IMPHUJIOKEHUE 1

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Eylea 40 mg/ml nH)XeKIMOHEH pa3TBOp B MPEABAPUTEITHO HAITBJIHEHA CIIPHHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CHbCTAB

1 ml umxexioreH pastBop ceabpka 40 mg apnudepuent (aflibercept)*.

Enna npenBapuTenHO HaITbJIHEHA CIIPHHIIOBKA ChIbprka 90 MUKPOIUTpPa, OTTOBapsIIy Ha 3,6 Mg
a¢pnubepuent. ToBa ocurypsiBa U3MoJI3BaeMO KOJIMUECTBO 32 JOCTaBsIHE Ha €AMHUYHA J103a OT

50 mukposuTpa, chabpkaiiy 2 mg adauOepIienT.

*®y3MOHEH NPOTEUH, ChbCTABEH OT YaCTH OT U3BBHKJIIETHUHUTE JOMEHHH Ha perentopu 1 u 2 3a
YOBEIIKY ChJIOB eHoTeseH pacrexer ¢paktop VEGF (Vascular Endothelial Growth Factor), cebpp3anu
¢ Fc-uactra Ha woBemku IgG1, u npousBeaen B K1 kinetku ot aiunuk Ha kutaicku xamcrep (CHO)

ype3 pekomOunanTHa JIHK TexHomorus.

3a IIBJIHUA CIUCHK Ha IIOMOIIHUTE BEIIECTBA BIDKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA
WHKeKIIMOHEH pa3TBOP (MHKEKITHS)

Pa3TBOpBT € OUCTBP, Oe31BETEH /10 OJICIOKBIIT U H300CMOTHYCH.

4, KJIWMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

Eylea e moka3an npu Bb3pacTHH 3a JCYCHUE HA

e HeoBacKyJapHa (BlaXXHa) Bb3pacTOBOOOYCIIOBEHA AereHepanus Ha Makynata (BIAM) (Bx.
Touka 5.1),

® 3PHUTENHO YBpPEXKJIaHe, IBIDKAIIO ce Ha OTOK Ha MaKyJaTa, BCJIEJCTBUE Ha OKITY3Us Ha
perunania Bena (OPB) (okimy3us Ha paskioHeHne Ha perrHanta Bena (OPPB) wim oxiy3us Ha
neHTpanHara perunanta Bera (OLIPB)) (Bxk. Touka 5.1),

e 3PUTEJTHO YBPEXIaHe, Ib/DKAIIo ce Ha nuabereH makyieH eaeM (JIME) (Bx. Touka 5.1),

® 3PUTEITHO YBPEXKJIaHE, IHIDKAIIO Ce HA MUOITUYHA XOPOUIATHA HEOBACKYIapH3alus (MUOTHYHA
XHB) (Bx. Touka 5.1).

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE
Eylea e camo 3a HHTpaBUTpEaTHO HHKXEKTHPAHE.

Eylea TpsiOBa 51a ce mpuiiara camo OT JIeKap CIICIHAIHCT C OMUT B MPUIIOKEHHUETO HA HHTPABUTPEATHH
HWHXXEKLUH.

Jlo3upoBka
Bnraoscna BIIM
[Ipenopbuutennara no3a 3a Eylea e 2 mg apnubepuent, orroBapsiu Ha S0 MUKpoIuTpa.

Jleuenneto ¢ Eylea 3amouBa ¢ eqHa HHXKEKIHSI MECEUHO B TPH IOCIIeI0BaTEHA 103U, Clien ToBa,
WHTEPBATHT MEXIY MIPIIOKCHHUATA C€ YIb/DKaBa Ha JIBa MEceria.



B®3 ocHOBa Ha IpelieHKaTa Ha JIeKapsl 38 3pUTETHN W/WIH aHATOMUYHU PE3yJTaTh, HHTEPBAIBT
MEXTy PUIIOKEHUATA MOXKE J1a ObJIe TIOIbPKaH Ha J[Ba Mecella Win Aa 0bJie TOITBIHUTEIHO
YABIKEH, KaTO CE U3IMOJI3Ba JICUCHHUE U MPOIBIKABAHE HA CXEMaTa Ha MpUiiaraHe, mpu KOeTo
UHTEPBAJINTE Ha WHXKEKTUPAHE CE YIIBIKABAT C 0 2 WIK 4 CEIMUIIN JIO IOCTUTaHe Ha CTaOWITHU
3PUTEITHU W/WITH aHATOMHYHU PE3yNTaTh. AKO 3pUTCITHUTE H/WIH AaHATOMUYHUTE PE3YJITATH CE
BJIOIIAT, MHTEPBAITHT Ha JIUeHUE TPsIOBa J1a Obie CHOTBETHO HAMAJICH JI0 MUHUMYyMa OT J[Ba Mecela
10 BpeMe Ha mepBUTe 12 Meceria ot JSYSHHUETO.

Hsma n3nckBaHe 32 MOHUTOPUPAHE MEXTy HH)KEKIIMUTE. Bb3 OCHOBA Ha MpelieHKaTa Ha JeKaps,
rpaduKbT HA MOCEIICHUSITA 32 MOHUTOPHUPAHE MOXKE J]a € Ha MO-MAaJIKH HHTEPBAIN OT MOCEIICHUTA 32
HUHIKEKIHH.

HuTepBaiu Ha JIeUeHHUE, TIO-TOJIEMHU OT YETHPH MECela MKy UHKEKINUTE, HE ca POYYBaHU (BXK.
Touka 5.1).

Omox na maxynama ecneocmsue na OPB (OPPB unu OL{PB)

[penopbunrennara no3a Ha Eylea e 2 mg adnubepuent, oTroBapsmy Ha 50 MUKpOJIUTpA.
CHeI[ IIbpBaTa MHXCKIMWA JICUCHHUETO CC MpuJiara €XXEMECCUYHO. I/IHTepBaJTBT MEXKAY ABE 103U HE
Tpsi0Ba 1a ObJIe MO-KPAThK OT €NH Mecell.

AKO 3pUTETTHUTE U AHATOMUYHHUTE PE3YNITATH [TOKA3BAT, Y€ MAIUEHTHT HE CE MOBIHSIBA TIOJIOKHUTEITHO
OT TIpOJIbJDKaBaHe Ha JieueHHeTo, puiiokeHneTo Ha Eylea TpsOBa fia ce mpeycTaHOBH.

ExemeceuHOTO JIeueHre PO IbIKaBa JI0 JOCTUTaHE HAa MaKCHMallHa 3pUTEIHA OCTPOTa U/HUJIN HE ca
HaJIMIIC TIPU3HALM 332 aKTUBHOCT Ha 3a00JisiBaHeTo. MOXKe Jla ca HeOOXOAMMHU TPU WU TIOBEUE
IIOCJIEAOBATEIHN MECEUHN MHIKEKIIAH.

Jledenuero Moxe Aa MPOABIIZKHA C MMOCTCTICHHO YABJZKABAHE HAa UHTCPBAJINUTEC, 3a 1d CC MMOAABPIKAT
CcTaOMIIHH 3PUTCITHUA Y/WIIA aHATOMMYHH PE3YITATH, BBIIPCKHU Y€ HAMA JOCTAThbYHO JaHHH, 3a Aa CC
HallpaBX 3aKIIOYCHUC 3a NPOABJDKUTCIIHOCTTA HA HHTCPBAJIUTE. Axo 3PUTCITHUTC Y/VIIH aHATOMUYHU
pe3yiaTaTu C€ BjIOIaT, MHTEPBAJIa HA JICUCHUETO TpH6B3, CBOTBCTHO J1a C€ HaAMaJIH.

I'paduxbT Ha npociensBaHe U cXeMara Ha JIeueHHe TPsOBa Jja ce ONPEAEIIAT OT JICKYBaIHs JIeKap Bb3
OCHOBA Ha OTTOBOPA HA OTAEIHUS IallUEHT.

[IpocnensBaHeTO 32 aKTHBHOCT HA 3a00JIIBAHETO MOJKE J1a BKIIOYBA KJIMHUYCH MPETJIe/I, H3CIIeABaHEe
Ha (YHKIIMOHAIHUTE TTOKA3aTeNH WA 00pa3HU TEXHUKH (HAMp. ONTHYHA KOXEPEHTHA ToMorpadus
i (IyopecleHTHA aHTuorpadus).

Jluabemen maxynen edem
[Mpenoppuntennata no3a Eylea e 2 mg agnubepuenT, ekBuBanieHTHH Ha 50 MUKpOIUTDA.

Jleaenueto c Eylea ce 3amouBa ¢ emHa HHXKEKITUS MECEUHO 3a TIET ITOCIIEOBATEHN 03U, U Ce
MPOABIDKABa C €IHA MHKEKIIMS Ha BCEKH JIBa Mecera. Hsma n3nckBaHe 32 MOHUTOPHUPAHE MEXKIY
WHKEKIMNTE.

Cnen mepeute 12 Mecena Ha medenue ¢ Eylea u Bb3 ocHOBa Ha 3pUTENHNTE W/HIIH aHATOMHYHH
PE3YNTATH, HHTEPBATBT MEXKTY MPUIIOKEHUATA MOXKE Ja ObJIe yIBIDKEH, KATO HAPHUMEp C JICYCHUE U
NpoaBbIDKaBaHEe Ha CXeMarTa Ha MpUlaraHe, Mpy KOeTO UHTEPBAJIUTE Ha JICUCHUE Ce YABIDKaBaT
MOCTETIEHHO 10 JOCTUTaHe Ha CTAOWIIHU 3pUTEITHH W/UITH aHAaTOMUYHH PE3YNITaTH; BHIIPEKH TOBA,
HsIMa JIOCTaThbuHO AaHHH, 32 J1a Ce HANpaBH 3aKII0UYEHHE OTHOCHO MPOIBIDKUTETHOCTTA Ha TE3H
UHTEpBaJU. AKO 3pUTEITHATE U/ AHATOMUYHUTE PE3YJITATH CE BIIOIIAT, HHTCPBAIBT HA JICUCHHE
TpsiOBa 1a Ob/Ie CHOTBETHO HAMAJICH.



ITopanu Ta3u mpuuuHa, TpadUKBT 32 MOHUTOpHpPaHe TPsIOBa Jja ce ONpenesH OT JIEKyBaIus JIeKap u
MOYeE J]a € Ha TI0-MaJIKi HHTEPBAIU OT rpaduKa Ha WHKEKITUHTE.

B ciy4aii ye 3puTenHUTEe 1 aHATOMUYHUTE PE3yATaTH coYaT, Y€ MalUEHTHT HAMA 033 OT
NpOJIbDKAaBaHE Ha JICUeHUETo, IpriiokeHrero Ha Eylea Tps0Ba na ce mpeycTaHOBH.

Muonuuna xopoudaina Heo8acKyIapu3ayus

[Ipenopbuntennara no3a Eylea e ennHiuHa nHTpaBUTpeaHa HHXEKIHS Ha 2 mg aduubepient,
€KBHMBAJIEHTHH Ha 50 MUKpOJIUTpA.

Moxe na ce PUIIoKAT JOITBIHATEHH 03U, aKO 3PUTEITHUTE W/HITH AaHATOMHYHHUTE PE3YITATH
MOKa3Bart, ue 3a00JsIBaHeTo nepcuctupa. PenuanBure TpsAOBa Aa ce mpueMar KaTo HOBa MPOsiBa Ha
3a00JIsIBAHETO.

I'padukbT 32 HAOMOACHNE TPIOBA JIa C€ ONPEACIH OT JISKYBAIUs JIeKap.

HHTepBanbT MEXIY IBE T03U HE TPsOBA 1a ObJe MO-KPaThK OT €IUH MECEII.

CHCLII/IEIJ'IHI/I nomyJannuu

Yeprnoopobno u/unu 6vbpeuno yepexcoane
He ca npoBexxnanu koHKpeTHU nipoyuBaHus ¢ Eylea npu nanuenTy ¢ uepHOapoOHO u/mimn ObOpeyHO
YBpEKIaHE.

HanuynuTte naHHU He perosaraT Hy)Kaa OT KOpeKIus Ha go3ara Ha Eylea npu Te3u nauueHTu (Bx.
TOYKa 5.2).

Tonynayus 6 cmapuecka 6v3pacm
He ca HeoOxomumu crienuaiiay cboOpakeHus. Mima orpaHryeH ONuT MpH MalMeHTH Ha Bb3PacT Hal
75 romunu ¢ JIME.

Ileouampuuna nonynayus

besonacuoctTa U eukacHocTTa Ha Eylea npu geria u roHomm He ca ycraHoBeHd. Hsima choTBeTHA
ynotpeba Ha Eylea B nenuaTpuyHara nomysaius 3a nokasanusara siaxsa BJIM, OLIPB, OPPB, /IME
u muonnyHa XHB.

Hauunu Ha IPHUITOKCHHUC

WnTpaBuTpeanHuTe MHXEKIUHU TPsIOBa 1a ce U3BBPIIBAT ChITIACHO MEAULUHCKUTE CTAaHIAPTH U
MIPUIIOKUMUTE PHKOBOJCTBA OT JIEKap CHEIMAIUCT C OMUT B MPIIOKEHUETO HAa UHTPABUTPEAIHU
urkekuuu. Ilo npuHnun TpsiOBa 1a ce OCUTYpH aJeKBaTHA aHECTE3Us U aCENTHUKA, BKJIIOUUTEIHO
JIOKAJHO IIMPOKOCIIEKTHPHO MUKPOOUIIMIHO CPEACTBO (HAIp. IIOBUIOH MO, HAHECEH BhPXY KOXKaTa
OKOJIO OYHTE, KJIeTIaYnTe U OYHATa MOBBPXHOCT). IIpenopbuBat ce Xupypruyna ae3uHQeKus Ha
pBIIeTe, CTEPHIIHN PBKABUIH, CTEPHITHA IOKPUBKA M CTEPUJICH CIIEKYIIYM 3a Kiienaud (Win
€KBHUBAJICHT).

WuxexnmonHaTa uriia TpsOBa aa ce BbBene 3,5-4,0 mm 3ax muMba B CTHKIOBHIHOTO TSJIO, KATO CE
n304TBa XOPU30OHTATHIS MEPUIUAH U Ce HacOYBa KbM IICHThpa Ha OyHaTa sS0bIKa. ToraBa ce BrBEeXIa
WHXEKITUOHHUAT 00eM o1 0,05 ml; mpu mocneaBamure NHXESKINH, HHKEKIIMOHHOTO MACTO Ha
CKJIepaTa TpsiOBa J1a ce CMEHSI.

HemocpeacTBeHO ciiel HHTPaBUTPEATHO HHKEKTHpAHe MallneHTHTE TPSOBa 1a Ce CIEIAT 3a
MOBHUIIIABaHE HA BBTPEOYHOTO HansArane. [1oXomA110To npocie/siBane MOXKe 1a BKITFOUBa
npoBepsiBaHe Ha mepdys3usTa Ha ONTHYHMS JTUCK WIK TOHOMETpHs. TpsOBa 1a nMa Ha PasoIoKEHUE
CTEpUIIHO 00OpY/IBaHE 3a MapaleHTe3a MPH He0OXOAUMOCT.



Cren MHTpaBUTpEATHO UHXKEKTHPAHE MAMEHTUTE TPSIOBA J]a ce MHCTPYKTHUPAT Jia ChOoOIIaBaT
He3a0aBHO 33 BCAKAKBU CHMIITOMHM, HACOYBAIU KbM eHA0(TaaMuT (Hamp. 00JIKa B OKOTO,
3ayepBsBaHE Ha OKOTO, (hoTOPOOHs, 3aMBITICHO 3pEHHE).

Bcesika npeiBapUTEIHO HAITBIIHEHA CITPUHIIOBKA TPSIOBA Ja e U3IOJI3Ba 3a JICUCHHE CaMo Ha €JTHO OKO.
MHOTOKpaTHO MpIIarane Ha J03H OT MPEIBAPUTEITHO HATbJIHEHATA CIPUHIIOBKA MOXKE J]a YBEIHIH
pHCKa OT 3aMbpCSBaHE U MOCIICBAINA HHPEKITUS.

[IpenBapuTenHo HabJIHEHATA CIPUHIIOBKA ChbPKa IIOBEUE OT IPEMOPhUNTEIIHATA /103 OT 2 Mg
admubeprient. He TpsiOBa a ce u3nos3ea nenus HambJiHeH 00eM Ha cripuHiioBkarta (90 MUKpOIUTPa).
MB3muiiHOTO KOMMYecTBO TPSIOBA J1a Ce OTCTPAHH MTPEI HHKEKTUPAHE.

WmxekTHpaHeTo Ha Lelus 00eM Ha MpeIBapUTEIHO HATBIHEHATA COPHHIIOBKA MOXE J1a JOBEIE /10
npeno3upane. 3a 1a ce OTCTPAHST Bh3AYLIHUTE MEXypUeTa 3a€IHO C H3JIHIIHKS JICKAPCTBEH MPOAYKT,
0aBHO HaTHCHETE OYTAIOTO, JOKATO LIJINHIPUYHATA OCHOBA Ha CBOJA Ha OYTaI0TO Ce M3PABHH C
YyepHara JIMHHSA 33 JI03UpaHe Ha CIPUHIIOBKATA (CKBUBAJCHTHO Ha 50 MUKpONHUTPA, T.€. 2 My
adubeprient).

Crnen nHXEKTHpaHEe HEU3IOI3BaHMsI IPOIYKT TPsiOBa Ja ce U3XBBPIIH.
3a paborta ¢ ekapcTBEHHS NPOLYKT NPeay MPUIOKEHHE, BIKTE TouKa 6.06.
4.3 IlpoTruBOmOKAa3aHHUS

CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO aIuOepenT WIH KbM HIKOE OT TTOMOIIHUTE
BeIeCTBa, U30pocHH B Touka 6.1.

AXTHBHA OYHA WJIK OKOJIOOYHA HH(EKIIUS WK ChMHCHHUE 3a TaKaBa.

AKTHBHO T€XKKO BHTPEOYHO Bb3MAICHHE.

4.4 ChneuuajHy mpexynpe:kaeHus U Mpeana3ZHu MepKH MpU ynorpeda

WHTpaBUTpeaTHu peakilni, CBbP3aHH ¢ WHKEKIIHATA
WHTpaBUTpEaTHUTE HHKEKIIIH, BKIIOYUTEIHO Te3u ¢ Eylea, ce cBbp3BaT ¢ eHmodtaiMut, BbTPEOUHO

BB3MAJICHUE, PETMAaTOTCHHO OTJICNIBAaHE HAa PeTUHATA, Pa3KhCBAHE HA PETUHATA U STPOTCHHA
TpaBMaTH4Ha Katapakra (Bk. Touka 4.8). IIpu npunarane uHa Eylea Bunaru Tps6Ba 1a ce H3II0I3BaT
TIOJIXOJISIIN ACETITHYHY TEXHUKH Ha HHXXEKTUPaHe. B 1ombiIHeHue, nanueHTuTe TpaoBa a ce
MIPOCIIEIABAT Pe3 CEAMHUIIATA CIIE MHXEKTHPAHETO, KOSTO O IMO3BOJIMIIO PAHHO JICYCHUE, aKO
BB3HUKHE WHeKknus. [lannenTute TpssOBa Aa ObJaT MHCTPYKTUPAHU Ja ChOOIAaBaT He3a0aBHO 3a
BCJKaKBH CUMIITOMH, HACOYBAIl KbM eHI[O(i)TaHMI/IT HJIN HAKOE OT IIOCOYUCHUTE IMO-rope C’b6I/ITI/I$I.

[NoBuieHns: Ha BETPEOYHOTO HAJIATaHE ca HAOJII0JaBaHK B paMKHTe Ha 60 MUHYTH cie]
HUHTPABUTPEATHO HHXKEKTUPaHe, BKIrouuTenHo ¢ Eylea (Bx. Touka 4.8). Crienuaitnu mpeanasHu
MEpKH ca HeOOXOAMMH TIPH MAIMCHTH ¢ HeT00pe KOHTPOJIMpaHa riaykoma (1a He ce MHIKEKTUpa
Eylea, mokaro BbTpeounoTo Hajsrane € > 30 mmHg). Eto 3amio npu BcH4ku ciiydau TpsiOBa aa ce
NPOCIIE/IABAT | JIa Ce JIEKYyBaT IO MOIXO/ISII HAYWH KaKTO BRTPEOYHOTO HAJISIraHe, Taka U nepdy3usirTa
Ha ONITHYHUS JTUCK.

HUmyHoreHHoct
Toit KaTo € TepaneBTHUCH MPOTEHH, TP Eylea chimecTByBa BEpOSITHOCT 32 UMYHOTCHHOCT (BJK. TOUKA

4.8). Ilaunenture TpaOBa ga ObJAT MHCTPYKTUPAHH Aa CHOOLIABAT 32 BCAKAKBH MPU3HALM WIN
CHUMIITOMH Ha BBTPEOYHO Bh3MalIeHHE, HAIP. 00iKa, PoTodoOus nin 3auepBsiBaHe, KOETO MOXE /1a €
KJIMHAYEH NPU3HAK, 00SCHUM ChC CBPBbXUYBCTBUTEIHOCT.

Cucremuu edexru

CucTeMHH HeXeJlaHU ChOUTHS, BKITIOUUTEIIHO U3BBbHOUYHU KPBBOU3IMBH U apTEPUATHU
TpOoMOOEMOOTUIHHN CHOUTHS, ca ChOOIIIaBaHM CJIE] HHTPABUTPEATHO UHKCKTHPAHE Ha MHXUOUTOPH HA
VEGF u nMa TeopeTHyeH pucK, 4e Te MOXKe a ca cBbp3aHu ¢ nHxuOupanero Ha VEGF. Nma




OTpaHWYCHH TaHHU 32 0€30MacHOCTTa MpH JiedeHue Ha manuertn ¢ OLIPB, OPPB, /IME wiu
muonuuHa XHB ¢ anamHe3a 3a HHCYJT WIK PEXOTHN HCXEMUYHH aTaKH, KaKTo U 32 HHPAPKT Ha
MHUOKap/ia B paMKUTE Ha mocieHuTe 6 Mecena. TakuBa manueHTH TpsiOBa Ja ce JISKyBaT C MMOBHUIIICHO
BHUMAaHHUE.

pyru
KaxTo npu apyrute unrpasurpeannu antu-VEGF neuenus 3a BJIM, OLIPB, OPPB, /IME u
muormmuHa XHB, B cuiia ca u ciieIHUTE TOI0KCHUS:

e BesonacHoOCTTa 1 e(pUKaCHOCTTA Ha JieueHHeTo ¢ Eylea, mpunaran eTHOBpEMEHHO U Ha JIBETE
OYH, HE Ca TIPOYYBAHHM CUCTEMATHYHO (BXK. ToUKa 5.1). AKO OMIaTepa HOTO JeUeHHE Ce
MIPOBEXK/Ia TI0 €HO M CHIIO BpEMe, TOBA MOXKeE J1a TOBe/IE 10 ITOBUILIEHA CUCTEMHA
€KCITO3UIIUsI, KOETO MOKE JIa TOBUIIN PHCKA OT CHCTEMHHU HEXEJIaHU ChOUTHSL.

e EnnoBpemenHa ynotpeba ¢ apyru antu-VEGF (cb10B eHIoTeNeH pacTexeH (pakTop).

e Jlumncar naHHM 3a efHOBpeMeHHOTO n3nom3Bane Ha Eylea ¢ npyru antu-VEGF nexapctBenn
HPOJYKTH (32 CHCTEMHO HJIM BBTPEOYHO MPUIIOKCHUE).

e PuickoBuTe (haKTOpH, CBBP3aHH C PA3BUTHETO Ha Pa3KbCBaHE HA MUTMEHTHUS SIUTEI Ha
petunara ciezl antu-VEGF Tepanus 3a BnaxxHa BJIM, BKIouBaT OOIIMPHO W/HIIK BUCOKO
OTJIeNBaHe Ha MUTMEHTHHS enuTelN Ha peruHata. [Ipu 3amouBane Ha Tepanus ¢ Eylea e
HE00XOIUMO MOBHUILICHO BHUMAaHHE TP MAUEHTH C TE3U PUCKOBH (DaKTOPH 3a pa3KbCBaHE Ha
MUTMEHTHUS €TUTEN HA PETUHATA.

e Jleuenuero TpsOBa a ObAE MPEYCTAHOBEHO MPH MAIMEHTH C PErMaTOTeHHO OTJIENBaHe Ha
peTHHATA WK CTaAui 3 Win 4 MaKyJIHA JyTIKH.

e B ciyuaii Ha pa3KbCBaHE Ha PETHHATA, MPUIIOKEHUETO Ha JTo3aTa TPsAOBa 1a ObJie MPEKPATeHO U
JICYCHUETO He TPAOBa Ja ce Bb30OHOBsIBA MPEIH aICKBaTHO BH3CTaHOBSBAHE HA PAa3KbCBAHETO.

e Jlo3zara He TpsAOBa Ja ce mpujara v JIEYCHUETO He TPsAOBa Aa ce Bb300HOBSABA MO-PaHO OT
CJIeNIBAIOTO TUIAHUPAHO NPUIIOKCHHE B CITydail Ha:

® HamallsBaHE Ha Hai-moOpe Kopurupanara 3pureinna ocrpora (BCVA) ¢ >30 Oyksu B
CpaBHEHHE C MOCJIEHATA OLIEHKA Ha 3PUTETHATA OCTPOTA

= cyOpeTHHaIHA XeMOparws, BKIII0OYBaIlla [EHTbpa Ha ()OBEsITa, WIH, aKO pa3MephT Ha
KpBbBOM3NnBa € >50% oT o0 pa3mMep Ha JIe3uATa.

e Jlo3ara He TpsOBa Ja ce mpuiiara B paMKHUTE Ha TIPEIXOTHUTE WM CISABAIINATE 28 THU, B
ClTy4ail Ha U3BBPIICHA WIH TUIAHHPaHa BTPEOUHAa XUPYPTrUUHA HHTEPBEHITHSL.

e FEylea He TpsiOBa J1a ce U3MOJI3Ba MO0 BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTCHIUAIHATA 110J13a He
HAJIXBBPJIS TOTCHIIMATHYS PUCK 32 Tu1oja (BXK. Touka 4.6).

e JKenu c gerepoieH nmoTeHIMAN TPAOBa Ja U3MON3BAT e()EKTUBHA KOHTPALICIIIKS TI0 BpeMe Ha
JieYeHHE U Hail-MaJIko 3 Mecela Cliel MOCIEHOTO HHTPABUTPEATHO HHKEKTHPaHE Ha
adnubeprient (Bxk. Touka 4.6).

e ImMa orpaHuyeH ONHUT C JeueHUueTo Ha nauueHTu ¢ ucxemuyna OLIPB u OPPB. IIpu nauuentu ¢
KJIMHUYHY TIPU3HAIY Ha HeoOpaTuMa MCXEeMHUYHA 3ary0a Ha 3puTeiaHaTa GyHKIHS JeUeHUE He
ce TIpenopbyBa.

Ilomynanuu ¢ orpaHUYCHH TaHHU
Nma orpannyeH onwurt ¢ JiedeHrneTo Ha nanueHTd ¢ JIME BciencTeue Ha quadet tun [ wim npu

nanueHTH ¢ quabet ¢ HbAlc nan 12% wmu nponudepatiBHa quadeTHa PeTHHONATHS.

Eylea He e npoy4BaH npy MalUeHTH ¢ aKTHBHUA CHCTEMHU MH()EKIINY WM TIPU TAIUCHTH ChC
CBHITBTCTBAIIM OYHU HAPYIICHHS KaTO OTJICTIBaHE Ha PETUHATA MM MaKyIHa aynka. OCBEH TOBa HIMa
onuT ¢ ieyeHue ¢ Eylea mpu manueHTH ¢ quabeT ¢ HEKOHTPOJIUPaHa XUTepToHus. Tas3u umnca Ha
uHpOpMaIUs TpsOBa Jla ce MMa MPEIBUJ OT JIeKapsl IIPH JICUCHUE Ha TAKHBa MAIMCHTH.

Hsama onut npu neuenuie Ha muonmana XHB ¢ Eylea mpu manueHTn, KOUTO HE ca OT a3UaTCKU
MIPOU3XO0/1, MAIMESHTH KOUTO HPEIH ca OMJIU MOJI0KEHH Ha JieueHre Ha MuonuuHa XHB u manuenTu ¢
eKkcTpadoBeaTHu JIC3UH.



4.5 B3aumopneiicTBHe ¢ IPYrH JIeKAPCTBEHH MPOAYKTH M APYrd (JopMHU HA B3auMo/elicTBHE
He ca npoBexaanu Mpoy4YBaHUs 3a B3aUMOICHCTBUATA.

EnnoBpemennoto mpuiokenne Ha poroannamuyna tepanus (PDT) ¢ Beprenopdun u Eylea e e
MIPOYYBAHO U 10 Ta3u MPUYHMHA HE € YCTaHOBEH MPOo(ui Ha O€30MacHOCT.

4.6 @epTHaANTET, GPEMEHHOCT U KbPMEHe

JKeHu ¢ eTepoieH MOTeHIHA

JXKenute ¢ neTepoaeH MOTEHIUAT TPOBA J1a M3MOI3BAT €(hEKTHBHA KOHTPALCTIIHS 110 BpeMe Ha
JIeYeHHe U Hal-Masko 3 Mecella ciiejl TOCIeAHOTO HHTPaBUTPEATHO HH)KEKTHpaHe Ha admbeprent
(Bk. Touka 4.4).

BpemenHoCT
JlunicBat nanHM 3a yrorpebdara Ha adaubepIienT Ipu OPEMEHHH KEHH.

[IpoyuBaHusTa IPH KUBOTHH TIOKA3BaT eMOPHO-(heTaTHa TOKCHYHOCT (BXK. ToUKa 5.3).

Bripekn ve cucTeMHATa EKCIIO3UITHS CJIe]] OYHO MPUIIOKEHUE € MHOTO HUCKa, Eylea He TpsiOBa na ce
U3II0JI3BA 110 BpeMe Ha OPEMEHHOCT, OCBEH aKo MOTCHIIHATHATA 110138 HE HAIXBBPIISI TOTCHIIUATHHS
PHCK 3a 1iofa.

Kopmene
He e u3BecTHO manu adhaubepiient ce eKCKpeTupa B Kbpmara. He Moxke 1a ce M3KIIF0UH PHCK 32

KbpPMaueTo.

Eylea ne ce mpenopbuBa mmo BpeMe Ha kbpMeHe. Tps0Ba 1a ce B3eMe pelleHne Jalu 1a ce
NpEYCTaHOBY KbPMEHETO, WU J1a He ce MPWIIoXkH Tepamnus ¢ Eylea, kato ce B3emar npensun non3ara
OT KbPMEHETO 3a JAETETO U I10J13aTa OT TePaIusATa 3a )KeHara.

DepTUIuTet
PesynraTtuTe OT Mpoy4YBaHUATA TIPH KUBOTHHU C BUCOKA CHCTEMHA €KCITO3UITHS TTOKA3BaT, ue

ahubepIIenT MOKE 1a HapyIIu PepTHINTETA U IIPH MBXKHTE, U TIPH KEHCKUTE (BXK. Touka 5.3).
[TomoOHM edekTr HEe ce OYaKBaT CIIE/ OYHO MPUIOKECHUE C MHOTO HUCKA CUCTEMHA €KCITO3UIIHSL.

4.7 EdexTn BLpPXy CIOCOOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHU

Huxextupaneto ¢ Eylea moBnmsBa B Majka cTENeH CrIocCOOHOCTTA 3a modupaHe U paboTa ¢ MallvHH,
TopaJii Bb3MOKHU BPEMEHHH 3PUTEITHN CMYIIECHHS, CBhP3aHU WU C MHIKEKIHSITA HITH C OYHUS
npernen. [lanpenTure He TpsAOBa Ma moQUpaT WK J1a padOTAT C MAIIMHHU, JIOKATO 3pUTEITHATA UM
(hyHKIUS HE Ce BH3CTAHOBH B JIOCTATHYHA CTETICH.

4.8 Hexenanm JiekapcTBeHH peaKuu

Pesrome Ha mpoduiia Ha 6€30MacHOCT

[Nomynanumsara 3a 6e3omacHocT B ocemte npoyuBanus ¢asza Il ce cveron ot 06mo 3 102 nanmentu. Ot
Tsx 2 501 nanmeHTH ca JeKyBaHH C MPENOpbUMTENHATA 103a OT 2 MQ.

CepHo3HM OYHH HEXKETAHU PEaKIMU B U3CICIBAHOTO OKO, CBBP3aHH C MPOLCAypaTa Ha HHKEKTHPAHE,
ca Bb3HUKHAIHU npH mo-mMaiko ot 1 Ha 1 900 unTtpaBuTpeantu umkekiuu Ha Eylea u ca BKITIoUBamu
crernora, eHIo(PTaIMUT, OTJIENBaHe HA pETHHATA, TpPAaBMAaTHYHA KaTapaKkTa, KaTapakTa, KPbBOM3JINB B
CTBKJIOBHUIHOTO TSJIO, OTJIENBAHE HA CTHKIOBHIHOTO TSUIO M TIOBUIIIEHO BETPEOUHO HasATaHe (BiK.
Touka 4.4).

Haii-yecto HabroiaBaHUTE HEXKETIAHU JIEKAPCTBEHH Peakiuy (pu Hall-Manko 5% OT malueHTure,
nekyBanu ¢ Eylea) ca koHioHKTHBaHA Xemoparus (25%), namanena 3putenna ocrpora (11%), Gonka



B okoTo (10%), katapakra (8%), moBuIieHO BETpeoUHO Hassrane (8%), oTienBaHe Ha CTHKIOBHIHOTO
151510 (7%) ¥ MBTHHHM B CTBKIOBHIHOTO Ts110 (7%).

CruchbK Ha HEXKCIIAHUTE JICKAPCTBCHH PCAaKIIM B TabIUYCH BU

JlanHnTe 3a 6€30M1aCHOCT, ONMCAHU TT0-A0JTy, BKJIIOYBAT BCHUKH HEXKEJIAHH JICKAPCTBEHN PEAKIUHU OT
ocemTe npoyuBanus ¢asa 1l mpu nokazanusta Bnaxxna BAM, OLIPB, OPPB, IME u muonnuna XHB
C IIPUEMJIMBA BEPOSATHOCT 33 IPHYMHHO-CJIEJICTBEHA BPb3Ka C MPOIeAypaTa Ha HHKEKTHPAHE HITH
JIEKapCTBEHUS MIPOIYKT.

Hexenanute nexkapcTBEHU peakivu ca N30POEHH 10 CHCTEMO-OPTaHEeH KJlac U YeCTOTa C M3MOI3BaHe
Ha CJIeJIHATa KOHBCHIIMS:

MHoro yectd (>1/10), wectr (>1/100 mo <1/10), meuectu (>1/1 000 mo <1/100), peaxu (=1/10 000 no
<1/1 000).

B PaMKHUTE Ha BCAKO I'PYIMUPAHE 11O YECTOTA, HEXKCIAHUTC JICKAPCTBCHU PCAKIIUU Ca IIPECACTABCHU B
HU3XOAII pEa MO0 OTHOUICHUC Ha TAXHATAa CECPUO3HOCT.



Taoauna 1:

Benuku cBbp3aHy C IEYCHUETO HEXKETaHH JIEKaPCTBEHU peakln, ChOOIIaBaHu MPH

nanveHTH B mpoyuBanus ¢asa |l (cbopuu gannu ot nmpoyusanus dasa Il 3a mokasaHusATa BIaKHa
BJIM, OLIPB, OPPB, IME u muonnuna XHB) nin o Bpeme Ha MOCTMapKETHHIOBOTO HAOJIIOICHUE

Karapakra,
Kopruxanna
KaTapakTa,
HyxneapHa xaTapakra,
CyOxkancymnapHa
KaTapakTa,
Kopneanna epo3usi,
Kopueanna abpasus,
[loBuiieHo BETPEOYHO
HaJsTaHe,

3aMBbIIIEHO 3peHue,
MbTHUHU B
CTBKJIOBUAHOTO TSJIO,
OtnenBaHe Ha
CTBKJIOBUAHOTO TSJIO,
Bonka Ha MsCcTOTO Ha
WH)KEKTUpaHE,
VYcemane 3a 4yxa0
TSJIO B OUYUTE,
[ToBuiieHa
JaKpuManys,

OTOK Ha KJjIenaya,
Xemoparus Ha
MSICTOTO Ha
WH)KEKTUpaHE,
TOYKOBUIIEH KEPATHUT,
Konronktupanna
XHUIEepPEeMHus,

OvHa xunepemust

JedekT Ha enmutena
Ha POTOBHIIATA,
Jpa3HeHe Ha
MSCTOTO Ha
WHXXEKTHpaHe,
HeoOwnuaitHo
ycellaHe B OKOTO,
Hpasnene Ha
KJlerava,
ITonoxnreneH
Tunpan B npegHara
Kamepa,

OTOK Ha pOroBHLATA.

Cucrewo- MHoro yecTH YecTn Heuectn Penxn
OpraHeH KJjac
Hapymenus CBpBX4yBCTBUTEI-
HA MMYHHATAa HOCT***
cucreMa
Hapywmennss | Hamanena Pa3kbcBane Ha Enpodranmur**, Cremnora,
HA 0YHTE 3pHUTEIHA MTUTMEHTHUS CTIUTE OtnenBaHe Ha TpaBmarnyna
0CTpOTa, Ha peTuHara*™, peTHHaTa, KaTapakTa,
KonronktrupanHa | OtiernBaHe Ha PaskbcBaHe Ha Burtpewur,
XxeMmoparus, MTUTMEHTHUS CTIUTE peTHHara, XumnomnuoH
Bonka B okoTO HA pEeTUHATA, Upur,
Jerenepanus Ha VBeur,
peTnHara, Hpuonukiur,
KpbBousnus B ITombTHABaHE Ha
CTBKJIOBUJIHOTO TSJIO, | jemiara,

*

npu BiaxxHa BJIM.

**  Kynrypa-moJIo)KUTEICH U KYJITYpa-OTpUIaTeNIeH eHI0(TaIMHUT

HapymeHI/m, 3a KOUTO € U3BECTHO, Y€ Ca CBbP3aHH C BJIaKHA BI[M HaGJ’HOﬂaBaHI/I ca CaMO B IpOy4YBaHUs

*** [1o BpeMe Ha MIOCTMAPKETHHTOBHS TIEPHOJI, CHOOIIEHHUS 32 CBPHXIYBCTBHTEITHOCT BKIFOUUTEITHO OOPHB,
CbpOexX, ypTHKAPHsI ¥ OTACITHY CIyuau Ha TeKKH aHaUIaKTHIHN/aHAQUITAKTOUIHHN PEaKIInH




Onucanue na u36paHu HediceNlanu jekapcmeeru peakyuu

B npoyusanus daza 1l npu Bnaxkna B/IM, ce nHabironaBa nmoBHIleHa YeCTOTa HA KOHIOHKTHBAIHA
XeMOoparus Ipy MaueHTH, IpueMalli aHTUTPOMOOTHYHH cpeCcTBa. Ta3u MOBUILIEHA YECTOTa €
CpaBHHMMa MEX/1y NallMeHTHTE, JIeKyBaHH ¢ pannOu3ymab u Eylea.

Aprepuanaute Tpomboemoonnunu croutus (ATC) ca HexxenaHu cbOUTHS, KOUTO Ca MOTEHIIMATHO
CBBP3aHU ChC cucTeMHO nHXxuoOupane Ha VEGF. ChiecTByBa TEOPETHUEH PHUCK OT apTepHATTHU
TPOMOOEMOOINYHY CHOUTHSI, BKIIOYUTEITHO HHCYIT U HH(PAPKT HA MHOKapAa, CIeJ HHTPAaBUTPEATHO
npuioxeHue Ha nuxuouropu Ha VEGF.

Hucwk nporeHT Ha 3a06051€Ba€MOCT OT apTepHATHN TPOMOOEMOOTNYHY CHONTHS € HabIIoJaBaH B
kanHrYHNTE n3nuTBanus ¢ Eylea npu natumentu ¢ BJM, IME, OPB u muonnuna XHB. Cpen
MOKa3aHUATa He € HaOoJaBaHa ChIIECTBEHA pasiiiKa MEXIy TpynuTe, JekyBanu ¢ aflibercept u
CHOTBETHUTE CPABHUTEITHU TPYIIH.

Kakro IIpy BCUYKHU TCPAINICBTUYHU IPOTCHUHH, IPH Eylea ChIICCTBYBA BEPOATHOCT 3a UMYHOI'CHHOCT.

Cpo0111aBaHe Ha MOA03UPAHN HEKETAHH PEAKITHH

Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEITAHU PEaKIMU CIIS]] pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BaykHO. ToBa 1M03BOJIsABA Ja MPOIBIKHM HAOIIOICHUETO Ha ChOTHOILICHUETO 0JI3a/PUCK 32
JIeKapCcTBeHUS NPoAyKT. OT MEIUIIMHCKUTE CIICIUAIMCTH CE U3KCKBA J]a ChOOIaBaT BCAKa
MOTO3UPaHa HEXKEIaHa PeaKIns Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIaBaHe, MOCOYCHA B

punoxenue V.

4.9 Ilpepo3upane

B KIMHMYHY U3NUTBAHMS ca U3II0JI3BAHU JI03H 10 4 Mg HAa €THOMECEYHH UHTEPBAJIM U ca
HaOJIr01aBaHU M30JUPaHH CIIyyad Ha Mpeno3upane ¢ 8§ mg.

[Ipeno3upaneTo ¢ mo-royisiM 00eM Ha WHXKEKTUPaHE MOJKE J]a TOBUIIN BRTPEOYHOTO Hajsrane. [1o
Ta3W MpUYMHA B CIy4ail Ha IpeAo3upaHe TpsiOBa Ja ce cliel BBTPEOYHOTO HANIATAHE U /1a CE 3all0YHe
NOJXOAIIO JICUEHHE, aKO CE CUETe 32 HEOOXOIMMO OT JIEKYBAILHUs JIeKap.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 @apmakoguHAMUYHH CBOMiCTBA

dapmakoTepaneBTuuHa rpyna: OPTaaMONIOTHYHN CPENCTBA, AHTHHEOBACKYIAPU3UPAIIU CPEICTBA
ATC xox: SO1LAOS

Admubeprent e pekoMOMHAHTEH PY3HOHEH MTPOTEUH, CHCTABEH OT YaCTU OT U3BHHKJICTHYHUTE
noMeitHn Ha penenTopu 1 u 2 3a 9oBeImku chIoB eHporeneH pacrexen paxrop (VEGF), cebp3anu ¢
Fc-gactTa Ha yoBemku IgG1.

Admubepuent e nmpousBeneH B K1 kineTku ot situnuk Ha kutaiicku xamerep (CHO) upes
pexkombuHanTHa JJHK TexHOMOTHS.

Ad¢nubepuent aeicTBa KaTo pa3TBOPUM peLenTop - "mpuMamka', koiTo ce cBbp3Ba ¢ VEGF-A n
PIGF c mo-Bucok apMHHTET, OTKOJIKOTO €CTECTBEHUTE UM PEIETITOPH, KATO TI0 TO3U HAYHH MOXKE J1a
MHXUOWpPA CBBP3BAHETO U aKTHBUPAHETO Ha Te3u cXoaHu perienitopu Ha VEGF.

MexaHU3bM Ha IEWCTBUE
CopoBusr enporener pacrexer paxtop-A (VEGF-A) u mnanentaust pacrexed pakrop (PIGF) ca
yieHoBe Ha cemeiicTBoTo Ha VEGF anrnorennute akropu, KouTo Morar ja JelicTBaT KaTo MOIIHU
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MHTOT'CHHH, XeMOTAaKCHYHH U BIUSCIIN BbPXY ChIOBHS IepMeaOmInTeT (haKTOpH 32 CHIOTECITHNTE
kinetkd. VEGF neiictsa upes npe pernienropuu tupo3un kunasu, VEGFR-1 u VEGFR-2, na
NOBBPXHOCTTa Ha eHnorennute kiaetku. PIGF ce cBbp3Ba camo ¢ VEGFR-1, koiiTo ce Hamupa cb1io U
10 MOBBPXHOCTTA Ha JIeBKoIMTUTE. [IpexoMepHOTO akTUBHpaHe Ha Te3u penentopu or VEGF-A
MO’Ke J1a TOBEJIe 10 TaTOJIOTMYHA HEOBACKYIapH3aIHs 1 IPEKOMEepHa chaoBa mpomyckimuBocT. PIGF
Moke na Obne cuaepruct Ha VEGF-A B Te3m mporiecH, a OCBEH TOBa € M3BECTHO, Ue CIioMara 3a
JIEBKOLMTHATA HHOUATPALMS U ChAOBOTO Bh3NaJICHHE.

dapMakoMHAMUYHU ePeKTH

Braoscena BIIM

Brnaxnara B[IM ce xapaktepusupa ¢ naTojiorudHa xopouaainHa Heopackymnapuzamms (CNV).
W3TtnuaHeTo Ha KPBB M TEYHOCT OT MATOJIOTHYHATA XOPOHJAIHA HEOBACKYIApU3aLis MOXKE J1a
NPUYNHN 3a1e0eNIBaHe WK OTOK Ha peTHHATA /WM CyO/MHTpapeTHHAIHA XEeMOpAarus, BOIeIa 710
3ary0a Ha 3pUTeNHa OCTPOTA.

[Ipu nanuentu, nexypanu ¢ Eylea (enHa HHXEKIUs MECEYHO 3a TPH MOCIIEIOBATEIIHU MECeIIa,
MIOCJIE/IBAHO OT €/IHa MHKEKIIUSI Ha BCEKH 2 Mecella), aedennHara Ha entpaiHara peruna [CRT]
HaMmaJsiBa CKOPO CJIe] 3all0YBaHe Ha JICUYCHHUETO, a CpeAHUAT pa3mep Ha sezusita ¢ CNV HamansiBa B
CBHOTBETCTBHE C pe3yATaTUTE, HAOIIOJaBaHu MPH JeueHre ¢ pannonzymad 0,5 mg Bceku mecell.

