAJIEH NJEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKoz ¢ BKIIIOYEH YHUKAJIEH HICHTU(PHUKATOP

‘ 18. YHMKAJIEH NJEHTU®UKATOP — TAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CbJABbPKAT BJIMCTEPUTE
[IpenBapuTeTHO HATBJIHEHA CIPUHIIOBKA

‘ 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Eylea 40 mg/ml un>KeKOHEH pa3TBOP
admubeprernT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEULIECTBO(A)

1 mpeBapuTEIHO HATBIIHEHA CIIPHHIIOBKA ChIbpka 3,6 mg admubeprent B 0,09 ml pazrBop (40 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

| mpeaBapuTEIHO HATbJIHEHA CIIPUHIIOBKA Chabpka 3,6 mg adaubepuent B 0,09 ml pasrsop (40 mg/ml).
Hocrass 1 equanyHa no3a ot 2 mg/0,05 ml.

| 5. HAYMH HA IPMJIATAHE M ITbT(MLIA) HA BBBEXK/IAHE

HHTpaBUTpEeaIHO IPUIIOKEHHE

Camo 3a efHOKpaTHa ynoTpeoa.

[Tpenun ynorpeba mpoyerere JTMCTOBKATA.

OtBopete cTepuiIHUS ONKUCTEP caMo B YHCTA CTas 32 IPHIIOKEHHE.
Wznumausat o6eM TpsOBa Ja ce OTCTpaHH MPer HHKEKTHpaHe.

6. CIIEHUAJIHO MPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA JIA
CE CbXPAHSABA HA MSACTO JAJIEYE OT IIOI'VIEJA 1 TOCEI'A HA JEITA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIa.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOAUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:
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‘ 9. CIIELHUAJIHHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsaBa B XJIaAWITHUK.
a He ce 3ampassiBa.
Jla ce cpxpaHsaBa B OpUTMHATIHATA OTIAKOBKA, 32 Ja C€ MPEAMNa3u OT CBETIHHA.

10. CIHENUWAJIHM IPEAITIA3HU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Bayer AG
51368 Leverkusen
Iepmanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/12/797/001

13. NAPTHUIAEH HOMEP

[TapTuna:

| 14. HAYMH HA OTIIYCKAHE

| 15.  YKA3AHWS 3A YIIOTPEBA

| 16. MH®OPMAILMSA HA BPAIJIOBA A3BYKA
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MUHUMYM JAHHU, KOUTO TPABBA JJIA CbABPKAT MAJIKUTE EJIUHUYHU
II'bPBUYHHU OITAKOBKHU

ETUKET

IIpenBapuTeHO HANTbJIHEHA CHPUHIOBKA

| 1. MME HA JEKAPCTBEHMSI IPOJYKT U IMbT(MIIIA) HA BbBEXKIAHE

Eylea 40 mg/ml umxexius
agubepient
HuTpaBuTpeaino NpuiioxeHue

‘ 2. HAYYH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

S. CBbABbPKAHUE KATO MACA, OBEM WJIN EJUHULIN

Hsznonssaem o6em 0,09 ml

6. ZIPYTO
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUUHATA OITAKOBKA
KAPTOHEHA KYTUSI
daakoH

‘ 1. HUME HA JIEKAPCTBEHUS NTPOAYKT

Eylea 40 mg/ml umxeximoneH pa3TBop BB (hIakoH

adubepient

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

1 dbnakon ceabpxka 4 mg apmubepuent B 0,1 ml pasrop (40 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

[Momomnum BemectBa: E 432; natpues auxuaporerdocdat MOHOXUAPAT; TUHATPUEB XuAporeHpochar
XeMTaxuApar; HaTPHEB XJIOPH/I; 3aXapo3a; BOJIa 3a HHKCKIIHH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

WHxeKIMoHEeH pa3TBop
1 dbnakon ceabpxka 4 mg apmubdepuent B 0,1 ml pazreop (40 mg/ml).
18G ¢unrspHa urna

Hocrass 1 equanyHa 103a ot 2 mg/0,05 ml.

| 5. HAYMH HA IPMJIO)KEHHUE U ITBT(MILA) HA BbBEXKJIAHE

WHTpaBUTpEeaAIHO IPUIIOKEHNUE.

Camo 3a etHOKpaTHa ynoTpeoa.

[Ipenu ynotpeba npoyereTe NMCTOBKATA.

WznumauaT o6em TpsOBa fa ce OTCTpaHU MIPEIN HHKEKTHPaHe.

6. CIHIEHUAJIHO MPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPABBA JIA
CE CbXPAHSABA HA MACTO JAJIEYE OT IIOI'VIEJA 1 TOCEI'A HA JEITA

Jla ce cpxpaHsIBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOAUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHHUE

[a ce cbxpaHsBa B XJIaJUIHHUK.
a He ce 3ampassiBa.
Ja ce cpxpaHsaBa B OpUTHHATIHATA OMAKOBKA, 32 Ja C€ MPEAIAa3y OT CBETIHHA.

10. CHELUWAJIHU NPEAITA3HA MEPKU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

11. HMME U AJPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Bayer AG
51368 Leverkusen
I'epmanus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/12/797/002

13. TMAPTHUJIEH HOMEP

ITaptuna:

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

3a nH(pOpPMAIHS Ha MECTCH €3UK CKAHUPANTE TYK 3a 1a IOCTHIINTE HHTEPHET CTPAHUIIATA
https://www.pi.bayer.com/eylea2.
QR-ko[1 3a Bpb3Ka ¢ BKJIIOYEHATA JIMCTOBKA 32 MAIUCHTA.

‘ 16. HWH®OPMAIIUS HA BPAJIOBA A3BYKA

[Ipuero € ocHOBaHUE J1a HE ce BKIIOUYM HHGopMallis Ha bpaitiosa a30yka.

116



‘ 17. YHUKAJIEH UIEHTH®UKATOP — JIBYU3MEPEH BAPKO/

JIBym3MepeH 0apKo[l C BKIIFOUSH YHUKAJICH UICHTU(DHUKATOD

‘ 18. YHMKAJIEH WIEHTH®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN

117



MUHUMYM JAHHHU, KOUTO TPSIBBA A CbABPKAT MAJIKUTE EJIUMHUYHU
ITbPBUYHH OITAKOBKMH

ETUKET

®1aKkoH

| 1. MME HA JEKAPCTBEHMSI IPOJYKT U IMbT(MIIIA) HA BbBEXKIAHE

Eylea 40 mg/ml umxexius
agubepient
HuTpaBuTpeaino NpuiioxeHue

‘ 2. HAYYH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

S. CBbABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

Hsnonssaem o6em 0,1 ml

6. ZIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA - ®JIAKOH

‘ 1. HUME HA JIEKAPCTBEHUS NTPOAYKT

Eylea 114,3 mg/ml nmkxekmoHeH pa3TBOp
adnubepient

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

1 dbnaxon ceabpxa 30,1 mg adpmubepuent B 0,263 ml pazteop (114,3 mg/ml).

/3. CHUCBHK HA HOMOUIHUTE BEIECTBA

[ToMomHu BelecTBa: 3axapo3a, apruHIHOB XUAPOXIOPHU/, XUCTUIUHOB XUIPOXJIOPHL MOHOXUIPAT,
XUCTUIUH, osucopo6ar 20, BoAa 3a MHKECKIUH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HMuxex1noHeH pa3TBop
1 ¢pnaxon crabpxa 30,1 mg adpmmubepuent B 0,263 ml pastop (114,3 mg/ml).
®untbpHa uria 18 G

‘ 5. HAYYH HA TPUJIOKEHUE U I'bT(MIIA) HA BBBEXX/IAHE

WHTpaBUTpEaHo NpUIOKEHHE

Camo 3a eTHOKpaTHa ynoTtpeoa.

[penu ynorpeba nmpoyereTe IUCTOBKATA.

30,1 mg/0,263 ml

Enuanyna moza: 8 mg/0,07 ml

Wznumausat o0eM TpsOBa Ja ce OTCTpaHH MpeIr HHKEKTHPaHe.

6. CIIEHUAJIHO MPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPABBA JIA
CE CbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCEI'A HA TELIA

Jla ce cpxpaHsIBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOAUMO
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‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:

‘ 9. CIIELHHUAJIHHU YCJIOBUsI HA CbXPAHEHUE

[a ce cpxpansiBa B XJIaquiIHUK. J{a He ce 3aMpassiBa.
Jla ce cpxpaHsaBa B OpUTHHAIHATA OMAKOBKA, 32 Ja C€ MPEAIa3y OT CBETIHHA.

10. CHELUWAJIHU NPEAITA3HUA MEPKU ITPU U3XBBPJIAHE HA HEN3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJIPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Bayer AG
51368 Leverkusen
I'epmanus

12. HOMEP HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/12/797/003

13. NAPTHUIAEH HOMEP

[TapTuna:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUS 3A YIIOTPEBA

3a nH(pOpMAaIHs Ha MECTEeH €3UMK CKaHUpaiTe TyK 3a Jia JOCTHIIMTE HHTEPHET CTPaHHIaTa
https://www.pi.bayer.com/eylea3.
QR-ko0/1 32 Bpb3Ka ¢ BKJIIOUCHATA JTUCTOBKA 32 MAIMEHTA.
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‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

[MpueTo e ocHOBaHME J1a HE ce BKIOYM HH(popManus Ha bpaiinosa a30yka.

l 17. YHUMKAJIEH NJEHTU®UKATOP — IBYU3MEPEH BAPKO/

JBym3mepeH 0apKo/I C BKIIFOUEH YHUKAJICH UACHTH(DHUKATOP

l 18. YHMKAJIEH WIEHTU®UKATOP — JTAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CbABPXKXAT MAJIKUTE EAUVHNYHU
II'bPBUYHH OITAKOBKH

ETUKET - ®JJAKOH

| 1. MME HA JEKAPCTBEHMSI IPOJYKT U IMbT(MIIIA) HA BbBEXKIAHE

Eylea 114,3 mg/ml nmxexmus
agubepient
HuTpaBuTpeaino NpuiioxeHue

‘ 2. HAYYH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABPKXAHUE KATO MACA, OBEM WJIN EJUHUIIN

30,1 mg/0,263 ml

6.  JPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA - ITIPEJABAPUTE/IHO HAITBJIHEHA CITPUHIIOBKA

‘ 1. HUME HA JIEKAPCTBEHUS NTPOAYKT

Eylea 114,3 mg/ml nmkeKkuoHeH pa3TBOP B IPEIBAPHUTEITHO HAITBIHEHA CIIPUHIIOBKA
adnubepient

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

1 mpenBapUTEITHO HATBJIHEHA CITPUHIIOBKA Chabpxka 21 mg admbepuent B 0,184 ml pa3teop
(114,3 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

ITomolHM BemiecTBa: 3axapo3a, ApruHUHOB XUIPOXJIOPHU, XUCTUIUHOB XUJIPOXJIOPUA MOHOXHUIPAT,
XUCTHIUH, Tonucopbat 20, Boaa 3a WHKEKITHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

WHxeKIMoHEH pa3TBop
1 mpeaBapuTENHO HATBJIHEHA CIIPUHIIOBKA Che cucTema 3a po3upane OcuClick

5. HAYYH HA TPUJIOKEHUE U I'bT(MIIA) HA BBBEXX/IAHE

WHTpaBUTpEaHo NpUIOKEHHE

Camo 3a eTHOKpaTHa ynoTtpeoa.

[penu ynorpeba nmpoyereTe IUCTOBKATA.

21 mg/0,184 ml

Enuanyna moza: 8 mg/0,07 ml

Wznumausat o6eM TpsOBa Ja ce OTCTpaHH MPer HHKEKTHpaHe.
[Ipodere Bcuuku yKa3aHus, 3a Ja MPUIOKUTE MTPaBUITHATA JI034.

6. CIIEHUAJIHO MPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSABBA JIA
CE CbXPAHSABA HA MACTO JAJIEYE OT IIOI'VIEJA 1 TOCEI'A HA JEITA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CHHELNUAJIHU NPEAYIPEXKJIEHUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:

‘ 9. CIIELHHUAJIHHU YCJIOBUsI HA CbXPAHEHUE

a ce cpxpansBa B xJ1aquiaHUK. /{a He ce 3aMpa3siBa.
Jla ce cpxpaHsBa B OpUTHHAIHATA OTAKOBKA, 32 Ja C€ MPEAIa3y OT CBETIHHA.

10. CHELUWAJIHU NPEAITA3HUA MEPKU ITPU U3XBBPJIAHE HA HEN3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJIAPEC HA TTIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Bayer AG
51368 Leverkusen
I'epmanus

12. HOMEP HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/12/797/004

13. NAPTHUIAEH HOMEP

[TapTuna:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMUA 3A YIIOTPEBA

3a nHpOpMAIHS Ha MECTCH €3UK CKAaHUPANUTE TYK 3a Ja JOCTHIINTE HHTEPHET CTPAHUIATA
https://www.pi.bayer.com/eylea4.
QR-ko0/1 32 Bpb3Ka ¢ BKJIIOUCHATA JTUCTOBKA 32 MAIMEHTA.

| 16. MH®OPMAIIMSA HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHKE J1a HE ce BKIOUM nH(popManus Ha bpaiinosa a30yka.
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‘ 17. YHUMKAJIEH NJEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKoz ¢ BKIIIOYEH YHUKAJIEH HICHTU(PHUKATOP

‘ 18. YHMKAJIEH NJEHTU®UKATOP — TAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMMYM JAHHU, KOUTO TPABBA JJA CbABPKA BTOPUYHATA OITAKOBKA

OTJIEIIBAILl CE ETUKET, IOCTABEH HA BBTPEIHLIHATA CTPAHA HA KAITIAKA HA
KAPTOHEHATA OIIAKOBKA - IIPEJBAPUTEJIHO HAITBJIHEHA CIIPUHIIOBKA

1. UME HA JIEKAPCTBEHUS NTPOAYKT U IBbT(MLIA) HA BBBEXK/IAHE

Eylea 114,3 mg/ml

‘ 2. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen mo:

3. HAPTUJAEH HOMEP

[TapTuna:
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MUHHMMYM JAHHU, KOUTO TPABBA JA CBbABPXAT BJIMCTEPUTE NJIK JIEHTUTE

BJIMCTEPHO ®OJIMO - TIPEJABAPUTEJIHO HAITBJIHEHA CITPUHITOBKA

| 1. MME HA JJEKAPCTBEHMSI IPOJIYKT M MbT(MIIIA) HA BbBEX/IAHE

Eylea 114,3 mg/ml nmkeKkuoHeH pa3TBOp B IPEIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA
admubeprernT

‘ 2. UME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Bayer

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  ZIPYTO

21 mg/0,184 ml

Enunnyna no3a: 8 mg/0,07 ml
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MHUHUMMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EAMVHNYHU
II'bPBUYHH OITAKOBKH

ETHUKET - IPE/IBAPUTEJIHO HAITBJIHEHA CITIPUHIIOBKA

| 1. MME HA JEKAPCTBEHMSI IPOJYKT U IMbT(MIIIA) HA BbBEXKIAHE

Eylea 114,3 mg/ml nmxexmus
agubepient
HuTpaBuTpeaino NpuiioxeHue

‘ 2. HAYYH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBbABPKXAHUE KATO MACA, OBEM WJIN EJUHUIIN

21 mg/0,184 ml

6.  JPYTO
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Bb. IUCTOBKA
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JlucToBKa: HH(pOpPMALUA 32 Bb3PACTHU NMAIMEHTH

Eylea 40 mg/ml nHkeKIIMOHeH Pa3TBOP B NPeIBAPUTEIHO HAITbJIHEHA CIIPUHI[OBKA
admubepuent (aflibercept)

BB3PACTHH

3a uH(DOpMAaIKs 32 HACTOHHHIIN Ha MPESXKISBPEMEHHO POJICHH OeOeTa, MOJIsl, BUXKTE JApyrata CTpaHa Ha
Ta3M JINCTOBKA. [IIPHIIOKHAMO 32 1 €3uK]

3a nH(OpMAaIMs 32 HACTOMHALIM Ha MPEXIEBPEMEHHO poAeHH OebeTa, MO, BUXKTE TI0-HA/I0Ty Ha
CTpaHuIaTa. [PUIOKUMO 3a 2 WU TIOBEYE e3MKa]

IIpoyeTeTe BHUMATEIHO HAJTATA JUCTOBKA, Mpeau 1a Bu 0be NpuiI0:keHo TOBA JIeKaAPCTBO, Thil

KATO THA ChAbp:Ka Ba:xkHA 32 Bac mnpopmanus.

- 3amaseTe Ta3u JIUCTOBKA. MoKe a e HAJIOKU J1a 51 IPOYETETE OTHOBO.

- AKO UMaTe HIKaKBH JOIBIHUTEIHN BBIPOCH, oNKTalTe Bamus nekap.

- AKO TOJTyuHuTe HAKaKBH HEXeJlaHU JIEKapCTBEHU peaklnu, yBegoMere Bamus nexkap. Tosa
BKJIFOYBA Y BCUYKH Bb3MOKHU HEKEIAHH PEAKIIMH, HEONUCAH! B Ta3U JINCTOBKA. Brokre ToukKa 4.

Kakso CbAbpPiKa Ta3u JUCTOBKA

Kakso npencrapnsa Eylea u 3a kakBo ce u3mos3pa

Kakso Tps0Ba na 3Haere, npeau 1a Bu 0b1e npusoxen Eylea
Kak me Bu 6p1e npunaran Eylea

BBb3MOXHU HEXKETTaHU PEAKLINU

Kak na cpxpansiBate Eylea

ChabpxaHue Ha ONaKOBKATa M AOIBIHUTENIHA HH(POPMALUS

AR e

1. Kakso npencrasasia Eylea u 3a kakBo ce u3nojizBa

Eylea e pa3TBop, KOHTO ce MHKEKTHpa B OKOTO 3a JieueHHe Ha OYHH 3200 sIBAHUS IPH BB3PACTHH,

Hape4YeHu

- HeoBacKyJlapHa (BJIa)KHa) Bh3pacTOBOOOYCIIOBEHA JIereHepalys Ha MaKyata (Biaxsa BJIM),

- YBpEIIEHO 3peHNe, JBJDKAIIO Ce Ha OTOK Ha MaKyJiaTa, BCICACTBHE Ha OKITy3Us (3aIylIBaHe) Ha
petunanHa BeHa (OPB) (oxmy3us Ha paskiioHeHre Ha peruHanHa BeHa (OPPB) nnm oxiy3us Ha
neHTpaiaHara pernHanHa BeHa (OLIPB)),

- YBPEIEHO 3peHHe, ABIDKAII0 ce Ha AnadeTeH MakyJieH oTok (JJMO),

- YBpeIeHO 3peHue, IbIDKAI0 ce Ha MUOTIMYHA XOpOoHJaliHa HeoBacKymapu3amus (Muonnaaa XHB).

Admubepuent, akTuBHOTO BemecTBO B Eylea, O1okupa akTHBHOCTTA Ha rpyna (akTOpH, U3BECTHU KaTo
chA0B eHnoTeneH pactexer daktop A (VEGF-A) u muranenten pactexxen daxtop (PIGF).

[Ipu naumentu ¢ BnaxkHa B/IM u muonmuna XHB, Te3u ¢akropu, korato ca B IpeKOMEpPHO ToJIsIMO
KOJINYECTBO, Ca CBbP3aHH ¢ a0HOPMHO 00pa3yBaHe Ha HOBU KPbBOHOCHHU ChAOBE B OKOTO. Te3u HOBU
KPBBOHOCHH CBHJOBE MOTAT Jja MPUYMHAT U3THYaHE Ha KPHBHU KOMITIOHEHTH B OKOTO ¥ €BEHTYAITHO
yYBpEkKIaHE HA OYHUTE THKAHU, OTIOBApPSILIHU 33 3pEHHUETO.
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[pu marmenTn ¢ OLIPB ce morydaBa 6i10kupane Ha OCHOBHUSI KPHBOHOCEH ChJl, KOWTO OTBEXIa KPHBTa
oT perrHaTa. B pe3ynrar Ha ToBa ce moBumaBar HuBara Ha VEGF, xoeto mpudnHsaBa n3tniane Ha
TEYHOCT B pETHHATA, BOACLIO 0 OTOK Ha MaKyJjara (4acTTa OT peTHHATa, OTTOBOPEHA 3a 100pOTO
3peHHE), KOMTO ce Hapuya MakyJeH OTOK. [Ipu oToka Ha MakyJara, IIEHTPATHOTO 3pEHUE CE 3aMbIJIsABA.

[Ipu narmentn ¢ OPPB, eaHo nin moBeue pa3kIOHEHUs HA TIaBHUS KPHBOHOCEH ChJI, KOUTO
TpaHCIIOPTUPA KPBB OT pETHHATA, ¢ OJIOKUpaHo. B pe3ynraTt Ha ToBa ce nmoBuiiaBat HuBata Ha VEGF,
KOETO IPUYMHSBA U3THYAaHE HA TEUHOCT B PETUHATA, BOJECIIO 10 OTOK HA MaKyJjara.

I[I/Ia6eTHI/I}lT OTOK Ha MaKyJiaTa MpEACTaBJIsIBa OTOK Ha pETUHATA, KOMHTO ce Iojry4yaBa pH MalfueHTH C
I[I/IaGCT, BCJICACTBUC HA U3TUYAHC HA TEYHOCT OT KPbBOHOCHUTE CHJOBEC B MaKyJiaTa. MaKynaTa € Tasu
4acCT Ha p€TUHATa, KOATO € OTTOBOPHA 3a ,I[O6pOTO 3pCHUC. Koraro MakKyJjiaTa c€ noay€ OoT TCHHOCT,
HEHTPAJIHOTO 3pCHHUC CC 3aMbIJIsABaA.

JHoxkazano e, ue Eylea criupa pacrexa Ha HOBU aOHOPMHHU KPBBOHOCHH CHIIOBE B OKOTO, KOUTO YECTO
BOJSIT JI0 M3THYaHE Ha TEYHOCT Wi 110 KbpBeHe. Eylea moske ma moMorHe 3a ctabunmsupaHe, a B MHOTO
CJIy4au W Jia mojo0pu 3arybaTa Ha 3peHue, cBbp3aHa ¢ Biaxkna BJIM, OLIPB, OPPB, JIMO u muonuyHa
XHB.

2. KakBo TpsioBa 1a 3Haere, npeau 1a Bu 0bae npusioxken Eylea

Eylea nama n1a Bu 0b1e npuJjioxen

- aKo CTC aJIEPrUYHM KbM a(aIuOEpIENT WIK KbM HIKOS OT OCTaHAIMTE ChCTABKH HA TOBA
JIeKapcTBO (M30pOEHU B TOUKA 6)

- aKo MMaTe aKTUBHA WH()EKIUS WM ChMHEHNE 32 HH(EKIHSI B OKOTO MU OKOJIO HETO (0YHa HITH
OKOJIOOYHA MH(]EKIIH)

- aKO MMaTe TeKKO Bb3MalIeHHe Ha OKOTO (IIPOSBSABAIIO Ce ¢ OOJIKa MK 3a4epPBSIBaHE).

Ipexynpesxaenns: u npeanasHu MepKu

T'oBopete ¢ Bamus nekap, npeau aa Bu 0b1e npunoxen Eylea

- aKo uMare riaayKoma

- aKo CTe UMaJTU CIIy4au JIa BIK/IaTe UCKPH WIM MBTHHHU U TIPY BHE3AITHO YBEJIMUYCHUE HA pa3Mepa 1
Oposi HA MBTHUHUTE

- ako Bu e npaBeHa niM 3atulaHyBaHa OIepanusi Ha OKOTO, B PAMKUTE HA MPeIIeCTBALINTE TN
CJICABALIUTE YETHPH CEAMULH

- ako umare texka popma Ha OLIPB nnm OPPB (ucxemuuna OLIPB nin OPPB), He ce npenopbuBa
neuenue ¢ Eylea.

OcBeH TOBa € Ba)KHO Jia 3HaeTe, ue

- 6e3onacHoctTa U eprukacHocTTa Ha Eylea, koraTo ce mpuiiara B IBeTe 04U €JHOBPEMEHHO, HE ca
M3CJIE[IBAHU U aKO CE M3I10JI3Ba 110 TO3U HA4UMH, MOXKE J1a JOBEJE [0 MIOBUIIEH PUCK OT M0sABa HA
HEXKEJIaHU PEaKLH.

- WHXKeKkTupaHeto Ha Eylea Moxke ja mpen3BrKa NOBUIIABAHE HA OYHOTO HAJATaHE (BhTPEOYHO
HaJIsITaHe ) MPY HAKOW MAIMEHTH B PaMKUTe Ha 60 MUHYTH OT HHXEKTHpPaHEeTO. BammmsT jiekap e
CJIEIA TOBA CJIE]| BCSAKA UHXKEKIIUS.

- aKo pa3BHeTe HHQEKIHSI WK Bb3MAJICHUE B OKOTO (€HA0(MTAIMHT) HIIH JPYTH YCIOXKHEHUS, MOXKE
Jla MOYyBCTBaTe 00JIKa MK MO-CUJIEH TUCKOM(OPT B OKOTO, BJIOLIABAIIO CE 3a4€PBABaHE HA OKOTO,
3aMBIIICHO WK OTCIA0CHO 3pEHUE U MOBHUINIEHA YyBCTBUTEIHOCT KbM CBETIMHA. BakKHO € BCHUKH
CHUMIITOMHU J1a ObJIaT JTUArHOCTUIIUPAHH U JIEKYBaHU Bh3MOXKHO Hali-CKOPO.

131



- Bammwsr nekap 1ie npoBepH Jaliil UMaTe APYTH PUCKOBH (HaKTOPH, KOUTO MOTAT Ja yBeIrdar
BB3MOXKHOCTTa OT pa3KbCBAHE MITU OTIICTIBAHE HA €IUH OT CIIOCBETE B 3a]{HATA YACT HA OKOTO
(oTnenBaHe WK Pa3KbCBaHE HA PETUHATA, M OTJICTIBAHE MJIU Pa3KbCBaHE HAa MUTMEHTHUS CIIUTEN Ha
peTuHaTa), B KOHTO ciydaii Eylea TpsiOBa a ce mpuiiara ¢ IOBUIIICHO BHUMAaHHE.

- Eylea ne Tpsi6Ba na ce mpuiara mo BpemMe Ha OpeMEHHOCT, OCBEH aKO MOTEHIIMAIHATa 0132 He
MPEeBUINABA TOTSHI[UATHUS PUCK 32 TUI0AA.

- JKEHHU C JICTePOJICH MOTCHIIMAN TPsiOBa Ja N3MOoI3BaT e(heKTHUBHA KOHTPAIICIIUS IO BpEeMe Ha
JICYEHUETO U Hall-MaJKO TPH Mecelia clie/l oceAHaTa nmkeknus Eylea.

