NNPUJIIOXEHUE 1

KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA



vT03n JIEKapCTBEH MPOAYKT MOAJIEKH Ha AOIBIHUTETHO HabmroaeHue. Tosa mme mo3Bosiu 06p30To
yCTaHOBSIBaHE HA HOBA WH(POPMAIIUS OTHOCHO Oe3omacHocTTa. OT MEAUIIMHCKHUTE CIICIIHATIMCTH Ce
M3UCKBA Jla ChOOIABAT BCSKA ITO03UpaHa HeXKeNaHa peakiys. 3a HaunHa Ha choOIIaBaHe Ha
HEe)KeTIaHW PeaKIiy BIKTe Touka 4.8.

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Baiama 40 mg/ml uHKEeKIHOHEH pa3TBOP MPEIBAPUTEIIHO HAITBIHEHA CITPUHIIOBKA

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
1 ml unxkexoneH pa3TBop chabpka 40 mg adaubepuent (aflibercept)™.

Enna nmpeaBapuTeTHO HATBIHEHA CIIPUHIIOBKA ChIbPIKa U3MOI3BaeM 00eM oT Ha-mamko 0,09 ml,
EKBUBAJICHTHU HA Hal-Maiko 3,6 mg adguudepuent. ToBa ocurypsia H3moia3BacMo KOJMYECTBO 33
JoCcTaBsiHE Ha enuHUYHA 1032 OT 0,05 ml, chpapprkamy 2 mg adauOepIierT.

*Dy3nOHEH MPOTEHH, ChCTABEH OT YaCTH OT W3BBHKJIETHYHHUTE JOMEHHM Ha peuentopu 1 u 2 3a
YOBEIIKHU CHIIOB eHaoTeeH pactexeH pakrop VEGF (vascular endothelial growth factor), cesp3anu ¢
Fc-yactra Ha yoBemku IgG1, u mpoussenen B K1 kietku ot situank Ha KuTaiicku xamcrep (CHO)
ype3 pekomOuHantHa JJHK Ttexnonorus.

TToMoOIIIHO BENIECTBO ¢ M3BECTHO JIEHCTBHE

Beekn ml uHXeKIIMOHEH pa3TBop chabpxka 0,3 mg nonucopoat 20 (E 432).

3a IIBJIHMS CIIMCHK Ha IIOMOIIHHUTE BCUICCTBA BHXXTC TOUYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
WuxekoHneH pa3TBop (MHKEKIU)

buctep, 6e3nBeTeH 10 O6IEAOKBIT U H300CMOTHICH Pa3TBOP.

4, KJIWMHUYHHU JAHHHU
4.1 TepaneBTHYHHU MOKA3aAHUSA

Baiama e moka3zaH npu Bb3pacTHH 3a JICUCHHE Ha

. HeoBacKyJapHa (BiakHa) Bh3pacTOBOOOYyCIIOBEHA AereHepanus Ha makynara (BJAM) (Bxk.
Touka 5.1),
o 3PUTEIHO YBPEKIaHe, JBIDKAIIO Ce Ha OTOK Ha MaKyJiara, BCIIEACTBHE Ha OKITY3Hs Ha

peruHanHa BeHa (OPB) (oximy3us Ha paskioHeHHe Ha petnHanHa BeHa (OPPB) nmm okiry3us Ha
nenTpanHara peruHanHa Bexa (OLIPB)) (Bx. Touka 5.1),

. 3PUTEITHO YBPEKAaHe, IbJDKAIIO ce Ha auadeteH MakyieH eaeM (IME) (Bx. Touka 5.1),

o 3PHUTENHO YBPEXKJaHe, IBIDKAIIO0 ce Ha MUOITMYHA XOPOUIATHA HEOBACKYyIapu3alusl (MHOTTHYHA

XHB) (Bx. Touka 5.1).

4.2  Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Baiama e camo 3a HWHTPABUTPCATHO MHIKXCKTUPAHC.



Baiama Tpﬂ6Ba Ja Cc€ npujiara caMmo OT JICKap CeualiucCT C OIMUT B MPUIJIOKCHUCTO Ha
HWHTpPAaBUTPCAJIHNU MHKCKIUU.

gO3I/I[20BKa

Bnaorcna B/I[M
IpemopbunTenHaTa 103a 3a Baiama e 2 mg adnubeprient, ekBuBanentau Ha 0,05 ml.

Jleuenuero ¢ Baiama 3amouBa ¢ eiHa MHKEKIUS MECEYHO B TPH TOCjeIoBaTeaHu 1o3u. Cie ToBa,
WHTEPBAITBT MEX/Ty MPUIOKEHHUITA Ce YIbJXKaBa Ha JIBa Mecella.

Bb3 ocHOBa Ha MpeIrieHKaTa Ha JIEKaps 3a 3pUTEIHA U/UIIM aHATOMUYHHU PE3YJITaTH, HHTCPBAIbT
MEX]y MPUIIOKEHUSITA MOXKE Ja ObJIe TIOJIbPKaH Ha J[Ba Mecela WK J1a ObJe TOMBIHUTEITHO
YIBIDKEH, KaTO CE M3MOJI3BA JICUCHUE U TIPOIbIDKABAHE HA CXEMaTa Ha MpHIIaraHe, Mpu KOeTo
HMHTEPBAJIUTE HA MH)KEKTUPAHE CE YABDKABAT C 110 2 MK 4 CEAMMIIU 0 JOCTHTaHe Ha CTa0WIIHU
3pI/ITeJIHI/I I/I/I/IJII/I AHATOMHUYHHN peSYJ'ITaTI/I.

AKO 3pUTEITHHUTE U/UIIN aHATOMUYHUTE PE3yJITATH CE BJIOIIAT, HHTEPBAIBT HA JICUCHHUE TPIOBA J1a
OBbJie CHbOTBETHO HaMaJIEH.

Hsama u3uckBane 3a MOHUTOPUPAHEC MCIKIY MHIKCKIIUUTEC. B®b3 ocHOBa Ha OpelCHKAaTa Ha JICKaps,
I‘pa(I)I/IK’BT Ha INOCCHICHUATA 3a MOHUTOPHUPAHC MOKE [1a € Ha MO-MaJIKU HHTCPBAJIN OT IIOCCHICHUATA 3a
MHXXCKIINH.

WHTepBaiu Ha JIeYeHHUE, IO-TOJEMH OT 4 Mecela Uik MO-MaJIKK OT 4 CEJMUIIM MEXK/Y MHKEKIIUHTE,
HeE ca IpoyuBaHu (BXK. Touka 5.1).

Omox Ha maxynama ecredocmeue va OPB (OPPB uau OL{PB)

IpemoppunTtennaTa 103a Ha Baiama e 2 mg adaubeprient, exsuBanentau Ha 0,05 ml.
CJ'ICI[ II'bpBaTa MHKCKIUA JICUCHUECTO CC IMpuJiara €xKEMECCHYHO. I/IHTCpBaJTbT MEXKAY ABC 103U HE
TpsiOBa Aa ObJIe O-KPaThK OT EIMH MECeIl.

AKO 3pUTETHUTE U AHATOMUYHHUTE PE3YJTaTH MOKa3BaT, Ye MAUEHTHT HE C€ MOBIHIBA IMOJI0KUTEITHO
OT NIPOBJDKAaBaHE Ha JICUSHUETO, MPUIIoKeHneTo Ha Baiama Tps6Ba ia ce mpeycTaHoBH.

ExxemeceunoTo eucHme Impoab/KaBa 10 JOCTUIaHE HAa MaKCUMaIHa 3pUTEIIHA OCTPOTa W/WIM HE ca
HaJMOe Mpu3Halu 3a aKTUBHOCT Ha 3a0oaBaneTo. Moxe Ja ca HGOGXOI{I/IMI/I TpHU WA MOBCYE
OCICA0BATCIIHN MECCUYHHU MHKCKIIUH.

JleyeHneTo Moxe a MIPpOABIIKHA C MMOCTECIICHHO YABJIDKaBaHEC HA MHTCPBAJIUTEC, 3a a C€ MOAAbpiKaT
CTaOUIHU 3PUTCIIHA H/WIM aHATOMUYHU PE3YJTAaTH, BBIIPCKHU Y€ HAMA JOCTATBbYHO JAaHHH, 3a a CC
HaIrpaBHU 3aKJIFOYCHUEC 3a HPOABJDKUTCIHOCTTA HA HHTCPBAJIMTE. Axo S3PUTCITHUTEC U /MM aHATOMUYHU
PpE3YITATH CC BJIOIIAT, MHTECPBaJia Ha JICUCHUETO Tp516Ba CBhOTBCTHO Ja C€ HaMaJIH.

Fpaq)I/IK’BT Ha IpOCJICAABAHC U CXEMaTa Ha JICUHCHUC Tpﬂ6Ba Aa CC ONPEACIIAT OT JICKYBallu:A JICKAP Bb3
OCHOBa Ha OTroBopa Ha OTACIHUSA MAIIUCHT.

[IpocnensBaneTo 3a aKTUBHOCT Ha 3a00JISIBAHETO MOXKeE Ja BKIIIOUBA KIIMHUYEH MPETJIEH, U3CIICABaHE
Ha (YHKIIMOHAJIHNUTE MTOKAa3aTeIN WIN 00pa3HU TEXHUKH (HaIp. ONTHYHA KOXEPEHTHa ToMorpadust
nim (hIyopeciieHTHa aHTHOTpadus).

Juabemen maxynen edem

IpemoppuntennaTa 103a Baiama e 2 mg adaubeprient, ekpuBanaentau Ha 0,05 ml.



Jleuenunero ¢ Baiama ce 3amouBa ¢ €aHa MHXKCKIIMA MECCYHO 3a IICT MOCJIIEA0BATCIIHNU JO3U, U CC
npoabI’KaBa € €JHA MHKCKIUA Ha BCCKU JIBa MECCIa.

BB3 ocHOBa Ha OlleHKaTa Ha JIeKapsl Ha 3pUTEIHUTE U/WIH aHATOMUYHH PE3YITaTU, HHTCPBAHT
MEXy TPUIIOKCHUATA MOKeE J1a ObJie 3ama3eH Ha 2 Mecela WM HHIUBH Y ATM3UPaH, KaTo HAIIPUMED C
JICUCHHUE U MTPOAb/DKaBaHE HAa CXeMaTa Ha MpHUaraHe, Ipyu KOETO HHTEPBAIUTE Ha JICUCHHE CC
YABDKABAT OOMKHOBEHO C 10 2 CEIMUITH JI0 JOCTUTaHE Ha CTAOMJIHH 3PUTEIIHU U/UIIH aHATOMUYHUTE
pe3ynratu. iMa orpaHUYeHHN JaHHU 33 HHTEPBAIM MEXY MPHUIOKEHUITA, TIO-IBITH OT 4 Mecella.
AKO 3pUTEIHUTE U/UIIH aHATOMHUYHUTE PE3yJITATH CE BIIOIIAT, MHTEPBAIBT HA JICYCHHE TPsOBa /1a
ObJIe ChOTBETHO HaMAaJICH.

WuTepBaiu MeX Iy MPUI0KEHHUITA, TO-KPATKK OT 4 CEIMHUIIN, HE ca MPOyYBaHu (BXk. Touka 5.1).

I'padmkbT 32 MOHUTOpHpaHe TPSIOBA Ja ce OTPENeH OT JEKyBAaIIus JIeKap.

B cnyuaii ye 3puTeNHATE M AHATOMUYHHUTE PE3YJITATH COYAT, Y€ MAIIMEHTHT HAMA 110132 OT
MpoAbKaBaHEe Ha JICUEHUETO, MPUIIOKeHNETO Ha Baiama Tps0Ba 1a ce nmpeycTaHOBH.

Muonuuna xopoudarna neogacKyrapu3ayus

[penoppunTtennaTa 103a Baiama e ennHMYHA HHTpaBUTpEaHa HHXKEKINS Ha 2 mg aduubeprent,
expuBajenTau Ha 0,05 ml.

Moske 1a ce MPUIIOKAT JOIBIHUTEIHH 103, aKO 3PUTEIHUTE /UK aHATOMUYHUTE PE3yJITaTH
MOKa3BaT, ue 3a00IsIBaHETO MepcucTupa. Peruausure TpsOBa J1a ce MpreMar KaTo HOBa IPOsiBa Ha
3a00JISIBAHETO.

I'paduksT 3a HaOMIOAEHUE TPAOBA J1a CE OMPEACTH OT JIEKYBAIIUs JIeKap.

WHTepBanbT MeX Iy BE 103U HE TPsOBa 1a Ob/ie O-KPaThK OT €IUH Mecell.

CHC]_[I/IZUIHI/I nomnyJjaanuu

Yeprnodpobno u/unu 6vbpeuno yspedcoane
He ca npoBexaaHu KOHKPETHU NPOYYBaHUs ¢ aiuOSpLenT NP MALUEHTH C YePHOIPOOHO H/HITH
0BOpEeYHO yBpeKIaHE.

HanuuHuTe aHHM HE TPE/roiaraT Hy/1a OT KOPEKI[Hs Ha j03ara Ha Baiama npu Te3u naiueHT!
(Bk. TOuKa 5.2).

Tonynayus 6 cmapuecka 6v3pacm
He ca HeoOxoqumu crienualinu cho0pakeHus. FiMa orpaHUYeH OMKT MPH MAIMEHTH Ha Bb3pacT HaJ
75 rogunu ¢ JIME.

Ileduampuuna nonyrayus

BesonacHoctTa 1 epukacHocTTa Ha Baiama npu ziena v FOHOIIM Ha BB3pacT oA 18 rojuHu He ca
ycTaHoBeHH. HsiMa choTBeTHA yrioTpeda Ha adumbeplent B eAuaTpruyHaTa MOMyJIaus 3a
nokazaausTa Braxaa B/IM, OLIPB, OPPB, IME u muonmana XHB.

Hauwun Ha OPUITOKCHHEC

UnuTpaBuTpearHuTe HHXEKIUHU TPSIOBa Jla ce U3BBPIIBAT ChIIIACHO MEITUIIMHCKUTE CTAHIAPTH U
IMPWIOKUMHUTE PBKOBOACTBA OT JIEKAp CIELUAIUCT C OIUT B IIPUIIOKEHUETO HA UHTPABUTPEAIHU
umkekuy. Ilo npuHIun TpsiOBa fa ce OCUTypH aJeKBaTHA aHECTE3Us M ACENITUKA, BKIIFOUUTEITHO
JIOKAJTHO IMIMPOKOCTIEKTHPHO MUKPOOUIIMAHO CPEACTBO (HAIp. MOBHUIOH KO, HAHECEH BBHPXY KOXKaTa
OKOJIO OYHTE, KJIETIAaYuTe U OYHATa MOBBPXHOCT). [IpenopruBaT ce Xupypruyta Ae3uH(eKus Ha



pBIIETe, CTEPUIIHU PHKABUIU, CTEPUIHA IOKPUBKA M CTEPUJICH CIIEKYIIyM 3a Kilenauu (Hiu
C€KBUBAJICHT).

HenocpencTBeHo ciiel MHTpaBUTPEaTHO HHXKEKTHPAHE NAllMCHTUTE TPSOBa Ja ce CICIAT 3a
MIOBUIIIABAHE HA BHTPEOYHOTO HaJIsTaHe. [1oaX0oAgIoTo MpocieisBane MOXKE J1a BKIIOYBA
npoBepsiBaHe Ha Mep(y3usTa Ha ONTHYHUS JUCK WM TOHOMETpHs. TpsaOBa 1a uMa Ha pa3moNIoKEHHE
CTEPIITHO 00OpyABaHE 3a MapaleHTe3a mpu HeoOX0IMMOCT.

Cren MHTPaBUTPEATHO HHXKCKTHPAHE MAIUCHTUTE TPSAOBA Jla Ce MHCTPYKTUPAT JIa ChOOIaBat
He3a0aBHO 3a BCIKAKBH CHMIITOMH, HACOYBAIH KM eHA0(PTaIMUT (Harp. 00IKa B OKOTO,
3ayepBsBaHe Ha OKOTO, (OoTOPOOUS, 3aMBIIICHO 3pEHHE).

Bcesika nmpeaBapuTennHO HAITBIIHEHA CITPUHIIOBKA TPSOBA /1a Ce M3M0JI3Ba 32 JICYSCHHE CaMO Ha €THO OKO.
MHorokpaTHO Mpujiarane Ha JJO3H OT IIPeIBapUTEIHO HAIThJIHEHATa CIIPUHIIOBKA MOXKE Ja YBEINIH
pHYCKa OT KOHTaMHUHAIIMS U MTOCTeiBala HHDEKIHS.

[IpenBapuTenHo HabIIHEHATA CIIPUHIIOBKA ChABPIKA MOBEUYE OT MPEMOPBUYUTENHATA 7032 2 MQ
adumbepuenT (exBuBasieHTHU Ha 0,05 ml nHX)eKkunoHeH pa3TBop). M3mon3BaeMusT o0eM Ha
NPEABAPUTEIHO HAITBJIHEHATA CIIPHHIIOBKA € KOJIMUECTBOTO, KOETO MOJXKE J1a C€ AOCTaBHU OT Hesl, U HE €
npeHa3HaveH Jia ObJie M3M0JI3BaH HAIIBIIHO. 3a Baiama npeaBapuTeHO HATBIHEHA CIIPUHIIOBKA
U3M0I3BacMuAT 00eM e Hait-manko 0,09 ml. U3JIMimHoTo KOJIM4ecTBO TPAGBA 1a Ce OTCTPAHHU
npeau MHKeKTHPaHe HA MPeNnopbYuTeIHATA 1032 (BXK. TouKa 6.6).

WmxexTrpaneTo Ha neiwsi 00eM Ha IpeABapUTENHO HAITbIHEHATA CIPUHIIOBKA MOXeE J1a TOBEAE 10
mpemo3upane. 3a a ce OTCTPAHAIT BB3AYITHUTE MEXypUeTa 3a€HO C U3ITUIITHUS JICKAPCTBEH MPOIYKT,
0aBHO HaTHCHETE OyTaJOTO, JIOKATO OCHOBATAa HA CBOJIA HA OyTaJIOTO (HE BHPXBHT HA CBO/A) Ce
H3PABHM C JIMHHUSITA 32 103aTa HA CIPUHIOBKAaTa (ekBuBaieHTHO Ha 0,05 ml, T.e. 2 mg
admbepuienTt) (Bxk. Touka 4.9 u 6.6).

WuxexuonHaTa uria TpssoBa na ce BbBene 3,5-4,0 mm 3ax muMba B CTHKIOBUIHOTO TSJIO, KATO CE
n30sTBa XOPU30HTATHHSI MEPUIUAH U C€ HacOYBa KbM IICHTHpa Ha ouHaTa si0baKa. Torasa ce BrBeX)Aa
WHXEKIMOHHUST 00eM ot 0,05 ml; mpu mocieaBamuTe HHKCSKIIUH HHXESKITHOHHOTO MSICTO Ha
CKJIepaTa TpsOBa Ja ce CMEHs.

Crnen nH)XeKTHpaHe HEU3IIOI3BAHUAT IPOAYKT TPAOBa /1a Ce U3XBBHPIIH.
3a paboTa c JIeKkapCTBeHHS MPOAYKT MIPEIH MPIIOKEHUE, BIDKTE TOUKa 6.6.
4.3 IIporuBomoka3aHus

CBpPBX4yBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO MIIM KbM HSKOE OT IIOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

AKTHBHA OYHA WJIA OKOJIOOYHA MH(MEKITUS WM ChMHEHHE 3a TaKaBa.

AKTHBHO T€XKO BHTPEOYHO BB3IAJICHHUE.

4.4 CrnenuajHu npeaynpexaeHus U NpeANa3Hl MepKH NPU ynoTpeda

IIpocaenumoct
3a n1a ce moo0pH MPOCIETUMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO M MAPTUTHUSIT

HOMCP Ha NPUIIOKCHUA IPOAYKT TpH6Ba SICHO Ja CC 3aI1icCBar.

WHTpaBUTpeaTHU pEakIny, CBbP3aHN C MHXKEKINATA

WHTpaBuTpeasHuTe HHXEKLINH, BKIIOUUTETHO Te3U ¢ adaubepLent, ce CBbP3BaT ¢ eHA0(TaIMUT,
BBTPEOYHO BB3IAJICHNUE, PETMAaTOI€HHO OTJICHIBAHE HA PETUHATA, PAa3KbCBAaHE HA PETHHATA U
ATPOTEHHA TpaBMAaTU4HA KaTapakTta (BK. Touka 4.8). [Ipu npunarane Ha agaubepuent BUHATH TPIOBa
Jla ce U3I0JI3BaT MOJXOAIIN aCeNTUYHN TEXHUKU Ha UH)KEKTUpaHe. B nonmbiHeHue, manueHTuTe
TpsiOBa Ja ce MpocieasBaT Npe3 CeAMHLIATA CIIe] NHXEKTUPAHETO, KOETO O MO3BOJIMIIO PAHHO




JieueHue, ako Bb3HUKHE nH(pekiwms. [lanrentuTe TpsaOBa na ObAaT MHCTPYKTHPAHH Ja ChoOIIaBat
He3a0aBHO 3a BCAKAKBH CHMIITOMH, HACOYBAIY KbM €HAO(MTAIMHUT WIIM HAKOE OT IIOCOYCHUTE TI0-TOpe
CHOUTHUSL.

[IpenBapuTenHo HaTbJIHEHATA CIIPUHIIOBKA ChABPIKA MOBEUYE OT MPEMOPBUYUTENHATA 7032 2 My
admubeprent (exkBuBasieHTHH Ha 0,05 ml). M3IUIIHOTO KOJUYECTBO TPSOBA 1a C€ OTCTPAHHU IPEIr
npusoxenue (Bx. Touka 4.2 u 6.6).

IToBummeHus Ha BHTPEOYHOTO HAJIATAHE ca HAOII0JaBaH! B paMKUTE Ha 60 MUHYTH CJIeT
UHTPABUTPEATHOTO HHKEKTHPaHE, BKIIOYUTEITHO ¢ aduubeprient (Bx. Touka 4.8). Crieruainu
Mpena3Hu MEPKU ca HeOOXOIUMH TPH MaIUEHTH ¢ HeloOpe KOHTPOJIMpaHa riiaykoMa (J1a He ce
uHkekTrpa Baiama, nokato BrTpeounoro Hamsarane € > 30 mmHg). Eto 3amo npu Bcuuku ciryvan
TpsiOBa Ja ce mpoCleAsBaT 1 Aa ce JIEKyBaT 110 TOAXO/AI] HAYMH KaKTO BhTPEOYHOTO HAJISTaHe, TaKa
u niep¢y3usTa Ha ONITUYHHUS JVCK.

HMyHOreHHOCT
Toii KaTo € TeparneBTHYEH MPOTEeHH, pHu Baiama chlecTByBa BEpPOSATHOCT 32 UMYHOTCHHOCT (BXK.

touka 4.8). [lanmenture TpsOBa a ObAAT UHCTPYKTHPAHU JIa CHOOIIABAT 32 BCIKAKBYU MPU3HAIU WU
CHMIITOMH Ha BBTPEOYHO Bh3IMaJICHUE, HAMp. O0iKa, GoTohoOus M 3a4epBsBaHe, KOSTO MOXE J1a €
KIIMHWYCH ITPU3HAK, 00SICHUM CBC CBPBXUYYBCTBHUTCIHOCT.

CucreMuu e ekt

CucTeMHH HeXXeJIaHU ChOUTHS, BKIFOUNTETHO U3BbHOUHHN KPBBOU3IMBU U apTEPUAIHI
TpoMOOEMOOIMYHN CHOUTHS, Ca CHOOIIABAHHM CJIC] MHTPABUTPEATHO HHKEKTUPaHe HA HHXUOUTOPH Ha
VEGF u uma TeopeTndeH puck, ue Te MOXKe /1a ca CBbp3aHu ¢ nHxuOupanero Ha VEGF. Nma
OTpaHWYCHHM JTAaHHH 3a Oe30macHoCTTa IIpH JieueHue Ha manuenty ¢ OLIPB, OPPB, IME nmn
muonuyHa XHB ¢ anamHe3a 3a HHCYNT UM IPEXOAHU UCXEMUYHHU aTaKH, KaKTO U 3a UH(ApKT HA
MHOKapJia B paMKUTE Ha MocleaHuTe 6 Mecena. TakuBa manueHTH TpsAOBa Aa ce JeKyBaT ¢ IOBUIICHO
BHUMaHHE.

[pyru

Kaxro npu apyrure uatpaButpeannu antu-VEGF neuenus 3a BAM, OLIPB, OPPB, IME u

muormmuaa XHB, B cuia ca 1 clieqHuTe MOJIOKCHHMS

. Bbe3omacHocTTa M epUKacCHOCTTA HA JICUCHUETO ¢ aduOepIenT, Mpuiaral eJHOBPEMEHHO U Ha
JIBETE OYH, HE ca MPOYUYBaHH CHCTEMATUYHO (BXK. TouKa 5.1). AKo OMIIaTepasHOTO JIeYeHUE ce
MIPOBEXk/Ia IO €HO U ChINO BPEME, TOBA MOXKeE J1a IOBE/E 0 MOBUIIEHA CUCTEMHA €KCIIO3UIINS,
KOETO MOJKE J1a TIOBUIIIH PUCKA OT CHCTEMHH HEXellaH! ChOUTHS.

. CoowrerBama ynorpeda ¢ apyru antu-VEGF (ChIOB €HIOTEIICH pacTexeH GakTop).
Jlunicar naHHM 3a CHITBTCTBAIIA YIIOTpeda Ha adnubepuent ¢ apyru antu-VEGF nexapctenn
MIPOYKTH (332 CUCTEMHO WJIN BHTPEOTHO TIPIIIOKCHHE).

o PuckoBute (pakTopu, CBbp3aHN C pa3BUTHETO Ha pa3KbCBaHE HAa MMTMEHTHUS €IUTEN Ha
petunara cien anti-VEGF Tepanus 3a naxua B/IM, BKIIOUBaT OOIIMPHO H/HIIK BUCOKO
OTJIeTIBaHE HA MUTMEHTHUS enuTelN Ha peThHaTa. [Ipu 3amouBane Ha Tepamnus ¢ aguudepuent e
HEOOXOAMMO TIOBUIIIEHO BHIMAaHNE TIPH HMAIlMEeHTH C Te3W PUCKOBHU (aKTOPH 32 pa3KbCBaHE HA
MUTMEHTHUSI SMIUTEN Ha pEeTHHATA.

o Jleuenueto TpsA6Ba 1a 6b/e MPeyCTaHOBEHO MIPH MAIlUEHTH C PErMaTOreHHO OTJIENBaHe Ha
peTuHaTa UM MaKyJIHH IYTKU cTaanui 3 uin 4.

o B ciryuaii Ha pa3kbCBaHE Ha pETHHATA, IPUIIOKEHUETO Ha Jjo3aTa TpsiOBa a Oblie MPEeKpaTeHo U
JICYEHUETO He TPsAOBa Ja ce Bh30OHOBSBA MpeAH aJeKBATHO BH3CTAHOBSBAaHE HAa Pa3KbCBAHETO.

o Jo3ara He TpsOBa J1a ce mpuiara u JISYeHUETO He TPsOBa Jja ce Bhb30OHOBSBA MO-PaHO OT

CII/IBAIIOTO TUIAHUPAHO MIPUIIOKEHUE B CIIydail Ha:
O HamalsBaHe Ha Haii-noOpe Kopurupanara 3putenana octpora (BCVA) ¢ > 30 Oyksu B
CpaBHEHHE C MOCJIeTHATA OIIEHKA Ha 3pUTEITHATA OCTPOTa
O cyOpeTMHaNHA XeMOparus, BKIIOUBAIa IEHTHPa Ha (OBesITa, WM, aKO pa3MepbT Ha
KpbBOM3IUBA € > 50% 0T 00IIMsI pa3Mep Ha JIC3UATa.



. Jo3ata He TpsiOBa 1a ce mpuiara B paMKUATE Ha MPEIXOTHUTE WM cleaBamure 28 JHH, B
ciyuail Ha U3BBPILCHA WIH IIAHUPaHa BbTPEOUYHA XUPYPruyHa HHTEPBEHLIUS.

L A(l)J'II/I6epLI€HT HC Tpﬂ6Ba Ja C€ U3M0JI3Ba 110 BpEMEC Ha 6pCMeHHOCT, OCB€H aKoO IIOTCHIIMAJIHATa
I10JI3a HE HAAXBBbPJI NOTCHIUAJIHUS PUCK 3a IJ104a (B)K. TOYKa 46)
L4 Kenu ¢ ACTCPOJACH MOTCHIHAIT Tpﬂ6Ba Ja U3I10J13BaT e(beKTI/IBHa KOHTpanenuus o BpemMe Ha

JIeueHue U Hal-MajKo 3 Mecela clie] MOCIeAHOTO HHTPAaBUTPEATHO HH)KEKTHPaHe Ha
admubepuent (Bx. Touka 4.6).

. Nma orpanuden onuT ¢ JedeHueTo Ha nanueHT ¢ ucxemuya OLIPB u OPPB. Ilpu nanuenTtu ¢
KITMHUYHY TPU3HAIY Ha HeoOpaThMa NCXeMHUYHA 3ary0a Ha 3puTeiHara (GyHKIHs JIeUeHUe He
ce IpenopbyBa.

[onynanuy ¢ orpaHUYeHU JaHHU

Mwma orpanndeH omuT ¢ JiedeHueTo Ha narueHT ¢ JIME BeaenctBue Ha quader tar 1 v mpu
nanueHTu ¢ quadet ¢ HbAlc nan 12% wnu nponudepaTrBHa 1uabeTHa peTHHONATHSI.

A¢nubepuent He € MPOyYBaH NpH MALUEHTH ¢ aKTHBHUA CHCTEMHU MH()EKIUH WIN TP NMAIUEHTH ChC
CHITHTCTBAIM OYHHU HAPYIICHHUS KaTO OTJICTIBAHE HA PETHHATA WM MaKyJIHA Aynka. OCBeH TOBa HAMa
OTINT C JieueHune ¢ adhaudeprent npy NalueHTy ¢ quadeT ¢ HEKOHTPOJIMpaHa XUlepToHus. Ta3u numnca
Ha nHpopMaLus TpsiOBa J1a ce MMa IPEeABU] OT JeKaps MPH JIeUCHNE Ha TaKUBa TallUCHTH.

Hsima omut ipu nevenne Ha Muonmaaa XHB ¢ agimbeprienT nmpu marueHTH, KOUTO HE ca OT a3UaTCKH
IIpous3xo, MalrueHTU KOUTO MPEAUr Ca o IIOAJIOKECHHU Ha JICUCHUC HAa MUOIINYHA XHB n IMHaluECHTH C
excTpadoBeaHy Jie3uH.

Hudopmaius 3a TOMOIIHUTE BELIECTBA

ToBa nexapctBo cpabpika 0,015 mg nonucop6ar 20 BBB Besika mpuiioxkeHa no3a 0,05 ml, kouto ca
exBuBaeHTHH Ha 0,3 m@/ml. [TonmucopOarure Morar ja IPUYMHAT aJICPTUYHH PEAKIHH.

ToBa JrekapcTBO ChABPKA MO-MaNIKo OT 1 mmol HaTpwmii (23 mg) Ha 1030Ba EUHUIIA, T.C. MOXKE Ja Ce
Kaxke, e MPaKTHYECKU He ChIbpKa HATPHH.

4.5 B3aumoaeiicTBHe C APYTH JIeKAPCTBEHU NMPOAYKTH U APYru ¢GopMu Ha B3auMoelcTBHE
He ca mpoBexxganu npoydBaHust 3a B3aUMOJICHCTBUSATA.

EnnoBpemenHoTo npusioxenue Ha poroguHamuuna Tepanus (PDT) ¢ Beprenopdun u adubdepient
HE € MPOYYBAHO U IO Ta3W NPUYMHA HE € YCTaHOBEH MPO(UiI Ha O€30MaCHOCT.

46 @epTHINTET, OPEMEHHOCT H KbpPMeHe

JKeHu ¢ geTepo/IeH MOTEeHIHAT

JXenwute ¢ neTepoieH MOTEHIMA TPsIOBa ja U3MOJI3BaT epeKTHBHA KOHTPALICIIIUS [0 BpeMe Ha
JIeYCHUE U Hali-MaJIKo 3 Mecena Clie/l IOCIeTHOTO HHTPABUTPEATHO HH)KEKTHpaHe Ha adanbeprent
(Bk. TOuka 4.4).

bpemenHOCT
JluncBat naHHU 3a ynoTpebaTa Ha adauOeplenT npu OpeMEHHH JKEHH.