B npoyusaneto VIEW1 uma cpeanu namanenust Ha CRT mpu onTHuHO-KOXepeHTHa ToMorpadus
(OCT) (cpotBetHo -130 1 -129 Mukpona B cenmuia 52 3a rpynute Ha jgedeHue ¢ Eylea 2 mg Ha Bceku
JIBa Mecena u panuousymad 0,5 mg Bceku mMecen). U B 52-ta cenmunia B npoyusanero VIEW2 nma
cpenanu HamaneHnus: B CRT npu OCT (choTBeTHO -149 1 -139 MuUKpOHa 32 TpyNUTE Ha JICYECHHE C
Eylea 2 mg na Bceku qBa Meceria u panubusyma6 0,5 mg Bceku mecel). Hamasenuero Ha pasmepa Ha
CNV u rHa CRT obuuaiiHo ce 3abpxKaT U IIpe3 BTOpaTa roIMHa Ha MPOYyYBaHUATA.

IIpoyuBanero ALTAIR e mpoBeaeHo npy NalieHTH SIOHIIH ¢ HelleKyBaHa Biaxxkaa BJIM u mokasBa
NOJO00HH pe3ynTaTH ¢ Te3u oT npoyusanusta VIEW, ¢ npunarane Ha 3 mbpBOHAYaIHN €KEMECEUHN
urkeknuu Eylea 2 mg, mocienBanu ot eiHa MHXKEKIUS CIIE Olle 2 Mecella U Clie] TOBa
NPOABIDKABAHE C PEXKUM Ha JICUCHHE U yIIbJDKaBaHe C IPOMEHIMBU HHTEPBAIH (2-CeIMUYHU WIH 4-
CeIMHYHU KOPEKIMH) IO MAKCUMyM 16-ceMuieH HHTEpBaI ChITIACHO TPEBAPUTEITHO ONPEICICHN
kputepuu. B cenmuria 52 ¥Ma cpeiHo HamajeHne Ha nebenrHaTa Ha nenTpantara petina (CRT) mpu
OCT ¢ -134,4 n -126,1 MukpoHa CbOTBETHO 3a Tpylara Ha 2-ceIMUYHa KOPEKIUs U 3a Tpynara Ha 4-
ceamuyHa Kopekius. [IponeHTsT Ha manuenTHTe 6e3 TeuHocT npu OCT B ceqmuia 52 € chOTBETHO
68,3% u 69,1% B rpynuTte ¢ 2- u 4-ceAMUYHHA KOPEKLHH.

Omoxk na maxyrama ecieocmeue va OL{PB u OPPB

[Tpu OLIPB 1 OPPB ce monyuaBa ncxeMusi Ha peTHHATA U TS AaBa CUTHAJ 32 0CBOOOKIaBaHETO Ha
VEGF, xoiiTo Ha CBOW pen AecTadmiIu3npa 3IpaBUTe BPb3KU U CTUMYJIUpa posndepanusra Ha
enyorenau kinetku. OcBoboxnaBaneto Ha VEGF e cBbp3aHo ¢ yclnoxXHEHUs KaTo HapyliaBaHe Ha
KPBbBHO-PETUHHATA Oapuepa, yBeIHUeH ChA0B IEpMEabUINTET, OTOK HA pETHHATA U
HEOBacKyJapu3anus.

[pu marueHTy, JeKyBaHu ¢ 6 MOCIeA0BATEIHN MeCeYHH HiKeKIu Eylea 2 mg e nabiroaBan
CBHOTBETCTBAIL, ObP3 U CHIIEH MOP(OJIOTHYEH OTTOBOP (KOETO € OTYETEHO ¢ MOA0OpEeHNUs B cpeiHaTa
CRT). B cenmuma 24 nmoumkenneTo B CRT e cTaTHCTHYIECKH MTPEBBH3X0KIAII0 B CPABHEHHUE C
koHTpoJata u B Tpute poyuBanms (COPERNICUS mpu OLIPB: - 457 cpemnty -145 muxpona;
GALILEO npu OLIPB: - 449 cpemy -169 mukpona; VIBRANT npu OPPB: - 280 cpemry

- 28 mukpona). ToBa HamaneHue oT n3xoaHoTo HUBO B CRT ce mojabpika 10 Kpas Ha BCSIKO
npoyuBane, cenmuia 100 8 COPERNICUS, cenmuria 76 8 GALILEO u cenmmuria 52 8sB VIBRANT.

Juabemen maxynen edem
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JnabeTHUAT MaKyJIeH eieM € CIIEZICTBHE OT AradeTHaTa PEeTHHOMATHS U CE XapaKTepu3nupa C MOBHUILIECH
CH/IOB TIepMeaOUIINTET U YBpPEKJaHe Ha pEeTUHHHUTE KaIWIAPH, KOETO MOJKe /1a OBEe /10 3ary0a Ha
3pUTETTHA OCTPOTA.

Ipu marmeHTy, nekyBanu ¢ Eylea, moBeuero ot KouTo ca Ouan KitacuGUIMPaHu KaToO MAIIMEHTH C
nua6er Tum I, ce HabnronaBa ObP3 U CTAOMIICH OTIOBOP 10 oTHOIIEeHHEe Ha Mopdoiorusata (CRT,
HuBo o DRSS).

B npoyusanmsita VIVIDPME n VISTAPME ¢ HaGnromaBaHo cTaTHCTHYCCKH 3HAYMMO ITO-TOISIMO CPEIHO
Hamanienne B CRT oT u3xomaHuTe CTORHOCTH 10 ceamuiia 52 npu naruenTy JiekyBanu ¢ Eylea B
CpaBHEHHE C Jla3epHO KOHTPOJIUpaHHUTE, ChOoTBEeTHO-192,4 1 -183,1 mukpona 3a rpynure ¢ Eylea 2Q8
1 ChOTBETHO -66,2 1 -73,3 MUKpOHa 3a KOHTpOIHKUTE Tpymd. B ceaqmuiia 100 HamaeHHETO €
nogabspxKano ¢ -195,8 u -191,1 mukpona 3a rpynute ¢ Eylea 2Q8 u ¢ -85,7 u -83,9 muxpona 3a
KOHTPOJIHUTE TPYIIH, CHOTBETHO B npoyusanuaTta VIVIDME u VISTAPE,

Hampapena e oreHka, rmokaspaiia nogoopenue ¢ > 2 crbikd B DRSS 1o npeasaputenHo yTouHEeH
nauns BsB VIVIDPM® i VISTAPME, Crenenra na npomsua B ckopa no DRSS e usmepena npu 73,7%
OT ITaIlUCHTHUTE BHB VIVIDPME 4 98,3% OT malueHTUTE BbB VISTAPME B cenmuna 52, 27,7% u
29,1% ot rpynute ¢ Eylea 2Q8, u 7,5% u 14,3% 0T KOHTPOJIHUTE TPYIIH ca UMAIIA TIOJOOPEHNE C

> 2 creiku B DRSS. B cenmuta 100 ceoTBeTHHTE TpotnieHTH ca 6w 32,6% u 37,1% ot rpynuTte ¢
Eylea 2Q8, u 8,2% u 15,6% OT KOHTPOJIHUTE TPYIIH.

Muonuuna xopoudanina HeogacKynapu3ayus

MuonmyHaTa XopouaanHa HeoBacKynapusanus (Muonmyaa XHB) e uecta mpuumnHa 3a 3ary0a Ha
3pEHHUE IIPU BB3PACTHH C MMATOJIOrMYHA MUONUs. Ts1 ce pa3BHBa KaTO MEXAHU3bM 3a 3apACTBAHE HA
paHu, BCIeACTBUE Ha pyNTYpy Ha MeMOpaHaTa Ha Bruch u npeacrasnisBa Hali-uecToTo crOUTHE,
3aCTpaIlaBallo 3PEHUETO, IPU NIATOJIOTHYHA MUOIIHS.

[Ipu nauuentu, nexysanu ¢ Eylea B npoyusaneto MYRROR (enHa nHxekuusi, mpuiiokeHa B
HAyYaJIo0TO Ha TepanusiTa, C JOIBJIHUTEIHN HHXEKINH, IPUJIaraHy B Clly4yai Ha MEpCUCTHPAHE Ha
3abomsBaneTo i peruane), CRT HamaisBa ckopo el 3armouBaHe Ha JCUSHHETO B 1Moi3a Ha Eylea B
cenmuiia 24 (-79 MuKkpoHa U -4 MHKpOHa, ChOTBETHO, 3a Tpyrara 3a jieueHue ¢ Eylea 2 mg u 3a
KOHTPOJIHATA IPyIa), KaTo ce 3ama3Ba 10 cenMuia 48.

B nonsiHeHue, cpenHuat pasmep Ha XHB nesus Hamanssa.

Kinnanuna edukacHocT 1 6€300aCHOCT

Bnaowcna BIIM

Bbesonacnoctra u eduracHoctra Ha Eylea ca oleHeHu B JBe paHIOMU3UPAaHU, MHOTOLICHTPOBH,
JBOWHO-CIIEIH, aKTHBHO-KOHTPOJIMPAHU IIPOyYBaHMs py manueHTn ¢ Baaxaa BIM (VIEW1 u
VIEW?2) ¢ 06mro 2 412 nanuenTa JieKyBaHu ¥ oneHsBann 3a eduxacuoct (1 817 ¢ Eylea). Bs3pacrra
Ha MalMeHTUTe Bapupa Mexay 49 u 99 rogunu, cpequo 76 ronnHu. B Te3n KTMHUYHYU POYYBAHHUS,
npubmsutenHo 89% (1 616/1 817) ot namuenTuTe, paHI0MH3UPaHu 3a JieueHue ¢ Eylea ca Ounn Ha
BB3pacT 65 TOIUHU WK TO-Bb3pacTHH, 1 npubmmu3nTenno 63% (1 139/1 817) ca 6unu Ha BB3pacT 75
TOJMHU WJIH [T0-BB3PACTHU. BBB BCAKO MMpOyUYBaHE MALIMEHTUTE Ca PAaHJOMU3UPAHHU B CHOTHOILCHHE
1:1:1:1 Ha 1 oT 4 cxeMu Ha IpUJIaTaHe:!

1) Eylea, npunaran mo 2 mg Ha BCEKH 8 CeMHUIIH Clie]] 3 TbPBOHAYAIHH KEMECCUHH 103U
(Eylea 2Q8);

2) Eylea, npunaran o 2 mg na Bceku 4 cenmunu (Eylea 2Q4);

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

4) pannbuzymab, npuiaaras mo 0,5 mg Ha Beceku 4 cenmuity (parnouzymad 0,5Q4).

Hpe3 BTOpaTa roavHa Ha NpOy4YBAHUATA, MAIUCHTHUTE NPOABIDKABAT Jia 110JIydaBaT IbPBOHAYAIHO
panaoMu3npaHarta n103a, HO 110 MOHHq)HHHpaHa CXEMa Ha IIpujlaraHe, BOJACHA OT OLICHKATa Ha
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pe3yiTaTHTE 0 OTHOIICHUE Ha 3PEHUETO U aHATOMHYHATA HaXOKa ¢ JJeUHUPAH 10 TIPOTOKO
MaKCHUMaJIeH HHTEPBaJ Ha MpuiaraHe ot 12 ceamuiy.

W B aBeTe mpoyuyBaHUs MBPBUYHATA KpaifHa TOYKA 32 €PUKACHOCT € MPOICHTHT MAlUECHTH B
TIOITYJIANKATA MO IPOTOKOJI, KOUTO MOJIBPIKAT 3peHHeE, T.€. KaTo 3aryda Ha Mmo-Majiko ot 15 Oyksu ot
3pUTENIHATa OCTPOTA B CEAMHUIIA 52 CTIPSMO W3XOTHOTO HUBO.

B mpoyusane VIEW1 B ceqmuna 52 95,1% ot manuenture B rpymnara ¢ Eylea 2Q8 moxaspixar
3peHneTo B cpaBHeHUE ¢ 94,4% OT manmieHTHTE B TpymaTa ¢ pannouzymad 0,5Q4. B mpoyuBane
VIEW?2 B cenmuna 52 95,6% ot naumenture B rpynara ¢ Eylea 2Q8 nmoanbpixat 3peHuero B
cpaBHeHue ¢ 94,4% ot mauuenTure B rpynara ¢ pannouzymab 0,5Q4. B neete npoyusanus Eylea e
JIoOKa3aHa KaTo He MMo-Majiko e(hMKacHa M KIIMHUYHO CKBHUBAJICHTHA Ha rpymnara ¢ paHuouzymad 0,5Q4.

ITonpoOHU pe3ynTaTi OT KOMOMHUPAHUS aHATIN3 Ha JIBETE MPOYYBAHUS € MOKa3aH B TabmIuIa 2 u
¢urypa 1 nmo-mgoiy.

Tadnauua 2: Pesyiaratu 3a epuKacHOCT B ceamuiia 52 (mbpBHUCH aHAIN3) U ceamuna 96;
KOMOMHMPAHHU JaHHK OT npoyuBanusata VIEW1 u VIEW2Y

Pe3yarat 3a epuxacHoct Eylea 2Q8”" Pannonzyma6 0,504
(Eylea 2 mg Ha Bceku (panubuzyma6b 0,5 mg Ha BCeku
8 cenmuiy ciaen 3 HaYaTHU 4 cenmun)
€KEMECETHH JT03H)
(N =607) (N = 595)
Cenmuna 52 Cenmuna 96 | Ceamuna 52 Cenmura 96
Cpenen 6poit HHXKEKITHH OT 76 11,2 12.3 165
W3XOJHOTO HUBO
Cpenen 6poit HHKEKITHH 42 47
(ot cenmuria 52 o 96) ' '
[IporneHT nanueHTH ChC
3ary6a < 15 GykBu oT 95,33%" 92,42% 94,42%" 91,60%
13X01HOTO HIBO (PPS™)
Paszmuka” 0,9% 0,8%
(95% )" (-1,7; 3,5)" (-2,3; 3,8)"
Cpenna npomsina B BCVA,
M3MepeHa upe3 OllCHIBaHe
ua 6yksute mo ETDRS™ or 8,40 762 8,74 7.89
W3XOJHOTO HUBO
Pasmuka B LS”™ cpenna
npomsiHa (OyKBH 10 -0,32 -0,25
ETDRS)? (-1,87; 1,23) (-1,98; 1,49)
(95% )"
IIponieHT marueHT ¢
nonobpenue > 15 OykBu ot 30,97% 33,44% 32,44% 31,60%
M3XO0JTHOTO HUBO
Pasnnka’) -1,5% 1,8%
(95% )" (-6,8; 3,8) (-3,5;7,1)

A

Study)

BCVA: Haii-no0pe xopurupana 3puTeiHa ocTpoTa
ETDRS: IlpoyuBane Ha paHHO jeueHue Ha auabetHa perunonatus (Early Treatment Diabetic Retinopathy

LS: Cpennara pa3nuka Ha Haili-mainkuTe KBajapatH, noiydyena ot ANCOVA

PPS: mo npotokon
B)

Amnanuz Ha sutata nonynanus (FAS), npenacsse Ha nananTe o1 nocuenHoto Hadmonenne (LOCF) 3a

BCHYKH aHAJIN3HU C N3KIIOYCHNE Ha TIPOIICHTA MAIlUeHTH, ITOAIbPIKAIIH 3pUTEIHA OCTPOTa B ceAMUIIa 52,
KoeTo mpencraisasa PPS

Paznukara e cTolinoctTa 3a rpynara ¢ Eylea Munyc cToifHOCTTA 3a rpymnaTa ¢ panuonzymab. [Tonoxurenna
CTOHHOCT e B moi3a Ha Eylea.

B)
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)]
Y]
E)

Josepurenen natepsai (JIN), u3uncieH upe3 HOPMAITHO TPUOTIKEHUE
Cren 3amo4BaHe Ha JICUCHUE C TPH ©KEMECEUHH 103U
JloBepuTeneH MHTEPBAI, JeKarl u3Iisuio Hag -10%, moka3Ba He mo-mMainka egukacHocT Ha Eylea cipsimo

parnOm3ymMab
®@urypa 1. CpeHa npoMsiHa B 3pUTEITHATA OCTPOTA
OT MU3XOJTHOTO HUBO JIO ceMUIla 96 32 KOMOMHUPAHHUTE
JIaHHU OT Tpoy4BaHusaTa Viewl u View2
15 =

CpefiHa npomsiHa B 3puTenHara

0 G L 1 L L L L L L 1 1 1 L [ I ] Il L L 1 1 1 L I} 1 1

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

Ceomunum

—8—EvIEA2 mg Q8 ceamuumn ® Panunbusymab 0,5 mg Q4 ceamuum

[Ipu xomOunupan ananu3 Ha nanaute oT VIEW1 u VIEW2, Eylea noka3sa KIMHUYHO 3HAYUMHU
NPOMEHH OT U3XOJHOTO HUBO B MPEABAPUTEIHO AeQUHUpaHATa BTOPUYHA KpaliHa TOUYKa 3a
e(pMKaCHOCT, U3MEPEHNU Upe3 BRIPOCHHK 3a 3puTenHaTa GpyHKnus Ha Harmonannus odrammonornyexn
uactutyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 KITnHIIHO
3HaYMMH Pa3IMKU C paHUMHU3yMa0. BennunHara Ha TE3W MPOMEHH € 1o100Ha Ha HabJo1aBaHaTa B
nyOJIMKYBaHU MPOYYBaHHS, KOETO ChOTBETCTBA HA 1MOI00psiBaHe Ha 3peHueTo ¢ 15 OykBu npu Haii-
no0pe kopurupana 3pureiana ocrpora (Best Corrected Visual Acuity, BCVA).

[Ipe3 BTOpaTa roguHa Ha IPOYYBAHHUATA, CPUKACHOCTTA KATO IISUT0 C€ TOIBPIKA JIO TIOCISTHOTO
oleHsBaHe B cenmuiia 96, kato 2-4% OT MALMEHTHUTE Ca CE€ HY)KIACIH OT BCHUKH HWH)KCKIMH Ha
MecedHa 0a3a, a 1/3 oT manueHTHTe ca ce HyXKIaellu Hali-MaJIko OT €/IHa MHKEKIIWS C HHTEePBal Ha
JICUCHHE OT caMO €JUH Mecell.

Hamanenuero Ha cpeaHaTa IO HAa XOPOUJATHA HEOBACKYIapU3aIisl € BUJUMO BbB BCHUKH JJO30BU
TpyNU U B ABETE NPOYYBAHHAL.

Pesynrarute 3a epukacHOCT BbB BCHUKH OILICHSBAHU TOATPYIHN (HAIp. B3pAacT, 10JI, paca, 3puTeliHa
OCTPOTa Ha U3XOJHO HUBO, BUJI Ha JIE3UATA, pa3Mep Ha JIE3UsITa) BbB BCAKO MIPOYUBAHE U IIPU
KOMOMHHMpPaHUS aHAJINU3 Ca B CHOTBETCTBHUE C PE3YITATUTE B LIEIUTE TOIYIALIUH.

ALTAIR e MHOTOLIEHTPOBO, paHIOMHU3HPAHO, OTBOPEHO MPOyUYBaHe MpH 247 MalMeHTH STIOHIH C
HeseKyBaHa BnaxHa BJIM, nmpenHasHadeHo Ja onieHu eukacHocTTa U Oe3omacHoctTa Ha Eylea cren
JIBE Pa3IMYHU KOPEKIMU Ha HHTepBaja (2-cenMuyHa u 4-ceZIMUYHA) TIPH PEKUM Ha JICUCHUE U
yABIKaBaHe.

Benukn narnmentn nonydaBatr Meceynu fo3u Eylea 2 mg B mponbimkeHue Ha 3 Mecera, ocIeIBaHo OT
€ITHa MHXKEKITUS CJIe] OB IHUTENICH 2-MeceueH nHTepBai. B ceqmuna 16 narmenture ca
panmomusupanu 1:1 B 1Be rpynu Ha nedenue: 1) Eylea, jedenue u yapmkaBaHe ¢ 2-CeIMAYHA
kopekiun u 2) Eylea, neuenue u yabmkaBaHe ¢ 4-CeIMUYHN KOPEKIHU. Y TBIDKABAHETO HITH
CHKpaIlIaBaHETO HA MHTEPBAJIa HA JICUCHHUE € ONPECTICHO Bb3 OCHOBA HA 3pUTETHU W/UIM aHATOMUYHU
KpUTEPHH, ONIPEIENIEHHU C IPOTOKOJ, C MAKCUMAaJIEH MHTEpBaJI OT 16 ceMuUIy 3a IBETE TPYITH.
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IIspBrYHaTA KpaiftHa ToUKa 3a e(huKacHOCT € cpemHarta npomsaa B BCVA oT W3X0qHOTO HUBO 110
cenmuiia 52. BropuuHuTe KpaliHH TOYKH 3a e(UKACHOCT ca MPOICHTHT Ha MAI[UEHTHUTE, TPU KOUTO
HsIMa BJIOIIaBaHe ¢ >15 OYKBH, M MIPOLICHTHT HA MAIIUEHTUTE, TIPH KOUTO MMa TIOA00pPCHUE ¢ HaW-
Masko 15 0yksu mpu BCVA 0T H3X0IHOTO HHBO 0 ceaMulia 52.

B ceamuna 52 manueHTHTE B paMOTO Ha JICUSHHE U yIbJDKaBaHe ¢ 2-CeAMHYHH KOPEKLUH [T0ydaBat
cpenHo 9,0 OyKBU OT U3XOJHOTO HUBO B cpaBHEeHHE ¢ 8,4 OyKBH 3a T€3H B Ipymnara ¢ 4-CeIMUIHN
kopekuuu [LS cpenna pasmuka B 6yksute (95% CI): -0,4 (-3,8;3,0), ANCOVA]. TIpoueHThT Ha
MaUeHTHUTE, IPU KOUTO HsIMa BJolIaBaHe ¢ >15 OykBH, B ABETE paMeHa Ha JieueHue e cxoneH (96,7%
B rpymnara ¢ 2-CeJ[MUYHM KOpeKuu u 95,9% B Ta3u ¢ 4-ceamMuunn Kopekiuu). [IporeHTsT Ha
NaIueHTHTE, IPU KOUTO UMa nojo0peHue ¢ >15 Oykeu B cenmuna 52, e 32,5% B rpymnata c 2-
ceamuyuHM Kopekiun u 30,9% B Ta3u ¢ 4-ceqMUYHN KOpeKIuu. [IponeHThT Ha MalluEHTHTE C
WHTEpBaJia Ha JIeYeHHe, yIbIDKeH 10 12 cenMuiy u moBeue, € 42,3% B rpynara ¢ 2-CeIMUYHA
kopekuu u 49,6% B Ta3u ¢ 4-ceamuyuHu Kopekuuu. OCBEH TOBa, B TpymaTa ¢ 4-ceIMHUYHU KOPEKIIUU
40,7% OT manuyeHTUTe ca ¢ MHTepBaJ, yABKEH A0 16 ceamunu. Ilpy mociaenHOTO mocemeHue npeau
ceamuna 52 56,7% u 57,8% OT manueHTUTe CHhOTBETHO B TPYIIUTE C 2-CEAMUYHU U 4-CEAMUIHU
KOPEKIIMY ca C TUIAHUpaHa Clie[Bala HHKEKIUS B UHTEpBAII OT 12 ceMMUIIU Wi OBEYE. 3PUTEITHUTE
U CUCTEeMHUTE NPOQHIN Ha 0€30MacHOCT ca MoI00HN Ha 0€30MacHOCTTa, HAOJI01aBaHa B OCHOBHUTE
npoyuBanus VIEW1 u VIEW2.

Omox na maxynrama ecneocmsue na OL[PB

BbesomacuHoctTa 1 eukacHocTTa Ha Eylea ca olieHeHn B 1Be paHIOMU3UPaHN, MHOTOLICHTPOBH,
JBOWHOMACKUpaHH, TIAe00-KOHTPOIUPAHH TPOYIBAHUS MPH MAIMEHTH ¢ OTOK Ha MaKyJjaTa
senencteue Ha OIIPB (COPERNICUS u GALILEO) ¢ o6muro 358 manueHT IeKyBaH! U TOIXO AN
3a orieHka Ha epukacHocTTa (217 ¢ Eylea). Be3pacTra Ha manmenTuTe Bapupa ot 22 1o 89 roaunw,
cpenno 64 ronunn. B OLIPB npoyuBanusta, npubausurento 52% (112/217) ot nauneHTuTe,
panaoMu3upanu 3a jeueHue ¢ Eylea ca Ouin Ha Bb3pacT 65 TOAMHM WM TTO-Bh3PACcTHU, U
npubsmsutenHo 18% (38/217) ca 6unu Ha Bb3pacT 75 roMHN WM [10-Bb3pacTHU. B nBete
MIPOYYBaHMUS MAIMEHTUTE Ca Pa3Npe/IesIeHH Ha CIIy4aeH NPUHIUI B ChOTHOIIEHUE 3:2 B TpymaTa 3a
umkekTupane Ha Eylea 2 mg Ha Bceku 4 cenmunm (2Q4) win B KOHTpOJIHATA IPyIa 38 HHKEKIHH C
tane6o Ha BceKH 4 CeIMUIIN 3a 0010 6 TPUITOKEHHSL.

Crnen 6 exeMeceUHH MHKCKITUY MAIUCHTHTE ca MOJIydaBajiy JICYCHUE CaMO aKo ca OTrOBapsuTd Ha
MIPEIBAPUTEITHO ONPEACICHH KPUTSPUH 3a JICUCHUE, C U3KIIIOUCHUE Ha TTAIIMCHTUTE B KOHTPOJIHATA
rpyna Ha mpoyuBaHeTo GALILEO, xouTo ca mpoab/HKUiIH J1a ToTydaBar miamnebo (KOHTposa Ha
KOHTpoJaTa) 10 cenmuna 52. OT Ta3u BpeMeBa TOYKa, BCHUKH MAIIMCHTH ca OMJIM Ha JICYEeHHE, aKo ca
OTTOBAPSIM Ha NPEABAPUTEITHO ONPE/ICIICHUTE KPUTEPUH.

W B aBeTe mpoydBaHUS MbPBUYHATA KpaifHa TOYKA 32 €PUKACHOCT € O IPOIIEHTHT MaleHTH, KOUTO
ca ce monoopwu ¢ moHe 15 Oyksu B BCVA Ha ceamuna 24 B cpaBHEHHUE C U3XOTHOTO HUBO.
Bropuunata nmpoMeHIrBa 3a e(h)UKacHOCT € Ouia MpoMsiHa B 3pUTEIIHATA OCTPOTA B ceaAMuIia 24 B
CpaBHEHHUE C U3XOTHOTO HUBO.

Pasnukara Mex 1y TepaneBTUIHATE TPy € OHIla CTATUCTHYECKH 3HaYMMa B roini3a Ha Eylea u B iBeTe
npoyuyBaHus. MakCHMaTHOTO MOIOOPEHHE HA 3PUTETHATA OCTPOTA € JOCTUTHATO Ha Mecell 3 ¢
noclieiBamo crabunusupane Ha 3putenHata octpora U CRT no mecen 6. CtaTucTHYecKu 3HaUMMaTa
pasiinKa e moJyIbpxKana Jio ceamuna 52.

[HonpoOHu pe3ynTaTu OT aHATM3a Ha JABETE MPOYUYBAHMUS ca MOKa3aHu B Tabauua 3 u Ha ¢urypa 2 no-
J011y.
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Ta6muua 3: Pesynrati 3a epuKkacHOCT Ha cemuna 24, cenmuma 52 u cexmuna 76/100 (Lsnata anammsupana rpyna ¢ LOCF®) B mpoyusanns COPERNICUS u

GALILEO
Pe3yararu 3a COPERNICUS GALILEO
epuracuocr 24 ceqMuIHM 52 cexmuun 100 ceamuuu 24 cexMuIu 52 cexmuum 76 cexMuIH
Eylea Kourpona | Eylea | Komrpona® | Eylea® | Komrpo- | Eylea Kontpo- | Eylea | Komrpo- | Eylea® | Kourpo-
1 E) *
2 mg Q4 2 mg 2 mg aa, 2mg Q4 Jaa 2mg | J1a 2 mg aa™
(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 ¢
nogoOpenue > 15 GykBu oT 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
HU3XOJHOTO HUBO
A,B,

Mperernena pasuica 44,8% 25,9% 26,7% 38.3% %Zégff’ %f’so:?)

(95% II0) (33,0, 56,6) (11,8, 40,1) (13,1, 40,3) (24.4,52,1) 4o.7) 42.6)

p-croiinoct p < 0,0001 p = 0,0006 p=0,0003 p <0,0001 0 80:04 p=0,0004
Cpenna npomMsiHa B

B)

E%/QSB’) syt 3. 17,3 -4,0 16,2 38 13,0 15 18.0 33 16,9 38 137 6,2
6YKBH OT Iix(}),HHOTO HUBO (12,8) (18,0) (17,4) (17,2) a7,7) 7,7) (12.2) (14,2) (14,8) (18,1) (17,8) a7,7)
(SD)

pasna B L 217 12,7 118 14,7 (18322 7.6

29;.’0/ ;:’LCH) (17.4,26,0) (7,7,17,7) (6,7,17,0) (10,8, 18,7) 182) @1,13,1)

p-crofinocr b < 0,0001 p <0,0001 p <0,0001 p <0,0001 oboot p=0,0070
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E)

Pasnukara e Eylea 2 mg Q4 cexmunu MUHYC KOHTpOJIA

Pasnmukata u goBeputennuat unarepsan (1) ce nzuncisipart, karo ce u3noisea tect Ha Cochran-Mantel-Haenszel (CMH), kopurupas 3a pernos (AMeprka copsiMo OCTaHajaTa

yact ot cBera 38 COPERNICUS u Espona crpsimo Asust/Tuxookeancku pernot 3a GALILEO) u usxonna kareropus mo BCVA (> 20/200 u < 20/200)

BCVA: Haii-no6pe kopurupana 3pureina ocrpora (Best Corrected Visual Acuity)

ETDRS: IlpoyuBane ¢ panHo JieueHne Ha quadbetna perunonarus (Early Treatment Diabetic Retinopathy Study)

LOCF: Ilpenacsine Ha gaHHMTE OT HocieaHoTo Ha0moaenue (Last Observation Carried Forward)

SD: CtaHaapTHO OTKJIOHEHHUE

LS: Cpenna Ha Hali-mankuTe kBagpaty, moimydeHo or ANCOVA

LS cpenna pasnuka u gfoBepuTeneH HHTepBan Ha 6a3ara Ha moxen ANCOVA ¢ dakrtopu: rpyna Ha nedeHue, peruoH (AMeprka copsiMo OCTaHajIaTa 4acT OT CBETa 3a

COPERNICUS u EBpomna cnpsmo Azusi/Tuxookeancku peruon 3a GALILEO) u uzxonua kareropusi mo BCVA (> 20/200 u < 20/200)

B npoyusanero COPERNICUS nauuenTtuiTe B KOHTpOJIHATA TpyIa ca MOIIIHK 1a nosy4asat Eylea npu Bb3HHKBaHEe Ha HYXJAa, C YeCTOTA BEAHBXK Ha BCEKH 4 CEIMHUIIN OT
ceamuna 24 o ceamuna 52; manueHTUTE ca UMAJIA BU3UTH HA BCCKH 4 CEAMHILIH.

B npoyusanero COPERNICUS kakTo marueHTHTe OT KOHTPOJIHATA rpyma, Taka u nauneHTute Ha Eylea 2 mg, ca nomy4asanu Eylea 2 mg npu Bb3HHUKBaHE Ha HYKJa C 4ECTOTa

BEIHBX Ha BCEKH 4 CEAMUIM OT ceamuLa 52 10 cenmuiia 96; malMeHTHTe ca UMK 3aIbJDKUTEITHE BU3UTH Ha 3 Mecella, HO € MOXKeJo 1a ObIatT NperiekJaHu i Ha BCEKU

4 cemMuIM, aKO € HEOOXOINMO.

B npoyusanero GALILEO kakTo manpeHTUTe B KOHTPOJIHATA TPYIIA, Taka W manuenTure Ha Eylea 2 mg, ca moayuasanu Eylea 2 mg npu Hyx1a, Ha BCekH 8 CEMHUIK OT

ceqmuna 52 1o ceamuna 68; manueHTHUTE ca MMAaJX 3aIbJDKUTEITHI BUSHUTH Ha BCEKU 8 CEIMHUIIH.

17



®urypa 2: CpenHa npoMsiHa OT U3XOIHOTO HHUBO J10 ceamuiia 76/100 B 3puTeIHaTa OCTPOTA [0 TPYITH
Ha nedenue 3a npoyuyBanuata COPERNICUS u GALILEO (Llsnara ananusupana rpymna)

COPERNICUS
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CpepHa NnpomsiHa B 3puUTenHa ocTpoTa
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Ceamunum
—&— EYLEA2mg KoHTponHa rpyna

X Toka3Ba npeMnHaBaHeTO Ha KOHTponHaTta rpyna kbM PRN neuenne c EYLEA 2 mg

B GALILEO, 86,4% (n = 89) ot rpynata Ha Eylea u 79,4% (n = 54) ot rpynara Ha muiaue6o ca Ouiu ¢
OLIPB nepdysus Ha usxoaHo HUBO. B ceqmuna 24, Toa ca 6mnu 91,8% (n = 89) B rpynara Ha Eylea
u 85,5% (n =47) B rpynara Ha miaire0o. Te3u nponopuuu ce noanbpxar B ceamuna 76, ¢ 84,3%

(n =75) B rpynara Ha Eylea u 84,0% (n = 42) B rpymnaTa Ha miamne6o.

B COPERNICUS, 67,5% (n = 77) ot rpynara Ha Eylea u 68,5% (n = 50) ot rpymnara Ha miaiebo ca
60w ¢ OLIPB nepdy3ust Ha uzxoaHo HUBO. B cenmuna 24, ToBa ca 6w 87,4% (n = 90) B rpymnara Ha
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Eylea u 58,6% (n = 34) B rpynara Ha miane6o. Te3u npomnopunu ce moaappxat B ceamuna 100, ¢
76,8% (n=76) B rpynata Ha Eylea u 78% (n = 39) B rpynara Ha miane6o. [lanuentuTe B rpynara Ha
iane0o ca uMany npaso Aa nonydasaT Eylea ot ceamuna 24.

BrnaronpustHUST edekT oT neueHueTo ¢ Eylea Bepxy 3purennarta GyHKINSA € MOJO0CH B H3XOIHUTE
MOJIPYIH OT NMaIueHTH ¢ nepdys3us u 6e3 nepdysus. Edexrure Ha 1e4eHNETO BHB BCUUKH OIICHSICMHU
NOArpyIH (Harp. BB3pacT, MO, paca, 3pUTETHA OCTPOTA Ha U3XOJIHO HUBO, MPOABIDKUTEITHOCT Ha
OLIPB) BBB BCSAKO OT MPOYYBAHUATA Ca OWIIM MIPUHITUITHO CHOTBETCTBAIIM HA PE3YJITATUTE B OOITUTE
TMOITYJIAINH.

[Ipu ananusa Ha o606menure nanuu ot GALILEO u COPERNICUS, Eylea nokasBa KIMHUYHO
3HAQYMMH IIPOMEHH OT U3XOJHOTO HUBO 3a MPEIBAPUTEIHO OIpe/ieieHaTa BTOPUYHA KpaiiHa TOYKa 32
edukacHocT. BerpocHuk 3a 3purenHara GpyHkuus Ha HanmoHamHus opTaaMoI0ruyeH HHCTUTYT
(National Eye Institute Visual Function Questionnaire, NEI VFQ-25). Beauumnnara Ha T€31 IIPOMEHH €
nojjo0Ha Ha HaOJro/1aBaHaTa B MyOIMKYBAaHUTE KIIMHIUYHH POYYBaHUs, KOETO ChOTBETCTBA HA
npubassHe Ha 15 6yksu B Haii-mo6pe koHTponupana 3purenara ocrpora (Best Corrected Visual
Acuity, BCVA).

Omox na maxyrama ecreocmsue na OPPB

Bbesonacnocrra u eduracHoctTa Ha Eylea ca oueHenu B €AHO paHIOMU3UPAHO, MHOTOLIEHTPOBO,
JBOMHOMACKUPAHO, aKTUBHO-KOHTPOJIMPAHO MPOYYBaHHUE MIPU NALMEHTH C OTOK Ha MaKyjara
senencterue Ha OPPB (VIBRANT), koeTo BKITIOYBA XeMUpPETHHAHA OKTy3Hs Ha BeHa. O6mio 181
NalMeHTH ca JIEKYBaHH U ca OMJIM MOJXOISIIN 32 olleHKa Ha epukacHoctTa (91 ¢ Eylea). Bo3pactra
Ha MalMeHTUTe Bapupa ot 42 1o 94 rogunwu, cpegHo 65 ronunu. B npoyusanero 3a OPPB,
npubusuteano 58% (53/91) ot manmeHTuTe, paHaOMU3UpaHu 3a Jeuenue ¢ Eylea ca owin Ha
BB3pacT 65 TOIUHU WM TIO-Bb3PACTHH, U puOm3uTeHo 23% (21/91) ca 6unu Ha Bb3pacT 75 roguHu
WIN TI0-BB3pacTHH. B poy4BaHeTo ManueHTuTe ca panaoMu3upany B cboTHowenue 1:1 B rpyna Ha
Eylea 2 mg na Bceku 8 cemmuity ciiesi 6 HaYaTHA MECEYHU MHXKEKIMHU, WM Ha Jla3epHa
(doTokoarynais, MpUIOKEHa Ha M3XOIHO HUBO (HapeueHa ,J1a3ep-KoHTposiHa rpymna”). [TaiueHTuTe B
Ja3ep-KOHTPOJIHATA TPyIIa MOTaT Ja IOJIy4aT IOIbIHUTEIHA Jla3epHa GoTokoaryaanus (HapedeHa
,»CIIACUTEITHO JIa3ePHO JIeueHne ), 3aroyBalia B cenmMuna 12, ¢ MUHIMaeH HHTepBal oT 12 ceqMuIu.
B®3 ocHOBa Ha MpeBapUTEIHO ONPEACTICHA KPUTEPUH, TTAIIMEHTUTE B TpyIaTa ¢ Jla3ep Morart Jia
TOJTy4aT CIAaCHUTENHO JiedeHue ¢ Eylea 2 mg ot ceamuna 24, npuiaraHa Ha BceKH 4 CEIMHIH B
NPOIBIDKEHNE Ha 3 Mecela, MOCIeIBaHO Ha BCEKH 8 CEeAMUIIN.

B knmuanynoTo npoyuBane VIBRANT, mbpBruuHaTa KpaitHa TOUKa 3a €UKACHOCT € O MPOLCHTHT
MaIUeHTH, KOUTO ca ce moaoopuiu ¢ more 15 6ykeu B BCVA Ha cemmunia 24 B cpaBHEHHE C
M3XO0JIHOTO HHUBO KaTo rpynara Ha Eylea mpepb3xosk/a Ta3u Ha Jia3epHUsI KOHTPOJL.

Bropuunara kpaiiHa Touka 3a e(yuKacHOCT Oellle MPOMsHA B 3pUTETHATa OCTPOTa B cenqMuIa 24 B
CpaBHEHHE € U3XOAHOTO HHBO, KOSITO € OMila CTaTUCTUYECKU 3HauuMa B nonn3a Ha Eylea B
npoyuBaneTo VIBRANT. [logoOpenne Ha 3puTeNHATa OCTPOTA € HACTHITUIIO ObP30 U JOCTUTHATO HA
Mecell 3 ¢ IMoCIIeBaIo MoAIbpKaHe Ha edexTa 10 Mecer] 12.

B rpynara Ha J1azepeHo JieueHue, 67 MalUeHTH ca MOJyYHIIn CIiacuTeNHO JieueHue ¢ Eylea,
3amoyBalio B ceamuiia 24 (aktuBHa koHTpona/rpyna Ha Eylea 2 mg), koeto Boau 10 nonodpenue B

3pUTEIHATAa OCTPOTA C OKOJIO 5 OYKBH OT ceamuIia 24 1o cenmura 52.

[MonpoOHU pe3ynTaT OT aHaM3a Ha KTUHUYHOTO npoyuBane VIBRANT ca mokasanu B Tabnuna 4 u
Ha ¢urypa 3 mo-gomy.
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Tabauua 4: Pe3ynratu 3a edukacHocT B ceqmutia 24 u cenmuna 52 (Lsmata ananm3upana
nonynarus ¢ LOCF) B kmuangaaoTo npoyuBane VIBRANT

A)
B)

B)

)

Y]

E)

Pe3yararTu 3a epukacHoct VIBRANT
24 ceqxMuIH 52 ceqMuIm
Eylea2 mg Q4 | AxruBHa Eylea AKTHBHA
(N=91) KOHTPOJIa 2mg Q8 KOHTPOJ1a
(;1azep) (N=91)" | (nazep/Eylea
(N =90) 2 mg™)
(N =90)
Ipouent nanuenTH ¢ nogoopeHue > 15 52.7% 26.7% 57.1% 41.1%
OYKBH OT U3XOAHOTO HHUBO (%)
Iperernena pasmika ™ % 26,6 16.2%
(95% A1) 13,0,14,1 (2,0, 30,5)
p-cToitHOCT p=0,0003 p=0,0296
Cpenna npomsina B BCVA, usmepena upes 17.0 69
ETDRSC ckop 3a OykBH, OT U3XOJAHOTO (11’9) (12 9) 12,2 (11,9)
HUBO (SD) ' '
Paznuka B LS cpenna croiinoct™? 10,5 52
(95% JAN) (7,1, 14,0) (1,7,8,7)
P-CTOMHOCT p<0,0001 p=0,0035")

Paznukara e Eylea 2 mg Q4 cenMuiin MuHyc KOHTposa (J1azep)

Paznmukara u 95% mosepurennusat uatepsai (JIM) ce u3uncisiBar, KaTo ce U3IoJ3Ba TecT Ha Mantel-
Haenszel, xopurupan 3a pernon (CeBepHa AMmepurka cripsimo SAnoHus u u3xoaHa kateropus mo BCVA

(> 20/200 1 < 20/200)

LS cpenna pasnuka u 95% nosepurenen nurepsan Ha 6azata Ha Mmojenn ANCOVA c rpyna Ha jieueHue,

usxoaHa kateropus mo BCVA (> 20/200 u < 20/200) u pernos (CeBepra Amepurka crpsiMo SImoHHs) KaTto
IBIroTpaiiHu edext n n3xoaHa kareropus no BCVA karo koBapuara.
Ot cenmuua 24 nHTEpBala Ha JeUeHHUE B TpynaTa Ha jJedeHue ¢ Eylea e yabimKkeH 3a BCHUKHU NMAIUEHTH OT 4

ceMMIM Ha § ceMUIHM TIpe3 ceamuna 48.

B HauanoTo Ha ceaMuIia 24 MalMEHTUTE B rPyIaTa Ha JCUCHHE C JIa3ep MOraT Ja MoJydar CIacuTeIIHa
tepanus ¢ Eylea, ako 1oCTHrHAT MOHE €AKH MPEBAPUTEIIHO ONPEEIeH KpUTepuit 3a mpurogHoct. 0010
67 marpeHTH B Ta3W IpyIia ca MOJYYHITH CIIACUTENHO JiedeHue ¢ Eylea. dukcupanaTta cxema Ha JieueHHE C
Eylea e Tpu mp1H Eylea 2 mg Ha Bcekn 4 ceAMHUITH, TTOCTIEIBAHO OT MHXKEKITUH HA BCEKH § CEIMMIIH.

Homwunanna p-ctoitHoCT
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®urypa 3: Cpenna npomsiHa B BCVA, usMepena upes ckop 3a 6ykeu mo ETDRS ot uzxoaHoTto
HUBO J0 ceamuria 52 B KTuHUIHOTO npoyuBane VIBRANT

20 VIBRANT
+17.0

+17.1
15

10

CpenHa npomsiHa B 3pUTenHa ocTpoTa
(BykBK)

0 ( L L ' i i i i L i i i '

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

—h— Eylea 2 mg —e— JlazepHo KOHTpOMHa

rpyna

Ha u3xomHO HHUBO nerbT Ha manueHTuTe ¢ nepdysus B rpynata ¢ Eylea u rpynuTe Ha edeHue ¢ nasep
e cpoTBeTHO 60% 1 68%. B cenmunia 24 te3u asuose ca cboTBeTHO 80% 1 67%. B rpynara Ha
nedenue ¢ Eylea mpoueHThT Ha naleHTy ¢ nepdysus ce 3amaspa 10 ceamuna 52. B rpynata Ha
JIeYeHHE C Ja3ep, KbACTO MalMEeHTHTE ca OMIM MOJAXOAINH 3a ClIacuTeNHO jedeHue ¢ Eylea ot
cenMulla 24, nenbT Ha MAlMEHTHTE ¢ nepdy3us ce e yBenndaui 10 78% B ceamuna 52.

Jluabemen maxynen edem

be3zonacHocTTa U ehukacHocTTa Ha Eylea ca onjeHeHu B iBe paHIOMHU3UPaHH, MHOTOLIEHTPOBH,
JIBOHHO-3aCIICTICHH, AKTHBHO-KOHTPOTMPAHH npoyuBanus mpu marments ¢ JIME (VIVIDPME i
VISTADME). 00610 862 manueHTH ca OWIN JIEKyBaHH U OlleHsIeMU 3a edukacHocT, 576 ¢ Eylea.
Br3pactra Ha nanmenTuTe Bapupa ot 23 no 87 roguHu, cpegHo 63 ronunu. B npoyusanusra 3a JIME,
npubnmusutenHo 47% (268/576) ot nauueHTHTE, paHAOMHU3UpaHH 32 JieueHue ¢ Eylea ca 6wy Ha
BB3pacT 65 TOJAWHU WIH O-Bb3pacTHU, U pudIm3uteHo 9% (52/576) ca 6uimu Ha BB3pacT 75 roguHu
WK TI0-BB3pacTHH. [loBeveTo manueHTH B ABETE Mpoy4yBaHus ca Ounu ¢ auadet tun 11

B nBete mpoyuBaHus MAIMEHTUTE ca OMIIN pa3NpeieNieH: Ha CITydaeH MPUHINI B choTHOmeHue 1:1:1
B 1 oT 3 cxeMu Ha 103UpaHe:

1) Eylea, npuiaran mo 2 mg Ha BCEKH 8 CEIMUIIM CIIeN 5 Ha4YaIHU €KEMECCUHH NHKCKIUH

(Eylea 2Q8);

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

3) nasepHa (oTokoarysaiys Ha MaKyara (aKTHBHA KOHTPOJIA).