CucremHara ynorpe6a Ha unxuburopu Ha VEGF, BemiectBa, nogoOHN Ha OHE3H, KOUTO CE ChIBPIKAT B
Eylea, e moTernmanHo cBbp3aHa C PUCK OT KPBBHH CHCHPEIIH, 3aITyIIBAIN KPHbBOHOCHHUTE CHIOBE
(aprepuanan TpoMOOEMOONHYHY CHOUTHS), KOETO MOKE /1a IOBEJE IO ChpIeUeH HH(PAPKT WIH JO WHCYIT.
ChbILecTByBa TEOPETUYEH PUCK OT TaKMBa ChOUTHS ciell nHKekTupaHe Ha Eylea B okoto. Uma
OTpaHMYCHH JJAHHHM 3a Oe3omacHocTTa npu Jieuenue Ha namuentu ¢ OLIPB, OPPB, JIMO u MmuonuyHa
XHB, xouTo ca UManu WHCYAT WM MAHU UHCYINT (MIPEXO/IHAa UCXEMUYHA aTaKa) WIH ChpJedeH HHPApPKT B
pamKuTe Ha ocneaHnuTe 6 Mecena. AKo HAKOe OT M30poeHnTe ce oTHacs 3a Bac, Eylea mie ce mpunara c
ITIOBUIIICHO BHUMAHMUC.

Nwma orpaHndeH onuT C IEYSHUETO Ha

- nanuentu ¢ JIMO BcreacTBue Ha auabet T .

- JMabeTHI ¢ MHOTO BUCOKH CpEIHM HUBA Ha KpbBHa 3axap (HbAlc Han 12%).

- nuabeTuIy ¢ 09HO 3a00IsABaHe, MPUYUHEHO OT quabdera, HapedeHo nponrdepaTrBHa ArnadeTHA
pETUHOMATHSI.

JIuTicBa OIIAT C JJeUeHNe Ha

- MAIUEHTH C OCTPHU WHPEKITHH.

- MAIUCHTH C IPYTH OYHU 3a00JIsIBaHUS KaTO OTJICIIBAHE HA PETHHATA WIIK JyIKa B MaKyJiaTa.

- JnabeTHIM ¢ HEKOHTPOJIUPAHO BUCOKO KPHBHO HANATaHE.

- MAalMEHTH, KOUTO HE Ca OT a3MaTCKU Npou3xoll, ¢ muonnyHa XHB.

- MalMEeHTH, JIEKyBaHU Npeny 3a muonuyHa XHB.

- MAIMCHTH C YBPEXK/IaHE U3BBH IICHTPAIHATA YacT Ha MaKyJiaTa (ekcTpadoBeaHu JIe3UH) 3a
muonnyHa XHB.

Axo HsIKOE OT U30pOeHUTe o-rope ce oTHacs 3a Bac, Bamusr nekap e B3eme npeaBua Tasu JuIca Ha
nHopmanus rnpu jedeneuto Bu ¢ Eylea.

Jlena v roHOIIM
VYnotpebara Ha Eylea npu Jiena 1 FOHOIIN Ha BB3PACT 10 18 TOAMHYU NMpH NOKa3aHUs, Pa3udHU OT
peruHomnaTus Ha HepoHoceHoto (PH), He e mpoyueHna.

Apyru nexapcrea u Eylea
Tps6Ba na kaxere Ha Bammms nexap, ako U3M0I3BaTe, HACKOPO CTE MU3MOI3BAIN WIH € BB3MOXKHO A2
M3I0JI3BaTe JPYTH JEKapCTBa.

BpemenHocT 1 KbpMeHe
- Kenu ¢ nerepoaen norenuuan TpsOBa A2 U3MOI3BAT €PEKTUBHA KOHTPAILEIIH 110 BpeMe Ha

JICYEHUETO U Hal-MaJIKO TPU Mecelia ciel mocieaHara umkekmus Eylea.

- Hsma onut B n3nonsBanero Ha Eylea npu 6pemennu sxenu. Eylea ne TpsioBa na ce n3noissa mno
BpeMe Ha OpEMEHHOCT, OCBEH aKo IIOTEHLMAJIHATa I10J13a HE [IPEBUIIIaBa IIOTEHIUAIHUS PUCK 32
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moma. Ako cte OpeMeHHa WM TIaHupaTe OPeMEHHOCT, ITOChBETBATE ce ¢ Barmms tekap mpeau
neuenue c Eylea.

- Manku konudectBa Eylea Moxke na npemunar B kbpMata. EdekTure BEpXy KbpMEHUTE
HOBOpOJICHH/KbpMadeTaTta He ca u3BecTHU. Eylea He ce mpenopsuBa o BpeMe Ha KbpMeHe. AKO
CTe KbpMauka, o0cheTe ToBa ¢ Bamus siekap npeau neueHue ¢ Eylea.

Ilodupane u padoTa ¢ MAIIIUHU
Cren nmxeknusta ¢ Eylea Mmoxe na nmate BpeMeHHH 3puTellHY cMynieHus. He modwupaiite u He
paboTeTe ¢ MalIlHU, TOKATO TE Ca HAJIHIIE.

Eylea cbabpaxa

- mo-Manko oT 1 mmol Hatpuii (23 mg) Ha 7030Ba €IWHHLIA, T.€. MOXKE Jla CE KaXKe, 4e MPAKTUUECKH He
ChAbpKa HATPUN.

- 0,015 mg momucopbar 20 BBB Beska go3a ot 0,05 ml, kouto ca exkBuBasienTHH Ha 0,3 mg/ml.
[NonmcopbaruTe MoraTt Aa NPUYMHAT ANEPrUYHU peakuuu. TpsaoBa na kaxere Ha Bamms nekap, ako
“MaTe YCTaHOBEHH aJIepPruM.

3. Kak me Bu 0bae npuiaran Eylea

Jlekap ¢ onuT B IpHJIaraHeToO HA OYHH MHKEKIUH I1e nHkekTrpa Eylea B okoTo By B acentinunm (yuctu u
CTEpUJIHH) YCIIOBUSI.

[IpemmoppuntenHara go3a e 2 mg apmmodepuent (0,05 ml).
Eylea ce mpuiara xaTo HHXXEKIHS B OKOTO (MHTPaBUTPEATHA HHKEKIINS ).

[Ipenn nHxekTrpaneTo BamusT nekap 1me u3noia3Ba JAe3nH(PEKIpaIio CpecTBO 32 BHUMATEITHO
MMOYMCTBaHe Ha 0KOTO Bu ¢ 11enm npenoTBparsBane Ha HH(EKIHs. BammusT nexap 1ie mpuiioxKu 1 MecTHa
yIOIKa, 3a J1a HaMaJld WK TIPEJ0TBPaTH BCsAKa 00JIKa, KOATO OUXTE MOIJIM Jia TOYYBCTBATE IIPU
HHKEKTHPAHETO.

Baaxkuna B/IM
[Tanmentu ¢ Bnaxkaa BJIM 1ie 6b1aT JIEKyBaHH € €JHA HHXKEKITUS HA MECEI] B IPOABIDKCHUE HA TPU

MOCJICAOBATCIIHU 103U, IIOCIICABAHU OT APpYyra MHXXCKIUS CIICA JOMBJIHUTCIIHU ABa MECCLA.

Crnen ToBa Bammsr nekap 1mie penim,Jaii HHTEPBATHT MEXIY WHKEKIIMUTE MOXKE JIa CE MO IbpKa Ha JIBA
Mecela WITH TIOCTETIEHHO Ja ce yIbJDKaBa C 1Mo 2 WK 4 CeIMHUITHU, aKO ChCTOsIHIETO Bu e cTabniHo.

AKO cbcTOSIHHETO BH ce BiIOIIM, HHTEPBAIBT MKy HHKEKIIMUTE MOXE J1a ObJe ChKPaTEeH.

He ce namara Ja 1oceuiaBare Bamms JICKap MCXKAY OTACITHUTC MHKXCKIUH, OCBCH dKO UMATC HAKAKBU
HpOGHeMI/I WM CT€ TTIOCHhBETBAHU OT Barmms JICKap.

OT1ok Ha makyaarta Bejeacrsue Ha OPB (OPPB uiu OLIPB)
Bamusr nekap 1ie onpenenn Hal-moAXoAs1Iara cxema Ha Jeuenue 3a Bac. Bue mie 3anounere neueHue

ChC CCpUs OT CIKCMCCCUHU NHIKCKIIUU C Eylea.

HHTepBanbhT MEXIY IBE MHXEKIIMH HE TPsiOBa 1a Obie TTO-KBC OT €AMH MECEIL.
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BammsT nexap Moxxe ga pemu na cripe sedernero ¢ Eylea, ako ceerosiHreTo Bu He ce mogo6pu npu
MpOIbIKaBaHE HA JICUCHUETO.

BameTo neueHwue 1ie MpoabinKU ¢ ©KEMECCUHN MHIKEKIINY, IOKATO ChbCTOSTHUETO By cTaHe cTaOwmiTHO.
Moske n1a ca HEOOXOIUMH TPH WJIH TIOBEUC €KEMECCUHN WHKEKITHH.

BammusT nexap e npociensa Bamiist oTroBop Ha T€YEHHUETO M MOXKE J]a IPOIBIDKH JISISHUETO Upe3
MOCTETICHHO yBEJINYaBaHe Ha MHTEPBaJIa MEXKIY WHKEKIIMUTE, 32 JIa CE TOJIbpKa CTAOUITHO ChCTOSIHUC.
Ako crcTostHueTO BH 3amouHe fa ce BioliaBa Mpu MO-AbJIbI HHTEPBAN Ha JieueHue, BamusT nekap e
HaMalli CbOTBETHO UHTEpBAIA.

BB3 ocHOBa Ha Bammst oTToBOp Ha JieueHHeTo, Bammsar jgekap 1me pemn KakbB Aa € Tpa@uksT Ha
MIperJieIuTe 3a MPOCIeIIBaHe U CXeMara Ha JIedeHue.

JAunaderen makyJjieH otok (JAMO)
[Namuentn ¢ JIMO TpsiOBa 11a ce JeKyBaT ¢ eIHa HHKEKIIHS MECEYHO 3a ITbPBUTE IET TOCIeI0OBATEITHI
JI03H, TIOCJICABAaHH OT €HA MHXEKIM Ha BCEKH JIBAa MEcela CJIe TOBaA.

WnTepBanbT Ha IpUiIaraHe MOXe J1a Ce 3alla3d BeJHbX Ha BCEKU JBa Mecella MM Ja CE afalTupa Bb3
OCHOBa Ha Iperyiena Ha Bamus nekap. Bammsr nekap e pemm KakbB 1a € TpaQUKbT 3a MPOCICASIBALIN

TIperJe Iu.

Bammsar nexap moxe aa pem fa cupe gedeHuero ¢ Eylea ako ce ycraHoBu, ye HAMaTe moi3a ot
MPOABIKUTEIHO JICUCHHE.

Muonununa XHB

[NaruenTn ¢ muonuuna XHB mie Ob1aT TeKyBaHH caMO C €IHA MHXKEKIWs. JJOMbIHUTETHH WHKEKIIUH TI1e
Bu ce mocTtaBaT camo, ako nperieauTe rnpy Baius iekap nokaxar, 4e CbCTOSIHUETO By He ce e
o100puIIo.

WHTepBanbT MeX Iy 1BE MHKEKIIUU He TPsiOBa Jja ObJie IO-KBC OT €IMH MECeIl.

Axo 3abonsBanero Bu oTirymsiBa u ciieq; TOBa c€ BpbIna, Bamuar jgexap Moxe J1a MOJHOBH JISICHUETO.

Bammsr JICKap mie omnpeacin rpa(pm(a Ha IpeTICAUTE 3a NPOCIICASABAHC.

INoxpoOHu yka3zaHus 3a ynorpeba ca J1aIeHU B Kpasl Ha JIMCTOBKaTa ciiell ,,Kak ce Ipurorss u Kak ce
npunara Eylea npu Bp3pacTHR.

Ako e nponycHata n03a Eylea
3anwuiieTe ce 3a HOBO MOCEIIEHUE 3a MPeTel U HHKEKIUS.

Ako cte cipesiu npuema Ha Eylea
Koncynrupaiite ce ¢ Bamus nekap npey ga CrpeTe JeUeHUETO.

AKO UMaTe HAKAaKBU JIOITBIHUTEIHH BBIIPOCH, CBBP3aHH C YIIOTpeOaTa Ha TOBA JISKAPCTBO, MMOMUTANTE
Bamus nekap.
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4. Bb3MOKHU HesKeJTaHU peakIuu

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NIPECAN3BHKA HEKECIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKU I' ITIOJTy4aBa.

[MToTeHManHO MOTaT ]a Bh3HUKHAT aJePrUYHH PeaKnuu (Peakiuy Ha CBPbX4yBCTBHTETHOCT). Te Morat
Aa OBbAAT CEPHO3HM H /Ia HAJIATAT /1 ce CBbp:KeTe He3abaBHO ¢ Bamus sekap.

IIpu npunosxenuero Ha Eylea MoraT na ce pa3BUsT HIKOM HEXKEJIAHHU PEAKLINH, 3aCSATallld OUYUTE, KOUTO Ce
IbJDKAT Ha MpoLeAypaTa Ha MHKeKTupaHe. Hsikoun oT Tsx Morar Aa ObAaT CepMO3HM U BKIIOUBAT
cJIenoTa, cepuo3Ha HH(peKIus WIN Bh3NaJeHue Ha 0KOTO (SHIO(PTAIMHT), OTJIeNBaHe, Ppa3KbCBaHe
WM KbpPBeHe HA CBETJI0YYBCTBUTEIHHUS CJI0H B 32JHATA YACT HA OKOTO (OTJICTIBaHE MIIH Pa3KbCBaHE
Ha peTHHATa), MIOMBbTHSBAHE HA JelaTa (Karapakra), KPbBOM3JIUB B OKOTO (KPHBOU3NINB B
CTBKJIOBUAHOTO TUJI0), OTJIENIBAHE HA NMOJ00HOTO HA KeJjle BEleCTBO BbB BHTPEIIHOCTTA HA OKOTO OT
peTHHaTa (OTJeNBaHe HA CTHKIOBUAHOTO TSUIO), U NOBHIIABAHE HA HAJISATAHETO B OKOTO, BIXKTE

Touka 2. Te3u cepruo3HU HEKENaHU PEaKINK, 3acsrallyd OUYUTe, ca CE Pa3BHIIM MIPU MO-MaJKo OT | Ha

1 900 nHXeKUUH B KIIMHUYHUTE IPOYYBAHMUSL.

Cebpaxere ce ¢ Bamns jexkap He3a0aBHO, aKO TIOJyYUTE BHE3AIHO HAMAJICHUE HA 3pEHUETO, WU
3acHiIBaHE Ha OOJIKaTa U 3a4epBsIBAHE HA OKOTO CJIE] HHXKEKIUATA.

CnnchbK HA HeKeJIAHU peaKlnu

CrnenBa CITUCHK Ha HEXKETIAHUTE PEaKINN, KOUTO ca ChOOIaBaHU KaTO BEPOSTHO CBBP3aHU C MPOIeaypaTa
Ha MHXKEKTHUPAHE WIH C JIeKapcTBOTO. MoJis, He ce Oe3mnokoiite, Bue Moxke fa He MOIy4YuTe HUKOS OT THX.
Bunaru o0cmkaaiiTe BCIKakBH MOJO3UPAHN HEXeENIaHH peakluu ¢ Bamus nekap.

MHOro yecTH HeKeJAHU Ppeakuuu (MOrat Ja 3acersar nosede ot 1 va 10 gymmn):

- BIIOIIaBaHE Ha 3PCHHUETO

- KPHBOWBIMWB B 33J/HATA YaCT Ha OKOTO (KPHBOM3IIMB B PETUHATA)

- KPBBSICBaHE HA OKOTO, TPUIMHEHO OT KbPBEHE OT MAIIKUTE KPHBOHOCHHU CHJIOBE BB BHHIITHUTE
CJIOEBE Ha OKOTO

- 00JKa B OKOTO

YecTu HexkeJIaHU peakuuu (MoraT ga 3acerHar fo 1 va 10 mymm):

- OTJIETIBaHE WJIM Pa3KbCBAaHE Ha €MH OT CIIOEBETE B 3a/[HaTa YacT Ha OKOTO, KOETO BOJH JI0
MPOOJIACHIN ¢ MBTHHHH, TIOHSIKOTa IPOTPECHPAIIIH JI0 3ary0a Ha 3peHneTo (pa3KbCBaHEe Ha
PETUHAIHUS MUTMEHTEH eIUTeN*/0TIeBaHe, OTJCIIBAHE HA PETHHATA/Pa3KbCBAHE)

o * CbCTOSIHUS, 32 KOMTO € M3BECTHO, Ue ca CBbp3aHu ¢ BlaxkHa B/IM; nabironaBanu camo npu
IMaIueHTy ¢ Braxkaa BJIM.

- JIETeHepalys Ha pETHHATA, IPUYHHSBAIIA HAPYIIICHO 3pEHUE

- KPBBOM3IIMB B OKOTO (KPHBOM3IHUB B CTHKIIOBHIHOTO TSJIO)

- HsIKOW ()OPMU Ha 3aMBITISIBAHE HA JienaTa (KaTapakra)

- YBpEXKIaHe Ha MPEIHUS CJIOH Ha ouHaTa S0BJIKA (POTOBHUIIATA)

- MTOBHUIIIEHUE HAa HAIATAHETO B OKOTO

- JBVDKEIIH C€ TIETHA B 3pUTEITHOTO 110JIe (MbTHUHH)

- OTJIETIBaHE Ha MOJ00HOTO Ha eJie BELIECTBO BbB BHTPEIIHOCTTAa HA OKOTO OT PEeTHHATA (OTJIeNBaHe
Ha CTBHKJIIOBHIHOTO TS0, BOJEIIO A0 MPOOISICHLU ¢ MBTHHHN)

- ycelaHe, 4€ IMa HEello B OKOTO

- MOBHLICHO 00pa3yBaHe Ha ChII3H

- MolyBaHe Ha Kjermavya

- KbpBEHE Ha MSCTOTO HA MHXKEKTUPAaHE
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- 3a4€pBABaHC HA OKOTO

HeuecTn Heskenanu peakuuu (Morar aa 3acertar a0 1 Ha 100 gymm):
- IEPTUYHH PEaKIUH (PeakH Ha CBPbXUyBCTBUTEITHOCT)**

o ** Mma chOo0IIIeHNs 32 alepTHIHU peaknuu KaTo 00puB, ChpOex (TIpypUTyC), KOIIPHBHA TPECKa
(ypTuKapus), KakTO U HIKOJKO CIy4ad Ha TEXKH aJlepTrHYHH
(ana¢unakTuuHu/aHaUITAKTOUIHN) PEaKIIHU.

- CEPHO3HO Bh3NAIICHUE WM HH(PEKIIUS BbB BBTPEITHOCTTA Ha OKOTO (€HIO(PTAIIMHAT)

- BB3MAIICHUE HA PHCA WK APYTH YaCTH HA OKOTO (UPUT, YBEUT, UPUIOIUKIIUT, THHJAN B IIpeIHATA
Kamepa)

- HEOOWYaiHO yCelaHe B OKOTO

- Jipa3HeHe Ha Kiiermaya

- MOyBaHe Ha MPeTHUs CII0H Ha ouHaTa sI0bIKa (pOroBUIaTa)

Penku Hexenanu peakuuu (Morat aa 3acersar a0 1 Ha 1000 mymm):

- clenora

- MIOMBTHSIBAHE HA JIeIaTa IOpaJau TpaBMa (TpaBMaTHUHA KaTapakTa)

- BB3MAJIEHHE Ha MOJO0OHOTO Ha JKeJe BEIIECTBO BbB BHTPEIIHOCTTA HA OKOTO
- THON B OKOTO

C HeusBecTHa YecTOTa (OT HAIMYHUTE JaHHU HE MOXe Ja ObJie HallpaBeHa OLICHKA Ha YecToTaTa):
- BB3MAJCHHE Ha Os1aTa 9acT Ha OKOTO, CBhP3aHO ChC 3aUepBsIBaHE U OOJKa (CKIIEPHUT)

B KIMHUYHHTE U3MUTBAHKS Ce HAOII0/1aBa MMOBHIIICHA YECTOTAa Ha KbPBEHE OT MAIKUTE KPBBOHOCHH
ChJI0BE BbB BHHIITHUTE CJIOCBE HA OKOTO (KOHIOHKTHBAJICH KPHBOU3IIMB) IIPH MAIUCHTH C BiIaxkHa BJIM,
MpUEMAIITH JICKapCTBa 3a pa3pekaaHe Ha KpbBTa. Ta3u MOBHUINCHA YECTOTa € CPABHUMA MEXTY
MalUeHTHTE, JIEKyBaHHU ¢ paHnOu3ymad u Eylea.

CucremHara ynorpe6a Ha naxuburopu Ha VEGF, BemectBa, nogooHu Ha ceappxamute ce B Eylea, e
MTOTEHILIMAIHO CBbP3aHa C PHCKa OT KPbBHU ChCHPELIH, 3ayIBAIIA KPHBOHOCHUTE ChJI0OBE (apTepHUaTHH
TpOoMOOEeMOOIHMYHH CHOUTHS ), KOETO MOKE JIa IOBEJIE J0 ChpedeH HHPAPKT MU 10 UHCYNT. ChIlIecTByBa
TEOPETUYEH PUCK OT TaKUBa CHOUTHA Clied HHXXeKkTupaHe Ha Eylea B okoro.

Kakro mpu Bcuky TepaneBTHYHHA POTEHHH, TIPH MpriioxkeHneTo Ha Eylea chiliecTByBa BH3MOXKHOCT OT
MMyHHa peaknus (0O0pa3yBaHe Ha aHTUTENA).

Chol0maBaHe Ha HeJKeJaAHU peaKnnu

AKO MoNTyunTe HIKaKBU HEXEIaHU JISKapCTBEHU peakiu, yBeaomere Bamus nexap. ToBa BkitouBa
BCHYKH BH3MO)KHHU HEOIHCAHU B Ta3H JIMCTOBKA HEXeJTaHH peakiuu. MokeTe ChIIo Ja ChoOIHTe
HEKeJIaHU Peakluy AUPEKTHO Ype3 HAI[MOHAIHATa CUCTEMa 3a ChoOlIaBaHe, nocodeHa B Ilpunoxenue V.
KaTo chobmiaBaTe HexeIaHU Peakiuy, MOXKETe Ja 1aIeTe CBOS IPUHOC 3a I0JTydaBaHe Ha MOBEYE
nHGpOpPMaLKI OTHOCHO 0€30MIaCHOCTTA Ha TOBA JICKAPCTBO.

5. Kak na cexpansiBate Eylea
o [la ce cpxpaHsiBa Ha MSCTO, HEJJOCTBITHO 32 JICHA.
o He u3nosn3Baiite ToBa 1eKapcTBO Cilel] CPOKaA HA TOAHOCT, OTOEINA3aH BhPXY KapTOHEHATa OIaKOBKa

u etukera cien ,,l omen n1o:“/,,EXP“. CpoxbT Ha FOJHOCT OTrOBapsl Ha MOCJICIHUS JIEH OT
ITOCOYCHUS MecCeIl.
. Ja ce cexpanssa B xnamuiauK (2 °C mo 8 °C). [la He ce 3ampassiba.
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6.

HeotBopenusT GimcTep MOXKe Jia ce ChXpaHsaBa U3BBH XJIaiHUK 1oJ1 25 °C 1o 24 yaca.

Ha ce cbxpaHsaBa B OpUrMHANIHATA OMAKOBKA, 3a J1a C€ MPE/INa3u OT CBETJIMHA.

He u3xBbpsiiTe nekapcTBaTa B KaHATM3AIMATA UK B KOHTEHHEPA 3a TIOMAIIHA OTHAaAbIIN.
ITommuratiTe Bammus dhapMmarieBT Kak 1a H3XBBPIIATE JIEKapCTBATa, KOMTO BeUe HE H3MOJI3Bare. Te3n
MEpKH IIe CTIOMOTHAT 3a Olla3BaHe Ha OKOJIHATa cpeaa.

Chabp:kaHue HA OMAKOBKATA M TOMbJIHUTETHA HH(POPMALHSA

Kakso cbabpixa Eylea

AxTrBHO BeniecTBO: admbepuent. Exna nmpeaBapuTeHO HAITbJIHEHA CIPHHIIOBKA ChIBPKA
n3nomBaeM obem ot Haii-manko 0,09 ml, ekBuBaneHTHN Ha Hail-manko 3,6 mg agmubeprent. Enna
MpeJBapuTEIHO HAIBIIHEHA CIIPHHILIOBKA ChIBbpKa 1032 oT 2 mg adumbepuent B 0,05 ml.

Hpyru ceeraBku: monmcop6ar 20 (E 432), narpues nuxuaporerdocdar MoHOXUAPAT (32 KOPEKIHS
Ha pH), muaaTpueB xuaporeHdocdar xenraxuapar (3a kopekius Ha pH), HaTpues xiopw,
3axapo3a, BoJa 32 HHKEKIIH.

Bmxre ,,Eylea cpappika® B Touka 2 3a moBede nHMOpMAIus.

Kak n3rnexna Eylea n kakBo cbaAbpika onakoBKaTa

Eylea e umkeKmoHeH pa3TBOp (MHXKEKLHS) B IPEABAPUTEIIHO HAITbIHEHA CIPUHIIOBKA. Pa3TBOpPBT €
Oe3uBeTeH 10 0Je10 KBIT.

OnaxoBka oT 1 mpeIBapUTEIHO HAITbIHEHA CIIPUHIIOBKA.

IIpureskaTesn Ha pa3pelIeHUETO 32 ynorpeda
Bayer AG

51368 Leverkusen

Iepmanus

IIpoussoaure
Bayer AG
Miillerstrale 178
13353 Berlin
I'epmanus
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3a mompHUTETHA WHGOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJIIS, CBBPIKETE CE C JIOKATHHS MPEICTaBUTEI

Ha MPUTEKATEIS Ha Pa3pellieHUETO 3a YIoTpeoa:

Belgié / Belgique / Belgien
Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
bbuarapus

Baitep benrapus EOO/J]
Tem: +359-(0)2-424 72 80
Ceska republika

Bayer s.r.o.

Tel: +420-266 101 111
Danmark

Bayer A/S

TIf: +45-45 235 000
Deutschland

Bayer Vital GmbH

Tel: +49-(0)214-30 513 48
Eesti

Bayer OU

Tel: +372-655 85 65
EArada

Bayer EAAGg ABEE

Tni: +30-210-618 75 00
Espaiia

Bayer Hispania S.L.