[IpoyuBaHuATA MPU )KUBOTHU MOKAa3BAT eMOpHOQeTaTHa TOKCHUHOCT (BXK. Touka 5.3).

BrbIpeku ue cucTeMHaTa eKCIIO3UIUS CIIS OYHO MPHIIOKEHUE € MHOTO HUCKA, andeplent He
Tpsi0Ba Ja ce U3MOJI3Ba M0 BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTEHIMATHATA M0J13a HE HaIXBBPJIS
MTOTEHIIHATHUS PHUCK 3a TII0JIA.

Kopmene
BB3 ocHOBa Ha MHOTO OTpaHUYEHH JaHHU TPU X0pa, aQIuOepIenT MOXKe /1a C€ eKCKpPeTHpa B KbpMara

B HUCKH HHUBA. AQuMOEpIenT € TosiMa MPOTENHOBA MOJIEKYJIa M KOJIMYECTBOTO Ha JISKApCTBOTO,
abcopOupaHo MpH KbpMaueTo, ce O4akBa Aa Obae MuHUMaHO. Edextute Ha adnmbepuent BEpXy
KbPMEHO HOBOPOJICHO/KbPMAYETO HE Ca U3BECTHH.



Karo npeanasna mMsapka, He ce IpenopbuBa KbpMEHE 10 BpeMe Ha ynorpebara Ha agaudepuent.

PepTunurer
PesynratuTe OT mpoy4BaHUsATAa OpU KUBOTHU C BUCOKA CUCTEMHA €KCIIO3UIIMS MOKAa3BaT, e

adubepIenT MOKE JIa HAPYIIH (PEPTUINTETA U TIPH MBKKUTE, U IIPH KEHCKUTE (BK. Touka 5.3).
[omoOHu edexTr He ce OYaKBaT CIIe]l OYHO MPIIIOKEHNE C MHOTO HUCKA CHUCTEMHA EKCITO3HIINSI.

4.7 EdekTn BbpXy CIOCOOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHA

WuxekTupaneTo ¢ agaudeprient moBiMsBa B MaJika CTEIICH CIIOCOOHOCTTA 3a Mo upane u padboTa ¢
MAIUHH, IOPAJN Bb3MOXKHU BPEMEHHH 3PUTEITHU CMYIICHUS, CBbP3aHH MUK C HHKEKIUATA, WITH C
ouHwus nipernen. [lanpenTute He TpsOBa Na MopupaT WiK Ja padoTsIT ¢ MaIIMHU, JOKATO 3PUTEITHATA
UM (byHKHI/ISI HE C€ Bb3CTaHOBH B JOCTAaThbYHA CTCIICH.

4.8 HexeJaHH JeKaAPCTBEHH PeaKHU

PesroMe Ha npoduna Ha 0€30mMacHOCT

[Monynamusra 3a 6e30macHOCT B oceMTe npoyuBanus ¢asa 1l ce cberou ot 06110 3 102 manuentu. Ot
Tsx 2 501 narueHTy ca JeKyBaHHU ¢ IPENOPhUUTENIHATA 1032 OT 2 M.

CepHo3HH OYHU HEXEJIaH! PEaKIMy B U3CIEABAHOTO OKO, CBBP3aHH C MPOIIeypaTa Ha HHKEKTHPAHE,
ca Bb3HUKHAJIM TpU T0-Mayiko oT 1 Ha 1 900 uHTpaBUTpeaTHH HHKEKIMK Ha aduOepIenT u ca
BKITFOYBAJIH CJICTIOTA, HAO(PTAIMUT, OTIIENBaHE HA peTUHATA, TpaBMaTHYHA KaTapaKTa, KaTapakTa,
KPBBOM3IINB B CTHKIIOBUIHOTO TS0, OTIIETIBAHE HA CTHKIOBHIHOTO TSJIO U TIOBUIIEHO BHTPEOYHO
Hassrane (BK. Touka 4.4).

Haii-uecTo HabmoaBaHUTE HEXETAHH JIEKAPCTBEHHU peakiuu (IpHu Hal-Manko 5% oT malueHTuTe,
JeKkyBaHu ¢ adubepient) ca KOHIOHKTHBaIHA Xxemoparus (25%), perunanna xemoparus (11%),

HamasieHa 3purteina ocrpora (11%), 6onka B okoto (10%), kaTapakra (8%), MOBUILIEHO BETPEOYHO
Haysirane (8%), OTJenBaHe Ha CTHKIOBUAHOTO TS0 (7%) M MBTHUHH B CTHKIOBUAHOTO Ts10 (7%0).

CHuCBK Ha HEKEJTAHUTE JIEKAPCTBEHU PEAKIIMHU B TaOJMYEH BUJI

JlaranTe 32 6€30MaCHOCT, OMFICAaHH T0-/I0JTY, BKIIFOUBAT BCUYKH HEXXEJIaHH JIEKaPCTBEHU PEaKIuu OT
ocemrte npoyuBanus daza [l mpu nokazanusra Bnaxua BJIM, OLIPB, OPPB, JIME u muonuuna XHB
C IPUEMJIMBA BEPOSITHOCT 3a MPUUUHHO-CIIEICTBEHA BPB3Ka C MpOIleaypaTa Ha HHKEKTUPaHE UK
JIEKapCTBEHUS POAYKT.

Hexenanute nekapCTBEHU PEaKIUU ca M30pOSHH 10 CUCTEMO-OPIaHEH KJlac U YeCTOTa C M3M0JI3BaHe
Ha CJI€IHATa KOHBEHIINS:

MHoro yectu (> 1/10), gectu (> 1/100 mo < 1/10), newectn (> 1/1 000 mo < 1/100), pemxu (>1/10 000
10 < 1/1 000), ¢ Hen3BecTHA YecTOTa (OT HAJMYHKUTE TAHHUA HE MOXKE Ja ObJic HATlPaBeHA OIICHKA).

B PAaMKUTC Ha BCAKO I'pynupaHe IO 4€CTOTAa, HEKECIAHUTE JICKAPCTBECHU PEAKIIUU Ca IPCACTABCHU B
HU3XOAAMI pea IO OTHOLICHUC HA TAXHATA CEPUO3HOCT.



Ta6auna 1: Bcuuku cBbp3aHH € JIEYEHUETO HEXKENaHU JICKApCTBEHU peaklyi, ChOOIAaBaHH IPU
naruenTy B npoyuBanus (asa Il (cOopuu manuu ot npoyuBanus daza IIl 3a mokazaHusTa BIakHA
BJIM, OLIPB, OPPB, IME u muonuuna XHB) unu o BpeMe Ha MOCTMapKETHHIOBOTO HAOJIIOICHUE

Cucremo-opranen YecroTa Hexenana peakuust
KJIa¢
Hapymenus Ha Heuectn CBpPBXYYBCTBUTEITHOCT ™ **
HMYHHATa CHCTEMA
Hapyumennus Ha MHoro gyectu Hamanena 3putenna octpora, Petunanna
o4uTe xemoparusi, KoHroHKTHBanHa Xemoparus, bonka B
OKOTO
Yectu PaskbcBaHe Ha NTUIMEHTHHUS €IIUTEN HA

petunara*, OTIieNBaHE HA TUTMEHTHHUSI SITUTEI Ha
peTtuHara, [lereHepanus Ha peTHHATA,
KpbBOoU3nuB B CTHKIOBUIHOTO Ts10, KaTapakra,
Koprukanna xatapakra, HykneapHa xatapaxra,
CyoOkarncynapHa karapakTa, KopaeanaHa epo3us,
Kopneanna abpasus, [loBuIieHo BETPEOIHO
HansraHe, 3aMbIJIeHO 3peHue, MBbTHUHU B
CTBKJIOBUIHOTO Ts10, OTJenBaHe HA
CTBKIIOBHIHOTO Ts1110, bonka Ha MsCTOTO Ha
WHXXEKTHUpaHe, Y cellane 3a y>KI0 TSJIO B OUHTE,
[ToBuinena nakpumanus, OTOK Ha KJenaya,
XeMoparwus Ha MSICTOTO Ha HH)KEKTHUPaHE,
ToukoBueH kepaTuT, KOHIOHKTHUBaIHA
xunepemusi, OuHa XunepeMus

Heuwectn Ennodranmut**, OTenBaHe Ha peTHHATA,
PaskbcBaHe Ha peruHara, Mpur, YBewur,
Wpunonuknur, [lombTHABaHE Ha nemniara, ledekt
Ha emuTeNa Ha porosuiara, [IpasneHe Ha MsICTOTO
Ha WHKeKTupaHe, HeoOnuaitHo ycemane B OKOTO,
JpaszHene Ha kienaua, [Tonoxurened Tungan B
npeanara kamepa, OTOK Ha pOroBHIIATA.

Penxu Cnenota, TpaBMaTu4Ha KatapakTa, Burpeur,
XHUIONNOH

C Hem3BectHa yectoTa | Crireput™****

*  Hapymenwus, 3a KOUTO € U3BECTHO, Y€ ca CBhp3aHH ¢ Biaxxaa BJIM. HaGmonaBaru ca camo B IpOy4IBaHUS

pu BiaxHa BJIM.

Kynrypa-mnonoxurenieH U KyJlITypa-OTpULIaTeNIeH eHI0()TaIMHUT.

*** Tlo BpeMe Ha IOCTMAPKETHHIOBHUS TIEPUOJ, ChOOIICHHS 332 CBPBXYYBCTBUTCITHOCT BKJIFOUHTEITHO OOPUB,
ChpOEK, YPTUKAPHUS U OTIICITHU CIIy4ad Ha TEXKKH aHADUIAKTUYHN/aHA(DUIAKTOUTHU PEaKIIH.

**%% OT MOCTMapKETUHTOBH CHOOIICHHS.

*%*

Onucanue Ha u36pauu HeofceNlanu jekapcmeeru peakyuu

B npoyusanus ¢aza I11 npu Bnaxkaa BJIM, ce Habmo1aBa MOBUIIEHA Y€CTOTa HA KOHIOHKTHBATHA
XeMoparus Ipy NarueHTH, IpUeMallu aHTUTPOMOOTHYHY cpelcTBa. Ta3u MOBUILIEHA YECTOTa €
CpaBHMMa MEXIY ITallUCHTUTE, JICKyBaHU ¢ paHUON3yMad u audepuent.

Aptepuamaute TpomOooemOommunu crouTns (ATC) ca HexkemaH!u ChOUTHS, KOUTO ca MMOTCHITHAIHO
CBBbp3aHu che cucTeMHO nHXuOMpane Ha VEGF. CrinecTByBa TeOpeTHUEH PHCK OT apTepUaTHH
TpoMOOEMOOTNYHN CHOUTHS, BKIFOUUTEIIHO UHCYIIT M MHPAPKT HA MHOKapAa, Cliel HHTPaBUTPEAITHO
npuinoxeHne Ha naxuoutopu Ha VEGF.

Hucpk nponeHT Ha 3a0051eBaeMOCT OT apTepHaIHA TPOMOOEMOOIMYHU CHOUTHSI € HaOJI0JaBaH B
KJIMHUYHUTE U3NUTBaHus ¢ adumbepuent npu nauuentu ¢ BJIM, IME, OPB u muonnuna XHB.




Cpen mokazaHusATa He € HaOJIro1aBaHa ChIECTBEHA Pa3lIMKa MEXIy IPYNUTE, JIEKYBaHU C
admbepuenT U CbOTBETHUTE CPABHUTEIHH I'PYTIH.

Kakro IIpU BCUYKHU TCPAINICBTUYHU IIPOTECHUHH, IPU Baiama ChbIICCTBYBA BEPOATHOCT 3a UMYHOI'CHHOCT.

Cpo0111aBaHe HA MOI03MPAHN HEXEIIAHH PEAKIINN

Cro0I11aBaHeTo Ha TIOI03UPAHU HEXKEIIAHU PEaKIIUU CIIe/l pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MPOIYKT € BaKHO. ToBa MO3BOJIABA 11a TIPOIBIDKH HAOIIOIEHHETO Ha CHOTHOIIIEHUETO TTOJI3a/PHCK 32
JIEKapCTBEHUS MPOIyKT. OT MEIUIIMHCKUTE CIICIIMATIUCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
MOJI03UPaHa HEXKEIaHa PeaKIys Ype3 HAI[MOHAIHA CUCTEMa 3a ChOOIaBaHe, MOCOYCHA B

[punoxenue V.

49 TIIpemo3upane

B xiMHWYHN M3MUTBAaHUS ca M3IIOJI3BAHHM J03H 10 4 Mg Ha €HOMECEYHN HHTEPBAJIH U ca
HaOJII0JaBaHy M30JIMPaHy CIydad Ha Ipeao3upane ¢ 8 mg.

[Ipeno3upaneTo ¢ mo-TosiM 00eM Ha WHKEKTHpPaHe MOXKE J]a TOBUIIIK BTPEOYHOTO HajsraHe. 1o
Ta3W IpUYMHA B CIIy4all Ha Mpeo3rpaHe TpA0Ba 1a ce cilen BbTPEOYHOTO HAJSMTaHe U JIa CE 3aIl09He
MIOJIXOIAIIIO JICUCHHE, aKO CE CUETE 32 HEOOXOAMMO OT JIEKyBamus jJekap (Bx. Touka 6.6).

5. ®APMAKOJIOTTYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOHCTBA

dapmakoTepaneBTruHa rpymna: OPTaaMoIOTHYHU CPEACTBa, AHTHHEOBACKYJIApU3HUPAIIX CPEICTBA
ATC xox: SO1LAO5

A¢mubepuent e pekoMOMHaHTEH (hy3MOHEH NPOTEUH, CHbCTABEH OT YaCTH OT U3BBHKIICTHUHUTE
JoMeiHN Ha peuentopu 1 u 2 3a yoBewku cbaoB eHnoTeneH pacrexxe pakrop (VEGF), cBbp3anu ¢
Fc-gactra Ha yoBemku IgG1.

Admubepuent e mpousseaeH B K1 kinetku ot siiyauk Ha kutaricku xamcrep (CHO) upes
pexombOunanTHa JIHK TexHomorus.

Admmbepuent aeiicTBa KaTo pa3TBOPUM perenTop - "mprumMamka”, KoiTo ce cBbp3Ba ¢ VEGF-A u
PIGF c mo-BucOK apIHUTET, OTKOJIKOTO €CTECTBEHUTE UM PELETITOPH, KaTo 110 TO3M HAYWH MOXKE J1a
WHXUOMpA CBBP3BAHETO U aKTMBHPAHETO Ha Te3H cxoaHu peuentopu Ha VEGF.

Baiama e 6uonoruuHo mogo0eH JiekapcTBeH npoaykT. [lonpoOHa nHbopMalus € npeocTaBeHa Ha
yeOcaiita Ha EBporeiickara areHius mo gekapcraara https://www.ema.europa.eu.

MexaHu3bpM Ha JIeUCTBUE

ConoBust eHoTeseH pactexker pakrop-A (VEGF-A) u mnanentaust pacrexeH dakrop (PIGF) ca
yieHoBe Ha cemeiicTBoTO Ha VEGF anrnorennure ¢hakropy, KOUTO MOTAT J1a AEHCTBAT KATO MOIITHU
MUTOT€HHH, XEMOTAKCUYHH U BIHSEIIN BbPXY ChIOBHS IIEPMEAOMIIUTET (PAKTOPH 33 EHAOTEIHUTE
knetku. VEGF nelicTa upes nBe peuentopHu Tupo3uH kuHasu, VEGFR-1 u VEGFR-2, na
noBbpxHOCTTA Ha eHoTenHute kinetku. PIGF ce cBbpp3Ba camo ¢ VEGFR-1, koiiTo ce HaMupa cbIio u
10 TIOBBEPXHOCTTA Ha JieBKomuTHTE. [[pekoMepHOTO akTHBUpaHe Ha Te3n perientopu ot VEGF-A
MOJKe J1a JOBeJe JI0 MAaTOJOTHYHA HEOBACKYIapH3allysl U MpeKoMepHa ch10Ba npomyckiuBocT. PIGF
Moxke a 0b1e cunepruct Ha VEGF-A B Te3u nporiecu, a 0CBeH TOBa € M3BECTHO, Y€ CrioMara 3a
JIEBKOIIUTHATA HHQUITPAIIS U CHIOBOTO BB3MAJICHHE.
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https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx
https://www.ema.europa.eu/

dapmakoJMHAMUYHHI Cd)CKTI/I

Bnaoswcna B/IM

Bnaxnara BJ/IM ce xapakTepusnpa ¢ IaToJIOrHYHa XOpouIanHa HeoBackynapuzamus (CNV).
W3tnyaHeTo Ha KPBB M TEYHOCT OT [IATOJIOTMYHATA XOPOHJaIHA HEOBACKYIapU3alIlHsl MOXKE 1a
NPUYHHY 3a]ie0ensaBaHe WM OTOK Ha PETHHATA /WK CyO/MHTpapeTHHAIHA XeMOparus, Boea 0
3ary0a Ha 3pUTeTIHa OCTPOTA.

[Ipu marnuenTH, NekyBanu ¢ adaudeprent (e1Ha HHKEKIIMA MECEUHO 3a 3 MOCIIC0BATEIIHA MECeIIa,
MOCJIC/IBAHO OT €JIHA MHXKEKIUS Ha BCeKH 2 Mecela), AeOennnara Ha nenTpainnara petuda [CRT]
HaMallsiBa CKOPO CJIe/ 3all04BaHe Ha JISYEHUETO, a CPEIHUAT pa3Mep Ha se3usra ¢ CNV HamansBa B
CBOTBETCTBHE C PE3yITATHTE, HAOIOIaBaHM MPH JIeueHHe ¢ paHnOu3yMao 0,5 mg BCEKH Mecell.

B npoyusanero VIEW1 uma cpeann namanenust Ha CRT npu onTuyHO-KOXepeHTHa ToMorpadus
(OCT) (cvotBetHO -130 1 -129 MuKpoHa B cenMuIia 52 3a rpynmuTe Ha JiedeHue ¢ agumbeprient 2 Mg
Ha BCEKH JIBa Mecera u paanbmuzymabd 0,5 mg Bceku mecern). M B 52-Ta cenMuIia B mpoy4IBaHETO
VIEW2 uma cpeann Hamanienust B CRT npu OCT (chotBeTHO -149 u -139 MukpoHa 3a rpynurte Ha
nedenue ¢ adaubeprent 2 mg Ha BCEKH JBa Mecena 1 paHnOnzymab 0,5 mg Bcekn Mecer).
Hamanenuero Ha pazmepa Ha CNV u Ha CRT 0o0nvaifHO ce 3aappKat U Ipe3 BTopaTa rojnHa Ha
NpPOYYBaHUSATA.

IIpoyuBanero ALTAIR e npoBeaeHo npu NaiveHTH SAMOHIU ¢ HelleKyBaHa BiakHa BJIM u mokasBa
MOTO0HM PE3yATaTH ¢ Te3u OT nmpoyuBanmsiTa VIEW, ¢ mpuarane Ha 3 mbpBOHAYAIHHA €KEMECSTHHI
MHKEKIMH adumbepuent 2 mg, mocieABaHu OT €AHA MHXEKIHUS Clie/l olle 2 Mecela 1 CJIe TOBa
MIPOABIKABAHE C PEXKUM Ha JICUCHHE U yABJDKaBaHE C IPOMEHINBU UHTEPBANH (2-CeAMUYHU UK 4-
CEIMUYHH KOPEKIMH) A0 MAaKCUMYM |6-ceqMudeH HHTEPBaN ChIIACHO MPEABAPUTEITHO OTPEACTICHH
kputepuu. B cenmuna 52 uMa cpeiHo HamasieHue Ha nebennHaTa Ha neHtpanHara petuHa (CRT) mpu
OCT c -134,4 u -126,1 MUKpOHA CHOTBETHO 3a Ipylara Ha 2-ceMUYHA KOPEKLUS U 3a rpynara Ha 4-
ceaqmuaHa Kopeknus. [IponenTsT Ha manuentute 6e3 Tearoct npu OCT B cenmuia 52 € ChOTBETHO
68,3% u 69,1% B rpynure c 2- u 4-cenmuynu Kopekiuu. Hamanenuero Ha CRT B moBedero ciayyau
ce 3ama3Ba 1 B JIBETE paMeHa Ha JIedeHHe Ipe3 BTopaTta roanHa Ha nmpoyusaneto ALTAIR.

[IpoyuBanero ARIES e npennaznadeHo na u3ciensa He mo-MajikaTa e(UKacHOCT Ha JIeYeHHEe U
NpoabJDKaBaHEe HA cXeMara Ha Ipuiarane Ha admubepuent 2 mg, 3alI0YHaTO BEAHAra CIIEA MTpUjlarane
Ha 3 mppBOHAYAIHU MECCYHH MHXKEKIUH U €JHA AOIBIHUTEIIHA HH)KEKLUS clell 2 Mecela CIpsIMo
JieueHue U MPOoAb/DKaBaHEe Ha cXeMmara Ha MpHIarane, 3aliovHaTo Clie]] €THOTOIUIITHO JieueHue. 3a
MAIMEeHTH, KOUTO Cce HYXAaAT OT IpuiaraHe rno-4yecto ot Q8 moHe BEAHBX B X0/1a Ha MIPOYUBAHETO,
CRT ocraBa mo-Bucok, Ho cpeHoTo HamaneHue Ha CRT ot uzxogHoTto HUBO o ceamuna 104 e -
160,4 MmukpoHa, TOJ00HO Ha MAIMEHTHTE, JIeKyBaHU Ha Q8 WM MO-peIKh WHTEPBAIH.

Omox na maxynama ecreocmaue na OL[PB u OPPB

ITpu OLIPB u OPPB ce nonyuyaBa ucxemust Ha peTHHATa U TS ]aBa CUTHAI 32 OCBOOOX/IaBaHETO Ha
VEGF, xoiiTo Ha cBoi#i peJ] IecTabuiIn3mupa 3paBUTe BPB3KH U CTUMYJIHpa nponrdepanusra Ha
ennorennu kietkd. OcBoboxnaBanero Ha VEGF e cBpp3aHo ¢ ycnoxkHeHHs KaTo HapyllaBaHe Ha
KpBbBHO-PETHHHATA Oapuepa, yBEIMUEH ChJIOB ITepMeadWINTET, OTOK HA PEeTHHATA U
HEOBaCKyJapu3aIusl.

[Ipu naumenTy, 1eKyBaH# ¢ 6 TOCIEAOBATEIHA MECEUHN HHXeKIMU adaubepuent 2 mg e
Ha0Jr01aBaH ChOTBETCTRAIL, OBbP3 M CHIIEH MOP(OJIOTHYEH OTTOBOP (KOETO € OTYETEHO ¢ OA00peHHUS
B cpeanara CRT). B cenmua 24 monmxenuneto B CRT e cratucTudecku MPeBbh3X0KIAII0 B
cpaBHeHue ¢ KoHTponara u B Tpute npoyusanus (COPERNICUS npu OLIPB: -457 cpemty -145
mukpona; GALILEO nmpu OLIPB: -449 cpemty -169 mukpona; VIBRANT npu OPPB: -280 cpemty -
128 mukpona). ToBa HamasieHue ot u3xoaHoTo HHBO B CRT ce moaabpika 10 Kpast Ha BCAKO
npoyuBane, cenmuiia 100 8 COPERNICUS, cenqmumna 76 8 GALILEO u ceamumna 52 8B VIBRANT.
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Juabemen maxynen edem

JunabeTHUAT MaKyJIeH e/IeM € CIEACTBUE OT JradeTHATa PETHHOMATHS U CE XapaKTepu3Kpa ¢ OBUIICH
CHJIOB IEpMEAOMITUTET U YBpEKJaHE Ha PETUHHUTE KallWIISIPH, KOETO MOXKe Jia IOBeAe A0 3aryda Ha
3putenHa octpoTa. [Ipu manuentu, nekyBaHu ¢ adrOepIernT, TOBEYEeTO OT KOUTO ca Onin
KIacu(hUIMpaHU KaTo ManueHTH ¢ auadet tum 11, ce HabmomaBa Obp3 U CTAOMICH OTTOBOP I10
otHomeHnue Ha Mmopdounorusta (CRT, auBo mo DRSS).

B npoyusarnara VIVIDPME n VISTAPME e ma6mronaBano cTaTucTHYECKH 3HAYMMO MO-TOIAMO CPETHO
HamaseHue B CRT oT u3xoquuTe CTOWHOCTH 10 cenMHUIIa 52 MpU MAIeHTH JIEKyBaHU ¢ adIudepIienT
B CpPaBHEHHE C JIa3epPHO KOHTPOJHMPAHUTE, CHOTBETHO -192,4 u -183,1 MukpoHa 3a rpynuTe ¢
admmbepuent 2Q8 1 ChOTBETHO -66,2 1 -73,3 MUKpOHA 32 KOHTpOIHUTE Tpymu. B ceqmuia 100
HaMaJICHUETO € MoAIbpikano ¢ -195,8 u -191,1 mukpona 3a rpynwure ¢ adhaudeprent 2Q8 u ¢ -85,7

1 -83,9 MUKPOHa 32 KOHTPOIHUTE IPYIIH, ChOTBETHO B mpoyuBanusaTa VIVIDPME y VISTAPME,

HampaseHa e omenka, moka3ssaia nogoopenue ¢ > 2 ctbikd B DRSS mo npeasapurento yrounex
naunH BB VIVIDPME 1 VISTAPME, Crenenta na npomsna B ckopa mo DRSS e usmepena npu 73,7%
ot marmentute B6B VIVID PME 1 98.3% ot marmenture 6B VISTAPME, B cenmuna 52, 27,7% u
29,1% ot rpynure ¢ apmudepuent 2Q8, u 7,5% u 14,3% OT KOHTPOIHHUTE TPYTIH Ca UMaIH
nomoopenue ¢ > 2 creiku B DRSS, B cenmuiia 100 choTBeTHHTE TipolieHTH ca ownu 32,6% u 37,1%
ot rpynute ¢ apnubepuent 2Q8, u 8,2% u 15,6% 0T KOHTPOIHUTE TPYIIH.

IIpoyusanero VIOLET cpaBHsIBa TpH pa3IuvHHA CXEMH Ha Mpujlarane Ha adgaudeprient 2 mg 3a
neuenue Ha JIME criex Hali-Maiko eliHa rojinHa JiedYeHUue ¢ PUKCUpPAaHU MHTEPBAJIU, KaTO JICYCHUETO ©
3aI04HATO C 5 MOCIEIOBATEIHU MECEUHH JI03H, MTOCIIEIBAHN OT IIpUJlaraHe Ha Bceku 2 Mecera. B
cenmuiia 52 u ceaqmunua 100 ot mpoyduBaHeTo, T.€. BTOpa U TpeTa rojuHa OT JICUEHUETO, CPETHUTE
npomenu B CRT ca xinuHryHO 10100HU 3a JieueHue U npoabiikaBade (2T&E), ciopen Hyxaute (Pro
re nata (2PRN)) u 2Q8, croteTHO -2,1; 2,2 u -18,8 mukpona B ceamuria 52, u 2,3; -13,9 u -

15,5 muxkpona B ceamuma 100.

Muonuuna xopouoanua neosackyiapusayusl

MuonuyHaTa XopouaaiHa HeoBacKynapusanus (Muonmaaa XHB) e guecta mpudmHa 3a 3ary0a Ha
3pEHHE MPH Bb3PACTHH C TATOJIOrMYHa MuoTHs. Ts ce pa3BUBa KaTO MEXaHMU3bM 3a 3apacTBaHE Ha
paHu, BCICACTBUE HA PYNITYPU Ha MeMOpaHarta Ha Bruch u npescraBnsiBa Haii-4ecTOTO ChOUTHE,
3aCTpallaBaIio 3peHUETO, MPH MAaTOJIOTUIHA MUOTIHSI.

[pu naunentu, nexyBanu ¢ agaudepuent B npoyuBanero MYRROR (eqHa nHxekius, npuiioxeHa B
HayajuoTO Ha TepamnusTa, ¢ JOMMbIHUTEIHU HHXEKLINUU, IPUIIAraHy B CIIy4ail Ha MEPCUCTUPAHE Ha
3abonsaBaneTo win penuaus), CRT HamansBa ckopo ciief] 3arouBaHe Ha JICUCHHETO B T10J13a Ha
admbepuenTt B cenmuna 24 (-79 MUKpoHa U -4 MUKPOHA, ChOTBETHO, 3a TPyIaTa 3a JIeUeHHE C
adnmbeprienT 2 mg ¥ 32 KOHTPOJIHATA TPYIIa), KaTo ce 3ama3Ba 70 cenMuia 48.

B nonmbnnenue, cpenHusT pazmep Ha XHB ne3us HamansiBa.

Knnununa edukacHocT U 6€300aCHOCT

Bnaoswcna B/IM

BbezomnacHocTTa 1 ehukacHOCTTa HA adhIrOEPIIETIT ca OIICHEHH! B JIB€ PaHIOMHU3HPaHH,
MHOTOIIEHTPOBH, JIBOMHOCJIENN, aKTUBHO-KOHTPOJIUPAHU MTPOYUYBaHUS MIPU NAIMEHTH ¢ BiaxkHa B/IM
(VIEW1 u VIEW?2) ¢ 06mo 2 412 nanuenTa JieKyBaHU H olleHsBaHu 3a edpukacHocT (1 817 ¢
adnmbepuenTt). Be3pactra Ha nmanuenTure Bapupa Mexay 49 u 99 roaunu, cpenno 76 ronuan. B Tesn
KIMHUYHU MPOYyYBaHus, mpuoam3utenHo 89% (1 616/1 817) ot manueHTHTE, paHI0OMU3UPAHH 32
nedeHue ¢ aguubepuenT ca OWiM Ha Bb3pacT 65 TOJAWHY WX TI0-Bb3PACTHU, U MPUOIU3UTEITHO

63% (1 139/1 817) ca Ouim Ha Bb3pacT 75 rOJMHY WK M0-Bb3pacTHU. BBB BCAKO MpoyyuBaHe
MalKUeHTUTE ca paHAOMU3UpaHu B cboTHoIIeHue 1:1:1:1 Ha 1 ot 4 cxemu Ha nmpuarase:
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1)  admmbepuent, mpuiarad mo 2 mg Ha BCEKU 8 CeAMUIN ciel] 3 MbPBOHAYAIHU €KEMECEUIHH 03U
(apmubeprient 2Q8);

2)  admubepuent, npuiara mno 2 mg Ha Beeku 4 ceaqmuiu (admbepuent 2Q4);

3)  adnubepuent, npunarad no 0,5 mg Ha Beceku 4 ceamuiu (admmbdepuent 0,5Q4); u

4)  pammbusyma0, npunarad mo 0,5 mg Ha Bceku 4 ceqmuny (pannousymad 0,5Q4).

[Ipe3 BTOparta rojuHa Ha MPOYYBAHUATA, TAIIMEHTHTE MIPOABIDKABAT JIa TIOJy4YaBaT [0JTy4aBaT
ITbPBOHAYAIHO PaHIOMHU3HpPaHAaTa 1033, HO IO MOIU(HUIpaHa cXxeMa Ha Ipujiaraie, BOACHa OT
OIICHKATa Ha PE3yATATHTE 10 OTHOIICHHUE HA 3pEHUETO M aHATOMUYHATA HAX0IKa ¢ JeUHUPAH 110
MPOTOKOJ MaKCUMAaJeH UHTEpPBaJ Ha Mpuiarane ot 12 ceqMuuu.

W B aBete mpoydyBaHUs MbPBUYHATA KpalfHa TOYKA 32 €(PUKACHOCT € TPOIEHTHT MallUeHTH B
HOMyJIaKATA [0 MPOTOKOJI, KOUTO MOLABPKAT 3peHue, T.€. KaTo 3aryba Ha mo-Maiko oT 15 OykBu ot
3pUTENHATA OCTPOTA B CEAMHIIA 52 CIIPSMO U3XOTHOTO HHBO.

B npoyusane VIEW1 B cenmunia 52, 95,1% ot nanuenture B rpymnata ¢ adiubepuent 2Q8
MOJIBPKAT 3peHHETO B cpaBHeHHE ¢ 94,4% OT mauueHTuTe B rpynata ¢ panuousymad 0,5Q4.