Karo ce 3amoune B cenmunia 24, naieHTUTe, OTTOBAPSIIN Ha TPEABAPUTEIIHO ONPEIeNieH par Ha
3ary0a Ha 3peHHEeTO, ca OV TIOAXOISIIH 32 [TOJTyYaBaHe Ha JOIBIHUTEITHO JICUEHHUE: MTAI[HIEHTHTE B
rpynute Ha Eylea e Moskeno na monmy4asar JiedeHue ¢ Jla3ep, a MallMEHTUTE B KOHTPOJIHATA IPyTa €
MOKeITo Ja moiyuasat Eylea.

B aBere npoyuBaHHs OCHOBHATA KpaifHa TOYKa 3a e(PUKACHOCT € OMJIa CpeiHATa MPOMSIHA OT HU3XOIHO
uuBo Ha BCVA B cenmuria 52 kato nsere rpynu Eylea 2Q8 u Eylea 2Q4 nemoncTpupat
CTaTHCTUYECKA 3HAUMMOCT M TO IO-BHCOKA OT Ta3W IPU KOHTPOJHATA rpyma. Ta3u moJisa e 3amna3eHa
1o ceamura 100.
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[oxpo6Hu pesyrary oT aHatn3a Ha npoyusanmsita VIVIDPYE u VISTAPME ca nokasanu B TaGmma 5
u ¢durypa 4 no-noy.
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Ta6auua 5: Pesynrartu 3a eukacHoct Ha ceqmuna 52 u cenmuna 100 (Lsurata ananmsupana nomynamust ¢ LOCF) B poyusanmst VIVIDPME u VISTAPME

Pesyararh 3a VIVIDPME VISTAPME
eukacHocT
52 ceamunu 100 ceqmum 52 ceqmuuu 100 ceamunu
Eylea Eylea AKTHBHA Eylea Eylea AKTHBHA Eylea Eylea AKTHBHA Eylea Eylea AKTHBHA
KOHTPOJIa KOHTPOJIa KOHTPOJIa KOHTPOJIa
2mgQ8” | 2mg Q4 (nazep) [2mgQ8” [2mgQ4 | (masep) [2mgQ8“4 | 2mgQ4 (mazep) | 2mgQ8”| 2mgQ4 | (nasep)
(N=135) | (N=136) | (N=132) | (N=135) |(N=136) | (N=132) | (N=151) | (N=154) | (N=154) (N=151) | (N=154) | (N=154)
Cpenna npomsana B BCVA,
HU3MepeHa 1o ETDRS" CKOp 10,7 10,5 1,2 9,4 114 0,7 10,7 12,5 0,2 11,1 11,5 0,9
3a 6yKBI/I OT U3XOJHOTO HHUBO
P LS 10,7
A o P 9.1 9,3 8,2 76 10,45 12,19 101 106
CTOUHOCT ,0;
(6,4,11,8) | (6,5;12,0) (5,2;11,3) (7,7,13,2) | (9.4;15,0) (7,0,13,3) | (7,1;14,2)
(97,5% AN) 13,8)
HpOL[eHT IIAIIUCHTHU C
monobpenue > 15 OykBu oT 33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
HU3XOAHOTO HUBO
Kopurupana pasnuka I', B, [T 26,1% 20,1% 25,8%
(97p5°/ I)ilI/I) ' 24% 23% 0% e s
9 o . .
(13,5; 34,9)| (12,6;33,9) 8.0 29.9 (14,8; (13,5; (24,1; (9,6;30,6) | (15.1;36,6)
80:299) 1 375 33,1) 44,4)
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Cien 3aro4yBaHe Ha JICUCHHE C 5 ©KEMECCUHH HHKCKIINU

LS cpenna croifHoCT M JOBepuTeieH HHTEpBaI Ha Oa3ara Ha Mozess ANCOVA ¢ BCVA onpenensiHe Ha U3X0JTHO HUBO KaTO KOBapuarta u (akTop 3a rpymna Ha jgedenue. OcBeH
toBa 3a VIVIDPME kato daxtop e Brmouen pernonst (EBporna/ABcTpamus cipsmo Snorns), a 3a VISTAPME kato paxrop e Brmouena anamuesa 3a MU w/umi CVA.
Paznukara e rpymnara ¢ Eylea MuHyc rpymnara ¢ akTUBHaTa KOHTpoJIa (J1azep)

Pasznukara ¢ moBepureneH uarepsai (1) u cTaTucTHYECKH TECT ce M3YUCIIABAT, KaTO ce U3IMOJ3Ba cxeMa Ha Mantel-Haenszel, kopurupana 3a pernos (EBporma/ABcTpanus
crpsivo Sonnst) 3a VIVIDPME i anamuesa 3a MU w/umi CVA 3a VISTAPME

BCVA: Haii-n06pe xopurupana 3pureina octpora (Best Corrected Visual Acuity)

ETDRS: IIpoyuBaHe ¢ panHo jieueHue Ha nuadetHa peruHonarus (Early Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsine Ha naHHHTE OT nocienHoTo HabmoneHue (Last Observation Carried Forward)

LS: Cpenna cToHHOCT 110 MeTOa Ha Hal-MaJIKuTe KBapaty, noaydeHo or ANCOVA

JW: JloBepuTeneH UHTEpBa
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®@urypa 4: Cpenna npomsaa B BCVA, mamepena upes ckop 3a 0yksu o ETDRS ot uzxomHo HIBO
10 cenmuma 100 B mpoyusarmsita VIVIDPME i VISTAPME

15 VIVID

+11.4
+9.4

CpenHa npomsiHa B 3pUTenHa ocTpoTa
(BykBK)

+0.7
100
Ceomuum
g 15 — VISITA
2 1+12.5
3
© +11.5
£ +11.1
(0]
=
s ~
Q =
o m
@ 3
@ O
QO
x
s
o
Q.
c
4]
I
@ +0.9
o
(&)
100

Ceomuum

—ll—Eylea 2mg Q8 Ceammun —k—Eylea 2mg Q4 Ceamuumn
® NasepHo KoHTponHa rpyna

EdexTrTe OT IeUeHNETO B OleHIEMUTE MOATPyH (Harp. Bb3pacT, 1o, paca, HDALC Ha uzxomno
HHUBO, 3pUTEITHA OCTPOTA HAa U3XOJHO HUBO, NipeaxoHa antu-VEGF Tepanuist) BbB BCAKO MPOyYBaHE U
B KOMOMHHpPaHHS aHAIH3 KaTO I5UT0 ca OMITU B ChOTBETCTBUE C PE3YJATATUTE B OOIIUTE MOMYJIAIIHH.

B npoyusanusta VIVID®ME u VISTAPME croreerHo 36 (9%) 1 197 (43%) HarmeHTH ca I0TydaBaim
npeaxonHa aHTu-VEGF tepamnus, ¢ 3-MecedeH uin mo-IbJIbl iepuo Ha ounctBane. Edexrure ot
JICYCHUETO B MOJArpyIaTa MalueHTH, KOUTO ca JiekyBaHu ¢ naxuoutrop Ha VEGF, ca Ounu nmomoOHu Ha
HaAOJII0JaBaHUTE ITPH MAIlMCHTH, HeJIeKyBaHu ¢ HHXuOuTop Ha VEGF.

[TanuenTrTe ¢ OMIaTepaiHo 3a0oJsABaHe ca OmiIn moAxoasiy 3a antu-VEGF neyenue Ha npyroro
0KO, aKO TOBA € GHIIO OLIEHEHO KaTo HeOOXO0MMMO OT Jiekapst. B mpoyusarero VISTAPME 217 (70,7%)
ot naneHTuTe Ha Eylea ca monmywaBanu nBycrpannu umkekuuu Eylea no cenmuna 100; B
npoyusanero VIVID®ME 97 (35,8%) ot nauuentute na Eylea ca nonyuasanu pasmimuno antu-VEGF
JICYCHHUE B IPYTOTO OKO.

He3zaBucumo cpaBautenHo npoyuBade (DRCR.net Protocol T) e uznon3Bano cxema Ha J03UpaHe,
6asupana Ha ctporu OCT u 3puTETHN KPUTEPUH 32 TIOBTOPHO JiedeHHe. B rpymara Ha jiedeHne ¢
aflibercept (n = 224) na cenmuria 52, To3M PEXHMM Ha JEUCHHE € Jall Pe3y/ITaT IPH MAI[MEeHTH,
NOJTy4aBally CpeAHO 9,2 MHKEKINH, KOETO € TOA00HO Ha mpuiiokeHus Opoit jo3u B rpynara Eylea
2Q8 B VIVID®ME 11 VISTAPME, nokato o6ara edukacHoct B rpymnara Ha nedetue ¢ aflibercept B
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Protocol T e cparmMa ¢ rpymnara Eylea 2Q8 8 VIVIDPME u VISTAPME, B Protocol T e HaGmronaBaso
cpeano nmoxobpenue ot 13,3 OykBu kato 42% OT MAIMEHTHUTE TO00PSIBAT 3PEHUETO CH C Hall-MalKo
15 OykBU CHIpSIMO U3XOJTHOTO HUBO. 3PUTEITHUTE U CUCTEMHH MPO(UIN Ha 6€30MacCHOCT

(Bxkmountenso ATE) ca mogo6uu va VIVID®ME u VISTAPVE,
Muonuuna xopouoanna neosackynapuzayus

bezonacHoctTa 1 epukacHoctTa Ha Eylea ca olieHeHHM B paHIOMU3MPAHO, MHOTOLICHTPORBO, ABOHHO-
MAacCKHpPaHO, IU1a1ie60-KOHTPOINPAHO MIPOYyYBaHE TP HEJICKYBaHU MIPEIH TOBA MALMEHTH OT a3UaTCKU
npousxoJ ¢ MuonmaHa XHB. O6mo 121 nauueHTH ca JeKyBaHH U ca oueHsiemu 3a edukacHocT (90 ¢
Eylea). Be3pactra Ha nanueHTute Bapupa mexay 27 u 83 roaunu, cpenHo 58 ronunu. B npoyusaneTo
3a muonmuHa XHB, npubiausurento 36% (33/91) ot nanueHTUTe, pAaHIOMHU3UPAHH 34 JICYCHHE C
Eylea ca 6uim Ha BB3pacT 65 TOAMHU WM NO-Bb3pacTHH, U npubamsurento 10% (9/91) ca 6unu Ha
BB3pacT 75 TOAWHH WIH HO-Bb3PACTHHU.

ITanmenTute ca pasmpenenacHu Ha CiIydacH MPUHIIAI B chboTHOMEHKe 3:1 1a momydaBat win 2 Mg
Eylea unrpaBuTpeanHo, WM HHXXEKIUH C IU1ae00, MpUIaraHi BEAHBXK B HAYaJI0TO Ha MPOYYBAHETO,
C JOMIBJIHUTCIIHN NHXKCKIUH, IIPpUJIaraiu €KEMECCYHO B CHy‘Iaﬁ Ha NCPCUCTUPAHC WX PCIIUANB HAa
3a00JIABaHETO, 10 ceaMulia 24, KOrato ¢ OlleHeHa IIbPBUYHATA KpaliHa TOYKa.

Ha cepmuna 24 manmenTTe, paHAOMHU3UPAHA ITHPBOHAYAIHO Ha I11ane0o, ca OWI OIXOSINHN /13
nosryyar mepBata jo3a Eylea. Crien ToBa, maleHTUTE M B IBETE TPYIH Ca MPOABIIKUIN J1a ObaaT
IMoAXOoaAIIM J1a MoJIiydaBaT AOIIbJIHUTCIIHA MHKCKIIUN B cnyqaf/i Ha NC€PpCUCTUPAHC WU PCIIUAVB Ha
3a00JISIBAHETO.

Pasnukara MeXIy TpyNuTe 3a JIEYCHHE € CTATUCTUYECKH 3HaYMMa B Tion3a Ha Eylea 3a mbpBuuHaTa
KpaiiHa Touka (nmpomsiHa B BCVA) u nmoTBbpauTeHa BTOpUYHA KpaiiHa TOYKa 32 ehUKACHOCT
(MpOLEHTHT MAIUEHTH, KOUTO ca ce moaoopuiu ¢ 15 6yksu B BCVA) Ha ceamuiia 24, B CpaBHEHHE C
M3XOJTHOTO HHUBO. Pa3nukuTe 3a ABeTe KpaifHU TOUKH Ca CE 3aIa3wiiy 10 ceamua 48.

[TonpoOHu pesynratu oT aHanm3a Ha mpoyuBaHeTo MYRROR ca nokazanu B Tabnuma 6 u @urypa 5
0-JI0TTY.
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Ta6auna 6: PesynraTu 1o OTHOIIEHNE Ha €PUKACHOCTTA Ha ceaMuIla 24 (IbpBUYEH aHANIN3) U
cemuna 48 B mpoyusareto MYRROR (ITsnen naGop 3a anamus ¢ LOCF?Y)

Pe3syJsiTaTn o oTHOIIeHHe HA MYRROR
e(pukacHocTTA 24 ceamunm 48 cenmuuu
Eylea2 mg | INmamedo | Eylea 2 mg ILtaunedo/
(N =90) (N=31) (N =90) Eylea 2 mg
(N =31)
Cpenna npomsiHa B BCVAB), OIICHKAaTa
H: GI}I/KBPI”II; H3MepeHa upes ETII;I)RS oT 121 2,0 135 39
5) (8,3) 9.7 (8,8) (14,3)
u3xoaHo HKBO (SD)
cromaet e L3 1 141 05
(10,8; 17,4) (5,4; 13,7)
(95% 1)
IIpoLeHT MalMeHTH ¢ Tog00peHne > 38.9% 9.7% 50,0% 29,0%
15 GykBHU OT U3XOJHO HHBO
IIperernena pasnuka B 29,2% 21,0%
(95% M) | (14,4;44,0) (1,9; 40,1)

A)
B)

LOCF: Ilpenacsiae Ha nanHuTe OT mociennoto Haomoaenue (Last Observation Carried Forward)

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

ETDRS: IlpoyuBane ¢ paHHo neyenue Ha quabetHa perunomnatus (Early Treatment Diabetic Retinopathy Study)
SD: CraHIapTHO OTKJIOHEHHUE

B Cpenna LS: Cpenna na Haii-Mankure ksaapatu, noixydeso ot mogen ANCOVA

JU: loBeputeneH UHTEpBA

M LS cpenna pasznuka u 95% JIW Ha 6a3ara Ha momenr ANCOVA ¢ rpyna Ha JIe4eHHe U AbPiKaBa
(0o003HaueHus 3a IbpikaBa) Kato puxcupanu edextr, 1 BCVA Ha H3X0IHO HMBO, KATO KOBapHaAHTA.

E) " Pasnuxara u 95% JIY ce m3umcisiBat, Kato ce m3nousea rect na Cochran-Mantel-Haenszel (CMH),
KOpUTHpaH 3a JIbprkaBa (0003HAUECHHMS 3a IbPIKAaBa)

®@urypa 5: Cpenna mpoMsiHa OT M3XOHO HUBO JI0 ceamulia 48 B 3puTenHaTa OCcTpoTa 1o Tpyna

Ha sieueHue B nmpoyuBaneto MYRROR (ITwsien Habop 3a ananus, LOCF)

MYRROR

+12.1
10

(bykBmM)
u

+3.9

12 16 20 24
o e 4
\O/O\o/o\o_c-/zs
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Ceamuum

32 36 40 44 48

CpeaHa npomMsiHa B 3pUTeNiHa ocTpoTa

—@—EYLEA 2mg —O— KonTponHa rpyna

IleauaTpuyHa monynaus
EBpomneiickaTta areHIus o JieKkapcTBaTa 0CBOOOXKJaBa OT 3abJDKEHUETO 3a IPEelOCTaBsiHE Ha
pe3ynTaTtuTe OT MpoyuBaHusATa ¢ Eylea BbB BCHUKM MOATPYyNH Ha MeAUaTPUYHATA TTOITYJIAluUs IPU
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Biaaxua BJIM, OLIPB, OPPB, JIME u nonynanuu ¢ muonnuda XHB (Bxk. Touka 4.2 3a uH(GOpMaIus
OTHOCHO yIIoTpeOara B IeANaTpHUsITa).

5.2 @apmMakoKHHeTHYHH CBOWCTBA
Eylea ce mpuiara JUPeKTHO B CTBHKIOBHIHOTO TSUJIO, 3 J]a OCBIIECTBH JIOKAJTHU €()EKTH B OKOTO.

AbGcopOrms/pasnpenencHue

Admubeprent ce abcopOupa 0aBHO OT OKOTO B CHCTEMHOTO KPbBOOOPBILIAHKE CJIC HHTPABUTPEATHO
NPUIOKEHHUE U ce HaOIoJaBa B CUCTEMHATa [UPKYJIalus PEIUMHO KaTO HEaKTHBEH CTa0HIIeH
kommiekc ¢ VEGF; o6aue camo cBoOoAHUAT adnubepuenT uMa crmocoOHOCTTa Ja Ce CBBP3Ba C
ennorenuus VEGF.

B enHO papMakOKMHETHYHO MOANPOYYBaHE MPH 6 MAMEHTH ¢ HeoBacKyaapHa BiaxxkHa BJIM c gecto
B3eMaHe Ha MPOOH, MaKCHMAITHUTE TIIa3MEHH KOHIIEHTPAIIMU Ha CBOOOIeH admubeprient (cucTeMHa
Crmax) Ca HHCKH, CbC CpefHa cToiHocT mpubdamsurenno 0,02 mukporpama/ml (quamason ot 0 mo 0,054)
B paMKHTe Ha 1 70 3 THM CJie]] MHTPaBUTPEATHO HH)KEKTUPAHE Ha 2 Mg M ca HEOTKPUBACMH JIBE
CEeIMHMIIM CJIE/T TI0JTydaBaHe Ha J03aTa IPH HOYTH BCHUKH NManueHTd. Adaubepuent He KyMynupa B
I1a3Mara pyu HHTPABUTPEATHO MIPUIIOKEHUE Tpe3 4 ceAMULIN.

CpenHara MakcHUMallHa IJIa3MeHa KOHLEHTpaLus Ha cBoboaeH admaubepuent e npubnuzutenHo 50 no
500 nbTH Mo KOHIEHTpalMATa Ha adaudeprent, HeoOXoauMa 3a HHXUOMpaHe Ha OMOJIOTMYHATa
aktuBHOCT Ha cucteMHus VEGF ¢ 50% B xxuBoTrHCKM Mojenu. [lpu TsX ca HaOr01aBaHu IPOMEHU
Ha KPHbBHOTO HAJIATaHE CJIE] KaTO HUBATa Ha CBOOOJICH aunOeplenT B KphBOOOPBIEHUETO ca
JIOCTUTHAIU npuOau3uTesHo 10 Mukporpama/ml ¢ BpbliiaHe /10 H3XOIHOTO HUBO CJIS MaJaHe Ha
HUBaTa JI0 1o Mpuomu3uTeaHo 1 Mukporpam/ml. M3uucieHo e, ue ciies] KHTPaBUTPEaTHO
MIPUJIOKEHUE Ha 2 Mg P NAIMeHTH, CPeTHATAa MaKCHMalTHA IJIa3MeHa KOHIIEHTpAIUs Ha CBOOOICH
apmubepuent e moBede ot 100 MBTH MO-HUCKA OT KOHIIEHTpAIMITa Ha aImOeplenT, Heo0XoaumMa 3a
NoJTy-MaKkcuMaltHo cBbp3BaHe Ha cucteMuute VEGF (2,91 mukporpama/ml) nmpu npoydBaHe che
3npaBu 1o0poBony. CleoBaTeTHO ca MaJKO BEPOSTHU CHCTEMHH (papMaKOAMHAMUYHU €()eKTH KaTo
IIPOMEHU B KPHBHOTO HAJISTAHE.

B®B dapmakokuHeTHUHE nIoANpoyuBaHus npu namuenty ¢ OLIPB, OPPB, /IME wnu muonnuna XHB
cpeana Cpax Ha cBoOOAEH adnmubeplent B mia3mara ca OMIM CXOAHH, ChbC CTOMHOCTU B TUama3oHa OT
0,03 mo 0,05 mukporpama/m| ¥ HHAUBUAYATHN CTORHOCTH, KOMTO He Haasuiasar 0,14
mukporpama/ml. Ciiez TOBa, IIa3MEHUTE KOHIICHTPAIMK Ha ¢BOOOICH ad)MOepILenT craaaT 10
CTOMHOCTH NOJ] WM OJTU3KH 10 JOJTHATA FPAaHMLIA Ha KOJTMYECTBEHO ONpeiesisiHe OOUKHOBEHO B
paMKUTe Ha eHa CEMHLA: HEOTKPUBAEMH KOHICHTPALMH C€ JOCTUraT MPEIH CIEABALIOTO
MpUJIOKEHHUe cien 4 CeAMUIN, PU BCUYKH MAI[HeHTH.

Enumunupane
Toit kato Eylea e TepameBTHYHO cpeCTBO Ha OCHOBATA HA MIPOTEHH, HE Ca MPOBEKIAHH ITPOYIBAHUS

3a MeTabonm3Ma My.

CpobOoauust adaudepiient ce cebp3Ba ¢ VEGF, kato o0pa3yBa ctabuieH HHEpPTEH KoMIuieke. KakTo
NpY IPYTHTE MPOTEHHU € TOJIIMa MOJIEKYJIa, Ce 0YaKBa M CBOOOHHSAT, M CBbp3aHuAT adruubeprient aa
Ce CIIMMUHHUPAT Ype3 MPOTCOIUTHICH KaTabOIH3bM.

brOpeuno yBpexaaHe
He ca npoBexxnanu cniernpainau npoy4uBanus ¢ Eylea npu manmenT ¢ 0b0peyHO yBpexKIaHe.

®apMaKOKHHETHYHUSAT aHAIHN3 Ha MareHTuTe B mpoyuBaneto VIEW2, 40% ot kouTo ca mmanu
060peuHo yBpexaane (24% nexo, 15% ymepeno u 1% Texko), moka3Ba JIMIICA Ha PA3IUKH 110
OTHOIIICHUE Ha TIa3MEHHUTE KOHIICHTPAIIMY Ha aKTHBHOTO JICKAPCTBO CJIE]] MHTPABUTPEATHO
MpUIOKEHUE pe3 4 WK § CeIMMUIIN.
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ITonoOHu pe3ynratu ca HabmogaBanu pu manueHTn ¢ OLIPB B npoyusanero GALILEO, mpu
naupenty ¢ JIME B npoyusarero VIVIDPME 1 npu nanpentn ¢ Muornmuna XHB B npoyusareTo
MYRROR.

5.3 IlpeakIVHUYHYU JAHHU 32 0€30MACHOCT

HpI/I HCKIIMHUYHHUTC NNPOYUYBAaHUSA 3a TOKCUYHOCT IIPU MHOTOKPATHO IpUJIaraHe C(bCKTI/I ca
Ha6HIOZIaBaHI/I CcaMo Ipu CUCTEMHU CKCITO3UIIMH, 3a KOUTO CE CUMUTA, YE€ 3HAYUTCIIHO Ha/IBUIIIaBaAT
MaKCUMaJIHaTa €KCIIO3UIIUA IIPU X0pa CJICT MHTPAaBUTPCATHO IIPUIIOKCHUEC B ITPEABUICHATA KIIMHUYHA
J03a, KOCTO IIOKa3Ba MaJIKO 3HAYCHHUC 3a KIIMHUYHaTa yHOTpe6a.

Epo3suu u ynuepaliyu Ha peCIiupaTOpHUs IUTEN B HA3aTHUTE X0J0BE Ha MaMYyHH, JICKYBaHH C
aaubepenTt HHTPABUTPEATHO, ca HAOIIOJaBaH! MIPU CUCTEMHHU €KCITO3UIINH, HaIBUIIIABAIIN
MaKCUMAaJIHaTa eKCIO3ULMs pu xopa. CuctemMHaTa eKcrno3uuus Bb3 ocHoBa Ha Cra 1 AUC 3a
cBoOoeH adubeprient € choTBeTHO 0K0J10 200 1 700 mbTH TT0-BHCOKA B CPAaBHEHHE ChC CHOTBETHUTE
CTOWHOCTH, HAOJIIOaBaHU TPY XOPa CIIe]l MHTPABUTPEATHO MPIIIOKEHKE Ha 03a oT 2 mg. [Ipn
HUBOTO Oe3 HabmonaBanu HexxkenaHu epextd (No Observed Adverse Effect Level, NOAEL) ot

0,5 mg/oko npu MaiiMyHH CHCTEMHATa EKCITO3UIIHUS € ChOTBETHO 42 M 56 IbTH M0-BUCOKA B3 OCHOBA
Ha Chax 1 AUC.

He ca MPOBCKAAHU NTPOYUYBAHUA 34 MYTAIrCHCH HUJIU KAPIUHOTCHCH NMOTCHI[UAJ Ha a(b.]'II/I6CpL[€HT.

HabmionaBan e edexT Ha adaubepent BbpXy BETPEMATOUYHOTO Pa3BUTHE B IPOYYBaHUs HA eMOpPHO-
(eranHOTO pazBuTHE pU OpeMeHHH 3aiiiu ¢ nHTpaBeHo3Ho (3 1o 60 mg/kg), kakTo u moxkoxHo (0,1
1o 1 mg/kg) npunoxenne. NOAEL nipu maiikute e npu no3a ot 3 mg/kg win crorBetno 1 mg/kg.
NOAEL 10 oTHOIIIEHHE Ha TOKCHYHOCT 3a pa3BUTHETO He € ompeeneHo. [Tpu no3a 0,1 mg/kg,
CHCTEMHHTE €KCIIO3UINHU Bb3 OCHOBA Ha Crax M KyMynaTuBHa AUC 3a cBobozeH admaubepuent ca
CBHOTBETHO 0K0J10 17 1 10 mbTH MO-BUCOKH B CpaBHEHUE ChC ChOTBETHUTE CTOWHOCTH, HAOMIOJaBaHN
IPH XOpa cJe]] HHTPABUTPEATHO PHIOKEHHE Ha 103a 2 M.

Edekrure BbpXy epTriMTeTa MPU MBKKU U KESHCKHU )KUBOTHH Ca OIEHSIBAHU KaTO YacT OT
6-MeceuHo MpoyuBaHe IPYU MAaMyHHU ¢ HHTPABEHO3HO MPHIIOKEeHKE Ha adIuOepIenT B 1034 OT 3 J0
30 mg/kg. [Ipu Bcruky 1030BM HHMBA ca HAOJIIOaBaHM JIMIICA HA MEHCTPYAIlHs WK HEPEIOBHH
MEHCTPYyaJTHHU [UKIIM, CBbP3aHH C TPOMEHH B HUBATa HA KEHCKUTE MOJIOBH XOPMOHH, U TIPOMEHH B
MOp(hoJIOTHsATa U MTOJABMIKHOCTTA Ha criepMaTo3ouaute. Bb3 ocHoBa Ha Cray 1 AUC 3a cBOOOICH
agaubepiient, HaOI01aBaHU MPU MHTPABSHO3HO MPUIIOKEHUE Ha 103a 3 mg/kg, cucTeMHHTE
ekcro3unuu ca cboTBeTHO 0K0I0 4 900 ety 1 1 500 bTH MO-BHCOKHU OT €KCIIO3ULIHATA,
HaOJI0JTaBaHa MPH X0pa CIIel MHTPaBUTPEATHO MPUIOKEHNE Ha 1032 2 mg. Beuuku mpomeHu ca omimu
obpaTummu.

6. DOAPMALIEBTUYHU JAHHHU

6.1 Chnucbk HAa IOMOIIHHUTE BelleCTBA

ITonucopbar 20

Hatpuer nuxuaporengochat monoxuapar (3a kopekuus Ha pH)
Hunatpues xuaporengpocat xenraxuapar (3a kopekuust Ha pH)
Harpues xnopun

3axapo3a

Bopa 3a umxexnun

6.2 HecbBMeCTUMOCTH

[Ipu nunca Ha mpoyyBaHMA 32 HECHbBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT HE TPsiOBa /1a ce CMecBa C
JIPYTH JIEKApCTBEHU NPOLYKTH.
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6.3 Cpok Ha roaHocT
2 TOIUHU
6.4 ChnenuajJHM ycJI0BUS HA ChbXpaHeHHUe

ITa ce cexpansBa B xnaquwiauk (2°C mo 8°C).

Ja He ce 3ampassiBa.

CoxpaHsBaiiTe MpeABAPUTEIHO HATbIHEHATA CIIPUHIIOBKA B OJIUCTEPA U B KAPTOHEHATA OMAKOBKa, 32
Jla ce TPeJInasy OT CBETIIMHA.

[Ipenn ynotpeba HeoTBopeHusT O6muctep Eylea Moske na ce chxpansBa Ha cTaiiHa Temreparypa (1o
25°C) no 24 gaca. Cnen oTBapsiHe Ha OimcTepa fa ce paboTH B aCENTHYHH YCIOBUSL.

6.5 Bwuau chabpkaHue HA ONAKOBKATA

90 MuKpOIHTpa Pa3TBOP B MPEABAPUTETHO HAIIbJIHEHA CIIPHHIIOBKA (CTHKIIO THI 1), MapKkupaHa ¢
YepHa JIMHUSA 32 TO3UpaHe, ChC 3aIyIraaka 0yTano (eIacToMepHa TyMa) | JIyep-JIOK aIanTop ¢
Karaydka Ha Bbpxa (emacromepHa ryma). OnakoBka ot 1 Opoi.

6.6 ChnenmuaJnu npeanasHd MEPKH NMPH U3XBBPJIsiHE U padoTa

[IpenBapuTenHo HalrbJIHEHATA CIIPUHIIOBKA € CaMO 3a €JHOKpaTHa ynoTpeda B €JHO OKO.
He otBapsiiTe cTepumHus MpeIBapUTETHO HATBIHEH OJIMCTEP M3BBH YHCTATa CTas 3a MPUIIOKEHHUE.

Tbi KaTO MpeBapUTEHO HAITbJIHEHATA CIIPUHIIOBKA ChIbPiKa MoBeue 00eM (90 MUKpoIuTpa) OT
MpenopbuuTenHaTa 103a (50 MUKpoauTpa), 4acT oT o0eMa, ChAbpPIKAIL c€ B CIIPHHIIOBKATA, TPAOBa 1a
Ce OTCTpaHU MPEeAU MPUIOKEHHE.

[Ipenu nmpunoxenue, pa3TBOPHT TPAOBaA Ja c€ MPOBEPU BU3YAIHO 32 UY>KIH YaCTUIM W/UIIK IPOMSHA B
[[BETA WJIM BCSIKAKBA ITPOMSIHA BbB BRHIIHUS BUJ. B cityyaii ue ce Habo1aBaT TakuBa, JICKapCTBEHUST
NPOJIYKT TPOBA J]a c€ U3XBBPIIH.

3a UHTpaBUTPEATHO HHXKEKTUpaHe TpsaOBa fa ce m3nonsea 30 G x 12 mm uHXeKIIMOHHA UTJia.
Ykazanus 3a ynompeta na npedsapumenno nanvinenama cnpuHyo6Ka:

1.  Koraro cte roToBu na npmioxurte Eylea, oTBopere kapToHeHaTa ONTaKOBKA M U3BaJIeTe

cTepunm3upanus onuctep. BHUMaTeHO OTBOpeTe OHcTEpa, OCUTYPSIBAKH CTEPHITHOCTTA

Ha ChIbpXKaHUETO My. [pBKTe CIPUHIIOBKATa B CTepHUIHATa Talia, JOKATO CTAaHETEe

TOTOBH 3a CIIIOOSIBAHETO M.

Wznon3saiiku acenTUYHa TEXHUKA, H3BAJIETEe CIPUHIIOBKATA OT CTEPHIM3UPAHHS OIHCTED.

3.  3a ;1a MaxHeTe KarmaykaTta Ha CIIPUHIIOBKATa,
JPBKTE CIIPUHIIOBKATA B €IHATA CH PHKa, KaTO C ( ‘.
IpyraTa XBaHETe KaradkaTa Ha CIIPHHIIOBKATa C orvETEl
naJjierna u rnokasasnena cu. Moss, oObpHeTe
BHUMaHue: TpsOBa qa OTUyNUTE KaraykaTa Ha
CIIPUHITOBKATA (HE Sl BBPTETE WIIA YCYKBANTE).

N

4.  3a nma m3berseTe HapylIaBaHe Ha CTCPIITHOCTTA HA MPOAYKTA, HE U3TETIISTTE HA3al
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OyTaJoTo.

M3non3Baitky acenTUYHA TEXHUKA, 3aBUMTE
ILTHTHO MHXEKIIMOHHATA UTJIa KbM JIyep-JI0K
BbpXa Ha CIIPUHIIOBKATA.

Karo nppxute cripuHIIOBKaTa C HaCOUEHA
Harope uria, st IpoBepeTe 3a HaIMYue Ha
MexypueTa. AKO ©Ma MeXypueTa, BHUMATEITHO
MOTyMHaiTe COPHUHITOBKATA C TIPBCT, JOKATO
MexypueTaTa ce U3UTHAT 10 TopHaTa i 4acr.

OrcTpaHeTe BCHYKH MEXypUeTa U U3TIIaCKAWTe U3JIUIIHKS JIEKAPCTBEH MPOIYKT, Ype3
0aBHO HaTHCKaHe Ha OyTanoTo, 3a J]a U3PABHUTE [IUIIMHIPUYHATA OCHOBA HA CBOJIA HA
OyTanoTo ¢ YyepHaTa JIMHUS 33 TO3UPaHE Ha CITPUHIIOBKATA (€KBUBAJICHTHO Ha

50 MuKponuTpa).

PaaTBop crnep oTCTpaHABaHe Ha
Bb3AyLWHUTE Mexyp4yeTta n

cBO,Cl Ha Gyranom N3NULLHOTO NekapcTeBo

Bb3ayLiHo Mexypye P16 Ha
INHnA 3a cBOAa Ha

E ' [o3avpaHe 6yTanorto

P16 Ha
cBoAa Ha
6yTanoto

JnHns 3a
Ao3upaHe

PastBop

[IpenBapuTenHo HaTBJIHEHATA CIPUHIIOBKA € CaMO 3a €HOKpaTHA yrmoTpeda. MHOTOKpaTHO
Mpujarane Ha 03U OT MPeJBAPUTEIHO HATBJIHEHA CIIPUHIIOBKA MOXKE J1a YBEJIUYHU PUCKA OT
3aMbBpPCSIBaHE U IMOCIeIBAIIa HH(EKITHS.

Hewnsnom3BaHusT JeKapCTBEH MPOAYKT WK OTHAAFYHUTE MaTepUaI OT HETO TpsOBa Ja ce
U3XBBPJISAT B ChOTBETCTBUE C MECTHUTE U3UCKBAHUSL.
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7. ITPUTEXATEJI HA PASPEHLIEHUETO 3A YIIOTPEBA

Bayer AG

51368 Leverkusen

T'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/12/797/001

9. JATA HA ITbPBO PASPEIIIABAHE/ITOJAHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jata Ha mepBO pazpemanane: 22 HoemBpHu 2012 1.

Jlata Ha nocnenno noaHoBsBane: 13 romm 2017 r.

10. [JATA HA AKTYAJIMU3UPAHE HA TEKCTA

IMoapo6Ha uHbOpMAIHs 3a TO3M JICKAPCTBEH MPOYKT € MpeIoCTaBeHa Ha yeOcaiita Ha EBporneiickara
areHIus 1o Jiekapcreata http://www.ema.europa.eu
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1. HNME HA JIEKAPCTBEHUA ITPOAYKT

Eylea 40 mg/ml nmxeKInoHEH pa3TBOpP BB (PIaKoH

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB

1 ml MUTUITUTBP MHKEKIIMOHEH pa3TBOp chabpika 40 mg adnmbepuent (aflibercept)*.

Bceexu ¢makon cpappka 100 MukponuTpa, otroBapsmu Ha 4 mg adaubdeprent. ToBa ocurypssa
M3M0JI3BaEMO KOJIMYECTBO 32 JOCTAaBSAHE HA eIMHUYHA 1032 OT 50 MUKpOIUTpa, ChABPIKAIIK 2 MQ
apnubepuent.

*®y3HOHEH NPOTENH, ChCTABEH OT YaCTH OT M3BBHKJICTHUHUTE JJOMEHHU Ha perientopu 1 1 2 3a
YOBEIIKH ChJI0B eHnoTeseH pacrexeH ¢paktop VEGF (Vascular Endothelial Growth Factor), cBbp3anu
¢ Fc-yactra Ha woBemku IgG1, n npousseaen B K1 kieTku ot situHuK Ha kutaiicku xamcrep (CHO)

upe3 pexkomOunanTHa JIHK TexHomorus.

3a IIBJIHUS CIUCHK Ha ITOMOIIHHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
WmkexinoneH pa3tBop (MHKEKIIHS)

Pa3tBOpBT € OMCTHp, Oe31BETEH 10 OJIETOKBIT M H300CMOTHYEH.

4. KJIMHUYHU JAHHHN
4.1 TepaneBTHYHHU MOKAZAHUS

Eylea e moka3an npu Bb3pacTHH 3a JCYCHUE HA

® HeoBacKyJapHa (BJIaKHa) Bb3PacTOBOOOYCIIOBEHA JiereHepanus Ha makynara (BJIM) (Bx.
Touka 5.1),

® 3PUTEIHO yBpEXJIaHe, IbDKAII0 ce Ha OTOK HAa MakyJjara, BCJISICTBHE Ha OKITy3Hs Ha
petuHanHa BeHa (OPB) (oxiry3ust Ha pa3kinoHeHue Ha pernHanHa BeHa (OPPB) wimm oxmysus Ha
neHTpainara peruiaina BeHa (OL[PB)) (Bx. Touka 5.1),

® 3PUTEIHO YBpEXJIaHe, IbJDKAII0 ce Ha nuabereH MakyieH eneM (JIME) (Bx. Touka 5.1),

® 3PHUTENHO yBpEXKIaHe, IbIDKAIIO0 Ce Ha MUOITMYHA XOPOUIalHa HEOBacKynapu3anuus (MUOITMYHA
XHB) (Bx. Touka 5.1).

4.2 Jlo3upoBKa M HAYUH HA MPHIOKEHHE
Eylea e camo 3a HHTpaBUTpeaTHO UHKEKTHPAHE.

Eylea TpsiOBa n1a ce mpuiiara camo OT JIeKap CIEIHAINCT C OMUT B MPUIIOKEHUETO HA MHTPABUTPEATHH
WHKEKIUH.

33



gO?»PI[}OBKa

Braosena BIIM
[Ipenoppuntennara no3a 3a Eylea e 2 mg aduubeprient, orroBapsiny Ha 50 MUKPOJIUTpA.

Jledenuero ¢ Eylea 3aro4Ba € €1Ha MHXKXCKIUS MECCUYHO B TPH MOCJICAOBATCIHU 1O3U. CJ'IC,Z[ TOBa,
HWHTCPBAIBT MCXKIY MPUIIOKCHUATA CC YABJDKAaBa Ha iBa MECEIIa.

BB3 ocHOBa Ha mperieHKaTa Ha JieKapsl 3a 3pUTEITHH W/WIH aHATOMUYHU PE3yITaTH, HHTEPBAIBT
MEX]Ty PUIIOKEHUATA MOXKE J1a ObJie IOIbPIKaH Ha JIBa Mecella Win Aa 0bJie TOTbIHUTEIHO
YABIDKEH, KaTO CE U3II0JI3Ba JICUCHHUE U TTPOIhDKABaHe HA CXeMaTa Ha MpHiarafe, mpu KOeTo
WHTEPBAJIUTE HA MHXKEKTUPAHE CE YABIDKABAT C 10 2 WK 4 CEJAMMIIU JIO IOCTHTaHe Ha CTA0OWITHU
3PUTEIHU W/UIIM aHATOMUYHU PE3yNTaTH. AKO 3pUTEIHUTE U/UIIM aHATOMUYHUTE PE3YJITaTH Ce
BJIOIIIAT, MHTEPBAILT HAa JICUCHUE TPsIOBa Ma ObJIe CHOTBETHO HAMAJICH O MUHAMYMa OT JIBa Mecelia
IO BpEME Ha ITEPBUTE 12 Mecera oT JICUCHUETO.

Hsima n3nckBaHe 3a MOHUTOpHUPAHE MEXTy WH)KEKIIMUTE. Bb3 OCHOBA Ha MpelieHKaTa Ha JeKapsi,
rpaduKbT Ha MOCEIICHUITA 32 MOHUTOPHPAHE MOXKE JIa € Ha TI0-MaJIKK HHTEPBAIU OT MOCEIICHUITA 32
WHKCKITUH.

WHTepBanu Ha JedeHue, Mo-TOJIeMH OT YETHPH Mecella MeK/y WHXKEKIIMUTE, He ca MMPOYYBaHU (BXK.
Touka 5.1).

Omox na maxyrama ecieocmeue Ha OPB (OPPB uau OL{PB)

[penopbuntennara no3a Ha Eylea e 2 mg adbnubeprent, oTropapsmy Ha 50 MUKpOJIUTpA.
Cren mppBaTa MHXEKIHUS JICUSHUETO Ce MpHiIara exemMecedto. MIHTepBanbT MEXIy ABE AO3U HE
TpsiOBa 1a ObJie MO-KPaThK OT €IUH MECell.

Axo SPUTCIIHUTC 1 aHATOMHUYHUTC PE3YyJITATU IIOKA3BaAT, Y€ MMAUCHTHT HC CC MTOBJIUABA IMMOJIOXKUTCIIHO
OT MPOABJKABAHEC HA JICYCHUCTO, IPUIIOKCHUCTO HA Eylea Tpﬂ6Ba Ja Cc€ IpCyCTaHOBU.

EskeMeceyHOTO JieueHue MPOAb/KaBa J0 JOCTUTaHe Ha MAaKCHMAaJIHA 3pUTEIHA OCTPOTa W/WIIK HE ca
HaJIMIIC TIPU3HALIM 332 aKTUBHOCT Ha 3a00JisiBaHeTo. MOXKe Jla ca He0OXOAMMHU TPU WX TIOBEUE
IIOCJIEIOBATEIHA MECEYHU NHIKEKIIUU.

JleueHneTo Moxe Aa MpoABbJIKH C IMOCTCTICHHO YAbJKABAHE HAa HHTCPBAINTEC, 3a 1a C€ MOAAbPIKAT
CcTaOMIHU 3PUTCIIHU W/WIIA aHATOMWYHH PE3YIATATH, BBIIPEKU Y€ HAMA JOCTAThbYHO JaHHH, 3a Aad CC
HallpaBH 3aKJIHOYCHUC 34 NPOABIDKUTCIIHOCTTA Ha HHTCPBAJIUTC. Axo 3PUTCITHUTC U /MM aHATOMUYHU
pe3yiaTaTu €€ BjIOIaT, MHTEPBAJIa HA JICUCHUETO TpH6Ba CBhOTBCTHO J1a C€C HaAMaJIH.

I'paduxbT Ha IpOCIIEAIBAHE M CXeMaTa Ha JieueHHe TpsiOBa J1a ce OMPeeNIAT OT JEKYBaIHs JIeKap Bb3
OCHOBA Ha OTTOBOpA Ha OTJEITHUS MAIHEHT.

[IpocnensiBaHeTo 32 aKTHBHOCT HA 3a00JIIBAHETO MOKE J]a BKIIIOYBA KJIMHUYCH TPETJIE/I, H3CIIeABaHE
Ha (PYHKIIMOHAJHHUTE MOKA3aTeIH WIM 00pa3HU TEXHUKH (HArp. ONTUYHA KOXEPEHTHA ToMorpadust
iy (IyopecleHTHa aHruorpadus).

Jluabemen maxynen edem

[Mpenoppuntennata no3a Eylea e 2 mg agnubepuenT, ekBuBaneHTHH Ha 50 MUKpOIHTpA.
Jlewenuero c Eylea ce 3amouBa ¢ eHa MHXKEKIUS MECEYHO 3a ITET MOCIICIOBATEHH JI03H, U Ce

npoabJKaBa € €JHa MHXKCKIUA Ha BCCKU JBa MCCela. Hsma n3nckBaHe 3a MOHUTOpPUPAHE MCKIY
HNHXKCKIIUHUTC.
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Crnen mepBute 12 Mecena Ha jeuenue ¢ Eylea u Bb3 OCHOBA Ha 3pUTEIIHUTE H/MJIM aHATOMHYHHU
pe3yaTaTH, HHTEPBATBT MEKY MPHIOKEHUATA MOXKE 1a ObJIe YABIKECH, KATO HAIIPUMED C JICUCHHE U
MPOABIDKaBaHE HA CXeMara Ha MpUiarane, Ipyu KOeTO HHTEPBAIUTE Ha JICUCHHUE CC YIbIKaBaT
MOCTENEHHO 0 JTOCTUTaHE Ha CTAOWITHH 3pUTEITHU U/WIM aHATOMUYHHUTE PE3YJITaTH; BBIIPEKU TOBA,
HSAMA JIOCTaThYHO JAaHHH, 33 Ja C€ HAlpaBU 3aKJII0YCHUE OTHOCHO MPOIBIDKUTEIHOCTTA Ha TE3U
HHTEPBaIN. AKO 3pUTEITHUTE H/UIIM aHATOMUYHUTE PE3yJITaTH CE BIIOIIAT, HHTEPBAIBT HA JICUCHHE
TpsiOBa Ja Ob/ie CHOTBETHO HAMAJICH.