Tel: +34-93-495 65 00
France

Bayer HealthCare

Tél (N° vert): +33-(0)800 87 54 54
Hrvatska

Bayer d.o.o.

Tel: + 385-(0)1-6599 900
Ireland

Bayer Limited

Tel: +353-(0)1-216 3300
island

Icepharma hf.

Simi: +354-540 80 00
Italia

Bayer S.p.A.

Tel: +39-02-3978 1
Kvmpog

NOVAGEM Limited
TnA: +357-22-48 38 58
Latvija

SIA Bayer

Tel: +371-67 84 55 63

I[aTa Ha IMOCJICIHO MpepasrjackaaHe Ha JUCTOBKaTa

138

Lietuva

UAB Bayer

Tel: +370-5-233 68 68
Luxembourg / Luxemburg
Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
Magyarorszag

Bayer Hungaria KFT

Tel: +36-1-487 4100
Malta

Alfred Gera and Sons Ltd.
Tel: +356-21 44 62 05
Nederland

Bayer B.V.

Tel: +31-23-799 1000
Norge

Bayer AS

TIf: +47-23 13 05 00
Osterreich

Bayer Austria Ges. m. b. H.
Tel: +43-(0)1-711 460
Polska

Bayer Sp. z 0.0.

Tel: +48-22-572 35 00
Portugal

Bayer Portugal, Lda.

Tel: +351-21-416 42 00
Romainia

SC Bayer SRL

Tel: +40-(0)21-529 59 00
Slovenija

Bayer d. 0. o.

Tel: +386-(0)1-58 14 400
Slovenska republika
Bayer, spol. s r.0.

Tel: +421-(0)2-59 21 31 11
Suomi/Finland

Bayer Oy

Puh/Tel: +358-(0)20-78521
Sverige

Bayer AB

Tel: +46-(0)8-580 223 00



Apyru uzrounnum Ha uagopmauus

[NoapoOna nHpopManus 3a TOBa JIEKapcTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBporneiickara areHIus 1o
JIleKapcTBarta: https:/ www.ema.europa.eu.

3a nH(pOpMaIHs Ha MECTECH €3MK CKaHUpAiTe TyK 3a J1a JOCTHIIUTE HHTEPHET CTPpAaHMIaTa
https://www.pi.bayer.com/eyleal.
QR-Koz 32 Bpb3Ka ¢ BKIIOYCHATA JINCTOBKA 32 MAIUCHTA.

<

Ilocoyenara mo-gos1y HH(popManMsA e MpeJHA3HAYEHA CAMO 32 MeJMIIMHCKHU CTIeNMAJINCTH.
Kak ce npurorss u kak ce npujara Eylea Ha Bp3pacTHu
IIpenBapuTenHO HaITBJIHEHATA CIPUHIIOBKA TPsIOBA J]a Ce U3II0JI3BA CAMO 32 JIeYeHHe Ha eJHO 0KO.

He otBapsiite crepunnus 6aucTep ¢ npeaBapUTEIHO HATBJIHEHA CIIPUHLIOBKA U3BBH YHCTATa CTas 3a
MIPUIIOKEHUE.

[penBapuTenHoO HATBITHEHATA CIIPUHIIOBKA ChABPIKA MOBEYE OT MPEMOPHUYUTEIIHATA 1032 2 Mg
adubepuent (ekBuBayieHTHH Ha 0,05 ml). M3MUITHOTO KOMYECTBO TPSOBA J1a CE OTCTPAHU MPEan
MIPUIOKEHUE.

PasTBOpBT TpsOBa Aa ce MpoBEepH BU3YAIHO 32 UY>KIH YaCTHLM M/MIIHM IPOMSIHA B IIBETA UJIH BCAKAKBA
MPOMsIHA BbB BRHIIHUS BUJ ITpey MpujiokeHue. B cinyyaii ue ce HabIronaBaT TaKUBa, JIEKAPCTBEHUSIT
MPOAYKT TPsIOBa J1a c€ U3XBBPIIH.

HeotBopeHusT O6aucTep MOXe Jia e ChbXpaHsiBa U3BbH XJaauwiHuK 1oj 25 °C no 24 yaca. Cnen oTBapsiHe
Ha OJucTepa paboOTETe B aCENITUYHM YCIIOBUS. 3a MHHTPABUTPEAIHO HHXECKTHPaHe TPsOBa Jla ce U3I0JI3Ba
nmxekonda uria 30 G x 27 /0,30 x 13 mm, 0J1e10 KBITO.

Ykazanus 3a ynompeta na npedsapumenno nanvineHama CHpUHUOBKA:

1. Korato cte rotoBu na npuioxute Eylea, oTBopeTe kKapTOHEHATA OMIAKOBKA M U3BA/IeTE
cTepuM3upanus oauctep. BHuMaTenHO oTBOpeTe OKcTepa, OCUTYPSIBAaHKH CTEPHIIHOCTTA Ha
ChABPKAHUETO MY. JIpBKTE CIIPUHIIOBKATA B CTEPHIIHATA TabJia, JOKATO CTAHETE TOTOBH 3a
Criao0sBaHETO H.

2.  HM3non3Baiiku acenTHYHA TEXHHMKA, U3BAJIETE CIIPUHIIOBKATA OT CTCPUIIM3UPAHUS OIHCTED.
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https://www.ema.europa.eu/

3a ma MaxHeTe KaradkaTa Ha CIIPUHIIOBKATa, IPHKTE
CIIPUHIIOBKATA B €THATA CH PHKa, KaTo C [pyrara XBaHEeTe
KaraykaTa Ha CIPUHIIOBKATa ¢ HaJjela 1 moka3anena cHy.
Mous, 00bpHETe BHUMaHue: TpsiOBa 11a ycydeTe
KaIraykaTa Ha CIPUHIIOBKaTa (HE sl OTUyTBaiTe).

3a ;ma u3derHeTe HapylllaBaHe Ha CTEPUIHOCTTA Ha MPOIYKTa
W3non3Baiiky acenTrdHa TeXHUKA, 3aBUHTE ITHTHO
WH)KEKIIMOHHATA UTJIa KbM JIyep-JIOK BbpXa Ha
CIIPUHIIOBKATA.

Karo nepkute cripHHIIOBKaTa C HACOUEHA Harope UIia, s
MIPOBEpETE 3a HAIMYKE Ha MexypueTa. AKo nma
MeXypueTa, BHUMATENIHO NOTyIaiTe CIPUHLIOBKATA C
IIPBCT, JOKATO MEXypUETaTa C€ U3AATHAT J10 TOpHATa i
4acT.

YCYYETE!

HE M3TErJIIiTe Ha3aa OyTajaoTo.

OTtcTpaHeTe BCHYKM MEXypueTa U M3TJIacKalTe M3JIMIIHUA JIeKAPCTBeH MPOAYKT, Ype3 0aBHO
HATHCKaHe Ha 0yTaJI0To, 32 1a M3PABHUTE OCHOBATA HA CBOJA Ha OyTaa0To (He BbpXa Ha
€BO/1a) € JIMHHUSATA 32 I03UPaHe Ha cCIPUHUOBKaTa (ekBuBaneHTHO Ha 0,05 ml, T.e. 2 mg

agaubeplient).
3abesieskka: ToBa npaBUIIHO MO3UIIMOHUPAHE HA OyTaJIOTO €

MO3UIMOHUPaHE Ha OyTaI0TO MOKE J1a JOBE/E /10 IOCTaBIHE
MIpeANrcanara g03a.
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MHOI'O BaXXHO, TBH KaTo HCIIPABUIITHOTO

Ha ITI0B€YC UJIN I10-MaJIKO OT



Pa3tBop cnepn otcTpaHsBaHe
Ha Bb3ayLHUTE MexypyeTa 1
W3NULIHOTO nekapcTeBo

Csop Ha 6yTanoto

Bb3gyLiHo Mexypue OcHoBa Ha cBoaa

JvHns 3a
- Ha 6yTanoto
[o3upaHe — InHuns 3a

PasTBop no3vpaHe

OcHoBa Ha cBofa
Ha 6yTanoto

WuxexTupaiiTe TOKaTO HATHCKAaTe OYTAIIOTO BHUMATEITHO U C TTOCTOSTHEH HAaTUCK. He
Hpuaraite JOMbIHUTENEH HATUCK, CIIE] KaTo OyTaloTo JOCTUTHE ABHOTO Ha
cinpuHuoBkaTta. He mpuiaraiite KakbBTO U 1a € 0CTATh4eH Pa3TBOP, KOWTO ce
Ha0./I101aBa B CIPUHIIOBKATA.

[IpenBapuTeIHO HAaITBIIHEHATA CIPUHIIOBKA € CAMO 32 €JHOKpaTHA yroTpeda. MHOTOKpaTHO
Mpuiarase Ha 034 OT MPeIBApUTEITHO HAITbJIHEHATa CIPUHIIOBKA MOXKE /1a YBEIUYH PHCKA OT
3aMbpCsBaHe M MOcIeBaa HHQEKIHs.

Hewusnon3panusT JICKApCTBCH NPOAYKT UKW OTIIAABYHUTEC MATCPpUAJIN OT HETO TpH6Ba Ja ce
U3XBBPJAT B CbOTBECTCTBUC C MECTHUTEC U3UCKBAHUS.
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JlucroBka: uHopManus 3a HACTOHHUIU HA NMPeKIeBPeMEHHO PoJeHHn 0edeTa

Eylea 40 mg/ml nHkeKIIMOHeH Pa3TBOP B NPeIBAPUTEIHO HAITbJIHEHA CIIPUHI[OBKA
admubepuent (aflibercept)

HNPEXJIEBPEMEHHO POJAEHU BEBETA

3a uH(OpMAaIUs 32 Bh3PACTHU, MOJISL, BUKTE Jpyrata CTpaHa Ha Ta3W JUCTOBKA. [IPHIIOKKAMO 3a | e3uk]

3a uH(OpMAaIUs 32 B3PACTHU, MOJISI, BUXKTE HAYAJIOTO HA CTPAHUIIATA. [[IPHUIIOKUAMO 3a 2 WU TIOBEYEC
e3uKa]

IIpouyeTreTre BHMMAaTEIHO USIATA JIMCTOBKA, IPeM TOBA JIEKAPCTBO 1a 0bje NPUJI0:KeHO Ha OedeTo,

Thil KaTo TS ChbABbPKa BaxHa 3a Bac undopmanus.

- 3amaszeTe Ta3u JUCTOBKA. MoJKe /1a ce HaJIOXKU Ja 5 IPOYETETe OTHORBO.

- AKO “MaTe HSIKaKBH JIOMBJIHUTEIHN BBIIPOCH, OMUTANTE JIeKaps Ha OebeTo.

- Axo 3a0enexnuTe HIKaKBU CHMIITOMH Ha HEeXEJIaHW PeakIiu, yBeoMeTe Jiekaps Ha 6ebeto. Topa
BKJIIOUBA ¥ BCUUKH Bb3MOKHU CUMIITOMH Ha HEKEJIaHU PEaKI|H, HEOMTMCaH! B Ta3H JINCTOBKA.
Buxre Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Kakso mpencrasmnsiBa Eylea u 3a kakBo ce n3mon3sa

Kakso Tpsi6Ba na 3Haere, npeau Eylea na 0b1e npusioxkeH Ha 6e0eTo
Kak Eylea me 0b1e nmpuiaran Ha 6e6eTo

BB3MOXHU HEKENTaHN peaKIuH

Kak na cpxpansiBate Eylea

ChabpkaHye Ha OTIAKOBKATa M JOMBIHUTEIHA HHPOpMAIIUS

AN e

1. Kaxkso npeacraBiassa Eylea u 3a kakBo ce U3nmoJs3Ba

Eylea e pa3tBop, KOHTO ce MHXeKTHpa B okoTo. Eylea mpunaiexxu kbM rpyna JiekapcTBa, HapeueHH
AQHTUHEOBACKYJIM3UpAIX cpecTBa. TO ChABpKa AKTUBHOTO BEIIECTBO, HApEUYeHO ainOepIenT.

Eylea ce u3noisBa npu npexaeBpeMeHHO pojieHH OedeTa 3a JieueHne Ha 3a00JIIBaHe Ha OYUTEe, HapeueHO
perunomnatus Ha HenoHoceHoTo (PH). bebGerara ¢ PH nmar HenpaBmiieH pacTex Ha HOBU KPHBOHOCHHU
CBJIOBE B 3a/{HaTa YaCT HA OKOTO (PETHHA), IPEU3BUKAH OT ChI0B €HIOTENICH PAacTeXeH (HaKTop
(Vascular Endothelial Growth Factor, VEGF). ToBa Mo>ke 1a npHuMHM YBpPEKAaHE HA 3PEHUETO U TEKKHU
Cllyyad Ha TpaiiHa CJIernoTa.

Adnubeprent, akTHBHOTO BetlecTBo B Eylea, Giiokupa akTHBHOCTTA Ha Tpyra GakTOpH, N3BECTHU KaToO
cba0B eHnoreneH pacrexed daktop A (VEGF-A) u mnanenrapen pactexen ¢akxrtop (PIGF).

Hoxkazano e, ye Eylea criupa pacrexxa Ha HOBU aOHOPMHHU KPHBOHOCHHU ChJIOBE B OKOTO, KOUTO YECTO

BOJAT A0 U3TUYAHC HAa TCUHOCT HUJIU 1O KbPBCHE. Eylea MOXKE ga IIOMOIrHE 11a C€ CTa6I/IJ'II/I3I/Ipa 3pCHUCTO, a
B MHOTI'O CJIy4au U Jia CC 3a0aBH BIIOIIIABAHETO HA 3pEHUCTO, CBBP3aHO C PH.
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2. Kakso Tps6Ba 1a 3Haerte, npenu Eylea n1a 6b1e npusioxeH Ha 6edeTo

Eylea nsaima na 0b1e npuiioskeH Ha 0e0eTo, aKO TOW MU TS

- ¢ aJieprudeH/Ha KbM aaudepIient Wik KbM HSIKOS OT OCTAHAJIUTE ChCTABKU HA TOBA JICKAPCTBO
(m36poeHu B TouKa 6).

- VMa aKTUBHA MH()EKIHS WK ChMHEHHE 32 MH(PEKIUS B OKOTO WJIM OKOJIO HETO (OYHA WIIN
OKOJIOOYHA MH(]EKIIH).

- MMa TeXKO BB3MMaJICHUE Ha OKOTO (IIPOSIBSABAIIO ce ¢ O0IKA MIH 3a4epPBIBAHE).

[penynpesxkaeHust ¥ NpeaNa3sHu MEPKH

I'oBopere ¢ nexaps Ha 6e6ero, mpean Eylea ma 6bae npmioxken Ha 6ebeTo

- aKo € TMpaBeHa WITK 3aIlIaHyBaHa omepalys Ha OKOTO Ha 6e0eTo, B pAMKUTE Ha MPEIIICCTBAIUTE
WJIM CJICIBAIIUTE YSTUPH CEAMMIIY.

OcBeH TOBa € Ba)KHO J1a 3HACTC, 4C

- WHXKeKkTupaHeTo Ha Eylea Moxke 1a mpenn3Brka MOBUIIABaHE HA OYHOTO HAISTaHE (BHTPEOYHO
HaJIsIraHe) MPY HAKOM MAIlMeHTH B paMKuTe Ha 60 MHHYTH OT HHXXEKTHpaHeTo. JlekapsT Ha 6ebeTo
1€ CJIEH TOBA CJIE/ BCSIKA MHKEKIIUSL.

- aKo 0e0eTo pa3Bue MHQEKIHS WK Bb3MalIeHUE B OKOTO (€HAOPTAIMHT) WK APYTH yCIOKHEHUS, TO
MOKE JIa TIOJTy4YH 3auepBsiBaHe/Ipa3HeHe B OKOTO, 0YeH CeKpeT, MoAyBaHe HA Kienava u
NMOBHIIEHA YYBCTBHTEIHOCT KbM CBeTJIMHA. Ba)XHO € BCHYKM cCHMIITOMH J1a OBbIaT
AUarHOCTUIHPAHU U JICKYBaHU Bb3MOXKHO Haﬁ-CKOpO.

MouJsi, He32a0aBHO KaxkeTe HA JeKaps Ha 6e0eTo, ako 0e0eT0 pa3Bue HAKOI OT MOCOYEeHUTE
NMPU3HALY WJIH CHMIITOMH.

- JeKapsaT Ha 6e0eTo 111e IPOBEPH, TaH PH 0e0ETO ca HAIUIIE IPYTH PUCKOBH (PaKTOpH, KOUTO
MOTarT Jia yBeIn4aT Bb3MOKHOCTTa OT pa3KbCBaHE WM OTJICTIBaHE Ha €IMH OT CIIOCBETE B 3aHATA
9acT Ha OKOTO (OTJICNIBAHE WJIM pa3KbCBaHE HA peTHHATA), B KOWTO ciydail Eylea TpsioBa na ce
npuiiara ¢ TOBHIICHO BHUMAHUE.

Cucremnara ynotpeba Ha uaxuouropu Ha VEGF, BeiecTBa, moo0HN Ha OHE3HU, KOUTO C€ ChIbPKAT B
Eylea, e moTennuanHo cBbp3aHa ¢ PUCK OT 00Opa3yBaHe Ha KPHBHHU CHCUPEITH, 3aITyIIBAIHd KPHBOHOCHUTE
ChJIOBE (apTepHaAHU TPOMOOESMOOIMYHN CHOUTHSI), KOETO MOXKE JIa IOBEIEC 0 ChpAeUeH UH(APKT WU 110
uHCYAT. ChIIECTBYBa TEOPETUYCH PUCK OT TaKMBa ChOUTHS Clie]] MHxkekTUpaHe Ha Eylea B okoTo.

JIumcBa onuT ¢ JISYEHUETO Ha
- ManueHTH C OCTPHU I/IH(i)eKIII/II/I.
- ManrueHTH C APYTru OYHU 3a00JI9BaHMs KaTO OTJIENBAHE Ha pEeTHHATa WM MaKyJIHa JyIIKa.

AKO HSIKOE OT U30pOEHUTE TIO-TOpe ce OTHACs 3a O6ebeTo, ieKkapsT Ha 6e0eTo 1e B3eMe MPEIBU/I Ta3H
JIMIca Ha HHQOpMalus pH jeueHrueTo Ha 6edero ¢ Eylea.

JApyrn nexapcra u Eylea
TpsiOBa ga kakeTe Ha Jiekaps Ha 6e0eTo, ako 0e0eTo MojIydyara, HACKOPO € MOJYUYHIIO WK € Bb3MOXKHO J1a
TIOJTy4H JAPYTH JIEKapCTBa.

Eylea cbabpika

- mo-Majiko ot 1 mmol HaTpuii (23 mg) Ha 1030Ba €IMHUIIA, T.€. MOXKE JIa CE KaXKe, Y€ MPaKTHICCKH
HE ChAbpXKa HATPUU.

143



- 0,003 mg mommcop6at 20 BBB Besika go3a ot 0,01 ml, kouto ca exBuBanentHu Ha 0,3 mg/ml.
[MonucopbaruTe MoOrar fa NPUYMHAT aJeprudHu peakuuu. TpsaOBa na kaxkere Ha Barus nekap, ako
Bamero 6e0e nMa ycTaHOBEHU aJiepruu.

3. Kak Eylea me 6b1e npuiiaran Ha 6e6eto

Jlexap c OIUT B MPHJIATAaHETO HA OYHHU WHXEKIUH 1e nHxKeKkTHupa Eylea B okoTo Ha Oebeto mpu
acenTHYHH (YMCTH U CTEPHITHH) yCIOBHSL.

[Ipenoppuntennara go3a e 0,4 mg admmodepuent (0,01 ml).
Eylea ce mpumara xkato HHKeKIHs B OKOTO Ha 0€0eTo (MHTpaBUTpeaTHa HHKEKITHUS ).

[Ipenu nHXEKTUPAHETO JEeKapsT Ha 6e0eTOo e M3MOoII3Ba Ae3UH(PEKINPAIO CPEACTBO 32 BHUMATEITHO
MTOYMCTBaHE Ha OKOTO Ha 06e0eTo C 1el npenoTBpaTsABaHe Ha nHGeKus. Jlekapsat Ha 6e0eTo 111e IPUIToKH
Y MECTHa YyTIOHKa, 32 JIa HaMaJIl WU MPEIOTBPaTH BCsIKa O0JKa, KOsATO 6e0eTo OM MOTJIO A3 MOYyBCTBA
MIPU UHKEKTHUPAHETO.

JleuenueTo 3amoYBa ¢ €UHUIHA HHXKCKITHS B €IHO OKO M MOXE J]a C€ MPHIOKH BbB BTOPOTO OKO B CHIIHS
neH. Jlekapsart Ha 0e0eTo 1Ie MpocyeIsiBa ChCTOSHUETO Ha OKOTO (0unTe) Ha 0e0eTo. B 3aBucuMOCT OT
TOBa KaKbB € OTTOBOPBT KbM JIeUeHHETO Npu 0e6eTo, ieKapAT Ha 6e0eTo 1ie peln Jajid U Kora €
HEOOXOIUMO TMO-HATATBIINHO JiedeHHe. THTepBaTbT MEeX Ty MPHIOKEHUETO HA 2-T€ JI03U, HHKEKTUPAHH B
€JIHO U ChIIIO OKO, TPsIOBA J1a € HAH-MaJIKO 4 CeIMUITH.

[ToxgpoOHu yka3aHus 3a ynotpeba ca JaJeHy B Kpas Ha JIMCTOBKATa ciief ,,Kak ce mpuroTss u Kak ce
npuiara Eylea Ha npexxneBpeMenHo pofern Oedera‘.

Cnupane Ha jgedenuero ¢ Eylea

Ako oOMucIIsATE 1a crpeTe JeueHneTo Ha 0edeto ¢ Eylea, mons, ob6chaere ToBa ¢ ekaps Ha 6edero mpu
CJIeZIBAlIOTO TOceneHne pu Hero. Jlekapst Ha 6ebeto mie Bu gaje chBeT U 11e penmy KOJIKO BpeMe
0eOeTo TpsiOBa 1a Ob1e JiekyBaHo ¢ Eylea.

AKO MMaTe HSIKaKBH JIOMBIIHUTEIHN BBIIPOCH, CBBP3aHH C YIIOTpeOaTa Ha TOBa JIEKapCTBO, MOMUTANTE
nexapst Ha 6e0eTo.

4. Bb3MOKHH HeKeJTaHH Pe€aKkuuun

KakTro Bcnuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a TPECAN3BHUKA HCIKCIIAHNU PCAKIIUH, BBIIPCKH Y€ HE
BCCKU I'1 TIOJIy4aBa.

Hexenanure peakuum, CboOLIeHH IIPH MOBeYe OT €JHO MpexIeBPeMEeHHO poieHo 0ede, ca

- OoTJICIIBAHE HA CJI04 B 3aJHATA YaCT HA OKOTO (OTHCHBaHe Ha pCTI/IHaTa)

- KPBHBOU3J/IMB B 3alHaTa 4aCT HA OKOTO (KpT)BOI/ISHI/IB B peTI/IHaTa)

- KbPBACAJI0 OKO B pE3YJITAT OT KbPBEHEC OT MAJIKUTE KPbBOHOCHH CbAOBE BB BHLHIITHUTE CJIOCBE Ha
OKOTO (KOHIOHKTI/IBaJ'ICH Kp’bBOI/I3J'II/IB)

- KbBPBE€HE HA MACTOTO HA MHIKEKTHUPaHE (Kp’bBOI/ISHI/IB Ha MSCTOTO Ha I/IH)KCKTI/IpaHe)

- NMOBHUIIABAHE HA OYHOTO HAJIATaHE

- nmojyBaHe Ha Kjienaya (OTOK Ha Kjiernaya)
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JlombJIHUTEIHUTE HeKeJIAaHU PeaKlinu, HaOlio1aBaHy pu npuiioxkeHre Ha Eylea mpu Bb3pacTHum, ca
M30pOCHH Mo-101y. Te3n HexeaH! peaKkIi MOTaT Jia Bb3HUKHAT M TIPU MPEKIACBPEMEHHO POJICHH
Oebera.

- aJIePTUYHH PeaKIuu (CBPbXIyBCTBUTEIHOCT)

Te Morat aa ObIAT CEPUO3HU U 1A HAJIATAT 1A ce CBbPIKeTe He3a0aBHO ¢ JieKaps Ha 0e0eTo.

Hexxenanute peakuuu, 3acsraiy O4nTe MOpaan NpoLeaypaTa Ha HHXKEKTHpaHe, MoraT Ja Obaar

CePHO3HM U Ja BKIIIOUBAT

- cjaenora

- cepro3Ha HH(EKIHA WJIH Bbh3MajeHne BB BETPEITHOCTTa Ha OKOTO (€HI0(TaIIMHUT)

- oTJieNBaHe, Pa3KbCBaHe WM KbpPBeHe Ha CBETIOYYBCTBUTEIHHUS CIIOH B 3a/IHATA YaCT HA OKOTO
(oTyIenBaHe WM pa3KbCBaHE HA PETHHATA)

- NMOMBTHSIBAHE HA JlenaTa (KaTtapakra)

- KPBbBOM3JIMB B OKOTO (KPBBOUBJIHB B CTHKIOBUIHOTO TSJIO)

- oTJIenBaHe Ha MMOJO0OHOTO Ha JKelle BEMIECTBO BbB BHTPEUTHOCTTA Ha OKOTO OT PEeTHHATA
(oTnenBaHe HA CTHKJIOBHIHOTO TSIJIO)

- NMOBHUIIABAHE HA HAJIATAHETO B OKOTO (TIOBUIIICHO BHTPEOYHO HAIATAHE), BIDKTE TOYKA 2.

Te3u cepro3Hr HeXeNaHH PEeaKIUy, 3acsrally OYNTe, ca Ce Pa3BWIIM MPH MTO-MAJIKO OT 1 Ha

1 900 uHXKeKIMU B KIMHUYHUTE POYYBAHUS NPU Bb3PACTHH.

BaxHo e 1a ce pa3no3HasT U Ja ce JICKYBaT CEpUO3HHUTE HEXKEIaHH PEAKIIMH, KaTO HHPEKIUSA BbB
BBTPEIIHOCTTA HA OKOTO WJIM OTJICIIBAHE HA PETUHATA, Bh3MOXKHO HAi-CKOPO.

TpsoBa He3a0aBHO 1a KaxKeTe HA JieKaps Ha 0e0eTo, ako 3a0eje;kuTe CHMITOMH B OKOTO HA 0e0eTo
cJie]l MHIKEKIUATA, KAaTo

- 3auepBsiBaHe/Ipa3HeHe

- OYeH ceKpeT

- MoJyBaHe Ha Kjenaya

- MOBMIIIEHA YYBCTBUTEHOCT KbM CBETJIHHA

Jlpyrure HexenaHu peakiiuy, HaOJFo1aBaHu TIPU Bb3PACTHH, Ca OMKUCAHU 110-1I0JTY.