B npoyusane VIEW2 B cenmuna 52, 95,6% ot nanuenTure B rpynata ¢ agmubepuent 2Q8
MIOJITBPKAT 3peHUETO B cpaBHeHue ¢ 94,4% oT manmeHTHTe B rpynata ¢ panuouszymad 0,5Q4. B
JIBETE MPOYYBAHMUs, aQIIMOEpIeNT € JOKa3aHa KaTo He MO-MaJIko eUKacHa U KJIMHUYHO €KBUBaJICHTHA
Ha rpymnata ¢ pann6msymab 0,5Q4.

[TompoOHu pe3ynTaTiH OT KOMOWHHUPAHUS aHAIH3 Ha JIBETE MPOYYBAHUS € TIOKa3aH B Tabnuna 2 u
¢durypa 1 mo-gomy.
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Ta6auna 2: Pesynratu 3a epukacHOCT B ceaMuna 52 (IbpBUYEH aHanu3) u cenmuna 96;
KOMOMHHMpPAHHU JaHHHU OT npoyusanusata VIEW1 u VIEW2P

Pesyarar 3a epuxacHocT

Adpandepuent 2Q87
(adbmmubepuent 2 mg Ha BCEKH

Panuonzymaé 0,50Q4
(panubu3ymab 0,5 mg Ha BcekH

8 cemmurnt cien 3 HaYATHU 4 cenMunn)
€KEMECEUHH JI03H)
(N =607) (N =595)
Cenmuiia 52 Cenmuiia 96 Cenmuiia 52 Cenmuria 96
CpeneH Opoif HHXKEKITUH OT 7.6 11.2 12,3 165
U3XO0JTHOTO HUBO
Cpenen Opoit nHKeKIun (0T 49 47
ceaMuiia 52 1o 96) ' '
[IpoueHT manueHTH ChHC
3aryba < 15 OyxBu OT 95,33%" 92,42% 94,42%" 91,60%
13X0HOTO HIBO (PPS?)
Pasmuka® 0,9% 0,8%
(95% )" (-1,7; 3,57 (-2,3; 3,8)Y
Cpemna npomsina B BCVA,
H3MEpeHa Ype3 OIICHsBaHE Ha
6yksure mo ETDRS™ or 8,40 7,62 8,74 7,89
M3XOJHOTO HUBO
Pasmuka B LS? cpenna
npomsiHa (OyKBHU TI0 -0,32 -0,25
ETDRS)? (-1,87; 1,23) (-1,98; 1,49)
(95% )"
TIponieHT maueHTy ¢
nonoOpenue > 15 OykBU OT 30,97% 33,44% 32,44% 31,60%
W3XOJTHOTO HUBO
Pazmmka® -1,5% 1,8%
(95% )" (-6,8; 3,8) (-3,5; 7,1)
A)

BCVA: Haii-nobpe xopurupasa 3puTesiHa 0OCTpoTa

ETDRS: IIpoyuBane Ha paHHO JieueHue Ha auabetHa peruronarus (Early Treatment Diabetic Retinopathy

Study)

LS: Cpennu croiiHocTy 110 MeTO/Ia HA Hali-MankuTe KBaapary, moirydeHn ot ANCOVA

PPS: no npoTtokon

5 Ilanara ananusupana nonynanus (FAS), IpeHacsane Ha faHHUTE OT nocienHoro Hadmonaerue (LOCF) 3a
BCUYKH aHAITU3H C M3KIIOUYECHHUE HA MPOLCHTA MAIIUEHTH, OJIbPIKAIIU 3PUTEHA OCTPOTAa B ceaMuIia 52,

KoeTo npenacraBisia PPS
B)

[TonmoxxutenHa CTORHOCT € B ToI3a Ha adiaubdepuent.

)

A Cnen 3amo4BaHe Ha JICYEHHE C TPH €KEMECEUHH JI03H

E)

CHpsIMO paHnOU3yMad
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Jlosepurenen unrepsai (1), u3ducieH upe3 HOpMaITHO TPUOTIKEHNE

Pasmikara e croifHOCTTA 3a rpymara ¢ adIrOepIenT MUHYC CTOMHOCTTA 3a TpyIaTa ¢ paHuOn3ymao.

JloBepuTesIeH HHTEpBAJI, JIeKaIll u3ipuio Haj -10%, moka3sa He mo-Mayika e(pUKacHOCT Ha adaubdepent




®urypa 1. Cpeagna npoMsiHa B 3pUTEIHATa OCTPOTa OT U3XOAHOTO HUBO A0 ceamuua 96 3a
KOMOWHHWpaHUTE NaHHU OT mpoy4BaHuara Viewl u View?2

CpepgHa npomsiHa B 3puTenHaTa

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

Ceomuum

—{— Adnmnbepuent 2 mg Q8 ceaMULM .4  PaHnbnsymab 0,5 mg Q4 ceamuun

IIpu xomOmHMpaH ananu3 Ha nanauTe oT VIEW1 u VIEW?2, adimbepuent moka3Ba KIMHATHO
3HaYMMU MMPOMEHH OT U3XOIHOTO HUBO B MPEIBAPUTEIHO Ae(UHUPaHATa BTOPHYHA KpaifHa TOYKa 3a
e(pHKacHOCT, U3MEPEHH Upe3 BHIPOCHUK 3a 3puTeiHaTa GyHkuus Ha Hannonanaus odranMoiaorniexn
uHcTuTyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 xinmnaIYHO
3HAYMMU pa3IvKU ¢ paHnOu3ymad. Benmunnara Ha Te3u MpOMEHU € I0Jj00Ha Ha HaOIr01aBaHaTa B
myONrMKyBaHU MPOYYBaHUs, KOETO CHOTBETCTBA Ha MOA0OpsIBaHE HA 3peHueTo ¢ 15 Oyksu npu Haii-
nmoOpe kopurupana 3purenra ocrpora (Best Corrected Visual Acuity, BCVA).

[pe3 Bropara ronvHa Ha IPOYYBAHUATA, EPUKACHOCTTA KATO ISUIO CE MOIIBPKa JI0 OCIETHOTO
olleHsBaHe B ceamuia 96, kato 2-4% OT MallUEHTUTE ca C€ HY>KIAeId OT BCUUKH MHXKEKIUU Ha
MeceuHa 0a3a, a 1/3 oT marueHTHTe ca ce HyKIaeln Hai-MajaKo OT e€Ha HHXKCKITHS C HHTepBajl Ha
JIeYeHUe OT CaMo €TUH Mecell.

HamaneHnuneTo Ha cpeaHaTa IUTONI HA XOPOUJallHAa HEOBACKYJIApHU3alHsl € BUANMO BbB BCHUKH JO30BU
TPYIX U B ABETE MPOYYBAHHUSI.

Pesynrarute 3a eprkacHOCT BB BCHUKH OIEHIBAHH MOATPYIH (HAIMpP. BB3PACT, MOJI, paca, 3puTellHa
OCTpOTa Ha M3XOJTHO HUBO, BUJ] Ha JIE3MATA, pPa3Mep Ha Je3usiTa) BbB BCIKO MPOYYBAHE U PU
KOMOWHUPAHWSI aHAJIN3 Ca B ChOTBETCTBUE C PE3YITATHTE B IIETUTE TOITYJIAIHH.

ALTAIR e 96-cenMU4YHO MHOTOILIEHTPOBO, PaHIOMHU3HUPAHO, OTBOPEHO MPpOYyUBaHe Npu 247 manueHTu
ATIOHIIM C HeJleKyBaHa BiakHa B/IM, mpenHa3zHadeHo Jia orieHH eprukacHOCTTa M 0€30IacHOCTTa Ha
adumbepuenT cie] IBe pa3IndH KOPEKIHH Ha HHTepBaja (2-ceMUYHa U 4-CeIMUYHA) PH PEKUM
HAa JICYEHHE U YIbIKABaHE.

Bcuuky nanueHTy nony4yaBat MECeUHU 1034 auinbeplienT 2 mg B MPOIBIKCHUE Ha 3 Mecella,
ITOCIIEZIBAHO OT €/IHA MHXKEKIIUS CIIe]] TOTbIHUTENICH 2-Mece4UeH nHTepBal. B ceamuna 16 manuenTute
ca pamomusnpanu 1:1 B aBe rpynu Ha JedeHue: 1) agumbeprent, JedeHne U yabbKaBaHe ¢ 2-
CEeIMHUYHH KOpeKImH U 2) apmubepiient, JeueHrne U yIbDKaBaHe ¢ 4-CeIMUIHN KOPEKITHH.

VY abiKaBaHETO WK ChKpaIlaBaHETO Ha MHTEpBalla Ha JICUEHUE € ONPEeNIeHO Bh3 OCHOBA Ha
3pUTEITHU W/WIIM aHATOMHYHU KPUTEPUH, OMIPEIEIICHHU C TPOTOKOJ, C MAKCUMAIIEH HHTEPBAJI OT

16 ceamuIiy 3a IBETE TPYIIH.

15



[IbpBUYHaTa KpaiiHa Touka 3a eukacHOCT € cpenHaTa npomsHa B BCVA oT U3X0IHOTO HUBO /10
cenmuna 52. BropuuHuTte KpaliHU TOUYKH 3a €(UKACHOCT ca MPOLIEHTHT HAa HallUEHTUTE, IPU KOUTO
HSMa BJIOIIaBaHe ¢ > 15 OykBH, ¥ MPOLIEHTHT HA MALMEHTHUTE, IIPH KOUTO UMa OJ00peHre C Hai-
Maiko 15 6ykeu npu BCVA 0T U3X0THOTO HHBO 10 ceaMmuiia 52.

B ceamuna 52 nanueHTUTE B paMOTO Ha JISYEHUE U yAbJDKaBaHe ¢ 2-CeIMUYHN KOPEKIIMH TOJTy4aBat
cpenHo 9,0 OyKBH OT U3XOJHOTO HUBO B CpaBHEHHE C 8,4 OYKBH 3a T€3U B Tpymnata ¢ 4-ceMUIHU
KOPEKIHH [pa3inKa B CPEAHUTE CTOMHOCTH IO METoa Ha Hail-MankuTe kBaapatu (LS) mo otHomeHnue
Ha Oyksure (95% CI): -0,4 (-3,8;3,0), ANCOVA]. [IponeHThT Ha MAIHEHTUTE, TIPH KOUTO HIMA
BJIOIIaBaHe ¢ > 15 OykBH, B IBETE paMeHa Ha JiedeHne e cxojeH (96,7% B rpynata ¢ 2-CeIMUYHH
Kopekuu u 95,9% B Ta3u ¢ 4-ceaMuuHU KopeKiun). [IporieHTsT Ha nanueHTuTe, Mpu KOUTO UMa
notoOpenue ¢ > 15 Oyksu B ceamuma 52, e 32,5% B rpynara ¢ 2-cenmuvHA Kopekuun U 30,9% B Tazu
¢ 4-cenMuYHH KOpeKuH. [I[pOoTIeHThT Ha MAIMEHTHTe ¢ MHTepBajla Ha JIEYeHNE, YIBIDKEH 10

12 ceamunu wnu noseue, € 42,3% B rpynara ¢ 2-ceIMUYHU KOpeKiuu U 49,6% B Tazu ¢ 4-CeIMUYHH
kopekuu. OCBEH TOBa, B rpynara ¢ 4-ceiMu4HU Kopekunu 40,7% oT manueHTuTe ca ¢ MHTepBall,
yabkeH 1o 16 ceqmunu. 1pu nociennoro nocemenue 1o ceamumna 52 56,8% u 57,8% ot
MAIMEeHTUTE ChOTBETHO B IPYIHUTE C 2-CEIMUYHH U 4-CEIMUYHH KOPEKIIHH ca C IJIaHWpaHa cieIBaria
WHXEKIUA B UHTEPBaJ OT 12 ceAMUIIN WK TTOBEYE.

[Ipe3 BTOpaTa roJuHa OT MPOYUYBAHETO, CPUKACHOCTTA B MOBEUETO CITyYau Ce 3ara3Ba JIo MmocjieHara
OLICHKA B ceIMUIIa 96 BKIIIOUUTEIHO, ChC CPEAHO MOJ00pEHHEe OT U3X0IHO HMBO 7,6 OyKBU 3a rpynaTa
¢ 2-ceIMUYHH KOpeKInH 1 6,1 OyKkBH 3a rpynara ¢ 4-ceiMUYHH KopeKiun. [IporeHTsT Ha
MalMEHTUTE, KOUTO Ca YABIDKUAIIN UHTEpBAJIa Ha JieueHue 10 12 ceaMuIM win rnoseue, € 56,9% B
rpynara ¢ 2-cenMuaHA Kopekunu u 60,2% B rpymnata ¢ 4-ceamuyuHu Kopekiun. [Ipu mocneanoTo
nocenienue npeau ceamuua 96 64,9% u 61,2% ot nanueHTUTe B rpynure ¢ 2-CeAMUYHHU U 4-
CEIMHUYHH KOPEKIIMH ca ChOTBETHO C TUTAHUPaHa CJIeBaIIa HHKEKITUSA B HHTEPBAI OT 12 CeIMHIH WTH
moBede. [Ipe3 BTopaTa roarHa OT JICUSHUETO MAIUEHTUTE B TPYIHUTE C 2-CEIMUYHU U 4-CEAMUIHH
KOPEKIIMH MOJIy4aBaT CbOTBETHO cpefHo 3,6 u 3,7 umkekuu. [Ipe3 2-roauiinus nepuoa Ha JIeueHue
Maly¥eHTuTe noxy4danat cpeaso 10,4 nHxeKuu.

3pUTEIHUTE U CUCTEMHUTE MPOQHIN Ha 0€30MAaCHOCT ca MoI00HH Ha 0€30MacHOCTTa, Habro1aBaHa B
ocHOoBHUTE IpoyuBaHus VIEW1 u VIEW2.

ARIES e 104-ceqMuaHO MHOTOIICHTPOBO, PAaHAOMHU3UPAHO, OTBOPEHO, aKTUBHO KOHTPOIUPAHO
npoyuyBaHe npu 269 naruenTu ¢ HejleKyBaHa BiaxkHa BJIM, npeaHa3sHaueHo Ja OIleHH He Io-MajlkaTa
e(UKacHOCT, KaKTO U OE30MIacCHOCTTA Ha JICYeHHE U IPOIbDKaBaHe Ha CXeMaTa Ha Mpuiiarase,
3aMovHaTo ciell 3 MocIeI0BaTeIHU MECEUHH T03H, TTOCIEABAHN OT yIbIDKAaBaHE JI0 IByMECEUEeH
HMHTEpBaJ Ha JIeYeHHE CIPSIMO JISUeHHE U MPOIbJKaBaHe Ha cXxeMaTa Ha IpujiaraHe, 3ao4HaTo cies
I'bpBaTa TOAMHA OT JICUYECHHUETO.

[IpoyuBanero ARIES u3cienBa chlio NPOLICHTA HA NAIUEHTUTE, KOUTO CE HYKAAIT OT IO-YECTO
JieueHue, OTKOJIKOTO Ha BCEKH § CeIMHIIM, Bh3 OCHOBA Ha PELICHUETO Ha u3cinenonarens. OT

269 nauyeHTn 62 MalMeHTH ca MoJy4YaBajy MO-4eCTO NMpUIaraHe MOHE BEeIHBXK 110 BpeMe Ha
Mpoy4YBaHeTo. TakunBa MalueHTH OCTaBaT B MPOYYBAHETO U ITOJTydaBaT JIEYeHNE CIIOpe T Hail-qoopara
KJIMHUYHA TIPElieHKa Ha W3CIIeIoBaTelNsl, HO He IMO-YECTO OT BCEKH 4 CEIMUIIN M HHTEPBAIUTE UM Ha
JieueHne MOrart J1a ObaT yABIDKCHN OTHOBO ciiell ToBa. CpeHUAT HHTEPBAII Ha JICUCHHUE CIIC]
pelieHueTo 3a no-uecto jgedenue e 6,1 ceqmunu. BCVA nHa cenmuua 104 e mo-HuCKa npu MalueHTH,
KOHUTO C€ HYXIasAT OT MO-MHTEH3WBHO JICYeHNE TIOHE BEIHBXK B X0/]a Ha IPOYYBAHETO, B CPABHEHHE C
MAIMEeHTH, KOUTO HE Ce HY)KJIasAT, U cpeaHara npomsiHa B BCVA oT u3Xx0AHOTO HUBO JI0 Kpas Ha
npoyuBaneTo € +2,3 + 15,6 Oyksu. OT nanueHTuTe, JeKyBaHH M0-4eCcTo, 85,5% noaabpxar 3peHue,
T.e. 3aryoBar mo-mMaiuko ot 15 6yksu, a 19,4% nonyuasar 15 nnu nosede Oyksu. [Ipodunst Ha
0€e30IacHOCT Ha MAIUeHTHTE, JIEKyBaHH [T0-YECTO OT BCEKH 8 CEIMHUIIN, € CPABHUM C TaHHUTE 3a
6ezonacuoct B VIEW 1 u VIEW 2.
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Omox Ha maxyrama écreocmeue va OL[PB

besomacHocTTa M epukacHOCTTA Ha aIUOEPLENT ca OIICHEHH B IBE PaHIOMHU3HPaHH,
MHOTOIICHTPOBH, IBOMHOMACKUPAHH, TIAIe00-KOHTPOIMPAHU ITPOYYBAHUS PU NAIIMEHTH C OTOK Ha
maxkynara Beneacteue Ha OLIPB (COPERNICUS u GALILEO) ¢ 06110 358 mamnuenTy JieKyBaHU |
TTOAXOSINHN 32 OlleHka Ha edukacHocTTa (217 ¢ admubeprient). Bp3pacTTa Ha MaIMEHTUTE Bapupa OT
22 no 89 roaunu, cpenno 64 rogunu. B OLIPB npoyuBanusiTa, npubnuzurento 52% (112/217) ot
MAaIUeHTHUTE, PAaHJIOMU3UPAHU 32 JICUCHHE ¢ aQunOeplienT ca OUau Ha Bh3pacT 65 roJauHu WU T0-
BB3pacTHH, U npudam3uTenHo 18% (38/217) ca 6unm Ha BB3pacT 75 TOAMHM WIH MO-BB3pacTHU. B
JIBETE NMPOYYBAHUS NAIIMEHTUTE ca pas3NpeiesieHH Ha ClTydyaeH MPUHIMII B ChOTHOLIeHHE 3:2 B TpymaTa
3a MHKEKTHpaHe Ha adnubepuent 2 mg Ha Bceku 4 cenmunu (2Q4), Wi B KOHTPOJIHATA IpyTia 3a
WH)KEKIINHU C TUIane0o Ha BCeKH 4 CeIMHUIIN, 33 O0II0 6 IPUIIOKECHHSL.

CHCIL 6 exxeMeceyHHu WHKCKIUU NAIMUCHTUTEC Ca IOJIydaBajik JICHECHUC CaMO aKO Ca OTroBapsjid Ha
NPEABAPUTEIHO ONpeIesIeHH KPUTEPHH 3a JICUCHHE, C M3KIII0UEHHE Ha MAIIMEHTHTE B KOHTPOJIHATA
rpyma Ha npoyuBaneTo GALILEO, konuTo ca MpoIbJDKUIH 1a TToJTydaBaT mianebo (KOHTposa Ha
KOHTpoJaTa) A0 cenMuiia 52. OT Ta3u BpeMeBa TO4Ka, BCHYKH ITAlMEHTH ca OMITN Ha JIeUeHHe, ako ca
OTrOBapsUIM Ha IIPEABAPUTEIIHO ONPENEIIEHUTE KPUTEPHH.

U B aBeTe npoyuyBaHUs MbPBUYHATA KpaliHa TOYKa 32 €(UKACHOCT € OUJI MPOLICHTHT MAI[MCHTH, KOUTO
ca ce monoOpuiu ¢ moHe 15 6yksu B BCVA Ha cenmunia 24, B cpaBHEHUE C U3XOJ/IHO HHBO.
BropuuHara mpomeHInBa 32 epUKACHOCT € OuIla MpOMsHa B 3pUTelTHATa OCTPOTa B cenMuIia 24 B
CpaBHEHHE C U3XOTHOTO HUBO.

Pasznukara Mexay TepaneBTUYHUTE TPYIH € Oriia CTATUCTHYECKU 3HAYMMA B T10J13a Ha adirOepuenT u
B JIBETE MPOyYBaHKs. MakCHMAITHOTO MOJ00PEHHE Ha 3pUTEITHATA OCTPOTA € JOCTUTHATO Ha Mecell 3 ¢
mocJeIBalo cTadbuiusupane Ha 3putentara ocrpora ¥ CRTno mecen 6. CTaTUCTUYESCKH 3HAYNMAaTa
pas3nuka e moJabpKana 10 ceamuna 52.

IToapoOHM pe3yaTaTh OT aHATN3a HA JBETE IPOyYBAHIS ca IMOKa3aHu B Tabmua 3 1 Ha ¢urypa 2 1mo-
JI0TTy.
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Ta6auua 3: Pesynratu 3a edukacHocT Ha ceamuia 24, cenvuna 52 u ceamuna 76/100 (Lsnara ananusupana nomynamus ¢ LOCF®) B npoyusanus
COPERNICUS u GALILEO

Pe3yaratu COPERNICUS GALILEO
3a 24 ceqMuIH 52 ceqMun 100 cegmunu 24 cepMmun 52 ceqMun 76 ceqMuIn
eUKACHOCT | Aduin- KonTtpo- Adann- KonTtpo- Adann- Kontpo- | Adan- Kontpo- | A¢pum- | Konrtpo | Adun- KonTtpo-
Gepuent Jaa Gepuent na’h Gepuent® | gal® | Gepuent aa Gepuent -1a | Oepuent™ aa™®
2mgQ4 | (n=73) | 2mg n=73) | 2mg | (n=73) [2mgQ4 |(N=68) | 2mg |(N=68)| 2mg (N = 68)
(N = 114) (N = 114) (n = 114) (N (N = 103) (N = 103)
= 103)
IIpouent
IMaMUCHTH C
E"fg’gl;i’;fm 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
U3XOAHOTO
HHBO
0,
Uperernoha | 4480 25,9% 26,7% 38.3% %Iégo/o 28,0%
1(395(y T |(330.56.6) (11,8, 40,1) (13,1, 40,3) (24.4,52,1) o (13,3, 42,6)
0 1
p-cToitHocT p _ _ p p _
<0,0001 p=0,0006 p=0,0003 <0,0001 = 0,0004 p=0,0004
Cpenna
MpOMSsHA B
BCVAB),
ETDRGD 17,3 -4,0 16,2 38 13,0 15 18.0 33 16,9 38 13,7 6,2
besyittat sa (12,8) (18,0) (17,4) (17,1) (17,7) (17,7) (122) 141 | w8 | @82 (17,8) (17,7)
OyKBH OT
HU3XOIHOTO
HuBO (SD)
Pasnuka B
LS epema | 917 12,7 118 é‘é’g (15’22 76
HoeTABLD (17,4, 26,0) (7,7,17,7) (6,7, 17,0) 18 ’7)' 18’2’) (2,1,13,1)
(95% JTHD)
p-cToitHOCT p p _
p < 0,0001 p < 0,0001 p < 0,0001 <0.0001 <0.0001 p =0,0070
A)

Pasmkara e adpmubepuent 2 mg Q4 cenMuIt MUHYC KOHTpOJIa

5 Pasnmkara n noepuTenHuAT uaTepBan (M) ce m3uucnaBar, Kato ce m3nonssa TecT Ha Cochran-Mantel-Haenszel (CMH), kopurupan 3a peruon (AMepuka

crpsimo ocranasnara yact ot ceta 3a COPERNICUS u Espomna cripsimo Asust/Tuxookeancku peruon 3a GALILEO) 1 u3zxonna kareropust o BCVA

(> 20/200

u < 20/200)

B BCVA: Haii-no6pe xopurupana 3putenna octpota (Best Corrected Visual Acuity) ETDRS: [Ipoy4sane ¢ panHo jeuenne Ha auabetna perunonarus (Early
Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsine Ha ganHuTe OT nocienHoro Habmoaenue (Last Observation Carried Forward)
SD: CraHgapTHO OTKJIOHEHHUE
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)]

1Y)

E)

x)

LS: Cpeanu croitHOCTH MO METO/Ia Ha Hal-MaJIKUTE KBaapaTH, nonyuenn oT ANCOVA

Pa3nuka B cpeaHuTE CTOMHOCTH 1O METOAA HAa Hali-MankuTe kBaapartu (LS) u noBepurenen narepsai Ha 6a3ara Ha Mojenn ANCOVA c ¢akTopu: rpymna Ha
JieyeHune, pernoH (Amepuka crpsimMo ocranaiara gact ot ceera 38 COPERNICUS u EBpona cripsimo Asust/Tuxooxeancku pernos 3a GALILEO) u usxonHa
kateropus mo BCVA (> 20/200 u < 20/200)

B mpoyuBanero COPERNICUS manueHTrTe B KOHTPOIHATA TPyIIa ca MOTIIH JIa TTorydaBaT adaubepent npu Bp3HUKBAaHE HA HYKIa, C YeCTOTa BEAHEXK Ha
BCEKH 4 ceMHIM OT ceaMuna 24 10 cexMuna 52; MarueHTHTe ca UMl BUSUTH Ha BCEKH 4 CEMMUITH.

B mpoyuBanero COPERNICUS xakTo manueHTHTEe OT KOHTPOIJIHATA TPYIIA, Taka U MaleHTuTe Ha adubeprent 2 mg, ca moiaydasaiu adiaubeprent 2 mg npu
BB3HMKBAHE HAa HYX/Ia C YECTOTA BEIHBX Ha BCEKH 4 CEIMHLM OT ceaMuLa 52 1o cenmuia 96; marueHTUTe ca UMalli 3abJDKUTEIIHN BU3UTH Ha 3 Mecena, HO €
MOJKeIo J1a OBIaT MPETJIekTaHu U Ha BCEKH 4 CEAMUIIH, aKO € HEOOXOIMO.

B npoyuBanero GALILEO kakTo nanuMeHTUTe B KOHTPOJIHATA IPYIIa, Taka U MaueHTuTe Ha aduimbepuent 2 mg, ca nosy4yaBain agaubeprent 2 mg npu
HY’KJ1a, Ha BCEKH § CEeIMULIM OT ceAMMUIIA 52 710 ceAMHUIIa 68; MAIMEHTUTE Ca UMAIIH 3aIbJDKUTEIIHA BUSUTU HA BCEKU 8 CEIMUIIH.
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®urypa 2: CpegHa npoMsiHa OT U3XO0JHOTO HUBO 1o cenmuna 76/100 B 3puTenHarta ocTpoTa Mo rpyIu Ha
nedenue 3a npoyusBaauata COPERNICUS u GALILEO (LisnaTta aHanu3upaHa MOy Ias)

COPERNICUS
20 I
© é;'l?ﬁ
I R S ST
s — | A
E < A \ P 2 e R, A +13.0
&g -‘ |
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58 | e A 137
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Ceamuumn

—~=A— AdnubepuenTt 2 mg

-~ KOHTpPONHa rpyna

% II'ona:;Ba npeMuHaBaHeTO Ha KOHTponHaTta rpyna kbm PRN neuyeHue c adnubepuent 2 mg

B GALILEO, 86,4% (n = 89) ot rpynata Ha adimbepuent u 79,4% (n = 54) ot rpymnara Ha mamnedo ca
ommu ¢ OLIPB nepdysus Ha uzxoauo HuBo. B cenmuma 24, Tosa ca onmm 91,8% (n = 89) B rpymnara Ha
admmbepuent u 85,5% (n = 47) B rpynata Ha 1iaine6o0. Te3u mponopIuu ce MoIbPKAT B ceaMuiia 76, ¢
84,3% (n = 75) B rpymnara Ha apnmbepuent u 84,0% (n = 42) B rpynara Ha miare6o.

B COPERNICUS, 67,5% (n = 77) ot rpynara Ha apmmbeprent u 68,5% (n = 50) ot rpynara Ha 1uiane6o
ca 6w ¢ OLIPB nepdy3us Ha uzxomHo HuBo. B ceamuna 24, Tosa ca 6w 87,4% (n = 90) B rpynara Ha
admmbepuent u 58,6% (n = 34) B rpymnata Ha 1uiane6o. Te3u mponopiuu ce nogabpxat B ceamuia 100, ¢
76,8% (n = 76) B rpymnara Ha adiubdepuent u 78% (n = 39) B rpynara Ha miane6o. [TarmeHTuTe B rpynara
Ha Tuianebo ca MMaiy MpaBo Ja nmojyyasaT adaubepiient ot ceamuna 24,

BbrraronpustHUAT e(heKT OT JieueHneTo ¢ adIuOepIenT BEPXY 3puTeIHaTa (YYHKIHS € TTOJT00CH B
U3XOHUTE TOATPYIH OT NanueHTy ¢ nepdysus u 6e3 nepdysus. EdQexrure Ha JeueHNETO BHB BCUHUKH
OIICHSIEMU TOJTPYIHU (HAIp. BB3pacT, MOJ, paca, 3puTeiIHa OCTPOTa Ha U3XOIHO HUBO, IPOIBIKUTEITHOCT
Ha OLPB) BBB BCSAKO OT MpOyUYBaHUATA Ca OV IPHHIIMITHO CHOTBETCTBAIIN HA PE3yJITATUTE B OOIIHTE
TOITYJIAIN K.
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[Ipu ananu3a Ha 0600menute nanau oT GALILEO u COPERNICUS adnubeprienT mokazpa KIMHUYHO
3HAYMMHM [TPOMEHH OT M3XOJHOTO HMUBO 32 IIPEIBAPUTEIIHO OIpe/Ie/ieHaTa BTOPUYHA KpaliHa TOYKa 3a
eduracHoCT. BerpocHuk 3a 3putenHara ¢pyHKius Ha HarnoHaHUS 0 TaIMOIOTHYEH HHCTHTYT
(National Eye Institute Visual Function Questionnaire (NEI VFQ-25). BennunHaTa Ha Te3u IPOMEHH €
mo100Ha Ha HaOMroaBaHaTa B IyOIMKyBaHUTE KIMHUIHY MPOYYBAHUSA, KOETO ChOTBETCTBA Ha MPHUOABSIHE
Ha 15 6yxBu B Hait-no6pe kouTposupana spurenta ocrpora (Best Corrected Visual Acuity, BCVA).

Omox na maxynama éciedcmsue na OPPB

BezonacHocTTa 1 epukacHoCTTa Ha adIMOEpLUENT ca OLEHEHH B €HO PAaHJOMU3UPAaHO, MHOTOLIEHTPOBO,
JBOHHOMAaCKHPaHO, aKTUBHO-KOHTPOJIUPAHO NPOyYBaHe MIPH MALMEHTH C OTOK Ha MaKyJjara BCIIEICTBHE
Ha OPPB (VIBRANT), xoeTo BKJIIOYBA XeMHPETHHAIHA OKITy3us Ha BeHa. O6mo 181 manuenTu ca
JIEKyBaHH U ca OMJIM IOJXOJISIIH 32 OlleHKa Ha epukacHocTTa (91 ¢ agnmubepuent). Be3pacrra Ha
nanyeHTuTe Bapupa ot 42 1o 94 ronunu, cpenHo 65 rogunu. B nmpoyusanero 3a OPPB, npubnusurenno
58% (53/91) ot manmeHTUTE, paHAOMU3HPAHH 3a JiedeHue ¢ adrbdepIenT ca OMIM Ha Bb3pacT 65 TOaUHH
WU TI0-BB3PaCTHH, ¥ pHOIM3nuTenHo 23% (21/91) ca Ounu Ha BB3pacT 75 TOAWHY WIK TIO-BB3pacTHU. B
NPOYYBaHETO MAUCHTUTE ca PaHAOMHU3UpaHH B choTHOWEeHKE 1:1 B rpyna Ha adnubepuent 2 mg Ha
BCEKH 8 ceaMHLU ciell 6 HayaJIHU MECEUHH MHXKEKIUH, MM Ha Jla3epHa (oToKoaryanus, MpuiokKeHa Ha
W3XOJIHO HUBO (HapeueHa ,Jiazep-KoHTpoHa rpyna’). [lanueHTuTe B 1a3ep-KOHTPOJIHATA TPyTia MOTaT Jia
MoJy4at JAOMBIHUTEHA JTa3epHa (poToKoarynanus (HapeyeHa ,,ClIaCHTEIHO Ja3epHo JieueHne ),
3aroyBaila B ceMuna 12 ¢ MuHMManeH uaTepBai ot 12 ceamuny. B3 ocHOBa Ha npeBapUTEIIHO
OIIpEleNICHH KPUTEPUH, IALIMEHTUTE B I'pyIIaTa ¢ Jla3ep MOrar Aa IOoJIy4aT CIIACUTEJIHO JICYCHHUE C
admmbepiient 2 mg OT ceamuiia 24, npujaraHa Ha BCEKU 4 CEAMUIIM B TIPOJIbIDKEHHE HA 3 Mecela,
MOCJIEIBAHO HA BCEKH § CEAMUIIH.