ITopaau Ta3u mpudmHa, rpa@UKLT 32 MOHUTOPUPAHE TPSOBA J1a CE OTPEIETH OT JICKYBAIIUS JIeKap U
MOJKeE JIa € Ha [MO-MaJIKi HHTEePBAIIM OT TpaduKa Ha HHXKEKIIUUTE.

B cnyqal‘/i Y€ 3PUTCIIHUTC U AHATOMUYHUTE PE3YJITATHU COYAT, UC MALIUCHTHT HAMA I10JI3a OT
OpoaABbJDKABAHC HA JICUCHUCTO, IPHUIIOKCHUCTO HaA Eylea TpH6Ba Ja c€ IpCyCTaHOBH.

Muonuyna xopouoanna Heo8acKyIApUIAYUL

[Ipenopbunrennara no3a Eylea e ennHnyHa HHTpaBUTpeaiHa HHXEKIHA Ha 2 mg adaubepuent,
€KBHUBAJIEHTHH Ha 50 MUKpOIUTpA.

Moske J1a ce PUIIOKAT JOIBJIHUTEIIHH J03H, aKO 3PUTEIIHUTE W/UJIA aHATOMUYHHUTE PE3yJITaATH
MIOKa3Bar, ue 3a00JIIBaHETO MEePCUCTHpa. PennanBure TpssOBa ja ce mpreMar KaTo HOBa MMposiBa Ha
3a00JIIBaHETO.

I'padukbT 3a HAOMIOICHUE TPSIOBA @ Ce OMPEAEIH OT JIEKYBAIIKs JIeKap.

WHTepBanbT MEX Yy JIBE 03U HE TPsAOBA 1a Ob/Ie MO-KPaThK OT €IUH Mecell.

CHCLII/IEIJ'IHI/I nomyJiannuu

Yeproopobno u/unu 6vopeuno yspesxcoane
He ca npoBexaanu KOHKpeTHH npoyuBanus ¢ Eylea mpu manueHTH ¢ 4epHOAPOOHO U/MimK OBOpEUHO
YBpEKIaHE.

HannunuTe nanHM He peanonaraT Hy/1a OT KOpeKIus Ha jgo3ara Ha Eylea mpu Te3u nanueHTH (BX.
ToYKa 5.2).

Tonynayus ¢ cmapuecka ev3pacm
He ca HeoOxomumu crienualiny cboOpakeHust. Mima orpaHryeH OnuT MpH MalUeHTH Ha Bb3PacT Hal
75 roqunu ¢ JIME.

Tleouampuuna nonyrayus

besonacHocTTa 1 edukacHoctTa Ha Eylea mpu sera 1 10HOIIM He ca ycTaHOBeHH. HsiMa chOTBETHA
ynotpeba Ha Eylea B nenuaTpuyHara nomysiaius 3a rnokasanusara siaxsa BJIM, OLIPB, OPPB, /IME
u Muonnuna XHB.

HauuH Ha npuitoxxeHue

WHTpaBUTpeaTHUTe HHXKESKITUH TPSAOBA Jla e U3BHPINBAT ChIVIACHO MEAUIIMHCKUTE CTAHAPTH U
MPHJIOKUMHUTE PHKOBOZCTBA OT JIEKap CICIMAIUCT C OMUT B MPHUIOKEHUETO HA HHTPABUTPCATHU
umkekiun. [lo mpuHIMI TpsAOBa /1a Ce OCUTYpH aJIeKBaTHA aHECTE3US U aCENTHKA, BKIIOYHTEITHO
JIOKAJTHO IITUPOKOCTIEKTHPHO MUKPOOHIIUIHO CPEACTBO (HAIP. TOBHUIOH HOJI, HAHECEH BhpPXY KOXKaTa
OKOJIO OYHTE, KJICTIAYNTE U OYHATa IOBBPXHOCT). [IpenopbsyBaT ce XUupyprudaa ae3uH(peKns Ha
pblieTe, CTEPUIIHU PbKABUIY, CTEPHUIIHA IIOKPUBKA M CTEPUJICH CIICKYJIYM 3a Kiienauu (Hin
C€KBUBAJICHT).
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HmkekmmonHara uria Tpsosa na ce BsBene 3,5-4,0 mm 3ax muM0Oa B CTHKIOBHIHOTO TSIJIO, KaToO CE&
1305rBa XOPU3OHTAIHMS MEPHIMAH M CE HACOYBA KbM IICHThPA Ha OYHaTa f0baKa. ToraBa ce BbBEKIA
WHXEKITMOHHUAT 00eM o1 0,05 ml; mpu mocneaBamure MHXSKIIUY, HHKEKIIMOHHOTO MAICTO Ha
CKJIepaTa TpsiOBa J1a ce CMEHSI.

HemocpeactBeHo cnen MHTpaBUTPEATHO MH)KEKTHPAaHEe AIIMeHTHUTE TPSIOBaA J1a ce CIIeIT 3a
MOBUIIIaBaHE HA BTPEOYHOTO HaJsAraHe. [1oaxoasmoTo npociesBaHe MOXKeE 1a BKIIOYBA
mpoBepsiBaHe Ha nepdy3usaTa Ha ONTUYHUS JUCK WK ToHOMeTpus. TpsOBa 1a ©Ma Ha Pa3MoJIOKEHHE
CTEpUITHO 00OPY/IBaHE 32 MapareHTe3a Npu HeoOX0IUMOCT.

Cren MHTpaBUTPEAHO HHXKEKTHPaHe NalMeHTUTe TPAOBa Ja ce MHCTPYKTHUPAT Ja ChOOIIaBaT
He3a0aBHO 3a BCSIKAKBU CUMIITOMH, HACOYBAIIW KbM eHI0(TaIMuUT (Harp. 60JIka B OKOTO,
3ayepBsBaHE Ha OKOTO, (h0TOPOOHS, 3aMBITICHO 3PEHHE).

Bcexu q)HaKOH Tp$I6Ba Ja C€ MU3II0JI3Ba 3a JICHCHHUEC CaMO Ha €ITHO OKO. MHOFOKpaTHO npuiaraHe Ha
J03U OT €IUH (I)J'IaKOH MOXE J1a YBCIIWYHM pHUCKaA OT 3aMbpPCABAHE U MOCJICABaIa I/IH(i)eKHI/IH.

®d1akOHBT ChABPIKA IIOBEYE OT MPENopbUUTENIHATA 032 OT 2 mg adaubdepuent. He TpsiOBa 1a ce
M3I10JI3Ba [IEJIHs HammbJIHEH 00eM Ha duakona (100 MukponuTpa). MIBIUIIHOTO KOJINYIECTBO TPsAOBA 1a
ce OTCTPaHU Mpeau HHKeKTUpaHe. MHKeKTHpaHeTo Ha Iesus 00eM Ha (1akoHa MOXe Jia JOBEAE 10
npezo3upane. 3a Ja ce OTCTPAHAT Bh3JYIIHUTE MEXypUueTa 3a¢/JHO C U3JIHIIHHUS JICKAPCTBEH MPOAYKT,
0aBHO HaTHCHETE OyTaJOTO, IOKATO HWJIMHAPUYHATA OCHOBA Ha CBOJIA HA OyTaJIOTO Cce M3PaBHU C
yepHaTa JIMHUSI 33 J03UpaHe Ha CIIPUHIIOBKATA (€KBUBAJICHTHO Ha 50 MUKpONIUTpa, T.e. 2 Mg
adubepiernt).

Crnen nHXEKTHpaHe HEHU3MOI3BaHMsI IPOIYKT TPsiOBa Ja ce U3XBBPIIH.
3a paborta ¢ JIeKapCcTBEHHS NPOLYKT Npeay MPUIOKEHHE, BIDKTE TouKa 6.06.
4.3 IIporuBomoxka3zaHus

CBPBXYIYBCTBUTEIHOCT KbM AKTHBHOTO BEHIECTBO a(IMOEPLENT HIH KbM HIKOE OT IIOMOIIHHUTE
BEIeCTBa, U30pocHH B Touka 6.1.

AKTI/IBHa OYHa UJIU OKOJIOOYHAa I/IH(bCK]_[I/ISI NI CBbMHCHUEC 3a TaKaBa.

AKTHBHO T€KKO BHTPEOYHO Bb3MAICHHE.

4.4 CpoeuuajHu npenynpe:xIeHUsi U Npeana3Hu MepPKH MPH ynoTpeda

UnTpaBUTpeanHu peakiuy, CBbP3aHH C MHKEKIUATA

WHTpaBuTpeanHuTe MHKEKIMH, BKIIOYUTENHO Te3u ¢ Eylea, ce cBbp3BaT ¢ eHnopTanMuT, BBTPEOYHO
BB3IMAJIEHUE, PErMAaTOT€HHO OTJIENIBaHE HAa PETUHATA, Pa3KbCBaHE HA PETUHATA U ATPOTECHHA
TpaBMaTH4YHa KaTapakTa (Bk. Touka 4.8). [Ipu npunarane na Eylea Bunaru TpsiOBa 1a ce H3Moi3Bar
HOJXOAIIN aceITUYHY TEXHUKH Ha MHXKEKTUpaHe. B nonbiHeHue, nauueHTuTe TpaoBa 1a ce
npociensBaT Mpe3 ceAMUIIaTa ciiel HHKEKTUPaHeTO, KOETO OU II03BOJIMIIO PAHHO JICUCHUE, aKO
BB3HUKHE HHeknus. [lanuentuTe TpsaOBa qa ObJaT MHCTPYKTHPAHM A2 ChOOIIaBaT He3a0aBHO 3a
BCSIKAKBU CHMITTOMH, HACOYBAIIN KbM €HIO(TAIMHUT WIH HIKOE OT TIOCOYCHUTE MO-TOPE CHOUTHSI.

[ToBuiieHns: Ha BTPEOYHOTO HAJIATaHE ca HAOIFO1aBaHU B paMKuTe Ha 60 MUHYTH Clie]
HHTPABUTPEATHOTO HHXKEKTHPaHe, BKIoUNTENHO ¢ Eylea (Bk. Touka 4.8). Crienuainy npeanasiu
MEPKH ca HeOOXO UMM TIPH MAIHEHTH ¢ Heao0pe KOHTPOIUpaHa rimaykoma (J1a He ce HHKEKTHPa
Eylea, mokato BbTpeounoTo Hajsrane € > 30 mmHg). Eto 3amio npu Bcu4ku ciiydau TpsiOBa aa ce
MIPOCJIEeIABAT U JIa CE JIEKYBAT IO MOIXO IS HAYWH KaKTO BBTPEOYHOTO HANATaHEe, Taka U mepQy3usTa
Ha ONTHYHUSA JHCK.
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HmyHoreHHocr
Twit KaTo € TepaneBTHUCH MPOTEHH, ITpH Eylea chimecTByBa BEpOSITHOCT 32 IMYHOTCHHOCT (BJK. TOUKA

4.8). Ilaunenture TpaOBa na ObJAT MHCTPYKTUPAHH Ja CHOOLIABAT 32 BCSIKAKBH MPU3HALM WIN
CHUMIITOMH Ha BTPEOYHO Bh3MaJIeHHE, HAMp. 00iKa, PoTodoOus nin 3auepBsiBaHe, KOSTO MOXKE J1a €
KJIMHAYEH NPU3HAK, 00SCHUM ChC CBPbXUYBCTBUTEIIHOCT.

Cucremuu edexru

CucreMHH HEXeJlaH! ChOUTHSA, BKIIOYUTETHO U3BFHOYHHN KPBBOU3IMBH U apTEPUATHH
TpOoMOOEMOOTNIHHN CHOUTHS, Ca ChOOIIABaHM CJIE] HHTPABUTPEATHO UHKCKTUPAHE Ha MHXUOUTOPH Ha
VEGF u nMa TeopeTHyeH pucK, ue Te MOXKe a ca cBbp3aHu ¢ naxuoupanero Ha VEGF. Nma
OTpaHHYCHU JJaHHHM 32 Oe3omacHoCTTa Npu JiedeHue Ha nanuenTu ¢ OLIPB, OPPB, JIME unu
muonryHa XHB ¢ aHamHe3a 32 HHCYNT WK MPEXOAHN UCXEMUYHH aTaKH, KaKToO U 3a HH(apKT Ha
MHOKap/a B paMKHTE Ha TocJIeAHUTe 6 Mecena. TakuBa ManueHTH TpAOBa Jia ce JISKYBaT C MOBUIICHO
BHUMAaHHE.

Hpyru
Kaxto npu apyrute unrpasurpeannu antu-VEGF neuenus 3a BJIM, OLIPB, OPPB, /IME u
muormmuHa XHB, B cuiia ca 1 ciieIHUTE OI0KCHUS :

e besomacHoCTTa 1 epUKacCHOCTTA Ha JieueHHeTo ¢ Eylea, mpunaran eTHOBpEMEHHO U HA ABETE
0YH, HE Cca MPOYYBAHU CUCTEMAaTHYHO (BXK. To4Ka 5.1). Ako OnaTepaaHOTO JIeUeHHE ce
MIPOBEXk/1a IO €HO U CBIIIO BPEME, TOBA MOXKE J1a TOBE/E 0 MOBUIIEHA CUCTEMHA €KCITO3ULINS,
KOETO MOJKE J]a OBHUIIH PUCKA OT CHCTEMHH HEXETaHH ChOUTHSL.

e EnnoBpeMenHa ynorpeba ¢ apyru antu-VEGF (cb0B eHoTeneH pacTexeH (pakTop).
JluncBaT naHHU 3a €JHOBpEMEHHOTO n3noi3Bane Ha Eylea ¢ npyru antu-VEGF nekapctBenu
NPOJYKTH (32 CHCTEMHO HJIM BBTPEOYHO MPUIIOKCHUE).

e PuckoBute GakTopH, CBP3aHH C Pa3BUTHETO HA pa3KbCBAaHE HA IMMTMEHTHHS STUTEN Ha
petunara cies antu-VEGF Tepanus 3a BiaxxHa BJIM, BKIFoUBaT OOIIMPHO W/HIIK BUCOKO
OTJIeTIBaHE HA IIMI'MEHTHHUS enuTell Ha petuHara. [Ipu 3anousane Ha Tepanus ¢ Eylea e
HE00XOIUMO MOBHUILICHO BHUMAaHHE TP MAMEHTH C TE3U PUCKOBH (DaKTOPH 32 Pa3KbCBaHE Ha
IUTMEHTHUS €IIUTEN Ha peTUHATA.

e Jleuenuero TpsOBa /1a ObAE MPEYCTAHOBEHO MPH MAIMEHTH C PErMaTOTeHHO OTJIENBaHe Ha
peTHHATa WK CTaauil 3 WM 4 MaKyJIHU TYTIKH.

e B cnyuyaii Ha pa3KbCcBaHEe HA pETHHATA, IPUIIOKEHUETO Ha J03aTa TpsiOBa a Obie MPEKPaTeHO U
JICUCHUETO He TPAOBa Ja ce Bb30OHOBsIBA MPEIH a€KBaTHO BH3CTAHOBSBAHE HA PAa3KbCBAHETO.

e Jlo3ara He TpAOBa Ja ce mpujara v JIEYCHUEeTO He TPsOBa Aa ce Bb300OHOBSABA MO-PaHO OT
CJIEJIBAIIOTO IUIAHWPAHO NPUIIOKEHHE B ClIydail Ha:

" HamalsiBaHe Ha Hail-1o0pe kopurupanara 3puteina octpora (BCVA) ¢ >30 Oyksu B
CPaBHEHHE C MOCJICAHATA OLIEHKA Ha 3pUTEIHATA OCTPOTA

» cyOpeTHHAJIHA XeMOoparus, BKJIIOUBalla eHTbpa Ha (oBesTa, WU, aKO pa3MepbT Ha
KpBbBOU3IHBa € >50% OoT OO pa3Mep Ha Je3usAITa.

e Jlo3aTa He TpsOBa Ja ce mpuiiara B paMKHUTE Ha IPEIXOIHUTE WM CIACABAIINTE 28 THU, B
ClTy4ail Ha U3BBPIICHA WIH IUIAaHHPaHa BTPEOUHA XUPYPTrUYHA HHTEPBEHITHSL.

e Eylea He Tps0Ba 1a ce U3MOJI3BA MO0 BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTCHLMATHATA 110132 He
HaJXBBPJIs OTCHI[HATHHS PHCK 3a Toja (BkK. Touka 4.6).

e JKeHnu c gerepojieH MOTEHIMAT TPOBA a N3MON3BaT e()eKTUBHA KOHTPALIESTIINS 110 BpeMe Ha
JieueHHUEe M Hali-Mallko 3 Mecella clie/l MOCIEeHOTO HHTPABUTPEATHO HHKEKTHPaHE Ha
admubeprient (Bxk. Touka 4.6).

e lma orpaHu4eH ONHUT C JeYeHUETO Ha nmanueHTH ¢ ucxemudna OLIPB u OPPB. Ilpu mannenTu ¢
KJIMHAYHY TIPU3HAIK Ha HeoOpaTHMa HCXeMUYHAa 3ary0a Ha 3puTenHara GyHKIH JeueHue He
ce TIpenopbyBa.
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Honynanuy ¢ orpaHU4YeHN JaHHU
Mwma orpannyeH onwr ¢ jieueHneTo Ha manuentn ¢ JIME BcneacTeue Ha muadet o | wim mpu

nauueHTH ¢ quadet ¢ HbAlc nan 12% wnu nponudepatuBHa fuadeTHa peTHHONATHS.

Eylea He e mpoy4BaH npu MalMeHTH C aKTUBHU CUCTEMHU MH()EKLNH WIH PU MaHUEHTH ChC
CBIIBTCTBAIIY OYHU HApYIICHUs KaTo OTJENBAaHE Ha peTHUHATa WK MaKysHa aynka. OcBeH ToBa HAMa
ot ¢ jgedyenue ¢ Eylea npyu nmannenTty ¢ tuadeT ¢ HEKOHTPOJIMpaHa XUIEpTOHKA. Ta3u jaumca Ha
uHpOpMaLus TpsiOBa a ce MMa MPEABU OT JIeKapsl IIPU JICUCHUE Ha TaKUBa MAlUCHTH.

Hsama onut nipu neuenne Ha muonmana XHB ¢ Eylea mpu manueHTn, KOUTO HE ca OT a3UaTCKU
NPOM3X0/, MALMEHTH KOUTO Mpeau ca OWIM MOAJIOKEHH Ha JiedeHue Ha muonnyHa XHB u manuentu ¢
ekcTpadOBEATHH JIC3UH.

4.5 B3aumopneiicTBHe ¢ APYI'M JIeKAPCTBEHH MPOAYKTH M APYrd (popmMu Ha B3auMoelcTBHe

He ca npoBexxaanu npoy4yBaHus 32 B3aUMOJICHCTBUSATA.

EnnoBpemennoro npusoxenue Ha porogunnamuyna tepanus (PDT) ¢ seprenopdun u Eylea ne e
MPOYYBAHO U T10 Ta3W NPUYMHA HE € YCTAaHOBEH MPOQHI Ha O€30MaCHOCT.

46 @epTHaUTET, O)PEMEHHOCT U KbPMEHE

KeHu ¢ neTepoicH NOTSHITAT

JKenute ¢ gerepoeH moTeHIMaN TpsiOBa Aa U3Moy3Bar e()eKTUBHA KOHTpAIICTIIIHS TI0 BpEeMe Ha
JICYCHUE W Hal-MaJKo 3 Mecela Clie] MOCICAHOTO HHTPABUTPEaTHO HHXKEKTUPaHe Ha aduiuOepIienT
(Bx. Touka 4.4).

Bbpemennoct
JluricBaT nanHM 3a ynoTpebaTa Ha adauOepuenT npy OpeMEHHH JKEHH.

IIpoy4BaHusATa IIPH )KUBOTHHU ITOKA3BaT eMOpHO-(eTaHa TOKCHYHOCT (BK. Touka 5.3).

BoIpeku ue cucTeMHATa SKCIIO3UITHS CIIe] OYHO MPUIIOKEHUE ¢ MHOTO HUCKa, Eylea He TpsiOBa na ce
W3M0JI3Ba 110 BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTEHIIMAIHATA 10132 HE HAJAXBBPIIS OTCHIIMATHUS
PHICK 32 TUIOJIA.

Kspmene
He e uzBectHO nanm admmbepiient ce ekckpeTupa B KbpMmara. He MoXke 11a ce M3KITI0UN PHCK 32

KbpMaucCTO.

Eylea e ce mpenopbuBa 1o BpeMe Ha kbpMeHe. TpsiOBa J1a ce B3eMe pellieHHe 1Al Jia ce
npeyCcTaHOBU KBPMEHETO, WM Ja He ce MpIIoxH Tepanus ¢ Eylea, kato ce B3emar npenBu/ monsara
OT KbPMEHETO 3a JICTETO U T0J13aTa OT TepanusaTa 3a )KeHara.

DepTunuTer
PesynraTuTe OT mpoy4yBaHUsATA IPU )KUBOTHU C BUCOKA CUCTEMHA €KCIIO3UIIUS MTOKA3BaT, ue

ahuOepIIENT MOKE 1a HAPYIIH (PEPTUINTETA U TIPH MBXKHTE, U TIPH XKEHCKUTE (BXK. Touka 5.3).
[Tomo6HM edeKTH HEe ce 0YaKBAT CIIe/l OYHO MPUIIOKEHHUE C MHOTO HICKA CHCTEMHA SKCTIO3UIIHS.

4.7 Edextu BbpXy cnioco0HocTTa 32 ogupaHe u padora ¢ MAalIUHA
Umxektupanero ¢ Eylea noBnusiBa B Majka cTeeH CIIOCOOHOCTTA 3a odupaHe U paboTa ¢ MalluHH,
Nopaay Bb3MOKHU BPEMEHHH 3PUTEIHN CMYILEHHS, CBHP3aHN WU C MHXKEKIHSITA, WIH C OYHUS

npernen. [lanuenTture He TpsiOBa qa modupaT Ui 1a paboTAT C MAIIMHM, T0KATO 3pUTETHATA UM
(yHKIUS HE ce Bb3CTAHOBH B JIOCTAThYHA CTETICH.
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4.8 Hexkenanm JiekapcTBeHH peaKuu

Pesrome Ha mpoduiia Ha Oe30macHOCT

[Tonynanusra 3a 0e30macHOCT B ocemTe npoyuBanus ¢asza Il ce cberon ot 0610 3 102 narnuentu. Ot
Tsx 2 501 nmarueHT ca JeKyBaHHU ¢ MPEHOPbUUTEIIHATA 1032 OT 2 M.

CepHO3HU OYHHU HE)KETTaHH PEaKLMK B U3CICABAHOTO OKO, CBBP3aHH C MPOLEypaTa Ha HHKEKTHPaHe,
ca Bb3HHKHAIM NpH no-Manko ot 1 Ha 1 900 unTpaBuTpeannn nmwkekuun Ha Eylea u ca BritouBamu
clienoTa, eHno(TaIMHT, OTIICNIBAHE HA PETUHATA, TPABMaTHYHA KaTapaKTa, KaTapakTa, KPbBOU3JIUB B
CTBKJIIOBHIHOTO TSUJIO, OTJICTIBAHE HA CTHKJIOBUIHOTO TSUIO U MIOBHIIEHO BETPEOYHO HAJISTaHe (BXK.
Touka 4.4).

Haii-uecto HaOIIO1aBaHUTE HEKEIAHHU JICKAPCTBCHU peakiuu (Tpu Hail-maiko 5% OT marueHTure,
nexysanu ¢ Eylea) ca koHronkTrBanna xemoparus (25%), namanena spurenta ocrpota (11%), 6omka
B okoTo (10%), karapakTa (8%), moBuieHo BTpeouHo Hamsirane (8%), oTienBaHe Ha CTHKIOBUIHOTO
1510 (7%) ¥ MBTHHHH B CTHKJIOBUAHOTO Ts10 (7%).

CrouchK Ha HEXKEIAHUTE JICKaApCTBCHU PCAKIIUHU B TabIMueH BUL
I[aHHI/ITe 3a 663OH3CHOCT, OIMMCaH! MO-A0J1y, BKIIFOYBAT BCUYKH HCIKCIIAHU JICKAPCTBCHU PCAKIIUA OT

ocemTe npoyuBanus ¢asa 1l mpu nokazanusta Bnaxxna BAM, OLIPB, OPPB, IME u muonnuna XHB
C MIPHUEMJIMBA BEPOSATHOCT 33 IPHYMHHO-CJIEJICTBEHA BPh3Ka C MPOIeAypaTa Ha HHKEKTHPAHE HIIH
JIEKapCTBEHUS IPOAYKT.

HesxenanuTe JIeKapCTBEHH PEaKIMu ca M30POSHH M0 CHCTEMO-OPTaHeH KJIaC U YeCTOTa C U3IMOJI3BaHe
Ha ClieIHaTa KOHBEHIHS:

MHoro uects (>1/10), wectr (>1/100 o <1/10), meyectu (>1/1 000 g0 <1/100), penxu (=1/10 000 10
<1/1 000).

B PAMKUTC Ha BCAKO I'PYIIUPAHEC 10 YCCTOTA, HECIKCIIAHUTEC JICKAPCTBCHU PCAKIINU Ca MIPCACTABCHU B
HU3XOJA1I pEa MO OTHOUICHUEC Ha TAXHATa CEPUO3HOCT.
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Tabauua 1: Bcnuky cBBp3aHU C JICUCHUETO HEXKETIaH! JIEKAPCTBEHH PEaKIIUY, ChOOIIaBaHU TIPH
nanveHTH B mpoyuBanus dasa |l (cbopuu gannu ot nmpoyusanus dasa Il 3a mokazaHusATa BIaKHa
BJIM, OLIPB, OPPB, IME u muonuuna XHB) v o BpeMe Ha MOCTMAPKETHHIOBOTO HAOJIOICHHE

KpwBousnus B
CTHKJIOBHUAHOTO TSIIO,
Karapakra,
Kopruxanna
KaTapakrTa,
Hyxneapna xaTapakra,
CyOxkancymnapHa
KaTapakTa,
Kopneanna epo3us,
Kopueanna abpasus,
[loBuiieHo BETPEOYHO
HaJsTaHe,

3aMBbIIIEHO 3peHHe,
MbTHUHU B
CTBKJIOBUAHOTO TSIO,
OtnenBane Ha
CTBKJIOBUAHOTO TS0,
Bonka Ha MsicTOTO Ha
WH)KEKTUpaHE,
VYcemane 3a 4yXa0
TSJIO B OYUTE,
IToBumena
JaKpuManus,

OTOK Ha KJjIenaya,
Xemoparus Ha
MSICTOTO Ha
WH)KEKTUpPaHE,
TO4YKOBUIIEH KEPATHUT,
KonronktupamHa
XHUIMEPEMUS

OvHa xunepemust

ITombTHSIBaHE Ha
JIeniaTa,

JedekT Ha enmuTena

Ha POTOBUIIATA,
Jpa3HeHe Ha
MSCTOTO Ha
WHXEKTUPAHE,
HeoOwnyaitno
ycelllaHe B OKOTO,
Hpaznene Ha
KJiernayva,
ITonoxurenen

Tunpan B npenHara

Kamepa
OTtoK Ha
poropuiiara

Cucrewo- MHoro yecTH Yectn HeuecTn Penkn
OpraHeH KJjac
Hapymenus CBpBX4yBCTBUTEI-
HA MMYHHATAa HOCT***
cucreMa
Hapymenus Hamanena Pa3kbcBane Ha Ennodrammut™*, Creriora,
Ha o4uTe 3pHUTEIHA MTUTMEHTHUS CTIUTE OtnenBaHe Ha TpaBmarnyna
0CTpOTa, Ha peTUHara*™, peTHHaTa, KaTapakTa,
KonronktuBanmua | OTienBaHe Ha PaskbcBane Ha Butpewur,
XeMoparus, MTUTMEHTHUS CTIUTE peTHHATA, XumomnuoH
Bonxka B okoTo Ha PETHHATA, Upur,
Jerenepanus Ha VBewur,
peTuHara, Hpuionuxiur,

npu BnaxHa B/IM.

*%

Kynrypa momnoxxureneH u KynTypa OTpUIaTeNIeH eHa0(pTaIMuT

HapymeHMs{, 3a KOUTO € U3BECTHO, Y€ Ca CBbP3aHU C BJIa)KHA BI[M Ha6J’IIO,HaBaHI/I ca caMO B IpOy4YBaHUsA

*** Tlo BpeMe Ha MIOCTMAaPKETHHTOBUS ITEPHO/, CHOOIIEHNS 32 CBPBXIYBCTBUTEIHOCT BKIIOYHTEITHO OOPHB,

ChbpOexX, ypTHKApHsI M OTACITHY CIyYau Ha TeKKH aHaUIaKTHIHN/aHAQUITAKTOUIHHN PEaKIIHH
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Onucanue na u36paHu HeodiceNlanu jekapcmeeru peakyuu

B npoyusanus ¢asa Il npu Bnaxkna B/IM, ce nHabironaBa noBHIleHa YeCTOTa HA KOHIOHKTHBAIHA
XEeMOparus NpH NalUueHTH, IPUEMAIId aHTUTPOMOOTHYHH cpezcTBa. Ta3u MOBHIIEHA YeCTOTa €
CpaBHUMA MEX Iy TAIUEHTHTE, IEKyBaHU ¢ paHnOn3yMal u Eylea.

Aptepuanante TpoMboembommanu crouTHs (ATC) ca HeXellaHu ChOUTHSI, KOUTO ca MOTEHITHATHO
CBBP3aHU ChC cucTeMHO nHXxuoOmUpane Ha VEGF. ChiecTByBa TEOpETHUEH PHUCK OT apTepHATTHU
TPOMOOEMOOTMYHU CHOUTHS, BKIFOYUTEITHO WHCYNIT U MHPAPKT HA MHOKap/1a, CIIe] MHTPABUTPEAITHO
npuioxkeHue Ha naxuouropu Ha VEGF.

Hucbk mponeHT Ha 3a0051eBaeMOCT OT apTepHaTHH TPOMOOEMOOIMYHN CHOUTHS € HaOMoJaBaH B
kauHrYHATE n3nuTBanus ¢ Eylea npu nanmentu ¢ BJM, IME, OPB u muonnuna XHB. Cpen
MOKa3aHUATA He € HabJIro1aBaHa ChIIeCTBEHA pasiinKa MeK Iy Tpymute, nexyBanu ¢ aflibercept u
CHOTBETHUTE CPABHUTEITHU TPYIIH.

Kakro npu Bcudku TeparneBTHYHH MPOTenHy, ipu Eylea chlliecTByBa BEPOSTHOCT 32 IMyHOTEHHOCT.

C’B06H_IaBaHC Ha 110031 pPaHu HEXCIIaHU PCAKIINHN

Cp0011aBaHETO HA MOI03UPAHU HE)KETAHH PEaKIMU CIIe]] pa3pelliaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS
MPOAYKT € BaykHO. ToBa 1M03B0JIABA Ja MPOIBJKHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBeHUS NPoayKT. OT MEIUIIMHCKUTE CIICIUAINCTH CE U3KCKBA J]a ChoOIIaBaT BCKa
MOJT03UPaHa HEXKEIaHa PeaKIus Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIaBaHe, MOCOYCHA B

[punoxenue V.

4.9 Ilpepo3upane

B KiIMHMYHY U3NUTBAHMS ca U3II0JI3BAHU 103U 10 4 Mg HAa €THOMECEYHH UHTEPBAJIM U ca
HaOJIr01aBaHU M30JUPaHH CITyyaH Ha Mpeo3upane ¢ 8§ mg.

[Ipeno3upaneTo ¢ mo-royisiM 00eM Ha WHXKEKTUPaHE MOJKE J1a OBUIIN BRTPEOYHOTO Hajsrane. [1o
Ta3W MPUYMHA B CIy4ail Ha TIpefo3upaHe TpsiOBa Ja ce Cliei BPTPEOYHOTO HANIATAHEe U /1a CE 3all0YHe
NOJXOAIIO JICUEHHE, aKO CE CUETe 32 HEOOXOMMO OT JIEKYBAILIUs JIeKap.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 @apmakoguHAMUYHM CBOMCTBA

dapmakoTepaneBTuuHa rpymna: OGTaaMONIOTHYHN CPENCTBA, AHTHHEOBACKYIapU3UPAIIN CPEICTBA
ATC xox: SO1LAOS

Admubepuent e pekoMOMHaHTEH Qy3UOHEH MIPOTEHH, ChCTaBEH OT YaCTH OT U3BBHKICTHUHHUTE
JoMeitHn Ha perieniropu 1 u 2 3a 9oBeIku ChA0B eHporeneH pacrexer daxrop (VEGF), cebp3anu ¢
Fc-gactra Ha yoBemku IgG1.

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

Adnubeprient feicTBa KaTo pa3TBOPUM pelienTop - "mpuMamka”, kKoiTo ce cebp3Ba ¢ VEGF-A u

PIGF c mo-Bucok aMHHUTET, OTKOJIKOTO €CTECTBEHUTE UM PELIEITOPH, KaTO IO TO3M HAYWH MOXKE /12
MHXUOWpa CBBP3BAHETO U aKTHBUPAHETO Ha Te3u cxoaHu penentopu Ha VEGF.
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MexaHu3bM Ha IeUCTBHE

CopoBusr erporener pacrexer paxtop-A (VEGF-A) u mnanentaust pacrexed pakrop (PIGF) ca
yieHoBe Ha ceMmeiicTBoTo Ha VEGF anrnorennure akropu, KOMTO MOrar Ja JeiicTBaT KaTo MOIIHU
MUTOT'CHHH, XEMOTAKCUYHU H BIUSCIIN BbPXY ChIIOBHU MEpMeaOMIUTET (PaKTOPH 32 CHIOTSITHUTE
kinetkd. VEGF neiictsa upes ape perienrtopuu tupo3us kunasu, VEGFR-1 u VEGFR-2, na
MOBBPXHOCTTA Ha eHpoTeanuTe Kiaetku. PIGF ce cepp3Ba camo ¢ VEGFR-1, koiiTo ce Hamupa ChIlo U
I10 IOBBPXHOCTTA Ha JieBKoIuTHTE. [[pekoMepHOTO akTHBHpaHe Ha Te3u peuentopu oT VEGF-A
MOJKE J1a JIOBEJIE JI0 [aTOJOrMYHa HEOBACKYyJIapH3allisl U IPpeKOMEpHa ChI0Ba npomnyckinBocT. PIGF
Moke na 0b1e cuaepruct Ha VEGF-A B Te3u mporiecu, a OCBEH TOBa € M3BECTHO, Ue CrioMara 3a
JIEBKOIIMTHATA MHDUITPAIUS U ChAOBOTO Bh3MAJICHUE.

dapMakoMHAMUYHU ePeKTH

Bnraosena BIIM

Bnaxxunata BJIM ce xapakrepusupa ¢ IaToJ0rHyHa Xopouaanta neosackyaapusarms (CNV).
M3TdaneTo Ha KPbB U TEYHOCT OT MATOJIOTMYHATA XOPOUAaHA HEOBACKYIapU3aLlisd MOXKE J1a
NPUYHHY 3a]1e0eisiBaHe WM OTOK Ha PETHHATA W/WIIM CyO/MHTpapeTHHAIHA XEMOPArHsl, BOJEIA JI0
3ary0a Ha 3puTENHa OCTPOTA.

[Ipu nauuentu, nexysanu ¢ Eylea (enHa HHXeKUIUs MECEUHO 32 TPH MOCIIEI0BATEIHU MEcella,
HIOCJIE/IBAHO OT €/IHa MHKEKIIMSI Ha BCEKH 2 Mecerlla), aedennHara Ha nentpaiHara perura [CRT]
HaMmaJsiBa CKOPO CIIE] 3all0YBaHe Ha JICUCHHUETO, a CpeAHUAT pa3mep Ha sezusita ¢ CNV HamansiBa B
CBHOTBETCTBHE C pe3yITaTUTE, HAOIIOJaBaHH MPH JeueHre ¢ pannouzymad 0,5 mg Bceku mMecell.

B npoyusaneto VIEW1 uma cpeann Hamanenust Ha CRT mpu onTHuHO-KOXepeHTHa ToMorpadus
(OCT) (cpotBetHO -130 1 -129 Mukpona B cenmuiia 52 3a rpynute Ha jgedeHue ¢ Eylea 2 mg Ha Bceku
nBa Mecena u panuomsymab 0,5 mg Bceku mecen). U B 52-ta cemmunia B npoyuBanero VIEW2 nma
cpenau HamaneHnus: B CRT npu OCT (choTBeTHO -149 1 -139 MuKpOHa 32 TpyNUTE Ha JICYECHHE C
Eylea 2 mg na Bceku nBa Meceria u panubusyma6 0,5 mg Bceku Mecel). Hamasenuero Ha pasmepa Ha
CNV u na CRT obuuaiiHo ce 3arbpXKaT U IIpe3 BTOpaTa roinHa Ha MPOyYBaHUATA.

IIpoyuBaneto ALTAIR e npoBeneHo npu MalMeHTH AMOHIM C HeJIeKyBaHa BinakHa B/IM u noka3Ba
noJ0OHM PE3yNTaTh ¢ Te3u oT npoyuBanusiTa VIEW, ¢ mpunarane Ha 3 MbpBOHAYATIHN €KEMECEUHU
umwkeknun Eylea 2 mg, mocneaBaHu OT €1Ha MHXXEKIHS CJIEH OIle 2 Mecella U Ciell TOBa
MpoAbIDKaBaHE C PEXXHUM Ha JIEYeHHE U YAbDKaBaHEe C MPOMEHJIMBU UHTEPBAH (2-CeAMUYHH UITH 4-
CeIMUYHU KOPEKIHHU) 0 MAKCUMYM 16-CeIMUYEH MHTEPBAJI ChIVIACHO NPEIBAPUTENTHO OIIPEAeICHH
Kkputepun. B cenmuiia 52 uma cpeiHo HamaieHHe Ha jaebenrHara Ha neHtpannara peruda (CRT) npu
OCT ¢ -134,4 u -126,1 MukpoHa CHOTBETHO 3a TpyliaTa Ha 2-CeIMUYHA KOPEKIHA U 3a TpymaTa Ha 4-
ceamuyHa Kopekius. [IponeHTsT Ha manueHTHTe 6€3 TeuHocT nmpu OCT B ceamuma 52 € ChOTBETHO
68,3% u 69,1% B rpynute ¢ 2- 1 4-ceIMUYHN KOPEKLUH.

Omox na maxyrama scieocmeue va OL{PB u OPPB

[Tpu OLIPB 1 OPPB ce nonyuaBa ucxemusi Ha peTHHATA U TSI JJaBa CUTHAI 332 OCBOOOKIaBaHETO Ha
VEGF, koiiTo Ha CBOW pell JecTadMiInu3upa 3IpaBUTe BPB3KU U CTUMYJIHpa posindepanusra Ha
enporenHu kietkn. OcBoboxxnaBaneto Ha VEGF e cBbp3aHo C yCIIOKHEHHUS KaTO HapyIlIaBaHe Ha
KPBBHO-PETUHHATA Oaprepa, yBeJIUUEH ChA0B IEPMEAOUINTET, OTOK HA PETHHATA U
HEOBacKyJapu3alusl.

Ipu marueHTH, JTeKyBaHu ¢ 6 MOCIeA0BaTEIHI MeceuHH UKeknu Eylea 2 mg e wabmonaBan
CBOTBETCTBAII, ObP3 M CHIICH MOP(HOIOTHIECH OTTOBOP (KOETO € OTYETECHO C MOAOOPESHHS B CpeIHaTa
CRT). B cenmuna 24 nonmwxkenueto B CRT e craTucTHYecKu MpeBbh3X0xKAa0 B CpaBHEHUE C
KoHTposata u B Tpute npoyusBanus (COPERNICUS npu OLIPB: -457 cpemty -145 MukpoHa;
GALILEO mipu OLIPB: -449 cpemy -169 mukpona; VIBRANT mpu OPPB: -280 cpernry -128
mukpona). ToBa Hamanenue ot n3xonHoto HUBO B CRT ce moamppxka 10 Kpast Ha BCAKO IPOyYBaHe,
cenmuma 100 B COPERNICUS, cenmumna 76 B GALILEO u cenmuna 52 858 VIBRANT.
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Jluabemen maxynen edem

JlnabeTHUST MaKyJIeH eIeM € CIICACTBHE OT JuadeTHaTa PETUHOIATHUS U CE XapaKTepU3Hpa C MOBUIICH
CBHIOB IEPMEAOIIIATET U YBPEKIaHE HA PETUHHUTE KAITMIIIPH, KOSTO MOXKE J1a IOBEIe 10 3aryoa Ha
3pHUTETTHA OCTPOTA.

IMpu marmenTy, nekyBanu ¢ Eylea, moBeuero ot Kouto ca Ouan KiracuGUIMPaHu KaTo MAI[MEHTH C
nmuabet tur |1, ce HaOmoaBa Obp3 1 cTaOUIIEH OTTOBOP 1O OTHOIIeHHe Ha Mopdororusrta (CRT,
HuBo 1o DRSS).

B npoyusanmsta VIVIDPME n VISTAPME ¢ na6monaBaro craTHCTHYECKH 3HAUNMO [TO-TOISIMO
cpenuo Hamanenue B CRT oT u3xoaHuTe CTORHOCTH 10 ceamuIia 52 npu naruenTy JiekyBanu ¢ Eylea
B CPaBHEHUE C JIA3EPHO KOHTPOJIMPAHUTE, ChOTBETHO -192,4 u -183,1 MuKpOHa 3a TpynuTe ¢

Eylea 2Q8 u crotBeTHO -66,2 1 -73,3 MUKPOHA 32 KOHTpOJIHUTE Tpymi. B cenmuria 100 HamaneHHeTo
e moaabpkano ¢ -195,8 u -191,1 mukpona 3a rpynure ¢ Eylea 2Q8 u ¢ -85,7 u -83,9 mukpona 3a
KOHTPOJIHUTE TPYIIH, CHOTBETHO B npoyusanuara VIVIDME u VISTAPVE,

Hampapena e oreHka, rmokaspaiia nogoopenue ¢ > 2 crbikd B DRSS 1o npeasapurenHo yTouHEeH
nauns BsB VIVIDPM® i VISTAPME, Crenenra na npomsina B ckopa no DRSS e usmepena npu 73,7%
ot narmenrute 868 VIVID PME » 98.,3% OT manMeHTUTE BHB VISTAPME B cenmuna 52,27,7%n
29,1% ot rpynure ¢ Eylea 2Q8, u 7,5% u 14,3% 0T KOHTpOIHUTE TPYIH Ca UMAIIU TOAOOPEHHE C

> 2 crenku B DRSS. B cenmmuria 100 croTBeTHHTE TporieHTH ca 6w 32,6% u 37,1% ot rpymuTe ¢
Eylea 2Q8, u 8,2% u 15,6% OT KOHTPOJIHUTE TPYIIH.

Muonuuna xopouoanna Heosackyrapu3ayus

MpuonuuHara XxopouanHa HeoBacKyaapuzanus (Muonnyna XHB) e yecta npuunna 3a 3ary0a Ha
3peHue MPHU BH3PACTHH C MATOJIOTHYHA MHOMHS. T4 ce pa3BuBa KaTo MEXaHU3bM 3a 3apacTBaHEe Ha
paHu, BCIeACTBUE Ha pyNTYpy Ha MemOpaHaTa Ha Bruch u npezacrassiBa Hali-uecToTo chOUTHE,
3acTpaluaBamio 3peHUETOo, MPH MaTOJIOTMYHA MUOIIHSL.

[pu nanuentu, nexysanu ¢ Eylea B npoyuBaneTo MYRROR (enHa nHkeknusi, MpuiioxkeHa B
HAyYaJI0TO Ha TepanusiTa, C JOIIbJIHUTEIHN HHXEKINH, IPUIaraHy B cllydail Ha NepCUCTUPaHE HA
3a0oisaBaneTo win peruaus), CRT HaMasiBa ckopo clief] 3ari0YBaHe Ha JICYCHHETO B 1oJi3a Ha Eylea B
cenmuna 24 (-79 mukpoHa u -4 MUKpOHa, ChOTBETHO, 3a TpyIaTa 3a JieueHnue ¢ Eylea 2 mg u 3a
KOHTPOJIHATA IpyIa), KaTo ce 3ama3Ba 10 cenMuia 48.

B nonbnuenue, cpennust pazmep Ha XHB ne3us Hamansisa.

Knnanuna edukacHocT 1 6€300aCHOCT

Bnaowcna BIIM

Bbesonacnoctra n eduracHoctra Ha Eylea ca oleHeHn B JBe paHIOMU3UPAaHU, MHOTOLICHTPOBH,
JTBOMHO-CJICTTH, aKTUBHO-KOHTPOJIMPAHHN TIPOYIBAHMS TP TarueHTH ¢ Braxkaa B/AM (VIEW1 u
VIEW?2) ¢ o6mro 2 412 nanuenTa JieKyBaHu ¥ oneHsBanu 3a eduxacuoct (1 817 ¢ Eylea). Bs3pacrra
Ha MalMeHTUTe Bapupa Mexay 49 u 99 rogunu, cpeqHo 76 ronvHu. B Te3u KIMHUYHU NPOYYBaHHUA,
npubmsutenHo 89% (1 616/1 817) ot nauueHTHTe, paHIOMHU3HPaHy 3a JieueHue ¢ Eylea ca Oumu Ha
BB3pacT 65 TOMHU WJIH TIO-Bb3pacTHH, 1 mpubmn3nTenno 63% (1 139/1 817) ca 6unu Ha Bb3pact 75
TOJMHU WJIH MI0-Bb3PAaCTHU. BBB BCAKO MpoyyBaHE MALIMEHTUTE Ca PAHAOMU3UPAHHU B CHOTHOILCHHE
1:1:1:1 Ha 1 oT 4 cxeMu Ha IIpUJIATaHe:

1) Eylea, npuiaras mo 2 mg Ha BCEKH 8 CEMUIIM Cliell 3 MbPBOHAYATHH SKEMECSYHHU 103U
(Eylea 2Q8);

2) Eylea, mpunaran mo 2 mg Ha Bceku 4 cenmuitu (Eylea 2Q4);

3) Eylea, npunaran mo 0,5 mg Ha Bcexu 4 cenmunu (Eylea 0,5Q4); u
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4) paun6buzymab, mpuiaran o 0,5 mg Ha Bceku 4 cenmuim (pannbuszymad 0,5Q4).