CnucbK HA ChOOIIECHH HeXKeJIaHH PeaKkuu

CriesiBa CIMCHK Ha HEXKEIAHUTE PEAKIMK, KOMTO ca ChOOIIaBaHU KaTO BEPOSTHO CBBP3aHU C MPOIeypaTa
Ha MHXKEKTHUPAHE WK C JIEKapcTBOTO. MoJisi, He ce Oe3rnokoiite, 0e0eTo MOXKE /1a HE TIOJyYd HUKOS OT TAX.
BuHaru o0cmkaaiiTe BCSIKaKBH MOIO3UPAHH HEXEIIAaHU PEAKIIUH C JieKkaps Ha 6e0eTo.

MHOro 4ecTH HeKeJAHU Peakuuu (Morat Ja 3acersar mosede ot 1 va 10 gymm):

- BJOIIaBaHE HAa 3PEHUETO

- KPHBOWBIUB B 33JHATA YaCT Ha OKOTO (KPHBOM3IIUB B PETHHATA)

- KBPBSCAJIO OKO B PE3YITAT OT KbPBEHE OT MAIKUTE KPHBOHOCHU CHJIOBE BHB BHHIITHUTE CIIOCBE Ha
OKOTO

- 0O0JKa B OKOTO

YecTH HexeJaHU peaknuu (Morat fa 3acerrar o 1 Ha 10 gymmm):

- OTJICTIBAHE UJIU Pa3KbCBAaHE HA €UH OT CJIIOEBETE B 3a[JHATA YaCT HA OKOTO, KOETO BOAU JI0
MPOOJIACHIM ¢ MBTHUHU, IIOHSKOTa IPOTPECHPAIIIH JI0 3ary0a Ha 3peHueTo (pa3KbCBaHEe Ha
PETUHAJIHUS MUTMEHTEH enuTe*/0TIeIBaHe, OT/JCIIBAHE HA PETHHATA/Pa3KbCBAHE)

0 * CpcTosiHUS, 32 KOUTO € U3BECTHO, Ue ca CBbp3aHu ¢ BiaxxHa BJIM; HabnrogaBanu camo npu
IMaIyeHTy ¢ Biraxkaa BJIM.
- JeTeHepalnys Ha peTHHATA, TPUYMNHSBAIIA HAPYIIICHO 3PCHHE
- KPBBOM3IINB B OKOTO (KPHBOU3JIUB B CTHKIOBHIHOTO TSIJIO)
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- HAKoW (opMHU Ha 3aMBITIIBaHE Ha Jemara (KaTapakTa)

- YBpeXXJaHe Ha TpeaHHs CJI0H Ha O9HaTa sI0BJIKa (pPOroBUIaTa)

- MOBHIICHUE HA HATSITAHETO B OKOTO

- JIBHOKCIIU CE TICTHA B 3pUTEITHOTO IM0JIC (MBbTHUHM)

- OTJICTIBaHE Ha MOI0OHOTO Ha XeJie BEIIeCTBO BbB BTPEIIHOCTTAa HA OKOTO OT PEeTHHATA (OTJIeIBaHEe
Ha CTBKJIIOBHIHOTO TSUJIO, BOJCIIO A0 MPOOISCHUU ¢ MBTHHHN)

- ycellaHe, 4ye uMa Helllo B OKOTO

- MTOBHIIIEHO 00pa3yBaHe Ha ChI3U

- MOJTyBaHe Ha Kiiernaya

- KbpPBEHE Ha MSCTOTO HA MHIKEKTUPAHE

- 3a4epBsBaHE HA OKOTO

HeuecTn Heskenanu peakuuu (Morart aa 3acertar a0 1 Ha 100 gymm):
- QJIEPTUYHH PEaKUUH (PeakH Ha CBPbXYyBCTBUTEIHOCT)**

0 ** Mma cpoOuieHns 3a aJeprudHy Peakiiuy KaTo 00puB, ChpOeX (MMPYPHUTYC), KONPHUBHA TPECKa
(ypTHKapus), KAKTO U HIKOJKO CIy4Yal Ha TEXKKH alepruyHy (aHaQUIaKTHIHN/aHA(UITaKTONIHH)
peaKmuu.

- CEpUO3HO BB3MAaJICHHE WK HHPEKINS BbB BBTPEIIHOCTTA Ha OKOTO (€HIO(TaIMUT)

- BB3MAJICHNE HAa MPHCA WK IPYTH YaCTH Ha OKOTO (MPHT, YBEUT, MPUIOLUUKIINT, THHIA B IPeIHATA
Kamepa)

- HEOOWYAIMHO yCeIllaHe B OKOTO

- Jpa3HeHe Ha Kiernayda

- MoIyBaHe Ha MPEAHMS CJI0M Ha OYHaTa si0BJIKa (POroBHUIIATA)

Penku Hexenanu peakuun (Morat aa 3acersar a0 1 Ha 1 000 gymm):

- cienora

- MIOMBTHSIBAHE HA JIeIaTa MOpaJau TpaBMa (TpaBMaTHUHA KaTapakTa)

- BB3MAJIEHHE Ha OJOOHOTO Ha JKeJe BEIIECTBO BbB BHTPEIIHOCTTA HA OKOTO
- THOU B OKOTO

C Hen3BeCcTHA YecTOTA (OT HATMYHHUTE JAHHU HE MOXe Ja ObJIe HallpaBeHa OIICHKA Ha Y€CTOTaTa):
- BB3MAaJIeHHe Ha OsyIaTa 4acT Ha OKOTO, CBBP3aHO ChC 3auepBsiBaHe U 0OJKa (CKIIEPHUT)

CucremHara ynorpe6a Ha maxuburopu Ha VEGF, BemecTBa, nojjo0HM Ha chbpkamute ce B Eylea, e
MOTEHIIMATHO CBBbP3aHa C PUCKA OT KPbBHU ChCUPELH, 3aIlyIIBALIN KPHbBOHOCHUTE ChI0OBE (apTepHaTHH
TpoMOOEMOONNYHN CHOUTHS), KOETO MOXKeE Ja JOBEAE 10 ChpAeueH HHPAPKT WK A0 HHCYAT. ChlllecTByBa
TEOpPETUYEH PUCK OT TaKWBa CHOMUTHS ciie]] MHXeKkTupaHe Ha Eylea B okoTo.

Kakro mpu Bcuuky TepaneBTHYHHA IPOTENHH, P NpuiioxkeHneTo Ha Eylea cpiecTByBa Bb3MOKHOCT OT
MMyHHa peakius (oOpa3yBaHe Ha aHTUTENA).

AXo MaTe HIKaKBH BBIIPOCH, CBBP3aHU C HAKAKBU HCIKCIIAHU PCAKIINU, IIOIUTANTE JICKaps Ha 6ebeTo.

Chol0uaBaHe Ha HeKeJIAHU PeakIuu

Ako HaOnoaBaTe HAKaKBH HEKEJIaHU JIEKapCTBEHH peakuuu npu 6e0eTo, yBeromeTe jJekaps Ha 6ebeto.
ToBa BKJIIOUBAa BCUUKH Bb3MOXKHH HEOIIMCAHU B Ta3U JIMCTOBKA HEXKENAHU peakuu. MoxeTe chlIo Ja
ChOOIIMTE HEXKETIAHN PEeaKIVK JUPEKTHO Ype3 HallMOHAIHATA CHCTEMa 3a ChoOIaBaHe, IOCOYCHA B
[punoxxenue V. Kato cho0I1aBare HeKEIaHN PEAKIMU, MOXKETE Ja JajJeTe CBOS IIPUHOC 3a M0JTy4YaBaHe
Ha 1oBeye HH(POPMAaLUS OTHOCHO O€30MaCHOCTTA Ha TOBA JIEKapCTBO.
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6.

Kak na coxpansiBare Eylea

Jla ce cpxpaHsaBa Ha MSACTO, HEJOCTHITHO 3a JCIa.

He uzmomn3Baiite TOBa JIEKapCTBO CJIE] CPOKaA Ha TOJHOCT, OTOENA3aH BbPXY KapTOHEHATa OMaKOBKa
u etukera cien ,,l onen no:*/,,EXP“. CpokbsT Ha TOJHOCT OTroBaps Ha MOCJCIHUS JICH OT
MMOCOYCHUS MECEIl.

[a ce cpxpansiBa B xnamuiHuK (2 °C mo 8 °C). [la He ce 3ampa3spa.

HeotBopenusT GiiucTep MOXKe Jia ce ChXpaHsaBa U3BBH XJIamiHuK 1o 25 °C 1o 24 yaca.

a ce cbxpaHsaBa B OpUrMHAIHATA OMAKOBKA, 3a J1a C€ MPE/Na3u OT CBETIMHA.

He u3xBbpsiiTe nekapcTBaTa B KaHATM3AIMATA UK B KOHTEHHEPA 3a TIOMAIIHA OTHAaAbIIN.
ITormuratiTe Bammus dhapmarieBT Kak 1a U3XBBPIIATE JIEKapCTBATa, KOUTO Bedue He m3mosBaTe. Te3un
MEpPKH 1€ CIIOMOTHAT 3a OIa3BaHe Ha OKOJHATa CPea.

ChabpskaHue HA ONMIAKOBKATA M J0NbJIHUTEIHA HH(POpMAaLUA

Kakso cbabpaxa Eylea

AxTuBHO BemecTBO: adubepuent. Eqna npenBaputeHO HalbJIHEHA COPUHIIOBKA ChABPKA
usnon3eaeM obem ot Haii-manko 0,09 ml, ekBuBaneHTHH Ha Hali-Maiko 3,6 mg apnubepuent. Enna
MpeBapUTEITHO HAITBIIHEHA CIIPHHIIOBKA ChIIbpKa eMMHUYHA 1032 OT 0,4 mg adnmbepuent B

0,01 ml.

Hpyru cveraBku: nonucopdat 20 (E 432), narpueB auxuaporeHpocdar MOHOXUIPAT (32 KOPEKIHSI
Ha pH), nunarpueB xuaporendocdar xenraxuapart (3a kopekuus Ha pH), HaTpueB XJopu,
3axapo3a, BoJa 32 HHKCKIHUH.

Bmxre ,,Eylea cpappika® B Touka 2 3a moBede nHMOpMAIus.

Kak u3raexna Eylea n kakBo ¢bIbp:Ka ONIAKOBKATA

Eylea e umkeKmoHeH pa3TBOp (MHXKEKIIUS) B TIPEIBAPUTEIIHO HAITBIHEHA CIPUHIIOBKA. Pa3TBOpPBHT €
Oe31BeTeH 70 010 KBIT.

OmnakoBka oT 1 mpeBapUTENHO HAITBJIHEHA CIIPUHIIOBKA.

IIpuTexaTes1 Ha pa3pelIeHUETO 32 yIOTPeda
Bayer AG

51368 Leverkusen

I'epmanus

IIpousBoauren
Bayer AG
Miillerstralle 178
13353 Berlin
I'epmanus
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3a mompHUTETHA WHGOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOIIS, CBBPIKETE CE C JIOKATHHS IIPEICTABUTEI

Ha MPUTEKATEIS Ha Pa3pellieHUETO 3a YIoTpeoa:

Belgié / Belgique / Belgien
Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
bbuarapus

Baitep benrapus EOO/J]
Tem: +359-(0)2-424 72 80
Ceska republika

Bayer s.r.o.

Tel: +420-266 101 111
Danmark

Bayer A/S

TIf: +45-45 235 000
Deutschland

Bayer Vital GmbH

Tel: +49-(0)214-30 513 48
Eesti

Bayer OU

Tel: +372-655 85 65
EArada

Bayer EAAGg ABEE

Tni: +30-210-618 75 00
Espaiia

Bayer Hispania S.L.

Tel: +34-93-495 65 00
France

Bayer HealthCare

Tél (N° vert): +33-(0)800 87 54 54
Hrvatska

Bayer d.o.o.

Tel: + 385-(0)1-6599 900
Ireland

Bayer Limited

Tel: +353-(0)1-216 3300
island

Icepharma hf.

Simi: +354-540 80 00
Italia

Bayer S.p.A.

Tel: +39-02-3978 1
Kvmpog

NOVAGEM Limited
TnA: +357-22-48 38 58
Latvija

SIA Bayer

Tel: +371-67 84 55 63

I[aTa Ha IMOCJICIHO MpepasrjackaaHe Ha JUCTOBKaTa
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Lietuva

UAB Bayer

Tel: +370-5-233 68 68
Luxembourg / Luxemburg
Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
Magyarorszag

Bayer Hungaria KFT

Tel: +36-1-487 4100
Malta

Alfred Gera and Sons Ltd.
Tel: +356-21 44 62 05
Nederland

Bayer B.V.

Tel: +31-23-799 1000
Norge

Bayer AS

TIf: +47-23 13 05 00
Osterreich

Bayer Austria Ges. m. b. H.
Tel: +43-(0)1-711 460
Polska

Bayer Sp. z 0.0.

Tel: +48-22-572 35 00
Portugal

Bayer Portugal, Lda.

Tel: +351-21-416 42 00
Romainia

SC Bayer SRL

Tel: +40-(0)21-529 59 00
Slovenija

Bayer d. 0. o.

Tel: +386-(0)1-58 14 400
Slovenska republika
Bayer, spol. s r.0.

Tel: +421-(0)2-59 21 31 11
Suomi/Finland

Bayer Oy

Puh/Tel: +358-(0)20-78521
Sverige

Bayer AB

Tel: +46-(0)8-580 223 00



Apyru uzrounnum Ha uagopmauus

[NoapoOna napopmanys 3a TOBa JIEKapCTBO € MpeAocTaBeHa Ha yeOcaiita Ha EBporeiickara areHuus mo
JIleKapcTBarta: https:/ www.ema.europa.eu.

3a nH(pOpMaIHs Ha MECTECH €3MK CKaHUpAiTe TyK 3a J1a JOCTHIIUTE HHTEPHET CTPpAaHMIaTa
https://www.pi.bayer.com/eyleal.
QR-Koz 32 Bpb3Ka ¢ BKIIOYCHATA JINCTOBKA 32 MAIUCHTA.

<

Ilocoyenara mo-gos1y HH(popManMsA e MpeJHA3HAYEHA CAMO 32 MeJMIIMHCKHU CTIeNMAJINCTH.
Kak ce npurorss u kak ce npujara Eylea Ha npe:xkaeBpeMeHHO poJeHH KbpMaieTa

[IpenBapuTeHO HATBJIHEHATA CIIPUHIIOBKA TPSOBA J1a CE U3I0JI3BA 32 JIeYeHHe caMO Ha €THO 0KO.
MHOTOKpaTHO U3TETIISTHE HA JJO3H OT MPEIBAPUTEITHO HATBITHEHATA CIIPUHIIOBKA MOXKE J]a YBEIHYHU PUCKa
OT 3aMBbPCSIBAHE U TIOCIIE/[BAIIA WHEKIINS.

He oTBapsiite crepunnus 61ucTep ¢ MpeaBapUTeIHO HAITBIIHEHA CIIPUHIIOBKA N3BBH YKMCTaTa CTas 3a
npuioxenue. Hensmnon3BanusT ekapcTBEeH NPOAYKT WM OTIIAABYHUTE MaTepHaIn OT HEro TpsOBa aa ce
W3XBBPIAT B COTBETCTBUE C MECTHUTE M3UCKBAHUS.

[IpenBapuTenHo HabJIHEHATa CHPUHIIOBKA ChABPIKA [TOBEYE OT MpenopbunTenHara go3a 0,4 mg
admubepuent (ekBuBasieHTHH Ha 0,01 ml). [Ipu neyeHneTo Ha mpeXIEBPEMEHHO POJICHN KbpMadeTa
TpsiOBa J1a ce U3MOI3Ba JO3UPALIOTO YCTPOUCTBO 3a puinoxenue B neauatpusita PICLEO 3aeqno ¢
[peJBapUTEIHO HAIIbJIHEHATA CIPUHIIOBKA 32 MPUJIOKEHUE Ha equHn4Ha 103a 0,4 mg adnubepuent
(exBuBanentHu Ha 0,01 ml). BuwxTre cneapamus pasnen ,, Ykazanus 3a ynompeoa na npedgapumenmo
HaNBIHEeHama CNPUHYO6KA .

Pa3tBOpBT TpsIOBa a ce MPOBEpPH BU3yaHO 32 UYKIW YaCTHUIIM /WU MPOMSHA B IIBETA WIIH BCIKAKBA
MPOMsIHA BbB BHHIIHUS BUJ ITPeH pUiIoKeHue. B ciyyaii ue ce HabIro1aBaT TaKMBa, JIEKAPCTBEHUSIT
MIPOJYKT TpsiOBa Ja ce N3XBHPIIH.

HeotBopenusar 6muctep Moxe J1a ce ChXpaHsiBa U3BBH XJaamiHUK 1o 25 °C no 24 yaca. Cnen oTBapsiHe
Ha OJiucTepa paboTETe B aCEIITUYHU YCIIOBUSL.

3a MHTpaBUTPEATHO HHKEKTHPaHe TPSOBA Jia ce u3Moi3Ba nmkekiuonHa ura 30 G x ¥4 /0,30 x 13 mm,
0JIE10 KBJITO.

Ykazanusa 3a ynompeoa na npedsapumentno nanvinenama CRpUHYOBKA:

3a 1a NpUroTBUTE MPEIBAPUTEIHO HAMIBIHEHATA CIIPUHIIOBKA 32 MPUIIOKEHUE MPU MPEKIECBPEMEHHO
pOACHH KbpMaueTa, cleABaiTe CThIKH 1 U 2 MO-A0dy U ClIe] TOBA ce€ MPUAbPKANTEe KbM YKa3aHUATA 3a
yrotpe0a, BKJIIOUYEHH B ONTAKOBKATa Ha JO3UPAIIIOTO YCTPOHUCTRO 3a mpuiiokenue B neauarpusita PICLEO.

1. Koraro cte roroBu na npuioxure Eylea, oTBopeTe kapTOHEHATa ONIAaKOBKA M U3BAJIETE
cTepuiM3Upanus oauctep. BHUMaTeIHO 0TBOpeTe OiMcTepa, 3ama3Baiiki CTEPUITHOCTTA Ha
chabpkaneTo My. OcTaBeTe CIPUHIIOBKATa B CTEpUIIHATA TabJIa, JOKATO CTAaHETe TOTOBH 32
Cra00s1BaHeTO M.

2.  H3non3Baiiku acenTHYHA TEXHHMKA, U3BAJIETE CIPUHIIOBKATA OT CTEPUIIM3UPAHUS OIHCTED.
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JIucToBKa: MH(pOpPMALIUA 32 NANUEHTA

Eylea 40 mg/ml nn:keKiinoHeH pa3TBOP BbB (MJIAKOH
admubepuent (aflibercept)

IIpoueTeTe BHUMATETHO LSLJIATA JINCTOBKA, NMpeau 1a Bu 0b/e NpUJI0KeHo TOBA JeKapCTBO, Thid

KaTo TS ChbAbPKA BaxHa 3a Bac undopmanus.

- 3anaseTe Ta3u JUCTOBKA. MoJKe 1a ce HaJIOKU J1a s IPOYETETE OTHOBO.

- AKO MMaTe HIKaKBH JOIBIHATEIHN BBIIPOCH, TToATaiiTe Bamms nekap.

- AKO TIONTyuHTe HAKAaKBH HEXEJlaH! JIEKAPCTBEHN peakiny, yBeqoMere Bamms nekap. Tosa
BKJIFOYBA ¥ BCUYKH BH3MOXKHHU HEXKEJIAHU PEAKINHU, HEOMTMCAHU B Ta3W JIUCTOBKA. BrkTe Touka 4.

Kakso CbAbpPiKa Ta3u JUCTOBKA

Kakso mpencrasmnsiBa Eylea u 3a kakBo ce n3momn3sa

Kakso Tpsi6Ba na 3Haere, npeau 1a Bu 6b1e npuioxen Eylea
Kak me Bu 0b1¢ npunaran Eylea

BB3MOXHU HEXKETaHU PEAKLIUU

Kak na cexpansBare Eylea

ChbabpxaHye Ha OTIAKOBKATa M JOMBIHUTENIHA HH(POpMALIUS

AN ol S e

1. Kakso npencrasasipa Eylea u 3a kakBo ce u3noJi3Ba

Eylea € pas3TBop, KOHTO ce WHIXCKTHPA B OKOTO 3a JICUCHUC Ha OYHU 3a00JIIBaHUS IpHu Bb3pPaCTHHU,
HapCUCHU

- HEOBacKyJapHa (BJIa)KHA) Bb3pacTOBOOOYCIIOBEHA JIereHepalns Ha Makysiarta (BiaxHa BJIM),

- YBPEICHO 3peHHeE, IbJDKAII0 ce€ Ha OTOK Ha MaKyJaTa, BCJIEICTBHE Ha OKITy3Us (3alylBaHe) Ha
petunanHa BeHa (OPB) (oxmy3us Ha pa3kiioHeHre Ha peruHanHa BeHa (OPPB) nnm oxiy3us Ha
LeHTpaigHara peruHanHa BeHa (OLIPB)),

- YBPEICHO 3peHHe, IbJDKAIIO ce Ha AuadeTeH MakylieH oTok (JIMO),

- YBPEICHO 3peHHe, IbJDKAII0 ce Ha MUOIIMYHA XOPOUAAIHA HeoBacKynapu3auus (muonrnuHa XHB).

Admubeprent, akTHBHOTO BetlecTBo B Eylea, Giiokupa akTHBHOCTTA Ha Tpyma (GakTOpH, U3BECTHU KaToO
cbl0B eHzoreneH pacrexeH daktop A (VEGF-A) u mnanenren pacrexen gaxtop (PIGF).

[pu nanuentyn ¢ Bnaxxaa B/IM u muonmuna XHB, Te3u ¢akropu, Korato ca B MpeKOMEpPHO TOJISIMO
KOJINYECTBO, Ca CBbP3aHH ¢ a0HOPMHO 00pa3yBaHe Ha HOBU KPBBOHOCHHU CBHAOBE B OKOTO. Te3n HOBU
KPBBOHOCHM CBJOBE MOTaT J1a IPUYHUHAT U3TUYAHE HA KPbBHU KOMIIOHEHTH B OKOTO U €BEHTYaIHO
YBpEXAAaHE HA OYHUTE ThKaHU, OTTOBAPSIIIN 34 3PEHUETO.

[pu maruentu ¢ OLIPB ce moirydaBa OilokupaHe Ha OCHOBHUSI KPBBOHOCEH ChJl, KOWTO OTBEX/Ia KPhBTa
oT peTuHaTa. B pe3ynTaT Ha ToBa ce nosuiasar HuBara Ha VEGF, koeTo npuunHsIBa nu3rnyaHe Ha
TEYHOCT B PETHUHATA, BOJIEIIO /IO OTOK Ha MaKyJiaTa (4acTTa OT peTHHATa, OTTOBOpPEHa 3a 100pPOTO
3peHHe), KOUTO ce Hapuya MakyJeH oToK. [Ipu oToka Ha MaKysaTa, IICHTPATHOTO 3PSHHE CE 3aMbIJIsIBa.

151



[Ipu marmuenTn ¢ OPPB, eaHo nn moBede pa3kiIOHSHHSI Ha TIIABHUSA KPHBOHOCEH ChJI, KOHTO
TpaHCIIOPTHpPA KPBB OT peTuHaTa e 6JokupaHo. B pesynrar Ha ToBa ce moumasat HuBata Ha VEGF,
KOETO MPUYMHSBA U3THYAHE HA TEUHOCT B PETHUHATA, BOJICIIO /IO OTOK HA MaKyJara.

I[I/Ia6CTHI/IHT OTOK Ha MaKyJiaTa nNpE€ACTaBIgABa OTOK Ha p€TUHATa, KOKTO ce TojIydaBa Ipy Nalue€HTH C
HI/Ia6eT, BCJICACTBUEC HA U3TUYAHC HA TCUHOCT OT KPBbBOHOCHUTE ChAOBC B MaKyJiaTa. MaxynaTa € Tasu
4acCT Ha p€TUHATa, KOsATO € OTTOBOPHA 3a IlO6pOT0 3pCHUC. Koraro MaKyJiaTa ¢c€ moaye€ OT TCYHOCT,
LHEHTPAIHOTO 3pCHHUE CE€ 3aMbBIJIsABA.

JokazaHo e, ue Eylea criupa pacrexa Ha HOBU aOHOPMHU KPBBOHOCHU CHJIOBE B OKOTO, KOUTO YECTO
BOJISAT JIO U3TUYAHE HA TEYHOCT WIIH JI0 KbpBeHe. Eylea Moke ja moMorHe 3a cTabUIU3upaHe, a B MHOTO
CIIy4ad U J1a Iogo0pu 3arybaTa Ha 3peHue, cBbp3ana ¢ Bnaxkaa BJIM, OLIPB, OPPB, JIMO u muonmdHa

XHB.

2.

Kakso TpsioBa 1a 3Haere, npeau A1a Bu 0bae npuiioxen Eylea

Eylea nsima 1a Bu 0bae npuJjioxeH

aKo CTe aJePrHYHM KbM a(IuOepLenT Wik KbM HIKOS OT OCTaHAJIUTE ChCTAaBKH Ha TOBA JIEKAPCTBO
(n30poeHu B TOUKa 6).

aKO UMaT¢€ aKTHUBHa I/IH(beKHI/ISI WJIN CBMHCHUC 3a I/IHq)CKHI/IH B OKOTO WJIM OKOJIO HETO (qua 501041
OKOJIOOYHA MH(EKITHS).

aKo MMaTe TeXKKO Bbh3IaJIeHUE Ha OKOTO (IPOSBABALIO ce ¢ OOJIKa WK 3a4EPBSIBAHE).

IIpenynpesxieHus v MpeanasHu MepKH

I'oBopere ¢ Bamus siekap, npenu aa Bu 0b1e npunoxen Eylea:

aKo MMare riayKkoma.

aKo CTe UMaJTU CIy4au JIa BIKIAaTe UCKPH WIIM MbTHUHHU M TIPY BHE3AITHO yBEJIMUCHHE HA pa3Mepa U
Oposi HA MBTHUHUTE.

ako Bu e npaBeHa M 3atuiaHyBaHa OIepanus Ha OKOTO, B PAMKUTE Ha MPEIIIeCTBALIUTE TN
CJIEJIBAIINTE YETUPH CEAMHIIH.

ako umare texka popma Ha OLIPB nnm OPPB (ucxemuuna OLIPB nnm OPPB), He ce npenopbuBa
neuenue c Eylea.