B ximmamanOTO ipoyuBaHe VIBRANT, mppBuuHaTa kpaifHa TOUKa 32 €PUKACHOCT € OFIT IPOICHTHT
MAaIUeHTH, KOUTO ca ce moaoopwiu ¢ oHe 15 0ykeu B BCV A Ha ceqmuiia 24 B cpaBHEHHUE C U3XOTHOTO
HUBO KaTo Tpymara Ha aduOeplenT MpeBb3X0K/1a Ta3h Ha JIa3epHUS KOHTPOJ.

Bropuunara kpaiiHa Touka 3a epuKacHOCT Oellle IpOMsIiHA B 3pUTeNIHATa OCTPOTa B ceAMUIIa 24 B
CpaBHEHHE € NU3XOAHOTO HUBO, KOATO € Onjla CTaTUCTUYECKM 3HaYMMa B 110J13a Ha adIuOepenT B
npoyuBaneTo VIBRANT. [TogoOpeHnne Ha 3puTeIHaTa OCTPOTA € HACTBITMIO OBP30 U JOCTHTHATO Ha
Mecell 3 ¢ ImocienBaIio noabpkane Ha edexra 1o mecery 12.

B rpynara Ha nazepHo JieueHue, 67 MaHeHTH ca MOJNyYUIIN CIIACUTENHO JICYeHUE ¢ adinOepIenT,
3aroy4BaIio B ceaqmuiia 24 (akTHBHA KOHTpoJa/Tpyna Ha agimbepment 2 mg), KOETO BOJH 110 MTOA00PCHIE

B 3pUTEITHATa OCTPOTA C OKOJIO 5 OYKBU OT ceamuiia 24 10 ceamuia 52.

[HoxpoGHM pe3ynTaTu OT aHANMKM3a HAa KIMHHYHOTO rpoyuBaHe VIBRANT ca moka3anu B Tabmuna 4 1 Ha
¢urypa 3 no-momny.
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Ta6auna 4: Pesynratu 3a eukacHocT B cenmuna 24 u ceamuna 52 (Lsnara ananuzupaHa momyiamus ¢

LOCF) B ximmanyHOTO NipoyuBane VIBRANT

Pe3yarartu 3a egpukacHoct VIBRANT
24 ceqmunm 52 cexmumn
Adandepuent AKTHBHA Adaubdepuent | AKTHBHA KOHTPOJIA
2mg Q4 KOHTpOJa 2mg Q8 (n1azep/adpmbepuenTt
(N =91) (;1azep) (N=91)D 2 mgh)
(N =90) (N =90)
[IponeHT MarMeHTw ¢ ToA00peHHe 52 7% 26.7% 57 1% 41.1%
> 15 6ykBu oT n3x0xHOTO HHUBO (%) ' ' ' '
Ipeternena pazmka™® (%) 26,6 16.2%
(95% ON) (13,0, 14,1) (2,0, 30,5)
p-CTOMHOCT p =0,0003 p = 0,0296
Cpenna mpomsina B BCVA,
nsmepena upe3 ETDRSC ckop 3a (ﬂ’g) (162’99) (]1_;’1) 12,2 (11,9)
OYKBH OT U3X0IHOTO HHBO (SD) ' ' '
Paznuka B LS cpenna 105 59
croinocTA® ' '
(7,1, 14,0) (1,7, 8,7)
0,
Sz T/O Iﬂ{% p < 0,0001 b = 0,0035F)

A)
b)

Pasnukara e adpmubepuent 2 mg Q4 ceamuiy MuHyc KOHTposa (Jiazep)
Pasmukara u 95% mosepurenuust unrepsai (1) ce usuncnssar, kato ce usnonssa tect Ha Mantel-Haenszel,

Kopurupat 3a peruoH (CeBepHa Amepuka cripsiMo SnoHust 1 u3xoaHa kareropust no BCVA (> 20/200 n

< 20/200)

B)

Pa3nuka B cpeHUTE CTOMHOCTH 1O METOA HAa Hal-MankuTe kBaapatu (LS) u 95% nosepurenen nHTepBai Ha
6azara Ha Mozmenn ANCOVA c rpymna Ha edeHune, m3xonHa kareropus mo BCVA (> 20/200 u < 20/200) u peruon

(CeBepra Amepuka cripsaMo SAmoHusT) KaTo ABITOTpaiiHu edekTn u n3xoaHa kareropus mo BCVA kato

KOBapuarta.
)

oT 4 cegMuIy Ha 8 ceIMUIM TIpe3 ceaMuIa 48.

A B nayanoTo Ha ceiMuIa 24 MAlMEHTUTE B IPyIaTa Ha JeUeH e C JIa3ep MOraT Ja II0dyJaT CIacUTeIHA TepaIus ¢

Ot cenqmuna 24 nHTEpBaNa Ha JeYSHHE B TPyIaTa Ha JieueHue ¢ ahaudepuenT € yIBDKEeH 32 BCHUKH HalueHTH

agumbepuent, ako JOCTUTHAT MIOHE €IMH MPEABAPUTEIIHO ONpeiesieH KpUTepuii 3a mpuroanoct. Oomo

67 nauyeHTy B Ta3u rpyna ca Mnojy4uiIn CliacCuTeNHo JieueHue ¢ aduubeprent. OukcupaHaTta cxema Ha JedeHUe

C a(bm/l6epuenT € TpU OI'bTHU a(an/IGepuenT 2 mg Ha BCCKU 4 CCIMMUIIY, ITOCJICABAHO OT MHXXCKIIMNU HA BCCKH

8 cenMuIy.

B Homunanna p-croitHoct
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®urypa 3. Cpenna npomsina B BCVA, usmepena upes ckop 3a 6yksu no ETDRS ot uzxoanoro HuBo 1o
ceamuna 52 B KIMHUYHOTO npoyuBaHe VIBRANT

VIBRANT
20
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Ceamuum
— A Adnubepuent 2 mg i@y KOHTpOMHa rpyna (nasep)

Ha u3xo1H0 HUBO AeTBT HA MAIMEHTUTE ¢ TIepdy3us B TpymaTa ¢ adauOepuenT U IPpynuTe Ha JIeYeHUE C
nazep e cboTBeTHO 60% 1 68%. B cenmuria 24 te3u asmose ca cboTBeTHO 80% 1 67%. B rpymara Ha
nedeHue ¢ adauOeplenT NPOICHTHT Ha MAlMeHTH ¢ epdy3us ce 3ama3sa 1o ceamuiia 52. B rpymnara Ha
JICUCHUE C J1a3ep, KbACTO MAIUCHTUTE ca OMIIN TIOJXO/ISIIH 32 CIIACUTEIIHO JieueHUe ¢ adIuOepIenT OT
ceaMuna 24, nerbT Ha maleHTuTe ¢ nepdysus ce e yBemnyw 10 78% B ceqmuiia 52.

Juabemen maxynen edem

be3omacHocTTa 11 eprkacHOCTTa Ha ahTUOEPIICTIT Ca OIICHEH! B IBE PAHIOMHU3HPAHN, MHOTOIICHTPOBH,
JBOIMHO3ACTIEIeHH], aKTHBHO-KOHTPOIMPAHH POy dBaHus npu narments ¢ JIME (VIVIDPME
VISTADME). 00610 862 manueHTH ca OUITN JISKyBaHH U OLICHseMH 3a epuKacHOCT, 576 ¢ adubepienT.
Bnb3pacrra Ha mariuenTuTe Bapupa ot 23 10 87 rogunu, cpeaHo 63 ronunu. B mpoyuBanusita 3a JIME,
npubmzutenaHo 47% (268/576) ot nalMeHTUTE, PaHIOMHU3UPAHH 3a JieueHue ¢ adauOepIenT ca OMIM Ha
BB3pacT 65 TOIAWHH WK TO-BB3pacTHH, U MpHOIU3uTenHo 9% (52/576) ca 6unu Ha BB3pacT 75 TOAMHU
WK TI0-BB3pacTHU. [loBeueTo manueHTH B [BETe NMpoy4Banus ca Ownm ¢ auadert tum 11

B nBere npoyuBaHus MaMEHTHTE ca OWIIK paslpeesieHH Ha CIIydacH NPUHIMII B choTHOLIeHue 1:1:1 B 1

OT 3 cXeMH Ha JI03UpaHe:

1)  admmbepuenT, npuiarat o 2 mg Ha BCEKH 8 CEAMMIIM CIIe]] 5 HaYaIHH €KEMECCUHN HHKCKIIUH
(adpmubeprient 2Q8);

2)  admubepuent, npuiaras mo 2 mg Ha Beeku 4 cenqmuiy (adaudepuent 2Q4); u

3)  masepHa (hOTOKOAryJIaIlUsd HA MaKyJjaTa (aKTHBHA KOHTPOJIA).

Karo ce 3amoune B ceqmuiia 24, NaiMeHTUTE, OTTOBAPSIIN Ha MPEABAPUTEIHO ONPEICIICH Ipar Ha 3aryoa
Ha 3PEHHETO, ca OWIIM MOXO AN 3a MOJyYyaBaHe Ha AOMBIHUTEIHO JICYCHUE: MAIIMCHTUTE B IPYNUTE HA
adumbepIenT e MOXeJIo JIa TOJTyYaBaT JCUCHHUE ¢ Jia3ep, a MaMeHTUTE B KOHTPOJTHATA TPyIa € MOXKEIo
Jla ToJTy4aBar auiuOepIent.
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B nBere npoyuBaHusl OCHOBHATa KpaifHa TOUKa 3a eUKACHOCT € OMyla CpeaHaTa MpoMsIHa OT U3XOIHO
HuBO Ha BCVA B cemunia 52 xato asere rpymnu adiubepuent 2Q8 u admmbepuent 2Q4 neMoHCTpUpar
CTaTHCTUYECKa 3HAYMMOCT U TO IT0-BHCOKA OT Ta3M NMPHU KOHTPOJIHATA rpymna. Ta3u mojisa e 3ama3eHa 70
cenmuna 100.

[Moxpo6HH pe3ynTaTh oT aHamm3a Ha npoyusanuaTa VIVIDPME u VISTAPME ca nokasanu B Tabnnma 5 u
(urypa 4 no-noiny.
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Ta6auna 5. PesynraTu 3a eukacHocT Ha ceqmuna 52 u cenmuna 100 (Lsnara ananusupana nonynamus ¢ LOCF) B npoyusaaus VIVIDPME

VISTAPME

Pesyaratu VIVIDPME VISTAPME

3a 52 ceamuum 100 ceamuum 52 ceqmuuu 100 ceqmuu

euxacHocr Adau- Adau- AKTHBHa | Aduu- Adau- AKTHBHa Adau- Aduu- AKTHBHA Adau- Adau- AKTHBHa
Oepuent Oepuent | KOHTpoJia | Gepuent Oepuent | KOHTpoJa| Oepuent Oepuent | KOHTpPoOJa Oepuent depuent KOHTpOJIa
2mgQ8A | 2mgQ4 | (masep) [2mgQ8A | 2mgQ4 | (mazep) |2mgQ8A 2 mg Q4 (nazep) 2mgQ8A | 2mg Q4 (nazep)
(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

HpOMsIHA B

BCVA,

H3MepeHa 1o

ETDRS cxop 10,7 10,5 1,2 9,4 11,4 0,7 10,7 12,5 0,2 11,1 11,5 0,9

3a OyKBH OT

U3XOIHOTO

HHBO

Pazmuxa B LS

cpelHa 91 9,3 8,2 10,7 10,45 12,19 10,1 10,6

croitnoct BBA | (6,4;11,8) | (6,5; 12,0) (5,2;11,3) | (7,6;13,8) (7,7,13,2) | (9.4;15,0) (7,0;13,3) | (7,1, 14,2)

(97,5% 1)

IIpouent

MALHEHTH C 31,1% 38,2% 12,1% 33,1% 38,3% 13,0%

§°f°6p"““e 33% 32% 9% 31% 42% 8%

> 15 GykBH OT

U3XOIHOTO

HMBO

KOpI/II‘I/IplElI-lIgaﬂ 24% 23% 19,0% 26,.1% 23% 34% 29,1% 25,.8%

ey | (135:349) (126:339) 8,0;29,9) | (148:375) (135 33,1) | (24.1; 44,4) (9.6:306) | (15.1;366)

A CJ'IC,H 3all04YBaHe Ha JICUCHHE C 5 eKEeMeCeCUHU HWHXCKINHU

b

neyenne. OcBeH ToBa 3a VIVI

a"amuesa 3a MU n/umu CVA

DDME

Pasmkara e rpynara ¢ adgaubeprent MUHYC Tpynara ¢ akTUBHaTa KOHTpoJa (J1azep)
Pasmkara ¢ nosepurenen uatepsai (1) u craTiucTHdeckn TeCT ce M3UHCIABAT, KaTo Ce U3I0NI3Ba cxeMa Ha Mantel-Haenszel, kopurupana 3a pernox

(Espona/Ascrpanus cupsamo Sdnonus) 3a VIVIDPME y anamuesa 3a MU u/winu CVA 3a VISTAPME

A BCVA: Haii-no6pe xopurupana sputensa octpora (Best Corrected Visual Acuity)

LS cpenna croiiHocT 1 noBepuTerneH nHTEpBai Ha 6a3ara Ha Mosesl ANCOVA ¢ BCVA onpenenste Ha M3X0JHO HUBO KaTO KOBapuara U (akTop 3a rpymna Ha
KaTo ¢axrop e BKiIodeH pernoHsT (EBpona/ABcrpanus cnpsmo Snonns), a 3a VIST

APME xato hakTop € BKIFOUEHa

ETDRS: IIpoyuBane ¢ panHo nedeHne Ha auadetHa peruHonatus (Early Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsine Ha ganHuTe OT mocienHoro Hadmoaenue (Last Observation Carried Forward)
LS: Cpeanu croitHOCTH MO MeTO/Ia Ha Hall-MaJIKUTE KBaapaTH, noixydenn oT ANCOVA
JW: JloBepuTeneH UHTepBal
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®urypa 4: Cpenna npomsina B BCVA, uzmepeHna upe3 ckop 3a 6yksu o ETDRS ot u3zxoaHo HUBO
1o cexmuna 100 B mpoyusanmsaTta VIVIDPME iy VISTAPME
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Ceamuum
— [— AdnubepuenT 2 mg Q8 ceamuum —A Adnvbepuent 2 mg Q4 ceammuyn

~ @@~ KOHTPOmHa rpyna

EdexTute OT ICUEHUETO B OLICHAESMHUTE MOATPYIH (HAIp. Bb3PacT, 11oJ1, paca, HbAlc Ha u3Xx01HO
HUBO, 3pUTEITHA OCTPOTA HA M3XOJ/HO HUBO, npenxoqHa anTu-VEGF Tepamnus) BB BCSKO Ipoy4yBaHe U
B KOMOMHHUPAHUS aHAIM3 KATO ISU10 ca OWIIH B ChOTBETCTBHE C PE3YATATUTE B OONIUTE TOMYJIAINH.

B npoyusanusaTta VIVIDPME u VISTAPME crotBetHO 36 (9%) 1 197 (43%) NaIMeHTH ca TOMydaBaiy
npenxonna aHTH-VEGF tepanusi, ¢ 3-MecedeH Wil Mo-IbJIbT IEPHO Ha ouucTBaHe. EQekTure ot
JICYCHUETO B TTOATPYIIaTa MAIlMeHTH, KOUTO ca JiekyBanu ¢ naxuourop Ha VEGF, ca 6mmn momo6HM Ha
HaO0JII0TaBaHUTE TIPU MAIIUEHTH, HeJleKyBaHu ¢ mHxuouTop Ha VEGF.

[ManmenTture ¢ OuatepanHo 3adonsBaHe ca OniaM noaxoxasmy 3a antu-VEGF neuenue Ha apyroro
0KO, aKO TOBa € OHJI0 OLIEHEHO KaTo HeoOX0MMMo OT nekaps. B npoyusanero VISTAPME 217 (70,7%)
OT MalMeHTUTe Ha adaubepLenT ca MoyTyyaBain IBYyCTPAaHHU WHKEKIMHU aduinOepLenT 10 CeAMUIIa
100; B npoyusaneto VIVIDPME 97 (35,8%) ot namuenTute Ha adubeplent ca MOMydaBaiy pasIMuHO
antu-VEGF nedenne B ApyroTo OKo.

HeszaBucumo cpasuutensno npoyusane (DRCR.net Protocol T) e nznon3Baio reBkaBa cxema Ha
nmo3upane, 6asupana Ha ctporn OCT u 3puUTeTHN KPUTEPUH 3a TTIOBTOPHO JIeueHUe. B rpymnara Ha
neyenue ¢ agumbepuent (n = 224) Ha ceqMuIa 52, TO3W PEKUM Ha JICUSHHUE € Il Pe3yJITaT Mpu
MalKeHTH, TOJTyYaBamy cpegHo 9,2 MHKEKIUH, KOETO € MOJ00HO Ha PUIIOKEHHS OpOH 103H B
rpynara apmubepuent 2Q8 B8 VIVIDPME n VISTAPME jokaro ob6mara edukacHocT B rpymara Ha
nedenue ¢ apmubepuent B Protocol T e cpaBHuMa ¢ rpynata apmubepuent 2Q8 B VIVIDPME
VISTAPME B Protocol T e mabmonaBano cpenso nogodpenue ot 13,3 6yksu kato 42% oT
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NalnyueHTUTe MoI00PABaT 3pEHUETO CH ¢ Hal-MaJKo 15 OyKBH cHpsMO U3XOAHOTO HUBO. PesynraTure,
CBBP3aHH ¢ 0€301MacHOCTTa, IOKa3BaT, 4e 00IaTa YeCTOTa Ha HeXeJIaHU ChOUTHUS KaKTO CBBP3aHH,
Taka ¥ HecBbp3aHH ¢ ounTe (BKIounTenHo ATC) ca cpaBHUMU MEXIy BCHUKH IPYITH HA JEUEHHE BbB
BCSKO OT IMPOYYBAHUATA U MEXY MTPOyUBaHUSATA.

VIOLET, 100-ceqaMuIHO MHOTOIIEHTPOBO, paHIOMHU3HUPAHO, OTBOPEHO, AaKTHBHO KOHTPOJIUPAHO
npoyusane npu nanueHTn ¢ JIME, cpaBHsiBa TpH pa3MvHU CXeMHU Ha NpWiIarane Ha aguudepuenT

2 mg 3a neyenue Ha JIME cnen Haii-Maiko eJHa rojuHa jJeueHue ¢ (PUMKCUpPaHU UHTEPBaJIH, KaTo
JICYEHUETO € 3aII0YHATO C 5 MMOCIeA0BATEIHA MECEUHH JTO3H, MTOCIIECABAHN OT MIpHUJIaraHe Ha BCEKH

2 mecena. [Ipoy4BaHeTo OleHsBa HE MO-MalikaTa e(pUKaCHOCT Ha adunbepuenT 2 mg, Ipuiiara 1o
peXuMa JIeueHHE U PoIbbKaBaHe Ha cxemara Ha npwiarane (2T&E, npu koeTo nHTEpBamuTe MEXK Iy
WH)KEKIIMUTE Ca MOIIbPKaHA HAa MUHUMYM § CEIMUIIM U ca YAbKaBaHU TOCTETICHHO Bb3 OCHOBA Ha
KIMHAYHUTE a2 aHATOMUIHUTE pe3yATaTh) U adaunodeprient 2 Mg, mpwiarad cuoped Hyxaute (2PRN,
IIpU KOCTO MAIMUCHTUTE Ca Ha6HIOI[aBaHI/I Ha Bceku 4 CCAMUIIU U UHIKCKTHUPAHU IPU HCO6XOILI/IMOCT
B3 OCHOBA Ha KIIMHUYHUTE U aHATOMUYHHUTE PE3YJITATH), B CpaBHEHHE ¢ adubepient 2 Mg,
npuiarad Ha Bceku 8 cenmunn (2Q8) mpe3 BTopaTa M TpeTaTa TOAMHA OT JICUSHUETO.

[IbpBUuHaTa KpaiiHa Touka 3a edukacHocT (mpoMsiHa B BCVA oT u3X0HO HHBO JI0 cenmuna 52) e
owmra 0,5 £ 6,7 6ykeu B 2T&E rpymara u 1,7 £+ 6,8 6yksu B 2PRN rpynara B cpaBHEeHHE ¢

0,4 £ 6,7 0yxBu B 2Q8 rpymnara, Karo ce MOCTUIa CTATUCTUYECKU HE MO-MaJikaTa ePUKACHOCT

(p <0,0001 3a nBeTe cpaBHEHHS; TpaHKIIA HA HE MMO-Majkara epukacHocT 4 Oyksu). [IpomeHuTe B
BCVA ot m3xoxn0 HEBO 10 ceamuiia 100 ca Omiim KOHCUCTEHTHH C pe3yJITaTUTE Ha cenMuIa 52: -
0,1 £9,1 6yxBu B 2T&E rpymara u 1,8 + 9,0 6yxBu B 2PRN rpymara B cpaBuenue ¢ 0,1 + 7,2 OykBu B
2Q8 rpymnara. Cpegausar 6poit nmxexun 3a 100 ceqmumm ca 6unn crorBetHo 12,3, 10,0 m 11,5 3a
2Q8fix, 2T&E u 2PRN.

3pUTENHUTE U CUCTEMHUTE MPOQIITH Ha O€30MMacCHOCT BHB BCHUKH 3 TPYITH HA JIEUSHHE ca TIOJOOHH Ha
Te3u, HabmronaBanu B ocHoBHUTE npoyusanus VIVID u VISTA.

B 2T&E rpynara, yBenn4aBaHeTo U HAaMaJiBAHETO HA MHTEPBAIUTE MEXIY HHKXEKITUUTE ca OWIIH 110
MpelLieHKa Ha U3CIe0BaTelNs; B IPOYyUBAHETO ca MPENOPbYBAHH YBEIUYEHHS OT 2 CEAMUIIU.

Muonuuna xopoudanna Heo8acKyIApU3AYUL

BezomacHocTTa M ehukacHOCTTa Ha aIUOEpLENT ca OLCHEHH B PaHAOMH3UPAHO, MHOT'OLIEHTPOBO,
JIBOITHOMAaCKHpPaHo, TJIane00-KOHTPOINPAHO MPOYIBAaHE MPHU HEJICKYBAaHH IPEIH TOBA MAIIUEHTH OT
azmarcku npousxona ¢ muonmaHa XHB. O6mio 121 marueHTH ca IeKyBaHH U ca OIICHIEMH 3a
e¢ukacHoct (90 ¢ adnubepuent). Br3pactTa Ha manueHTHTe Bapupa Mexay 27 u 83 TOAWHU, CPEIHO
58 ronunu. B npoyuBanero 3a muonnyna XHB, npubnusurenno 36% (33/91) ot nauueHTHTe,
PaHIOMHU3UPAHH 3a JedeHue ¢ aguubdeprenT ca OMIN Ha Bb3pacT 65 TOIUHN WM TT0-BB3PACTHH, U
npubnmzutenno 10% (9/91) ca 6unu Ha BB3pacT 75 TOAMHYU HIIH MO-BBH3PACTHU.

[NanpeHnTUTE Ca pa3npeaeneHy Ha CIy4aeH IPUHLNI B ChOTHOLIEHHUE 3:1 Aa momyyaBaT win 2 mg
amubepenT HHTPABUTPEATTHO, WITH HHXKEKITHH C IUIae0o, IpmiaraHi BEIHBXK B HAYAJIOTO Ha
MPOYYBAHETO, C JOIMIBIHUTEIHN UHXCKIUH, TIPUTIATaHA €KEMECEYHO B CIy4Yail Ha epCUCTUPaHE WU
penuIuB Ha 3a00JIIBaHETO, 0 cenMuIia 24, KOraTo € olleHeHa IMbpBUYHATa KpaiiHa Touka. Ha
ceamuIia 24 nmarueHTuTe, paHI0MA3HPaHN TFPBOHAYAIHO Ha TuTane0o, ca OMIH MOoAXOASIIH Ja
noJiyuaT mbpBara f03a agubepient. Ciel ToBa, MAMEHTUTE U B IBETE TPYITU Ca MPOIBIDKUIN J1a
OBJIaT MOAXOIAIIM Ja TTOJTyYaBaT JOIBIIHUTESITHN HHKEKIUH B CIIy4Yail Ha IEPCUCTHPAHE WU PEIUINB
Ha 3a00JIIBaHETO.

Paznukara Mex1y rpynuTe 3a JIeUeHHE € CTATHCTUYECKU 3HaYMMa B 110J13a Ha adnOepIenT 3a
IbpBUYHATA KpaitHa Touka (mpomsiHa B BCVA) 1 moTBbpANTEIHA BTOPUYHA KpaifHa ToUKa 3a
eukacHOCT (TPOIIEHTHT MAIEHTH, KOUTO ca ce mogobpmmu ¢ 15 0yxsu 8 BCVA) Ha cenmuna 24, B
CpaBHEHHE C U3XOJHOTO HUBO. Pa3nukure 3a ABeTe KpaliHU TOUKH ca Ce 3ara3miu 1o ceamuna 48.
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[onpoOuu pesynratu ot aHanu3a Ha npoyuBaHeTo MYRROR ca nokazanu B Tabnuna 6 u @urypa 5

Mo-70Ty.

Ta6auna 6: PesynraTu no oTHouieHue Ha eprkacHOCTTa Ha cenMuna 24 (TbpBUYCH aHAIIU3) U
cenmua 48 B mpoyuaneto MYRROR (Ilsnata ananusupana nonynamus ¢ LOCFY)

Pe3yaratu no oTHomeHne Ha MYRROR
epuxacHocTTa 24 cexmMunu 48 cemmunm
Adaudepuent | Ilmanedo | Adaubepuent IInamedo/
2 mg (N=31) 2mg Adanbdepuent
(N =90) (N =90) 2 mg
(N=31)

Cpenna npomsia B BCVAP),
OIlcHKaTa Ha OYKBUTE H3MEPECHA 12,1 -2,0 13,5 3,9
gype3 ETDRS oT u3x01HO HUBO (8,3) 9,7 (8,8) (14,3)
(SD)”

EZSEIP)I:;HBa croitroct BTV 10 %;_1’%7 4 5 49’53 5

(95% HI/I) ( 1 ’ ) ( " ' )
EpOI_IeHT MAIUEHTH C TIOA00peHne 38,9% 9,7% 50,0% 29.0%
> 15 OyKBH OT M3XOJTHO HHBO

Ipeternena pasnuka ' 29,2% 21,0%

(95% A1) (14,4, 44,0) (1,9; 40,1)

A LOCEF: lpenacsne Ha naHuute ot nocneanorto Habmoaenue (Last Observation Carried Forward)
5 BCVA: Haii-n106pe kopurupana sputenna ocrpora (Best Corrected Visual Acuity)
ETDRS: [IpoyuBane ¢ panHoO JedeHne Ha auadetHa peruHonatus (Early Treatment Diabetic Retinopathy

Study)
SD: CTaHZapTHO OTKIOHCHHE

B) LS cpenna croiinoct: CpemHyu CTOMHOCTH IO METO/IA Ha HA-MAJIKHUTE KBAIPATH, IIONYYEHH OT MOJIE

ANCOVA
JUW: loBepuTeneH UHTEpBaI

A Pasnuka B cpeHHTE CTOMHOCTH IO METO/A Ha Haii-mankuTe kBaapaTu (LS) u 95% JIU na 6azarta Ha Moaen
ANCOVA c rpyna Ha jiedeHue U JbpikaBa (0003HaYeHUs 3a IbpkaBa) kato Gpukcupanu edextu, 1 BCVA Ha

HN3XOAHO HUBO, KaTO KOBapHaHTa.

E) Pasnukara u 95% JIU ce nzuucnssar, kato ce usnonssa tect Ha Cochran-Mantel-Haenszel (CMH),
KOpHUTHPAaH 3a Ibp)kaBa (0003HauCHNUS 3a bpKaBa)
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®@urypa 5: Cpenna npoMsiHa oT u3xoAaHo HUBO A0 Cenmuua 48 B 3puTeiaHaTa OCTpOTa IO rpyma
Ha seueHre B mpoyuBaHeTo MYRROR (Llsnata ananusupana nomynamus, LOCF)

MYRROR
+13.5

R

g

8 e +39

CpeaHa npoMsiHa B 3pUTefiHaTa ocTpoTa

—{1— AdnubepuenT 2 mg e — KoHTponHa rpyna

HeauaTpuyna momynanus

EBponeiickara areHuus 1o JiekapcTBaTra 0CBOOOXKAaBa OT 3aIbJDKEHUETO 332 IPEAOCTaBSIHE Ha
pesyiTaTuTe OT NPOyYBaHUATA C auuOepLUenT BbB BCUUYKHU IOATPYNN HA IeIUaTPUIHATA [IOITyJIAIHs
npu Biaxxkua B/IM, OLIPB, OPPB, IME u nomynaruu ¢ muonnaaa XHB (Bx. Touka 4.2 3a
uHpOpMAIIHsl OTHOCHO yIoTpedara B IeIUATPHUATA).

5.2 dapmakoKHHETHYHHU CBOHCTBA

A(I)J'II/I6epI_ICHT CC Ipujrara IMPEKTHO B CTBKIIOBUAHOTO TAJIO, 3a Ja OCBIICCTBU JIOKAJTHU e(l)eKTI/I B
OKOTO.

AOcopouus/Pasnopenenenue

Admmbeprent ce abcopObupa 6aBHO OT OKOTO B CHCTEMHOTO KPBHBOOOpAIIICHNE CIIeT HHTPABUTPEATTHO
MPUJIOKEHHE U Ce HA0JII0/IaBa B CHCTEMHATA IUPKYJIalys MPEIMMHO KaTO HEAKTUBEH CTa0UIICH
komruieke ¢ VEGF; obaue camo cBoOoaHHAT adubepenT uMa CriocoOHOCTTa /1a Ce CBBhP3Ba C
ennorennus VEGF.

B enHO (hapMakOKHHETUYHO MOANPOYYBAHE MPH 6 MAIUSHTH ¢ HEOBacKyiapHa Biaxkaa BJ/IM ¢ uecto
B3eMaHe Ha MPOoOU, MAKCUMAITHHUTE MJIa3MEHU KOHIICHTPAIUK Ha CBOOOIeH adubepIienT (CHCTeMHA
Cmax) Ca HUCKH, ChC CpeiHa cToMHoCT nmpubmmsutento 0,02 mukporpama/ml (muamason ot 0 mo 0,054)
B paMKuTe Ha 1 10 3 AHM Clie]] FHTPaBUTPEATHO MHKECKTHPAHE HA 2 Mg U ¢a HEOTKPUBAEMHU JIBS
CEMUIIN CIIE/ OJyYaBaHe Ha J103aTa MPH MMOYTH BCUUKU MalUeHTH. A(IuOepIienT He KyMyJupa B
ITa3MaTa MpHu UHTPABUTPEATHO MPUIIOKEHHE TIpe3 4 CEIMUIIH.