[Ipe3 BTOpaTa roguHa Ha MPOYYBAHHATA, TAIIUEHTUTE MTPOBIDKABAT Ja MTOy4aBaT IMOTy4aBaT
IbPBOHAYATHO paHIOMHU3HUPaHAaTa 1033, HO I0 MOIU(UITMpaHa cXeMa Ha MpUiiaraHe, BOJACHa OT
OIIEHKATa Ha Pe3yJITAaTUTE MO OTHOIICHNE Ha 3pEHUETO M aHATOMUYHATa HaX0/IKa ¢ Ae(QUHUpaH 110
MIPOTOKOJI MaKCHMaJIeH MHTEPBAJl Ha MpHJIarane ot 12 ceaMuIy.

W B aBeTe mpoyuBaHUs MbPBUYHATA KpaifHa TOYKA 32 €PUKACHOCT € MPOIEHTHT NAllNEeHTH B
MOMYJIAIUATA TI0 IPOTOKOJI, KOUTO TOIbPXKAT 3peHHE, T.€. KaTo 3aryda Ha Mmo-Majiko oT 15 OykBu OT
3pUTEIHATA OCTPOTA B CeAMHUIIA 52 CIIPAMO U3XOTHOTO HUBO.

B nmpoyusane VIEW1 B cenmuua 52, 95,1% ot nanuenture B rpynata ¢ Eylea 2Q8 mogabpxar
3peHHeTo B cpaBHeHueE ¢ 94,4% oT manueHTHTE B rpynata ¢ paHnOuzymad 0,50Q4.

B nmpoyusane VIEW2 B cenmuna 52, 95,6% ot nanuenture B rpynata ¢ Eylea 2Q8 moagabpxar
3peHneTo B cpaBHeHue ¢ 94,4% oT manueHTHTe B rpymnara ¢ panuouzymab 0,5Q4. B nsete
npoyuBanusi, Eylea e qokazaHa kato He mo-Maiko euKkacHa U KIMHUYHO €KBUBAJICHTHA HA TPyMaTa C
parnouzymab 0,5Q4.

TompoOHU pe3ynTaTH OT KOMOWHUpAHWS aHATU3 HA JIBETE MPOYYBAHUS € MMOKA3aH B TabIHIA 2 U
¢urypa 1 nmo-mgoiy.
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Tab6auna 2: Pe3yiaratu 3a epuracHOCT B ceamuiia 52 (rbpBUYeH aHanu3) u ceamuiia 96;
KOMOHHHUpPAHH JaHHH OT poyuBanusta VIEW1 u VIEW2Y

Pe3yarat 3a epuxacHoct Eylea 2Q8”" Panuouzyma6 0,504
(Eylea 2 mg Ha Bcekn (parnbuzymab 0,5 mg Ha
8 cenmuiy cien 3 HaYATHU BCEKH 4 CeIMUITN)
€XKEMECCUHH JI03H)
(N =607) (N =595)
Cenmunia 52 | Ceamunia 96 | Cenmuna 52 | Cenmuria 96
Cpenen 6poit HH)KEKITIH OT 76 112 123 16,5
WU3XOAHOTO HHUBO
Cpenen Opoii HHKEKIMN 42 47
(ot cemmuria 52 1o 96)
IIpornieHT marueHT! Che
3ary6a < 15 6ykBH OT 95,33%" 92,42% 94,42%" 91,60%
u3x01HOTO HIBO (PPS™)
Paszmuka” 0,9% 0,8%
(95% )" (-1,7;35" | (-2,3;3,8)"
Cpenna npomsina B BCVA,
M3MepeHa upe3 OLCHSIBaHe
Ha OyKBHUTE TI0 ETDRS” or 8,40 7,62 8,74 7,89
W3XOJHOTO HUBO
Pasmuka B LS ™ cpenna
npomsiHa (OyKBH 10 -0,32 -0,25
ETDRS)® (-1,87:1,23) | (-1,98; 1,49)
(95% )"
[IporeHT manueHTH ¢
nogoopenue > 15 OykBu ot 30,97% 33,44% 32,44% 31,60%
W3XOJHOTO HUBO
Pasnnka’) -1,5% 1,8%
(95% )" (-6,8; 3,8) (-3,5;7,1)

A BCVA: Haii-106pe KOpUrEpaHa 3pUTE/IHA OCTPOTA

ETDRS: IIpoyuBaHe Ha paHHO Je4yeHue Ha quabetHa peruHonatus (Early Treatment Diabetic Retinopathy

Study)

LS: Cpennara paznuka Ha Hali-MankuTe KBagpath, momyderna or ANCOVA

PPS: mo mpoTokou
B)

B)

)
Y]
E)

Amnanu3 Ha msutata nomynanus (FAS), npenacsiie Ha ganauTte oT nocieaHoto Haodmoaeane (LOCF) 3a
BCHYKH aHAJIN3HU C N3KIIOYCHNE Ha TIPOIICHTA MAIlUESHTH, ITOIIbPIKAIIH 3pUTEIHA OCTPOTa B ceAMUIIa 52,
KoeTo mpencrasisasa PPS

Paznukara e croiiHocTTa 3a rpynara ¢ Eylea MuHyc cToifHOCTTa 32 rpynata ¢ pannouszymab. [losoxurenna
CTOMHOCT € B noi3a Ha Eylea.

Hosepurenen nnrepsain (JJU), u3umcien upe3 HOpMaIHO NPHOIMKEHHE

Cren 3ano4BaHe Ha J€UCHHE C TPH €KEMECEUHU 1031

JloBepureneH HHTEpBaJ, JIexall U310 Haj -10%, nmokassa He no-Manka edukacHoct Ha Eylea cripsimo
pann6uzymab
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®@urypa 1. CpegHa npomsiHa B 3pUTEIIHATA OCTPOTA
OT U3XOJHOTO HUBO A0 ceaMuua 96 3a KOMOMHUpPAaHUTE
JaHHU OT npoyyBanusATa Viewl u View2

ocTpoTa (bykBu)

CpefiHa npomsiHa B 3puTenHara

Oh 1 1 (1 1 1 1 1 L [l 1 1 1 1 (1 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

Ceamnum

= EYLEA 2mg Q8 ceamuuu* @ Panunbusymab 0,5mg Q4 ceammum*

[Ipu xomOunupan ananu3 Ha nanaute oT VIEW1 u VIEW2, Eylea noka3sa KIMHUYHO 3HAYUMHU
NPOMEHH OT U3XOJHOTO HUBO B MPEABAPUTEIHO Ae(UHUpaHATa BTOPUYHA KpaliHa TOYKa 3a
e(pMKacCHOCT, U3MEPEHNU Upe3 BBIPOCHUK 3a 3puTenHaTa GyHKuus Ha Harmonanunus odraamMonornyexn
urctutyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 KIMHUYHO
3HaYMMH Pa3IMKH C paHUMHU3yMad. BennunHara Ha TE3U MpOMeHH € 110/100Ha Ha HaboaBaHaTa B
nyOJIMKYBaHU MPOYYBaHMS, KOETO ChOTBETCTBA Ha 1MO100psiBaHe Ha 3peHueTo ¢ 15 OykBu npu Haii-
no0pe kopurupana 3pureiana ocrpora (Best Corrected Visual Acuity, BCVA).

Ipe3 BTOpara roguHa Ha MPOYYBAHUATA, €(YPUKACHOCTTA KATO ISUIO CE OAIBPIKA 0 MOCIEAHOTO
OIIeHsABaHE B ceaMuLa 96, kato 2-4% OT MaIlMeHTUTE ca Ce Hy)KJaelu OT BCUYKH MHKEKIIUU Ha
MeceyHa 0a3a, a 1/3 oT manueHTHTe ca ce Hy>KAaelnu Hali-MajKo OT elHa MH)KEKLUS ¢ MHTEepBaJl Ha
JIeYeHHUE OT CaMo €ANH Mecell.

Hamanenuero Ha cpefHaTa IUIOII Ha XOpOHIAJIHA HEOBACKYIapU3alsl € BUIUMO BbB BCHUKH JO30BH
TPyNH ¥ B ABETE NPOYYBAHHUSL.

PesynTarute 3a erkacHOCT BbB BCUUKH OLICHSIBAHHU MMOATPYIH (HAMp. Bb3pacT, MO, paca, 3puTeliHa
OCTPOTa Ha U3XOIHO HUBO, BUJI Ha JIE3UATA, pa3Mep Ha JIE3UsITa) BbB BCAKO MIPOYUBAHE U MIPU
KOMOMHHMpPaHUS aHAJIHU3 Ca B CHOTBETCTBHUE C PE3YJITATUTE B LIEIUTE TOIMYIALUH.

ALTAIR € MHOTOLEHTPOBO, PAHIOMU3HPAHO, OTBOPEHO MPOYyUYBaHE MpH 247 MallUeHTHU SMOHIH C
HelleKyBaHa BiakHa BJIM, npennasHavueHo Aa oueHH epukacHocTTa u 6e3onacHoctTa Ha Eylea cnen
JIBE Pa3IMYHU KOPEKIMU Ha MHTEepBaja (2-ceqMuyHa U 4-CeIMUYHA) TIPH PEKUM Ha JICUYCHUE U
yABIKaBaHE.

Bcunuku nanpeHTH nosydaBaT MeceuHt Jo3u Eylea 2 mg B npoabmkeHne Ha 3 Mecena, MocieBaHo OT
eTHA MHXKEKITUS CJIe] JOMBIHUTENICH 2-MeceueH nuTepBal. B cenqmuria 16 marueHTuTe ca
panmomusupanu 1:1 B nBe rpynu Ha nedenue: 1) Eylea, nedenue u yrbmkaBaHe ¢ 2-CeIMAYHA
kopekrun 1 2) Eylea, nedenue u yrbmkaBaHe ¢ 4-ceIMAYHN KOPEKIUHU. Y IBIKaBaHETO WIIH
CHKpAIllaBaHETO HA MHTEpBaJIa Ha JICUCHHUE € OIIPE/eSICHO Bb3 OCHOBA HAa 3pUTETHU H/UJIH AaHATOMUYHU
KPHUTEPHH, OIPEICIIEHHU C IPOTOKOJ, C MAaKCUMaJIeH HHTEpBaJ OT 16 ceqMuuu 3a JBeTe IPyIH.

[IbpBUYHATA KpaifHa TouKa 3a epukacHOCT e cpeaHaTa npomsHa B BCVA oT U3X0IHOTO HUBO 0
cenmuiia 52. Bropuunute KkpaliHi TOYKH 32 €UKACHOCT ca MPOLCHTHT Ha MAllMEHTHUTE, TP KOUTO
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HsIMa BJIOIIaBaHe ¢ >15 OYKBH, M TIPOIIEHTHT HA NMAIUEHTUTE, TIPH KOUTO MMa TIOJ00pEHNUE ¢ Hai-
Masiko 15 0ykeu mpu BCVA 0T M3X01HOTO HHBO 70 ceaMulia 52.

B ceqmuiia 52 nmarnieHTUTE B paMOTO Ha JICUCHHE U YIBIDKaBaHE C 2-CEIMUYHU KOPEKIIMH TIOJTydaBaT
cpenro 9,0 OykBH OT M3XOMHOTO HUBO B CpaBHEHHE C 8,4 OyKBH 3a T€3H B Ipymara ¢ 4-ceIMUIHI
kopeknuu [LS cpenna pasnuka B 6yksure (95% CI): -0,4 (-3,8;3,0), ANCOVA]. [IpotieHTHT Ha
MAIUEHTUTE, PU KOUTO HsIMAa BIIOIIaBaHe ¢ >15 OyKBH, B IBETE paMeHa Ha JiedeHue € cxojeH (96,7%
B IpyImiata ¢ 2-CeAMUYHH KopeKnu 1 95,9% B Ta3u ¢ 4-ceamuaan Kopeknuw). [IporeHTsT Ha
NaIMeHTHTE, IPU KOUTO UMa rojo0peHue ¢ >15 6yksu B cenmuna 52, e 32,5% B rpymnara c 2-
ceqmuuHM kKopekiuu v 30,9% B Tazu ¢ 4-cemMUyHU KOpeKUuu. [IpoleHThT Ha MAUEHTUTE C
MHTEpBaja Ha JIeUeHHe, yIbJDKEeH 0 12 cenMuiu u noseue, € 42,3% B rpynara ¢ 2-ceIMUYHI
Kopekuu 1 49,6% B Ta3u ¢ 4-ceaMuyuHu Kopekuuu. OCBEH TOBa, B rpymnaTa ¢ 4-ceAMUYHHN KOPEKITUN
40,7% oT malMeHTUTe ca ¢ MHTEpBaJ, YABKEH 10 16 ceqmuuu. [lpu nocneqHoTo moceueHue npeau
ceamuna 52 56,7% u 57,8% OT NallMEHTUTE CHOTBETHO B TPYNUTE C 2-CEAMHUYHU U 4-CEAMUYHU
KOPEKIINH ca C IJIaHUpaHa cie/Balla HWHKEeKIUI B MHTEPBaJ OT 12 ceAMUIIN Wi MToBeue. 3pUTETHUTE
U CHUCTEMHUTE MPOQHIN Ha 0€30MacHOCT ca moo0HN Ha 6e30MmacHOCTTa, HAOII01aBaHa B OCHOBHUTE
npoyuBanus VIEW1 u VIEW2.

Omox Ha maxyrama ecreocmaue na OL[PB

Besonacnoctra n eduxacHoctTa Ha Eylea ca oleHeHu B 1Be paHIOMU3UPAaHU, MHOTOLICHTPOBH,
JBOMHOMACKUPAHH, TUIAe00-KOHTPOIUPAHH MTPOYYBAHHUS PH MAIEHTH ¢ OTOK HA MaKyJiaTa
Bcaencteue Ha OLIPB (COPERNICUS u GALILEO) ¢ 06mo 358 manueHTH JTeKyBaHH U TIOAXO/ISIIN
3a orleHKa Ha epukacHoctTa (217 ¢ Eylea). Be3pacTra Ha manmenTuTe Bapupa ot 22 1o 89 roauHu,
cpenno 64 roguau. B OLIPB npoyuBanusita, npubnusurenno 52% (112/217) ot nauueHTHTE,
paHIoMHU3UpaHy 3a JiedeHue ¢ Eylea ca Owiu Ha Bb3pacT 65 TOAMHU WK TI0-BH3PACTHU, H
npubnuzutenso 18% (38/217) ca 6unu Ha BB3pacT 75 TOAMHU WM NO-Bb3pacTHU. B nBere
NPOY4BaHUS MALMEHTUTE ca Pa3NpeieeH! Ha CIydaeH NPUHLUI B CbOTHOIIEHHE 3:2 B rpymaTa 3a
nHxkektupade Ha Eylea 2 mg Ha Bceku 4 cenmuny (2Q4), Wiin B KOHTPOJHATA TPYTIa 332 HHKEKIIUH C
TTane6o Ha BCeKH 4 CeIMUITH, 3a 00110 6 IPUIIOKEHUS.

Cnen 6 exxeMeceuHH MHXEKLUH NALUEHTUTE ca [10Iy4aBaii JEYEHUE CaMO aKo ca OTrOBapsId Ha
NpEBAPUTETHO OTNPEICIICHH KPUTEPHUH 32 JISUeHHUE, C U3KIIOYCHUE HA MMALMEHTUTE B KOHTPOJIHATA
rpyna Ha poyuBaHeTo GALILEO, kouTo ca mpoap/HKUITH 1a TIOTyYaBar miamne6o (KOHTposa Ha
KOHTpoJata) A0 ceamuua 52. OT Ta3u BpeMeBa TOUKa, BCHYKH MAIMEHTH ca OWIIK Ha JICYeHHUE, aKo ca
OTrOBapsIM Ha MPEIBAPUTEITHO OMPECICHUTE KPUTEPHH.

U B nBete mpoyuBaHUs MbpPBUYHATA KpaifHa TOYKA 32 €(UKACHOCT € OWII IPOIICHTHT MAIlUEHTH, KOUTO
ca ce nmoxoopwiu ¢ moHe 15 6ykeu B BCVA Ha ceqmuia 24, B cpaBHEHHE C U3XOHO HHBO.
Bropuunara npoMeHiBa 3a €epUKacHOCT € Oniia MpoMsIHa B 3pUTEIIHATAa OCTPOTa B cenMuIia 24 B
CpaBHEHHE C U3XOJHOTO HUBO.

Pasnukara Mexay TepaneBTUUHUTE TPYIH € OWiia CTATUCTHYECKY 3HAaYMMa B Tion3a Ha Eylea u B nBete
npoy4BaHusi. MakCUMaIHOTO MOJ00pEeHUe Ha 3pUTeNTHATA OCTPOTA € JOCTHI'HATO Ha Mecell 3 C
MoCIIeABAII0 cTabuu3upane Ha 3putenHara octpota 1 CRT a0 mecen 6. CtaTucTruuecky 3HaUMMaTa
pasiuKa € MoabpKana 0 ceaMuna 52.

[MonpoOHU pe3yaTaTH OT aHaM3a Ha JIBETE MIPOYYBAHUS ca TIoKa3aHH B Tabiuua 3 u Ha durypa 2 mo-
JIOTTy.
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Ta6uuna 3: Pesynrarn 3a edukacHOCT Ha ceamuria 24, ceqmuna 52 u ceqmuna 76/100 (Listata ananmsupana rpyma ¢ LOCF®) B npoyusanmst

COPERNICUS u GALILEO
Pesyararu 3a COPERNICUS GALILEO
epuractocr 24 cexMunu 52 cexmMuum 100 ceamuuu 24 cexMunu 52 cexmunm 76 ceqMuIH
Eylea | Kontpona | Eylea | Komrpona® | Eylea® | Konrpo- | Eylea Kontpo- | Eylea | Kowrpo- |Eylea® | Konrpo-
1E) ®
2mg Q4 (N=73) 2 mg (N=73) 2 mg aa, 2mg Q4 Jaa 2 mg Jaa 2 mg na™
(N =114) (N =114) (N=114) | (N=73) | (N=103) | (N=68) \N=103)| (N=68) |(N=103) (N=68)
[Ipouent
TNAaIMeHTH C
nogoOpeHue > 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
15 GykBu oT
HU3XOJHOTO HUBO
lpererneya, | 44.8% 25,9% 26,7% 38.3% %Zéggf’ %‘13'30?
?9§‘V i (33,0, 56,6) (11,8, 40,1) (13,1, 40,3) (24.4,52,1) 42.7) 42.0)
p-croifHoCT _ _ p= p=0,000
p <0,0001 p =0,0006 p=0,0003 p <0,0001 0,0004 4
CpenHa nmpomsiHa
B BCVA®),
H3MepeHa 1o
ETDRSY 17,3 -4,0 16,2 3,8 13,0 15 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
HU3XOJHOTO HUBO
(SD)
Paznuka B LS
cpesia 217 12,7 118 147 13,2 7.8
croitnoct™B ' ; ’ ’ (8,2 21
17,4, 26,0 - L
0 ( ) (7,7,17,7) (6,7,17,0) (10,8, 18,7) 18.2) 13.1)
(95% W)
p-croitHOCT p< p< p=0,007
p <0,0001 p <0,0001 0,0001 p <0,0001 0,0001 0

A Pasmukara e Eylea 2 mg Q4 ceIMMII MHHYC KOHTPOIIA
® Pasnukara u noBeputenausaT uarepsai (JI1) ce u3uucisiBar, karo ce usnonssa Tect Ha Cochran-Mantel-Haenszel (CMH), kopurupas 3a perios (AMepuka crpsmo
ocranaiata 4act oT ceeta 32 COPERNICUS u EBpona copsimo Asus/Tuxookeancku peruot 3a GALILEO) u usxoana kateropus mo BCVA (> 20/200 u < 20/200)

48



B BCVA: Haii-no6pe xopurupana 3pureinsa ocrpora (Best Corrected Visual Acuity) ETDRS: [Ipoyusane ¢ paHHO jeucHne Ha quaGeTHa pernsomnatus (Early
Treatment Diabetic Retinopathy Study)
LOCF: Ilpenacsine Ha gaHHMTE OT HocheaHoTo Habmoaenue (Last Observation Carried Forward)
SD: CtaHgapTHO OTKJIOHEHHUE
LS: Cpenna Ha Hali-mMankuTe KBaapaTH, noxyieHo or ANCOVA

D' LS cpenna pasmnka u noBepuTeneH nHTepBan Ha Gaszara Ha Moxen ANCOVA ¢ (hakTopu: rpyma Ha JiedeHne, pernoH (AMepHKa CIpsSMO OCTAHAJIATa YacT OT CBETA 3a
COPERNICUS u Eepona crpsimo Asus/Tuxookeancku peruot 3a GALILEO) u u3xoana kareropust mo BCVA (> 20/200 u < 20/200)

V" B npoyusanero COPERNICUS nauueHTuTe B KOHTPOJIHATA IPYIIa ca MOIVIH Jia no/Tyuasat Eylea mpu Bh3HUKBaHE Ha HYX/Ia, C YECTOTA BEIHBK HA BCEKH 4 CeIMUIHI

oT ceamuua 24 1o ceaqmuia 52; nanyueHTUTe ca MMaJId BUSUTH HA BCEKU 4 CEAMUIIH.

9B npoyuBanero COPERNICUS kakTo nanueHTuTe 0T KOHTPOJIHATA IpyIla, Taka 1 nanuenture Ha Eylea 2 mg, ca monmyuasanu Eylea 2 mg npu Bb3HMKBaHE Ha HYXJa C
YecToTa BE/IHBK Ha BCEKU 4 CeMUIIM OT ceaMuIa 52 1o ceamuia 96; nanMeHTUTe ca MMalu 3aIbJDKUTETHY BU3UTH Ha 3 Mecela, HO € MOXeJo Jja ObaaT MperiexaaHu
¥ Ha BCEKX 4 CEIMMUIIH, aKO € HEOOXO0IMMO.

N B npoyuBareTo GALILEO kakTo manpieHTUTE B KOHTPOJIHATA IPYyIIa, Taka U manueHTute Ha Eylea 2 mg, ca momy4asanu Eylea 2 mg npu Hyk1a, Ha BCeKH 8 CeAMUITH
oT ceaMuIia 52 1o ceamulia 68; marMeHTUTE Ca UMaIH 3abJDKUTEIHN BU3UTH HA BCEKH 8 CEIMHUILIA.
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®urypa 2:

Cpenma mpoMsiHa OT M3XOJHOTO HHMBO 110 ceamuia 76/100 B 3puTenHara ocTpoTa 1o rpyInd Ha

neuenwne 3a npoyuBanusta COPERNICUS u GALILEO (IlsiaTa aHaau3mpaHa rpyIa)
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Ceamuum

—k— EYLEA 2 mg ——{{)—— KoHTponHa rpyna

3 MokasBa npemnHaBaHeTO Ha KOHTponHaTta rpyna kbM PRN neyenne c EYLEA 2 mg ]

B GALILEO, 86,4% (n = 89) ot rpynara Ha Eylea u 79,4% (n = 54) ot rpynara Ha 1uiane6o ca Ouim ¢
OLIPB nepdysus Ha u3xomHo HUBO. B cemmuna 24, ToBa ca ounu 91,8% (n = 89) B rpynara Ha Eylea n

85,5% (n =

47) B rpynata Ha 1uiane6o0. Te3u mponopiuu ce moyIbpkat B ceamuiia 76, ¢ 84,3% (n=75) B

rpynata Ha Eylea u 84,0% (n = 42) B rpymnara Ha miane6o.
B COPERNICUS, 67,5% (n = 77) ot rpynata Ha Eylea u 68,5% (n = 50) ot rpynara Ha miamne6o ca Ominu
¢ OLIPB nepdy3us Ha nzxoaHo HUBO. B cenmuna 24, ToBa ca ownn 87,4% (n = 90) B rpynara Ha Eylea n
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58,6% (n = 34) B rpynara Ha mare6o. Tesnu mponopimu ce nogaspxat B ceamuia 100, ¢ 76,8% (n=76) B
rpynata Ha Eylea u 78% (n = 39) B rpynara Ha miane6o. [laupenTute B rpynaTa Ha mianebo ca uMaju
npaBo aa nonayyasat Eylea ot cenmuma 24.

BnaronpusatHusT edext ot nedenueto ¢ Eylea Bppxy 3putennara GyHKIUS € TOA00EH B H3XOJHUTE
MNOATrPYIH OT NanmMeHTH ¢ nepdysus u 6e3 nepdysust. EQexrrure Ha neueHNeTo BbB BCUYKH OLIEHAEMH
HOArPYIH (Hamp. Bb3pacT, 0J1, paca, 3pUTEIHa OCTPOTa Ha U3XOAHO HUBO, NpoAbIKUTEIHOCT Ha OLIPB)
BBB BCSKO OT MPOYYBAHMATA Ca OMJIM MPHHIMITHO CHOTBETCTBAINM HA PE3YJITATUTE B OOIINTE TOIyJIAlNH.

[Tpu ananuza Ha o6o6menure ganau or GALILEO u COPERNICUS Eylea noka3a KIMHUYHO 3HAYHMHU
MPOMEHHM OT U3XOJHOTO HMBO 32 MPEABAPUTEIHO ONpeeeHaTa BTOPHYHA KpaiiHa TouKa 33 e(UKacCHOCT.
BenpocHuk 3a 3putenHara yukius Ha Harmonamaus odranmonoruued nactutyT (National Eye Institute
Visual Function Questionnaire (NEI VFQ-25). Benmnunnara Ha Te3d IPOMEHH € 0 {00Ha Ha
Ha0Jr01aBaHaTa B MyOIMKyBaHUTE KIMHUYHY [IPOYYBaHMUs, KOETO ChOTBETCTBA Ha MpHbaBsiHe Ha 15
oykBu B Haii-nobpe xonTpomupana 3putenna octpora (Best Corrected Visual Acuity, BCVA).

Omox na maxynama ecredcmsue na OPPB

BezonacnocrTa n epukacHocTTa Ha Eylea ca oneneHu B €1HO paHAOMHU3UPAHO, MHOT'OLICHTPOBO,
JIBOWHOMACKUPaHO, aKTHBHO-KOHTPOJIUPAHO MPOYYBaHHUE MPU MAIIMEHTH C OTOK Ha MaKyjaTa BCIEICTBHE
Ha OPPB (VIBRANT), koeTo BKIIFOUBa XeMUpPETHHATIHA OKITy3us Ha BeHa. O0mo 181 manuenTu ca
JIEKyBaHH U ca OMIIM MOJIXOAAIIHN 32 oleHKa Ha epukacHocTTa (91 ¢ Eylea). Bp3pactra Ha nauneHTuTe
Bapupa ot 42 10 94 rogunu, cpeaHo 65 rogunu. B npoyusanero 3a OPPB, npubausutento 58% (53/91)
OT TALIMEHTHUTE, PaHJIOMHU3UPaHH 3a JieueHue ¢ Eylea ca Ounu Ha Bb3pact 65 rOJMHN WITH MTO-BB3PACTHU, U
puban3uTenHo 23% (21/91) ca Ounu Ha BB3pacT 75 TOMHYU WU O-BB3pacTHU. B mpoyuBaHeTo
MAIUEHTHTE Ca PaHIOMHU3UpaHu B choTHOIIeHUE 1:1 B rpyna Ha Eylea 2 mg Ha Bceku 8 cemmuiu cien 6
HavYaJTHA MECCUHH MHXCKIIUH, WK Ha Jia3epHa (HOTOKOAryalus, MPUIOKEHA Ha H3X0IHO HUBO (HapeueHa
,»J1a3ep-KoHTponHa rpyna‘). [lanuenTuTe B 1a3ep-KOHTPOIHATA TPyIa MOTAT Jia IOJIyYaT JOITbIIHUTETHA
nazepHa (oTokoarynanus (HapeueHa ,,CacuTeTHO JIa3epHO JeueHue), 3anoysaiia B ceqmuna 12 ¢
MUHHMAaJICH HHTEpBaI oT 12 ceMuny. B3 0CHOBA Ha MpeIBapUTEITHO OIIpeieliCHH KPUTEPHUH,
MaIMeHTHTE B TPyIIaTa ¢ Jla3ep MOrar Ja MoJIydaT CIIacHTeNHO jeueHne ¢ Eylea 2 mg ot ceqmuria 24,
MpHJIaraHa Ha BCEKH 4 CEIMUIIM B MPOIBIDKCHNE Ha 3 Mecella, ITOCIeIBAHO Ha BCEKH 8 CEIMUIIH.

B knmuangnHOTO ipoyuBane VIBRANT, mbpBu4HaTa KpaiiHa TOUKa 32 €(UKaCHOCT € OMIJI MPOIEHTHT
MAIUEeHTH, KOUTO ca ce nofoopwin ¢ mone 15 6yksu B BCVA Ha cenmutia 24 B cpaBHEHHUE C U3XOTHOTO
HUBO KaTo Tpymnara Ha Eylea npeBb3xoska Ta3u Ha JTa3epHHUS KOHTPOJL

Bropuunara kpaiiHa Touka 3a epukacHOCT Oelle MpoMsHa B 3pUTETIHATa OCTPOTa B ceaMulia 24 B
CpaBHEHHE € M3XOAHOTO HHUBO, KOSITO € OMila CTaTUCTUYECKU 3HauuMa B nonn3a Ha Eylea B mpoyuBaneTo
VIBRANT. ITonoOpenue Ha 3puTenHaTa OCTPOTa € HACTBIIMIO OBP30 M JOCTUTHATO Ha Mecel 3 C
MOCJICBAIIO MOAIbpKaHe Ha edekTa 10 Mecer] 12,

B rpynara Ha na3epeHo JieueHue, 67 NalueHTH ca NOTy4YHIN CIacuTeNnHo JieueHue ¢ Eylea, 3anousaio B
cenmuiia 24 (akTUBHA KOHTpoJa/rpyna Ha Eylea 2 mg), koeto Boau 10 MOA0OpeHHe B 3pUTEIIHATA OCTPOTA

C OKOJIO 5 OyKBH OT ceamuna 24 1o cenMura 52.

[MonpoOHU pe3ynTaT OT aHaNM3a Ha KIMHUYHOTO npoyuBaHe VIBRANT ca nokazanu B Ta0iiuia 4 u Ha
¢urypa 3 mo-noiy.
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Tab6smua 4: PesynrtaTtu 3a euxacHocT B ceamuna 24 u ceamuna 52 (Ilsnata aHanu3upaHa Momyiamnus ¢
LOCF) B kimuamanoTO nipoyuBane VIBRANT

Pe3yararTu 3a egpukacHoct VIBRANT
24 ceqMuIH 52 cexmMuum
Eylea 2 mg AKTHBHA Eylea AKTHBHA
Q4 KOHTpoJ1a 2 mg Q8 KOHTpOJIa
(N=91) (nazep) (N=91)P (nazep/Eylea 2
(N =90) mg”)
(N =90)
[IpoleHT nauueHTH ¢ noaoopeHne > 52.7% 26.7% 57.1% 41.1%
15 6yxBu oT n3x01HOTO HHUBO (%)
Ipereriena pasmka’™> % 26,6 16.2%
(95% 1) (13,0, 14,1) (2,0, 30,5)
p-CTOMHOCT p=0,0003 p=0,0296
Cpenna npomsina B BCVA, 17.0 6.9 171
u3Mmepena upe3 ETDRSC ckop 3a (11.9) (12,9) (13.1) 12,2 (11,9)
OyKBH OT U3X0IHOTO HUBO (SD) ' ' '
Paznuka B LS cpenna croiinoct™? 10,5 52
(95% 1) (7,1, 14,0 (1,7, 8,7)
p-cToitHOCT p<0,0001 p=0,0035")

A)
b)

Pasmukara ¢ Eylea 2 mg Q4 cenqmunu MuUHYC KOHTpoJa (J1a3ep)
Pasmukara u 95% mosepurenuust uarepsan (JIM) ce usumcnssar, Kato ce n3nonssa tect Ha Mantel-Haenszel,
kopurupas 3a peruoH (CeBepra AMepuka cpsmo Snonus u u3xoaHa kareropus mo BCVA (> 20/200 u

< 20/200)

B LS cpenna pasmuxa n 95% noBepureseH HHTepBan Ha 6a3aTa Ha Mogen ANCOVA ¢ rpyma Ha JledeHre, N3X0IHa

kareropust o BCVA (> 20/200 u < 20/200) u pernon (CeBepHa AMepuka cripsiMo SITIOHUS ) KaTo AbIATOTpaliHU
edextn 1 n3xomHa kareropus mo BCVA karo xoBapuara.

Ot ceqmuna 24 uHTEpBaia Ha JCYCHHE B TpyIaTa Ha JieucHue ¢ Eylea e yabiokeH 3a BCUYKH MAIUCHTH OT 4
CeMUIIM Ha 8 ceaMUIM npe3 ceamuna 48.

B HauanoTo Ha ceaMuna 24 MalMEHTUTE B rpyHaTa Ha JCUCHHE C JIa3ep MOTAT Ja MoJy4yaT CHACUTEITHA TePaIus C

)

Y]

E)

Eylea, ako TOCTUTHAT MOHE €IVMH NPEABAPUTEIHO OMpPEIeICH KpUTEepHii 3a mpuroganoct. OO0 67 maueHTy B
Ta3W Tpyma ca NOJYYHIN cracuTeHo JeueHue ¢ Eylea. ®ukcupanata cxema Ha jeueHue ¢ Eylea e Tpu bt
Eylea 2 mg Ha Bcexu 4 ceMuIIH, TOCIEABAHO OT WH)KEKIIUU Ha BCEKU 8 CEIMHUIIH.

Homwunanua p-ctoitHOCT
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®urypa 3. Cpenna npomsiaa B BCVA, uzmepena upe3 ckop 3a 0yksu 1o ETDRS 0T H3X0HOTO HUBO 110
ceamuIia 52 B KTUHUIHOTO mpoyuBane VIBRANT

20 VIBRANT
+17.0

+17.1

ocTpoTa
(BykBK)

CpefaiHa npoMsiHa B 3puTernHa

L’ ( L L L ' ' 1 i i i i L 1

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

Ceomuum

—4&— Eylea2mg —()— NasepHo KoHTporHa rpyna

Ha u3xoqH0 HUBO nenbT Ha manueHTuTe ¢ nepgysus B rpynara ¢ Eylea u rpynure Ha JeueHue ¢ jasep €
cpoTBeTHO 60% 1 68%. B ceqmuma 24 Te3u nsnose ca crorBeTHO 80% 1 67%. B rpynara Ha neuenue ¢
Eylea npoueHThT Ha manuenTH ¢ nepdysus ce 3ana3sa 1o cenmuia 52. B rpynaTa Ha geuenue c iasep,
KBJETO MAllMeHTHTE ca OMIM MOAXOISINH 3a cracuTelHo JeueHue ¢ Eylea ot cenmuna 24, nenbt Ha
MAIMEeHTHTE C epdy3us ce e yBenndmi 10 78% B cenmuna 52.

Jluabemen maxynen eoem

BezonacnoctTa n epukacHocTTa Ha Eylea ca oneHenu B ABe paHIOMU3UPAHH, MHOTOLIEHTPOBH, ABOIHO-
3aCIIeNIeHH, AKTHBHO-KOHTPOIMPAHH npoyuBanus npy nauuents ¢ JME (VIVIDME u VISTAPME). O6mo
862 manueHTH ca OWIIH JICKyBaHU M OlleHsAeMH 3a epukacHocT, 576 ¢ Eylea. Be3pactra Ha maruenTuTe
Bapupa ot 23 o 87 rogunu, cpenno 63 rogunu. B npoyusanusta 3a IME, npubnusurenno 47%
(268/576) ot nauueHTHTE, paHAOMHU3UpAHH 32 JeueHue ¢ Eylea ca Omnu Ha Bb3pacT 65 roguHM W 110-
BB3pACTHH, U IpHOIU3UTETHO 9% (52/576) ca Ounu Ha BB3pacT 75 TOAWHY WK NO-Bh3pacTHH. [loBedyeTo
TAIMCHTH B JBETE IPOYUBaHUS ca Oniu ¢ muadet T I1.

B nBete npoyuBaHus MalieHTUTE ca OMIIM pas3NpeesieH: Ha CllydaeH MPUHIHI B choTHOmeHue 1:1:1 B 1
0T 3 cXeMH Ha J03HUpaHe:

1) Eylea, npusaran mo 2 mg Ha BCceku 8 ceqmuIy ciient 5 Havanuu exemecednu nmkeknuu (Eylea 2Q8);
2) Eylea, npunaran o 2 mg Ha Bceku 4 cenmunu (Eylea 2Q4); n

3) masepHa GoTOKOAryIanus Ha MaKysiata (AaKTHBHA KOHTPOJIA).

Kato ce 3amoune B cenmuiia 24, mariueHTUTE, OTTOBAPSIIY Ha MPEIBAPUTEIIHO OMPEACIICH par Ha 3ary0a
Ha 3pEHHETO, ca OMIIM MOIXOIAIIN 32 IOJIyYyaBaHe Ha JOIBIHUTEIIHO JICUCHUE: IAIIMEHTUTE B IPYNUTE HA
Eylea e Mmoxxerno na monyvaBat jiedeHue C J1a3ep, a NalMeHTUTE B KOHTPOJIHATA TPyIia € MOXKEIO 1a
nony4aat Eylea.
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B nBeTe npoyuBaHus OCHOBHATA KpaifHa TOUKa 3a e(pUKacHOCT € Omia cpeHaTa MpoMsiHA OT U3XO0THO
nuBo Ha BCVA B cenqmuna 52 kato asere rpynu Eylea 2Q8 u Eylea 2Q4 nemoHcTpupar cTraTucTriecka
3HAYMMOCT H TO IIO-BHCOKA OT Ta3u MPH KOHTPOJIHATA rpyma. Tasu moisa e 3anazeHa no ceamuna 100.

[oxpoGHK pe3yaTaTi oT aHanu3a Ha npoyusanuaTa VIVIDPME u VISTAPME ca noxaszanu B Tabmima 5 u
¢urypa 4 no-goamy.
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Ta6amua 5. Pesyirraru 3a epukacHocT Ha ceqmuna 52 u ceamuua 100 (Isurata ananmsupana nomynauust ¢ LOCF) B npoyusasmst VIVIDPME »

VISTA®
Pesyararu 3a VIVIDPME VISTAPME
euxkacHocT
52 cexmuun 100 ceamumm 52 ceqmuuu 100 ceamuuu
Eylea Eylea AKTHBHA Eylea Eylea AKTHBHA Eylea Eylea AKTHBHA Eylea Eylea AKTHBHA
KOHTpOJIa KOHTpOJa KOHTpOJa KOHTpOJIa
2mgQ8” | 2mg Q4 (mazep) |[2mgQ8”" | 2mg Q4 (nazep) [2mg Q8" | 2mg Q4 (nazep) | 2mgQ8”| 2mgQ4 | (masep)
(N=135) | (N=136) | (N=132) | (N=135) | (N=136) | (N=132) | (N=151) | (N=154) | (N=154) (N=151) | (N=154) | (N=154)
Cpenna npomsina B BCVA,
ETDRS"
H3MepeH6a o 10,7 10,5 12 9,4 11,4 0,7 10,7 12,5 0,2 111 11,5 0,9
cKop 3a OyKBH OT
HU3XOJHOTO HUBO
Paznuxa B LS
N 5B 9,1 9,3 8,2 10,7 10,45 12,19 10,1 10,6
Ha CTOUHOCT "
OIS (64;118) | (6,5:12,0) (52:113) | (7.6:138) (7.7:132) | (9.4:150) (10:13.3) | (11:14.2)
,D 70
[IpoueHT nanuenTu ¢
nogobOpenue > 15 OykBu oT 33% 32% 9% 31% 42% 8%
H3XOIHOTO HUBO 31,1% 38,2% 12,1% 33,1% 38,3% 13,0%
Kopurupana pasimka > >/ 249 230 19.0% 26,1% 23% 34% 20,1% 25,8%
0 0 !
(97,5% 1) (13,5; (24,1,
13,5; 34,9)| (12,6; 33,9 . : : :
( )| ( ) (8,0; 29,9) (14,8; 37,5) 33.1) 44.4) (9,6; 30,6) | (15,1; 36,6)
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Crnen 3amouBaHe Ha JICYCHHUE C 5 €KEMECCUYHH MHIKCKIIUH

LS cpenna croiiHoCT U goBepuTeieH nHTEpBaI Ha 0a3aTa Ha Moaen ANCOVA ¢ BCVA onpenensiHe Ha U3X0JHO HABO KaTo KoBapuaTa 1 (hakTop 3a rpyma Ha

nedenne. Ocsen ToBa 3a VIVIDPME kato dakrop e Brmouen peruonst (EBpona/Acrpanus cipsimo Smosus), a 3a VISTAPME kato pakrop e BrIoucHa anaMHesa
3a MU w/unu CVA

Paznukara e rpymara ¢ Eylea MuHyc rpymnara ¢ akTUBHaTa KOHTpoJia (J1azep)

Pasznukara ¢ moBepureneH uarepsai (JI1) u cTaTHCTHYIECKH TECT ce M3YUCIIABAT, KaTO ce U3IOJ3Ba cxeMa Ha Mantel-Haenszel, kopurupana 3a pernos
(EBpomna/Agsctpanus cipsamo Snonus) 3a VIVI DPME it anamuesa 3a MU w/min CVA 3a VISTAPME

BCVA: Haii-no6pe xopurupana 3purentna octpota (Best Corrected Visual Acuity)

ETDRS: IIpoyuBaHe ¢ panHo sieueHue Ha nuadetna peruHonarus (Early Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsine Ha naHHHTE OT nocienHoTo HabmoneHue (Last Observation Carried Forward)

LS: Cpenna cToiHOCT 110 MeTOJa HAa HAW-MaJKUTe KBapaTH, moiydeHo or ANCOVA

JW: JloBeputeneH UHTEPBAI
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®urypa 4: Cpenna npomsiaa B BCVA, m3mepena upes ckop 3a 6yksu mo ETDRS oT u3xomH0 HUBO 70
cenmuna 100 B mpoyuBaHusiTa VIVIDPME 4 VISTAPME

15 VIVID

1
+10.7
. +11.4

10 +9.4

CpepHa npomsiHa B 3pUTenHa ocTpoTa
(6yksun)

Ceamunum

VISTA
1+12.5

CpepnHa npoMsiHa B 3pUTenHa ocTpoTa
(6ykBK)

Ceamnum

—ll—Eylea 2mg Q8 Ceamnun ———Eylea 2mg Q4 Ceamuum
® Jla3zepHO KOHTpPOSHa rpyna

Edexrure oT neuenneTo B oleHIEMUTE NOArPYIH (Hamp. Bb3pacT, 1o, paca, HbAlc Ha u3xoaHO HUBO,
3pHUTEIHA OCTPOTA HA U3XOAHO HUBO, NpenxoaHa anTtu-VEGF Tepanus) BbB BCSIKO IPOYYBaHE U B
KOMOUHHMpaHUs aHaJIu3 KaTo LsUI0 ca OWIK B ChOTBETCTBUE C PE3YJITATUTE B OOIIUTE MOIMYJIALUH.

B npoyusanuaTa VIVID®ME u VISTAPME croreeTHo 36 (9%) 1 197 (43%) HarueHTH ca moTy4aBai
npeaxoana antu-VEGF Tepanus, ¢ 3-MecedeH WM mo-IbIbl Iepuol Ha ouncTBane. Edekture ot
JICYCHUETO B MOATPYyIaTa MalUeHTH, KOUTO ca JieKyBaHu ¢ nHxuouTop Ha VEGF, ca 6unmn mono6uu Ha
HabJro1aBaHUTE NP MALMEHTH, HeJleKyBaHu ¢ uHxuouTop Ha VEGF.