OcBeH TOBa € Ba)KHO Ja 3HacTe, 4c

6e3onacHocTTa U epukacHocTTa Ha Eylea, koraTo ce npuiiara B IBeTe O4M €JHOBPEMEHHO, HE ca
W3CJIeIBAHM U aKO C€ M3MOJ3Ba M0 TO3HM HAYMH, MOXE J1a I0BEE J0 MOBHILEH PUCK OT TMOsBa Ha
HEeXeJlaH! peaKIny.

WHXeKTupaHeTo Ha Eylea Moxke 1a mpenn3Brka MOBUIIABAaHE HA OYHOTO HAJISTaHE (BBTPEOYHO
HaJIsIraHe) MPH HAKOW MallMeHTH B paMKUTe Ha 60 MUHYTH OT HHXEKTHpaHeTo. BammsT ekap me
CJIEJTV TOBA CJIE/] BCSIKA MHKEKITHUS.

aKo pa3BHeTe MH(EKIHS WK Bb3MaJICHUE B OKOTO (€HAO(TAIMUT) WU JPYTH YCIOKHEHUS, MOXKE
Jla MOYyBCTBaTe 00JIKa MK MO-CUJIEH TUCKOM(OPT B OKOTO, BJIOLIABAIIO CE 3a4€PBABaHE HA OKOTO,
3aMBIIIEHO WIH OTCIA0E€HO 3pEeHUe U MMOBHUIIIEHA YyBCTBUTEIHOCT KbM CBETIMHA. BakHO € BCHUKH
CHUMIITOMHU J1a ObJIaT JUarHOCTULIUPAHH U JIEKYBaHU Bh3MOKHO Hal-CKOPO.

Bammsar nekap 1ie npoBepH Aajii UMaTe APYTH PUCKOBH (HaKTOPH, KOUTO MOTaT Aa yBeIuyar
BB3MOKHOCTTA OT Pa3kbCBaHE WJIM OTJICTIBaHE HA €IWH OT CJIOEBETE B 33/IHATA YACT HA OKOTO
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(oTyIenBaHe WK pa3KbhCBAHE HA PETHHATA U OTJICTIBAHE WM Pa3KbCBaHE HA MUTMEHTHUS €MUTEN Ha
peTtuHaTa), B KoiTO ciy4ail Eylea TpsiOBa a ce mpuiiara ¢ IOBUIIIEHO BHUMAHHE.

- Eylea ne Tpsi6Ba aa ce mpuiara mo BpeMe Ha OpeMEHHOCT, OCBEH aKo MOTeHILIMATHATA 110J13a He
MPEBUINABA TOTSHI[UATHUS PUCK 32 TUI0AA.

- JKEHU C JICTePOJICH TMOTEeHIMA TpsIOBa J1a M3MMOJI3BAT e(peKTUBHA KOHTPAIICTIIIHS 10 BpeMe Ha
JICYCHUETO W Hal-MaJIKO TPU Mecelia ciie]] mocieaHara umkekius Eylea.

Cucremnara ynotpeda Ha naxuouropu Ha VEGF, BemecTBa, momoOHN Ha OHE3W, KOUTO C€ ChbPKAT B
Eylea, e moTeHIIMATHO CBBP3aHa C PUCK OT KPHBHU ChCHPEIIH, 3AIMyIIBAIINA KPhbBOHOCHUTE ChJIOBE
(apTepuanau TPOMOOEMOOINYHH CHOUTHS), KOETO MOKE JIa JIOBEJIE /IO ChPJICYCH UH(APKT WIIH JIO UHCYIIT.
ChIlecTByBa TECOPETUYCH PUCK OT TaKWBa CHOUTHSI ciiefl nHkekTupaHe Ha Eylea B okoro. Uma
OTpaHUYCHH JTaHHHU 3a Oe30macHoCTTa IpH JiedeHue Ha manuenty ¢ OLIPB, OPPB, IMO u muonmaHa
XHB, xouTO ca UManu UHCYAT WM MUHU UHCYINT (TIPEXOHA UCXEMUYHA aTaKa) Wi ChPJCYCH HHPAPKT B
paMKuTe Ha mocieaHuTe 6 Mecena. AKo HsKoe OT H30poeHuTe ce oTHacs 3a Bac, Eylea e ce npunara c
MOBHIIICHO BHUMAaHHE.

Wma orpaHnveH OMUT C JIeYSHUETO Ha

- maruenty ¢ JIMO BcnencTBue Ha AuadeT Tui 1.

- IabeTHIY ¢ MHOTO BUCOKH CpEAHM HUBA Ha KpbBHA 3axap (HbAlc nag 12%).

- JTMa0eTUIM ¢ OYHO 3a00JIsABaHe, MPUUMHEHO OT AraldeTa, HapeueHo npoyndepaTuBHA JHa0CTHA
PETHUHOIIATHA.

JIumicBa onuT ¢ JICUCHUE Ha

- MAIUCHTH C OCTPHU UHQPESKITUH.

- MAIUEeHTH C IPYTH OYHU 3a00JISIBaHUS KaTO OTJIETBaHE HA PETHHATA WK JYIKa B MaKyJaTa.

- IuabeTHIM ¢ HEKOHTPOIUPAHO BUCOKO KPHBHO HANATAHE.

- MalMEeHTH, KOUTO HE ca OT a3UaTCKU MPOu3xXo, ¢ MuonuuHa XHB.

- MAalWEHTH, JIEKYBaHH npeau 3a muonuuna XHB.

- MAIMEeHTH C YBPEXKJaHe N3BBH IIEHTPATHATA YacT Ha MaKyJaTa (eKkcTpadoBeaHy JIe3un) 3a
muonmuHa XHB.

AKO HSIKOE OT M30pOEHUTE NO-rope ce oTHacs 3a Bac, Bammsr nekap mie B3eme npeaBua Tasu JuIca Ha
nHpopmaus npu jedenento Bu ¢ Eylea.

Jeua u roHoumu

Ynorpebara va Eylea npu aena wimm roHOIM Ha BB3pacT 1moj 18 roanHu He € Ouia mpoy4yBaHa, 3a1ioTo
Bnaxxnata BJIM, OLIPB, OPPB, /IMO u muonuuna XHB ce cpemat ocHoBHO 1ipu Bb3pacTHH. [lopanu
TOBa, HAMa CHOTBETHA yIIOTpeOa B Ta3u BH3pacToBa rpylia.

Apyru nexapcrea u Eylea
Tps6Ba na kaxere Ha Bammus exap, ako U3M0JI3BaTe, HACKOPO CTE U3IOI3BAIU WIH € Bb3MOXKHO 2
M3I0JI3BaTe JPYTH JEKapCTBa.

BpemeHHoOCT U KbpMeHe
- Kenu ¢ nerepoaen norenuuan TpsOBa A2 U3MOI3BAT €PEKTUBHA KOHTPAILEIIH 110 BpeMe Ha
JIeYCHUETO U Hall-MaJIKo TPH Mecena ciiell mocieanata nmkekuus Eylea.

- Hsma ot B m3mon3Baneto Ha Eylea npu 6pemennn skenu. Eylea He TpsOBa 1a ce U3Ioj3Ba 1o
BpeMe Ha OPEMEHHOCT, OCBEH aKo MOTCHIIHAIHATA T10J13a HEe MPEBUIIIaBa TIOTCHIMATHHS PHCK 32
wioaa. AKo cte OpeMeHHa WK TUIaHupaTe OPEMEHHOCT, MOChBEeTBaiTe ce ¢ Bamms siekap npeau
neuenue ¢ Eylea.
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- Manku xonmdgectBa Eylea Mmoxke na mpemuHaT B KbpMaTa. EdexTuTe BEpXy KbpMEHHUTE
HOBOpPOJIEHW/KbpMadeTara He ca u3BecTHH. Eylea He ce mpenopbuBa 1o BpeMe Ha KbpMeHe. AKO
CTe KbpMauka, o0chIeTe ToBa ¢ Bamus siekap npeau neueHue ¢ Eylea.

lodupane u padoTa ¢ MAIIUHU
Cnen nmxkeknusra ¢ Eylea Moxke Ja uMaTe BpeMeHHH 3puTeliHU cMmylieHus. He modupaiite u He
paboTeTe ¢ MaluHU, JOKATO T€ Ca HAJHIIE.

Eylea cbabpaxa

- mo-Manko oT 1 mmol Hatpwii (23 mg) Ha JO30Ba €NWHUIIA, T.€. MOXKE /Ia Ce KaKe, 9e MPaKTHIECKH
HE ChIIbpXKa HATPHUH.

- 0,015 mg monucop6bat 20 BBB Besika A03a ot 0,05 ml, kouto ca exkBuBanenTHu Ha 0,3 mg/ml.
[Tonmmcopbarute Morar fa MPUYUHAT aJIepPrudHu peakuuu. TpsaOBa na kaxere Ha Bamus nexap, ako
MMaTe YCTAaHOBEHH aJICPTHH.

3. Kak me Bu 0bae npuiaran Eylea

Jlekap c OIUT B pUJIaraHeTO Ha OYHH WHXKEKIUH 11e nmkekTupa Eylea B okoTo Bu B acenTnunu (4ucTu 1
CTEpUJIHH) YCIIOBUSI.

[Ipenoppuntennara fo03a e 2 mg agmuodepuent (0,05 ml).
Eylea ce mpuiara xaTo HHXXEKIHS B OKOTO (MHTPaBUTPEATHA HHKEKIINS ).

[Ipenn nmxekTrpaneTo BamusT nekap 1me u3moi3Ba Ae3nH(PEKIIpaIio cpecTBO 32 BHUMATEITHO
MOYMCTBaHE Ha 0kOTO Bu ¢ 11e11 npenoTBparsBane Ha HH(EKIMs. BamusaT gekap 111e mpuioku 1 MeCTHa
YIIO¥iKa, 32 J]a HaMaJId WJIA TIPEIOTBPATH BCsIKa 0OJKA, KOSITO OMXTE MOTJIH J]a TIOYyBCTBATE IPH
WHXEKTHUPAHETO.

Bnaowcna BJIM

[TanmenTtu ¢ Bnaxkaa BJIM 1ie 66T JIeKyBaHH € €JHA HHXKEKITUS Ha MECEI] B IPOABIDKCHUE HA TPU
MOCTIEI0BATENHU JI03H, MTOCJIEABAHU JIpyra MHKEKIUA Clie]l JOIbJIHUTEIHU JIBa Mecelia.

Cnen ToBa BamusiT nekap mie pemu Jaji HHTEPBATBT MEXTy HHXKEKIIMUTE MOXKE J1a Ce TIOJIbpiKa Ha JiBa
Mecella WU MIOCTEIICHHO JIa ¢e yIbJDKaBa ¢ 1Mo 2 Wid 4 CeIMUIU, aKO ChCcTOsIHHETO Bu e cTtabuiHo.

Axo cecTostHEeTO BH ce BJIOIIN, UHTCPBAJIBT MCIKAY MHXCKIIUUTC MOXKE J1a 6’B,[[6 CbKpATCH.

He ce nanara na noceniaBare Bamus nexkap Mex1y OTAECIHUTE UHXKEKIIMHU, OCBEH aKO UMAaTe HIKaKBU
po0JIeMHy WK CTE MOCHBETBAHU OT Bamus nekap.

Omok na maxyrama eécreocmeue na OPB (OPPB unu OLIPB)

Bammsar JICKap 1ie ornpeacin Haﬁ-HO,E[XOI[SIH.IaTa cxema Ha jeueHue 3a Bac. Bue 1€ 3aI10YHECTC JICUHCHUC
ChC CCpUs OT CIKCMCCCUHU NHIKCKIIUU C Eylea.

HHTepBaThT MEXIY IBE MHXEKIIMH HE TPsiOBa 1a Obie TTO-KBC OT AMH MECEIL.
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BammsT nexap Moxxe ga pemu na cripe sedernero ¢ Eylea, ako ceerosiHreTo Bu He ce mogo6pu npu
MpOIbIKaBaHE HA JICUCHUETO.

BameTo neueHwue 1ie MpoabinKU ¢ ©KEMECCUHN MHIKEKIINY, IOKATO ChbCTOSTHUETO By cTaHe cTaOwmiTHO.
Moske n1a ca HEOOXOIUMH TPH WJIH TIOBEUC €KEMECCUHN WHKEKITHH.

BammusT nexap e npociensa Bamiist oTroBop Ha T€YEHHUETO M MOXKE J]a IPOIBIDKH JISISHUETO Upe3
MOCTETICHHO yBEJINYaBaHe Ha MHTEPBaJIa MEXKIY WHKEKIIMUTE, 32 JIa CE TOJIbpKa CTAOUITHO ChCTOSIHUC.
Ako crcTostHueTO BH 3amouHe fa ce BioliaBa Mpu MO-AbJIbI HHTEPBAN Ha JieueHue, BamusT nekap e
HaMalli CbOTBETHO UHTEpBAIA.

BB3 ocHOBa Ha Bammst oTToBOp Ha JIeueHHeTo, Bammsr jgekap 1me pemm KakbB Aa € Tpa@uksT Ha
MperieuTe 3a IPocieIsaBaHe U cXeMaTa Ha JISUeHHeE.

Huabemen maxyaen omok (AIMO)

[Maruentn ¢ JIMO TpsiOBa J1a ce JICKYBAT ¢ €IHA MHKEKIIUA MECEUHO 32 ITbPBUTE IET MOCICIOBATCIIHU
JI03U, IOCICABAHU OT €AHAa MHKCKIIMS Ha BCEKH JIBa MECEIla CJIC] TOBa.

WnTepBanbT Ha IpUiIaraHe MOXe Ja Ce 3alla3d BEJHbX Ha BCEKU JBa Mecella MM Ja CE afalTupa Bb3
OCHOBa Ha Tperiiea Ha Bamms nexap. Bammsr nekap mie peni KakbB a € rpaduKbT 3a MPOCIeAsBALIHT

TIperJye Iu.

Bammsr exap Moxke 1a pemu ga crpe jedeHuero ¢ Eylea ako ce ycraHoBu, ue HIMaTe 1OI3a OT
MPOABIDKUTEIHO JICUCHHE.

Muonuuna XHB

[Naruentn ¢ muonuuaa XHB mie Ob1aT TeKyBaHH caMO C €IHA MHXKEKIWs. JJOMbIHUTETHI WHKEKIIUH TIe
Bu ce mocTtaBaT camo, ako nperieauTe rnpu Baiums iekap nokaxar, 4e CbCTOsIHUETO Bu He ce e
o100puIIo.

WHTepBanbT MeX Iy 1BE MHKEKIIUU He TPsiOBa Jja ObJie TIO-KBC OT €IMH MECeIl.

Axo 3abonsBanero Bu oTirymsiBa u ciieq; TOBa ce BpbIla, Bamuar gexap Moxe J1a MOJHOBH JISICHUETO.

Bammsr JICKap mie ornpeacin rpacpm(a Ha OpeTICAUTC 3a NPOCIICAsIBaHC.

AKko e nponycHara 103a Eylea
3anuieTe ce 3a HOBO IMOCEIIEHUE 3a MPETIe] U MHKEKIUS.

Ako cte cipesiu npuema Ha Eylea
Koncynrtupaiite ce ¢ Bamus nekap npey a CrpeTe JeUeHUETO.

AKO MMate HSKaKBH JIOMBIHATEHA BBIPOCH, CBBP3aHHU C YIIOTpedaTa Ha TOBa JIEKapPCTBO, MTOMUTANTE
Bamus nekap.

155



4. Bb3MOKHU HesKeJTaHU peakIuu

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NIPECAN3BHUKA HEKCIIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKU I' ITIOJTy4aBa.

[MToTeHManHO MOTaT ]a Bh3HUKHAT aJePrUYHH PeaKnuu (Peakiuy Ha CBPbX4yBCTBHTETHOCT). Te Morat
Aa OBbAAT CEPHO3HM H /Ia HAJIATAT /1a ce CBbp:KeTe He3a0aBHO ¢ Bamus iekap.

IIpu npunosxenuero Ha Eylea MoraT na ce pa3BUsT HIKOM HEXKEJIAHHU PEAKLINH, 3aCSATallld OUUTE, KOUTO Ce
IBIDKAT Ha MpoLeaypaTa Ha MHKeKTUpaHe. Hsikou oT Tsx Morar Aa ObAaT CepMO3HH U BKIIOUBAT
cJIenoTa, cepuo3Ha HH(peKIus WIN Bb3NaJeHue Ha 0KOTO (€HIO(PTAIMHT), OTJIeNBaHe, Pa3KbCBaHe
WM KbPBEHe HAa CBeTJI0YYBCTBUTEIHHUS CJI0H B 3aJHATA YacT HA OKOTO (OTJICIBAHE UM Pa3KbCBaHE
Ha peTHHATa), MIOMBbTHSABAHE HA JelaTa (Karapakra), KPbBOM3JIUB B OKOTO (KPHBOU3NKB B
CTBKJIOBUAHOTO TSUJI0), OTJIENIBAaHE HA MOJ00HOTO HA JKeJjle BelleCTBO BbB BHTPENIHOCTTA HA OKOTO OT
peTHHaTa (OTJeNBaHe HA CTHKIOBUIHOTO T5UI0), M IOBHUIIABAHE HA HAJISITAHETO B OKOTO, BIDKTE

Touka 2. Te3u cepruo3HU HEeKEaHU PEaKIUH, 3acsrallyd OUYUTe, ca C€ Pa3BHIIM MIPU MO-MaKo OT | Ha

1 900 MHXXEeKIUHU B KIMHUYHUTE TPOYUBAHMSL.

Cebpaxere ce ¢ Bammus jekap He3a0aBHO, aKO TIOJyYUTE BHE3AIHO HAMAJICHUE HA 3pEHUETO, WU
3acHiIBaHE Ha OOJIKaTa U 3a4epBsIBAHE HA OKOTO CJIE]] HHXKEKIUATA.

CnnchbK HA HeKeJIAHU PpeaKklnu

CrenBa criMChK Ha HEXXETaHUTE PEAKLUK, KOUTO ca ChOOIaBaHN KaTo BEPOSTHO CBHP3aHU C Mpoleypara
Ha MHXKEKTHUPAHE WIH C JIeKapcTBOTO. MoJis, He ce Oe3mnokoiite, Bue Moxke fa He MOoiIy4YuTe HUKOS OT THX.
Bunaru o6ckxmaiTe BCSIKaKBY MOIO3UPAHN HEXKENaHU peaknnuu ¢ Bamms nekap.

MHoOro 4ecTH He:KeJIaHU PeaKuu (Mozam Oa 3acecham noseve om 1 na 10 oyuu):

- BJIOIIABAHE HA 3PEHHETO

- KPHBOU3JIMB B 33/IHATA YaCT HA OKOTO (KPHBOU3IIUB B PETHHATA)

- KPBBACBAHC HAa OKOTO, NPUYUHCHO OT KbPBEHE OT MAJIKUTE KPBbBOHOCHH CH/IOBE€ BbB BLHIIIHUTC
CJIOEBE Ha OKOTO

- 00JIKa B OKOTO

YecTn HeXKeJIAHU PeaKIUM (Mozcam Oa 3aceeHam 0o 1 na 10 oywu):

- OTIIENBaHE WJIM pa3KbCBaHE HA €IMH OT CIOEBETE B 33/IHATA YACT HAa OKOTO, KOETO BOJIHU JIO
MPOOIIACHIM ¢ MBTHUHH, TIOHSKOTa IPOTPECHPAIIIH JI0 3ary0a Ha 3peHneTo (pa3KbCBaHEe Ha
PETUHAIHUS MUTMEHTEH eIUTeN*/0TIeIBaHe, OTJCIIBAHE HA PETHHATA/Pa3KbCBAHE)

- JIeTeHepanys Ha peTHHAaTa (IPUYMHABA HAPYIIEHO 3pEHHE)

- KPBHBOM3IIUB B OKOTO (KPHBOUBIUB B CTHKIIOBHIHOTO TSJIO)

- HSKOU ()OPMH Ha 3aMbIJIsIBAHE Ha Jieliara (KaTapakra)

- YBpEKIaHe Ha TIPEAHMA CIIOH Ha ouHaTa s0BJIKa (pOTOBHUIIATA)

- MOBHIIIEHUE HA HAISTAHETO B OKOTO

- JBIDKEIIN CE NIETHA B 3pUTEIHOTO 1MoJie (MbTHUHH)

- OTJIETIBaHE Ha MOI00HOTO Ha KeJie BENIECTBO BbB BTPEIIHOCTTAa HA OKOTO OT PEeTHHATA (OTJeNBaHe
Ha CTBHKJIOBHIHOTO TSUIO, BOJCIIO A0 MPOOJSCHLUU ¢ MbTHHHN)

- yCellaHe, ye UMa HEello B OKOTO

- MOBHIIIEHO 00pa3yBaHe Ha ChJI3U

- MoJTyBaHe Ha Kienada

- KbPBEHE Ha MSICTOTO Ha MH)KEKTUPAHE

- 3a4yepBsiBAaHE HA OKOTO
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* CBCTOSHHUSA, 32 KOUTO € M3BECTHO, Y€ Ca CBBhp3aHM ¢ BiaxkHa BJIM; HabmromaBanu caMo IpH
MMaIeHTy ¢ Brakaa BJIM.

HeuvecTu HexkeJIaHH peakuuu (Mozam oa 3acecsnam 00 1 na 100 oywu):

- aJepTUYHU peakiuy (peaKkuu Ha CBPbXIyBCTBUTEITHOCT )™ *

- CEpUO3HO Bh3NaNeHNE WK HH(EKLUS BbB BTPEIIHOCTTA Ha OKOTO (€HAOPTAIMMUT)

- Bb3NaJICHHE Ha UPUCA WIH APYTH YaCTH HA OKOTO (UPUT, YBEUT, UPUAOLUKINT, TAHIAT B IpeIHATa
Kamepa)

- HEOOWYaiHO yCellaHe B OKOTO

- Jpa3HeHe Ha Kiermaya

- MolyBaHe Ha TPEIHMS CJIOH Ha O9HaTa sI0BJIKa (POroBUIaTA)

** Ima chOOmIeHNS 32 AIEPTUYHA PEAKIINH KaTo 00puB, ChpOex (IpypHUTycC), KOTIPHBHA TPECKa

(YypTukapus), KaKTO U HAKOJIKO CIy4dad Ha TEKKU alepruyH (aHapuIaKTHIHI/ aHaPUIaKTOUIHH )
peaxumu.

Penku Hexenanu peakuun (mMozam 0a 3aceenam oo 1 na 1 000 oywu):

- cIernoTa

- MOMBTHSBAHE Ha JICIaTa OPaId TpaBMa (TpaBMaTHYHA KATapaKTa)

- BB3MAJIICHUE HA MOJJOOHOTO HA JKeJe BEIIECTBO BbB BHTPEITHOCTTA HA OKOTO
- THO# B OKOTO

C Heu3BecTHA 4ecTOTA (OT HATUYHUTE TaHHU HE MOXKe /1a ObJie HallpaBeHa OIIEHKA Ha YeCTOTaTa):
- BBb3MAJCHUE Ha OsJ1aTa 4acT Ha OKOTO, CBhP3aHO ChC 3aUepPBSIBaHE U OOJIKa (CKICPUT)

B xnmHIYHATE M3NHUTBAaHUS ce HAOMI0aBa MOBHIIEHA YeCTOTA Ha KbPBEHE OT MAJIKHUTE KPHBOHOCHH
CBHJI0OBE BbB BHHIITHUTE CJIOEBE HA OKOTO (KOHIOHKTHBAJICH KPHBOU3IIMB) PH MAMEHTH ¢ BIaxkHa BJIM,
IpUeMallly JIEKapCcTBa 3a pa3pekaaHe Ha KpbBTa. Ta3u MOBHUILICHA YECTOTA € CPABHUMA MEXIY
MAIUeHTHTE, JIEKyBaHU ¢ paHnOu3ymad u Eylea.

Cucremnara ynotpeba Ha uaxuouropu Ha VEGF, BeiecTra, mogo0Hu Ha chabpikaniure ce B Eylea, e
MIOTEHITHATHO CBhP3aHa C pUCKa OT KPbBHU ChCHPEITH, 3aITyIIBAIIA KPFBOHOCHUTE CHA0BE (apTepraTHu
TPOMOOEMOOIMYHYU CHOUTHS), KOETO MOXKE Ja JIOBEJIE /IO ChpIedeH HHAPKT Win 10 HHCYAT. ChIlecTByBa
TEOPETUYCH PUCK OT TaKWBa ChOUTHS Clie] MHKeKTHpaHe Ha Eylea B okoTo.

KakTo npu BCHYKH TepaneBTUYHN NPOTEHHH, IPH MpuitokeHneTo Ha Eylea chiiecTByBa BB3MOXKHOCT OT
MMyHHa peaknus (0Opa3yBaHe Ha aHTUTENA).

Chol0maBaHe Ha HeJKeJaAHU peaKnnu

AKo0 ToITyYnTe HAKaKBH HEXKEIIaH! JICKAPCTBEHU peakLuy, yBenoMere Bamms nexap. ToBa BKiIrouBa
BCHYKH BH3MO)KHHU HEOIHCAHU B Ta3H JIMCTOBKA HEXEJTaHH peakuu. MokeTe ChIIo Ja ChOoOIHTe
HEKeJIaHN Peakluy AUPEKTHO Ype3 HAIlMOHAIHATa CUCTEMa 3a ChoOIIaBaHe, noco4yeHa B Ipunoxenue V.
KaTo chobmiaBaTe HexeIaHU Peakiuy, MOXKETe Ja 1aJIeTe CBOSI IPUHOC 3a I0JTydaBaHe Ha OBEUE
nH(opManus OTHOCHO 0€30MacCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate Eylea
. [a ce cpxpaHsiBa Ha MSCTO, HEJJOCTBITHO 32 JICLA.
. He u3nosn3Baiite ToBa 1eKapcTBO Cilel] CPOKA HA TOAHOCT, OTOEIA3aH BhPXY KapTOHEHATa OllaKOBKa

u etukera cien ,,[ omeH 10:“/,,EXP“. CpoxbT Ha FOJHOCT OTrOBapsl Ha MOCJICIHUS JIEH OT
ITOCOYEHUS MECEIL.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

. Ja ce cpxpanspa B xuaguiHuk (2°C - 8°C). [la He ce 3ampa3siBa.

. HeoTBopeHusT guakoH MoXKe Aa ce ChbXpaHsiBa U3BbH XIaauiaHuK o1 25°C no 24 gaca.
. [a ce cpxpaHsBa B OpUI'MHAJIHATA ONAKOBKA, 3a Ja CE IIPEIa3y OT CBETJIMHA.
. He uzxBbpisiite nekapcTBaTa B KaHAIU3ALUATa WIK B KOHTEHHEpa 3a JOMALTHU OTIAIbIIH.