Cpennara MakcuMallHa IIa3MeHa KOHIIEHTpalust Ha cBoboeH admbepuent e npudausutenno 50 10
500 mpTH MO KOHIIEHTpAIUATA Ha adumbepIienT, HeoOXoanuMa 3a HHXHOUpaHe Ha OHOJIOTHYHATA
aktuBHOCT Ha cuctemMuust VEGF ¢ 50% B >xuBotnnCcKH Monenu IIpu Tsx ca HaOIrogaBaHy IpOMEHH
Ha KPBBHOTO HaJISITAHE CJIE]] KATO HUBAaTa HA CBOOOJIeH apiiubepIient B KPbBOOOPAIIIEHUETO ca
nocturHany npuodmumsutenHo 10 Mmukporpama/ml ¢ BpbIiaHe 10 U3XOJHOTO HUBO CJIe] NajlaHe Ha
HHBaTa 10 1Mo mpuomm3uTeHo 1 Mukporpam/ml. M3unciero e, 4e cien HHTPaBUTPEaTHO
NpUIOKEHNE Ha 2 Mg MPH MAMeHTH, CpeiHaTa MaKCUMallHa TIa3MeHa KOHIIEHTpaIus Ha CBOOOJICH
adnmbepuent e moBede ot 100 mbTH MO-HUCKA OT KOHIIEHTpanuaATa Ha adaubdepiient, Heooxoauma 3a
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NOJy-MaKcuMaliHO cBbp3BaHe Ha cucteMHuTe VEGF (2,91 mukporpama/ml) mpu npoy4BaHe cbC
31paBu 1oOpoBomy. ClegoBaTeIHO ca MaJIKO BEPOSITHU CUCTEMHHU (papMaKoAMHAMUYHH €(eKTH KaTo
MIPOMEHH B KPBBHOTO HaJISITAHE.

BbB papmakoxunernyrn noanpoyuBanus npu nanueata ¢ OLIPB, OPPB, IME wnu muonuana XHB
cpenHa Cmax Ha cBOOOICH ahmuOepIienT B Iia3Mara ca OMiIi CXOIHH, ChC CTOMHOCTH B AMarna3oHa OT
0,03 1o 0,05 mukporpama/ml ¥ UHIUBUIYATHH CTOMHOCTH, KOUTO HE HajaBuiasat 0,14
mukporpama/ml. Criex ToBa, Maa3MeHUTE KOHLIEHTpAMK Ha cBOOOAeH adaubepLent cnagar 10
CTOWHOCTH TOJ WK OJIM3KH 0 JI0JTHATA TPAHUIA Ha KOJIMYECTBEHO OIpeiesTHe OONKHOBEHO B
paMKHTE Ha eHa CEAMULIA: HEOTKPHUBAeMH KOHIIEHTPAIMH CE€ IOCTUTaT MPeIn CIEABAIIOTO
NpPUIOKEHHE ciiea 4 CeIMUIM MTPY BCHYKH MAIlHEeHTH.

Enumunupane
Twii karo adaubepIienT e TepaneBTHYHO CPEJICTBO HA OCHOBATA Ha MPOTEHH, HE Ca IIPOBEKTAHU

NPOYYBaHUS 32 META0OIN3MA MY.

CobomausT agumbepuent ce cebp3Ba ¢ VEGF, kato o0pasysa crabuiieH nHepTeH KomIuieke. Kakro
IpU IPYTUTE MIPOTEHHH C TOJIsIMa MOJIEKYJIa, Ce 04aKBa M CBOOOJHHAT, U CBBbp3aHuAT aduubepLent aa
ce SMMMUHHPAT Ype3 MPOTCOTUTHICH KaTa0O0IN3bM.

Br6peuno yBpexxaane
He ca npoBexnanu cneunanHy NpoyyBaHus ¢ ahauOeplenT NpHu NaueHTH ¢ ObOpeyHO YBpekKaaHe.

DapMaKOKMHETUYHUAT aHAIN3 Ha NaleHTuTe B mpoyusaneto VIEW2, 40% ot xouto ca umanu
0BOpeuno yBpexaane (24% neko, 15% ymepeno u 1% Texko), Moka3Ba JUIca Ha Pa3IuKH 110
OTHOLICHUE HA IJIa3MEHNUTE KOHIEHTPAllMY Ha aKTUBHOTO BEILLIECTBO CJIE]] HHTPABUTPEATHO
MIPIIOKECHHE TIpe3 4 WK 8 CeIMUIIN.

[lono6uu pesynratu ca HabmronaBanu npu nanuentd ¢ OLIPB B npoyusaneto GALILEO, npu
naruentn ¢ JIME B npoyusarero VIVIDPME u mpu nammentu ¢ Muommuna XHB B ipoyuBaHeTo
MYRROR.

5.3 IlpeakJuHUYHU JAHHH 32 0€30MACHOCT

HpI/I HCKJIMHUYHUTEC NPOYUBAHUA 34 TOKCUIHOCT IIPU MHOTOKPATHO MpHUJIaraHe G(I)GKTI/I ca
Ha6J'IIO,I[aBaHI/I CaMoO IIpu CUCTEMHHU €KCIIO3UIINH, 34 KOUTO C€ CUNTA, Y€ 3HAYUTCIIHO Ha/IBUIIIaBaT
MaKCHUMaJIHaTa €KCIIO3ULMS IIPU X0pa CJICA UHTPABUTPCATHO ITPUIIOKCHUE B IPCABUACHATA KIIMHUYHA
J03a, KOCTO ITOKa3Ba MaJIKO 3HAYCHHC 3a KIIMHHUYHAaTa yHOTpe6a.

Eposzun u ynmepanyy Ha peciupaTopHAS EMUTEN B Ha3THUTE XOI0BE HA MaliMyHH, JIEKYBaHHU C
aubepienT UHTPABUTPEATHO, Ca HAOJIFOIaBaHU TIPU CUCTEMHU €KCIIO3HIINHU, HA[BUIIIABAIIN
MaKCHMaJlHaTa €KCIo3ulus npu xopa. CucreMHara eKCo3uius Bb3 0CHOBAa Ha Cmax 1 AUC 3a
cBoOOIeH adubeprienT ¢ choTBETHO 0K010 200 1 700 MBTH MO-BUCOKA B CPaBHEHUE ChC CHOTBETHUTE
CTOWHOCTH, HAOJIF01aBaHU TIPH XOpa CJIe]] HHTPABUTPEATHO MPHUJIOKEHHE Ha 1032 oT 2 mg. [Ipu
HUBOTO Oe3 HaOmonaBanu Hexxenanu epext (No Observed Adverse Effect Level, NOAEL) ot

0,5 mg/oko pu MaiiMyHU CHCTEMHATa EKCIO3UIHS € ChOTBETHO 42 1 56 IhTH MO-BUCOKA Bb3 OCHOBA
Ha Cmax 1 AUC.

He ca MPOBCIKAAHU IPOYUBAHUS 3a MYTArCHCH HWJIM KAHICPOTCHCH NMOTCHIIMAI HA acan/IGepuenT.

HabnronaBan e edekr Ha adubepIienT BbPXY BhTPEMATOYHOTO Pa3BUTHE B IIPOYUBaHHS Ha
eMOpuodeTaTHOTO pa3BUTHE P OpeMeHHH 3aiinu ¢ nHTpaBeHo3Ho (3 mo 60 mg/kg), kakTo n
nmoakoxHO (0,1 mo 1 mg/kg) mpunokerarne. NOAEL nipu maiikute € pu go3a ot 3 mg/kg v
cpotBeTHO 1 M@/Kg. NOAEL mo oTHOIIEHHE HAa TOKCHYHOCT 3a Pa3BUTHETO HE € onpeeseHo. [Ipu
no3a 0,1 mg/kg, cucremHnTe eKcro3uuuu Bb3 0cHOBa Ha Cmax 1 KymynatuBHa AUC 3a cB0OOICH
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a@nn(ﬁepuern ca CbOTBETHO 0K010 17 1 10 IIbTH I0-BUCOKHU B CpaBHCHUC CbC CHbOTBETHUTC
CTOﬁHOCTH, Ha6J'IIO,I[aBaHI/I IIpu XOopa CJICA MHTPABUTPCATHO NPHUIIOKCHUEC HA 103a 2 mg.

Edexrute BbpXy (epTHIIHTETA IPH MBKKHU H HKEHCKH )KUBOTHU Ca OICHSIBAHH KAaTO YacT OT
6-MeceuHo MpOoydYBaHe PU MaMyHU C HHTPABEHO3HO MPHUIIOKEHHE Ha aQInOepIenT B JO3H OT 3 10
30 mg/kg. I[Ipn Bcnuky J030BM HUBA ca HAOJIIOaBaHH JIMTICA HA MEHCTPYAIHsI HITH HEPEIOBHU
MEHCTPYaJTHH [IUKJIN, CBbP3aHU C IPOMEHH B HUBATa Ha )KEHCKUTE MOJOBU XOPMOHH, ¥ TPOMCHH B
MOpQOJIOTHATA U TTOABMKHOCTTA Ha criepMaTo3onauTe. B3 ocHoBa Ha Crax 1 AUC 3a cB0OOJCH
admbepienT, HabIIOIaBaHK TIPXH MHTPABEHO3HO MPHUIIOKEHHE Ha 103a 3 My/Kg, cucremunTe
EKCIO3UIINH ca ¢hOTBETHO 0K0JIO 4 900 bt ¥ 1 500 ITbTH MO-BHCOKHU OT EKCITIO3UIUATA,
HaOIr01aBaHa Py Xopa Ciie] HHTPaBUTPEaIHO MPHIOKEHUE Ha 103a 2 mg. Beruku npomenu ca ouiu
obOpatumu.

6. DAPMAIEBTUYHU JAHHAU

6.1 Cnucbk Ha NIOMOIIHHUTE BELIECTBA

IMomucop6ar 20 (E 432)

XHUCTUIUHOB XHIPOXJIOPUA MOHOXHIpAT (32 Kopekust Ha pH)
Xuctuaut (3a kopekius Ha pH)

Hatpues xnopun

3axapo3za

Bona 3a umxeknuu

6.2 HecnbBmMecTHMOCTH

[Ipu nunca Ha Mpoy4BaHUS 32 HECHBBMECTUMOCTH TO3M JEKapCTBEH MPOIYKT HE TpsOBa /1a ce cMecBa C
JPYTH JEKapCTBEHH MPOIYKTH.

6.3 Cpok Ha rogHoCT

2 TOIUHHA

6.4 CnenuajHu yCJIOBUS HA ChbXpaHeHUe
Ha ce cvxpansiBa B xiaamwiauk (2 °C - 8 °C).
Ha He ce 3ampassiBa.

I[a CC CbXpaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a a CC MPEAIasu OT CBCTIINHA.

HeoTBopeHusT 6aucTep MOXKeE J1a e ChXpaHsBa U3BbH XJaauwiHuK noj 25 °C no 24 yaca. Cien
OTBapsiHE Ha ONUCTepa J1a ce paboTH MPU aCENTHYHU YCIOBUS.

6.5 Buau chabpKaHue HA ONMAKOBKATA

PasTBOp B IpeaBapuTEIHO HATBIIHEHA CIIPHHIOBKA (LIMKJIMYEH 0JIe(hUHOB IIOJIMMED), MapKUpaHa ¢
JUHUS 32 J103aTa, ¢ TJIaBa Ha OyTaloTo cTotep (XJIOpoOyTHIIOBa TyMa) U JIyep-JIOK afamnTop, ¢ Karmadka
Ha CIpUHIIOBKaTa (XJI0po0yTuioBa ryma). Beska mpeaBapuTeHO HaITbIHEHA CIIPUHIIOBKA ChABPIKa
usnon3BaeM 06em ot Hail-manko 0,09 ml. OnakoBka oT 1 npeaBapUTEIHO HAIBIHEHA CIIPHHLIOBKA.
6.6 CnenuaJHu npeanazHu MepKH NPH U3XBbPJIsHE U padoTa

[IpenBapuTenHo HaTbIHEHATA CIIPUHIIOBKA € 3a €IHOKpaTHA yIoTpeda caMo B €JHO OKO.

MHOTrOKpaTHOTO U3TETJISIHE Ha JIO3U OT €JHa IIPEeJABAPUTEIHO HA'bJIHEHA CITPUHIIOBKA MOXE J1a
YBEJIMYM PUCKA OT 3aMbPCABAHE U MOCIeABAIA HHDEKIHSL.
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He OTBapHﬁTe CTCPUIN3UpAHUA 6J'H/ICTep Ha OpEABApUTCIIHO HAITbJIHCHATA CIIPUHIOBKA U3BBH YUCTATa
CTad 3a MPUIIOKCHHUC. Hewnsnonx3panusr JICKApPCTBCH NMPOAYKT WJIN OTHAABYHUTC MATCpUAIN OT HET'O
TpH6Ba na €€ U3XBBHPJAT B CbOTBETCTBUC C MECTHUTE U3UCKBAHUA.

IpeaBapuTEIHO HAITBIHEHATA CIIPUHIIOBKA ChIBPIKA MOBEYE OT MPEMOPHYUTENHATA 1032 2 M(
admbepuenT (ekBuBaneHTHr Ha 0,05 ml).

[Ipenu npunoxenue, pa3TBOPHT TPSOBA J1a CE MPOBEPH BU3YATHO 3a Uy KU YaCTHUIIM U/WIH TPOMSHA B
I[BETa, WUIM KaKBaTO M JIa € IPOMSIHA BbB BBHHIITHUSA BHII. B ciIydaii ue ce HaOJIf01aBaT TaKuBa,
JIEKapCTBEHUAT MPOIYKT TPIOBA J1a Ce U3XBHPIIH.

3a UHTPAaBUTPEATHO MHXKEKTHUPAHE TPsOBa Jja ce U3M0JI3Ba MHKeKIMoHHa urima 30 G x 12 mm.
ToBa MEOULIMHCKO U3/€IME HE € BKJIIOYEHO B OIIAKOBKATA.

Ykazanusn 3a ynompeﬁa Ha npedsapumeﬂno Hanv/iHeHama CRpUHUO6KaA:
3a Ja IMMPUTOTBUTE NPEABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA 3a IMTPUJIOKECHUEC ITPU BB3paCTHU,
CJ'ICI[B&ﬁTC CTBIIKHUTEC MO-A0JTY.

1. Korato cTe rotoBu Jia npuioxure Baiama, oTBOpeTe KapTOHEHATa ONaKOBKA U M3BAJICTE
cTepwin3upanus onucrep. BHUMaTeHO OTBOpETE OIIMCTEpa, OCUTYPSIBAWKK CTEPUIHOCTTA HA
ChIBPIKAHHETO My. J[phKTE CIIPUHIIOBKATA B CTEPUITHOTO THE3/0, JIOKATO CTE TOTOBH 32
Criao0sBaHeTo M.

2. Karo u3non3Bare acenTHYHa TEXHHUKA, U3BAJIETE CIIPUHIIOBKATA OT CTEPHIIM3UPAHHS OJINCTED.

3. 3a ma MaxHeTe KamaJykara Ha
CIIPUHIIOBKATA, IPHIKTE CIIPUHIIOBKATA
B €lHAaTa CH PbKa, KaTo ¢ Jpyrara
XBaHETE KalaykaTa Ha CIPUHILIOBKATA C 3ABBPTETE!
rmajieria u nokasajuena cu. Mojis,
oOBbpHETe BHUMaHue: TpsiOBa 1a
3aBBPTHUTE KalaykaTa Ha CIIPUHIIOBKATa

(He s oTUyIBaiiTE). o

4. 3abenexka: 3a 1a ce u30erHe HapyllaBaHe HA CTEPUIIHOCTTA HA MPOYKTA, CTHOJIIOTO Ha
OyTasoTO He € MPUKAueHO KbM I'yMEHaTa IJlaBa Ha OyTajoTo CTOIep.

5. MHsnona3Baiiku acenTHYHA TEXHHUKA,
3aBHHTE MIHTHO WHXKEKIIMOHHATA WUTJa F
KBM JITyep-JIOK BbpXa Ha CIIPUHITOBKATA. / [

'_9

¥
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6. Karo nppkuTe cipruHIIOBKAaTa €
HacoveHa Harope Wria, s mpoBepeTe 3a
HaJIM4yue Ha MexypueTa. AKO uMa
MeXypueTa, BHUMATEJIHO MOTYyIaiTe
CIPUHILIOBKATA C MPBCT, JOKATO
MexypueraTa ce U3JUrHat A0 ropHara i (((
4acr.

4

7. V3MuMmHOTO KOJIWYECTBO TPsOBA J1a ce M3XBBPIIM Npeau npuioxkenue. OTCTpaHeTe BCHYKH
MexypueTa U M3TJacKaiiTe H3JIHIIHNUSA JeKaPpCTBEeH NPOAYKT, Ype3 6aBHO HATHCKAHe HA
0yTasi0To, 32 1a M3paBHUTE OCHOBATA HA CBO/JA HA 0yTaJ0TO (He BbPXa HAa CBO/1A) €
JIMHHUATA 32 /103aTA HA CIPUHIIOBKATa (ekBuBasieHTHO Ha 0,05 ml, T.e. 2 mg adpnubepuenr).

3a0esexka: ToBa MpaBUIIHO MO3UIIMOHUPAHE Ha OyTaJIOTO € MHOTO BaXKHO, Thi KaTo
HETMPaBUIHOTO NO3UIUOHUPAHE Ha OYTalIOTO MOKE J1a TOBEJE 10 OCTABSHE Ha MOBEYE UIIH
MO-MaJIKO OT IpeIIHcaHaTa 103a.

Pa3TBOp CJICq OTCTpa-
JHSIB&HC Ha Bb3AYIIHUTC

Ceoy Ha MeXypueTa U U3JIHITHOTO
Bo3gymno 6yTanoTo - JIEKapCTBO
Mexypue  ~JL_ JIunus 3a OcHoBa Ha___| ]| HYS 32

o03ata
Pa3tBOp o CBOJIA Ha no3ata

h

)
. | OyTanoro
ﬁ OcHoBa Ha cBOzIa
Ha 0yTanmoTo ‘ ‘

8. Hmxektupaiite, KaTo HaTUCKaTe OyTaJIOTO BHUMATEIHO U C TIOCTOSTHEH HaTUCK. He mpunaraiite
JOITBITHUTENICH HATHCK, CJIe] KaTo OyTaJoTO JOCTUTHE ABHOTO Ha cpuHLOBKaTa. He
npujaraiite KaKbBTO U /1a € 0CTAThY€eH Pa3TBOP, KOWTO ce HA0/I01aBa B CIIPUHIOBKATA.

9. IIpenBapuTenHO HabIHEHATA CIIPUHIIOBKA € CaMO 3a €IHOKpaTHa yrnoTpeda. MHOrOKpaTHO
MpUiarane Ha J{03M OT MPEJABAPUTEITHO HATBJIHEHATA CIIPUHIIOBKA MOXKE J]a YBEIIMYH PUCKA OT
3aMBbpCSIBaHE U TIOCIIeIBaIIa HH()EKIIHS.

Hewusnon3BaHusAT JIeKapCTBEH MPOIYKT WIH OTHAABUYHUTE MaTepHUaliid OT HEro TpsiOBa 1a ce
U3XBBPJIAT B CbOTBETCTBUE C MECTHUTE U3UCKBAHUSI.

7. HOPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA
Formycon AG

82152 Martinsried/Planegg
I'epmanus
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8. HOMEP(A) HA PASPEIHIIEHUETO 3A YIIOTPEBA

EU/1/24/1887/002

9. JATA HA ITbPBO PA3PEINIABAHE/IIOJJHOBSIBAHE HA PAZPEIIEHUETO 3A
YIIOTPEBA

Jara Ha mbpBO pa3pemaBane: 13 sayapu 2025 r.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

[TonpoGHa nHOpMAaIUs 32 TO3M JIEKAPCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIms 1o JekapcreaTa https://www.ema.europa.eu.
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vT03n JIEKapCTBEH MPOAYKT MOAJIEKH Ha AOIBIHUTETHO HabmroaeHue. Tosa mme mo3Bosiu 06p30To
yCTaHOBSIBaHE HA HOBA MH(POPMALIUS OTHOCHO Oe3omacHocTTa. OT MEAUIIMHCKHUTE CIICIIHATIMCTH Ce
M3UCKBA Jla ChOOIABAT BCSAKA ITO03UpaHa HEXKENaHa peakys. 3a HaunHa Ha choOIIaBaHe Ha
HEe)KeTIaHW PeaKIiy BIKTe Touka 4.8.

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Baiama 40 mg/ml uHXeKIHOHEH pa3TBOp BHB (IIaKoH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
1 ml unxexnuoneH pazrop cbabpka 40 mg adiubepuent (aflibercept)™.

Enun ¢nakoH chabprka usnonssaem obeM ot Hait-mainko 0,1 ml, ekBuBajIeHTHH Ha Hail-Maiko 4 mg
admubepuent. ToBa ocurypssa H3Moa3BaeMoO KOJIMYECTBO 3a JOCTaBsHE HA eMHUYHA j03a ot 0,05 ml,
chABpXKAIMA 2 mg adIrOepIIenT.

*@Dy31uOHEH MPOTEHH, ChCTABEH OT YaCTH OT U3BBHKIETHYHUTE JOMEIHHN Ha petentopu 1 u 2 3a
YOBEIIKHU CHIIOB eHaoTeeH pactexeH pakrop VEGF (vascular endothelial growth factor), cesp3anu ¢
Fc-uacrra Ha voBernku IgG1, u npoussesex B K1 kieTku ot stiiuHuK Ha kutaiicku xamcrep (CHO)
ype3 pekomOuHanTHa JJHK TexHomorus.

TToMoOIIIHO BENIECTBO ¢ M3BECTHO JIEHCTBHE

Beekn ml uHXeKIIMOHEH pa3TBop chabpxka 0,3 mg nomucopdat 20 (E 432).

3a IIBJIHMS CIIMCHK Ha IIOMOIIHHUTE BCUICCTBA BHXXTC TOUYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
WuxekoHneH pa3TBop (MHKEKIU)

buctep, 6e3nBeTeH 10 O6IEAOKBIT U H300CMOTHICH Pa3TBOP.

4, KJIWMHUYHHU JAHHHU
4.1 TepaneBTHYHHU MOKA3aAHUSA

Baiama e moka3zaH npu Bb3pacTHH 3a JICUCHHE Ha

. HeoBacKyJapHa (BiakHa) Bh3pacTOBOOOYyCIIOBEHA AereHepanus Ha makynara (BJAM) (Bxk.
Touka 5.1),
o 3pUTEIHO YBPEKIaHE, JBIDKAIIO Ce HAa OTOK Ha MaKyJiara, BCIEACTBHE Ha OKITY3Hs Ha

pertuHanHa BeHa (OPB) (oximy3us Ha paskioHeHHe Ha petnHanHa BeHa (OPPB) min okimy3us Ha
nenTpanHara peruHansa Bena (OLIPB)) (Bxk. Touka 5.1),

. 3PUTEITHO YBPEKAaHe, IbJDKAIIO ce Ha auadeteH MakyJseH eaem (IME) (Bx. Touka 5.1),

o 3PHUTENHO YBpPEXKJaHe, IBIDKAIIO0 ce Ha MUOITMYHA XOPOUIATHA HEOBACKYIapu3alusl (MHOTTHYHA

XHB) (Bx. Touka 5.1).

4.2  Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Baiama e camo 3a HWHTPABUTPCATHO MHIKXCKTUPAHC.

35



Baiama Tpﬂ6Ba Ja Cc€ npujiara cCaMmo OT JICKap CeuaaIucCT C OIMUT B IMPUIJIOKCHUCTO HA
HWHTpPAaBUTPCAJIHNU MHKCKIUU.

gO3I/I[20BKa

Bnaorcna B/I[M
IpemopbunTenHaTa 103a 3a Baiama e 2 mg adnubeprient, ekBuBanentau Ha 0,05 ml.

Jleuenuero ¢ Baiama 3amouBa ¢ eiHa MHKEKIUS MECEYHO B TPH TOCjeIoBaTeaHu 1o3u. Cie ToBa,
WHTEPBATBT MEXTy MPUIOKEHHUITA Ce YIbJKaBa Ha JIBa Mecella.

BB3 ocHOBa Ha mperieHKaTa Ha JieKaps 3a 3pUTEHA W/WIIM aHATOMUYHU Pe3yJITaTH, HHTEPBAIbT
MEXIY TIPIIOKCHIATA MOXKeE J1a ObJIe MOANBPIKaH Ha JBA MEceIa WX Ja OB TOBIHUTEITHO
YIBIKEH, KaTO C€ U3IO0JI3Ba JICUCHUE U IIPOIbIDKABaHE HA CXeMaTa Ha MpUlaraHe, mpu KOeTo
WHTEPBAINTE HA HHKEKTHPAHE CE yIBIDKABAT C M0 2 WU 4 CEIMUIH JI0 IOCTUTAHE Ha CTAOWITHU
3PUTEITHH W/WJIH aHATOMUYHH PE3YIITATH.

AKO 3pUTEITHHUTE U/UIIN aHATOMUYHUTE PE3yJITATH CE BJIOIIAT, HHTEPBAIBT HA JICUCHHUE TPIOBa J1a
ObJle CHOTBETHO HAMAJIEH.

Hsma n3nckBane 3a MOHUTOpHUpaHEe MEXIY WH)XKEeKIMKUTE. Bb3 0CHOBaA Ha mperieHKaTa Ha Jiekaps,
rpaduKbT Ha MOCEIIEHUATA 32 MOHUTOPUPAHE MOXKE /1a € Ha I0-MaJIKH MHTEPBAJIM OT MOCCIEHHUATA 32
HMH)KEKLUH.

HHTepBaiu Ha JIeYeHHUE, TO-TOJEMH OT 4 Mecela Uik TO-MaJIKK OT 4 CEIMUIIM MEXKY MHKEKIIUHTE,
HeE ca IpoyuBaHu (BXK. Touka 5.1).

Omox na maxynama ecredcmeue va OPB (OPPB uau OL{PB)

IMpenopbunrtenHara qo3a Ha Baiama e 2 mg adaubepuent, ekpuBanentau Ha 0,05 ml.
CHGI[ IIbpBaTa MHKXCKIUA JICUCHUETO CC IpuJiara €xXKEMECCHYHO. I/IHTepBaHT)T MEXKAY ABE J03U HE
TpsOBa 1a ObJe MO-KPaThK OT €OUH MECeL.

AKO 3pUTEITHUTE U aHATOMUIHHUTE PE3YJITATH MTOKA3BAT, Y€ MAIUEHTHT HE CE TIOBJIASABA ITOJIOKUTEITHO
OT MPOJB/DKaBaHE Ha JICUCHUETO, MPUIIOKEHUETO Ha Baiama Tps0Ba ia ce nmpeycTaHOBH.

ExemecedHOTO JTIedeHue mpoabiikaBa J0 JOCTUTaHe Ha MAKCUMAaJTHA 3pUTEITHA OCTPOTA W/WITH HE ca
HaJIMIIC IPU3HALM 33 aKTUBHOCT Ha 3a00JiiBaHeTo. MoXe Jla ca He0OXOAMMHU TPU WIN TIOBEUE
II0CJIENOBATEIHU MECEYHH MHIKEKIIHU.

JleyeHneTo Moxke 1a MIPpOABIIKA C MMOCTECIICHHO YABJIDKaBAHC HA MHTCPBAJIUTEC, 3a a C€ MOAAbPiKAT
CTaOUITHU 3PUTCIIHA H/WIY aHATOMUYHU PE3YJTaTH, BBIIPCKU UC HAMA JOCTATHbYHO JAaHHH, 3a a CC
HaIrpaBU 3aKJIFOYCHUEC 3a HIPOABJDKUTCIHOCTTAa HA HHTCPBAJINTE. Axo S3PUTCIIHUTC U /MM aHAaTOMUYHU

pE3YITATH CC BJIOIIAT, MHTCPBaJia HA JICUCHHUETO Tp516Ba CBbOTBCTHO Ja CC HaMaJIu.

rpa(l)I/IK’LT Ha IpOCICAABaHC U CXEMaTa Ha JICUHCHUC Tpﬂ6Ba Ja CC OIPCACIIAT OT JICKYyBaIlllUA JICKAP Bb3
OCHOBa Ha OTroBOpa Ha OTACTIHUSA IAIIUCHT.

[IpocnensBaneTo 3a aKTUBHOCT Ha 3a00JISIBAHETO MOXeE Ja BKIIIOUBA KJIMHUYEH MPETIIE, U3CIICABaHE
Ha (YHKIHOHAJIHNUTE MTOKAa3aTeIN WIN 00pa3HU TEXHUKH (HaIp. ONTHYHA KOXEPEHTHa ToMorpadust
i (IyopecieHTHa aHTHOTpadus).

Juabemen maxynen edem

IpemoppuntennaTa 103a Baiama e 2 mg adaubeprient, eksupanaentau Ha 0,05 ml.
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Jleuenunero ¢ Baiama ce 3amouBa ¢ €aHa MHXKCKIWA MCCCUYHO 34 IICT IMOCJIIEA0OBATCIIHU JO3U, U CC
npoabI’KaBa € €JHA MHKCKIUA Ha BCCKU JIBa MECCIa.

BB3 ocHOBa Ha OlleHKaTa Ha JIeKapsl Ha 3pUTEITHUTE U/WIH aHATOMUYHU PE3YITaTH, HHTCPBATBT
MeXIy TIPUIIOKEHUSTa MOXKe Ja ObJie 3ama3eH Ha 2 Mecela WiTH HHIUBUAYIN3HpaH, KaTo HallpHMep C
JICUCHHE U TTPOIBIDKABaHE Ha CXeMaTa Ha MpUIaratie, Ipyu KOeTO HHTEPBAIUTE HA JICUCHHUE Ce
YABDKABAT OOMKHOBEHO C 10 2 CEIMUIIH JI0 JOCTUTaHE HA CTAOMJIHY 3PUTEIIHU U/UIIH aHATOMUYHUTE
pesynTatu. Ma orpaHudeHH TaHHU 32 HHTEPBAIM MEXKIY MPUIOKEHUATA, TO-IBITH OT 4 Mecela.
AKO 3pUTETTHUTE W/WIIN aHATOMUYHATE PE3yJITATH CE BIIOIIAT, HHTEPBATBT Ha JICUCHUE TPsIOBa 1a
ObJle CHOTBETHO HaMaJIEH.

WuTepBaiu MeX Iy MPUIOKEHHUITA, TO-KPATKK OT 4 CEIMHUIIN, HE ca MPOyYBaHH (BXk. Touka 5.1).

I'padmkbT 32 MOHUTOpHpaHe TPSIOBA Ja ce OTPENeH OT JEKyBAaIIus JIeKap.

B cny4aii ue 3puTEIHNATE U AHATOMUYHUTE PE3YJITATH COYAT, Ye MAIIMEHTHT HAMA M0JI3a OT
NpPOJIbIKABaHE HA JICYCHHETO, IPUIIOKEHHeTo Ha Baiama TpsiOBa 1a ce mpeycTaHOBH.

Muonuuna xopoudarna neogacKyrapu3ayus

[penopbunrtennaTa n03a Baiama e ennHIMYHA HHTpaBUTpEaHa HHXKEKINA Ha 2 mg aduubeprent,
expuBajenTau Ha 0,05 ml.

Moske 1a ce MPUIIOKAT JOIBIHUTEIHH 103, aKO 3PUTEIHUTE U/UIIH aHATOMUYHUTE PE3yJITaTH
MOKa3BaT, ue 3a00JIsIBAHETO MepcucTupa. Peruausure TpsOBa J1a ce MpreMar KaTo HOBa IPOsiBa Ha
3a00JISIBAHETO.

I'paduksT 3a HaOMIOAEHUE TPAOBA [1a CE OMPECIH OT JIEKYBAIIUs JIeKap.

WHTepBanbT MeX Iy NBE 103U He TPsOBa f1a Ob/ie MO-KPaThK OT €IUH Mecell.

CHC]_[I/IZUIHI/I nomnyJjaanvuu

Yeprnodpobno u/unu 6vbpeuno yspedcoane
He ca npoBexaaHu KOHKPETHU NPOYYBaHUs ¢ aiuOSpLenT NP MALUEHTH C YePHOIPOOHO H/HITH
0BOpEeYHO yBpeKIaHE.

HanuuHuTe aHHM HE TPE/IoaraT Hy/1a OT KOPEKI[Hs Ha j03ara Ha Baiama rmpu Te3u maiueHT!
(Bk. TOuKa 5.2).

Tonynayus 6 cmapuecka 6v3pacm
He ca HeoOxoqumu crienualinu cho0pakeHus. FiMa orpaHUYeH OMKT MPH MAIMEHTH Ha Bb3pacT HaJ
75 rogunu ¢ JIME.

Ileduampuuna nonyrayus

BesonacHoctTa 1 epukacHocTTa Ha Baiama npu ziena v FoHOIIM Ha BB3PacT 1o 18 rojuHu He ca
yctaHoBeHH. HsiMa choTBeTHA yrioTpeda Ha adumbeplienT B eAnaTpruyHaTa MOMyJIaius 3a
nokazaausTa Braxaa B/IM, OLIPB, OPPB, IME u muonmana XHB.