[Naruenture ¢ OunarepaaHo 3abojsBaHe ca Owan moaxo sy 3a antu-VEGF jedenne Ha 1pyroro oko,
aKo TOBa € OUJI0 OIIEHEHO KAaTO He0OXOAMMO OT Jekaps. B mpoyusanero VISTAPME 217 (70,7%) ot
narenTuTe Ha Eylea ca monmyuasanu qeyctpaniu urkekiuu Eylea o cemmuna 100; B mpoyuBaHeTo
VIVIDPME 97 (35,8%) ot mammenture Ha Eylea ca monyuasamu pasmiano antn-VEGF nedenne B 1pyroTo
OKO.
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He3aBucumo cpaBuurento npoyusane (DRCR.net Protocol T) e u3non3pano cxema Ha 103UpaHe,
6asupana Ha crpord OCT u 3puTeITHE KPUTEPUH 3a TTIOBTOPHO JieUeHHE. B rpymara Ha jiedeHne ¢
aflibercept (n = 224) Ha ceqmuia 52, To3u peXXUM Ha JICYCHHUE € JTaJl Pe3yJITaT IIPH NalUCHTH,
MOJTy4YaBaIly CPeIHO 9,2 MHKEKIIUU, KOETO € TT0J00HO0 Ha MpUIIoKeHus Opoit mo3u B rpynara Eylea 2Q8 B
VIVID®ME 1 VISTAPME, okato obimara erkacsocT B rpynara Ha nedenue ¢ aflibercept B Protocol T e
cpaBmMa ¢ rpynata Eylea 2Q8 B VIVIDP™® u VISTAPM®, B Protocol T e HaGmonaBaso cpeHo
nogo6penue ot 13,3 Oyksu kato 42% OT manMeHTHTe MoA00PsIBAT 3pEHUETO CU C Hail-Mako 15 OykBu
CIIPSIMO M3XOTHOTO HUBO. 3PUTEITHUTE M CUCTEMHH Mpodmin Ha 6e3onacHocT (BkmountenHo ATE) ca
nono6uu Ha VIVIDPME 1 VISTAPME,

Muonuuna xopoudanna Heo8aACKyIaApU3AYUSL

BezonacnocrTa n epukacHocTTa Ha Eylea ca oneHeHu B paHAOMHU3UPAaHO, MHOTOLIEHTPOBO, ABOMHO-
MacCKHPaHO, M1a1e00-KOHTPOIUPAHO MPOyYBaHE MPU HEJIEKYBaHH MPEIH TOBA MALUEHTH OT a3UaTCKH
mpousxoj ¢ muonuuHa XHB. Q610 121 nanueHTH ca jjeKyBaHU U ca orieHseMu 3a epurxacHocT (90 ¢
Eylea). Be3pactra Ha nanpeHtute Bapupa mexxay 27 u 83 ronunu, cpenno 58 ronunu. B npoyuBaneTo 3a
muonuuHa XHB, npubmmsurenno 36% (33/91) ot nauuentute, paHaoMu3upanu 3a geueHue ¢ Eylea ca
Owin Ha Bb3pacT 65 rOAMHU WK M0-Bh3pacTHU, U pubu3uteHo 10% (9/91) ca 6wiu Ha Bb3pacT 75
TOJIMHU WJTH TT0-BH3PACTHH.

[ManueHTHTE ca pa3npeaeieHd Ha ClydaeH PUHIMIT B ChoTHOIIEHHE 3:1 1a momyvasat win 2 mg Eylea
I/IHTpaBI/ITpea.HHO, HJIN NTHXXCKIINUU C Hnaue60, HpI/UIaI‘aHI/I BCIHBK B HAYAJIOTO HA HpquBaHeTo, C
JOTTBITHUTEITHA WHXEKITNH, TIPUIaraHu eXXeMEeCeUHO B CIIy4all Ha MepCUCTUPAHE WIH PEIUIUB Ha
3a00IIIBaHETO, 10 cenMuIia 24, KOraTo € OlleHeHa ITbPBUYHATA KpaifHa TOYKa.

Ha cenmMuria 24 manueHTHTe, paHAOMU3UPAHU ITbPBOHAYAIHO HA I1a1e00, ca OWIIM TOXOSIIH J1a
moJyiyyaT mepBaTa no03a Eylea. Cien ToBa, allMeHTUTE U B JABETE IPYIH Ca MPOIBIDKUIN Ja ObIaT
MOJTXO/IAIIM 4 TIOy4aBaT JOMBIHUTEITHA HHXECKIMY B CIyYail Ha IEPCUCTUPAHE WM PEIUINB Ha
3a00JIIBaHETO.

Paznukara Mexny rpynuTe 3a JIedeHUE € CTaTUCTUYECKU 3HaunMa B monn3a Ha Eylea 3a mppBuuHaTa
KpaiftHa Touka (mpomsiHa B BCVA) 1 moTBspauTenHa BTOpUYHA KpaliHa TOYKa 32 e(pUKacHOCT (IIPOIEHTHT
MaIUeHTH, KOUTO ca ce nofaoopuiu ¢ 15 0ykeu B BCVA) Ha ceamuiia 24, B CpaBHEHHE ¢ U3XOHOTO HUBO.
Paznukure 3a 1BeTE KpaliHU TOYKH ca Ce 3alla3uiIv 10 ceaMuna 48.

[MonpoGHu pe3ynrtaTu OT aHanu3a Ha npoyuBaHeTo MYRROR ca nokazanu B Tabmuma 6 u ®@urypa 5 no-
JIOTTy.
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Ta6auna 6: PesynraTu 110 OTHOIIEHHE HA ePUKACHOCTTA Ha ceaMuIia 24 (IrbpBUYEH aHAIIN3) U

ceamuna 48 B mpoyuBanetro MYRROR (ITwsnen aabop 3a anamus ¢ LOCFA))

Pesyaratn mo oTHonIeHHe Ha MYRROR
epuxacHocTTa 24 ceqxMunu 48 cegmMuIu
Eylea 2 mg ILtaue6o Eylea 2 mg IMnanedo/
(N =90) (N=31) (N =90) Eylea 2 mg
(N =31)

Cpenna npomana 8 BCVAP), onenxara na 121 20 135 39
OykBute n3mepena upes ETDRS ot ' ' ' )
u3x0aHO HuBo (SD) P ®3) ®.7) (88) (143)

Pasnuka B cpeqna

croiinocr Ha LS BT 141 99

(10,8; 17,4) (5,4; 13,7)

(95% JIF)
[IpoueHT manueHTH ¢ MOJOOpeHHe > 38.9% 9.7% 50.0% 29.0%
15 OykBH OT U3XOJHO HHUBO

Iperernena pasmika ' > 29,2% 21,0%

(95% A1) (14,4; 44,0) (1,9; 40,1)
A LOCF: Ilpenacsne Ha JaHHHTE OT mociennoto Habmoaenne (Last Observation Carried Forward)
» BCVA: Haii-no6pe xopurupana 3purensa octpora (Best Corrected Visual Acuity)

ETDRS: IlpoyuBase ¢ panHo Je4yeHue Ha quabetHa peruHonatus (Early Treatment Diabetic Retinopathy Study)
SD: CrangapTHO OTKJIOHEHHE

B) Cpenna LS: Cpenna Ha Hali-MalIkuTe KBaapaTH, mosrydeHo ot monen ANCOVA
; )) JW: JloBeputeneH MHTEpBaI

E)

LS cpenna pazmmxa u 95% AU na 6azata na Mmogen ANCOVA c rpyna Ha JiedeHue U AbprkaBa (0003HaUCHHSA 32
IbpkaBa) kato pukcupanu epextr, 1 BCVA Ha U3X0HO HUBO, KaTO KOBAapHAHTA.

Pasmikata u 95% JIU ce uzumcnssar, kato ce u3nomnssa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupas
3a abpikaBa (0003HAUCHMS 32 JBPIKABA)
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®urypa 5: Cpenna mpoMsiHa OT U3XOAHO HUBO 10 CemMuria 48 B 3puTeIHATA OCTPOTA IO TpyTia Ha
neuenue B npoyuBaneto MYRROR (ITvenen nabop 3a ananmus, LOCF)

. MYRROR
o +13.5
2
6
§ 10
=4
e
2% |
3
> 5
£ +3.9
=
g
s 32 36 40 44 48
E{ 0[ 1 T L L L L J
& \Q/O\O/O\O_MZS
© 72,0
5k Ceamuum
—@—EYLEA 2mg ——O—— KoHTponHa rpyna

IleanarpuyHa nomyaanus

EBponelickaTa areHius o JiekapcrsaTa 0CBOOOKIaBa OT 3aAb/DKCHUETO 3a NIPEIOCTaBsIHE Ha
pe3yJTaTuTe OT npoyuBaHusTa ¢ Eylea BbB BCHUKHM NOArPYNH Ha HeAMATPUYHATA TOITYJIAIHsl IPY BIaXKHA
B/IM, OLIPB, OPPB, IME u nonynauuu ¢ muonuuHa XHB (Bx. Touka 4.2 3a uHpOpManus 0THOCHO
ynorpebaTa B IeIUATPHUITA).

5.2 dapMaKkOKHHETHYHHU CBOHCTBA
Eylea ce npunara TUpeKTHO B CTHKIOBHIHOTO TSUIO, 32 J1a OCHIIECTBH JIOKATHU e(EKTH B OKOTO.

Ao0copbuus/PasnpeneneHue

Admubeprent ce abcopOupa 6aBHO OT OKOTO B CUCTEMHOTO KPhBOOOPBIIIAHKE CJIC] HHTPABUTPEATHO
TIPUIIOKEHHUE M C€ HAOII0aBa B CUCTEMHATA ITUPKYJIAINS IPEIUMHO KaTO HCAaKTHBCH CTAOMICH KOMITICKC
¢ VEGF; ob6aue camo cBoOOAHHAT aduOepIenT uMa CriocOOHOCTTa Aa ce cBbp3Ba ¢ eHnoreHHus VEGF.

B enHo (hapMaKOKMHETHYHO MOANPOYYBAHE MpH 6 MalueHTH ¢ HeoBacKynapHa Biaxkna B/IM ¢ yecto
B3eMaHe Ha MPOOH, MAKCHMAITHUTE TUIa3MEHH KOHIIEHTPAuU Ha cBoOoaeH aduubeprient (cucTteMHa Ciay)
ca HUCKH, CbC cpeiHa croiHocT npubmmsutenHo 0,02 mukporpama/ml (auanaszon ot 0 o 0,054) B
pamkuTe Ha 1 10 3 THU ciie HHTPAaBUTPEATHO MHXKEKTHPAaHe Ha 2 Mg U ca HEOTKPHBAEMH JIBE CEIMHUITI
CJIe TIOTyYaBaHe Ha J103aTa MMPH MMOYTH BCHYKH ManueHTH. AGrauoepuenT He KyMyJIupa B Ila3MaTa mpu
WHTPaBUTPEATHO MPHIOKEHHUE Mpe3 4 CEAMULIH.

CpenHata MakCMMaJiHa Ijla3MeHa KOHIIEHTpaIus Ha ¢cBoOoaeH adubepienT € npubnusurento S50 1o
500 mpTH Mo KOHLEHTpauusaTa Ha adubeplent, Heo0XoauMa 3a UHXUOUpaHe Ha OMoJIoruYHaTa
aktuBHOCT Ha cucteMHust VEGF ¢ 50% B sxuBoTuHCKH Moaenu [Ipu Tsx ca HabIronaBaHu MPOMEHH Ha
KPBBHOTO HaJIsITaHE CJI KaTO HMBAaTa Ha CBOOOIeH ad)uOepLenT B KPhbBOOOPBIICHUETO ¢a JOCTUTHAIN
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npubu3uTenHo 10 mukporpama/ml ¢ BpbIaHe 10 U3XOAHOTO HUBO CJIC] aJaHe Ha HUBATa JI0 MO
npubu3uTenHo 1 Mukporpam/ml. M3uucieHo e, 4e cjiel HHTPaBUTPEaTHO MPUIIOKEHHUE Ha 2 mg IPH
MAaIUeHTH, CpeHATa MAKCUMAITHA TNIa3MEHA KOHIICHTpAIUs Ha CBOOOCH adIrOepIenT € MoBeYe OT

100 mbTH MO-HUCKA OT KOHIIEHTpANUATa Ha adhaudepIient, HeoOXoIuMa 3a MOoTy-MaKCHUMAaTHO CBbP3BaHe
Ha cucremuute VEGF (2,91 mukporpama/ml) npu npoydBane c¢b¢ 3apaBu go0poBouiy. CieaoBaTeHo ca
MAaJIKO BEPOSTHU CHCTEMHU (papMaKOJAHMHAMUYHU €()EKTH KaTO MPOMEHH B KPBBHOTO HaJsTaHE.

BwB dapmakokuHeTHuHH IoANpoyuBanus npu naienty ¢ OLIPB, OPPB, /IME wnu muonmuna XHB
cpeana Cray Ha cBOOOIEH adubeplenT B Ia3MaTa ca OMIH CXOIHH, ChC CTOMHOCTH B Auamna3oHa ot 0,03
1o 0,05 mukporpama/ml 1 ”HIUBUILyaTHU CTOMHOCTH, KOUTO He HagsumasaT 0,14 mukporpama/ml. Cnen
TOBA, IUITA3MEHNTE KOHIIEHTPAUK Ha CBOOOIEH aduinbeprienT cnagar 10 CTOMHOCTH O/ MITH OJTU3KH 10
JI0JIHATa IPaHUIIa Ha KOJINYECTBEHO OIpe/EIsIHE OOMKHOBEHO B PAMKUTE Ha €/lHa CeAMUIIA;
HEOTKPHBAaEMH KOHIICHTPALMH C€ JOCTUraT MPEIH CIEABALIOTO NPUIIOKEHHE cliell 4 CeIMULM IPU BCUYKU
MalUeHTH.

Enumunupane
Twit kato Eylea e TepaneBTHYHO cpeIcTBO HA OCHOBAaTa Ha MPOTEHH, HE Ca POBESKIAHH ITPOYYBAHUS 32

MeTabom3Ma My.

CoOonuusT apnmbepuent ce cebp3Ba ¢ VEGF, kato oOpasyBa crabuien nnepreH komiuiekc. Kakro mpu
JpyTUTE IPOTEUHH C TOJIsIMa MOJIEKYJIa, Ce OYaKBa U CBOOOJHUSAT, U CBBP3aHUAT adIuOepLenT a ce
SJIMMUHUPAT Ype3 IPOTEOIMTUYECH KaTabOIU3bM.

BrOpeuHo yBpexkiaHe
He ca npoBexnanu criennanuu npoyuBanus ¢ Eylea npu marnuenTr ¢ 650peuHO yBpekaaHe.

dapMaKOKMHETUYHUAT aHAIN3 Ha NalueHTuTe B npoyusanero VIEW2, 40% ot xouto ca nManu
O0B0pedno yBpexaane (24% nexo, 15% ymepeno u 1% TekKko), TOKa3Ba JIMTICa Ha Pa3IMKHU 110 OTHOIIICHHE
Ha IJIa3MEHUTE KOHLIEHTPAllMU Ha aKTUBHOTO JIEKApPCTBO CJIE MHTPABUTPEAIHO IIPUIIOKEHUE Ipe3 4 nin
8 ceaqmuin.

[TogoOuu pe3ynratu ca HabmogaBanu mpu manuertTu ¢ OLIPB B npoyusanetro GALILEO , npu manueHTH
¢ IME B npoyusaneto VIVID®® u npu nammentn ¢ Muonmuna XHB B npoyusanero MYRROR.

5.3 IlpenkIMHUYHM JAHHU 32 0€30MACHOCT

HpI/I HCKIIMHUYHUTC MPOYUBAaHUS 3a TOKCUYHOCT TP MHOT'OKPATHO IIpUJIaralne e(l)eKTI/I ca Ha6J'IIOZ[aBaHI/I
CaMoO Ipu CUCTCMHU CKCIIO3UILINH, 3a KOUTO CC CUUTA, Y€ 3HAYUTCIIHO HAABUIIIABAT MAKCUMAJIHATA
CKCIIO3UIUA ITPU XOpa CJICI MHTPAaBUTPECATHO IMMPUIIOKEHUE B IIPEABUACHATA KIIMHUYHA /1034, KOETO
IIOKa3Ba MaJIKO 3HaA4YCHHEC 3a KIIMHUYHaTa yHOTpeGa.

Epo3uu u yniepanuu Ha peCMpaTOPHUS SMUTEN B HA3aTHUTE X00BE Ha MaliMYyHH, JIEKYBaHH C
aguOepLenT UHTPABUTPEATHO, Ca HAOJIF0JaBaHU IPYU CUCTEMHHU SKCIIO3MIIMY, HaIBUIIIABAIIN
MaKCHMaHaTa eKCIO3UIHs pu Xopa. CrucTeMHaTa eKCro3uIust Bb3 0cHOBa Ha Cpay 1 AUC 3a cBoOOICH
agubepuent ¢ cboTBeTHO 0K0J10 200 1 700 MbTH MO-BUCOKA B CPABHEHUE ChC CHOTBETHUTE CTOMHOCTH,
HaOII0AaBaHU IIPH X0pa CJIe]l MHTPABUTPEATHO MPHIIOKEHUE Ha 1032 oT 2 mg. [Ipu HuBOTO 6€3
HabmonaBanu Hexxenanu edextu (No Observed Adverse Effect Level, NOAEL) ot 0,5 mg/oxo npu
MaliMyHU CUCTEMHATa eKCIO3UIHUS € CbOTBETHO 42 1 56 MbTU MO-BUCOKA Bb3 OCHOBA HA Cax 1 AUC.

He ca MMPOBCKJAAHU MPOYYBAHUA 34 MYTAIrCHCH WX KapUHUHOTCHCH NMOTCHIIMA Ha aq)nn6epuenT.
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Hab6monaBsan e edext Ha ahaudepIienT BPXy BBTPEMATOYHOTO PAa3BUTHE B MPOYUIBAHUS HA EMOPHO-
(eTamHOTO pa3BUTHE IpH OpeMeHHHM 3aiiiu ¢ nHTpaBeHo3HO (3 10 60 Mg/Kg), kakro u moakoxHo (0,1 10
1 mg/kg) npunoxenne. NOAEL npu maiikure e nmpu no3a ot 3 mg/kg nnu crotBetHo 1 mg/kg. NOAEL
110 OTHOILICHUE Ha TOKCUYHOCT 32 pa3BUTHETO He € onpezaeieHo. [Ipu no3a 0,1 mg/Kg, cuctemuure
EKCITO3UIMK Bb3 0CHOBA Ha Cax M KymMyJaTuBHa AUC 3a cBoOoaeH adirbeplienT ca ChbOTBETHO OKOJI0 17
1 10 mbTH TIO-BUCOKH B CPaBHEHHE ChC CHOTBETHUTE CTOMHOCTH, HAOIIOJaBaHH MIPU XOPa CIIe]T
HHTPABUTPEATHO MPHIOKECHUE Ha J03a 2 Mg.

EdexTure BEpXy (epTHINTETa IPU MBKKH U KEHCKU )KUBOTHH Ca OIEHSIBAHU KAaTo YacT OT 6-MECeuHO
MpoyYBaHe NMPH MAaMyHH C HHTPaBEHO3HO MpuiiokeHue Ha adaubepuent B 1o3u ot 3 10 30 mg/kg. [pu
BCUYKH JI030BHM HUBA Ca HAOIIO[aBaHU JIUIICA HA MEHCTPYAaIlUs X HEPEJIOBHU MEHCTPYAITHH [IUKIIH,
CBBp3aHU C IPOMEHH B HUBATa HA )KEHCKUTE MOJIOBH XOPMOHH, ¥ POMEHU B MOP(HOJIOTHSITA 1
MOJIBIYKHOCTTA Ha criepMaTto3ouante. B3 ocHoBa Ha Crgy 1 AUC 3a cBoOOIeH adpiubeprient,
HabJro1aBaHK MIPYU MHTPABEHO3HO MPHUJIOKEHUE Ha 103a 3 mg/Kg, CHCTEMHHTE EKCIIO3UINHU Ca CbOTBETHO
ok0J10 4 900 bt 1 1 500 IbTH MO-BUCOKH OT €KCIIO3UIIMATA, HAOII0JaBaHa PH Xopa Clie]
MHTPaBUTPEATHO IPHUIIOKEHNE Ha 103a 2 mg. Bcuuky mpoMeHn ca Omim 00paTuMHu.

6. OGAPMAIIEBTUYHHU JAHHHN

6.1 Chnucbk Ha IOMOUIHUTE BellecTBA

[ommcop6ar 20

Hatpues nuxunporengochar Monoxuapar (3a kopexuus Ha pH)
JunatpueB xuaporeHdocdar xenraxuapar (3a Kopekiws Ha pH)
Hatpues xnopun

3axapo3za

Bona 3a nmxeknuu

6.2 HecbBMecTHMOCTH

[pu nunica Ha MpOyYBaHUS 32 HECHBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT He TPsiOBa Jia ce cMecBa C
IPYTH JIEKapCTBEHH NMPOTYKTH.

6.3 Cpok Ha romHoct

2 TOIUHU

6.4 CrnenuajaHH yCJIOBHA Ha ChbXpPaHeHHe
Ja ce coxpansiBa B xiaamwiHuk (2°C 1o 8°C).
a He ce 3ampa3sBa.

CobxpansBaiite (akoHa B KapTOHEHATa ONAKOBKa, 32 J1a ce Mpe/a3u OT CBETIINHA.

[penu ynorpeba HeorBopeHuat ¢uakon Eylea Moke ia ce chXxpaHsBa Ha CTaiHa Temreparypa (1o
25°C) no 24 gaca. Cieq oTBapsiHe Ha (yiakoHa J1a ce pabOTH B aCEIITUYHH YCIIOBHSL.
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6.5 Buau chabpkaHue HA ONMAKOBKATA

100 mukpoauTpa pa3TBop BbB (hiakoH (cThKIO THI I), che 3amymanka (egacToMepHa ryma) u
18 G ¢unTepua urna. Onakoska ot 1 Opoii.

6.6 CneumnaJHu npeanasHu MePKH NPH U3XBBPJIsiHEe U padoTa

dnakoHBT € caMo 3a eIHOKpaTHA yroTpeda B €IHO OKO.

Tt kaTto GrakoHBT ChABPKa moBeue odeM (100 MUKpoIUTpa) OT MpenophUHTeNHATA 1032 (50
MHUKPOJIUTPA), 4acT OT 00eMa, ChIbprKalll ce BbB (pilakoHa TPsiOBa a ce OTCTPAHH NPEAH MPUIOKEHHE.
[penu npunoxkeHnue, pa3TBOPHT TPSOBA Ja € MPOBEPU BU3YAIHO 32 UY>KIM YaCTUIIM W/UITU IPOMSHA B
L[BETA WJIN BCSIKaKBa MPOMSHA BbB BHHIIHUS BHJ. B ciryuail 4e ce HaOmoaaBaT Tak1uBa, JIEKapCTBEHUST
MPOAYKT TPIOBa J1a c€ U3XBBPIIH.

3a HHTpaBUTPEATHO HHKEKTUpaHe TpsiOBa Ja ce m3nomsea 30 G x 12 mm WHKEKIMOHHA UTJIa.

Yxazanusa 3a ynompeoa na ¢pnaxona:

1.  OrtcrpaHeTe IacCTMacoBaTa Kamnauka u
ne3uH(eKnupanTe BhHITHATA YacT HA F'yMeHaTa
3amyIragka Ha (akoHa.

2. 3akpenere S-mukpoHHaTa puiaTbpHa uria 18 G,
IIpeaoCTaBeHa B KapTOHEHAaTa ONIaKOBKa, KbM ’
CTepHUITHA CIIPUHIIOBKA JIyep-ok ¢ odem 1 ml.
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BwBenere punThpHaTa UTTIA B IICHTHpA Ha 3alylanKkara Ha (UIakoHa, JIOKaTo Uriara
BJI€3€ U3IUIO BHB (JIAKOHA M BEPXBT JIOKOCHE TPHOTO HJIH JOJHUS Ph0 Ha (1akoHa.
Kato u3non3pare acentuyHa TEXHUKA, U3TETIICTE

ISUTOTO ChABPKaHue Ha (iakoHa ¢ Eylea B

CIIPHUHIIOBKATA, IbPKEHKH (pITakoHA B M3MIPABEHO

MOJIOKEHUE, JIEKO HAKJIOHEH C LIeT YJICCHSIBaHE Ha

II'BJIHOTO U3TETIISIHE. 32 BB3NPEIATCTBAHE

HABJIM3aHETO Ha BB3[IyX CKOCEHUAT BPBHX Ha

¢unrbpHaTta uria TpsOBa 1a € MOTOIEH B

TeyHoctTa. [IponbikaBaiite 1a HaKJIOHSIBaTE

(h1akoHa 1Mo BpeMe Ha U3TETIISTHETO, KaTO JbPIKUTE

Kpas Ha QUAThpPHATA UIJIa, IOTONICH B TCYHOCTTA.

HacoueH Hafony ckoceH
BPbX Ha urnata

PastBop

Koraro usnpaspare iakoHa,yBepere ce, 4e OyTaioTo € U3TETJICHO JOCTATHYHO Ha3all, 3a Ja
U3MPA3HUTE HATBIHO (PUIAThPHATA UTJIA.

OtcTpanete GUATHPHATA UTTIA U S U3XBBPIIETE MO MIPABUJICH HAYHH.
3abenexka: GunThbpHAaTa UTJIa HE TPSAOBA J]a CE U3ITOJI3BA 32 MHTPABUTPEATTHO HHKEKTHPAHE.

M3non3Baiiku acenTHYHA TEXHUKA, 3aBUITE
IUTBTHO MHXKEKIMOHHAaTa uria ¢ pasmep 30 G x 12 ’
MM KbM JTyep-JIOK BbpXa Ha CIIPHHITOBKATA.
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8.  Karo appxute CIpHHIIOBKATa C HACOYCHA HATOpe
UTJIa, s IPOBEPETE 3a HAIMYKE HA MeXypdeTa. AKO
“Ma MEXypyueTa, BHUMATEIHO MOTymalTe
CIIPUHIIOBKATA C MPBCT, TOKATO MEXypueTara ce
M3AUTHAT 10 TOpHATa i YacrT.

9.  OtcrpaHeTe BCUUKH MEXypUeTa U H3TIacKalTe U3HUIIHHS JICKAPCTBEH MPOYKT, KATO OABHO
HaTHCKaTe OyTanoTo, TaKa 4e BbPXBT Ha OyTaJoTO Jja ce MOJPABHHU C ICTICHUETO,

o6o3nayasaiio 0,05 ml Ha cipuHIiOBKaTA.

|

=5

et

IIuHus 3a Ao3upaHe 3a

Pa3tBop cnepn oTcTpaHaBaHe Ha
Bb3AyLWHUTE MexypyeTa u
U3MULWLHOTO NEeKapcTBO

— .
Mnocsk pv6
Ha GyTanoto

10. ®nakoHBT € caMo 3a eTHOKpaTHa ynoTpeda. MHOrOKpaTHO NMpuiIarane Ha J034 OT eIUH
(h1akoH MOJKe J1a YBEIIMYH PUCKA OT 3aMbpPCSBaHE U MOcIeNBaIia NHOEKIUs.
Hewnznon3BanusT gexkapcTBEH NPOAYKT WIH OTIHAAPYHATE MaTepHalld OT Hero TpsiOBa Ja ce

U3XBBPJIAT B CbOTBCTCTBUC C MCCTHUTC U3UCKBAHUA.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Bayer AG
51368 Leverkusen
I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/12/797/002

9. JATA HA I'bPBO PA3ZPEITIABAHE/IIOJJHOBABAHE HA PASPEIIEHUETO 3A

YIIOTPEBA

Jlata Ha BpBO paszpemanane: 22 HoemBpu 2012 1.
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Jara Ha mocneaHo nomgHoBsBane: 13 romm 2017 T.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[MonpoGua uHMOpMaLIKs 3a TO3M JIEKApPCTBEH MPOIYKT € IpeIocTaBeHa Ha yeOcaliTa Ha EBporneiickara
areHIus 1o JiekapcTeaTa http://www.ema.europa.eu
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INPUJIOXKEHHUE II

MPOU3BOIUTEJ HA BUOJIOTHYHO AKTUBHOTO
BEIIECTBO U MPOU3BOJUTEJIN, OTTOBOPHMU 3A
OCBOBOKIABAHE HA APTUIN

YCJIOBUA NI OTPAHUYEHUS 3A TOCTABKA N
YIIOTPEBA

APYI'U YCJIIOBUSA U U3BUCKBAHUSA HA PASPELIEHUETO
3A YIIOTPEBA

YCJIOBUSA UJIN OTPAHUYEHUS 3A BE3OITACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOAYKT
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A. NPOU3BOAUTEJ HA BUOJIOI'MYHO AKTUBHOTO BEIHECTBO U
INPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOK/JIABAHE HA ITAPTU/ A

HMe n aapec Ha IPOU3BOAUTENS HA OUOJIOTHIHO AKTHBHOTO BEIIECTBO

Regeneron Pharmaceuticals, Inc.
81 Columbia Turnpike
Rensselaer, New York 12144
CAIIL

HMe n aapec Ha IPOU3BOAUTEINTE, OTTOBOPHU 32 OCBOO0XKIaBAHE HA MAPTHJINTE

Bayer AG
Mdillerstralle 178
13353 Berlin
I'epmanus

GP Grenzach Produktions GmbH
Emil-Barell-Stralke 7

79639 Grenzach-Wyhlen
I'epmanus

IleuaTHaTa TUCTOBKA Ha JICKapCTBECHUA TPOAYKT Tp$I6Ba Ja CbaAbpiKa UMETO U aApecCa Ha IMPOU3BOIUTEIIA,
OTTOBOPCH 3a OCBO60)KJIaBaHeTO Ha CbOTBE€THATAa MapTraa.

b. YCJIOBHMA WM OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapcTBEHUST IPOAYKT CE OTIYCKa IO OIPaHUYEHO JieKapcKo npeanucanue (Bxk. [Ipunoxenue |: Kparka
XapaKTepUCTHKA Ha POIYKTa, Touka 4.2).

B. JPYI'UM YCJIOBHUS U U3NCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA

. Ieprnoan4Hu aKTyaJIM3MPaHH JOKJIAIM 32 0€30IaCHOCT

W3uckBaHusTa 32 MojaBaHe Ha MEPUOJUYHH aKTyaIH3UpPaHU JOKIaIH 32 0€30IacHOCT 3a TO3H JIEKapCTBEH
MIPOIYKT ca TIOCOYCHH B CIMCHKA ¢ pedepeHTHUTE natu Ha EBponetickus cpio3 (EURD cniuchk),

npensuaeH B wi. 1078, an. 7 ot Jupextusa 2001/83/EO, 1 BbB BCHUKH CJI€ABAIIM aKTyaIn3alllH,
MyOJIMKYBaHU Ha EBPOTICHUCKHUS yeOImopTal 3a JIeKapCcTBa.
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I'.  YCJIOBUs NJIIKX OT'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA HA
JIEKAPCTBEHUA TPOAYKT

. Ilnan 3a ynpasienue Ha pucka (ITYP)

[IPY Tps6Ba ga M3BHPIIBA M3UCKBAHUTE JEHHOCTH U ACHCTBUS, CBBP3aHH C MPOCIICIBAHE HA
JIeKapcTBeHaTa 0e30MacHOCT, moco4eHu B oqoopenus [IYP, mpencrasen B Monyn 1.8.2 Ha PazpenienueTo
3a ynoTtpeba, KaKTO U IPU BCUYKH CJIEIBAIM ChIiacyBaHU akTyanmu3anuu Ha [TYP.

Axrtyanuzupasn [1YP Tps6Ba na ce momasa:
e 110 uckaHe Ha EBponeiickaTta areHus 1o JeKapcTBara;
® BHHAru, KOraTo ce U3MeHs CUCTeMaTa 3a YIpaBJICHUE Ha pUCKa, 0COOEHO B pe3yiTaT Ha
NoJy4aBaHe HAa HOBa MH(pOpPMaLKs, KOSTO MOXKE Ja JOBeE 10 3HAYMMHU IPOMEHH B
CHOTHOILIEHHETO M0JI13a/PUCK, WK CJIe]l IOCTUTaHE Ha BaykeH eTarl (BbB Bpb3Ka C MPOCIIEAsIBaHE Ha
JleKapcTBeHaTa 0E30IaCHOCT MIIM CBEXIaHe Ha PHCKA 10 MHHHMYM).

Axo nogaBaneto Ha [TAJIb u aktyanusupaneto Ha [IYP chBnanar, Te Moxe 1a ce mogaaat
€THOBPEMEHHO.

Cucrema 3a JiekapcTBeHa 0€30MacHOCT

[IPY TpsibBa ma rapaHTHpa, 4e CUCTEMATa 3a JIeKapCTBEHa 0€30MacCHOCT, IPECTABCHA B
Mopyn 1.8.1 na Pa3pemennero 3a ynorpeda € BHeIpeHa ¥ (YHKITMOHHUPA TIPEIN U TOKATO
JIEKApCTBEHUSAT MPOAYKT € Ha masapa.

° I[Ol'l'bJ'IHI/lTeJ'IHl/I MEPKH 3a CBEXKIAaHEC HA PUCKA 10 MUHUMYM

IIPV ce chriacu aa IpeaocTaBu oOyunTeneH MaTeprai 3a Eylea 3a tepuropusrta Ha EBponeiickus Chio3.
[Ipean myckane Ha MPOJIyKTa HA Ma3apa U B pAMKUTE Ha )KU3HEHHUS MY LIUKBJI BbB BCSKA IbpPKaBa WICHKA,
[purexatensat Ha pa3pemerunero 3a ynorpeda (IIPY) me ceriiacyBa okoHUATEIIHUS O0yYUTEIICH
MaTepual ¢ HallMOHAIHUTE KOMIIETEHTHU OpraHH.

[IPY rapantupa, ge cien oOCHKIaHe W TOCTUTAHE Ha ChITIACHe C HAIIMOHAITHUTE KOMIIETEHTHH OPTaHu
BbB BCSKA bpKaBa WieHKa, KbETO ce mpoaasa Eylea, ounnte kimuuky, kpaero ce ouaksa Eylea na ce
W3II0JI3Ba, ca CHAOJCHM C aKTyaIn3upaH HHPOPMAIIMOHEH MAKeT 3a JIEKapH, ChABPIKAII CISTHUTE
€JIEMEHTH:

. HNudopmarus 3a ekapu

. Buneo Ha npoueaypaTa 3a HHTPaBUTPEATHO UHKEKTUPAHE

. [MukTorpama Ha mporieTypaTa 3a HHTPABUTPEATHO WHKEKTHPAHE
o Nudbopmanimonan makeTH 3a MaueHTH

Wndopmarusira 3a nekapu B 00ydUTEIHUS MaTepHAIl ChIbpKa CIETHATE OCHOBHH €JIEMEHTH:

J Kparka xapakTepucTiKa Ha IPOIyKTa
o Koit Tpsi6Ba na ce nexyBa c Eylea
o CTepuiTHN TEXHUKH, BKIIOYUTEIHO NIEPUOKYIIApHA U OKYJIapHa Ae3uH(EKIHs, 3a 1a Ce CBE/IE 10

MUHHMYM PHCKa OT MH(EKIus

Ynorpeba Ha aHTHOMOTHIIM, CHIIACHO HAIIMOHATHUTE PHKOBOJICTBA

Ynorpeba Ha TOBUAOH MO/ MITH €KBUBAJICHT

TeXHUKH 32 HHTPaBUTPEATHO HH)XEKTUPAHE

[ToTBBpKIEHUE, Ye PIIAKOHBT € CaMo 3a eTHOKpaTHa yrnoTpeda

Heo6xonumocTTa 1a ce M3XBHPIU U3MHUIIHUAT 00eM OT CIIPHHLIOBKATA PN J1a CE MHKEKTHPa
Eylea, 3a ma ce u3dberne npeao3upane
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HaGmonenye Ha malyenHTa ciell HHTPaBUTPEaTHO HHXKEKTHPaHe, BKJIIOYUTETHO MPOCiIeasBaHe Ha
3pHUTEIHATA OCTPOTA U MOBUILABAHETO HA BBTPEOYHOTO HAJSITAaHE CJIEA WHKEKTUPAHETO
OCHOBHHM NPU3HAIM U CHMITOMH Ha HEXeJlaHW ChOUTHS, CBbP3aHU C MHTPABUTPEATHO
WH)XEKTUpaHe, BKIIOUYNUTEITHO eHA0(TAIMUT, TIOBUILIEHO BHTPEOYHO HaJsIraHe, pa3KbCBaHE Ha
MUTMEHTHUS €NHUTEI Ha peTHHATA U KaTapakTa

OsnansBaHe HA HEKENAHUTE CHOUTHS, CBBP3aHH C HHTPABUTPEATHO HHKEKTHPAHE
[MTanmeHnTKUTE C AETEPOAEH MOTEHINAT TPAOBA /1a Mpriarat e(heKTHBHA KOHTpAIENIus, a
OpeMeHHHUTE J)KeHH He TpsiOBa 1a u3nonsBat Eylea

Eylea He ce npenopbuBa 1o BpeMme Ha KbpMeHe. Tps0Ba fa ce B3eMe pelleHue Jaau 1a ce
MpeycTaHOBU KbPMEHETO, WM Jia He ce MPUIIoKH Tepanus ¢ Eylea, kaTo ce Bzemar npeasus
moJI3ara OT KbPMEHETO 3a ISTETO M M0JI3aTa OT TepanmsiTa 3a KeHaTa.

WNHbopMalmOHHUAT TaKeT 32 MalMeHTa 0T O0YYUTEIHUS MaTepuall BKIIOYBa HH(POpMAaIMOHHA Oporrypa
3a manuenTa u ayano-CD, KouTo chabpiKaT CIETHUTE OCHOBHH €JIEMEHTH:

JIuctoBka ¢ mHpOPMAIHS 33 HaUCHTA

Koit Tpsi6Ba na ce nexyBa c Eylea

Kak na ce moarotsure 3a jeueHue Eylea

Kaxksu ca cremkute cien geyenue ¢ Eylea

OCHOBHHM NIPU3HAIM U CUMIITOMH Ha CEPHO3HH HEXETaHU CHOUTHS, BKIIOUUTETHO CHAO(TAIMUT,
yBeJIMYaBaHe Ha BBTPEOYHOTO HAJSTaHe, Pa3KbCBAaHE HA MUTMEHTHUS €MHUTEIN Ha peTHHATA U
KaTapakTa

Kora ma moTepesT crenisa moMon ot CBos JIeKap

[NanenTKUTE C NEeTepOACH NOTEHIMAN TPpsiOBa 1a npuiarat eekTUBHA KOHTpaLeNys, a
OpeMeHHUTE )KeHU He Tps0OBa na u3nonssar Eylea

3ajniKeHue 32 MPOBEKIaHe HA MEPKH CJIe]l pa3peliaBaHe 3a ynorpeoda

B omnpenenenus cpok [IPY TpsOBa 1a M3MBIHA CIACTHATE MEPKH:

Onucanne Cpok
[MocT™MapkeTHHroBO mpoyuBane 3a eduxacHocT (PAES) ITogaBane Ha
Crnen mosyyaBaHe Ha pa3pellicHHe 3a yroTpeda J1a mpoBe/ie paHIOMU3UPAHO KpaifHUs TOKIIAL

MpOyYBaHe MPH MAIMCHTH C HEOBACcKyJapHa (BlIaXKHa) Bb3PacTOBOOOYCIIOBEHA
nereHepanysa Ha Makynata (BJIM) ¢ ocHOBHA 1€ cpaBHSIBaHE Ha CTaHIapTHATA CXeMa
Ha MHKEKTHpaHe Ha BCEKH 8 CEIMHUITU C PEaKTHBHA CXeMa, OCHOBAIIA Ce Ha

OT MPOYYBAHETO:
30 HoeMBpH

2021
3pUTEITHUTE U AaHATOMUYHHU PE3yJITaTh Ha Oa3aTta Ha omoOpenus mpotokona ot CHMP.
[MocTMapkeTHHroBO mpoyuBane 3a eduracHocT (PAES) IlongaBane Ha
Cnen mosryyaBaHe Ha pa3pelleHHe 3a yrnoTpeda J1a MpoBe/ie HHTSPBEHIIMOHAITHO KpaiHuUs1 JOKIaj

Mpoy4BaHe 3a e(hUKaCHOCT MPU NAMEHTH C Ua0eTeH MaKyJIeH OTOK C OCHOBHA LieJT
CpaBHSBaHE Ha CTaHJApTHATA CXEMa Ha MH)KEKTUPAHE Ha BCEKU 8 CEIIMUILIU C
JITCpPHAaTUBHUTE CXEMH Ha JICUeHUeE, T.€. yIbJDKEHU UHTEPBAJIU 3a JIeueHUe Ha 6a3arta
Ha 3puTenHu U anaToMuuHu pesynrata (PRN u nedenue u yapmkaBaHe), cieq
II'bpBaTa HayaJIHa roHa Ha jeueHue ¢ Eylea.

OT IPOYYBaHETO:
HoemBpu 2020 r.
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NNPUJIOKEHMUE II1

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbAbPKA BTOPUYHATA OITAKOBKA
KAPTOHEHA KYTUA
[IpenBapuTeTHO HATbJTHEHA CHPHHIIOBKA

| 1. UME HA JIEKAPCTBEHUS TPOAYKT

Eylea 40 mg/ml mHXEeKIMOHEH pa3TBOp B MPEABAPUTEIHO HAITBJIHEHA CIIPUHIIOBKA

Admmbeprient

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Admmbeprient

| 3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

ITomonam BemecTsa:

[Monucop6ar 20

Hatpues nuxunporengocdar Monoxuapar (3a kopekuus Ha pH)
JunatpueB xuaporeHdpocdar xenraxuapar (3a Kopekiws Ha pH)
Harpues xnopuj

3axapo3za

Bopa 3a umxexkun

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

I/IH)KCKI_[I/IOHGH PAa3TBOP B MPECABAPUTCIIHO HAIIBJIHCHA CIIPUHIIOBKA

Enna mpenBapuTeIHO HAaITbJIHEHA CIIPUHIIOBKA Chabpka 3,6 mg adaudepiient B 90 MUKpOIUTPa
(40 mg/ml) B m300cMOTHYEH Pa3TBOP.

HocTaBs enuauyHa qo3a ot 2 mg/0,05 ml.

WMzmumrausat obeM TpsOBa 1a ce OTCTpaH! IPEIN WHKEKTHPAHE.

1 npenBapuTeTHO HaTbJIHEHA cripuHIIOBKa (3,6 MQ/90 MukpoaHTpa)
Enuanuna mo3a: 2 mg/0,05 mi
WznumausaT o6eM TpsiOBa 1a ce OTCTpaHH.

5. HAYYH HA ITIPUJIOKEHUE U IBbT(MIIA) HA BBBEX/JIAHE

HuTpaBuTpeasHo NpuiioxeHue

Camo 3a eqHOKpaTHa ynorpeoa.

[Ipenu ymorpeba mpoderere IMCTOBKATA.

OTBOpETE CTEPIITHMSI OTMCTEP CaMO B YHCTa CTasl 3a MPIIIOKCHHE.
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6. CIIEHUAJIHO NIPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT IIPOAYKT TPABBA JIA
CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOI'VIEJA U TOCEI'A HA IEITA

I[a CC CbXpaHABa Ha MACTO, HCAOCTHIIHO 34 [ACIA.

| 7. APYT' CHEIMAJIHU ITPEAYITPEXKJAEHUSA, AKO E HEOBXO/JUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

| 9. CIIEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ia ce cexpansBa B xnaauiauk (2°C go 8°C).

[a He ce 3ampa3siBa.

CroxpaHsBaiiTe MpeIBapUTEIHO HAITBJIHEHATA CIIPUHIIOBKA B OJIMCTEpa B KAPTOHEHATA OMMaKOBKa, 32 Ja e
MpeIasy OT CBETIINHA.

Ipeau ymorpeba HEOTBOPEHHAT OIMCTEP MOXKE a Ce ChXpaHsABa Ha craiiHa Temrepatypa (mox 25°C) mo
24 4aca.

10. CIHEINUWAJIHU NIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NI OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHNBA

11. HWME U AJJPEC HA IPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Bayer AG
51368 Leverkusen
I'epmanus

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/12/797/001

13. TAPTHUJAEH HOMEP

ITaptuna:
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| 14. HAYMUH HA OTITYCKAHE

| 15. YKA3AHMUS 3A YIIOTPEBA

| 16. MH®OPMAIIMSA HA BPAMJIOBA A3BYKA

[pueTo e ocHOBaHME J1a HE ce BKIoUM nHMopManus Ha bpaiinosa az0yka.

| 17. YHUKAJIEH HAEHTH®UKATOP — JIBYU3MEPEH BAPKO/J

JIBynsamepeH 6apKoJ ¢ BKIIOYCH YHUKAICH HICHTU(DHUKATOD

| 18. YHMKAJIEH WIEHTH®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHH, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE
IIpenBapuTe/IHO HANTbJIHEHA CIIPHHIIOBKA

| 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Eylea 40 mg/ml uHxeKUMOHEH pa3TBOp
Admmbeprient

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Admmbeprient

| 3. CIIMCBK HA IOMOIIHUTE BEIHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

EnHa nmpenBapuTeHO HAITBIIHEHA CIPUHIIOBKA ChABpKa 3,6 mg /90 mukponutpa (40 mg/ml) B
HW300CMOTHYCH Pa3TBOP.
HocTass enuauyHa qo3a ot 2 mg/0,05 ml.

H3auniauar ooem TpSI6Ba Ja €€ OTCTpaHU MPEAN UHKCKTHUPAHC.

5. HAYMH HA ITPUJIATAHE N ITbT(MIIIA) HA BbBEKJTAHE

HuTpaBuTpeasHo npuiioxeHue

Camo 3a eqHOKpaTHa ynorpeoa.

[Ipenu ymorpeba mpoderere TMCTOBKATA.

OTBOpETE CTEPIITHMSI OTMCTEP CaMO B YHCTa CTasl 3a MPIIIOKCHHE.

CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOI'VIEJA U TOCEI'A HA TIEITA

6. CIIEHUAJIHO NIPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPABBA JIA

I[a CC CbXpaHABa Ha MACTO, HCAOCTHIIHO 34 ACIA.

| 7. APYT' CHEIMAJIHU IIPEAYITPEXKIAEHUSA, AKO E HEOBXO/JUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'omen mo:
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| 9. CIIEHHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ia ce cexpansBa B xnaauiaauk (2°C go 8°C).

[a He ce 3ampa3siBa.

CrXxpaHsBaiiTe peIBapUTEITHO HAITBITHEHATA CIIPUHIIOBKA B OJIMCTEpa B KAPTOHEHATa OMAaKOBKa, 3a J1a Ce
Mpe/na3y OT CBETIIHHA.

Ipeau ymorpeba HEOTBOPEHHAT OJIMCTEP MOXKE J1a Ce ChXpaHsABa Ha cTaiiHa Temrepatypa (mox 25°C) mo
24 4aca.