ITommuratiTe Bammus dhapmarieBT Kak J1a H3XBBPIIATE JIEKapCTBATa, KOUTO BeUe HE H3MoJ3Bare. Te3n
MEpKH IIe CIIOMOTHAT 3a OTla3BaHe Ha OKOJHATA Cpefa.

6. Chabp:kaHue HA OMAKOBKATA M TOMbJIHUTETHA HH(POPMALIHA

Kakso cbabpixa Eylea

- AKTHBHO BemecTBo: admudeprent. Exun (iakoH chabpika H3MOI3BacM 00eM OT Hal-MajIKo
0,1 ml, exBuBaNeHTHN Ha Hail-mManko 4 mg adnubdeprent. Enun ¢nakoH chappka 103a OT 2 mg
apubepuent B 0,05 ml.

- Hpyru ceeraBku: monmcop6ar 20 (E 432), narpues nuxuaporerdocdar MoHOXUAPAT (32 KOPEKIHS
Ha pH), muaaTpueB xuaporeHdocdar xenraxuapar (3a kopekius Ha pH), HaTpueB XjIopu,
3axapo3a, BoJa 32 HHKEKIIH.

Buxre ,,Eylea ceappika“ B ToUka 2 3a moBeye HHPOpPMAIHSL.

Kak m3raexaa Eylea n kakBo cbabp:ka onakoBKaTa
Eylea e nmkexknnoneH pa3TBop (WHXXEKIH) BbB ¢urakoH. Pa3TBOpbT € Oe3nBereH 10 OJe10 KBIT.
OmnaxoBka ot 1 ¢iakon + 1 ¢punTepHa ura.

IIpureskaTesn Ha pa3pelIeHUETO 32 ynorpeda
Bayer AG

51368 Leverkusen

I'epmanus

IIpoussoaure
Bayer AG
Miillerstrale 178
13353 Berlin
I'epmanus
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3a mompaHUTETHA WHGOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJIIS, CBBPIKETE CE C JIOKATHHS IIPEICTABUTEI

Ha MPUTEKATEIS Ha Pa3pellieHUETO 3a YIoTpeoa:

Belgié / Belgique / Belgien
Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
bbuarapus

Baiiep bearapus EOO/]
Tem: +359-(0)2-424 72 80
Ceska republika

Bayer s.r.o.

Tel: +420-266 101 111
Danmark

Bayer A/S

TIf: +45-45 235 000
Deutschland

Bayer Vital GmbH

Tel: +49-(0)214-30 513 48
Eesti

Bayer OU

Tel: +372-655 85 65
EArada

Bayer EAAGg ABEE

Tni: +30-210-618 75 00
Espaiia

Bayer Hispania S.L.

Tel: +34-93-495 65 00
France

Bayer HealthCare

Tél (N° vert): +33-(0)800 87 54 54
Hrvatska

Bayer d.o.o.

Tel: + 385-(0)1-6599 900
Ireland

Bayer Limited

Tel: +353-(0)1-216 3300
island

Icepharma hf.

Simi: +354-540 80 00
Italia

Bayer S.p.A.

Tel: +39-02-3978 1
Kvnpog

NOVAGEM Limited
Tni: +357-22-48 38 58
Latvija

SIA Bayer

Tel: +371-67 84 55 63

ﬂaTa Ha MOCJCAHO MpepasrjacikaaHe Ha JIJUCTOBKaTa
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Lietuva

UAB Bayer

Tel: +370-5-233 68 68
Luxembourg / Luxemburg
Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
Magyarorszag

Bayer Hungaria KFT

Tel: +36-1-487 4100
Malta

Alfred Gera and Sons Ltd.
Tel: +356-21 44 62 05
Nederland

Bayer B.V.

Tel: +31-23-799 1000
Norge

Bayer AS

TIf: +47-23 13 05 00
Osterreich

Bayer Austria Ges. m. b. H.
Tel: +43-(0)1-711 460
Polska

Bayer Sp. z 0.0.

Tel: +48-22-572 35 00
Portugal

Bayer Portugal, Lda.

Tel: +351-21-416 42 00
Roméinia

SC Bayer SRL

Tel: +40-(0)21-529 59 00
Slovenija

Bayer d. 0. o.

Tel: +386-(0)1-58 14 400
Slovenska republika
Bayer, spol. s r.o.

Tel: +421-(0)2-59 21 31 11
Suomi/Finland

Bayer Oy

Puh/Tel: +358-(0)20-78521
Sverige

Bayer AB

Tel: +46-(0)8-580 223 00



Apyru uzrounnum Ha uagopmauus

[NoapoOna napopmanys 3a TOBa JIEKapCTBO € MpeAocTaBeHa Ha yeOcaiita Ha EBporeiickara areHuus mo
JIleKapcTBarta: https:/ www.ema.europa.eu.

3a nH(pOpMaIHs Ha MECTECH €3MK CKaHUpAiTe TyK 3a J1a JOCTHIIUTE HHTEPHET CTPpAaHMIaTa
https://www.pi.bayer.com/eylea2.
QR-koz 32 Bpb3Ka ¢ BKIIOYCHATA JINCTOBKA 32 MAIUCHTA.

<

Ilocouyenara no-gosy undopManus e NpeJHAZHAYEHA CAMO 32 MEAUIUHCKH CIENUAINCTH.
@akoHBT TpsiOBa Ja ce M3MOI3Ba CaMo 3a JieYeHHe HA eTHO OKO.

@dJ1akOHBT CHABPIKA TIOBEYE OT MPEHOPbUYUTEHATA 032 2 mg adaubepent (ekBuBaneHTHy Ha 0,05 ml).
W3IMIIHOTO KOMTHUYECTBO TPSIOBA J1a ¢& OTCTPAHHU TMPEIN MPHUITIOKCHHE.

PasTBOpBT TpsiOBa Aa ce MPOBEpH BU3YAIHO 32 UY>KAHW YaCTHIIM M/MIIM MIPOMSIHA B IBETA WM BCSKAKBA
MPOMsIHA BbB BBHIITHUS BHJI TIPEIU NMPHIIOKeHUe. B ciayyail ye ce HaOoaBaT TakuBa, JICKAPCTBCHUST
MIPOJYKT TpsiOBa Ja ce N3XBHPIIH.

HeotBopeHuAT (hi1akoH MOXKe Jia Ce ChXpaHsIBa Ha W3BbH XJaauiaHuk moxa 25°C no 24 yaca. Cnen
oTBapsiHe Ha (hJJaKoHA PabOTETe B ACENITUYHHU YCIOBHS.

3a HHTpPaBUTPEATHO HHKEKTUPaHe TPsOBa Ja ce u3nos3Ba nkekuuonHa uria 30 G x 2”7/ 0,30 x 13 mm,
O11e/10 KBITO.

Ykazanusa 3a ynompeoa na ¢praxona:

1.  OrtcTpanere macTMacoBara Kamadka u
ne3uHpeknupaiTe BhHITHATA YAaCT HA T'yMeHaTa
3aIymanka Ha (JIaKoHa.
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2.

3akpernieTe S-MukpoHHaTa QriThpHa urita 18 G,
MpeoCcTaBeHa B KAPTOHEHATA OMMAKOBKa, KbM CTEPHITHA ’
CIPUHIIOBKA JIyep-JIOK ¢ ooem 1 ml.

BwBenere punrhpHaTa Urina B HeHTHpa Ha 3allyllajikaTa Ha (JaKoHa, JOKATO UIJlaTa Bie3e U3LUI0
BBB ()JIaKOHA M BBPXBT JIOKOCHE THHOTO WJIH AOJNHUS b0 Ha (iakoHa.
Karo u3nomnsBare acenTHuHa TEXHUKA, U3TETIIETE

ISUI0TO ChABpKaHue Ha (hiakoHa ¢ Eylea B

CTIPUHIIOBKATA, IbPKEHKH (IIaKOHA B U3MPABEHO

MOJIO’KEHHUE, JIEKO HAKJIOHEH C 1]l yJIECHSBaHe Ha

I'BJIHOTO U3TETIIAHE. 3a Bh3NPEISITCTBAHE HABIU3aHETO

Ha BB31yX, CKOCEHHUST BPbX Ha puiThpHaTa Urna

TpsiOBa J1a € MOTOoIEeH B TeuHOCTTa. [IpoabikaBaiite a

HaKJIOHsBaTe (JIaKOHA 110 BpEME Ha U3TETJISIHETO, KaTO

3ara3BaTe Kpasi Ha QUIAThpHATA UIJia, HOTOIIEH B

TEYHOCTTA.

HacoueH Hafomy CKOCeH
BPBbX Ha urnata

Pa3sTtBOp

YBepere ce, ye OyTajaoTo € U3TEeTJIeHO JOCTaThYHO Ha3all, KoraTo U3Ipa3BaTe (DaKkoHa, 3a J1a
M3MPa3HUTE HAIIBJIHO (PUITHpPHATA UIJIa.

Otcrpanere GUITHPHATA UIJIA U 51 U3XBBPIIETE 10 MIPABUIICH HAYHH.
3abenexka: OunrbpHaTa UIJIa HE TPSIOBA A CE M3I0J3BA 32 HHTPABUTPEATHO HH)KEKTHPAHE.
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9.

10.

M3non3Baiiki acenTHYHA TEXHUKA, 3aBUMTE TUTHTHO
WHXEKI[MOHHaTa uria ¢ pasmep 30 G x 52”/

0,30 x 13 mm, Geno XBJITO KbM JIyep-JIOK BbpXa Ha
CTIPUHIIOBKATA.

Karo nppxute cripuHIIOBKaTa ¢ HACOYEHA HArope uria,
sl IPOBEPETE 32 HAIMYHME HAa MeXypueTa. AKO UMa
MeXxypuera, BHUMATEJIHO MOTYNaiTe CIPUHLIOBKATA C

MPBCT, AOKATO MEXypUeTaTa ce U3IUTHAT O TopHaTa i
4acr.

OtcrpaHeTe BCHUKY MEXypueTa U U3TIIacKalTe W3JIHMIIHUS JIEKAPCTBEH MPOAYKT, KaTo OaBHO
HaTHUCKaTe 0yTaroTo, Taka 4e TUIOCKUAT PO Ha OyTajoTo Ja ce MOIPaBHH C JINHUSATA,

o6o3nagaBama 0,05 ml Ha cnpuHIIOBKATA.

1 |

7

JInHna 3a poampane 3a

AL A0 0

0,05 ml

Pa3TBOp creq oTCTpaHsiBaHe Ha
Bb34yLWHUTE Mexyp4yeTa u
WN3IULWHOTO NekapcTBo

Mnocsk pbo
Ha 6yTanoto

®1aKoHBT € caMo 3a CIHOKpATHa yHOTpe6a. MHOI‘OKpaTHO npujiaraHe Ha 1031 OT CAUH (bHaKOH
MOXKE Ja YBECJIMYM PUCKA OT 3aMBbPCABAHE U IOCIIEABaIIa I/IH(beKI_II/DI.

Hewnsnon3BaausT JICKApCTBCH NPOAYKT UKW OTIIAABbYHUTE MAaTCPpUAIN OT HETO TpSI6Ba Ja ce

HU3XBBPJIAT B CbOTBECTCTBUC C MCCTHUTC U3UCKBAHUS.
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JIucToBKa: MH(pOpPMALIUA 32 NANUEHTA

Eylea 114,3 mg/ml nnskeKnoHeH pa3TBoOp
admubepuent (aflibercept)

IIpoyeTeTe BHUMATEIHO USJIATA JUCTOBKA, Npeau 1a Bu 0be npuiioxkeHo ToBa JeKapcTBO, Thil

KaTo TS ChbAbPKA BaxHa 3a Bac undopmanus.

- 3anaseTe Ta3u JUCTOBKA. MoJKe 1a ce HaJIOKU J1a s IPOYETETE OTHOBO.

- AKO MMate HIKaKBH JOIBIHATEIHN BBIIPOCH, TTonATaiTe Bammms nexap.

- AKO TIONy4YHTe HAKaKBH HEXEJIAaHU peakiny, yBeaomeTe Bamms nekap. ToBa BKIIFOUBa M BCHUKH
BB3MOXKHU HEXEJIAHU PEaKIMK, HEOTMCAHU B Ta3H JIMCTOBKA. BikTe Touka 4.

Kakso CbAbpPiKa Ta3u JUCTOBKA

Kakso npencrapnsa Eylea u 3a kakBo ce u3mos3pa

Kakso Tpsi0Ba na 3naere, mpeau fa momyunte Eylea

Kak me Bu 6p1e npunaran Eylea

BBb3MOXHU HEXKETaHU PEAKLUU

Kak na cpxpansiBate Eylea

ChabppxaHue Ha ONAKOBKATa M AOIBIHUTENIHA HHGOPMALUS

AN o e

1. Kakso npencrasasia Eylea u 3a kakBo ce u3noJji3pa

Kakso npeacraBassa Eylea
Eylea cpabppxa akTuBHOTO BewiecTBO adaubepuent. To mpuHAUIEXKH KbM IpyIa JIEKapcTBa, HApEUEHU
AHTHHEOBACKYJIapU3UPAaIL CPEJICTBA.

Bammsr nekap mie nmkektupa Eylea B okoto Bu 3a neuenne Ha HapyIeHHs: Ha OYUTE TIPU B3PacTHH,
HapeyeHu:

- BIIaYKHA BH3PACTOBOOOYCIIOBEHA JleTreHepalus Ha MakyJjaTa (Bnaxsa BJIM),

- 3PUTEITHO YBPEKIAaHE, IBJDKAIIIO Ce Ha JuadeTeH MakyJieH oTok (JIMO).

Te3n HapymeHus 3acsrat MakyiaTa. MakymnaTa € IieHTpajlHaTa 4yacT Ha YyBCTBUTEIHATA KbM CBETJIMHA
MeMOpaHa B 33/IHaTa 4acT Ha OKOTO. Ts OTroBaps 3a SICHOTO 3pEHHUE.

Brnaxxna B/IM BB3HUKBA, KOTAaTO IO/ MaKyJaTta ce 00pa3yBar U pa3pacTBar abHOPMHU KPbBOHOCHU
cbaoBe. OT aOHOPMHHUTE KPbBOHOCHH ChIOBE MOXKE 12 M3THYA TEYHOCT WM KPbB B OKOTO. KphBOHOCHUTE
CHJIOBE, OT KOUTO N3TUYA TEYHOCT, MPUUUHIBAT OTOK Ha MakynaTa u JIMO. U nBere HapymieHust Morart a
OKa)kaT Bb3JIEHCTBUE BHPXY BamieTo 3peHue.

Kak peiictBa Eylea

Eylea cniupa pacrexa Ha HOBU aDHOPMHU KPBHBOHOCHU ChJI0BE B 0KOTO. Eylea Moke 1a momorse 3a
cTabmIM3upane, a 9ecTo U J1a o100pr 3pEHUETO.
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2. Kakso Tps6Ba 1a 3Haete, npeau Aa noayuute Eylea

Hsama na noayuure Eylea, ako:

- CT€ aJIEPrUYHH KbM aauOeplenT WK KbM HAKOS OT OCTaHAINUTE ChCTABKU Ha TOBA JIEKAPCTBO
(m36poeHu B TouKa 6).

- nmare HH(PEKLIUs B OKOTO WX OKOJIO HEro.

- umare 00JIKa UK 3a4epBsBaHE B OKOTO (TEKKO OYHO BB3MAICHHUE).

IIpenynpesxxaeHust ¥ NpeAnasHl MEPKH

I'oBopete ¢ Bamms nexap, mpenu aa nouayuure Eylea, ako:

- nuMare riaaykoma — O4HO 3a00JIsiBaHe, IIOPOAEHO OT BUCOKO HAJISITaHE B OKOTO.

- CT€ UMM CIIy4au J1a BIKAATe IPOOISICHIM MM ThMHH IUIaBaIlK IIETHA U aKO Pa3MEPBT UM OposT
MM BHE3AIHO CE€ yBEIUYH.

- CTe UMaJM OYHa ollepanus mpe3 MocaeaHuTe 4 ceAMHUIN WIM TaKaBa Olepanys € IiIaHupaHa 1npe3
CJIeBAIATE 4 CEIMHULIN.

TpsbBa na kaxeTe Ha Barus nekap He3a0aBHO, aKO pa3BHETE:

- 3adepBsBaHe Ha OKOTO

- 00JIKa B OKOTO

- yBEJIMYARBAIll Ce TUCKOMQpOPT

- 3aMBIJIEHO WM BJIOLIEHO 3peHHe

- MTOBUINIEHA YYBCTBUTEIHOCT KbM CBETIMHA

ToBa Moxe /1a ca CUMIITOMH 3a Bb3MalieHHe Win uHpeKus 1 Bamust gekap Moxe aa crpe 1a Bu
npuiara Eylea.

OcBeH TOBa € B2XKHO J]a 3HaeTe, ve:

- Oe3omacHocTTa 1 epukacHocTTa Ha Eylea, koraTo ce mpuiiara B IBETE 04U THOBPEMEHHO, HE ca
MPOYYCHHU U TaKaBa yrmoTpeda MOXKe Jia TIOBHUIIM PUCKA OT MOSBA HA HEXKEJIAHH PEAKIINH.

- WHXXeKTUpaHeTo Ha Eylea Moxe 1a npen3BrKa MOBUIIIABAHE HA OYHOTO HAJIATAHE MPH HAKOH
MaIMeHTH B paMKuTe Ha 60 MUHYTH OT HHXXEKTHPAaHETo. Bamust jiekap 1ie clieJin ToBa ciie]l BCsKa
WHXKEKIIUS.

- Barmwsr niekap 1iie npoBepu 3a APYrd PUCKOBH (HaKTOPH, KOUTO MOTAT J1a YBEIHYAT Bh3MOKHOCTTA
3a pa3KbCBaHE WIIM OTJICTIBAHE Ha €IMH OT CJIOEBETE B 33/IHATA YAaCT HA OKOTO. B TakuBa ciydan
Bammsr nexap e Bu npunara Eylea ¢ moBuieno BHuManue.

- JKEHU, KOUTO MOTaT Jia 3abpeMeHesT, Tpsi0Ba Jla M3MoJi3BaT e(heKTUBHY CPECTBA 3a MPEIa3BaHe OT
OpEMEHHOCT 110 BpeMe Ha JISUYCHUETO 1 Hail-MaJlko 4 Mecella clie1 ocieHara nmkeknus Eylea.

VYnorpebara Ha BelecTBa, M000HN Ha OHE3H, KOUTO ce ChabpkaT B Eylea, e noTteHnmanHo cBbp3aHa ¢
PHCK OT KPBbBHHU ChCUPELH, 3aITyLIBAIM KPbBOHOCHUTE ChJIOBE, KOETO MOXKE Jia JOBE/E A0 MHPAPKT MU
10 MHCYNT. TeopeTHyHO ToBa OM MOTJIO JIa ce CIy4H ciell nHkekTupane Ha Eylea B okoto. Ako cte
WMalld HHCYJIT, MUHU HHCYJT WM MHQApKT B paMKUTE Ha mocieaauTe 6 Mecena, BammsT nekap me Bu
npwiara Eylea ¢ noBuiieHo BHUMaHHE.

Jlena u roHOIIN

VYnorpedara va Eylea npu nena wim 1oHOIIM Ha BB3pacT 1o 18 ToAnHM He € poydeHa, 3a1ioTo
3a00IIIBaHETO, 32 KOETO TOBA JIEKAPCTBO € TIOKAa3aHO, CE Cpellla OCHOBHO IpH Bb3pacTHH. [lopaau ToBa
HsIMa ChOTBETHA yIOTpeda B Ta3u Bh3pacToBa rpyra.

JApyrn nexapcra u Eylea
Tpsab6Ba na kaxere Ha Bammus exap, ako U3I0/13BaTe, HACKOPO CTE U3IO0I3BAIU WM € Bb3MOXKHO Ja

H3M0JI3BATE JAPYIr'U JICKApCTBA.
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bpemMeHHOCT U KbpMeHe

- JKenu, kouto Morat jia 3a0peMeHesT, TpsiOBa Jia U3IoJI3BaT e()eKTUBHU CPEACTBA 3a MPE/Ia3BaHe OT
OpeMEeHHOCT 10 BpeMe Ha JISYCHUETO U Hai-Mayko 4 Mecela cie1 nociaeaHata naxekius Eylea.

- Nwma orpannden onwt ot yrotpedbara Ha Eylea mpu 6pemennn sxenu. XKenure He TpsiOBa 11a
nony4asat Eylea mo Bpeme Ha OpeMEHHOCT, OCBEH aKo MOTEHIMAIHATA 10J13a 32 JKeHaTa He
MpEBUIIIaBa MOTCHIIMAHUS PUCK 32 IO/,

- Manku xonmdaectBa Eylea moxke na npemuHat B KbpMaTa. EdexkTruTe BEpXYy KbpMEHUTE
HOBOpPOJIeHW/KbpMadeTaTa He ca u3BecTHH. Eylea He ce mpenoppuBa 1o BpemMe Ha KbpMEHE.

[Topamu ToBa, ako cTe OpeMEHHA WM KbPMHUTE, CMATATE, Y€ MOXKE J1a CTe OpEeMEHHA WM IJIaHUPATe

OpeMeHHOCT, TOChBETBalTe ce ¢ Bamms jnexap, mpean 1a Moxy4InTe TOBa JIEKapCTBO.

Hlodupane u padoTa ¢ MAIIUHU
Cnen nomyuaBaneTo Ha Eylea Moxxe 1a umaTe BpeMeHHH Tpo0ieMu ¢he 3peHueTo. He modupatite u He
paboTeTe ¢ MaluHU, TOKATO T€ MPOIbIDKABAT.

Eylea cbabp:xa nonucopoar 20

Tosa nexapctBo chappka 0,021 mg mommcop6ar 20 BB Besika go3a ot 0,07 ml, KOuTo ca eKBUBaJIIGHTHI
Ha 0,3 mg/ml. [TomrcopbaTruTe MOTaT Na MPUYMHAT aIEpTUYHU peaknud. TpsOBa na kaxkere Ha Bammms
JIeKap, aKo UMaTe YCTaHOBEHU aJIepruM.

3. Kak me 0b1e npuwiaran Eylea

[IpenmoppuntenHara g03a € 8 mg ahauOepIenT Ha WHKEKITHSL.

- [le momy4yaBaTe 1 MHXKEKIIMUA BCEKU MECEI] 3a IIBPBUTE 3 Mecela.

- Crnen ToBa MOXe J1a MTOJTydaBaTe HHXKEKIIMH MPe3 HHTEPBAI 710 5 Mecena. BamusT nexap mie pemu

KakKBa JJa € 4€CTOTaTa Bb3 OCHOBA HAa CbCTOAHUECTO HA OKOTO Bu.

Hauwnn Ha npuiioxkenue
Bammsar nekap me nmxextupa Eylea B okoto Bu (MHTpaBUTpeanHa HHKEKIHA).

[penu umxekTupaneTo BamusaT ekap e u3noi3sa Jae3uH(eKIrpaIio CpeicTBO 3a BHUMATEITHO
MOYMCcTBaHe Ha oKoTO B ¢ 1ien npenorBparsBane Ha nH(ekus. Bamusat nexap me Bu kamHe enHa kamka
B OKOTO (MECTHa YIOWKa), 32 JIa T0 00€34yBCTBH H J]a HAMAJIH WJIH MTPEOTBPATH 0OJIKAaTa OT MHXKEKIIHATA.

AKko cte nponycHam 1032 Eylea
3anuieTe ce 3a HOBO MOCEIIEHUE NPH Bamms jiekap Bb3MOXKHO Hail-CKOpO.

IIpenu na cupere Jieyenunero ¢ Eylea
I'oBopere ¢ Bamus nekap, npenu aa cupere iedeHneTo. CiupaHeTo Ha JISHEHHETO MOXKE Ja MOBUILN

pucka oT 3ary6a Ha 3pCHUCTO U 3pCHUCTO Bu moxe Ja C€ BJIOIIH.

AKO MaTe HAKAKBHU JOIBIHUTEIIHH BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBa JIEKAPCTBO, IOIMHUTANTE
Bamus nekap.
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4.

Bb3MOKHU HexKeJIAHU Peakun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPEAN3BHUKA HEKCIIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKU I' ITIOJTy4aBa.

Hexenanure PEAKIIUN OT HHXXCKTHUPAHETO HAa Eylea BB3HHUKBAT UJIK OT CaMOTO JICKApCTBO, WUJIN OT
npoucaypara Ha MHXXCKTUPAHE U I'TIaBHO 3acdAraT OKOTO.

Hsikou HexeJ1aHM peaKIUU MOTaT Ja ObJAaT CEPUO3HHU
Ceppikere ce ¢ Bammst nexap BegHara, ako MaTe HIKOE OT CIIEAHHTE:

yecTa He)KelaHa peakiys, KosATo Moke Aa 3acerre 7o 1 Ha 10 xymn

- ITIOMBTHSIBAHE Ha JiemaTa (KaTapakTa)

- KBbpPBEHE B 33/IHATA YaCT Ha OKOTO (PETHHAIHA XEMOpParus)

- MOBHIICHUE HA HATSITAHETO B OKOTO

- KbPBEHE BbB BHTPEIIHOCTTA Ha OKOTO (BUTPEATHA XEMOPATHsi)

HEYEeCTa HeXKelaHa peakius, KosTo Moxe J1a 3acerse 1o 1 Ha 100 gymm

- HsKOW ()OPMU Ha IOMBTHSIBaHE Ha Jieniara (CyOKancyaapHa/HyKiIeapHa KaTapaKkTa)

- OTJIETIBaHEe, Pa3KhCBAHE WM KbPBEHE HA CBETIIOUYBCTBUTEIHHS CIOW B 33JHATA YaCT HA
OKOTO, KOETO BOJIU 0 POOJISCHIM U MBTHUHH, MTOHSKOTa MPOrPEeCUpaIy 10 3aryba Ha
3peHue (OTJCIBaHE UM pa3KbCBaHE HA PETUHATA).