Hauwun Ha OPUITOKCHHEC

UnuTpaBuTpearHuTe HHXEKIUHU TPSIOBa Jla ce U3BBPIIBAT ChIIIACHO MEITUIIMHCKUTE CTAHIAPTH U
IMIPWIOKUMHUTE PBKOBOCTBA OT JIEKAp CIIELUAIUCT C OIUT B IIPUIIOKEHUETO HA UHTPABUTPEAIHU
umkekuy. Ilo npuHIun TpsiOBa fa ce OCUTypH aJeKBaTHA aHECTE3Us M ACENITUKA, BKIIFOUUTEITHO
JIOKAJTHO HMIMPOKOCTIEKTHPHO MUKPOOUIIMAHO CPEACTBO (HAIp. MOBHUJIOH HOJl, HAHECEH BBbPXY KOXKaTa
OKOJIO OYHTE, KJIECTIAaYUTe U OYHATa MOBBPXHOCT). [IpenopruBat ce Xxupypruyta Ae3uH(eKus Ha
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pBIIETe, CTEPUIIHU PHKABUIU, CTEPUIHA IOKPUBKA M CTEPUJICH CIIEKYIIyM 3a Kilenauu (Hiu
C€KBUBAJICHT).

WuxekmoHnHaTa uriia TpsoBa aa ce BbBene 3,5-4,0 mm 3ax muMba B CTHKIOBUIHOTO TSJIO, KATO CE
U30srBa XOPU30OHTAHHS MEPUIMAH U Ce HACOYBA KbM IIEHThpPa Ha ouHaTa ss0bika. Torasa ce BbBEXKIa
WHXEKIUOHHUAT 00eM ot 0,05 ml; nmpu nmocieBamuTe HHXEKIMN, HHXEKIIMOHHOTO MSCTO Ha
CKIIepaTa TpsiOBa Jga ce CMEHS.

HemocpencTBeHo citel MHTPaBUTPEATHO HHXKEKTHPAHE TMAIlUCHTUTE TPSAOBA 1a ce CICIAT 3a
MOBUIIIABAaHE HA BBTPEOUHOTO Hajsirane. [1oaxXoasmoTo mpocieasaBane MoXKe /1a BKIIFOUBA
IpoBepsiBaHe Ha nepdy3usTa Ha ONTUYHUSI TUCK MM TOHOMETpHsl. TpsOBa 1a uMa Ha Pa3noI0KCHHUE
CTEpUIIHO 00OpY/IBaHE 3a MapareHTe3a Ipyu HeoOXO0UMOCT.

Cren MHTpaBUTpEATHO HHKEKTHPAHE MMAUEHTUTE TPsOBa Ja ce HMHCTPYKTUPAT Jla ChOOIaBat
He3a0aBHO 32 BCSIKAKBH CHMIITOMHM, HACOYBAIIY KbM eHIO(TAIMUT (Harp. O0JIKa B OKOTO,
3adepBsBaHe Ha OKOTO, (POTOPOOHS, 3aMBIIICHO 3PCHHUE).

Bceku dnakon TpsaoOBa fa ce U3os3Ba 3a JeueHUe caMo Ha €IHO OKO. MHOTOKpaTHO IpuUjiaraHe Ha
JTO31 OT eIuH (hJIaKOH MOXKE J1a YBEIHMYH PUCKA OT KOHTAMHHAIIHS | TTOCIeIBaIIa WH(EKITHS.

OnakoHBT CHIBPKA TIOBEYE OT MPENopbUUTEaHaTa 1032 2 mg adnubepuent (eKBUBaJCHTHH Ha

0,05 ml urxkexoHeH pa3TBop). M3nona3BaemMusT o6eM Ha (uiakoHa € KOJIMYECTBOTO, KOETO MOXeE Jia
ce JIOCTaBH OT HETOo, M HE € IpeIHa3HaueH Aa ObJe U3M0I3BaH HAITBIIHO. 3a Baiama dakoH
M3M0J3BaeMUsAT 00eM e Hait-maiko 0,1 ml. M3JIMIIHOTO KOJHYeCTBO TPsiIOBa /1a ce OTCTPAHH Mpeau
WHKEKTHPaHe HA MPenopbhYUTeIHATA 1032 (BXK. Touka 6.6).

HmxekTrpaneTo Ha meaus o0eM Ha diakoHa MOXE J1a TOBEJE 10 Mpefo3upane. 3a 1a ce OTCTPaHAT
BB3AYLIHUTE MEXypUeTa 3a¢HO C U3NUIIHUS JICKApCTBEH NPOIYKT, 0aBHO HaTHCHETE OyTanoTo,
JIOKATO TUIOCKHS PHO Ha OYTANOTO ce M3paBHHU ¢ TMHMATA, 0TOena3Baria 0,05 ml, Ha cripuHI[OBKATa
(exBuBasienTHO Ha 0,05 ml, T.e. 2 mg adaubepuent) (Bk. Touka 4.9 u 6.6).

Crnen nHXeKTHpaHe HEU3IOI3BaHMS MTPOYKT TPsiOBa Ja ce U3XBBPIIU.
3a paboTa ¢ JIeKapCTBEHUsI MPOIYKT MIPEan IPUIOKEHHUE, BIXKTE TOUKa 6.6.
4.3 IIpoTruBomoKa3aHus

CBp'I)X‘IyBCTBI/ITeJIHOCT KbM aKTHBHOTO BCUICCTBO HUJIM KBM HAKOC OT IIOMOIIHHUTEC BCIIICCTBA,
n30poeHu B Touka 6.1.

AKTHBHA OYHA WJIH OKOJIOOYHA HUH(DEKIIHS I CbMHEHHE 3a TaKaBpa.

AXKTHBHO TEXKO BBTPEOYHO Bh3MAICHHE.

4.4 CnenuajaHu npeIynpexJaeHus U MpPeANa3Hu MePKH MPHU ynoTpeda

IIpocaenumoct
3a 1a ce mogo0pH MPOCIETUMOCTTa Ha OMOJIOTHYHUTE JICKAPCTBEHH MPOYKTH, UMETO W MAPTUTHUST

HOMeEp Ha MPUIIOKEHHS MMPOIYKT TPsiOBa SICHO Jja ce 3alucBart.

WHTpaBHUTpeaTHU peakilui, CBbP3aHH ¢ MHKEKIHATA

WHTpaBUTpeaTHUTEe WHXEKIINH, BKIIOYATEITHO Te3H ¢ adIrOepIenT, ce CBbP3BAT ¢ eHI0PTAIMUT,
BBTPEOYHO BB3MAJICHNUE, PETMATOT€HHO OTJIENIBaHE HAa PeTHHATa, pPa3KbCBaHe HA peTUHATA U
ATPOTeHHA TpaBMaTH4HA KaTapakTta (Bk. Touka 4.8). [Ipu npuiarane Ha apiubeprienT BUHATH TPsiOBa
Jla ce U3ITOJI3BAT MOIXOAIIN aCeITUYHH TEXHUKH Ha HH)KEKTUpaHe. B mombiiHeHre, TanneHTuTe
TpsiOBa Ja ce mpocieAsBaT Ipe3 CeaAMHUIIaTa Cie]] HHKEKTHPAHETO, KOETO OU MO3BOJIMIIO paHHO
JieyeHne, ako Bb3HUKHE nHpeKkus. [lannenTuTte TpsaOBa na ObIaT MHCTPYKTUPAHH Ja ChoOLIaBatT
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He3a0aBHO 3a BCAKAKBYM CHUMIITOMH, HACOYBAIY KbM €HIAO(TAIMHUT WM HIKOE OT MOCOYCHUTE TIO-TOPE
CHOUTHA.

OnakoHBT CHIBPKA TIOBEYE OT MpeNnopbUnTeaHaTa 103a 2 My adnubepuent (eKBUBaJCHTHH Ha

0,05 ml). M3numrHOTO KOIMYECTBO TPsiOBa Ja Ce OTCTPaHU Mpean npuiioxeHue (Bxk. Touka 4.2 u 6.6).
IToBumeHus Ha BETPEOYHOTO HAJIATAHE ca HAOII0OaBaH! B paMKUTE Ha 60 MUHYTH CJIe]
WHTPABUTPEATHOTO HHKEKTHPaHE, BKIIOYUTEIHO ¢ aduudepient (Bxk. Touka 4.8). Creruaniiu
Mpeara3Hd MEpKU ca HeOOXOAMMH MPH MAllMEHTH ¢ HeAoOpe KOHTPOJIMpaHa riaaykoMa (Ja He ce
nIKeKkTHpa Baiama, mokaro BeTpeodHoTo Haysrane € > 30 mmHg). ETo 3amo npu Becnukn cioydan
TpsOBa Ja ce MPOCIEsIBAT U J]a e JICKYBAT I10 TMOAXOASI] HAYWH KAaKTO BETPEOYHOTO HAJsITaHe, TaKa
U iepQy3usTa Ha ONTUYHHUS JAUCK.

HmyHorenHocr
Tbii KaTo € TepaneBTUYCH NPOTEHH, MpU Baiama chIecTBYBa BEPOATHOCT 32 UMYHOTEHHOCT (BX.

Touka 4.8). [TanmeHTuTe TpsiOBa a ObIAT MHCTPYKTUPAHHU J]a CHOOIIABAT 32 BCIKAKBH MPU3HAIM WITH
CHMIITOMH Ha BBTPEOYHO Bh3MaJICHHUE, HAMp. 00iKa, GoTodhoOus WiIn 3a4epBsiBaHe, KOETO MOXKE J1a €
KIIMHWUYCH ITPU3HAK, 00SICHUM CBC CBPBXYYBCTBHUTCIHOCT.

CucteMHu edext

CucTeMHH HeXeJIaHU ChOUTHS, BKIFOUNUTEITHO M3BBHOUYHHN KPHBOU3NINBHU H apTEPUATHH
TpoMOOEMOOINYHN CHOUTHS, ca ChOOILABAHH CJIe] MHTPABUTPEATHO HH)KEKTUPAaHEe HAa MHXUOUTOPH Ha
VEGF u uma TeopeTndeH puck, 4ye Te MOXKe /1a ca CBbp3aHu ¢ nHxuOupanero Ha VEGF. ma
OTpaHWYCHHM JTaHHH 3a Oe30macHoCTTa ITpH JieueHue Ha manuenty ¢ OLIPB, OPPB, IME nmun
muonrnyHa XHB ¢ anHamHe3a 3a MHCYNT UM IPEXOJAHU UCXEMUYHHU aTaKH, KaKToO U 3a UH(APKT Ha
MHOKapJia B paMKUTE Ha MociaeHuTe 6 Mecena. TakuBa manueHTH TpsAOBa Aa ce JeKyBaT ¢ IOBUIICHO
BHUMaHHUE.

[{pyru

Kaxro npu apyrure uatpaButpeannu antu-VEGF neuenus 3a BM, OLIPB, OPPB, IME u

muonmyHa XHB, B cuia ca u clieqHUTE MMOJIOKCHHS

o beszomacHocTTa M e(hUKACHOCTTA Ha JICYEHUETO ¢ auOepent, Ipuiiarad eTHOBPEMEHHO B Ha
JIBETE OYH, HE ca MPOYYBaHHU CHCTEMAaTU4HO (BX. Touka 5.1). Ako OmiaTepasHOTO JIeUeHUEe ce
MIPOBEXk/Ia IO €AHO U CHINO BPEME, TOBA MOXKE J1a TOBEAE 0 MOBHIIEHA CUCTEMHA €KCITO3HUIIMS,
KOETO MOJKE J1a TOBUIIH PUCKA OT CUCTEMHH HEXEJIaHU ChOUTHSL.

. CoowrerBama ynorpeda ¢ apyru antu-VEGF (ChIOB €HIOTEIICH pacTexeH GakTop).
JlurcBaT naHHU 3a chIIBTCTBAINA yioTpeba Ha adaubepuent ¢ Apyru anTH-VEGF nexkapcrBenu
MPOAYKTH (32 CHCTEMHO WJIM BBTPEOUYHO MPUIIOKEHHE).

. PuckoBute hakTopu, CBBp3aHH C pa3BUTHETO HA Pa3KbCBaHE HA IMMTMEHTHHUS CTIUTEI Ha
perunara cnen antu-VEGF tepanust 3a Bnaxuna BJIM, BKIItoYBaT OOIIMPHO W/UITU BUCOKO
OTJICTIBaHE HA MUTMEHTHUS enuTel Ha peTuHata. [lpu 3amouBane Ha Tepamnus ¢ agumbepuent e
HE00XOJMMO MOBHILIEHO BHUMaHKE IIPH NAIMEHTH C T€3U PUCKOBU (AaKTOPH 3a pa3KbCBaHE Ha
MUTMEHTHHS eTIMTeI Ha peTHHATA.

o JledenueTo TpsiOBa 1a ObJe MPEYCTAHOBEHO MPH MAIUSHTH C PErMaTOTeHHO OTJICIBaHE Ha
pEeTHHATA WM MaKyJHU TyTKU CTaIAui 3 uiu 4.

o B cnyuaii Ha pa3kbCBaHE Ha PETHHATA, IPUJIOKEHUETO Ha J103aTa TpsiOBa a Obie MPEKPATCHO U
JICUCHUETO He TPAOBA J]a ce Bh30OHOBSIBA MPEH a/ICKBATHO BH3CTAHOBSBAHE HA PA3KHCBAHETO.

. Jlo3aTta He TpsIOBa Ja ce Mmpuiara u JICYSHHUETO He TPsiOBa /1a ce Bh300HOBSIBA MO-PaHO OT

CJIEABAIIOTO TUIAHUPAHO MPUIOKECHUE B CITy4ai Ha:
O HamalsiBaHe Ha Hai-moOpe Kopurupanara 3putenna octpora (BCVA) ¢ > 30 Oyksu B
CpaBHEHHME C ITOCIeIHATa OLCHKA Ha 3pUTEIHAaTa OCTPOTa
O cyOpeTuHamHa XeMoparusi, BKJIIOYBalla [IEHThpa Ha (OBesATa, I, aKO Pa3MepbT Ha
KpbBOM3IUBA € > 50% oT 00IIMsI pa3Mep Ha JIe3UsTa.

° Jo3ata He TpsiOBa 1a ce mpuiara B paMKUTE Ha IPEIXOJHUTE WU cieaBamure 28 11U, B
ClTydYaii Ha M3BBPIICHA WIH TUIAHWPAaHA BhTPEOYHA XUPYPTrUIHA UHTSPBEHIIHSL.
) Admubeprient He TpsOBa J1a ce U3IIOJI3BA 110 BpeMe Ha OPeMEHHOCT, OCBEH aKo ITOTeHIIMAIHATA

0J13a HE HaIXBBPJIsA MOTEHIMAIHUS PUCK 3a TuToa (Bxk. Touka 4.6).
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. JKenu ¢ netepojieH nmoTeHnua TpsOBa Ja U3MOI3BAT €(PEKTHBHA KOHTPAIICIIIHSI [T0 BpEME Ha
JIeYeHHe U Hall-MajKo 3 Mecena clie]] HOCIACAHOTO HHTPABUTPEATHO HHKCKTUPAHE Ha
adpmubepuenT (Bxk. Touka 4.6).

) Nma orpanuuen onut ¢ JeyeHueTo Ha nanueHTu ¢ ucxemuuna OLIPB u OPPB. Ilpu nauuenTu ¢
KJIMHUYHY MPU3HAIM Ha HeoOpaTuMa MCXeMHUUHA 3ary0a Ha 3puTeIHaTa (GyHKIHS JICUCHUE HE
ce IMpernopbyBa.

Tlonymanuu ¢ orpaHUYCHH JaHHHA

Mma orpanudeH omuT ¢ JieueHueTo Ha nanueHT ¢ JIME BciencrBue Ha quaber tum | wmm mpu
narenTy ¢ quabder ¢ HbAlc nax 12% wnmm nponudeparnBra quabeTHa peTHHOIATHS.

AdmmbeprenT He € TPOyIBaH NMPH MAITUCHTH ¢ AKTUBHU CUCTEMHHN HH(PEKIIUN WM TPH TAITUECHTH ChC
CBHITBTCTBAIIM OYHH HAPYIIICHUS KaTO OTJICNIBAHE HA PETHHATA WM MaKyyiHa aynka. OCBEH TOBa HAMA
OIHT C JieueHue ¢ aauOepIienT Npy NAMEeHTH ¢ TUa0eT ¢ HEKOHTPOJIMpaHa XuriepToHus. Ta3u numnca
Ha nH(popManus TpsOBa 1a ce UMa IPEABU OT JIeKaps MPH JeUueHNe Ha TAKUBA ITAllUEHTH.

Hsma onut npu neuenne Ha muonuyHa XHB ¢ adnmbepuenT npu nauueHTy, KOUTO HE ca OT a3UaTCKU
NPOU3X0/l, MAIIMEHTH KOUTO Mpeay ca OMIn MOAJI0KEHH! Ha JiedeHue Ha MuonnuyHa XHB u manuentu ¢
ekcTpadoBeaTHH JIC3HH.

WHdbopmalus 3a IOMOIIHUTE BELIECTBA

Toga nekapctBo chappka 0,015 mg momucop6at 20 BBB Besika mpuiioxkeHa jgo3a 0,05 ml, konrto ca
exBuBasieHTHH Ha 0,3 mg/ml. [TosmcopOaTuTe MOraT Ja MPUUUHSAT aJICPrHUUHU PEaKIIUU.

ToBa nekapcTBO ChABPKA MO-MaNKO 0T 1 mmol Hatpuii (23 mg) Ha 1030Ba SUHUIIA, T.€. MOXKE J1a CE
KaXke, 4e MPaKTUIEeCKH He ChIbpiKa HATPUH.

4.5 B3aumojaeiicTBHe C APYTU JIeKAPCTBEHU MPOAYKTHU U APYru ¢popMu Ha B3auMoelicTBHe
He ca npoBexxnanu npoy4yBaHusi 3a B3aUMOJICHCTBUSATA.

Ennopemennoro npunoxxenue Ha poronnHamuuna tepanus (PDT) ¢ Beprenopdun u adgaubepuent
HE € IPOYYBaHO U 110 Ta3U NPUYUHA HE € YCTAaHOBEH NpoQui Ha 0€301MacHOCT.

4.6 @epTHaANTET, O)PEMEHHOCT U KbpMeEHe

KeHu ¢ JieTepoJicH MOTCHITNAT

JKenute ¢ nerepojicH MoTEHIIHAI TPOBA J1a U3IM0J3BaT e)eKTUBHA KOHTPAIICTIIIMS 110 BpeMe Ha
JieYeHUe W Hali-MaJKo 3 Mecela Clie] MOCIeAHOTO HHTPABUTPEaTHO HHKEKTHPaHe Ha adumbeprenT
(Bx. Touka 4.4).

bpemennoct
JlunicBar nanHu 3a yrnoTtpebara Ha admubepiient npu OpeMeHHH KEHH.

[IpoyuBaHuATa [IPH )KUBOTHH ITOKa3BaT eMOPHOQETaTHa TOKCHYHOCT (BXK. TouKa 5.3).

Brrpeku ue cucreMHaTa €KCIIO3UITHS CIIEl OYHO MPHUIIOKEHUE € MHOTO HUCKA, aIuOepIenT He
TpsiOBa Ja ce U3MOoJI3Ba M0 BpeMe Ha OpEMEHHOCT, OCBEH aKO MOTEHIHATHATA 0133 HE HaIXBbPIIA
MOTCHIIMATHUS PUCK 32 IO/,

Kspmene
B®3 ocHOBa Ha MHOTO OTpaHHYCHHU JaHHH NPU X0pa, adImOeplenT MOXKe Jla ce eKCKpeTHpa B KbpMaTa

B HUCKY HHUBA. AQnubeplent e rojasiMa NpOTEHHOBA MOJIEKYJIa ¥ KOJIMYECTBOTO Ha JIEKAPCTBOTO,
abcopOupaHo MPHU KbpPMAYETO, Ce 0YaKBa aa ObJe MuHUMaHO. EdextuTe Ha adnubeprent BEpXY
KbPMEHO HOBOPOJICHO/KbPMAUETO HE €A N3BECTHH.

Karo npeanasna mMsapka, He ce IpenopbuBa KbpMEHE 10 BpeMe Ha ynorpedara Ha agaudepuent.
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PepTunurer
PesynratuTe OT mpoy4BaHUATA OpU KUBOTHU C BUCOKA CUCTEMHA €KCIIO3ULIMS MTOKa3BaT, ue

adubeprienT MoXe J1a Hapy GepTUINTETa U IPU MBKKUTE, U TIPH KEHCKHUTE (BXK. Touka 5.3).
[Mono6Hu edexTH HEe ce OYaKBaT Clie/l OYHO MPHIIOKEHNE C MHOTO HUCKA CHUCTEMHA €KCIIO3HUIIUS.

4.7 EdekTn BbpXy CIOCOOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHA

WuxekTrpaneTo ¢ agaudeprient moBiMsBa B MaJika CTEIICH CIIOCOOHOCTTA 3a Iodupane u padboTa ¢
MAIUHH, IOPaJd Bb3MOXHU BPEMEHHH 3PUTEITHU CMYIICHUS, CBbP3aHH MM C WHKEKIUATA, WITH C
ounwus npernen. [lanuenture He TpsAOBa na mopUpaT WiK Ja padoTIT ¢ MAIMHU, JOKATO 3pUTEIIHATA
5001 (byHKIII/ISI HE C€ Bb3CTaHOBH B JOCTAaThb4YHA CTCIICH.

4.8 HexeJaHu JeKAPCTBEHH PeaKIHU

Pesrome Ha mpodmiia Ha 6Ge30mMacHOCT

[Monynamusra 3a 6e30macHOCT B oceMTe mpoyuBanus ¢asa 1l ce cberou ot 06110 3 102 manuentu. Ot
Tsx 2 501 narueHTy ca JeKyBaHHU ¢ IPENOPhUUTENIHATA 1032 OT 2 M.

CepHo3HH OYHU HEXEJIaHU PEeaKlMy B U3CJIEBAHOTO OKO, CBBP3aHHU C MPOIlelypaTa Ha HH)KEKTHpaHe,
ca BB3HUKHAIH MpH No-Majko oT 1 Ha 1 900 nHTpaBUTpeanHn HHXEKIMU Ha aQuubepLent u ca
BKJIIOUBAJIM CJIETIOTA, CHAO(TAIMUT, OTJICNIBAaHE HA PETUHATA, TPABMAaTHYHA KaTapakTa, KaTapakTa,
KPBBOHU3IIMB B CTHKIOBUIHOTO TSUIO, OTJICNIBAHE HA CTHKJIOBUIHOTO TSUIO U IIOBHUIIEHO BETPEOYHO
Hassirane (BXK. Touka 4.4).

Haii-gecTo HaOMro1aBaHUTE HEKETIAHU JICKAPCTBEHH peakiuu (TIpu Hai-Maiako 5% oT marueHTure,
JeKkyBaHu ¢ adubepient) ca KOHIOHKTHBaIHA Xxemoparus (25%), perunanna xemoparus (11%),

HamajseHa 3purenHa octpora (11%), 6omka B okoTo (10%), Katapakra (8%), HOBUIIEHO BHTPEOTHO
Haysirane (8%), OTNenBaHe Ha CTHKIOBUAHOTO Ts10 (7%) M MBTHUHH B CTHKIOBUAHOTO Ts10 (7%).

CruchbK Ha HEXKCIAHUTE JICKAPCTBCHU PCAKIIMHU B TabIuYeH BU

JananTe 32 6€30MaCHOCT, OMICAHHU T0-I0JTY, BKIIFOUBAT BCUYKH HEXXEJIaHH JIEKAPCTBEHU PEaKIUU OT
ocemre npoyuBanus daza [l npu nokazanusra Bnaxua BJIM, OLIPB, OPPB, JIME u muonuuna XHB
C IPUEMJIMBA BEPOSTHOCT 3a MPUUUHHO-CIIEICTBEHA BPB3Ka C MpoIleaypaTa Ha HHKEKTUPaHE UK
JIeKapCTBEHUS TPOAYKT.

Hexenanute nekapCcTBEHU PEaKIUU ca W30POSHH 10 CUCTEMO-OPTIaHEH KJIac U YeCTOTa C M3MOJI3BaHe
Ha CJieJJHATa KOHBEHIIUS:

MHoro yectd (> 1/10), gectu (> 1/100 mo < 1/10), Heuectn (> 1/1 000 mo < 1/100), pemxu (>1/10 000
1o < 1/1 000), ¢ Hen3BecTHA YecTOTa (OT HAJIMYHKUTE JAHHU HE MOXe Ia ObJe HallpaBeHa OIECHKA).

B PAaMKUTC Ha BCAKO I'pyHnUpaHe IO Y€CTOTA, HEKCIAHUTE JICKAPCTBECHU PCAKIIUU Ca IPCACTABCHU B
HU3XOIAII pea IO OTHOLICHUC HA TAXHATa CCPHUO3HOCT.

Ta6auna 1: Bcnuku cBbp3aHU € JIEYEHUETO HEXENaH! JIEKAPCTBEHU PEakiii, ChOOIABaHU IPH

nanueHTy B npoyuyBanus ¢asa Il (coopru nannum ot npoyusanus ¢asa Il 3a mokazaHusTa BlakxHa
BJIM, OLIPB, OPPB, IME u muonmaaa XHB) wmim mo Bpeme Ha MOCTMapKETHHTOBOTO HAOIIOACHHE
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Cucremo-opranen YecroTa Hexenana peakuust

KJIa¢
Hapymenus Ha Heuectn CBpPBXYYBCTBUTEITHOCT ™ **
HMYHHATa CHCTEMA
Hapyumennus Ha MHoro gyectu Hamanena 3putenna octpora, Petunanna
o4uTe xemoparusi, KoHroHKTHBanHa Xemoparus, bonka B
OKOTO
Yectu PaskbcBaHe Ha NTUIMEHTHHUS €IIUTEN HA

peruHara*, OTienBaHe HA MUTMEHTHUS CIUTEI Ha
peTtuHarta, [lereHepanus Ha peTHHATA,
KpbBOU3MUB B CTHKIOBUAHOTO Tsi10, Katapakra,
Koprukanna xarapakra, HykieapHa karapakTa,
CyOxkancynapna katapakra, Kopaeanna epo3sus,
Kopneanna abpasus, [loBuIieHo BETPEOIHO
HansraHe, 3aMbIJIeHO 3peHue, MBbTHUHU B
CTBKIIOBUIHOTO Ts1s10, OTJIeTIBaHE HA
CTBKIIOBHUIHOTO Ts110, bonka Ha MACTOTO Ha
WHXEKTHpaHe, Y celane 3a 9y>k/J10 TSJIO0 B OUHTE,
[ToBumena nakpumanus, OTOK Ha Kjenaya,
XeMoparust Ha MsICTOTO Ha MHKEKTUPaHE,
TouxoBuneH kepaTtuT, KoHIOHKTHBaJIHA
xunepemusi, O4Ha XUnepemusl

Heuectn Enpodranvut**, OtnenBane Ha peTHHATA,
PaskbcBaHe Ha peruHara, Mpur, YBewur,
Wpunonuknur, [lombTHABaHE Ha nemniara, ledekt
Ha eNuTeNa Ha poroBuIiara, J[pazHeHe Ha MSCTOTO
Ha HHXekTtupane, HeoOuyaiiHo yceriaHne B OKOTO,
Hpa3nene Ha knenaya, [lonoxurenen Tunnan B
npenHaTa kamepa, OTOK Ha poroBuIiaTa.

Penku Crnenora, TpaBmMaTH4Ha KaTapakta, Burpeur,
XUIONNOH

C nemssectHa yectora | Crueput****

*  Hapymurenus, 3a KOUTO € U3BECTHO, Y€ ca CBhp3aHu ¢ Biaxna BJ/IM. HabmronaBanu ca camo B IpOy4YBaHUS

pu BiaxHa BJIM.

Kynrypa-mnonoxurenies 1 KyJlITypa-OTpULaTeNieH eHI0()TaIMHUT.

*** Tlo BpeMe Ha IOCTMAPKETHHIOBHUS TIEPUOJ, ChOOIICHHS 332 CBPBXYYBCTBUTCITHOCT BKJIFOUHTEITHO OOPUB,
ChpOEK, YPTUKAPHUS U OTIICITHU CIIy4ad Ha TEXKKHU aHA(DUIAKTUYHN/aHA(DUIAKTOUTHU PEaKIUH.

**%% OT MOCTMAPKETUHTOBH CHOOIIICHUS.

*%*

Onucanue Ha u36pauu HeofceNlanu jekapcmeeru peakyuu

B npoyusanus ¢aza Il npu Bnaxkaa BJIM, ce HabmoaBa MoBUIIeHA Y€CTOTa HAa KOHIOHKTHBATHA
XeMoparus Ipy NaueHTH, IpueMalid aHTUTPOMOOTHYHH cpeAcTBa. Ta3u MOBUILICHA YECTOTA €
CpaBHMMa MEXIy IMallUCHTUTE, JICKYBaHU ¢ paHUON3yMal u auubdepuent.

Aptepuamaute TpomOooemOommunu crouTns (ATC) ca HexkemaH!u ChOUTHS, KOUTO ca MMOTCHITHAIHO
CBBp3aHU Che cucTeMHO nHXuOUpaHe Ha VEGF. CriliecTByBa TEOPETHUEH PUCK OT apTepHaATHU
TpoMOOEMOOINYHN CHOUTHS, BKIIOUUTEIHO HHCYNIT U UH(PAPKT HA MUOKapAa, cJie]l HHTPaBUTPEaTHO
npuinoxeHne Ha naxuoutopu Ha VEGF.

Hucpk nponeHT Ha 3a0051eBaeMOCT OT apTepHaIHA TPOMOOEMOOIMYHU CHOUTHSI € HaOJI0JaBaH B
KJIMHUYHUTE W3NUTBaHus ¢ adumbepuent npu nauuenty ¢ BJIM, IME, OPB u muonnuna XHB.
Cpen nokazaHusATa He € HaOJIr01aBaHa CHIECTBEHA PA3/IMKa MEXIy IPYNUTE, JIEKyBaHU C

agumbepuenT U ChOTBETHUTE CPABHUTEIHH IPYIIH.

KaxTo npr BcH4K# TeparneBTHYHH MPOTENHH, IpK Baiama chIiecTByBa BEpOSITHOCT 33 UMYHOT€HHOCT.
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Crpo0O11aBade Ha [OJO3UPAHU HEKEIaHU PEAKIIUN

Cro0I11aBaHeTo Ha NOI03MPAHU HEXKEIIAHU PEaKIUu Clie/l pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBESHUS
MPOAYKT € BakHO. ToBa M03BOIIsABA A2 MPOIBIDKHA HAOIIOJICHUETO Ha CHOTHOIIIEHUETO TOJI3a/PHUCK 32
JIeKapCTBEHUS MPOoXyKT. OT MEIUIIMHCKUTE CIICIIHAJTUCTH CE M3UCKBA 11a ChOOIIaBaT BCAKA
MO/I03MpaHa HeKellaHa Peakiys Ipe3 HalMOHATHA CHCTEMa 32 ChOOIIaBaHe, MOCOYEHa B

[punoxenue V.

4.9 TIIpemo3upane

B xIMHUYHY M3MUTBaHMS ca U3IMOJ3BAaHU J03H 10 4 mg Ha €HOMECEYHH UHTEPBAIIH U ca
HaOIf0JTaBaHN M30JIMPaHH CIIydal Ha pego3upaHe ¢ 8§ mg.

[peno3upaneTo ¢ mo-roasiM 00eM Ha HHKEKTHPaHE MOJKE Ja TIOBHIIH BETPEOYHOTO Hassrane. [1o
Ta3W NPUYMHA B CITydail Ha IpeIo3upaHe TPSOBa Jla ce ClIeAN BETPEOYHOTO HAIATAHE U JIa ¢ 3all0YHE
HOIXO/IAIIO JICYCHHE, aKO Ce CUETE 3a HE0OXO0MMO OT JIeKyBalus Jiekap (Bxk. Touka 6.6).