10. CHELOUWAJIHM NPEANTAZHU MEPKU ITPU U3XBBPJSIHE HA HEU3ITOJI3BBAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTH NWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHNBA

11. HWME U AJJPEC HA IPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Bayer AG
51368 Leverkusen
I'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/12/797/001

13. TAPTHIAEH HOMEP

ITaptuna:

| 14. HAYUH HA OTITYCKAHE

| 15. VYKA3AHWUA 3A YIIOTPEBA

| 16. MH®OPMAIIMSA HA BPAMJIOBA A3BYKA
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CBABPKAT MAJIKUTE EIUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET

[IpenBapuTeTHO HATbJTHEHA CHPHHIIOBKA

| 1. UME HA JIEKAPCTBEHUSA NTPOAYKT U IBT(MIIA) HA BBBEXK/IAHE

Eylea 40 mg/ml nHxeKIuOHEH Pa3TBoOp
Adaubepuent
HuTpaBuTpeasHo NpuiioxKeHue

| 2. HAYMH HA ITPUJIOKEHUE

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHHAPTUJEH HOMEP

Lot

| 5. CBbABPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

Enuanuna qosza = 2 mg/50 mukpoaurpa

3,6 mg/90 mukpomuTpa

| 6. JPYTO
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JAHHU, KOUTO TPSBBA JA CbABPKA BTOPUUHATA OITAKOBKA
KAPTOHEHA KYTUs
diakonH

| 1. UME HA JIEKAPCTBEHUS TPOAYKT

Eylea 40 mg/ml nHXeKIMOHEH pa3TBOp BHB (IakoH

Admmbeprient

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Admmbeprient

| 3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

ITomonam BemecTsa:

[Monucop6ar 20

Hatpues nuxunporengocdar Monoxuapar (3a kopekuus Ha pH)
JunatpueB xuaporeHdpocdar xenraxuapar (3a Kopekiws Ha pH)
Harpues xnopuj

3axapo3za

Bopa 3a umxexnun

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

WuxekimmoHeH pa3TBop BEB (hJIaKOH

Enun dmakon ceabpika 4 mg adnubeprient B 100 mukponutpa (40 mg/ml) B usoocMoTHUEeH pa3TBOP.
Jlocrass equamyHa 1032 ot 2 mg/0,05 ml.
WMzmumrausat obeM TpsiOBa 1a ce OTCTpaHu IPEInd HHKEKTHPAHE.

1 ¢maxon (4 mg/0,1 ml)

18G ¢untppHa urna

Enunnyna no3a: 2 mg/0,05 ml
WznuniausaT o6em TpsiOBa 1a ce OTCTPaHHU.

5. HAYYH HA ITIPUJIOKEHUE U IBbT(MIIA) HA BBBEX/JIAHE

HuTpaBuTpeasHo NpuiioKeHue.
ditakoH caMo 3a eTHOKpaTHa ynotpeoa.
[Ipenu ymorpeba mpoderere IMCTOBKATA.
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6. CIIEHUAJIHO NIPEAYHPEXJIEHUE, YE JEKAPCTBEHUAT IIPOAYKT TPABBA JIA
CE CBXPAHSIBA HA MSICTO JAJIEYE OT IIOI'VIEJA U TOCEI'A HA TEITA

I[a CC€ CbXpaHsiaBa Ha MACTO, HCAOCTBIIHO 3a JCIa.

| 7. APYI'U CIHEHUAJIHU NPEAYHPEXJIEHNUS, AKO E HEOBXOJINMO

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'omen mo:

| 9. CIIEHUAJIHU YCJIOBUS HA CbXPAHEHUE

Ja ce cexpansiBa B xiagmwiHuK (2°C no 8°C).

a He ce 3ampassiBa.

CopxpansBaiite (prakoHa B KApTOHEHATa ONAKOBKA, 32 J1a Ce MPE/Ia3n OT CBETINHA.

[Ipenun ynmotpeba HEOTBOPEHUSAT (IIAKOH MOJKE J]a CE ChXpaHsBa Ha cTaiiHa TeMneparypa (o 25°C) no
24 yaca.

10. CHELOUAJIHM NPEANTASHU MEPKU ITPU U3XBBPJSIHE HA HEU3ITOJI3BBAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTH NWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHBA

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Bayer AG
51368 Leverkusen
I'epmanus

12. HOMEP(A) HA PAPEHIEHUETO 3A YIIOTPEBA

EU/1/12/797/002

13. TAPTHIAEH HOMEP

ITaptuna:

| 14. HAYUH HA OTIIYCKAHE

| 15. YKA3AHMUS 3A YIIOTPEBA
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| 16. MH®OPMAIIMSA HA BPAMJIOBA A3BYKA

[Tpuero e ocHOBaHMeE J1a HE ce BKIIIOUM MH(pOpManus Ha bpaiinosa az0yka.

| 17. YHUMKAJIEH UJIEHTH®UKATOP — JIBYU3MEPEH BAPKO/|

JIBym3mepeH 6apKoJI ¢ BKIFOUEH YHUKAJICH HIICHTH()UKATOD

| 18. YHUMKAJIEH HIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EIMHUYHHA
ITbPBUYHH OITAKOBKUA

ETUKET

®D1aKkoH

| 1. UME HA JIEKAPCTBEHUSA NTPOAYKT U IBT(MIIA) HA BBBEXK/IAHE

Eylea 40 mg/ml HHXeKIHOHEH Pa3TBOP
Adaubepuent
HuTpaBuTpeasHo npuiioxeHue

| 2. HAYMH HA ITPUJIOKEHUE

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHHAPTUJEH HOMEP

Lot

5. CBABPKAHUE KATO MACA, OBEM WJIN EJMHUTIN

Enuanuna qosza = 2 mg/50 mukpoaurpa
H3nomsBaemo chabpkanne =4 mg/100 mukponutpa

| 6.  JPYIO
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b. JUCTOBKA
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JIucToBKAa: I/lH(l)OpMalII/lﬂ 3a manMeHTa

Eylea 40 mg/ml un:keKuuoHEH pa3TBOP B MPeIBAPUTETHO HATbIHEHA CIIPHUHIIOBKA
Admubepuent (Aflibercept)

IIpoyereTe BHUMATEIHO LAJIATA JMCTOBKA, NIPeAH 1a Bu 0be NPHI0KeHO TOBA JIEKAPCTBO, Thi

KATO THA ChAbP:Ka BakHa 32 Bac nungopmanus.

- 3amazeTe Ta3u IUCTOBKA. MoJKe /1a ce HAJIOXKH J1a 51 POYETETe OTHOBO.

- AKO nMaTe HAKAaKBU JOMBIHUTEIHH BBIIPOCH, TonuTanTe Bammus nekap.

- AKO TIOJTYy9IHTE HSIKAKBU HEXKEJIAHU JICKApCTBEHH peakinu, yBeaoMmere Bamms nekap. Tosa
BKJIIOYBA ¥ BCUUKH Bb3MOKHU HEKEJTaHW PEaKIMH, HEOMTMCAaHH B Ta3W JINCTOBKA. BikTe Touka 4.

Kakso CbAbpPiKa Tasu JIMCTOBKaA

Kakso mpencrasmnsiBa Eylea u 3a kakBo ce n3mnon3sa

KakBo Tpsi0Ba 1a 3Haere, npeau qa Bu 0b1e npunoxen Eylea
Kak me Bu 0b7¢ npunaran Eylea

Bb3MoxHY HEeXEIaHU peaKIiuu

Kak na cexpansBare Eylea

ChabppikaHue Ha ONAKOBKAaTA U JOIBJIHUTEIHA HH)OpMALUs

I

1. Kaxkso npeacrasiassa Eylea u 3a kakBo ce u3noJsBa

Eylea e pa3TBOp, KOHTO Ce MHKEKTHPa B OKOTO 3a JICUEHHE Ha OUYHH 3200 sIBaHUS IPH BH3PACTHH,
HapeueHu

- HeoBacKyJapHa (BIaXHa) Bh3paCTOBOOOYCIOBEHA JiereHepalist Ha MakysiaTa (Baaxua BJIM),

- YBPEIEHO 3peHHe, IBbJDKALIO CE Ha OTOK Ha MaKyJjaTa, BCIECICTBHE Ha OKITy3Us (3allyllBaHe) Ha
perunanna BeHa (OPB) (okimy3ust Ha pa3kioHeHue Ha peruHanHa BeHa (OPPB) wim okiy3us Ha
HeHTpanHara perunanna sexa (OL[PB)),

- YBpEACHO 3peHHe, TBIDKAIIO ce Ha nuabeTeH MakyieH oTok (IMO),

- YBPEICHO 3pEHUE, IBJDKAIO0 Ce Ha MHOIMYHA XOPOHIaTHA HeoBacKynapu3aims (Muonnyna XHB).

Ad¢mubeprient, aktuBHOTO BemecTBO B Eylea, O10kupa akTHBHOCTTA Ha rpymia (pakTOpH, U3BECTHH KaTO
chI0B eHpoTeneH pactexer dakrop A (VEGF-A) u mianenten pactexen gaxrop (PIGF).

[Ipu marmenTn ¢ Bnaxxaa BJIM u muonmana XHB, Te3n dakTopu, Korato ca B MpeKOMEpPHO TOJISIMO
KOJIMYECTBO, Ca CBhP3aHH ¢ aDHOPMHO 0OpazyBaHe Ha HOBH KPHBOHOCHH Ch/IOBE B OKOTO. Te31 HOBU
KPBBOHOCHH CHJIOBE MOTaT J1a MIPUYUHST U3THYAaHE HA KPHBHU KOMIIOHEHTH B OKOTO U €BEHTYAIHO
YBpEKIaHE Ha OUHUTE ThKaHU, OTTOBAPSIILIU 32 3PCHUETO.

[Tpu maumentu ¢ OLIPB ce nonyuaBa O10KkupaHe Ha OCHOBHHSI KPBbBOHOCEH ChJl, KOWTO OTBEXK/Ja KPbBTa
OT peTHHata. B pe3ynTaT Ha ToBa ce noBumasar HuBaTa Ha VEGF, koeTo npuunHsiBa n3TH4aHe Ha
TEYHOCT B PETUHATA, BOJECLIO 10 OTOK Ha MaKyJjara (4acTTa OT peTUHAaTa, OTTOBOPEHa 3a 100pOTo
3peHHe), KOWTO ce Hapu4a MaKkyyeH oTok. [Ipi oToka Ha MakyJaTa, IEHTPATHOTO 3PEHUE CE 3aMbIIIsBA.
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[Tpu narmuenTn ¢ OPPB, eqHO nin moBede pa3kiIOHSHUS Ha TIIaBHUS KPHBOHOCEH Ch, KOWUTO
TpaHCIIOPTHpPa KPBB OT PETHHATA, € OJIOKMpaHo. B pesynrar Ha ToBa ce moBumasaT HuBaTa Ha VEGF,
KOETO MPUYMHSBA U3THYAHE HA TEUHOCT B PETUHATA, BOJECIIO IO OTOK HA MaKyiara.

JnaOeTHUAT OTOK Ha MaKyJaTa MpeCTaB/IsgBa OTOK Ha pETHHATA, KOWTO ce MOJy4aBa MpH MMalueHTH C
nabeT, BCIICJACTBHE HA N3THYAHE HA TEYHOCT OT KPHBOHOCHHUTE CHJIOBE B MakyJsara. Makyiara € Ta3u
4acT Ha pETUHATA, KOSITO € OTTOBOPHA 3a 100poTo 3peHne. Korarto Makyara ce rmojaye oOT TEYHOCT,
HEHTPATHOTO 3pEHHE C€ 3aMbIJIsIBa.

Joxazano e, ue Eylea crimpa pactexa Ha HOBH aOHOPMHH KPHBOHOCHH ChHIOBE B OKOTO, KOUTO YECTO
BOJISIT JI0 U3TUYAHE Ha TEYHOCT WU 10 KbpBeHe. Eylea Mojke 1a moMorHe 3a ctabunu3upane, a B MHOTO
cIydau M J1a moAo0pu 3aryoara Ha 3peHue, cBbp3ana ¢ Biaxuaa B/IM, OLIPB, OPPB, JIMO u Muonuana
XHB.

2. KakBo Tps6Ba 1a 3HaeTe, npeau Aa Bu 6bae npuiaosken Eylea

Eylea nsima n1a Bu 0bae npusioskeH:

- aKo CTe aJlepruYHH KbM adIuOepIenT WK KbM HAKOSI OT OCTaHAINTE ChCTABKU HA TOBA JICKAPCTBO
(u36poeHH B TOuKa 6)

- aKo UMaTe akTUBHA WH(EKIMs WU CbMHEHHUE 32 HH(EKUUs B OKOTO WM OKOJIO HEro (0OYHa Win
OKOJIOOYHA WH(EKIIHs)

- aKo MMaTe TeXKO Bb3IMaJICHUE HA OKOTO (IIPOSIBSIBALLO ce ¢ OOJIKA MU 3a4epBsBaHE).

Ipenynpe:xneHus v NMpeanasHu MePKH
T'oBopete ¢ Bamms nekap, npeau aa Bu 6b1e npunoxen Eylea:

- aKo MMare riaykoma

- AdKO CTC UMAJIX CiIydau Ja BHXKIATC HCKPU WIXM MBTHUHU U IIPHU BHC3AITHO YBCIIMYCHUC HA pa3MeEpa U
Oposi Ha MBTHUHHTE

- axo Bu e npaBeHa win 3amiaHyBaHa OIeparys Ha OKOTO, B pAMKUTE Ha MPEILECTBALINTE HITH
cJe/IBallUTe YETUPH CEeAMULIN

- ako umarte Texka popma Ha OLIPB mu OPPB (ucxemuuna OLIPB wiu OPPB), He ce npemnopbuBa
neuenue ¢ Eylea.

OcCBeH TOBa € BaKHO Ja 3HacTe, 4c

- Oe3omacHocTTa M epukacHocTTa Ha Eylea, xorato ce mpuiara B 1BeTe 0YM €THOBPEMEHHO, HE ca
U3CIEBaHU U aKO C€ M3II0JI3BA II0 TO3U HAYMH, MOXKE /1a 10BEJIE JI0 [IOBUIIEH PUCK OT I10sIBa Ha
HEXEJIaH! peaKkluu.

- uHKekTHpaHero Ha Eylea mosxe na npenu3Brka NoBUIIABaHE HA OYHOTO HAJISITaHe (BTPEOYHO
HaJIAraHe) MPU HAKOM NAIllMEeHTH B paMKUTe Ha 60 MMHYTH OT HH)KEKTHpaHeTo. Barmmsr nexap e
CJIEIV TOBA CJIEA BCSIKA MHKEKIUS.

- aKo pa3BUeTe MH(EKIHUS WIN Bh3NAJICHUE B OKOTO (€HAO(TAIMUT) WK IPYTH YCIOKHEHUS, MOXKE J1a
HOoYyBcTBaTe 0OJIKA WM MO-CHIIEH TUCKOM(OPT B OKOTO, BIIOIIABAIIO CE 3aU4ePBABAHE HA OKOTO,
3aMBIJIEHO WIK OTCIIA0EHO 3pEHUE U IIOBUIIIEHA YyBCTBUTEIHOCT KbM CBETIMHA. BaykHO e Bcuuku
CHUMIITOMH /12 ObAaT TUArHOCTULIMPAHH U JIEKYBaHU Bb3MOXKHO Hai-CKOPO.

- Bammsr nekap me npoBepu i IMaTe JPyrd PUCKOBU (PaKTOpH, KOUTO MOTAT J]a yBEeIHIaT
BB3MO)KHOCTTA OT pa3kbCBaHE WM OTJICTIBAHE HA €IMH OT CJIOEBETE B 33/JHATA YaCT Ha OKOTO
(oTyenBaHe MM pa3KbCBAHE HAa PETHHATA, U OTJICHBAHE MM Pa3KbCBaHE Ha MUTMEHTHHS €IUTEN Ha
perrHara), B Koiito ciyuaii Eylea TpsioBa ia ce mpiiara ¢ OBHIICHO BHUMAHHE.
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- Eylea He Tps0Ba na ce mpuiiara rmo BpeMe Ha OpeMEHHOCT, OCBEH aKo MOTEHIMAIHATA [T0J13a HE
MPEeBHUIIIaBa MOTCHITUATHHS PUCK 32 TUI0JIA.

- JKEHHM C JICTEPOJICH MOTCHIHAN TPAOBA Ja U3MOJI3BAT e(hEKTHBHA KOHTPAICTIIIUS 11O BpeMe Ha
JICUEHUETO W Hal-MaJIKO TPH Mecelia clie/ ocieHara nmkeknus Eylea.

Cucremnara ynotpeba Ha uaxuouropu Ha VEGF, BemecTBa, mofo0HA Ha OHE3U, KOUTO C€ ChIIbPXKAT B
Eylea, e moTeHnmaiHo CBbp3aHa C PUCK OT KPbBHH ChCHPEIIH, 3aITyIIBaI KPhbBOHOCHUTE ChJIOBE
(apTepuaniau TPOMOOEMOOIUYHH CHOUTHS), KOETO MOXKE Ja JOBE/E 10 ChPACUYCH HH(PAPKT UM O UHCYIIT.
ChliiecTBYBa TEOPETUUCH PUCK OT TaKWBa ChOUTHS Cliel nHxekThpane Ha Eylea B okoto. lma
OTpaHMYEHH JTAaHHU 3a 0e30MacHOCTTa IipH JieueHue Ha manueHTt ¢ OLIPB, OPPB, JIMO u muonundHa
XHB, xouTO ca UMaK UHCYJIT WM MUHU HHCYIIT (MPEXOIHA HCXEMUYHA aTaKa) WK ChpJcUYeH HHPAPKT B
paMKuUTE Ha mocieaHuTe 6 Mecena. AKo HAKOe OT H30poeHuTe ce oTHacs 3a Bac, Eylea e ce mpuiara ¢
MTOBUIIICHO BHUMAHHE.

Wwma orpanuyeH OMUT C JICUCHUETO HA

- manuentu ¢ IMO BcnenctBue Ha auadet T .

- 1auabeTHIM ¢ MHOTO BHCOKH CpeIHH HHMBa Ha KpbBHa 3axap (HbAlc nax 12%).

- auabeTHIM ¢ 0YHO 3a00JIsiBaHe, MPUUUHEHO OT AuadeTa, HapedyeHo nposndepaTuBHa JuadeTHa
pETHUHOMATHSL.

JIuncea onut ¢ JeueHNe Ha

- TALUEeHTH ¢ OCTPU UH(DEKIUH.

- TIALMEHTH C APYTH OYHU 3a00JsIBaHMS KaTO OTJICHIBAHE HA PETUHATA WM AyIKa B MaKyJara.

- nuabeTHIy C HEKOHTPOJIMPAHO BUCOKO KPHBHO HAJISITAHE.

- IIallUEHTH, KOUTO HE €a OT a3MaTCKU NPOoU3Xox, ¢ muonuuHa XHB.

- IIalIUEHTH, JIEKyBaHU peau 3a MuonuyHa XHB.

- TAaIMEeHTH C yBPeXaHe U3BBH [EHTPAHATA YacT Ha MaKyarta (ekctpadoBeaHu Je31H) 3a MUOITHYHA
XHB.

AKo HSIKOE OT H30pPOEHHUTE MO-Tope ce OTHAcA 3a Bac, BammsaT nekap e B3eMe peBu/I Tas3y JIAIca Ha
nH(popMarus npu euenento Bu ¢ Eylea.

Jlena v roHOIIM

VYnotpebara rva Eylea npu aemna nimm roHOmN Ha BB3pacT moj 18 roanHu He e Omiia mpoyvBaHa, 3aiioTo
Brnaxuata BJIM, OLIPB, OPPB, JIMO u muonuuna XHB ce cpemat ocHoBHO nipu Bb3pacTHH. [lopaau
TOBa HSIMa CHOTBETHA YIOTpeOa B Ta3M Bb3PacTOBa IPyIma.

Apyru aexkapcrea u Eylea
Wndopmupaiite Bamus nekap, ako U3Mmon3BaTe, HACKOPO CTE M3MOJI3BAIH UM € B3MOXKHO J1a 3I0JI3BaTe
JIpYyTH JICKapCcTBa.

BpemMeHHOCT 1 KEpMeHe
- Kenu ¢ nerepoieH noTeHran TpsOBa Aa U3MOI3BAT €PEKTUBHA KOHTPALCTILUS 110 BpeMe Ha
JIEYCHUETO U Hal-MaJIKO TP Mecela ciell nocieanaTa umkekuus Eylea.

- Hswma onut B m3non3saneTo Ha Eylea npu Opemennu sxenu. Eylea He TpsiOBa na ce u3nosiszea mno
BpeMe Ha OPEMEHHOCT, OCBEH aKo MOTCHIIMATHATA T10J13a He ITPEBUIIIaBa TIOTCHIIUATHHS PHCK 32
miona. Ako cTe OpeMeHHa WY TIaHupaTe OPEeMEHHOCT, ITOChBETBANTE ce ¢ Barmus iekap nmpeau
neuenue c Eylea.
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- Eylea He ce mpenopbyBa 1o BpeMe Ha KbpMEHE, Thil KaTo He ¢ u3BecTHO aajiu Eylea mpemuHaBa B
kbpmara. [lochBeTBaiiTe ce ¢ Bamus siekap, nmpenu aa 3amnouHeTe jgedeHue ¢ Eylea.

Hlodupane u padora ¢ MAalIMHK
Cnen nmxeknusta ¢ Eylea Mmoxe na nmaTe BpeMeHHH 3pUTeNTHE cMylieHus. He modwupaiite u He
paboTeTe ¢ MalluHU, JOKATO T€ Ca HAUIIC.

Ba:xna undgopmaums 3a HaKou cbecTaBku Ha Eylea
ToBa J1lekapcTBO ChIbprka o-Manko ot 1 mmol (23 mQ) marpuii Ha 1034, T.€. IPAKTHYECKH HE ChABPIKA
HaTpuil.

3. Kak me Bu 6b1e npuiaran Eylea

Jlexap c onuT B mpuiTaraHeTo Ha OYHW MHXKEKIWH e nkekTupa Eylea B okotro Bu B acenTiunu (uuctu u
CTEPUITHH) yCIIOBHSL.

[Ipenoprunrennara fn03a e 2 mg aguubdeprent (50 MUKPOIHUTPA).
Eylea ce mpuiara kaTo HHXEKIIHS B OKOTO (MHTPaBUTPEATHA HHKCKIINS).

HpeZ[I/I HWHKCKTUPAHCTO Bammsar JICKAp HIC U3IO0JI3Ba ,Z[GSI/IH(beKLII/IpaH_IO CpCACTBO 3a BHUMATCIIHO
IMOYHCTBaHE Ha OKOTO Bu ¢ eI OpeaoTBpaTsBaHe Ha I/IH(i)eKHI/ISI. Bammusr JICKap 1€ MmpujIoK1u U MCCTHa
ynofnca, 34 Ja HaMaJiu WK NpeaOTBpATU BCAKa 60J'IKa, KOSITO OMXTE MOTJIU Ja TIOYYyBCTBATC IIPU
HWHKCKTUPAHCTO.

Bnaorcna BJIM

[TanmenTtu ¢ Baaxkaa BJIM 1mie 6b1aT JIGKyBaHH ¢ €HA HHKEKITUS Ha Mecell B IPOAB/DKCHIE HAa TPH
MOCIIEZIOBATENHH 103U, TIOCIEIBAHU OT IpyTra WHKEKIHs CJe/ OMBJIHUTEIHHN IBa MECeTIla.

Cnen Toa BamusT nekap 1ie pemiy,jaiii HHTEPBATBT MEX Ty HHKEKIIMUTE MOXKE Ja Ce TIOJIbPKa Ha J[Ba
Mecella WiIu TIOCTENEHHO J1a Ce yIhJDKaBa ¢ 1Mo 2 WK 4 CeIMHUIIN, aKO ChCTOSHHETO Bu e cTabmiiHo. AKO
CBhCTOSTHUETO Bu ce BIomn, HHTEPBaIbT MEX/y HHKECKIIUUTE MOXKE J1a ObJIe ChKpaTeH, HO JI0 HE I10-
MAaJIKO OT J{Ba Mecelia IIpe3 IIbpBaTa TOANHA OT JICUCHHE.

He ce nanara na nocemaBare Bamus nekap Mexay OTAECIHUTE MHXEKIIMH, OCBEH aKO UMAaTe HIKAKBU
Mpo0JIeMH WK CT€ MOCHBETBAHU OT Bamms ekap.

Omok na maxyrama ecreocmeue na OPB (OPPB unu OLIPB)

Bammsar JICKap 1ie ornpeacin Haﬁ-HO,Z[XO}.IHI.L[aTa cxema Ha jJeueHue 3a Bac. Bue 1€ 3aI104YHECTEC JICUHCHUC
ChC CCpUs OT CIKCMCCCUHU MHIKCKIIUU C Eylea.

HHTepBaTbhT MEXIY IBE MHXEKIIMH HE TPsIOBa 1a ObJIe TTO-KbC OT SIMH MECEII.

Bammst nexap Moske fa pernu aa cripe jredenueTo ¢ Eylea, ako cecTossanero Bu He ce momobpu npu
NPOIbKABAHE HA JICUCHHUETO.

BameTo neueHwue 1ie mpobinKy ¢ ©XKEMECSUHN MHKEKIINH, IOKAaTO ChbCTOSHUETO Bu ctaHe cTabuitHO.
Moske n1a ca HeoOXOIUMH TPH WJIU TIOBEUC €KEMECCUHN WHKCKITHH.
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Bammusat nexap e npocienssa Bamist oTToBop Ha TI€YEHUETO M MOXKE J]a POIBIDKH JISYEHUETO Upe3
MOCTEIIEHHO yBEJIMYaBaHe Ha MHTEPBaJIa MEXKY WHKEKIIMUTE, 32 JIa CE MOIbp)Ka CTAOUITHO ChCTOSIHHE.
Axo cbcrosiHueTo Bu 3amoune Ja ce BIoIIaBa Npy MO-IbJIbI MHTEPBAJ Ha JieueHue, BamusT nekap e
HaMalli CbOTBETHO UHTEpBAIA.

BB3 ocHOBa Ha Bammst 0TToBOp Ha JIeueHHeTo, Bammsr jnekap e penm KakbB Ja € TpaduKbsT Ha
MIperJieIuTe 3a MPOCieIBaHe ¥ CXeMara Ha JIeueHue.

Huabemen maxynern omox (IMO)

[Tammentn ¢ JIMO TpsOBa 1a ce JEKyBaT C €IHA WHXEKIIHSI MECEUHO 3a ITBbPBUTE TIET TOCISA0BATCITHA
JIO3W, MOCJIEIBAHN OT €Ha MHKEKIIMS Ha BCEKHU JIBA Mecella CJe]T TOBA.

He ce nanara na ce cpemare ¢ Bamus iekap Mexay MHXEKIIMUTE, OCBEH B CIydail ue UMaTe HIKaKBU
poOIeMU WIIH TIOTYYIHUTE IPYTH YKa3aHUs OT Barmus jiexap.

Cnen mepBute 12 Mecena neuenne ¢ Eylea mHTepBaIbT 32 JIedeHUE MOXKE J1a c€ YABDKU Bb3 OCHOBA Ha
nperiiena Ha Bamms siekap. BammsT nekap 1e peiy KakbeB ja € rpaduKbT 3a TPOCIIe/SBAIIN PETIICIH.

Bammsar JICKAap MOKC [a pCIIr aa Crpe JICUCHUCTO C Eylea adKO CC YCTaHOBHU, UC HAMATC 110JI3a OT
MMPOABIIKUTEIIHO JICUCHUEC.

Muonuuna XHB

[Tanmentn ¢ Muontmaaa XHB mie Op1aT JIeKyBaHH caMO ¢ €Ha HHXKEKIUS. JIOIMbIHUTETHN HH)KEKITHH 111e
Bu ce nmoctaar camo, ako mperieauTe npu Baius nekap mokaxar, 4e chCTosiHUETO Bu He ce e

OO0 PHITO.

WuTepBanbT MeX Iy IBE MHKEKIMY He TPSAOBa Ja ObJie IO-KbC OT €IUH MECEIL.

Ako 3a0onsBaHeTo Bu oTIIyMsiBa M clie/l TOBa ce BpbIla, BammsaT nexap Moke a TOTHOBY JICYCHUETO.

Bammwsr nexap e onpezenu rpaduka Ha IperiieuTe 3a MPoCie/siBaHe.

AKko e mpomycHata n03a Eylea
3amnuiere ce 3a HOBO IIOCELICHUE 3a IIPErJie/l ¥ HH)KEKLU.

AKko cTe cipesin mpuema Ha Eylea
Koncynrtupaiite ce ¢ Bamus nekap npeqiy ga CrpeTe JeUeHUETO.

AKO UMaTe HAKAKBU JIOIBIHUTEIHHU BBIIPOCH, CBBP3aHU C yIIOTpedara Ha TOBA JISKAPCTBO, MOMUTANTE
Bamus nekap.
4. Bb3MOKHHN He:KeJIaHU peaklun

KakTro Bcuuku JICKapCTBa, TOBA JIEKAPCTBO MOXKE Jia IIPECAU3BHUKA HEKCIIaHU pCaKINU, BBIIPEKH Y€ HE
BCCKU I' IOJTy4aBa.

[ToTeHIMAIHO MOTAT J1a Bb3HUKHAT aJePruYHy peakuun (peakiuuy Ha CBpbXUyBCTBUTENHOCT). Te Morar
Aa 0bAAT CEPMO3HU U 1a HAJIAraT J1a ce CBbpakeTe He3a0aBHO ¢ Bamms Jexap.
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IMpu mpunokenneto Ha Eylea MoraT fa ce pa3BUsIT HIKOM HEKEJIaHU PEaKIIUH, 3aCsArallld OUYUTE, KOUTO CE
JBJDKAT Ha MPOIleypaTa Ha HHXKeKTHpane. Hskou oT Tax Morar jia ObJaT CepHO3HH U BKIIFOYBAT
CJIeNnoTa, cepro3Ha HH(PEKINs WIH Bb3NAaJIeHHe Ha 0KOTO (CHI0(PTAIMUT), OTJIeNBaHe, pa3KbCBaHe
WIH KbPBEHE HA CBETJIOUYYBCTBUTETHHS CJIOH B 32]{HATA YACT HA OKOTO (OTJICTIBAHE UM Pa3KbCBaHE
Ha peTHHATA), MOMbTHSABAHE HA JlenaTa (Karapakra), KPbBOU3JIUB B 0KOTO (KPHBOU3JIUB B
CTBKJIOBUHOTO TSJI0), OTJIENBAHE HA MOJ00HOTO HA JKeJie BENIeCTBO BbB BLTPENIHOCTTA HA OKOTO OT
peTuHaTa (OTJIENBaHE HA CTHKJIOBUIHOTO TSUIO), M MOBUIIABAHE HA HAJIATAHETO B OKOTO, BIKTE

Touka 2. Te3u cepruo3HU HeXKEJIAH! PEaKIIUH, 3aCATaIlN OYUTE, Ca C€ Pa3BHJIM IPH MO-MaJIKO OT | Ha

1 900 uHXEKIUH B KIMHUYHUATE MPOYYBAHHUS.

CBmeeTe ce ¢ Bamus JIeKap He3363BHO, AKO IMOJIYYUTEC BHE3AITHO HAMAJICHUE HAa 3pC€HUETO, UIIN
3acUjIBaHe Ha OojKara u 3a4C€PBABAHC HAa OKOTO CJICI MHKXCKIUATA.

CnMchbK HA HeKeJIaHU peaKIuu

CrenBa criMChK Ha HEKEJTAHUTE PEaKIMH, KOUTO ca ChOOIAaBaHH KATO BEPOSTHO CBBP3aHH C MPOIeIypaTa
Ha WHXKEKTHUPAHE WIH C JIeKapcTBOTO. Mors, He ce Oe3nokoiite, Bue Moxe 1a He OTyYnTe HUKOS OT THAX.
Bunaru o0ckx1aliTe BCIKAKBH MOIO3UPAHN HEXEIaHH peakinu ¢ Bamms nekap.

MHOT0 YecTH HexKeJIaH! peakuuu (moeam oa 3aceecnam nogeve om 1 na 10 oywu):

- BJIOLIaBaHE Ha 3pEHHUETO

- KpBBSCBaHE HAa OKOTO, TPUYMHEHO OT KbPBEHE OT MAJIIKUTE KPHBOHOCHH CH/IOBE BB BHHIITHUTE
CJIOEBE Ha OKOTO

- 0onKka B OKOTO

YecTH HexeJaHU PeaKUMu (Mozam oa 3aceenam 0o 1 na 10 oywu):

- OTJeNBaHe WK Pa3KbCBaHE HA €VH OT CIOEBETE B 33/IHATA YACT HA OKOTO, KOETO BOJIH JIO
pOOJIACHIM C MBTHHHH, MTOHSIKOTa IPOrPECUPAIIH 0 3ary0a Ha 3peHHeTo (pa3sKbCBaHe Ha
pEeTHHAITHUS TMTMEHTEH eNuTen*/0TenBane, OTIeNBaHe Ha peTHHATA/Pa3KbhCBaHE)

- JereHepanus Ha peTHHaTa (IPUYUHIBA HAPYIIECHO 3pEHHE)

- KPHBOUBIUB B OKOTO (KPHBOU3IHUB B CTHKIIOBHIHOTO TSJIO)

- HiAkoHW (opMM Ha 3aMBIVISIBAHE HA Jieliara (KaTapakra)

- yBpeXXJaHe Ha IpeIHUs CIIOM Ha OyHaTa 0bIKa (POTOBHIIATA)

- TIOBWIIIEHHE Ha HAJSATAHETO B OKOTO

- JBIDKEIIH Ce TIETHA B 3pPUTEITHOTO ToJie (MbTHIUHH)

- OTJIENBaHEe Ha MoJOOHOTO Ha JKeJle BEIIECTBO BbB BHTPEITHOCTTA HA OKOTO OT PETHHATA (OTICIBaHE
Ha CTHKJIOBHIHOTO TSUIO, BOJIEIIO J0 MPOOJISCHIN C MbTHUHH)

- ycemlasHe, 4Ye UMa HEI[O B OKOTO

- ToBHIIEHO 0Opa3yBaHe Ha ChJI3U

- TOAyBaHE Ha KJernaya

- KBbpBEHE Ha MICTOTO Ha HHKEKTHpPAHE

- 3auepBsBaHE HA OKOTO

*) CheTosTHUSA, 32 KOUTO € U3BECTHO, Y€ Ca CBBbP3aHM ¢ BlakHa BJIM; HabmomaBaHu caMo mpu

ManueHTy ¢ Baaxxna BJIM.
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HeuecTH HexXeIaHU peakuu (mozam da 3acecrnam 00 1 na 100 oywu):

- aJepTUYHHU PeaKIuy (pPEeakiMi Ha CBPHXUyBCTBUTEITHOCT)* ™

- CEpHO3HO BB3MAJIICHUE WIN HHPEKIUSI BbB BETPEIIHOCTTA Ha OKOTO (€HIO(TAIMHUT)

- BB3MNAJCHUE HA UpHCa WK IPYTH YaCTH Ha OKOTO (MPHUT, YBEHUT, HPHUIOUUKIINT, TUHAAT B IPEAHATA
KaMepa)

- HeoOMWYaiHO ycellaHe B OKOTO

- Jpa3HEHe Ha Kjeraya

- [OJyBaHE Ha IPEIHHS CJIOW Ha O4HaTa s0bJIKa (POrOBHIIATA)
** ma chOoO0IIeHHS 32 AICPTUYHN PEAKITNN KaTo 00pHB, ChpOEK (TIPypHUTYC), KOTPUBHA TPECKa
(ypTHKapHs), KaKTO M HIKOJKO CITy4ad Ha TEXKH ajepruvnu (aHadunakTHaHn/aHaduIakKTOuTH )
peaxiuu.

Penku Hexenanu peakuuu (mozam da 3aceznam 0o 1 na 1000 dywu):

- clenora

- IOMBTHSBAHE Ha JielaTa Mopaau TpaBMa (TpaBMaTHYHA KaTapaKTa)

- Bb3MAJICHUE Ha MMOJ0OHOTO Ha JKeJIe BEIIECTBO BbB BHTPEIIHOCTTA Ha OKOTO
- THOH B OKOTO

B KIMHAYHATE U3MUTBAHUS Ce HAOI01aBa MOBHIIIEHA YECTOTA HA KbPBEHE OT MAJIKUTE KPhBOHOCHHU
Ch/IOBE BbB BHHIITHUTE CIIOEBE Ha OKOTO (KOHIOHKTHBAJICH KPhBOU3JIMB) ITPH MAIMEHTH ¢ BiakHa BJIM,
MpUEMAIITH JIEKapCTBa 3a pa3peskaaHe Ha KpbBTa. Ta3u MOBHUINICHA YECTOTA € CPABHIUMA MEKIY
MAIUEHTHTE, JIEKyBaHU ¢ paHnOu3ymad u Eylea.

CucremHata ynotpeba Ha naxuouropu Ha VEGF, BemecTa, mogo0Hu Ha chappikanuTe ce B Eylea, e
MOTEHIIMATHO CBbpP3aHa C PUCKA OT KPbBHU ChCUPEIH, 3aIyIBAI KPHBOHOCHHUTE CHAOBE (apTepUATHH
TpoMOOEMOOIMYHH CHOUTHS ), KOSTO MOKE J1a TOBEJIE A0 ChpAcueH WHPAPKT WU 10 HHCYNT. ChIecTByBa
TEOPETHYEH PUCK OT TaKMBa CHOMTHS cliell MHKekTHpane Ha Eylea B okoro.

Kakro mpu BCUUKH TepaneBTHYHH POTENHH, IpH npuiiokeHneTo Ha Eylea chiecTByBa Bb3MOKHOCT OT
WMyHHA peaknus (oOpa3yBaHe Ha aHTUTENA).

Chol1uaBaHe HA HeKEJAHU PpeakIuu

AKO MOJTyyuTe HIKAKBU HEXKEJIaHU JEKAPCTBEHU Peakiuy, yBeaomete Bammms nekap. ToBa BkitouBa
BCUYKH BH3MOXKHU HEOIMCAHU B Ta3M JIMCTOBKA HEXEIaHU peakiiui. MoKeTe ChINOo /1a ChOOIuUTe
HEXKEJIaHU peaKIiMy JUPEKTHO Ype3 HaIlMOHATHATA CHCTEMa 32 cho0IaBaHe, mocoueHa B [puioxenue V.
Kato crobmiaBaTe HeXEIIaH PEaKIIiy, MOYKETE Ja ajeTe CBOSI MPUHOC 3a TOJydaBaHe Ha MTOBEYC
nH(pOpMAaIUs OTHOCHO OE30IMaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiate Eylea

Jla ce chxpaHsiBa Ha MSCTO, HEJOCTBITHO 3a JIela.

° He usnosn3BaiitTe TOBa JIEKapCTBO ClI€]] CPOKA HAa TOJHOCT, OTOEIs3aH BbPXY KapTOHEHATA OMaKOBKa
u etukera cien ,,l'omgen mo:"“/,,EXP*. CpoKbT Ha TOAHOCT OTTOBAPs HA TOCIEAHUS JEH OT
IMOCOYEHHUS MECEIL.

. Ja ce cexpansiBa B xuagmwiHuK (2°C o 8°C). Jla He ce 3ampassiBa.

. [Ipenn ynmorpeba HEOTBOPEHUSAT OIMCTEP MOXKE J1a CE ChXpaHsIBa Ha CTaiiHa TemrepaTypa (1mox
25°C) nmo 24 ygaca.

o CobxpaHsBaiiTe IpeBapUTEIIHO HAITBIHEHATa CIIPUHIIOBKA B HEHHMS OMCTEp U B KapTOHEHATa

OITIaKOBKa, 3a Aa CC MpeArnasyu OT CBECTJIUHA.
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. He m3xBopistiiTe nekapcTBara B KaHAJIH3AIMATA WIA B KOHTEHHEpa 3a JJOMAITHHA OTTIA ] bIIH.
[TonmuraiiTe Bammus dapmareBT Kak J1a U3XBLPIIATE JIEKapCTBATa, KOUTO BeUue HEe U3TO3Bare. Te3n
MEpKH IIle CTIOMOTHAT 3a ONa3BaHe Ha OKOJHATa Cpe/a.

6. Cumpmaﬂne Ha OIIAKOBKATAa U JOIIBJHHUTEC/JIHA HHq)OpMaHHﬂ

Kakso cbabp:xa Eylea

- AKTHBHOTO BeliecTBo ¢: adhaubepuent. EqHa npeaBapuTeiHO HaTbIHEHA CITPUHIIOBKA Chabpka 90
MUKPOJINTPA, €KBHBaJICHTHH Ha 3,6 mg adgnubepuenTt. EnHa npeqBapuTeTHO HAITBIIHEHA CIIPUHIIOBKA
ChIBpKa 032 oT 2 mg agnubepuent B 50 MUKpPOIHUTPA.

- Jlpyrute cheTaBku ca: nmonucopoar 20, HatpueB quxuaporeHpochar MOHOXHIPAT (3a KOPEKIUS Ha
pH), nuaatpues xunporendocdar xenraxuapar (3a Kopekims Ha pH), HaTpueB XJI0pu, 3axapo3a,
BOJIa 32 MHXEKIIHU.

Kaxk usraexna Eylea nu kakBo cbabp:Ka OnakoBKaTa

Eylea e HmKeKIIMOHEH pa3TBOP (MHXKEKIINS) B IIPEABAPUTEIIHO HAIThIHEHA crprHIIOBKa (3,6 mg/90
MUKponuTpa) Pa3TBOpBT € Oe3lBeTeH 10 OJIeI0 KBIT.

OnakoBka ot 1 6poi.

IIpuTexaTes Ha pa3pelIeHHETO 3a yIOTpeda
Bayer AG
51368 Leverkusen

lepmanus

IIpoussoaure

GP Grenzach Produktions GmbH
Emil-Barell-StraRe 7

D-79639 Grenzach-Wyhlen

I'epmanus
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3a JOIIBJIHUTCIIHA I/IHq)OpMaLII/ISI OTHOCHO TOBa JIEKapCTBO, MOJIsA, CBBPKETE CE€ C JIOKAJTHUA NPEACTABUTEIT

Ha MPUTEXKATEIS Ha Pa3pelieHHeTo 3a yrnorpeda:

Belgié / Belgique / Belgien
Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
Bbuarapus

baitep bearapus EOO/]
Ten: +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
E\AGdo

Bayer EAAGg ABEE

Tni: +30-210-618 75 00
Espafa

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)1-2999 313
island

Icepharma hf.

Simi: +354-540 80 00
Italia

Bayer S.p.A.

Tel: +39-02-3978 1
Kvnpog

NOVAGEM Limited
TnA: +357-22-48 38 58
Latvija

SIA Bayer

Tel: +371-67 84 55 63

92

Lietuva

UAB Bayer

Tel: +370-5-233 68 68
Luxembourg / Luxemburg
Bayer SA-NV

Tel/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-(0)297-28 06 66
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 3500
Portugal

Bayer Portugal, Lda.

Tel: +351-21-416 42 00
Romania

SC Bayer SRL

Tel: +40-(0)21-528 59 00
Slovenija

Bayer d. 0. 0.

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
United Kingdom

Bayer plc

Tel: +44-(0)118 206 3000



JlaTa Ha mocJIeAHO mpepasriaexkaane Ha Jucropkara {MM/TTTT}:

IMoapobHa uHbopMarrs 3a TOBA JIEKAPCTBO € Mpe0CcTaBeHa Ha yeOcaiita Ha EBporneiickara areHius mo
nexapcTBara: http://www.ema.europa.eu.
<
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ITocouenara mo-a0J1y mul)opMauml € NIpeAHasHaYeHa caMoO 3a MCAUIIUHCKHU CIICIMUAJIUCTH.

Bcesika nmpeiBapuTelHO HaITbJIHEHA CIIPUHIIOBKA TPSIOBA JIa Ce M3M0I3Ba CaMo 3a JICUCHHE Ha SITHO OKO.
He otBapsiite cTepniHus MpeIBapUTEIHO HAITBIHEH OIIMCTEP M3BBH YMCTATa CTas 3a MPHUIIOKEHHUE.

Pa3tBOpBT TpsiOBa a ce MPOBEPH BU3YATHO 32 YK/ YACTHUIIM W/WJIM IIPOMSIHA B IIBETA WM BCSIKAKBA
MpOMSIHA BB BBHHIITHU BHJI TIPEIN MpHIIOKeHue. B cinydail ye ce HabmogaBaT TakrBa, JIGKAPCTBEHHSIT
MPOAYKT TPsiOBa Ja ce M3XBbPIIH.

Ipenu ynorpeba HeorBopenusr omrctep Eylea Moske ma ce chxpaHsBa Ha cTailiHa Temreparypa (Ioj
25°C) no 24 gaca. Cien oTBapsiHe Ha OJucTepa pabOTeTe B ACCHTHYHH YCIIOBUSI.
3a MHTpaBUTPEAIHO HHXKEKTUpaHe TpsaOoBa 1a ce m3noisBa 30 G x 12 mm MHKEKMOHHA UIJIa.

Ykazanusa 3a ynompeoda na npedsapumenno HanvineHama CRPUHYOGKA:

1.  Koraro cte roToBu ga npuioxute Eylea, oTBopeTe kapToHeHaTa OIMakoBKa U U3BAJICTE
CTepuIM3Upanus OaucTep. BHUMaTeIHO OTBOpeTe OIMCTEpa, OCUTYPSIBAMKH CTEPHIHOCTTA HA
ChAbPIKAHUETO MY. JIpbKTe CIIPUHIIOBKATA B CTEPHIIHATA TabJia, TOKATO CTAHETE TOTOBH 3a
Cra00sBaHeTo M.

W3znon3Baiiky acenTHYHa TEXHUKA, U3BAJICTE CIIPUHIIOBKATA OT CTEPHIIU3UPAHUS OJIUCTED.