Jlpyru Bb3MOKHHU HEKeJIaH! peakmun
Yectu (Morat na 3acersat 10 1 Ha 10 gymm):

QJIICPTUYHU PEAKIINU

JIBIDKEIHN CE TIETHA B 3pUTETHOTO MoJie (MBTHUHH B CTHKJIOBUIHOTO TSUIO)

OTJIeTIBaHE Ha MOJ00OHOTO Ha *eJie BeIeCTBO BbB BHTPEIIHOCTTA HA OKOTO (OTJICMBaHE HA
CTBHKJIOBHIHOTO TSJIO)

HaMalieHa 3pUTENTHA OCTPOTA

00JIKa B OKOTO

KbpPBEHE BbB BHTPEUIHOCTTA HAa OKOTO (KOHIOHKTHBAJICH KPBHBOU3JIUR)

YBpEXJIaHEe Ha MPO3pAYHMS CJIOW HA OYHATA SOBJIKA Npe] uprca (TOYKOBUJICH KEPaTHUT, KOPHEaTHa
abpazus)

HeuecTu (Morat na 3acersar go 1 va 100 gymm):

OTJICTIBAHE WJIM Pa3KbCBAHE HA €IMH OT CIOCBETE B 33/IHATA YaCT Ha OKOTO, KOETO BOJH 10
MPOOJISCHIM ¢ MBTHUHH, MIOHSKOTa IPOTPECHpAIIIX J0 3aryda Ha 3peHHeTo (pa3KbCBaHE/OTIICIIBAHE
Ha pETUHAJIHUA IUT'MCHTCH CHI/ITCJ'I)

Bh3MAJICHUE HA UPUCA, HA IPYTH YaCTH Ha OKOTO HITH Ha MOJ00HOTO Ha JKelle BEECTBO BbB
BBTPELIHOCTTa HAa OKOTO (YBEUT, UPUT, UPUIOIUKINT, BATPEUT)

HSKOU ()OPMH Ha 3aMbIJISIBAHE Ha JienaTa (KOPTUKAIHA KaTapaKkTa)

YBpEXKJIaHe Ha MPEIHUS CJIOW HA OYHATA A0BIKA (€pO3Us HA POrOBHUIIATA)

3aMBIJICHO 3pEeHUE

00JIKa B OKOTO Ha MSICTOTO Ha MHYKEKTHUPAHE

yCelllaHe, 4e MMa HEllo B OKOTO

MOBHIIIEHO 00pa3yBaHe Ha ChJI3U

KbpPBE€HE Ha MACTOTO HAa MHXXCKTHUPAHE

3auepBsBaHE HA OKOTO

MoJTyBaHe Ha Kiernavya

3auepBsABaHE Ha OKOTO (OYHA XUTICPEMUSI)

JIpa3HEHE Ha MSICTOTO Ha MHKCKTHUPaHE
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Penxu (morar ga 3acernar o 1 Ha 1 000 mymm):

- MolyBaHe Ha TPEIHUS CIOH Ha OYHaTa S0BJIKa (OTOK Ha POTOBHIIATA)

- MOMBTHSBAHE Ha JemaTa (KaTapakra)

- JISTCHEpaIns Ha CBETJIOUYBCTBUTEIHUS CJIOH B 33/IHATA YaCT HA OKOTO (JereHepalusl Ha PeTHHATA)
- Jipa3HeHe Ha Kiiermaya

C HeW3BeCTHA 4eCTOTA (OT HATUYHUTE TAHHU HE MOXKe J1a ObJIc HallpaBeHa OIICHKA Ha YeCTOTAaTA):
- BB3MAJICHHC HA Os71aTa YacT Ha OKOTO, CBBP3aHO ChC 3aUepBsBaHE U 00JIKA (CKIICPHT)

OcCBEH TOpenocOYeHNTE MOKE JIa BB3HUKHAT CICAHNUTE HEXKEIaH! peaKiuy, BHIIPEKU Ue He ca

chOOIIaBaHU B KIIMHUYHU TTPOYIBAHUSL:

- HeOoOWYaifHO yCelaHe B OKOTO

- yBpeXIaHe Ha MOBLPXHOCTTA HA MPO3PavyHMs CJIOW B MpeIHATa 4acT Ha OKOTO (AeeKT Ha enmuTena
Ha pOTOBUIIaTa)

- BB3MAJEHNE Ha IPYTH YaCTH Ha OKOTO (THHJAI B IIPEIHATA Kamepa)

- CEpUO3HO Bh3MAaJICHHE WIH WHPEKINS BHB BHTPEIIHOCTTA HA OKOTO (€HA0(TaIMHUT)

- cienora

- NOMBTHSBaHE Ha JICIIaTa Iopay yBpeKaaHe (TpaBMaTHIHa KaTapaKTa)

- THOM B OKOTO (XUIIOTIFIOH)

- TEXKH aNIePTUUHU PeaKInu

Cpol0maBaHe Ha He:KeJTAHH PeaKIUH

AKO MoNTyunTe HIKaKBH HEXEIaHU JISKApCTBEHU peakyu, yBeaoMere Bamus nexap. ToBa BkitouBa
BCHYKH BH3MO)KHHU HEOIHCAHU B Ta3H JIMCTOBKA HEXETaHH peakuy. Mo)keTe ChIIo 1a ChOOIIITe
HEXXEJIaHU peaKklMy AUPEKTHO Ype3 HallMOHAJIHATa CHCTeMa 3a choOIaBaHe, moco4yeHa B [Ipunoxenue V.
KaTo chobmiaBaTe HexeIaHH pPeakiiy, MOXKETE Ja 1aJIeTe CBOS MPUHOC 3a T0JTydaBaHe Ha MOBEYE
WHpOpPMALIUS OTHOCHO 0€30MIaCHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na coxpansiBate Eylea
. [a ce cpxpaHsiBa Ha MSCTO, HEIOCTBITHO 32 JIeLa.
. He u3nosnsBaiiTe ToBa IeKapcTBO Cilel] CPOKA HA TOAHOCT, OTOEIA3aH BhPXY KapTOHEHATa OIIaKOBKa

u etukerta cien ,,[ onen 1o:“/,,EXP“. CpokbT Ha TOJHOCT OTrOBapsi Ha MOCJICIHUS JIEH OT
ITOCOYEHUS MECEIL.

. Ha ce cpxpansiBa B xsaaniHuk (2°C — 8°C). la He ce 3ampa3ssiBa.

) HeotBopenusar ¢iakoH MoXe J1a ce ChXpaHsaBa U3BBH XuautHUK o 25°C no 24 vaca.
. CoxpaHnsBaiiTe (1akoHa B KApTOHEHATa OIIAKOBKA, 3a J]a Ce Mpenast OT CBETIHHA.

6. ChabpkaHue Ha OIAKOBKATA M JONBJIHUTEIHA HH(pOpMaus

Kaxkso cbabpika Eylea

- AxkTtuBHO BemecTBo: adnubepuent. 1 ml pazrBop ceabpxka 114,3 mg agnmbepuent. Beexu dnakon
cpappika 0,263 ml. ToBa ocurypsiBa U3MOI3BAEMO KOJIMYECTBO 32 JIOCTaBsIHE HA €AMHUYHA J103a OT
0,07 ml, chasprkariu 8 mg adauOepIenT.

- JlpyTH chCTaBKHU: 3aXapo3a, apTHHHHOB XHPOXJIOPU/I, XUCTHMHOB XUIPOXIOPH] MOHOXHUIPAT,
XHCTUAUH, onrcopbar 20, Boja 3a MHKEKLUH.

Buxre ,,Eylea cpapprka monucopOat 20 B Touka 2 3a nmoseye nHGOpMAaLHSL.
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Kak n3raexna Eylea n kakBO cCbIbpiKa ONIAKOBKATa
Eylea e nmkexknroneH pa3TBop (MHXKEKIHs ). Pa3TBOPBT € 6e31BETeH 10 OIIeT0KBIT.
OmnakoBka: | ¢makon + 1 ¢puntbpHa urna.

IpuTexaTes Ha pa3pelIeHUETO 3a ynoTpeda
Bayer AG

51368 Leverkusen

I'epmanus

IIpousBoauTen
Bayer AG
Miuillerstralle 178
13353 Berlin
I'epmanus
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3a mompHUTETHA WHGOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJIIS, CBBPIKETE CE C JIOKATHHS IIPEICTAaBUTEI

Ha MPUTEKATEIS Ha Pa3pellieHUETO 3a YIoTpeoa:

Belgié/Belgique/Belgien
Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
Bbbarapus

Baiiep bearapus EOO/J]
Temn.: +359 (0)2 4247280
Ceska republika

Bayer s.r.o.

Tel: +420 266 101 111
Danmark

Bayer A/S

TIf: +45 45 23 50 00
Deutschland

Bayer Vital GmbH

Tel: +49 (0)214-30 513 48
Eesti

Bayer OU

Tel: +372 655 8565
EArGoa

Bayer EAAGg ABEE
TnA: +30-210-61 87 500
Espaiia

Bayer Hispania S.L.

Tel: +34-93-495 65 00
France

Bayer HealthCare

Tél (N° vert): +33-(0)800 87 54 54
Hrvatska

Bayer d.o.o.

Tel: +385-(0)1-6599 900
Ireland

Bayer Limited

Tel: +353 1 216 3300
island

Icepharma hf.

Simi: +354 540 8000
Italia

Bayer S.p.A.

Tel: +39 02 397 8 1
Kvnpog

NOVAGEM Limited
TnA: +357 22 48 38 58
Latvija

SIA Bayer

Tel: +371 67 84 55 63

Lietuva

UAB Bayer

Tel. +37 05 23 36 868
Luxembourg/Luxemburg

Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
Magyarorszag

Bayer Hungaria KFT
Tel:+36 14 87-41 00
Malta

Alfred Gera and Sons Ltd.
Tel: +35 621 44 62 05
Nederland

Bayer B.V.

Tel: +31-23 — 799 1000
Norge

Bayer AS

TIf: +47 23 13 05 00
Osterreich

Bayer Austria Ges.m.b.H.
Tel: +43-(0)1-711 46-0
Polska

Bayer Sp. z 0.0.

Tel: +48 22 572 35 00
Portugal

Bayer Portugal, Lda.

Tel: +351 21 416 42 00
Romainia

SC Bayer SRL

Tel: +40 21 529 59 00
Slovenija

Bayer d. 0. o.

Tel: +386 (0)1 58 14 400
Slovenska republika
Bayer spol. s r.o0.

Tel. +421 25921 31 11
Suomi/Finland

Bayer Oy

Puh/Tel: +358- 20 785 21
Sverige

Bayer AB

Tel: +46 (0) 8 580 223 00
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I[aTa Ha MOCJICAHO nmpepasrije:;kKaane Ha JIMCTOBKaTa

JApyru uzrouynnuy Ha nHGopMauus

ITonpoGHa uHdopMarys 3a ToBa JIEKapCTBO € IpelocTaBeHa Ha yeOcaiita Ha EBpomneiickaTa areHIus o
nekapcTBara: https://www.ema.europa.eu.

3a uH(OopMAaIHs Ha MECTEH €3UK CKaHUpaiTe TyK 3a J1a JOCTHIIUTE HHTEPHET CTPAHUIATa
https://www.pi.bayer.com/eylea3.
QR-kox 3a BpB3Ka ¢ BKJIIOYEHATA JMCTOBKA 32 MAIUCHTA.

Ilocouenara no-mory nHpOpPMAIUS € MpeHa3HaYeHa CaMO 32 MEANIIMHCKH CIIETHaICTH.

OnakoHBT € caMo 3a eITHOKpaTHa ynorpeda B eHO OKO. M3TernsHeTo Ha MHOKECTBO JIO3H OT €IWH
(h1akoH MOJKE J1a YBEJIMUM PUCKA OT 3aMbPCSIBaHE U MOCIeBaILA HHDEKIHS.

Jla He ce u3Mo0JI3Ba, aKO OMIAKOBKATA MM HEHHUTE KOMIIOHEHTH Ca C M3TEKbJ CPOK Ha TOJTHOCT, YBPEICHU
WJIK MMOAIPaBCHU.

ITpoBepeTe eTrKeTa HA (IIAKOHA, 32 J]a CE YBEPUTE, Y€ KOTHMUECTBOTO Ha aKTUBHOTO BEIIECTBO B JI030Ba
enunnna Ha Eylea choTBeTCTBa Ha TOBa, KOETO Bh3HAMepsiBaTe Aa u3noi3eare. Jlo3ara ot 8 mg nznuckea
u3no3BaHe Ha ¢iakona Eylea 114,3 mg/ml.

WnTpaBuTpeaaHoTo HHXEKTUpaHe TpsiOBa 1a ce U3BbpIIBa C HHXKeKunoHHa urna 30 G x 727/

0,30 x 13 mm, Geno xxbaTO (HE € BKIrOUeHa). M3mon3BaHeTo Ha mo-Manka uria (mo-roiasimo G) ot
npernopbunTenHara nmkeknronaa urna 30 G x 727 / 0,30 x 13 mm, 61e10 )XBJITO MOXE Ja TOBee 10
YBEJIMUEHO MHXKEKIIMOHHO HaJISTaHe.
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HpGI[I/I MMPUJIIOKCHUC orjeaanTe BU3YyaJITHO MHXXCKIITMOHHUA pPa3TBOpP.
He n3nomn3saiite (bJ'IaKOHa, AaKO MMa BUIWMH YaCTUIH, IIOMBTHABAHE WJIN IIPOMSIHA B IIBETA.

OrtcTpaneTe macTMacoBaTa Kanadka u
Je3nH(peKnupaiiTe BpHITHATA YacT Ha TyMeHarTa
3amynrainka Ha (iakoHa.

H3non3BaiiTe acenTUYHa TEXHUKA, 32 A4
u3BbpLIUTE CTHIKKU 3-10.

3akpenere QpUATHPHATA UTJIA, IPEIOCTaBEHA B
KapTOHEHaTa OMaKOBKa, KbM CTEpUIIHA
CIIPHUHIIOBKA JIyep-JIOK ¢ o0em 1 ml.

BbBenere ¢puntbpHaTa UIVIa B EHTHPA Ha 3allylIajikara Ha (pakoHa, JOKAaTO UIjaTa Bie3e U3ILI0
BbB (PJIaKOHA M BBPXBT JOKOCHE JHHOTO MJIM JAOJIHUS PbO Ha (uiakoHa.

N3rernere usioro chabpikanue Ha (iakona ¢ Eylea B clipuHIIOBKATa, IbPKEHKHU (iiakoHa B
W3MPaBEHO TOJIOKEHHE, JIEKO HAKIIOHEH C IeJT yIIECHSIBAaHE Ha ITBJIHOTO U3TETIIsHE. 3a
BB3MPEIATCTBAHE HABJIN3aHETO HA BB3/IyX CKOCCHUAT BPHX HA GUITHpPHATA MIJIa TPsIOBa Jia €
MOTOICH B TeUHOCTTA. [IpobinkaBaiiTe 1a HaKkJIOHsBaTe (hjaKOHA MO BPEeME Ha U3TETJISTHETO, KaTo
J'bPYKUTE CKOCCHHS BPhX Ha (PUIThpHATA UIJIA, IIOTOINECH B TCYHOCTTA.

HaJ0J1y CKOCEH

TB!
pasTsop BPBX HaA I/IFJ'[aTa‘.
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Koraro n3npaszsare ¢iakoHa, ce yBepere, 4e OyTaloTo € U3TErNICHO JOCTaThYHO Ha3al, 3a Ja
M3IPa3HUTE HAITBJIHO QuiThpHaTa urna. Ciies NOCTaBsIHETO Ha MHXKEKLUSTAa HEU3II0I3BAHMUST
NPOAYKT TPsIOBa J1a C€ M3XBBPIIH.

OtcTpaneTe GUATHPHATA UTJIA U S U3XBBPIIETE TI0 PABUJICH HAYKH.
3abenexka: OunTppHaTa UTJIa He TPSOBA J1a C€ U3II0I3BA 32 HHTPABUTPECATHOTO HHKEKTHPAHE.

3aBuiiTe IIHTHO HHXKeKIMoHHaTa urita 30 G x 427/
0,30 x 13 mm, G;1e70 XBJITO KbM Jyep-JIOK BbpXa
Ha CIIPUHIIOBKATA.

Karo gppxute ciprHIIOBKAaTa ¢ HACOUEHA HATOPe
WIJIa, s IPOBEpeTe 3a HATMUKE HA MeXypdeTa. AKO
“Ma MexypdeTa, BHUMATEIHO TOTYyIanTe
CIIPHUHIIOBKATA C MPBCT, IOKATO MeXypUeTara ce
W3AUTHAT 10 TOpHATA i YacrT.
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10

3a 1a OTCTpAaHUTE BCUYKU MEXypUeTa U Jla U3TJIACKATE M3JIUIITHUS JISKAPCTBEH MPOAYKT, 0aBHO
HaTHCHETE OyTalOTO TaKa, Y€ TUIOCKUAT ph0 Ha OyTalloTOo /1a ce MOAPaBHU C JeNIEHUETO,
o6o3nauagaio 0,07 ml Ha cipuHIIOBKATA.

Pa3atBop cnep ustnackeaHe Ha
Bb34yLWHUTE Mexyp4yeTa u
W3NULLHNA NeKapCcTBeH NpoayKT

Jlnuus 3a goavpaxe 3a
0,07 ml

Mnocbk pvb
Ha 6yTanoto

Hewusnomn3BanusT nekapcTBeH NPOLYKT WIN OTHaIbYHUTE MaTepUalli OT HETO TPOBa J1a ce U3XBBPIIAT B
CHOTBETCTBHE C MECTHUTE U3UCKBAHUSI.
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JIucToBKa: MH(pOpPMALIUA 32 NANUEHTA

Eylea 114,3 mg/ml nHkeKnoHeH pa3TBOP B NPeIBAPUTEIHO HAITbJIHEHA CIPUHI[OBKA
admubepuent (aflibercept)

IIpoyeTeTe BHUMATEIHO LAIATA JUCTOBKA, MPeaH 1a Bu 0be NpHI0KeHO TOBA JIEKAPCTBO, Thil

KaToO TH ChAbp:Ka Ba:xkHA 32 Bac nnpopmanus.

- 3amasere Ta3u JUCTOBKA. MOXKe a ce HAJIOXKH J1a S IPOYEeTEeTe OTHOBO.

- AKXO “MaTe HJIKaKBU JIONBJIHUTEIHU BbIIPOCH, ONUTaiTe Bammus nekap.

- AKO NOJTy4YHuTe HAKAaKBH HEXEJIaHU peaklny, yBeaoMeTe Bamus nexap. ToBa BKIIOUBa U BCUUKH
BBH3MOKHH HEXKEJIAaHU PEAKLIUH, HEOIIMCAHU B Ta3u JUCTOBKA. BrxTte TOuka 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kaxso mpencrasnssa Eylea u 3a kakBo ce n3mon3sa

Kakso Tpsi6Ba na 3Haere, mpean 1a momyante Eylea

Kak me Bu 0b1¢ npunaran Eylea

BB3MOXHHN HEXETaHU peakun

Kak na cexpansBare Eylea

ChbabpkaHye Ha OTIAKOBKATa M JOMBIHUTENHA HHPOpMALIUS

AN S e

1. Kakso npeacrasiassa Eylea u 3a kakBo ce u3nmoJs3Ba

Kakso npencrasiasipa Eylea
Eylea cpappxa akTuBHOTO BewecTBo adaubepuent. To mpuHAIEKH KbM IPyIa JIEKapcTBa, HAPEUEHU
aHTHUHEOBACKyJIapU3Upally CPEJICTBA.

Bamust nexap me nmxextipa Eylea B okoto Bu 3a ieuenne Ha HapymieHVsI Ha OYUTE MTPH B3PACTHH,
HapeyeHu:

- BIIaYKHA BH3PACTOBOOOYCIIOBEHA JleTeHepalus Ha Makynara (BnaxHa BJIM),

- 3pUTEITHO YBPEXKIaHe, JBDKAIIO ce Ha fruadeTeH MakyiieH oTok (JIMO).

Te3u HapymeHus 3acsrat MakyJjgaTa. MakynaTa € IeHTpaJlHaTa YacT Ha YyBCTBUTENHUS KbM CBETIMHA
CJIOH B 3a/IHaTa 4acT Ha OKOTO. Ts1 OTroBaps 3a ICHOTO 3pEHHE.

Brnaxxna B/IM BBp3HHKBa, KOTaTo MOA MaKyJjara ce 00pasyBar U pa3pacTBaTr aOHOPMHU KPbBOHOCHU
cbaoBe. OT aOHOPMHUTE KPHBOHOCHH ChJ0BE MOXKE Jla U3THYa TEUHOCT WM KPBB B 0KOTO. KppBOHOCHUTE
CHJIOBE, OT KOUTO N3THYA TEYHOCT, IPUUUHIBAT OTOK Ha MakynaTa u JIMO. U nBere HapyiieHus Morar jia
OKa)kaT Bb37eHcTBIE BbpXY Barero 3peHue.

Kak peiictBa Eylea
Eylea cnmpa pacrerka Ha HOBM aOHOPMHHU KPBBOHOCHU ChJI0BE B 0K0TO. Eylea moke na momorse 3a
CTaOMIIM3UpPaHe, a YECTO U J1a MoA00pH 3PEHUETO.

2. KakBo TpsoBa 1a 3HaeTe, mpeau Aa noayuute Eylea

Hsama na noayuure Eylea, ako:

- CTC aJICPruiHu KbM adnm6epuenT WJIU KbM HIAKOS OT OCTaHAJIUTE CbCTABKU Ha TOBA JICKApCTBO
(130poenu B Touka 6).

- nmarte HHq)eKHHﬂ B OKOTO MJIM OKOJIO HET'O.
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- nMate 0OJIKa WITH 3a4epPBIBaHE B OKOTO (TEKKO OYHO BB3IMAJICHHUE).

IIpenynpesxaenust U NpeanasHAl MEPKH

I'oBopere ¢ Bamms nexap, mpenu aa nosayuure Eylea, ako:

- nuMare riaykoma — O4HoO 3a00J1siBaHe, IPUYMHEHO OT BUCOKO HAJISITaHE B OKOTO.

- CT€ UMalli CIIy4au J1a BIDKAATe MPOoOJsCHIM WM ThMHH TUIaBallly NIETHA U aKO Pa3MEpBT HIH OposT
MM BHE3AIHO CE€ yBEIUYH.

- CT€ UMaJIM OYHa OIlepanys Mpe3 MocjaeIHuTe 4 CeIMULY WU TaKaBa Oepalys € IUIaHupaHa 1pe3
ciieABauuTe 4 CeIMHIN.

Tps6Ba ma kakere Ha Bamms nexap He3a0aBHO, aKO pa3BUETE:

- 3a4yepBsBaHE Ha OKOTO

- 0oJKa B OKOTO

- yBeJH4aBall ce JUCKoM(opT

- 3aMBIJICHO WM BJIOLICHO 3pEHHE

- MOBUIICHA YyBCTBUTEIHOCT KbM CBETJIMHA

ToBa Moxe /1a ca CUMIITOMH 32 Bh3MaJIeHUe WK nH(eKIus 1 BammsaT nekap Moxe aa cripe na Bu
npunara Eylea.

OcBeH TOBa € Ba)KHO J1a 3HAeTe, ve:

- Oe3omacHocTTa 1 epukacHocTTa Ha Eylea, koraTo ce mpuiiara B JIBETE 04U HOBPEMEHHO, HE ca
MPOYYCHH M TaKaBa yroTpeOda MOKe Jia MOBUIIIN PHCKA OT MOsABA HA HE)KEIIAHU PEAKIIUH.

- HWHKXCKTUPAHETO Ha Eylea MOJXKE J1a IPpCAU3BHUKA ITIOBUIIIABAHEC HA OYHOTO HAJIATAHC ITPU HAKOUN
MalUeHTH B paMKUTe HAa 60 MUHYTH OT MHXKEKTHUPaHETO. BamusT nekap 1mie ciaeau ToBa Ciiel BCaka
HHKCKIIHSA.

- Bammsr nekap 1ie npoBepH 3a APYrd PUCKOBH (HaKTOPH, KOUTO MOTAT J1a YBEIHYaT Bb3MOKHOCTTA
3a pa3KbCBaHE WM OTJICMIBAHE HA €MH OT CIIOEBETE B 33/IHATA YacT Ha OKOTO. B TakuBa ciiydan
Bammusit siexap e Bu npuiara Eylea ¢ moBuiiieHo BHUMaHHE.

- ’KEHH, KOUTO MOTar Jia 3a0peMeHesIT, TpsOBa J1a H3I0JI3BaT e(hEeKTHBHHU CPEICTBA 3a MPENa3BaHe OT
OpPEMEHHOCT 110 BpEeMe Ha JICUCHHETO U Hal-MaJIko 4 Mecella ciiel nocjieanaTa umkeknus Eylea.

VYnorpebara Ha BelecTBa, 0J00HN HAa OHE3H, KOUTO ce ChabpkaT B Eylea, e moTteHnmanHo cBbp3aHa ¢
pHCK OT 00pa3yBaHe Ha KPbBHH ChCHPEIIH, 3ayIIBaIi KPbBOHOCHHUTE ChJIOBE, KOETO MOXKE J1a JOBEJIE 10
WHOAPKT WK 0 UHCYNT. TeopeTHyHo ToBa OM MOTJIO Ja ce CIy4H clie] nHkekTupane Ha Eylea B okoro.
AKO cTe UMaJIi MHCYJIT, MUHU UHCYJT WIKM UH(APKT B paMKUTE Ha MocieIHuTe 6 Mecena, Bammsar nexap
e Bu npunara Eylea ¢ moBuiiieHo BHUMaHHE.

Jeua u roHomu

VYnotpebara va Eylea npu nena wim 1oHOmM Ha BB3pacT 1o 18 ToAnHN He € IpoyyeHa, 3a1ioTo
3a00JI1BaHETO, 32 KOETO TOBA JIEKAPCTBO € IMOKa3aHo, C€ CPellla OCHOBHO IMpH Bb3pacTHHU. Ilopanu ToBa
HsIMa ChOTBETHA yIOTpeda B Ta3u Bh3pacToBa rpyra.

Apyru nexapcrea u Eylea
Tpsa6Ba na kaxere Ha Bamus jexap, ako U3I0/13BaTe, HACKOPO CTE U3IO0I3BAIU WM € Bb3MOXKHO Ja
M3I0JI3BaTe JPYTH JEKapCTBa.

BpemeHHoOCT U KbpMeHe

- )KCHI/I, KOHUTO MoOrar aa 336p€MeHeHT, Tpﬂ6Ba Ja MU3I10J13BaT e(l)eKTI/IBHI/I CpeacTBa 3a MpeAna3BaHe OT
6peMCHHOCT I10 BPpEMC Ha JICUCHUCTO U Haii-Maiko 4 MEcCfC1a CiIc mociacaHaTa HHXKXCKIMA Eylea.
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- Nwma orpannden onwt ot yrotpedbara Ha Eylea mpu Opemennn »xenu. XKenure He TpsiOBa 1a
nony4asat Eylea mo Bpeme Ha OpeMEHHOCT, OCBEH aKo IMOTEHIMATHATA [T0JI3a 32 KeHAaTa
MPEeBUINABA TOTSHI[UATHUS PUCK 32 TUI0AA.