5. ®APMAKOJIOTUYHU CBOMCTBA
51 ®apmakoguHAMHYHH CBOHCTBA

dapmakoTepanesTruHa rpymna: OGpTaaMoJOTHYHN CPEACTBa, AHTHHEOBACKYIapU3UPAIllX CPEACTBA
ATC xox: SO1LAO05

Adnubepiient e pekoMOUHAHTEH ()y3MOHEH MPOTEHH, ChbCTABEH OT YACTH OT U3BBHKICTHUHUTE
JIOMEWHU Ha perenTopu 1 u 2 3a YOBEIIKK ChA0B eHoTelNeH pactexeH Gaktop (VEGF), cebp3anu ¢
Fc-uactra Ha yoBemku IgG1.

Admubepuent e mpousseaeH B K1 kinetku ot situauk Ha kutaiicku xamctep (CHO) upes
pexombunanTHa JIHK TexHomorus.

Admbepuent meficTBa KaTo pa3TBOPUM perenTop - "mpumamka, KOWTo ce cBbp3Ba ¢ VEGF-A u
PIGF c no-BucOKk apHUTET, OTKOJIKOTO ECTECTBEHUTE UM PEIETITOPH, KaTo 110 TO3M HAYWH MOXKE J1a
WHXUOMpPA CBBP3BAHETO U aKTHBHPAHETO Ha Te3u cXxoaHu peuentopu Ha VEGF.

Baiama e 6momornuno mogo0eH JiekapcTBeH npoaykr. [loapobra nadopmarius e mpeaocTaBeHa Ha
yebcaiita Ha EBporeiickara areHius mo jekapcraara https://www.ema.europa.eu.

MexaHn3bM Ha JIEHCTBUE

ConoBust eHotesneH pactexker pakrop-A (VEGF-A) u mnanentaust pacrexeH dakrop (PIGF) ca
yieHoBe Ha cemeiicTBoTO Ha VEGF anrnorennure ¢hakropy, KOUTO MOTAT J1a AEHCTBAT KaTO MOIITHU
MHUTOTEHHH, XEMOTAaKCUYHU U BIMSCLIN BbPXY ChIOBUS NepMeaOuiInuTeT (pakTOpH 3a €HIOTEIIHUTE
kinetkn. VEGF neiicTa upes nBe perientopuu Trpo3uH kuaasu, VEGFR-1 u VEGFR-2, na
noBbpxHOCTTA Ha eHoTenHute kinetku. PIGF ce cBbp3Ba camo ¢ VEGFR-1, koiiTo ce HaMupa chIIo U
110 IOBBPXHOCTTA Ha JIeBKOUUTHTE. [IpekomepHOTO akTHBHpaHe Ha Te3u peuentopu or VEGF-A
MOJKe J1a JOBeJe JI0 MAaTOJOTHYHA HEOBACKYIapH3allysl U MpeKoMepHa ch10Ba npomyckiuBocT. PIGF
Moxe na 0bae cunepruct Ha VEGF-A B Te3u mporecy, a 0cBeH TOBa € H3BECTHO, Ue crioMara 3a
JICBKOLIUTHATa HHUATPALKS U ChIOBOTO Bb3MaJICHUE.

(DaDMaKOI[I/IHaMI/I‘-IHI/I ed)eKTI/I

Bnaorcna BJ[M

Brnaxnara B/IM ce xapakTepusupa ¢ NaTOJIOIMYHa XOpouianHa HeoBacKymnapuzamus (CNV).
W3TnyaneTo Ha KpbB M TEYHOCT OT MATOJIOTMYHATa XOPOHJAIHA HEOBACKYJIapU3aLisl MOXKe Ja
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https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx
https://www.ema.europa.eu/

NPUYMHY 3ae0ensaBaHe Wik OTOK Ha peTHHATA /WU cyO/MHTpapeTHHAIHA XeMOparus, BoAeula 10
3ary0a Ha 3pUTeTIHa OCTPOTA.

[Ipu manuenTw, ekyBanu ¢ ahauOepIienT (eIHa HHKEKIUA MECEUHO 3a 3 MOCIIC0BATEIIHA MECEIIa,
MOCTIEIBAHO OT €/THa MHXKEKINS Ha BCeKH 2 Mecela), AebennHarta Ha neHTpannara petuHa [CRT]
HaMaJIsBa CKOPO CJIeH 3aloYBaHe Ha JICUSHHUETO, a CPEIHUAT pasMep Ha jesmsita ¢ CNV HamasBa B
CBOTBETCTBHE C PE3yITATUTE, HAOII0IaBaHU MIPH JIeUueHHE ¢ paHnOu3ymab 0,5 mg BCEKH Mecell.

B npoyuBanero VIEW1 nma cpenan mHamanenus Ha CRT mpu ontruaHo-KOXepeHTHA TOMOTpadus
(OCT) (cpotBetHO -130 1 -129 MukpoHa B cenmuiia 52 3a rpynuTe Ha JiedeHue ¢ adubeprent 2 mg
Ha BCEKU JIBa Mecena u paHnOu3ymad 0,5 mg Bceku mecen). U B 52-Ta cenmuia B Ipoy4BaHETO
VIEW?2 uma cpenuu Hamanenus: B CRT mpu OCT (cvotBeTHO -149 1 -139 MuKpoHa 3a rpynure Ha
nedeHue ¢ adauoepenT 2 mg Ha BCEKH JBa Mecera B paHnou3zymad 0,5 mg BCEKH Mecel).
Hamanenuero Ha pazmepa Ha CNV u Ha CRT o0OunyaiiHo ce 3aabppakat U npe3 BTopaTa rojiuHa Ha
NPOYYBaHUSATA.

IIpoyuBanero ALTAIR e mpoBeaeHo npu manueHTH SMOHIN ¢ HeJIeKyBaHa Biaxkana B/IM n mokassa
NOJ00HHU pe3yNTaTu ¢ Te3u oT npoyusanusita VIEW, ¢ npunarane Ha 3 mbpBOHAYAIHHU €KEMECEUHU
MHKeKIMK aduinbepuent 2 mg, mocjaeiBaHu OT €HA MHXEKIHUS ClIe] olle 2 Mecela H CJIel TOBa
MPOABIDKAaBaHE C PEKHUM Ha JIeYeHNE U YABIDKaBaHe C MPOMEHJIMBH WHTEPBAJIH (2-CeAMUYHH UITH 4-
CeIMUYHM KOPEKIMH) A0 MaKCUMYM 16-ceqMIueH HHTEepPBaJI ChIIACHO NMPEABAPUTENHO ONpPEACICHH
kputepuu. B cenmuna 52 uma cpetHo HamaneHue Ha febennHara Ha neHtpanHara peruna (CRT) mpu
OCT c -134,4 u -126,1 MukpoHa CbOTBETHO 3a IpyIrarta Ha 2-CeIMUYHA KOPEKIIUS U 3a rpynara Ha 4-
ceaqmuaHa Kopeknus. [IponentsT Ha manuentute 6e3 Teunoct npu OCT B cenmuiia 52 € ChOTBETHO
68,3% un 69,1% B rpynure ¢ 2- u 4-cenmuunu Kopekuu. Hamanenuero Ha CRT B noBedero ciayyan
ce 3amasBa U B JIBET€ paMeHa Ha JIeUeHHe Mpe3 BTopaTa rojaruHa Ha npoyuBaHeto ALTAIR.

IIpoyuBanero ARIES e npenna3HadyeHo ja u3ciensa He Mo-MajakaTa epUKacHOCT Ha JICUCHHUE U
MPOIbJKaBaHE HA CXeMaTa Ha MpuiiaraHe Ha auubeplienT 2 mg, 3aI09YHATO BeJHAra Clie/ IpUIarane
Ha3 IIbpBOHAYAIHA MECE€UYHU MHXCKIWHN U €1Ha JOIIBJIHUTCIIHA WHXCKIUA CIC/ 2 Mecea CrupsamMo
JICYCHHE U MPOIBIDKABAHE HA CXeMaTa Ha MpuIaraHe, 3alo4YHaTo clie]] €IHOTOUIITHO JeueHue. 3a
MalKEHTH, KOUTO C€ HYXKJasAT OT MpHiIaraHe no-4ecto oT Q8 moHe BeIHBXK B X0Ja HA IPOYUYBAHETO,
CRT ocraBa no-Bucok, HO cpeHoTo HaMmanienue Ha CRT ot u3xonHoTo HUBO A0 ceamuiia 104 e -
160,4 MukpoHa, I0J00HO Ha MAlMEHTHTE, JIEKyBaHH Ha Q8 WM MO-peIKH HHTEPBAIIH.

Omox na maxynama écieocmsue na OL[PB u OPPB

IIpu OLIPB 1 OPPB ce nonyuyaBa ucxemust Ha peTUHaTa U TS JaBa CUTHAJI 32 0CBOOOX/1aBaHETO Ha
VEGF, xoiiTo Ha cBO# pef AecTabuin3upa 30paBUTe BPb3KH U CTUMYJIHpa Mpoiudepanuara Ha
enpoTenHu kietkn. OcBoboxaaBanero Ha VEGF e cBbp3aHo ¢ yCIIo)KHEHUS KaTo HapyIlllaBaHe Ha
KpBBHO-PETHHHATA Oapuepa, yBEJIMUCH ChIOB MepMeabiINTeT, OTOK Ha PEeTUHATA H
HEOBACKyJIapU3alys.

[Ipu nauuenTy, TeKyBaHH ¢ 6 IOCIEAOBATEIHN MECEUHN HHXeKIMU adaubepuent 2 mg e
Ha0II0JaBaH ChOTBETCTBAII, ObP3 U CHJIEH MOP(OIOTHYeH OTTOBOP (KOETO € OTYETEHO ¢ TIOJ00PEeHNUs
B cpeanara CRT). B cenmura 24 moumxenueto B CRT e cTaTucTHUecKH MPEBH3X0XKIAII0 B
cpaBHeHue ¢ KoHTponara u B Tpute npoyusanus (COPERNICUS npu OLIPB: -457 cpemty -145
mukpoHa; GALILEO npu OLIPB: -449 cpemy -169 mukpona; VIBRANT npu OPPB: -280 cpemry -
128 mukpona). Tora HamaseHue ot u3xoqHoTo HUBO B CRT ce moabpika 10 Kpasi Ha BCAKO
npoyuBane, cenmuna 100 B COPERNICUS, cenmuna 76 B GALILEO u cenmuua 52 B VIBRANT.

Jluabemen maxynen edem
JlnabeTHUST MaKyJICH €/IeM € CJICACTBUE OT JradeTHATAa PETHHOMATHUS U CE XapaKTepu3upa ¢ MOBHUIIICH
CBHJIOB IEpMEaOHMITUTET M YBPEXKJaHE HA PETUHHUTE KAITWISIPH, KOETO MOXeE Jia JOBeJIEe JI0 3aryda Ha

3putenHa ocTpota. [Ipu nmanuenTy, aexyBanu ¢ agaubepuent, MoBe4eTo OT KOUTO ca Oun
KJIacu(uIUpaHy KaTo manuenTy ¢ auadet tun 11, ce Habmoxasa 6bp3 U cTadUIICH OTTOBOP 110
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otHomenue Ha Mmopdonorusra (CRT, auBo mo DRSS).

B npoyusannaTta VIVIDPME u VISTAPME ¢ ma6monaBano craTHcTHIECKH 3HAYMMO TO-TOJISAMO CPETHO
Hamasenue B CRT oT u3xomHuTE CTOMHOCTH 10 ceAMUIIA 52 MPH NalKUeHTH JIEKyBaHHU ¢ adaubeprent
B CpPaBHEHHE C JIa3€PHO KOHTPOJIUPAHUTE, CHOTBETHO -192,4 u -183,1 MukpoHa 3a rpynute ¢
admubeprient 2Q8 1 cHOTBETHO -66,2 1 -73,3 MUKpOHA 3a KOHTpoHHUTE rpynn. B ceammuma 100
HaMaJICHUETO € MoAabpxkaHo ¢ -195,8 u -191,1 mukpona 3a rpynure ¢ adpaudepuent 2Q8 u ¢ -85,7

1 -83,9 MUKPOHa 32 KOHTPOIHUTE IPYIIH, ChOTBETHO B mpoyuBanusata VIVIDPME y VISTAPME,

Hamnpagsena e orenka, nmokassaina mojgodpenue ¢ > 2 crbnku B DRSS mo npensaputenHo yrouneH
naunH BB VIVIDPME i1 VISTAPME, Crenenta na mpomsiHa B ckopa mo DRSS e m3mepena npu 73,7%
ot nmarmentute B6B VIVID PME 1 98.3% ot marmenture 6B VISTAPME, B cenmuna 52, 27,7% u
29,1% ot rpynure ¢ apmudbepuent 2Q8, u 7,5% u 14,3% OT KOHTPOIHHUTE TPYNIH Ca UMK
nogobpenue ¢ > 2 creiku B DRSS, B cenmunia 100 choTBeTHHTE NporieHTH ca ommum 32,6% u 37,1%
ot rpynure ¢ apnudepuent 2Q8, u 8,2% u 15,6% 0T KOHTPOIHUTE TPYIIH.

poyusanero VIOLET cpaBHsiBa Tpu pa3iuvyH{ CXEMH Ha Ipujiarane Ha agumobepient 2 mg 3a
neuenue Ha JIME crien Hali-mainko eiHa rojivHa JiedeHUue ¢ PUKCUpPAaHU HHTEPBAIU, KAaTO JICICHUETO ©
3alI0YHATO € 5 MOCJIEN0BaTEIHU MECEUHHU JO3H, OCIEIBAHM OT IpUJIaraHe Ha BCekH 2 Mecena. B
cenmuna 52 u ceamuna 100 oT mpoydBaHeTo, T.€. BTOpPa U TPeTa rOAWHA OT JICYEHUETO, CPETHHUTE
npomenu B CRT ca kmuHUYHO 10100HH 3a jieueHue u npoawnkaBane (2T&E), ciopen Hyxaute (Pro
re nata (2PRN)) u 2Q8, cvotBeTHO -2,1; 2,2 1 -18,8 Mukpona B ceamuna 52, u 2,3; -13,9 u -

15,5 mukpona B ceammutia 100.

Muonuuna xopoudanna neogacKyrapu3ayus

MpuonuyHaTa XopouaaiHa HeoBacKyapusanus (Muonnana XHB) e yecra npuunHa 3a 3ary6a Ha
3pEHHUE IIPU Bb3PACTHU € MATOJIOTMYHA MUONHUS. T ce pa3BUBa KaTO MEXAaHU3bM 34 3apacTBAHE HA
paHH, BCIEACTBHE Ha PyNTypy Ha MeMOpaHara Ha Bruch u npencrasmnsiBa Haii-uecToTo ChOUTHE,
3acTpalaBanlio 3p€HUETO, IIPU NaTOJIOTUYHA MUOIIHS.

[Ipu nauuentu, nexyBanu ¢ apaudepuent B npoyusaHero MYRROR (egna nHxekius, npuiioxeHa B
HA4aJI0TO Ha TepanusiTa, C JOII'bJIHUTEIHN NHXEKINH, IPUJIaraHy B cllydail Ha epCUCTUPAHE Ha
3abossBaHeTo win peuuaus), CRT HamasBa CKOpO Clie/ 3amo4BaHe Ha JICYSHHUETO B 110J13a Ha
admubepuent B ceamuiia 24 (-79 MukpoHa 1 -4 MUKpOHa, ChOTBETHO, 3a IpyIara 3a JICYeHHE C
admmbeprienT 2 mg U 3a KOHTPOJIHATA TPYIIa), KaTo ce 3ama3Ba g0 cenMuia 48.

B nonsiHenue, cpenHuar pazmep Ha XHB ne3us Hamanssa.

Kinununa edukacHoCT M 6€3001aCHOCT

Bnaoswcna B/IM

be3omacHocTTa 11 emkacHOCTTa Ha ahIUOEPIIETIT ca OTICHEHH B IBE paHAOMHU3UPAHH,
MHOTOLIEHTPOBH, JBOMHOCIIENN, AKTUBHO-KOHTPOJIMPAHU IIPOYYBAHMSI IPU NALMEHTH C BiiaxkHa B/IM
(VIEW1 u VIEW2) ¢ 06mio 2 412 nauuenTa JieKyBaHU 1 oLleHsBaHu 3a edukacHocT (1 817 ¢
admmbepuenTt). Br3pactra Ha manuenTuTe Bapupa Mexay 49 u 99 roaunu, cpenno 76 ronuau. B Tesn
KIMHUYHHU TPOYy4BaHus, npudamsutentHo 89% (1 616/1 817) ot manueHTHTe, paHI0OMU3UPAHH 32
neyeHue ¢ apnudepuenT ca Oniny Ha Bb3pacT 65 TOAWHH WX TO-Bb3PaCcTHH, U MPUOIU3UTEITHO

63% (1 139/1 817) ca 6wy Ha BB3pacT 75 TOJMHHU WIIH MO-Bh3PACTHU. BBB BCAKO MpOyUYBaHe
MaIMEHTUTE Ca PaHJOMU3UPAaHU B choTHOIIeHHE 1:1:1:1 Ha 1 oT 4 cxeMu Ha npuaraHe:
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1)  adnumbepuent, mpuiarad no 2 mg Ha BCEKU 8 CeMULIU ciie]] 3 MbPBOHAYAIHU €KEMECEUHH 03U
(admubepuent 2Q8);

2)  admmbeprent, mpuaarad mo 2 mg Ha Bceku 4 ceamuii (apmudepuent 2Q4);

3)  admubepuent, npunaran no 0,5 mg Ha Bceku 4 cenmuii (adaubepuent 0,5Q4); u

4)  panubusyma6, npwiaran no 0,5 mg Ha Bceku 4 cenqmuny (pannouzymad 0,5Q4).

Hpe3 BTOpaTa roivHa Ha NpOy4YBaHUATA, MAIIUCHTUTE NPOABJDKABAT Jia 110 IydaBaT ImojrydaBaT
OBbPBOHAYAIHO paHAOMHU3HpPaHaTa 1034, HO 110 MOI[I/I(I)I/II_[I/IpaHa CXEMa Ha nNpujiarane, BOJACHa OT
OII€HKaTa Ha pPE3YJITAaTUTE IO OTHOHMICHWE Ha 3pEHUETO 1 aHATOMHUYHATa Haxo/JKa C ,I[CCI)I/IHI/IpaH (0]
ITPOTOKOJI MaKCUMAJICH UHTCPBAJI Ha IMpUjIarane oT 12 CCIMMUIIN.

W B nBeTe mpoyuyBaHUs MbPBUYHATA KpaliHA TOYKA 32 €(UKACHOCT € MPOICHTHT MAIUEHTH B
MTOTYJANKATA TI0 TPOTOKOJ, KOUTO MOAABPKAT 3peHue, T.€. KaTo 3aryda Ha Mmo-Majko oT 15 OykBu OT
3pUTENIHaTa OCTPOTA B CEAMHUIIA 52 CTIPAMO U3XOJHOTO HUBO.

B mpoyuBane VIEW1 B cenmuma 52, 95,1% ot manuentute B rpynara ¢ apimbepuent 2Q8
MOJITBPKAT 3peHUETO B cpaBHeHUe ¢ 94,4% oT nanueHTuTe B rpynata ¢ pannousymad 0,5Q4.

B npoyusane VIEW2 B cenmuna 52, 95,6% ot nauuenTute B rpynata ¢ adgaudepuent 2Q8
MOAABPKAT 3peHneTo B cpaBHEHHE ¢ 94,4% oT manmeHTHTe B rpymnara ¢ paanomsymab 0,5Q4. B
JBETe Ipoy4BaHusl, aQmOepLuenT e JoKa3aHa KaTo He MO-MajKo e(pUKacHa U KIMHUYHO €KBUBAJICHTHA
Ha Tpynara ¢ paanomsymad 0,5Q4.

[onpoOuu pe3yaTaTi OT KOMOMHHUpaHUS aHAIHU3 Ha JBETE MPOYYBaHUs € TIOKa3aH B Tabnuua 2 u
¢urypa 1 mo-nomny.
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Ta6auna 2: Pesynratu 3a epukacHOCT B ceaMuna 52 (IbpBUYEH aHanu3) u cenmuna 96;
KOMOMHHMpPAHHU JaHHHU OT npoyusanusata VIEW1 u VIEW2P

Pesyarar 3a epuxacHocT

Adpandepuent 2Q87
(adbmmubepuent 2 MY Ha BCEKH

Panuonzymaé 0,50Q4
(panubu3ymab 0,5 mg Ha BcekH

8 cemmurut cien 3 HaYATTHU 4 cenMunn)
€KEMECEUHH JI03H)
(N =607) (N =595)
Cenmuiia 52 Cenmuiia 96 Cenmuiia 52 Cenmuria 96
CpeneH Opoif HHXKEKITUH OT 7.6 11.2 12,3 165
U3XO0JTHOTO HUBO
Cpenen Opoit nHKeKIun (0T 49 47
ceaMuiia 52 1o 96) ' '
[IpoueHT manueHTH ChHC
3aryba < 15 OyxBu OT 95,33%" 92,42% 94,42%" 91,60%
13X0HOTO HIBO (PPS?)
Pasmuka® 0,9% 0,8%
(95% )" (-1,7; 3,57 (-2,3; 3,8)Y
Cpemna npomsina B BCVA,
H3MEpeHa Ype3 OIICHsBaHE Ha
6yksure mo ETDRS™ or 8,40 7,62 8,74 7,89
M3XOJHOTO HUBO
Pasmuka B LS? cpenna
npomsiHa (OyKBHU TI0 -0,32 -0,25
ETDRS)? (-1,87; 1,23) (-1,98; 1,49)
(95% )"
TIponieHT maueHTy ¢
nonoOpenue > 15 OykBU OT 30,97% 33,44% 32,44% 31,60%
W3XOJTHOTO HUBO
Pazmmka® -1,5% 1,8%
(95% )" (-6,8; 3,8) (-3,5; 7,1)
A)

BCVA: Haii-nobpe xopurupasa 3puTesiHa 0OCTpoTa

ETDRS: IIpoyuBane Ha paHHO JieueHue Ha auabetHa peruronarus (Early Treatment Diabetic Retinopathy

Study)

LS: Cpennu croiiHocTy 110 MeTO/Ia HA Hali-MankuTe KBaapary, moirydeHn ot ANCOVA

PPS: no npoTtokon

5 Ilanara ananusupana nonynanus (FAS), IpeHacsane Ha faHHUTE OT nocienHoro Hadmonaerue (LOCF) 3a
BCUYKH aHAITU3H C M3KIIOUYECHHUE HA MPOLCHTA MAIIUEHTH, OJIbPIKAIIU 3PUTEHA OCTPOTAa B ceaMuIia 52,

KoeTo npenacraBisia PPS
B)

[TonmoxxutenHa CTORHOCT € B ToI3a Ha adiaubdepuent.

)

E)

CHpsIMO paHnOU3yMad
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Jlosepurenen unrepsai (1), u3ducieH upe3 HOpMaITHO TPUOTIKEHNE
A Cnen 3amo4BaHe Ha JICYEHHE C TPH €KEMECEUHH JI03H
JloBepuTesIeH HHTEpBAJI, JIeKaIll u3ipuio Haj -10%, moka3sa He mo-Mayika e(pUKacHOCT Ha adaubdepent

Pasmikara e croifHOCTTA 3a rpymara ¢ adIrOepIenT MUHYC CTOMHOCTTA 3a TpyIaTa ¢ paHuOn3ymao.




®urypa 1. Cpeagna npoMsiHa B 3pUTEIHATa OCTPOTa OT U3XOAHOTO HUBO A0 ceamuua 96 3a
KOMOWHHWpaHUTE NaHHU OT mpoy4BaHuara Viewl u View?2

CpepgHa npomsiHa B 3puTenHaTa

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

Ceomuum

—{— Adnmnbepuent 2 mg Q8 ceaMULM .4  PaHnbnsymab 0,5 mg Q4 ceamuun

IIpu xomOmHMpaH ananu3 Ha nanauTe oT VIEW1 u VIEW?2, adimbepuent moka3Ba KIMHATHO
3HaYMMU MMPOMEHH OT U3XOIHOTO HUBO B MPEIBAPUTEIHO Ae(UHUPaHATa BTOPHYHA KpaifHa TOYKa 3a
e(pHKacHOCT, U3MEPEHH Upe3 BHIPOCHUK 3a 3puTeiHaTa GyHkuus Ha Hannonanaus odranMoiaorniexn
uHcTuTyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 xinmnaIYHO
3HAYMMU pa3IvKU ¢ paHnOu3ymad. Benmunnara Ha Te3u MpOMEHU € I0Jj00Ha Ha HaOIr01aBaHaTa B
myONrMKyBaHU MPOYYBaHUs, KOETO CHOTBETCTBA Ha MOA0OpsIBaHE HA 3peHueTo ¢ 15 Oyksu npu Haii-
nmoOpe kopurupana 3purenra ocrpora (Best Corrected Visual Acuity, BCVA).

[pe3 Bropara ronvHa Ha IPOYYBAHUATA, EPUKACHOCTTA KATO ISUIO CE MOIIBPKa JI0 OCIETHOTO
olleHsBaHe B ceamuia 96, kato 2-4% OT MallUEHTUTE ca C€ HY>KIAeId OT BCUUKH MHXKEKIUU Ha
MeceuHa 0a3a, a 1/3 oT marueHTHTe ca ce HyKIaeln Hai-MajaKo OT e€Ha HHXKCKITHS C HHTepBajl Ha
JIeYeHUe OT CaMo €TUH Mecell.

HamaneHnuneTo Ha cpeaHaTa IUTONI HA XOPOUJallHAa HEOBACKYJIApHU3alHsl € BUANMO BbB BCHUKH JO30BU
TPYIX U B ABETE MPOYYBAHHUSI.

Pesynrarute 3a eprkacHOCT BB BCHUKH OIEHIBAHH MOATPYIH (HAIMpP. BB3PACT, MOJI, paca, 3puTellHa
OCTpOTa Ha M3XOJTHO HUBO, BUJ] Ha JIE3MATA, pPa3Mep Ha Je3usiTa) BbB BCIKO MPOYYBAHE U PU
KOMOWHUPAHWSI aHAJIN3 Ca B ChOTBETCTBUE C PE3YITATHTE B IIETUTE TOITYJIAIHH.

ALTAIR e 96-cenMU4YHO MHOTOILIEHTPOBO, PaHIOMHU3HUPAHO, OTBOPEHO MPpOYyUBaHe Npu 247 manueHTu
ATIOHIIM C HeJleKyBaHa BiakHa B/IM, mpenHa3zHadeHo Jia orieHH eprukacHOCTTa M 0€30IacHOCTTa Ha
adumbepuenT cie] IBe pa3IndH KOPEKIHH Ha HHTepBaja (2-ceMUYHa U 4-CeIMUYHA) PH PEKUM
HAa JICYEHHE U YIbIKABaHE.

Bcuuky nanueHTy nony4yaBat MECeUHU 1034 auinbeplienT 2 mg B MPOIBIKCHUE Ha 3 Mecella,
ITOCIIEZIBAHO OT €/IHA MHXKEKIIUS CIIe]] TOTbIHUTENICH 2-Mece4UeH nHTepBal. B ceamuna 16 manuenTute
ca pamomusnpanu 1:1 B aBe rpynu Ha JedeHue: 1) agumbeprent, JedeHne U yabbKaBaHe ¢ 2-
CEeIMHUYHH KOpeKImH U 2) apmubepiient, JeueHrne U yIbDKaBaHe ¢ 4-CeIMUIHN KOPEKITHH.

VY abiKaBaHETO WK ChKpaIlaBaHETO Ha MHTEpBalla Ha JICUEHUE € ONPEeNIeHO Bh3 OCHOBA Ha
3pUTEITHU W/WIIM aHATOMHYHU KPUTEPUH, OMIPEIEIICHHU C TPOTOKOJ, C MAKCUMAIIEH HHTEPBAJI OT

16 ceamuIiy 3a IBETE TPYIIH.
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[IbpBUYHaTa KpaiiHa Touka 3a eukacHOCT € cpenHaTa npomsHa B BCVA oT U3X0IHOTO HUBO /10
cenmuna 52. BropuuHuTte KpaliHU TOUYKH 3a €(UKACHOCT ca MPOLIEHTHT HAa HallUEHTUTE, IPU KOUTO
HSMa BJIOIIaBaHe ¢ > 15 OykBH, ¥ MPOLIEHTHT HA MALMEHTHUTE, IIPH KOUTO UMa OJ00peHre C Hai-
Maiko 15 6ykeu npu BCVA 0T U3X0THOTO HHBO 10 ceaMmuiia 52.

B ceamuna 52 nanueHTUTE B paMOTO Ha JISYEHUE U yAbJDKaBaHe ¢ 2-CeIMUYHN KOPEKIIMH TOJTy4aBat
cpenHo 9,0 OyKBH OT U3XOJHOTO HUBO B CpaBHEHHE C 8,4 OYKBH 3a T€3U B Tpymnata ¢ 4-ceMUIHU
KOPEKIHH [pa3inKa B CPEAHUTE CTOMHOCTH IO METoa Ha Hail-MankuTe kBaapatu (LS) mo otHomeHnue
Ha Oyksure (95% CI): -0,4 (-3,8;3,0), ANCOVA]. [IponeHThT Ha MAIHEHTUTE, TIPH KOUTO HIMA
BJIOIIaBaHe ¢ > 15 OykBH, B IBETE paMeHa Ha JiedeHne e cxojeH (96,7% B rpynata ¢ 2-CeIMUYHH
Kopekuu u 95,9% B Ta3u ¢ 4-ceaMuuHU KopeKiun). [IporieHTsT Ha nanueHTuTe, Mpu KOUTO UMa
notoOpenue ¢ > 15 Oyksu B ceamuma 52, e 32,5% B rpynara ¢ 2-cenmuvHA Kopekuun U 30,9% B Tazu
¢ 4-cenMuYHH KOpeKuH. [I[pOoTIeHThT Ha MAIMEHTHTe ¢ MHTepBajla Ha JIEYeHNE, YIBIDKEH 10

12 ceamunu wnu noseue, € 42,3% B rpynara ¢ 2-ceIMUYHU KOpeKiuu U 49,6% B Tazu ¢ 4-CeIMUYHH
kopekuu. OCBEH TOBa, B rpynara ¢ 4-ceiMu4HU Kopekunu 40,7% oT manueHTuTe ca ¢ MHTepBall,
yabkeH 1o 16 ceqmunu. 1pu nociennoro nocemenue 1o ceamumna 52 56,8% u 57,8% ot
MAIMEeHTUTE ChOTBETHO B IPYIHUTE C 2-CEIMUYHH U 4-CEIMUYHH KOPEKIIHH ca C IJIaHWpaHa cieIBaria
WHXEKIUA B UHTEPBaJ OT 12 ceAMUIIN WK TTOBEYE.

[Ipe3 BTOpaTa roJuHa OT MPOYUYBAHETO, CPUKACHOCTTA B MOBEUETO CITyYau Ce 3ara3Ba JIo MmocjieHara
OLICHKA B ceIMUIIa 96 BKIIIOUUTEIHO, ChC CPEAHO MOJ00pEHHEe OT U3X0IHO HMBO 7,6 OyKBU 3a rpynaTa
¢ 2-ceIMUYHH KOpeKInH 1 6,1 OyKkBH 3a rpynara ¢ 4-ceiMUYHH KopeKiun. [IporeHTsT Ha
MalMEHTUTE, KOUTO Ca YABIDKUAIIN UHTEpBAJIa Ha JieueHue 10 12 ceaMuIM win rnoseue, € 56,9% B
rpynara ¢ 2-cenMuaHA Kopekunu u 60,2% B rpymnata ¢ 4-ceamuyuHu Kopekiun. [Ipu mocneanoTo
nocenienue npeau ceamuua 96 64,9% u 61,2% ot nanueHTUTe B rpynure ¢ 2-CeAMUYHHU U 4-
CEIMHUYHH KOPEKIIMH ca ChOTBETHO C TUTAHUPaHa CJIeBaIIa HHKEKITUSA B HHTEPBAI OT 12 CeIMHIH WTH
moBede. [Ipe3 BTopaTa roarHa OT JICUSHUETO MAIUEHTUTE B TPYIHUTE C 2-CEIMUYHU U 4-CEAMUIHH
KOPEKIIMH MOJIy4aBaT CbOTBETHO cpefHo 3,6 u 3,7 umkekuu. [Ipe3 2-roauiinus nepuoa Ha JIeueHue
Maly¥eHTuTe noxy4danat cpeaso 10,4 nHxeKuu.