N

3. 3aja MaxHeTe Karaykarta Ha CIIPHHI[OBKATa, IPHIKTE
CTIPUHIIOBKATA B €HATA CH PbKa, KATO C IPyraTa XBaHeTe ‘I
Karavkara Ha CIIPHHIIOBKATA C MaJjiela U moKasanera CH. e
Mousi, 00bpHETE BHUMaHKE: TpsiOBa qa OTUymnuTe
Kamaykara Ha CIIPUHIIOBKATa (He 51 BbPTETE WK
yCyKBaiTe).

3a Ja n30€eTHETE HapyliaBaHC Ha CTCPUIHOCTTA HAa IPOAYKTA, HC U3TCT, TISTiATe Has3azn 6yTaJ'IOTO.

o ks

H3non3Baiiky acenTUYHA TEXHUKA, 3aBUMTE TUTHTHO
WHKEKIIMOHHATA UTJIa KM JIyep-JIOK BhpXa Ha
CIIPUHIIOBKATA.
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7.

Karo nppxute cripuHIIOBKaTa C HACOUEHA HArOpe WUIJIa, S
MpOBEpeTe 3a HAIMYKE Ha MexypueTa. AKo nMa
MeXypueTa, BHUMATEITHO MMOTYANTe CIIPUHIIOBKATA C
MPBCT, IOKATO MEXypUeTara ce M3IUTHAT J0 TOpHATa i
qacT.

OTtctpaHeTe BCHYKU MEXypUeTa U H3TIacKalTe U3IUIIHUS JICKAPCTBEH MPOIYKT, Ype3 OaBHO
HaTHCKaHe Ha OyTanoTo, 3a Ja U3paBHUTE [MIMHIPHYHATA OCHOBA HA CBOJIA Ha OYTaJOTO ¢ YepHaTa
JIVHUS 32 TO3UpaHe Ha CIPUHITOBKATA (€KBHBAICHTHO Ha 50 MUKPOIUTPA).

Pa3tBop cnepn oTcTpaHaBaHe Ha
Bb3AyLWHUTE Mexyp4yeTa n

cBO,Cl Ha Gyranom N3NULLHOTO NekapcTeBo

Bb3aywHo mexypye Pb6 Ha \ 3 JIvHns 3a
INnHnA 3a cBOAa Ha 4 Ao3npaHe

i ' [o3avpaHe 6yTanoro

P16 Ha
cBofa Ha
6yTanoto

Pa3stBop

[IpenBapuTenHoO HAIIBIIHEHATA CIIPUHIIOBKA € caMO 3a eJHOKpaTHa yroTpeda. MHOTOKpaTHO
MpujarafHe Ha 03U OT MPEIBAPUTEITHO HAITBJIHEHATA CITPUHIIOBKA MOXKE Ja YBEIMYH PUCKA OT
3aMbpPCABAHE U MOCIeABAIA HHEKIUS.

Hewnznons3BanusT gexkapcTBEH MPOAYKT WIH OTHAARYHATE MaTepHalld OT Hero TpsiOBa Ja ce
U3XBBPJISAT B CbOTBETCTBUE C MECTHUTE U3UCKBAHUSI.
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JIucToBKAa: I/lH(l)OpMalII/lﬂ 3a manMeHTa

Eylea 40 mg/ml un:kexkunonen pa3Teop BbB (piiakoH
Admuoepuent (Aflibercept)

IIpoyeTeTe BHUMATEIHO IAJIATa JUCTOBKA, Npeau 1a Bu 0bie NpuiIo:KeHo TOBA JIEKAPCTBO, Thil

KATO TH ChbPKa BakHa 32 Bac nundgopmanus.

- 3amnaseTe Ta3u JIUCTOBKA. MoJKe /1a c€ HAJIOKU J1a 51 IPOUYETETE OTHOBO.

- AKO MMaTe HIKaKBH JOMBIHUTENHN BBIIPOCH, TTonTaiTe Bamms nekap.

- AKO TIOJTy4HTe HIKAKBH HEXEJIaHU JIEKAPCTBEHH PEeaKIny, yBegomere Bammms nexap. Tosa
BKJIIOYBA U BCUYKH Bb3MOKHH HEXKEJIaHU PEaKlMu, HEOIMCAHU B Ta3u JIMCTOBKA. BikTe Touka 4.

KakBo CbhbABbpPiKa Tasu JIMCTOBKaA

Kakso npencrasnsiea Eylea u 3a kakBo ce u3non3sa

KakBo Tps0Ba 1a 3Haere, npeau aa Bu 0b1e npunoxen Eylea
Kax e Bu 6b1¢ npuaran Eylea

BB3MOKHHM HEXETaHU peakiuu

Kak na cpxpansiBate Eylea

ChabpkaHue Ha OTIAKOBKATA U JOMBIHUTETHA HHOpMAIIUS

ook

1. Kaxkso npeacraBassa Eylea u 3a kakBo ce u3noJisBa

Eylea e pa3TBop, KOHTO ce MHKEKTHPa B OKOTO 3a JICUSHHE Ha OYHH 3a00JsIBAHMUS TIPH BH3PACTHH,
HapeueHu

- HeoBacKyJapHa (BlIayKHa) Bb3pacTOBOOOYCIIOBEHA JiereHepalys Ha Makynara (Bnaxua BJIM),

- YBpEICHO 3peHHe, IBbJDKAIIO Ce Ha OTOK Ha MaKyJjara, BCIEICTBHE Ha OKITy3Hs (3amymiBaHe) Ha
peturanHa BeHa (OPB) (oxmy3us Ha pa3kioHeHne Ha peruHanaa BeHa (OPPB) wim oxiy3us Ha
neHTpanHara perunanta Bera (OLIPB)),

- YBPEACHO 3pCHHUE, IBJDKAIIO ¢€ HA nuabeTeH MakysieH oTok (JIMO),

- YBPEICHO 3pEHHE, IBJDKAIIO Ce Ha MUOMUYHA XOpOUIaiHa HeoBacKynapu3sanus (Mmuonnuna XHB).

Admubeprent, akTuBHOTO BemecTBO B Eylea, O10kupa akTHBHOCTTA Ha rpyma GakTOpH, U3BECTHH KaTO
cba0B eHpoTeneH pactexeH pakrop A (VEGF-A) u mianenten pacrexen paxrop (PIGF).

[Tpu marmentn ¢ Bnaxsa BJIM n muonmana XHB, Te3n dakropu, KoraTto ca B MpeKOMEPHO TOJISIMO
KOJIMYECTBO, Ca CBbP3aHU C aOHOPMHO 00pa3yBaHEe HAa HOBU KPBBOHOCHHU CBJIOBE B OKOTO. Te3u HOBH
KPBbBOHOCHHU CbAOBE MOraT Jia HpUYUHAT U3TUYAHC HAa KPBbBHU KOMIIOHCHTH B OKOTO Y €BCHTYAJIHO
YBpEeXJIaHEe Ha OYHUTE ThKaHH, OTTOBAPALIN 32 3PEHUETO.

[Tpu manmentu ¢ OLIPB ce nomyuaBa O1okupaHe Ha OCHOBHHSI KPBBOHOCEH ChJl, KOWTO OTBEXK/a KPbBTa
oT peruHata. B pesynrar Ha ToBa ce nmoBumasat HuBaTa Ha VEGF, koeTo mpu4nHsBa H3THYAaHE HA
TEYHOCT B pETHHATa, BOACUIO 10 OTOK Ha MaKyJjara (4acTTa OT peTHHATa, OTTOBOPEHA 3a 100pOTO
3peHHe), KOMTo ce Haprya MakysieH oToK. [Ipu 0TOka Ha MaKyJara, IEHTPATHOTO 3pEHHE Ce 3aMbIIIsBA.
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[Tpu narmuenTn ¢ OPPB, eqHO nn moBeye pa3kiIOHSHHS Ha TIIaBHUS KPHBOHOCEH ChI, KOWUTO
TpaHCIIOPTHpPa KPBB OT PeTHHATA € OJIokupaHo. B pesynrar Ha ToBa ce moBumasat HuBata Ha VEGF,
KOETO MPUYUHSBA U3THYAHE HA TEUHOCT B PETUHATA, BOJECIIO IO OTOK HA MaKyiara.

JnaGeTHUAT OTOK Ha MaKyJaTa MpeACTaB/IsgBa OTOK Ha pETHHATA, KOWTO ce MOy4aBa MpH MMalueHTH C
nabeT, BCIICJACTBHE HA M3THYAHE HAa TEYHOCT OT KPHBOHOCHHUTE CHJIOBE B MakyJsara. Makyiara e Ta3u
4acT HA pETUHATA, KOSITO € OTTOBOPHA 3a 100poTo 3peHne. Korato Makysara ce rmojaye oT TEYHOCT,
HEHTPATHOTO 3pEHHE C€ 3aMbIJIsIBa.

Joxazano e, ue Eylea crimpa pactexa Ha HOBH aOHOPMHH KPHBOHOCHH CHJIOBE B OKOTO, KOUTO YECTO
BOJISIT JI0 U3TUYAHE Ha TEYHOCT WU 10 KbpBeHe. Eylea Mojke 1a moMorHe 3a ctabunu3upane, a B MHOTO

cIydau M J1a moAo0pu 3aryoara Ha 3peHue, cBbp3ana ¢ Biaxuaa B/IM, OLIPB, OPPB, JIMO u Muonuana

XHB.

2. KakBo Tps6Ba 1a 3HaeTe, mpeau aa Bu 6bae npuiaosken Eylea

Eylea nsima n1a Bu 0bae npusioskeH:

- aKo CTe aJlepruYHH KbM adIuOepIenT WK KbM HAKOSI OT OCTaHAINTE ChCTABKU HA TOBA JICKAPCTBO
(u36poeHu B TouKa 6).

- aKo UMaTe aKTUBHA WH(EKUHXs WU CbMHEHHUE 32 HH(EKUXs B OKOTO WIHM OKOJIO HEro (0YHa Win
OKOJIOOYHA UH(EKIIHS).

- aKo MMaTe TeXXKO Bb3IMaJICHUE HA OKOTO (IIPOSIBSIBALLO ce ¢ OOJIKA MU 3a4epBsBaHE).

Ipenynpesxxnenust U NpeanasHu MepKH
I'oBopere ¢ Bamus nekap, npenu na Bu 6b1e npunoxken Eylea:

- AdKO UMaTe rijiaykoma.

- AKO CTC UMAJIM ClIy4dau Ja BMXKIAATC UCKPH WM MBTHHUHU U IIPU BHE3AITHO YBEJIMYCHUEC HA pasMeEpa U

Oposi HA MBTHUHHTE.

- axo Bu e npaBena wiu 3amanyBaHa orepaiysi Ha OKOTO, B pAMKUTE Ha MPE/IIECTBAIINTE HITH
CJI/IBAIIUTE YSTUPU CEAMUIIN.

- ako mMarte Texxka ¢opma Ha OLIPB nm OPPB (ucxemmana OLIPB v OPPB), He ce mpenopruBa
neuenue ¢ Eylea.

OcCBeH TOBa € BaXKHO Ja 3HacTe, 4uc

- 0OesomacHocTTa M epukacHocTTa Ha Eylea, koraTo ce mpuiara B IBeT€ 04YM STHOBPEMEHHO, HE ca
M3CIIE/IBAHU U aKO CE M3MOJ3Ba 10 TO3W HAYHMH, MOXKE J1a JIOBEE JI0 MOBUIIIECH PUCK OT MOsBa HA
HEXCIIAaHU PEaKIUu.

- mmxkekTHpaHeTo Ha Eylea Moxe na mpequ3BHKa MOBHUIIABAHE HA OYHOTO HaJsiraHe (BhTPEOYHO
HaJISITaHe ) MPY HAKOW MAIMEHTH B paMKUTe Ha 60 MHHYTH OT WHXXCKTHPaHETO. Bamust jiekap e
CJIEJT TOBA CIIC/ BCSIKA HHXKCKITHUSI.

- aKo pasBueTe MH(EKIIHS HIH Bh3MAICHUE B OKOTO (CHIOPTAIMHT) WIH APYTH YCIOKHEHHS, MOXKE J1a

MOYYBCTBaTe OO0JIKA WK TTO-CUJIEH TUCKOM(OPT B OKOTO, BIIOMIABAIIO CE 3a4epBsBaHE HA OKOTO,
3aMBIIICHO WK OTCIA0CHO 3pEHUE H MOBUIIIEHA YyBCTBUTEIHOCT KbM CBETJIMHA. BaxkHO € BCHUKH
CHUMIITOMH J1a ObIaT JUATHOCTHUITUPAHH U JICKyBaHU BH3MOKHO HaN-CKOPO.

- BammsT nekap e npoBepu qany UMate ApyTrH pUCKOBH (DaKTOpH, KOUTO MOTAT Jia YBEITH4IaT
BB3MOXHOCTTa OT pa3KbCBAaHE WJIM OTJIENIBAHE HA €JIMH OT CJIOEBETE B 33JHATA YacCT HA OKOTO
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(oTyIenBaHe WK pa3KbhCBaHE HA PETUHATA W OTIICTIBAHE WM Pa3KbCBaHE Ha MUTMEHTHUS MUTEN Ha
peTnHara), B KoiTo ciy4aii Eylea Tps6Ba ma ce mpuiara ¢ IOBHIIEHO BHUMaHHE.

- Eylea He Tps6Ba na ce npuiara no BpeMe Ha OpeMEHHOCT, OCBEH aKO MOTCHIIMAIHATA 1107132 HEe
MPEBUIIIABA TOTESHITUATHUS PUCK 32 TUI0AA.

- JKEHH C JIETepOJICH MOTEHIINA TPSOBA Ja U3MOI3BAT e(EKTHUBHA KOHTPAICTIIUS 110 BpeMe Ha
JICYEHUETO W Hal-MaJIKO TPY MecCella ciie]] IocieqHaTa nmkekus Eylea.

Cucremnara ynotpeba Ha uaxuouropu Ha VEGF, BeiecTBa, moj00HM Ha OHE3U, KOUTO C€ ChIbpPXKAT B
Eylea, ¢ moTeHIMaIHO CBbpP3aHa C PUCK OT KPbBHU ChCHPEIIM, 3aITyIIBAIX KPhbBOHOCHHUTE ChIOBE
(aprepuanan TPOMOOEMOONINYHH CHOUTHS), KOETO MOKE Ja JIOBEJE 10 ChPIeYeH HHPAPKT WK IO UHCYIT.
ChllecTBYBa TEOPETUUCH PUCK OT TaKMBa ChOUTHS Clie nHXekThpaHe Ha Eylea B okoto. ma
OTrpaHMYCHM JaHHHM 3a Oe30macHoCTTa Ipy JiedeHue Ha namueHt ¢ OLIPB, OPPB, JIMO u MuonuyHa
XHB, kouTO ca IMaTu HHCYNT WM MUHU UHCYNT (TIPEeX0IHa HCXEMHUYHA aTaKa) WU ChpleUYeH HH(PAPKT B
pamKuTe Ha TocneHuTe 6 Mecena. AKo HAKOe OT U30poeHuTe ce oTHacs 3a Bac, Eylea mie ce mpunara c
MOBHUILIEHO BHUMAaHHE.

Mma orpaHn4eH ONUT C JICYSHUETO Ha

- manuentu ¢ IMO Bcnencteue Ha auader Tui .

- JIuabeTHIM ¢ MHOTO BHCOKH CpelHH HHMBa Ha KpbBHa 3axap (HbAlc nag 12%).

- nuabeTuny ¢ 04HO 3a0osBaHe, IPUIMHEHO OT 1uadeTa, HapeueHo npoiudepaTuBHa quadeTHa
PETHHOIATHS.

JIumcBa onuT ¢ JIeYeHHE Ha

— TAIMEeHTH C OCTPU UH(EKIHIH.

- TAIMEHTH C IPYT'M OYHU 3a00JIsIBaHMs KaTO OTJICTIBAHE HA PETHHATA WK JyIKa B MaKyJjaTa.
- ua0eTHIM ¢ HEKOHTPOJIMPAHO BUCOKO KPHBHO HAJIATAHE.

- MalMeHTH, KOUTO HE €a OT a3MaTCKU Npousxon, ¢ MuonunyHa XHB.

- IIalUEHTH, JIEKyBaHU Mpeau 3a MuonuyHa XHB.

- MalUeHTH C YBpEeXKIaHe M3BBH IICHTpaIHaTa YacT Ha MaKyiarta (eKCcTpadoBeaHu JIe31H) 32 MUOTINYHA
XHB.

Axo HsKOe 0T U30pOoeHuUTe Mo-rope ce oTHacs 3a Bac, Bamusr nekap 1me B3eMe npeiBU Ta3u JIUIICA HA
nH(popMarus npu euenento Bu ¢ Eylea.

Jena v roHOIIN

VYnorpebara Ha Eylea npu sena wim 10HOIIM Ha Bb3pacT 1moj 18 roauHu He € Ouiia mpoyvBaHa, 3aiioTo
Brnaxkaata BJIM, OLIPB, OPPB, /IMO u muonuuna XHB ce cpemar ocHOBHO TTpH Bh3pacTHH. [lopamgn
TOBA, HsIMa ChOTBETHA yIOTpeOa B Ta3W Bb3pacToBa rpyra.

Apyru aexkapcrea u Eylea
WNndopmupaiite Bamus nekap, ako n3on3BaTe, HACKOPO CTE U3II0JI3BAIM WK € Bb3MOXHO J1a U3I10J13BaTe
JIpYTH JEKapCTBa.

BpemenHocT u KbpMeHe
- XKenu ¢ meTeposicH OTEHIIHAT TPSOBA 1a U3MOI3BAT ePEKTHUBHA KOHTPAIIETIIUS 110 BpeMe Ha
JICUCHUETO U Hal-MaJIKO TPH Mecena ciiell mocieanata umkekius Eylea.

- Hsma onut B u3no3BaneTo Ha Eylea npu Opemennu sxenu. Eylea He TpsOBa 1a ce U3Mosi3Ba 1o
BpeMe Ha OpEMEHHOCT, OCBCH aKO MOTEHIMATHATA [T0J13a HEe MPEBUIIIaBa MOTCHIIUATHUS PUCK 32
wioa. Ako cte OpeMeHHa WU IJIaHupaTe OpeMEeHHOCT, MOChBETBalTe ce ¢ Bamms iekap npeau
neuenue ¢ Eylea.
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- Eylea He ce mpenopbyBa 1o BpeMe Ha KbPMEHE, Thil KaTo He ¢ u3BecTHO aajiu Eylea mpemuHaBa B
kbpMara. [locsBeTBaiiTe ce ¢ Bamus nekap, npenu na 3amounete nedenue ¢ Eylea.

lodupane u padoTa ¢ MAIIMHU
Cnen nmkeknusta ¢ Eylea Moxke 1a uMaTe BpeMeHHH 3pUTeNHU cMmylieHus. He modupaiite u He
paboTeTe ¢ MalIuHU, JOKATO TE Ca HAUIIC.

Ba:xna undgopmauns 3a HaKou cbecTaBku Ha Eylea
ToBa JlekapcTBO ChIbpka Mo-Manko ot 1 mmol (23 mg) Harpuii Ha 1034, T.¢. IPAKTHYECKH HE ChABPIKA
HaTpUid.

3. Kak me Bu 6b1e npuiaran Eylea

Jlexap c onuT B mpriTaraHeTo Ha OYHW MHXKEKIWH I1e nkekTupa Eylea B okoro Bu B acenTuunu (uuctu u
CTEpUJIHU) yCIIOBUSI.

[Ipenoprunrennara f03a e 2 mg aguuodepuent (50 MUKPOIHUTPA).
Eylea ce mpuiara kaTo WHXEKIIUS B OKOTO (MHTPABUTPEATHA HHKCKIINSA ).

[Ipenu nmxekTUpaHeTo BamusaT nexap 1e u3moi3sa Ae3uH(EKIMpaIio CpeacTBO 3a BHUMATEITHO
MOYMCTBaHe Ha OKOTO Bu ¢ 11enm npenoTBpartsBane Ha HHEKIus. BammusaT nexap 1ie mpuiioxku 1 MecTHa
yHoKKa, 3a ja HaMaJId WK TIPEeOTBPATH BCsIKa 00K, KOSITO OMXTE MOTJIH J]a TIOYyBCTBATE MPH
WHXEKTHPAHETO.

Brasicna BJIM

[TanmenTtu ¢ Bnaxkaa BJIM e 6b1aT JIGKYBaHH ¢ €HA HHKEKITUS Ha Mecell B IPOAB/DKCHIE HAa TPH
MOCJIEIOBATEIHU 103U, TOCIEABAHU APYTa UHAKEKLUS CIe ] TOMbJIHUTEIHH IBa MECelia.

Crnen ToBa Bammst nekap 1mie pemm Jaii HHTEPBATBT MEXKIY WHKEKIIMATE MOXKE Jla Ce TIOIbpKa Ha IBa
Mecela WU TIOCTETICHHO Ja ¢e yIbJDKaBa ¢ M0 2 WK 4 CeIMUIH, aKo ChCcTOsIHIETO By e cTabmiHo. Ako
CBhCTOSTHUETO Bu ce Bionn, HHTEpBaTbT MEX/y HHKEKIIUUTE MOXKE J1a ObJIe ChKpaTeH, HO 10 HE I10-
MaJIKO OT JIBa Mecella IIpe3 IbpBaTa roInHA OT JICUCHHE.

He ce nanara Ja 1moceiaBaTe Bamms JICKap MCKAY OTACIIHUTC MHKCKINU, OCBCH dKO UMATC HAKAKBU
HpO6HCMI/I WJIH CTE ITIOChBETBAHU OT Bamms JICKap.

Omox na maxynama ecaeocmeue Ha OPB (OPPB unu OLPB)

Bamust nekap e onpeneny Hal-mojaxoasiara cxema Ha JieueHue 3a Bac. Bue 1ie 3anounere JieueHue
ChC cepust OT exemMeceyHn nHxekiun ¢ Eylea.

I/IHTepBa.H’bT MECXKAY ABC MHKCKIIMU HC Tpﬂ6Ba Ja 6’5)16 IIO-KbC OT €AMH MECCII.

Bammsr nexap moxe aa pem Aa cupe jgeueHuero ¢ Eylea, ako cecrosinnero Bu He ce mogodpu npu
IIPOABIDKABAHE HA JICYEHUETO.

Bamrero sreuenue 1mie MpoIbIDKA ¢ €KEMECESUHH WHXEKITHH, JOKAaTO ChCTOSIHHETO BH cTaHe cTabwmiTHO.
Moske 1a ca HeOOXOIUMU TPH WITH ITOBEYE SKEMECCUYHH WHKCKITUH.
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Bammusar JICKap 1ie rnpocjieasaBa Bamus OTTOBOP HA JICHCHUCTO U MOKEC [a MMPOABJIKU JICUCHUETO YPE3
MOCTCHCHHO YBCJIIMYAaBAHC HAa MHTCPBAJIa MCKAY MHXXCKIHUUTEC, 3a 1a CC MOAAbPKaA CTaOUITHO CHCTOSTHUE.
Axo cbcTossHHeTO Bu 3amoune Ja CC BJIOIaBa IpH MO-ABJbI" UHTCPBAJI HA JICUCHUC, Bammusar JICKap 1ie
HaMaJIi CbOTBETHO MHTEPBAJIA.

BB3 ocHOBa Ha Bamms oTroBOp Ha JiedeHneTo, Bammsar jgekap 1me pemm KakbB a € TpaguKbsT Ha
MIperJieIuTe 3a MPOCieIBaHe U CXeMara Ha JIeueHue.

Huabemen maxynern omox (IMO)

HaI_II/IeHTI/I C ﬂMO TpSI6Ba Ja CC JICKYBAT C €IHa MHIXCKIHUA MCCCYHO 3a IbPBUTC MCT MOCICAOBATCIIHA
J03H, IMOCJI€ABAaHU OT €1Ha MHXKCKIHMA Ha BCCKH JIBa MECC1Ia CJIC TOBA.

He ce nanara na ce cpemate ¢ Bamus nexap Mexly HHXXEKLUUTE, OCBEH B ClIydyaid, ue UMaTe HAKAaKBU
npoOaeMy WK MOyYuTe APYTH yKa3aHus oT Bamms ngexap.

Cnen mepBute 12 Mecena neuenne ¢ Eylea mHTepBaIbT 32 JIedeHHE MOKE J1a c€ YABDKU Bb3 OCHOBA Ha
nperiena Ha Bamus nexap. BammsT nekap e pemm kakbB fa € TpaduKbT 32 MPOCIIeIsIBaIH MIPETIIC/IH.

Bammusar nexap Moxe fa peuu fa cupe JieueHuero ¢ Eylea ako ce ycraHOBH, ue HAMAaTe 10132 OT
IPOABIKUTENIHO JIEUCHHUE.

Muonuuna XHB

[Naruentu ¢ muonuuna XHB 11e Ob1aT TeKyBaHH CaMO C €THA WHXKEKIHA. JlOITbITHUTEeTHI HHKEKITUH 1I1e
Bu ce nmoctaar camo, ako mperieauTe npu Baius nekap mokaxar, 4e chCTosiHUETO Bu He ce e

OO0 PHITO.

WuTepBanbT MeX Iy IBE MHKEKIMU He TPSAOBa Ja Ob/ie IO-KbC OT €IUH MECEII.

Ako 3a0omnsBaHeTo Bu oTIyMsiBa M clie/l TOBa ce BpbIla, BammsaT nexap Moke Ja MOTHOBY JICYSHUETO.

Bammsar JICKap Hie ornpeacin rpa(bm(a Ha ONpeTIICAUTC 3a NPOCIICAsIBAHC.

AKko e nponycHara g03a Eylea
3amnuiiere ce 3a HOBO IIOCELICHUE 3a MIPErJIel U UHXKEKLU.

AKxo cTe crpesau npuemMa na Eylea
Koncynrupaiite ce ¢ Bamms nekap npenu ga crpere JICUSHUETO.

AKO UMaTe HAKAKBU JIOIBIHUTEIHH BHIIPOCH, CBHP3aHU C yIIOTpedara Ha TOBA JIEKapCTBO, MOMUTANTE
Bamus nekap.
4, Bb3MOKHN HexKeJIaHU PeaKIun

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPCAN3BHUKA HCKCIIAHNU PCAKINU, BBIIPCKU Y€ HC
BCCKU I'1 TIOJIy4aBa.
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IToTeHIMaIHO MOTaT /]a Bb3HUKHAT aJePru4HH peakuuu (peakiuy Ha CBPbXUyBCTBUTEIHOCT). Te MoraT
Ja ObIAT CEPUO3HM M /Ia HAJIATAT /Ia ce CBbp:KeTe He3a0aBHO ¢ Bamus nekap.

[Tpu npunoxxenuero Ha Eylea MoraT na ce pa3BusT HIKOHM HEKENAaHU PEAKIKH, 3aCsATallll OYUTE, KOUTO Ce
IBIDKAT Ha TpoIielypaTa Ha HHKeKTupane. Hakon oT Tsx Morat ia ObaT cepHO3HH M BKITIOYBAT
CJIenoTa, cepuo3Ha HH(EeKIUs WK Bh3NaJeHue HA OKOTO (€HIO(TaIMHUT), OTJIeNBAHe, pa3KbCBaHe
WM KbPBEHE HA CBETJI0YYBCTBUTEIHHUS CJI0H B 32 JHATA YACT HA OKOTO (OTJICTIBaHE UIIH Pa3KbCBaHE
Ha peTHHATa), HOMBbTHSIBaHEe HA JielmaTa (KaTapakTa), KPbBOU3JIUB B OKOTO (KPHBOH3JIMB B
CTBKJIIOBHJHOTO TSUIO), OTJIENBAHE HA MOI00HOTO HA JKele BellleCTBO BbB BbTPEIIHOCTTA HA OKOTO OT
peTHHATA (OTJENBaHEe HA CTHKIOBUIHOTO TSJIO), M MOBUIIABAHE HA HAJISITAHETO B OKOTO, BIKTE

Touka 2. Te3n cepro3Hu HeXKeIaH! Peakiiuy, 3acArallli OUYUTe, ca Ce Pa3BIIIU MPH NMO-MaJKo oT 1 Ha

1 900 mHXeKIMK B KIMHUYHUTE TIPOYYBAHHUS.

CBmeeTe ce ¢ Bamus JIeKap He3aﬁaBHO, AaKO IMOJIYYUTC BHC3AITHO HAMAJICHUC HA 3pCHUCTO, UIIN
3acHIBaHe Ha OoJKara u 3a4CPBABAHC HAa OKOTO CJIC] MHKCKIUATA.

CnHCcBbK HA HeKeJIaH! PeaKIuu

CrenBa criMChK Ha HEKEJTAHUTE PEaKIMH, KOUTO ca ChOOIABaHH KAaTO BEPOSTHO CBBP3aHH C MPOIeIypaTa
Ha WHXEKTHUPaAHE WU C JIEKapcTBOTO. Mo, He ce Oe3mokoiiTe, Bue Moxe 1a He TTOIyIUTe HUKOS OT TSX.
Bunaru o0cexmaliTe BCIKAaKBH MOIO3UPAHN HEXXETIaHH peakinu ¢ Bamms inexap.

MHOro 4ecTH HeKeJAHU PeaKkuuu (mMozam oa 3aceznam nogeye om I na 10 oywu):

- BIIONIABAaHE HA 3PCHUETO

- KPBBACBAHE HAa OKOTO, MPUYUHEHO OT KbPBEHE OT MAIKUTE KPHBOHOCHH ChJIOBE BbB BHHIIIHUTE
CJIOEBE Ha OKOTO

- 0oJKa B OKOTO

YecTn HexeJTaHU peakuuu (mozam 0a 3aceenam 00 1 na 10 oywu):

- OTJeNBaHe WM Pa3KbCBaHE HA €UH OT CJIOEBETE B 3a/IHATA YACT Ha OKOTO, KOSTO BOJIH JIO
pOOJIACHIM C MBTHHHH, MTOHSIKOTa IPOrPECHUPAIIH JI0 3ary0a Ha 3peHreTo (pa3skbCBaHe Ha
PETHHAHUS TUTMEHTEH ermuTeN*/0TiIenBane, OTIIeNBaHe Ha PETHHATA/Pa3KbCBAHE)

- JIereHepallvs Ha peTuHata (MIPUYHMHIBA HAPYILICHO 3PCHHUE)

- KPHBOUBIUB B OKOTO (KPHBOU3IHUB B CTHKIIOBHIHOTO TSJIO)

- HAKOW (popMH Ha 3aMBIJISIBAaHE Ha JIeliaTa (Katapakra)

- yBpeXJaHe Ha MpeIHUs CI0i Ha OYHaTa A0bJIKa (POroBHLIATA)

- IIOBUIICHUEC HA HAJSITAHETO B OKOTO

- JBIDKEIIH Ce TIETHA B 3pUTEIHOTO ToJie (MbTHIHH)

- OTJemlBaHE Ha MOJOOHOTO Ha JKeJie BEIECTBO BhB BHTPEIIHOCTTA HA OKOTO OT peTHHATa (OTJIeIBaHe
Ha CTHKJIOBUJIHOTO TSUIO, BOJACIIO J0 MPOOIISCHIN C M’bTHI/IHI/I)

- ycemlaHe, 4Ye UMa HEI[O B OKOTO

- TIOBHIIEHO 00pa3yBaHe Ha ChJI3H

- TOJlyBaHE Ha KJjernavya

- KBbPBEHE HA MICTOTO Ha MHKCKTHUPAHE

- 3adepBsABaHE Ha OKOTO

*) CheTosTHUSA, 32 KOUTO € U3BECTHO, Y€ Ca CBBbP3aHM ¢ BlakHa BJIM; HabmomaBaHu caMo mpu

MMaIMeHTy ¢ Braxkaa BJIM.
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HeuecTH HexXeaHU peakuuu (mozam da 3acecnam 00 1 na 100 oywu):

- aJepTUYHHU PeaKIuy (pPEeakiMi Ha CBPHXUyBCTBUTEITHOCT)* ™

- CEpHO3HO BB3MAJICHUE WIN HHPEKIUSI BbB BETPEIIHOCTTA Ha OKOTO (€HIO(TAIMHUT)

- BB3MaJCHUE HA UpHCa WU IPYTH YaCTH Ha OKOTO (MPHUT, YBEHUT, HPUIOLUUKIINT, TUHAAT B IPEAHATA
KaMepa)

- HeoOM4YaiHO ycellaHe B OKOTO

- JIpa3HEHe Ha Kienayda

- TOAyBaHE HA MPEAHUS CJIOM Ha OYHATa SIOBIKa (POTOBHIIATA)

- ** JIma choOlIeHUS 32 JIEPTUYHH PEAKIIUU KaTo 00puB, ChpOex (IIpypHTYC), KONPUBHA TPECKa
(ypTukapus), KakTo U HIKOJIKO CIIy4ad Ha TEXKU aJlepruyHy (aHapWIaKTHIHN/aHa()UITaKTOUTHH)
peaxiuu.

Penku Heskenanm peakuuu (vozam oa sacecnam 0o 1 na 1 000 oywiu):

- cremnoTta

- TOMBTHSBaHE Ha JieniaTa Mmopaau TpaBMa (TpaBMaTHYHA KaTapakTa)

- BB3MaJCHHUE Ha MOJ0OHOTO Ha XKeJie BEIeCTBO BbB BHTPEIIHOCTTA HA OKOTO
- THOU B OKOTO

B KIMHAYHATE U3MUTBAHUS Ce HAOI01aBa MOBHIIIEHA YECTOTA HA KbPBEHE OT MAJIKMTE KPBhBOHOCHHU
Ch/IOBE BbB BHHIITHUTE CIIOEBE HA OKOTO (KOHIOHKTHBAJICH KPhBOU3JIMB) ITPH MAIMEHTH ¢ BiakHa BJIM,
MpUEMAIITH JIEKapCTBa 3a pa3peskaaHe Ha KpbBTa. Ta3u MOBHUIIICHA YECTOTAa € CPABHIUMA MEXKIY
MAIUEHTHTE, JIEKyBaHU ¢ paHnOu3ymad u Eylea.

CucremHata ynotpeba Ha naxuouropu Ha VEGF, BemecTa, mogo0Hu Ha chappikamnuTe ce B Eylea, e
MOTEHIIMATHO CBBbpP3aHa C PUCKA OT KPbBHU ChCUPEIH, 3aIyIBAI KPHBOHOCHHUTE CHAOBE (apTepUATHH
TpOoMOOEMOOIMYHH CHOUTHS ), KOSTO MOKE J1a TOBEJIE A0 ChpAcueH WHPAPKT WU 10 HHCYNT. ChIecTByBa
TEOPETHYEH PUCK OT TaKMUBa CHOMTHS clieNl MHKekTHpane Ha Eylea B okoro.

Kakrto mpu BCUUKH TepaneBTHYHH POTENHH, pH npuiiokeHneTo Ha Eylea chiecTByBa BE3MOKHOCT OT
MMyHHA peaknus (oOpa3yBaHe Ha aHTUTENA).

Chol1iaBaHe HA HeKEJAHU PeakIuu

AKO MoJTy4yuTe HIKAKBU HEKEJIaHU JEKapCTBEHU Peakiuy, yBeaqomeTe Bamus nekap. ToBa BkiItouBa
BCHYKH BH3MOXKHH HEOITMCAHHU B Ta3W JIMCTOBKA HEXKETIAHU PEAKITUU. MOXKETE CBITO /1a ChOOITUTE
HEXKEJIaHU peaKIMy JUPEKTHO Ype3 Hal[MOHATHATA CHCTEMa 3a ChoO0IaBaHe, ocoueHa B [Ipuioxenue V.
Kato crobmiaBaTe HeXXeJIaH! PEaKITAN, MOXKETE J1a aJeTe CBOS MMPUHOC 3a MOTy4JaBaHe Ha TTOBEYEC
nH(pOpMAIUsl OTHOCHO OE30IMaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansBare Eylea
. [a ce cbxpaHsBa Ha MSICTO, HEAOCTHITHO 32 JACIIA.
. He u3non3BaiitTe TOBa JIEKapCTBO CIIE] CPOKA HA TOJHOCT, OTOSA3aH BbPXY KapTOHEHATA OMAaKOBKa

u etuketa cief ,,l'onen no:“/,,EXP*. CpokbT Ha TOJHOCT OTTOBAPs HA TOCIEAHUS JICH OT
IMOCOYEHHUS MECEIL.
Ha ce cexpanssa B xnaauaauk (2°C qo 8°C). Jla He ce 3ampassiBa.

° Ipenu ymorpeda HEOTBOPEHHAT (QIIAKOH MOXKE Jla C€ ChXPaHsABa Ha CTaliHa Temreparypa (o
25°C) no 24 gaca.
. CoxpansBaiiTe prakoHa B KApTOHEHATa OMIAKOBKA, 32 J]a C€ MPe a3y OT CBETINHA.
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. He m3xBopistiiTe nekapcTBara B KaHAJIM3AIMTA WIA B KOHTEHHEpa 3a JOMAITHHA OTTIaIbIIH.
[TormuraiiTe Bammus dapmareBT Kak J1a U3XBBPIIATE JEKapCTBATa, KOUTO BeUue He H3MoJ3BaTe. Te3n
MEpKH IIle CTIOMOTHAT 3a OTa3BaHe Ha OKOJHATa Cpefa.

6. Cumpmaﬂne Ha OIIAKOBKATAa U JOIIBJHHUTEC/JIHA HHq)OpMaHHﬂ

Kakso cbabp:xa Eylea

- AxTHBHOTO BemecTBo ¢: agumbeprient. Enun dmakon ceabpxka 100 MUKpOTUTpa , EKBUBAJICHTHH Ha
4 mg admmbeprient. Enun daakoH chabpika go03a oT 2 mg adguubeprent B 50 MEUKpOIUTpA.

- Jpyrute cberaBku ca: nonucop6at 20, HaTtpueB nuxuaporendocdar MOHOXUApAT (3a KOPEKIUs Ha
pH), nuaaTpues xunporendochar xenraxuapar (3a Kopekius Ha pH), HaTpueB XI0pu, 3axapo3sa,
BOJIa 33 WHIKEKITHH.

Kak nm3rane:xxna Eylea n kakBo cbAbpika OIaKOBKaTa

Eylea e umkekimonen pa3top (nmkekius) BbB (paaxon 4 mg/100 mukponurpa. Pa3sTBopbT € Oe3IBeTeH
10 GJIe710 KBIT.

OmnaxkoBka ot 1 6poii.

IIpuTeskaTes HA pa3pelIeHUETO 32 YIOTpeda
Bayer AG
51368 Leverkusen

I'epmanus

IIpousBoauten
Bayer AG
Mullerstralle 178
13353 Berlin

I'epmanns
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3a JOIIBJIHUTCIIHA I/IHq)OpMaLII/ISI OTHOCHO TOBa JIEKapCTBO, MOJIsA, CBBPKETE CE€ C JIOKAJTHUA NPEACTABUTEII

Ha MPUTEXKATEIIS Ha Pa3peleHHEeTo 3a yrnorpeda:

Belgié / Belgique / Belgien
Bayer SA-NV

Tél/Tel: +32-(0)2-535 63 11
Bbuarapus

baitep bearapus EOO/]
Ten: +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
E\AGdo

Bayer EAAGg ABEE

Tni: +30-210-618 75 00
Espafa

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)1-2999 313
island

Icepharma hf.

Simi: +354-540 80 00
Italia

Bayer S.p.A.

Tel: +39-02-3978 1
Kvbmpog

NOVAGEM Limited
Tn\: +357-22-48 38 58
Latvija

SIA Bayer

Tel: +371-67 84 55 63
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Lietuva

UAB Bayer

Tel: +370-5-233 68 68
Luxembourg / Luxemburg
Bayer SA-NV

Tel/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-(0)297-28 06 66
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 3500
Portugal

Bayer Portugal, Lda.

Tel: +351-21-416 42 00
Romania

SC Bayer SRL

Tel: +40-(0)21-528 59 00
Slovenija

Bayer d. 0. 0.

Tel: +386-(0)1-58 14 400
Slovenské republika
Bayer, spol. sr.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
United Kingdom

Bayer plc

Tel: +44-(0)118 206 3000



JlaTa Ha mocJIeAHO mpepasriaexkaane Ha Jucropkara {MM/TTTT}:

IMoapobHa uHbopMarrs 3a TOBA JIEKAPCTBO € Mpe0CcTaBeHa Ha yeOcaiita Ha EBporneiickara areHius mo
nexapcTBara: http://www.ema.europa.eu.

<
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ITocoyenara mo-a0J1y mul)opMauml € MIpeaAHasHaYeHa caMO 3a MEAUIIUHCKHU CIICIIUAJIUCTH.

Bceku ¢uakon TpsOBa Aa ce U3M03Ba CaMo 3a JICYCHUE Ha €THO OKO.

Pa3TBOpBT TpsiOBa /a ce MPOBEPH BU3YATHO 32 YKIU YACTHUIIHM W/WJIM ITPOMSIHA B IIBETA WM BCIKAKBA
MpOMSIHA BHB BBHIITHU BH]I TIPEIH MpHIIOKeHUe. B cioydail ye ce HabmogaBaT TakuBa, JIEKAPCTBEHUSAT
MPOAYKT TPOBa J1a c€ U3XBBPIIH.

Ipeau ynorpeba HeoTBopeHusT ¢uakon Eylea Mmoe 1a ce chXxpaHsBa Ha cTaiiHa Temreparypa (Iox
25°C) no 24 gaca. Cnen oTBapsiHe Ha (priakoHa paboTeTe B ACEITHYHU yCIOBUL.

3a HHTpaBUTpEATHO HHXKEKTUpaHe TpsaOBa na ce m3noisBa 30 G x 12 mm MHKXEKIMOHHA UIJIa.

Ykazanusa 3a ynompeoa na ¢praxona:

1.  OrtcrpaHeTe IacTMacoBaTa Kamnauka u
Je3uH(peKupaiiTe BpHITHATA YaCT HA TyMeHaTa
3amyIragka Ha (akoHa.

2. 3akpenere S-mukpoHHaTa puiaTbpHa uria 18 G,
npe0CTaBeHa B KAPTOHEHATA OMAKOBKA, KbM CTEPUITHA ’
CTIIPUHIIOBKA JIyep-JoK ¢ obem 1 ml.

3. BoBenmere puiThpHaTa WIJIA B IICHTHPA HA 3amyliaiikata Ha (prakoHa, JOKATO WUTIIaTa BIe3e U3ISI0
BBB (pJ1akOHA 1 BEPXBT JOKOCHE JHHOTO WIIN JOJTHUS pH0 Ha duiakoHa.
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KaTo u3mosn3Bare acentHuHa TEXHUKA, U3TETIIETE
ISJI0TO ChAbpKaHue Ha (jiakoHa ¢ Eylea B
CTIPUHIIOBKATA, IbPKEHKH (hITaKOHA B U3MPABCHO
MOJIOYKEHHE, JICKO HAKIIOHEH ¢ 1IeJT YIICCHIBAHE HA
'BJIHOTO U3TETJISIHE. 32 BB3MPEISATCTBAHE HABIN3aHETO
Ha BB3JIyX, CKOCCHHUST BPbX Ha QUATHPHATA UTJIA
TpsiOBa J1a € MOTOIEeH B TeUHOCTTA. [IpoabiokaBaiite na
HaKJIOHsBaTe (PIIaKOHA 110 BpEME Ha M3TETJISHETO, KaTO
3armasBaTe Kpas Ha (MIThPHATA WTJIa, TOTOMEH B
TEYHOCTTA.

HacoueH Hafony ckoceH
BPbX Ha urnata

Pastsop

YBepeTe CE, 4uc 6YT3J'IOTO € U3TCTJICHO JOCTATBHYHO Ha3a/, KOraTo U3IpPpa3BaTe (bHaKOHa, 3a Ja
U3NPa3sHUTC HAITBJIHO (I)I/IJ'IT'BpHaTa uria.

OTCTpaHeTe q)HHT’BpHaTa vrja 1 g U3XBbPJICTC 110 MMPABUJICH HAYWH.
3abenexKa: (DI/IJ'IT'praTa urja HE Tpr6Ba Ja CC U3M0JI3BAa 3a UHTPABUTPCATIHO NWHIKCKTUPAHC.

W3non3Baiiku acenTHdHa TEXHUKA, 3aBHHTE IIHTHO
MHKEKIMOHHaTa urna ¢ pasmep 30 G X 12 mm xem ,
Jyep-JIOK BbpXa Ha CIPUHIIOBKATA.

Kato nbpkuTe cipuHIIOBKaTa ¢ HACOUEHA HArope Uria,
sl IpOBEpETE 3a HAIMYUE Ha MeXypueTa. AKO uma
MexypueTa, BHUMATEIHO MTOTyNaiTe CIPHUHIIOBKATa C
MPBCT, TOKATO MeXypUeTara ce U3IUTHAT J0 TopHaTa i
4acr.
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9.  OtcrpaHeTe BCHYKH MEXypueTa U U3TIacKalTe U3NHUIIHHS JICKAPCTBEH MPOYKT, KATO OaBHO
HaTHCKaTe OyTaloTo, TaKa 4e BhPXbT Ha OYyTaJoTO Jia ce TOJpaBHH C IMHKATA, 0003HaYaBaIa

0,05 ml Ha cnpuHIIOBKATA.

Innns 3a posvpaxe 3a
0,05 ml

Pa3TBop cnen oTcTpaHaBaHe Ha
Bb3AyLWHUTE Mexyp4yeTa n
W3NULWHOTO NekapcTBo

Mnockk pu6
Ha 6yTanoto

10. ®naxkoHBT € caMo 3a eTHOKpaTHa yHnoTpeda. MHOTroKpaTHO mpujiarane Ha J03U OT eJuH (IakoH
MOJKeE J1a YBEJIMUM PUCKA OT 3aMbpPCSABAHE U MMOCienBaIa HH(peKuus.

Hewnsnon3BaHuAT IeKapCTBEH MPOIYKT WM OTHAIbUHITE MaTEPUAIIM OT HETro TpsiOBa Jia ce

U3XBBPJIAT B CbOTBCTCTBUC C MCCTHUTC U3UCKBAHUS.
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