- Manku konudectBa Eylea Moxke 1a npemuHat B kbpMata. EdekTute BBpXy KbpMEHUTE
HOBOpOJICHH/KbpMadeTaTa He ca u3BecTHU. Eylea He ce mpernopbyBa 1o BpeMe Ha KbpMEHE.

[Topaau ToBa, ako cTe OpEeMEHHA WM KbPMHUTE, CMATATE, Y€ MOXKE Jla CTe OpeMEHHA WM TUIAHUPATe

OpeMEHHOCT, MOCHBETBaTE ce ¢ Barms jekap, mpeu Ja Mmoy4uTe TOBa JIEKapCTRO.

Ilodgupane u padora ¢ MaIUHKU
Cnen nomyuaBaneTo Ha Eylea Moxxe 1a umaTe BpeMeHHH ITpo0OieMu ¢he 3peHuero. He modupatite u He
paboTeTe ¢ MamuHU, TOKATO T€ MPOAbIKABAT.

Eylea ceabp:ka nonucopoar 20

Tosa nekapctBo chabpka 0,021 mg nmonmcop6at 20 BBB Besika 103a ot 0,07 ml, KOUTO ca eKBUBaJICHTHH
Ha 0,3 mg/ml. [TomrcopbaTruTe MOTaT Na MPUYMHAT aIEpTUYHU peaknud. TpsOBa na kaxkere Ha Bammmis
JIeKap, ako MMAaTe YCTAHOBEHHU allepTHH.

3. Kak me 0bae npuiaran Eylea
[IpenoppunTenHara 103a € 8 mg aduOepLenT Ha WHKCKIIHSL.

- [le momy4yaBaTe 1 MHXKEKIMA BCEKU MECEI] 3a IIPBUTE 3 Mecela.
- Crnen ToBa MOXKe Ja MOJTyyaBaTe MHKEKIUH Mpe3 HHTEepBa 10 5 Mecena. BamusaT nekap uie pemu
KaKBa J1a € 4YeCTOTaTa Bb3 OCHOBA HA CbCTOSIHUETO HA OKOTO Bu.

Hauwnn Ha npuiioxkenue
Bammsr nekap me nmxextupa Eylea B okoto Bu (MHTpaBUTpeanHa HHKEKIHA).

[penu umxexkTupaneTo BamusT exap e u3nosi3sa JAe3uH(eKIrpaio CpeicTBO 3a BHUMATEITHO
MOYMCTBaHe Ha 0koTO Bu ¢ 11e11 npenorBparsBane Ha uHpekius. Bamust nekap e Bu kanHe enHa kanka
B OKOTO (MECTHa YIOWKa), 32 JIa T0 00€34yBCTBH H J]a HAMAJIH WJIH MTPEeOTBPATH 0OJIKAaTa OT MHXKEKIIHATA.

AKko cte nponycHau 1032 Eylea
3anuieTe ce 3a HOBO MOCEIIEHUE NPH Bamms jiekap Bb3MOXKHO Hail-CKOpO.

IIpenu na cnpere Jieyenuero ¢ Eylea
I'oBopere ¢ Bamus nekap, npeau aa cupere jiedeHuero. ClupaHeTo Ha JISYEHUETO MOXKE Ja TOBUIIH
pHCKa OT 3aryba Ha 3peHHETO U 3peHHeTO Bu Moke 11a ce BIIOLIH.

AXO MaTe HSIKaKBH JIOIBIIHUTEIHN BBIIPOCH, CBBP3aHH C YIIOTpeOaTa Ha TOBa JIEKapCTBO, MOMUTANTE
Bamus nekap.

4. BB3MOKHT HexkeTaHU peaKIuu

KaxTo Bcuukm nekapcTBa, TOBa JIEKApPCTBO MOJKE J1a MPEIU3BHUKA HEXKeJIaH! PEaKIi, BRIIPEKH Y€ He
BCEKH T'l TOJTy4YaBa.

Hexenanure PCaKIM OT UHXXCKTHPAHCTO Ha Eylea BB3HUKBAT UJIU OT CaMOTO JICKAapCTBO, UJIN OT
npoucaypara Ha MHXXCKTUPAHE U I'TIAaBHO 3aciaraT OKOTO.
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Hsikou HexeJ1aHM peaKIUU MOTaT Ja ObJAaT CEPUO3HHU
Cpprkere ce ¢ Bamms nexap BeqHara, ako uMaTe HIKOE OT CIIETHUTE:
- YyecTa HeXXellaHa peakius, KosiTo Moxke Jia 3acerse a0 1 Ha 10 qymum
- MOMBTHSBaHE Ha JemaTa (KaTapakra)
- KBbpPBEHE B 33/IHATA YacCT Ha OKOTO (PETHHAJIHA XEMOpParus)
- MOBUIIICHUE HA HAJIATAHETO B OKOTO
- KBPBEHE BB BHTPEUTHOCTTA HA OKOTO (BUTPEAITHA XEMOPAarHs)
- HeJecTa HeXKelaHa peakiys, KosTo Moxe 1a 3acerae a0 1 Ha 100 gymm
- HsIKOW (hOpMU Ha IOMBTHSIBAHE Ha Jieniara (CyOKancyaapHa/HyKJIeapHa KaTapakTa)
- OTJIETIBaHEe, Pa3KbCBaHE WM KbPBEHE HA CBETIIOUYBCTBUTEITHHS CIOW B 3aJHATA YaCT HA
OKOTO, KOETO BOJIU J0 POOJISACHIM U MBTHUHH, MTOHSKOTa MPOTPECUpPAIIH 110 3ary0da Ha
3peHue (OTJCIBaHE UM Pa3KbCBAaHE HA PETUHATA).

JIpyru Bb3MOKHH He)KeJIaHH PeaKiuu

Yectu (Morat na 3acersat g0 1 Ha 10 gymm):

- QJIICPTUYHU PEAKIINU

- JIBIDKEINN CE TIETHA B 3PUTETHOTO MoJie (MBTHUHH B CTHKJIOBUIHOTO TSUIO)

- OTJICTIBaHE Ha MOJO0HOTO Ha JKEJIe BEIISCTBO BhB BHTPEIIIHOCTTA HA OKOTO (OTJICIIBAHE HA
CTBHKJIOBHIHOTO TSJIO)

- HaMalieHa 3pUTENTHA OCTPOTA

- 00JIKa B OKOTO

- KbpPBEHE BbB BETPEUIHOCTTAa HA OKOTO (KOHIOHKTHBAJIEH KPHBOUBIIUB)

- YBpEXIaHe Ha MMPO3payHMs CJIOM Ha O4HAaTa SI0BJIKA Ipea uprca (TOYKOBUAEH KepaTUT, KOpHEaIHa

abpazus)

Heuectu (Morart ga 3acernar g0 1 #a 100 gymm):
- OTJICTIBaHE WJIM Pa3KbCBAHE HA €JIMH OT CIOCBETE B 33/IHATA YAaCT HA OKOTO, KOETO BOJH 10

MPOOISCHIM ¢ MBTHHHH, ITOHSKOTA TIPOTPECHPAIIH JI0 3ary0a Ha 3peHHeTO (pa3KbCcBaHe/OTIICIBaHE

Ha PpETUHAJIHUA IUTMCHTCH CHI/ITCJ'I)

- Bh3MAJICHUE HA UPUCA, HA IPYTH YaCTH HA OKOTO HJIH HA MOJOOHOTO Ha XKelle BeIIECTBO BbB
BBTPEIIHOCTTA HA OKOTO (YBEUT, UPUT, UPUIOIMKIIUT, BATPECHT)

- HSAKOU ()OPMH Ha IOMBTHSIBAHE Ha Jieliara (KOPTUKAIHA KaTapaKTa)

- YBpEXKJIaHe Ha MPEIHUS CJIOW HA OYHATA A0BIKA (€pO3Us HA POrOBHUIIATA)

- 3aMBIJICHO 3pCHHE

- 00JIKa B OKOTO Ha MSICTOTO Ha MHKEKTHUPAHE

- ycellane, ye Ma Hello B OKOTO

- MOBHUIIICHO 00pa3yBaHe Ha ChJI3H

- KbPBEHE Ha MSCTOTO HAa MHXEKTUPAHE

- 3a4yepBsiBaHE HA OKOTO

- MOJIyBaHe Ha Kienaya

- 3auepBsABaHE Ha OKOTO (OYHA XUTICPEMUSI)

- JIpa3HEHE Ha MSICTOTO Ha MHKCKTHUPaHE

Penxu (Mmorar ga 3acernar a0 1 Ha 1 000 mymm):
- MolyBaHe Ha IPEAHMS CJIOH Ha o4HaTa sI0BJIKa (OTOK Ha POTOBHIIATA)
- MOMBTHSIBAHE Ha JienaTa (KaTapakTa)

- ACreHCpanuAa Ha CBCTIIOYYBCTBUTCIIHUA CIION B 3agHaTta 94aCT Ha OKOTO (}JereHepauI/m Ha peTI/IHaTa)

- APa3sHCHE Ha KJICadya

C Hen3BeCcTHA YeCcTOTA (OT HAJIMYHUTC JaHHHU HC MOXC Ja 6’]:,[[6 HallpaBCHa OLICHKA Ha IleCTOTaTa.)Z
- BB3MaJICHHE Ha Os1aTa 4yacT Ha OKOTO, CBBbP3aHO CHC 3aUCPBABAHEC U Oonka (CKJ'IepI/IT)

177



OCBEH TOPENOCOYCHUTE MOYXKE JIa Bh3HUKHAT CJICHUATE HEXKENaHU PEaKIIN1, BIIPEKH Ue He ca

ChOOINaBaHU B KIIMHUYHH MTPOYYBAHUS:

- HeoOHMYaifHO ycelane B OKOTO

- YBpEXJIaHEe Ha MMOBbPXHOCTTA Ha MPO3PAaYHHUs CIION B MpeIHATA YACT Ha OKOTO (e(heKT Ha emuTena
Ha pOTrOBHUIIaTa)

- BB3MAJICHUE HA IPYT'M YaCTHU HA OKOTO (THHJAJ B TIpeHATA KaMepa)

- CEPHO3HO Bh3NAJICHNE WM HH(PEKIIUS BbB BBTPEITHOCTTA Ha OKOTO (€HIO(PTAIIMHUT)

- ciernora

- MOMBTHSABAHE HA JICIaTa MOPay YBPESKAaHe (TpaBMaTHYHA KaTapaKTa)

- THOM B OKOTO (XUIIOTIFIOH)

- TEXKKH ANEPTUYHU PEaKIINU

Cro01iaBaHe HA HEXKeJIAHU PeaKIuu

AKo ToTyynTe HIKaKBH HEXKEIIaHU JICKAPCTBEHU PEaKIH, yBenoMere Bamms nexap. ToBa BKiIrouBa
BCHYKH BH3MO)KHHU HEOIIHCAHU B Ta3H JIMCTOBKA HEXEJTaHHU peakuy. Mo)keTe ChIIo a ChOOIIITe
HEKeJIaHU Peakluy AUPEKTHO Ype3 HallMOHAIHAaTa CUCTeMa 3a choOlIaBaHe, nocodeHa B Ilpunoxenue V.
KaTo chobmaBaTe HexeIaHU peakiuy, MOXKeTe Ja 1aieTe CBOsS IPUHOC 3a IoJTyyaBaHe Ha [OBEUe
WH(pOPMAIIUS OTHOCHO 0€30MIaCHOCTTA Ha TOBA JICKapCTBO.

5. Kak na cexpansiBate Eylea
o Jla ce cpxpaHsBa Ha MSICTO, HEJOCTHITHO 3 JIeTa.
o He n3non3BaiiTe TOBa JIEKapCTBO CIIE CPOKA HA TOTHOCT, OTOETSI3aH BHPXY KapTOHEHATa OITaKOBKa

u eTukera cien ,,[ onen no:“/,,EXP“. CpokbsT Ha TOJHOCT OTrOBapsi Ha MOCJICIHUS JICH OT
MTOCOYEHUS MECEIL.

. Ha ce cpxpanssa B xnammiauk (2°C — 8°C). [a He ce 3ampassisa.

. CwxpaHsiBaliTe IpeABAPUTEIHO HAITbJTHEHATA CIIPUHIIOBKA B HEMHMS OJHMCTEp M B KAPTOHEHATa
OTIAKOBKa, 32 J1a CE MPEANa3u OT CBETJIMHA.

. [Ipenn ynotpeba HEOTBOPEHUAT OIMCTEP MOXKE J]a C€ ChbXpaHsABa M3BbH XJIaAUHUK mox 25 °C 1o
24 yaca.

6. Chabp:kaHHe Ha OIIAKOBKATA M JONBJIHUTEJIHA HH(POpMALHS

KakBo chabpixa Eylea

- AxTtuBHO BemecTBo: admubepuent. 1 ml pa3tBop ceabpxa 114,3 mg agimbepuent. Beska
MpeBapUTEITHO HAITbIIHEHA CIIPUHIIOBKA chIbpka 0,184 ml. ToBa ocurypssa U3non3BaeMo
KOJIMUYECTRO 3a J0CTaBsHE Ha eauHu4Ha j103a oT 0,07 ml, ceappikainiy 8 mg adundeprient.

- Jpyru chCTaBKU: 3aXapo3a, ApTHHUHOB XUAPOXJIOPUA, XUCTUIMHOB XUIPOXIOPH] MOHOXUAPAT,
XHCTUAUH, onrcopOar 20, Boja 3a MHXEKLUH.

Bumxre ,,Eylea ceabpika monucopbar 20 B Touka 2 3a moBeye WHPOpPMAITHSL.
Kak n3raexna Eylea 1 kakBO CbABpPKa ONIAKOBKAaTa
Eylea 114,3 mg/ml nHkeKIMOHEH pa3TBOP B TPEJIBAPUTEIHO HAITHIIHEHA CIPUHIIOBKA € WH)KEKIIMOHEH

pasTBop (MHKekus). Pa3TBOpbT € Oe31BETEH 10 OJICTOKBIIT.
OmnakoBka: | mpeaBapUTEITHO HAITBIHEHA CIIPUHIIOBKA.
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https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

IIpuTeskaTes Ha pa3pelIeHHeTO 3a ynoTpeda
Bayer AG

51368 Leverkusen

I'epmanus

IIpousBoauTen
Bayer AG
Miuillerstralle 178
13353 Berlin
I'epmanus
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3a mompHUTETHA WHGOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJIIS, CBBPIKETE CE C JIOKATHHS MPEICTABUTEI

Ha MPUTEKATEIS Ha Pa3pellieHUETO 3a YIoTpeoa:

Belgié/Belgique/Belgien
Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
Bbbuarapus

Baiiep bearapus EOO/L
Temn.: +359 (0)2 4247280
Ceska republika

Bayer s.r.o.

Tel: +420 266 101 111
Danmark

Bayer A/S

TIf: +45 45 23 50 00
Deutschland

Bayer Vital GmbH

Tel: +49 (0)214-30 513 48
Eesti

Bayer OU

Tel: +372 655 8565
EAlhada

Bayer EAAég ABEE
TnA: +30-210-61 87 500
Espaiia

Bayer Hispania S.L.

Tel: +34-93-495 65 00
France

Bayer HealthCare

Tél (N° vert): +33-(0)800 87 54 54
Hrvatska

Bayer d.o.o.

Tel: +385-(0)1-6599 900
Ireland

Bayer Limited

Tel: +353 1 216 3300
island

Icepharma hf.

Simi: +354 540 8000
Italia

Bayer S.p.A.

Tel: +39 02 397 8 1
Kvnpog

NOVAGEM Limited
TnA: +357 22 48 38 58
Latvija

SIA Bayer

Tel: +371 67 84 55 63

Lietuva

UAB Bayer

Tel. +37 05 23 36 868
Luxembourg/Luxemburg

Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
Magyarorszag

Bayer Hungaria KFT
Tel:+36 14 87-41 00
Malta

Alfred Gera and Sons Ltd.
Tel: +35 621 44 62 05
Nederland

Bayer B.V.

Tel: +31-23 — 799 1000
Norge

Bayer AS

TIf: +47 23 13 05 00
Osterreich

Bayer Austria Ges.m.b.H.
Tel: +43-(0)1-711 46-0
Polska

Bayer Sp. z 0.0.

Tel: +48 22 572 35 00
Portugal

Bayer Portugal, Lda.

Tel: +351 21 416 42 00
Romainia

SC Bayer SRL

Tel: +40 21 529 59 00
Slovenija

Bayer d. 0. o.

Tel: +386 (0)1 58 14 400
Slovenska republika
Bayer spol. s r.0.

Tel. +421 25921 31 11
Suomi/Finland

Bayer Oy

Puh/Tel: +358- 20 785 21
Sverige

Bayer AB

Tel: +46 (0) 8 580 223 00
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I[aTa Ha MOCJICAHO nMpepasrje:;kKaane Ha JIMCTOBKaTa

JApyru uzrouynnuy Ha nHGopMauus

ITonpoGHa uHdopMarys 3a ToBa JIEKapCTBO € IpelocTaBeHa Ha yeOcaiita Ha EBpomneiickaTa areHIus o
nekapcTBara: https://www.ema.europa.eu.

3a uH(OopMAaIHs Ha MECTEH €3UK CKaHUpaiTe TyK 3a J1a JOCTHIIUTE HHTEPHET CTPAHUIATa
https://www.pl.bayer.com/eylea4.
QR-kox 3a BpB3Ka ¢ BKJIIOYEHATA JMCTOBKA 32 MAIUCHTA.

Ilocouenara no-mory nHpOpPMAIUS € MpeHa3HaYeHa CaMO 32 MEANIIMHCKH CIIETHaICTH.

[IpenBaputenHo HarbITHEHATa CHPUHIIOBKA chC cucTeMa 3a go3upane OcuClick e camo 3a eqHOKpaTHA
yrnorpeba B €JHO OKO. VI3TersHeTo Ha HAKOJIKO 03 OT eIHA IPeIBapUTEIHO HAITbIHEHA CIIPUHIIOBKA
cbe cuctema 3a qo3upane OcuClick Moxxe 1a yBenn4n pucKa OT 3aMbpPCSABaHE U MOCIeABAIIa HHPEKITHS.

Jla He ce M3M0JI3Ba, aKO ONMAKOBKATA MJIM HEHHUTE KOMIIOHEHTH Ca ¢ U3TEKbJI CPOK Ha TOJHOCT,
MOBpEICHH MK OoTBapsiHU. [IpoBepeTe eTHKeTa Ha TPEIBAPUTEIHO HAITBIHEHATA CIIPUHIIOBKA ChC
cuctema 3a goszupane OcuClick, 3a 1a ce yBepure, 4e KOJIMYECTBOTO Ha aKTHBHOTO BEIIIECTBO B JI030Ba
enununa Ha Eylea choTBeTCTBa Ha TOBa, KOSTO Bh3HAMEpsBaTe Jia u3mnoJseare. Jlo3ara or 8 mg usncksa
n3nomBaHe Ha Eylea 114,3 mg/ml npeaBapuTenHO HaTbJIHEHA CIIPUHIIOBKA.

WuTpaBuTpeaaHoTo HHKEKTUpaHe TpsOBa 1a ce U3BbpIBa ¢ HHKeKkunonHa urna 30 G x 727/

0,30 x 13 mm, 6y1es10 XBATO (HE € BKIIOUYCHA).

Wznon3BaHeTo Ha mo-Manka uria (no-rojsiMo G) oT npenopbunTeaHaTa HixekunonHa uria 30 G x %27/
0,30 x 13 mm, 6J1e/10 KBJITO MOKE Jia TOBEJIE JI0 YBEIMUCHO HHKCKIIMOHHO HaJIATaHe.
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https://www.ema.europa.eu/
https://www.pi.bayer.com/eylea8

OnucaHue HA NPeIBAPUTEHO HAITbJIHEHA CIIPUHIIOBKA ¢ HHTErPUPaHa CHCTeMa 3a J03UpaHe
OcuClick

Kamayka Ha CIIPUHIIOBKATa >
Jyep-JIOK afanTop —
7N
ri1aBa Ha OyTanoTo >

u3riaeq Ha 90°

MACTO 3a IMOCTAaBAHE

cucreMa 3a Ha IPBCTUTE
JIO3UpaHe
OcuClick
OyTaio
BOJAY

JKII€0

1. | Ilpurotsere ce

Korato cte rotoBu 3a npuinoxenue Ha Eylea 114,3 mg/ml, oTBopeTe kapToHeHaTa ONaKOBKa U
n3BajieTe crepuiHus Oaucrep. BHuMarenHo oTBopeTe OnucTepa, OCUTypsIBaliKi CTEPUITHOCTTA
Ha ChABPKAHUETO MY.

JpBKTe CpUHIIOBKATa B CTEPUIIHOTO T'HE3/10, TOKATO HE C€ TOJArOTBUTE 33 MIPOKPETBAHETO HA
uriara.

M3non3BaiiTe acenTuyHa TEXHUKA, 32 J1a U3BBPIITUTE CTHIKHA 2-9.

2. | U3Bagere cupuHLIOBKaTa

I/IsBaz[eTe CIIPUHIIOBKATa OT CTCPUIIHUSA 6J'II/ICTep.

3. OFHeHaﬁTC CIIPUHIOBKAaTa U MHKCKIIUOHHUA Pa3TBOP

He u3nonsgaiite npeIBaprUTEIHO HAITBIHEHATA CIIPUHIIOBKA, aKO:

- nMa BUIUMHU YaCTHULH, IOMBTHABAHC UJIU IIPOMsHaA B IBETA

- HSIKaKBa 4acT OT IIPEIBAPUTEIHO HAITBIHEHATA CIIPUHIIOBKA ChC CUCTEMA 3a JIO3UPaHE
OcuClick e noBpeneHa uiu pasxyiadeHa

- KanaykaTa Ha CIIPUHIIOBKATa HE € CBbp3aHa C Jyep-JIOK aJanrTopa.
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OT'-IYHCTC Kalraykara Ha CIIpUHIOBKaTa

3a ma oTuynuTe (HE OTBUBAMTE) Karaykara Ha
CTIPUHIIOBKATA, IPHXKTE CIPUHIIOBKATa B €JHATA
pBKa, a Karavkara Ha CIPUHLIOBKATa C Majena u
MmoKasalera Ha JpyraTta pbKa.

3abenexka: He m3rermnsiite OyranoTo.

£ q{’li[

7

Y

ETE!

X

[Ipukpenere urna

3aBHiiTe MIBTHO MIYKEKIIMOHHATA UIJIa
30 Gx %47 /0,30 x 13 mm, O1e40 KBJITO KbM
BbpXa Ha CIIPUHIIOBKATA C JIyeP-JIOK aanTopa.

Jyep-JIOK aianTop .
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OtcrpaneTe Bb3AYIIHUTE MEXypUueTa

Karo appxute CipMHLIOBKAaTa C HACOYCHA
Harope Wria, st IpoBepeTe 3a HaINYUe Ha
BB3JIyIIHU MeXypueTa. AKO UMa Bb31yIIHU
MeXypdera, BHUMATEJIHO MOTyNaiTe

CIIpUHIIOBKAaTa C IPbCT, JOKATO MEXYypUCTaTa C€

W3AUTHAT J0 TOpHaTa i 4acT.

%iﬁn‘&

WztnackaiiTe Bp3yxa v M3MUIIHAS 00eM 32 3apexaanHe

CripuHIIOBKAaTa HSAMa JTUHUS 32 103aTa, Thid KaTo € peJHa3HavYeHa 32 MEXaHUYHO 3a/1aBaHe Ha

no3ara, KaKTO € OIIMCAHO B CTBIIKUTC I10-A0JTY.

3apexxIaHeTo M 3a/IaBaHeTO Ha J]03aTa TPpsOBa Jja ce MpaBH C MOMOIITA HA CICAHUTE CTHIIKH.

3a Ja OTCTPAHUTEC BCUYKU MEXYpUCTa U J1a U3TJIACKATC U3JIUIIHUA JICKAPCTBCH MPOAYKT, 6aBHO
HaTHCHETe OyTalIoTO (M300pasKEHUETO BIISIBO MO-J0TY), IOKATO CIIPE, T.€. KOraTo BOJAYbT BbPXY
OyTasoTO JOCTUTHE J0 MSCTOTO 32 IOCTaBsSIHE HA MPBCTUTE (M300pKEHUETO BISICHO TIO-I0ITY).

BB3/YIIHO
Mexypue

YBepere ce, ye
MexypueTaTa
ca B rOpHaTa
4yacT, TaKa 4e
J1a MOraT Jia
obaar
H3TJIACKAHM.

pasTBOp

MSICTO 32 IMOCTaBSIHE
Ha MPBCTUTE

OyTano

BOJAY

OyTano
MSICTO 33
MOCTaBsIHE
Ha IPHCTHTE
L_ HATHCHATO
JIOKpaii
\ BOJAY
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8. | BagaiiTe mo3ara

3aBbpTeTe Kpas Ha OyTanoro Ha 90 rpamyca mo
MOCOKa HA YaCOBHUKOBATA CTPENKa WIN
00paTHO Ha YaCOBHUKOBATA CTPEJIKA, JOKATO
BOJAYBT HA OyTAIOTO CE M3PaBHHU C XKIreda.
Mosxe 1a gyere mpakBaHe.

3a0enexka: Cera ycTpoHCTBOTO € TOTOBO 32
NpuUIoKeHUe Ha Jo3ata. He Hatuckaiite
OyTanoTo mpeau BbBEKAAHETO B OKOTO.

INNPAKBAHE

9. | IIpunoxere MHXKEKIUATA

B’bBeI[eTC urjiata B MJACTOTO Ha MHXCKTUPAHC B
okoTO. MHXeKTupaiiTe pa3rsopa, KaTo
HaTHCHETe OyTaJoTo, IOKATO CIpE, T.€. JOKATO
BOJAYBT € U3ISUIO B KJieOa.

He naTnckaiTe JOIMBIHUTEIHO, ClIET KAaTO
BOMAYbT € B xkJeba HopmanHo e ga Bugute
MaJIKO KOJIMYECTBO OCTATHYCH PA3TBOP, OCTAHAIT
B CIIPHHIIOBKATA.

10. | IIpenBapuTeIHO HAITBJIHEHATA CIIPHHIIOBKA € 3a MIPHJIOKEHUE HA EAMHUYHA J]03a U CaMo 3a
€IHOKpaTHa ynoTpeoa.

Crnen MHXEKIUATa U3XBBbpJIeTE U3M0JI3BaHAaTa CIPUHIIOBKA B KOHTEHHED 3a U3XBBHPIISHE HA
OCTPH NPEIMETH.

Hewnsnomn3BaausT JICKApCTBCH NPOAYKT UKW OTIIAABbYHUTE MATEPUAIIN OT HETO Tp$[6Ba J1a C€ U3SXBBHPJIAT B
ChOTBETCTBUC C MCCTHUTC U3NUCKBAHUA.
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