3pUTEIHUTE U CUCTEMHUTE MPOQHIN Ha 0€30MAaCHOCT ca MoI00HH Ha 0€30MacHOCTTa, Habro1aBaHa B
ocHOoBHUTE IpoyuBaHus VIEW1 u VIEW2.

ARIES e 104-ceqMuaHO MHOTOIICHTPOBO, PAaHAOMHU3UPAHO, OTBOPEHO, aKTUBHO KOHTPOIUPAHO
npoyuyBaHe npu 269 naruenTu ¢ HejleKyBaHa BiaxkHa BJIM, npeaHa3sHaueHo Ja OIleHH He Io-MajlkaTa
e(UKacHOCT, KaKTO U OE30MIacCHOCTTA Ha JICYeHHE U IPOIbDKaBaHe Ha CXeMaTa Ha Mpuiiarase,
3aMovHaTo ciell 3 MocIeI0BaTeIHU MECEUHH T03H, TTOCIEABAHN OT yIbIDKAaBaHE JI0 IByMECEUEeH
HMHTEpBaJ Ha JIeYeHHE CIPSIMO JISUeHHE U MPOIbJKaBaHe Ha cXxeMaTa Ha IpujiaraHe, 3ao4HaTo cies
I'bpBaTa TOAMHA OT JICUYECHHUETO.

[IpoyuBanero ARIES u3cienBa chlio NPOLICHTA HA NAIUEHTUTE, KOUTO CE HYKAAIT OT IO-YECTO
JieueHue, OTKOJIKOTO Ha BCEKH § CeIMHIIM, Bh3 OCHOBA Ha PELICHUETO Ha u3cinenonarens. OT

269 nauyeHTn 62 MalMeHTH ca MoJy4YaBajy MO-4eCTO NMpUIaraHe MOHE BEeIHBXK 110 BpeMe Ha
Mpoy4YBaHeTo. TakunBa MalueHTH OCTaBaT B MPOYYBAHETO U ITOJTydaBaT JIEYeHNE CIIOpe T Hail-qoopara
KJIMHUYHA TIPElieHKa Ha W3CIIeIoBaTelNsl, HO He IMO-YECTO OT BCEKH 4 CEIMUIIN M HHTEPBAIUTE UM Ha
JieueHne MOrart J1a ObaT yABIDKCHN OTHOBO ciiell ToBa. CpeHUAT HHTEPBAII Ha JICUCHHUE CIIC]
pelieHueTo 3a no-uecto jgedenue e 6,1 ceqmunu. BCVA nHa cenmuua 104 e mo-HuCKa npu MalueHTH,
KOHUTO C€ HYXIasAT OT MO-MHTEH3WBHO JICYeHNE TIOHE BEIHBXK B X0/]a Ha IPOYYBAHETO, B CPABHEHHE C
MAIMEeHTH, KOUTO HE Ce HY)KJIasAT, U cpeaHara npomsiHa B BCVA oT u3Xx0AHOTO HUBO JI0 Kpas Ha
npoyuBaneTo € +2,3 + 15,6 Oyksu. OT nanueHTuTe, JeKyBaHH M0-4eCcTo, 85,5% noaabpxar 3peHue,
T.e. 3aryoBar mo-mMaiuko ot 15 6yksu, a 19,4% nonyuasar 15 nnu nosede Oyksu. [Ipodunst Ha
0€e30IacHOCT Ha MAIUeHTHTE, JIEKyBaHH [T0-YECTO OT BCEKH 8 CEIMHUIIN, € CPABHUM C TaHHUTE 3a
6ezonacuoct B VIEW 1 u VIEW 2.

49



Omox Ha maxyrama écreocmeue va OL[PB

besomacHocTTa M epukacHOCTTA Ha aIUOEPLENT ca OIICHEHH B IBE PaHIOMHU3HPaHH,
MHOTOIICHTPOBH, IBOMHOMACKUPAHH, TIAIe00-KOHTPOIMPAHU ITPOYYBAHUS PU NAIIMEHTH C OTOK Ha
maxkynara Beneacteue Ha OLIPB (COPERNICUS u GALILEO) ¢ 06110 358 mamnuenTy JieKyBaHU |
TTOAXOSINHN 32 OlleHka Ha edukacHocTTa (217 ¢ admubeprient). Bp3pacTTa Ha MaIMEHTUTE Bapupa OT
22 no 89 roaunu, cpenno 64 rogunu. B OLIPB npoyuBanusiTa, npubnuzurento 52% (112/217) ot
MAaIUeHTHUTE, PAaHJIOMU3UPAHU 32 JICUCHHE ¢ aQunOeplienT ca OUau Ha Bh3pacT 65 roJauHu WU T0-
BB3pacTHH, U npudam3uTenHo 18% (38/217) ca 6unm Ha BB3pacT 75 TOAMHM WIH MO-BB3pacTHU. B
JIBETE NMPOYYBAHUS NAIIMEHTUTE ca pas3NpeiesieHH Ha ClTydyaeH MPUHIMII B ChOTHOLIeHHE 3:2 B TpymaTa
3a MHKEKTHpaHe Ha adnubepuent 2 mg Ha Bceku 4 cenmunu (2Q4), Wi B KOHTPOJIHATA IpyTia 3a
WH)KEKIINHU C TUIane0o Ha BCeKH 4 CeIMHUIIN, 33 O0II0 6 IPUIIOKECHHSL.

CHCIL 6 exxeMeceyHHu WHKCKIUU NAIMUCHTUTEC Ca IOJIydaBajik JICHECHUC CaMO aKO Ca OTroBapsjid Ha
NPEABAPUTEIHO ONpeIesIeHH KPUTEPHH 3a JICUCHHE, C M3KIII0UEHHE Ha MAIIMEHTHTE B KOHTPOJIHATA
rpyma Ha npoyuBaneTo GALILEO, konuTo ca MpoIbJDKUIH 1a TToJTydaBaT mianebo (KOHTposa Ha
KOHTpoJaTa) A0 cenMuiia 52. OT Ta3u BpeMeBa TO4Ka, BCHYKH ITAlMEHTH ca OMITN Ha JIeUeHHe, ako ca
OTrOBapsUIM Ha IIPEABAPUTEIIHO ONPENEIIEHUTE KPUTEPHH.

U B aBeTe npoyuyBaHUs MbPBUYHATA KpaliHa TOYKa 32 €(UKACHOCT € OUJI MPOLICHTHT MAI[MCHTH, KOUTO
ca ce monoOpuiu ¢ moHe 15 6yksu B BCVA Ha cenmunia 24, B cpaBHEHUE C U3XOJ/IHO HHBO.
BropuuHara mpomeHInBa 32 epUKACHOCT € OuIla MpOMsHa B 3pUTelTHATa OCTPOTa B cenMuIia 24 B
CpaBHEHHE C U3XOTHOTO HUBO.

Pasznukara Mexay TepaneBTUYHUTE TPYIH € Oriia CTATUCTHYECKU 3HAYMMA B T10J13a Ha adirOepuenT u
B JIBETE MPOyYBaHKs. MakCHMAITHOTO MOJ00PEHHE Ha 3pUTEITHATA OCTPOTA € JOCTUTHATO Ha Mecell 3 ¢
mocJeIBalo cTadbuiusupane Ha 3putentara ocrpora ¥ CRTno mecen 6. CTaTUCTUYESCKH 3HAYNMAaTa
pas3nuka e moJabpKana 10 ceamuna 52.

IToapoOHM pe3yaTaTh OT aHATN3a HA JBETE IPOyYBAHIS ca IMOKa3aHu B Tabmua 3 1 Ha ¢urypa 2 1mo-
JI0TTy.
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Ta6auua 3: Pesynratu 3a edukacHocT Ha ceamuia 24, cenvuna 52 u ceamuna 76/100 (Lsnara ananusupana nomynamus ¢ LOCF®) B npoyusanus
COPERNICUS u GALILEO

Pe3yaratu COPERNICUS GALILEO
3a 24 ceqMuIH 52 ceqMun 100 cegmunu 24 cepMmun 52 ceqMun 76 ceqMuIn
eUKACHOCT | Aduin- KonTtpo- Adann- KonTtpo- Adann- Kontpo- | Adan- Kontpo- | A¢pum- | Konrtpo | Adun- KonTtpo-
Gepuent Jaa Gepuent na’h Gepuent® | gal® | Gepuent aa Gepuent -1a | Oepuent™ aa™®
2mgQ4 | (n=73) | 2mg n=73) | 2mg | (n=73) [2mgQ4 |(N=68) | 2mg |(N=68)| 2mg (N = 68)
(N = 114) (N = 114) (n = 114) (N (N = 103) (N = 103)
= 103)
IIpouent
IMaMUCHTH C
E"fg’gl;i’;fm 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
U3XOAHOTO
HHBO
0,
Uperernoha | 4480 25,9% 26,7% 38.3% %Iégo/o 28,0%
1(395(y T |(330.56.6) (11,8, 40,1) (13,1, 40,3) (24.4,52,1) o (13,3, 42,6)
0 1
p-cToitHocT p _ _ p p _
<0,0001 p=0,0006 p=0,0003 <0,0001 = 0,0004 p=0,0004
Cpenna
MpOMSsHA B
BCVAB),
ETDRGD 17,3 -4,0 16,2 38 13,0 15 18.0 33 16,9 38 13,7 6,2
besyittat sa (12,8) (18,0) (17,4) (17,1) (17,7) (17,7) (122) 141 | w8 | @82 (17,8) (17,7)
OyKBH OT
HU3XOIHOTO
HuBO (SD)
Pasnuka B
LS epema | 917 12,7 118 é‘é’g (15’22 76
HoeTABLD (17,4, 26,0) (7,7,17,7) (6,7, 17,0) 18 ’7)' 18’2’) (2,1,13,1)
(95% JTHD)
p-cToitHOCT p p _
p < 0,0001 p < 0,0001 p < 0,0001 <0.0001 <0.0001 p =0,0070
A)

Pasmkara e adpmubepuent 2 mg Q4 cenMuIt MUHYC KOHTpOJIa

5 Pasnmkara n noepuTenHuAT uaTepBan (M) ce m3uucnaBar, Kato ce m3nonssa TecT Ha Cochran-Mantel-Haenszel (CMH), kopurupan 3a peruon (AMepuka

crpsimo ocranasnara yact ot ceta 3a COPERNICUS u Espomna cripsimo Asust/Tuxookeancku peruon 3a GALILEO) 1 u3zxonna kareropust o BCVA

(> 20/200

u < 20/200)

B BCVA: Haii-no6pe xopurupana 3putenna octpota (Best Corrected Visual Acuity) ETDRS: [Ipoy4sane ¢ panHo jeuenne Ha auabetna perunonarus (Early
Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsine Ha ganHuTe OT nocienHoro Habmoaenue (Last Observation Carried Forward)
SD: CraHgapTHO OTKJIOHEHHUE
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)]

1Y)

E)

x)

LS: Cpeanu croitHOCTH MO METO/Ia Ha Hal-MaJIKUTE KBaapaTH, nonyuenn oT ANCOVA

Pa3nuka B cpeaHuTE CTOMHOCTH 1O METOAA HAa Hali-MankuTe kBaapartu (LS) u noBepurenen narepsai Ha 6a3ara Ha Mojenn ANCOVA c ¢akTopu: rpymna Ha
JieyeHune, pernoH (Amepuka crpsimMo ocranaiara gact ot ceera 38 COPERNICUS u EBpona cripsimo Asust/Tuxooxeancku pernos 3a GALILEO) u usxonHa
kateropus mo BCVA (> 20/200 u < 20/200)

B mpoyuBanero COPERNICUS manueHTrTe B KOHTPOIHATA TPyIIa ca MOTIIH JIa TTorydaBaT adaubepent npu Bp3HUKBAaHE HA HYKIa, C YeCTOTa BEAHEXK Ha
BCEKH 4 ceMHIM OT ceaMuna 24 10 cexMuna 52; MarueHTHTe ca UMl BUSUTH Ha BCEKH 4 CEMMUITH.

B mpoyuBanero COPERNICUS xakTo manueHTHTEe OT KOHTPOIJIHATA TPYIIA, Taka U MaleHTuTe Ha adubeprent 2 mg, ca moiaydasaiu adiaubeprent 2 mg npu
BB3HMKBAHE HAa HYX/Ia C YECTOTA BEIHBX Ha BCEKH 4 CEIMHLM OT ceaMuLa 52 1o cenmuia 96; marueHTUTe ca UMalli 3abJDKUTEIIHN BU3UTH Ha 3 Mecena, HO €
MOJKeIo J1a OBIaT MPETJIekTaHu U Ha BCEKH 4 CEAMUIIH, aKO € HEOOXOIMO.

B npoyuBanero GALILEO kakTo nanuMeHTUTe B KOHTPOJIHATA IPYIIa, Taka U MaueHTuTe Ha aduimbepuent 2 mg, ca nosy4yaBain agaubeprent 2 mg npu
HY’KJ1a, Ha BCEKH § CEeIMULIM OT ceAMMUIIA 52 710 ceAMHUIIa 68; MAIMEHTUTE Ca UMAIIH 3aIbJDKUTEIIHA BUSUTU HA BCEKU 8 CEIMUIIH.
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®urypa 2: CpegHa npoMsiHa OT U3XO0JHOTO HUBO 1o cenmuna 76/100 B 3puTenHarta ocTpoTa Mo rpyIu Ha
nedenue 3a npoyusBaauata COPERNICUS u GALILEO (LisnaTta aHanu3upaHa MOy Ias)

COPERNICUS
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—~=A— AdnubepuenTt 2 mg

-~ KOHTpPONHa rpyna

% II'ona:;Ba npeMuHaBaHeTO Ha KOHTponHaTta rpyna kbm PRN neuyeHue c adnubepuent 2 mg

B GALILEO, 86,4% (n = 89) ot rpynata Ha adimbepuent u 79,4% (n = 54) ot rpymnara Ha mamnedo ca
ommu ¢ OLIPB nepdysus Ha uzxoauo HuBo. B cenmuma 24, Tosa ca onmm 91,8% (n = 89) B rpymnara Ha
admmbepuent u 85,5% (n = 47) B rpynata Ha 1iaine6o0. Te3u mponopIuu ce MoIbPKAT B ceaMuiia 76, ¢
84,3% (n = 75) B rpymnara Ha apnmbepuent u 84,0% (n = 42) B rpynara Ha miare6o.

B COPERNICUS, 67,5% (n = 77) ot rpynara Ha apmmbeprent u 68,5% (n = 50) ot rpynara Ha 1uiane6o
ca 6w ¢ OLIPB nepdy3us Ha uzxomHo HuBo. B ceamuna 24, Tosa ca 6w 87,4% (n = 90) B rpynara Ha
admmbepuent u 58,6% (n = 34) B rpymnata Ha 1uiane6o. Te3u mponopiuu ce nogabpxat B ceamuia 100, ¢
76,8% (n = 76) B rpymnara Ha adiubdepuent u 78% (n = 39) B rpynara Ha miane6o. [TarmeHTuTe B rpynara
Ha Tuianebo ca MMaiy MpaBo Ja nmojyyasaT adaubepiient ot ceamuna 24,

BbrraronpustHUAT e(heKT OT JieueHneTo ¢ adIuOepIenT BEPXY 3puTeIHaTa (YYHKIHS € TTOJT00CH B
U3XOHUTE TOATPYIH OT NanueHTy ¢ nepdysus u 6e3 nepdysus. EdQexrure Ha JeueHNETO BHB BCUHUKH
OIICHSIEMU TOJTPYIHU (HAIp. BB3pacT, MOJ, paca, 3puTeiIHa OCTPOTa Ha U3XOIHO HUBO, IPOIBIKUTEITHOCT
Ha OLPB) BBB BCSAKO OT MpOyUYBaHUATA Ca OV IPHHIIMITHO CHOTBETCTBAIIN HA PE3yJITATUTE B OOIIHTE
TOITYJIAIN K.
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[Ipu ananu3a Ha 0600menute nanau oT GALILEO u COPERNICUS adnubeprienT mokazpa KIMHUYHO
3HAYMMHM [TPOMEHH OT M3XOJHOTO HMUBO 32 IIPEIBAPUTEIIHO OIpe/Ie/ieHaTa BTOPUYHA KpaliHa TOYKa 3a
eduracHoCT. BerpocHuk 3a 3putenHara ¢pyHKius Ha HarnoHaHUS 0 TaIMOIOTHYEH HHCTHTYT
(National Eye Institute Visual Function Questionnaire (NEI VFQ-25). BennunHaTa Ha Te3u IPOMEHH €
mo100Ha Ha HaOMroaBaHaTa B IyOIMKyBaHUTE KIMHUIHY MPOYYBAHUSA, KOETO ChOTBETCTBA Ha MPHUOABSIHE
Ha 15 6yxBu B Hait-no6pe kouTposupana spurenta ocrpora (Best Corrected Visual Acuity, BCVA).

Omox na maxynama éciedcmsue na OPPB

BezonacHocTTa 1 epukacHoCTTa Ha adIMOEpLUENT ca OLEHEHH B €HO PAaHJOMU3UPAaHO, MHOTOLIEHTPOBO,
JBOHHOMAaCKHPaHO, aKTUBHO-KOHTPOJIUPAHO NPOyYBaHe MIPH NallUEHTH C OTOK Ha MaKyJjara BCIEICTBHE
ra OPPB (VIBRANT), xoeTo BKJIIOYBA XeMHPETHHAITHA OKITy3us Ha BeHa. O6mo 181 manuenTu ca
JIEKyBaHH U ca OMJIM IOJXOJISIIH 32 OlleHKa Ha epukacHocTTa (91 ¢ agnmubepuent). Be3pacrra Ha
nanyeHTuTe Bapupa ot 42 1o 94 ronunu, cpenHo 65 rogunu. B npoyusanero 3a OPPB, npubnusurenno
58% (53/91) ot maumeHTUTE, paHAOMU3HPAHH 3a JiedeHue ¢ adarbdepIenT ca OMM Ha Bb3pacT 65 TOaUHH
WU TI0-BB3PaCTHH, ¥ puOIm3nuTenHo 23% (21/91) ca Ounu Ha BB3pacT 75 TOAWHY WIK TIO-BB3pacTHU. B
NPOYYBAaHETO MAUCHTUTE ca PaHIOMHU3UpaHH B choTHOWEeHKE 1:1 B rpyna Ha admubepuent 2 mg Ha
BCEKH 8 ceaqMHLH ciell 6 HayaIHU MECEUHH MHXKEKIUH, MU Ha Jla3epHa (oToKoaryanus, MpuioxkeHa Ha
W3XOJIHO HUBO (HapeueHa ,Jia3ep-KoHTpoiHa rpyna’). [lanueHTuTe B 1a3ep-KOHTPOJIHATA IPyIia MOTaT Jia
MoJyYat JAOMBIHUTEHA JTa3epHa (poToKoarynanus (HapeyeHa ,,ClIaCHTETHO Ja3epHo JieueHue ),
3aroyBaila B ceAMuia 12 ¢ MUHMUManeH uHTepBai ot 12 ceaMuiy. B3 ocHOBa Ha NpenBapUTEIIHO
OIIpeleNICHH KPUTEPUH, IALIMEHTUTE B IPyIIaTa ¢ Jla3ep MOorar Aa IOoJIy4aT CIIAaCUTEJIHO JICYCHHUE ¢
admmbeprient 2 mg OT ceamuiia 24, npujaraHa Ha BCEKU 4 CEJMUIIM B TIPOIbIDKEHHE HA 3 Mecela,
MOCJIEBAHO HA BCEKH § CEAMUILIH.

B xnmmamgnOoTO NipoyuBane VIBRANT, mppBuuHaTa kpaiiHa TO4Ka 32 €pUKACHOCT € OFIT IPOICHTHT
MAaIMeHTH, KOUTO ca ce moaoopwu ¢ noHe 15 0ykeu B BCVA Ha ceqmuiia 24 B cpaBHEHHUE C U3XOJHOTO
HUBO KaTo rpymnara Ha agiuOeplenT MpeBb3X0K/1a Ta3u Ha JIa3epHUS KOHTPOIIL.

Bropuunara kpaiiHa Touka 3a epuKacHOCT Oellle IpOMsIHA B 3pUTENIHATa OCTPOTa B ceAMUIIa 24 B
CpaBHEHHUE € U3XOAHOTO HUBO, KOATO € Onjia CTaTUCTUYECKM 3HaYMMa B 110J13a Ha adInOeplenT B
npoyuBaneTo VIBRANT. [logoOpeHne Ha 3pUTeIHATA OCTPOTA € HACTHITMIO OBP30 U IOCTHTHATO HA
Mecell 3 ¢ mocieBaIio mobpkane Ha edexra 1o Meceny 12.

B rpynara Ha na3epHo JieueHue, 67 MaMEeHTH ca MOJYYUITU CIIACUTENHO JeYeHUE ¢ adinOepIeNT,
3aroyBario B ceamuiia 24 (akTHBHA KOHTpOJa/rpyna Ha agmubepient 2 mg), KOETO BOJH JI0 MTOA00PCHIE

B 3pUTETHATa OCTPOTa C OKOJIO 5 OYKBU OT ceamuiia 24 1o ceamuia 52.

[HonpoGHM pe3ynTaTu OT aHaNM3a Ha KIMHAYHOTO rpoyuBane VIBRANT ca nmoka3anu B Tabnuia 4 1 Ha
¢urypa 3 no-momy.
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Ta6auna 4: Pesynratu 3a eukacHocT B cenmuna 24 u ceamuna 52 (Lsnara ananuzupaHa momnyiamnus ¢

LOCF) B xnmmanynOTO NipoyuBane VIBRANT

Pe3yarartu 3a egpukacHoct VIBRANT
24 ceqmunm 52 cexmumn
Adandepuent AKTHBHA Adaubdepuent | AKTHBHA KOHTPOJIA
2mg Q4 KOHTpOJa 2mg Q8 (n1azep/adpmbepuenTt
(N =91) (;1azep) (N=91)D 2 mgh)
(N =90) (N =90)
[IponeHT MarMeHTw ¢ ToA00peHHe 52 7% 26.7% 57 1% 41.1%
> 15 6ykBu oT n3x0xHOTO HHUBO (%) ' ' ' '
Ipeternena pazmka™® (%) 26,6 16.2%
(95% ON) (13,0, 14,1) (2,0, 30,5)
p-CTOMHOCT p =0,0003 p = 0,0296
Cpenna mpomsina B BCVA,
nsmepena upe3 ETDRSC ckop 3a (ﬂ’g) (162’99) (]1_;’1) 12,2 (11,9)
OYKBH OT U3X01HOTO HHBO (SD) ' ' '
Paznuka B LS cpenna 105 59
croinocTA® ' '
(7,1, 14,0) (1,7, 8,7)
0,
Sz T/O Iﬂ{% p < 0,0001 b = 0,0035F)

A)
b)

Pasnukara e adpmubepuent 2 mg Q4 ceamuiy MuHyc KOHTposa (Jiazep)
Pasmukara u 95% mosepurenuust unrepsai (1) ce usuncnssar, kato ce usnonssa tect Ha Mantel-Haenszel,

Kopurupat 3a peruoH (CeBepHa Amepuka cripsiMo SInoHust 1 u3xoaHa kareropust no BCVA (> 20/200 n

< 20/200)

B)

Pa3nuka B cpeHUTE CTOMHOCTH 1O METOa HAa Hali-MankuTe kBaapatu (LS) u 95% nosepurenen uHTepBai Ha
6azara Ha Mozmen ANCOVA c rpymna Ha edeHue, m3xonHa kareropus mo BCVA (> 20/200 u < 20/200) u peruon

(CeBepHa Amepuka cripsaMo SAmoHwsT) KaTo ABITOTpaiiHu eekTn u n3xoaHa kareropus mo BCVA kato

KOBapuarta.
)

oT 4 cegMuIy Ha 8 ceIMUIM TIpe3 ceaMuIa 48.

A B nayanoTo Ha ceiMuIa 24 MAlMEHTUTE B IPyIaTa Ha JeUeH e C JIa3ep MOraT Ja II0dyJaT CIacUTeIHA TepaIus ¢

Ot cenqmuna 24 nHTEpBaNa Ha JeYSHHE B TPyIaTa Ha JieueHue ¢ ahaudepuenT € yIBDKEeH 32 BCHUKH HalueHTH

agumbepuent, ako JOCTUTHAT MOHE €IMH MPEABAPUTEIIHO ONpeiesieH KpUTepuii 3a mpurognoct. Oomo

67 nauyeHTy B Ta3u rpyna ca Mnojy4uiIn CliacCuTeNHo JieueHue ¢ aduubeprent. @ukcupaHaTa cxema Ha JIe4eHHUe

C a(bm/l6epuenT € TpU ObTU a(bm/l6epuenT 2 mg Ha BCCKU 4 CCIMMUIIMY, ITOCJICABAHO OT MHXXCKIIMHU HA BCCKH

8 cenMuIy.

B Homunanna p-croitHoct
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®urypa 3. Cpenna npomsina B BCVA, usmepena upes ckop 3a 6yksu no ETDRS ot uzxoanoro HuBo 1o
ceamuna 52 B KIMHUYHOTO npoyuBaHe VIBRANT

VIBRANT
20
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0 & " " " L " i i " M " " M "
4 8 12 16 20 24 28 32 36 40 44 48 52
Ceamuum
— A Adnubepuent 2 mg i@y KOHTpOMHa rpyna (nasep)

Ha u3xo1H0 HUBO AeTBT HA MAIMEHTUTE ¢ TIepdy3us B TpymaTa ¢ adauOepuenT U IPpynuTe Ha JIeYeHUE C
nazep e cboTBeTHO 60% 1 68%. B cenmuria 24 te3u asmose ca cboTBeTHO 80% 1 67%. B rpymara Ha
nedenue ¢ adauOepIenT NPOICHTHT Ha NAIIMEeHTH ¢ ep(y3us ce 3ama3Ba a0 ceaMuiia 52. B rpymnara Ha
JICUYCHUE C Ja3ep, KbACTO MAIUSHTUTE ca OWIIN TIOIXO/SIIH 32 CIIACUTEIIHO JieueHUe ¢ aauOepIentT ot
ceaMuna 24, nerbT Ha MAIMeHTuTe ¢ nepdysus ce e yenndw 10 78% B ceqmuiia 52.

Luabemen maxynen edem

be3omacHocTTa 11 eukacHOCTTa Ha ahTUOEPIICTIT ca OINIEHEH! B IBE PAHIOMHU3HPAHN, MHOTOIICHTPOBH,
JBOIMHO3ACIIETIEHH, aKTHBHO-KOHTPOIMPAHHT TIpoydBaHus 1pu narmenty ¢ JIME (VIVIDPME
VISTADME). O06mo 862 manyeHTH ca OWIIHM JIEKyBaHH U OLICHsIeMH 3a epukacHoCT, 576 ¢ adiubepent.
Bnb3pacrra Ha mariuenTuTe Bapupa ot 23 10 87 roaunu, cpeaHo 63 ronunu. B mpoyuBanusita 3a JIME,
npubnmuzutenHo 47% (268/576) ot nanMeHTUTE, PaHIOMU3MPAHHU 3a JeueHue ¢ adaudepIenT ca O Ha
BB3PacT 65 TOIWHH WK TO-Bb3pPacTHH, U MPHOIU3uTenHo 9% (52/576) ca 6unu Ha BB3pacT 75 TOAMHU
WK TI0-BB3pacTHU. [loBeueTo manueHTH B [BeTe Mpoy4Banus ca Owmm ¢ auadert tum 11

B nBere npoyuBaHus NMaMEHTHTE ca OWIIM paslpeesieH: Ha CITydacH MPUHIMI B choTHOLIeHue 1:1:1 B 1

OT 3 cXeMH Ha JI03UpaHe:

1)  admubepuenT, npuiarat Mo 2 mg Ha BCEKH 8 CEAMMIIM CIIe]] 5 HAYaIHH €KEMECCUHN HHKCKIIUH
(apmubeprient 2Q8);

2)  admmubepuent, npuiaras mo 2 mg Ha Beeku 4 cenqmuiy (adaudepuent 2Q4); u

3)  masepHa hOTOKOAryIaIlisd HA MaKyjaTa (aKTHBHA KOHTPOJIA).

Karo ce 3amoune B cemmuia 24, manueHTUTe, OTTOBAPSIIM Ha MIPEIBAPUTEIHO OMPEICIICH mpar Ha 3aryoa
Ha 3PEHHETO, ca OMJIH MOAXO/IAIIHN 32 MOJTyYaBaHe Ha JOIMTBIHUTEIIHO JICYUCHHE: TAIIMCHTUTE B IPYITUTE HA
adubepIIenT € MOXKEIO J1a MOJTy4aBar JICUCHHE C Jia3ep, a MaIlMeHTUTe B KOHTPOJIHATA IPYIIa € MOKEIIO
Jla ToJTy4aBar auiuOepIent.
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B nBere npoyuBaHusl OCHOBHATa KpaifHa TOUKa 3a eUKACHOCT € OMyla CpeaHaTa MpoMsIHa OT U3XOIHO
HuBO Ha BCVA B cemunia 52 xato asere rpymnu adiubepuent 2Q8 u admmbepuent 2Q4 neMoHCTpUpar
CTaTHCTUYECKa 3HAYMMOCT U TO IT0-BHCOKA OT Ta3M NMPH KOHTPOJIHATA rpymna. Ta3u mosisa e 3ama3eHa 10
cenmuna 100.

[Moxpo6HH pe3ynTaTh oT aHamm3a Ha npoyusanuaTa VIVIDPME u VISTAPME ca nokasanu B Tabnnma 5 u
¢durypa 4 no-noiny.
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Ta6auna 5. PesynraTu 3a eukacHocT Ha ceqmuna 52 u cenmuna 100 (Lsnara ananusupana nonynamus ¢ LOCF) B npoyusarus VIVIDPME

VISTAPME

Pesyaratu VIVIDPME VISTAPME

3a 52 ceamuum 100 ceamuum 52 ceqmuuu 100 ceqmuu

euxacHocr Adau- Adau- AKTHBHa | Aduu- Adau- AKTHBHa Adau- Aduu- AKTHBHA Adau- Adau- AKTHBHa
Oepuent Oepuent | KOHTpoJia | Gepuent Oepuent | KOHTpoJa| Oepuent Oepuent | KOHTpPoOJa Oepuent depuent KOHTpOJIa
2mgQ8A | 2mgQ4 | (masep) [2mgQ8A | 2mgQ4 | (mazep) |2mgQ8A 2 mg Q4 (nazep) 2mgQ8A | 2mg Q4 (nazep)
(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

HpOMsIHA B

BCVA,

H3MepeHa 1o

ETDRS cxop 10,7 10,5 1,2 9,4 11,4 0,7 10,7 12,5 0,2 11,1 11,5 0,9

3a OyKBH OT

U3XOIHOTO

HHBO

Pazmuxa B LS

cpelHa 91 9,3 8,2 10,7 10,45 12,19 10,1 10,6

croitnoct BBA | (6,4;11,8) | (6,5; 12,0) (5,2;11,3) | (7,6;13,8) (7,7,13,2) | (9.4;15,0) (7,0;13,3) | (7,1, 14,2)

(97,5% 1)

IIpouent

MALHEHTH C 31,1% 38,2% 12,1% 33,1% 38,3% 13,0%

§°f°6p"““e 33% 32% 9% 31% 42% 8%

> 15 GykBH OT

U3XOIHOTO

HMBO

KOpI/II‘I/IplElI-lIgaﬂ 24% 23% 19,0% 26,.1% 23% 34% 29,1% 25,.8%

ey | (135:349) (126:339) 8,0;29,9) | (148:375) (135 33,1) | (24.1; 44,4) (9.6:306) | (15.1;366)

A CJ'IC,H 3all04YBaHe Ha JICUCHHE C 5 eKEeMeCeCUHU HWHXCKINHU

b

neyenne. OcBeH ToBa 3a VIVI

a"amuesa 3a MU n/umu CVA

DDME

Pasmkara e rpynara ¢ adgaubeprent MUHYC Tpynara ¢ akTUBHaTa KOHTpoJa (J1azep)
Pasmkara ¢ nosepurenen uaTepsai (1) u craTiucTHYeckn TECT ce N3UHCIABAT, KaTo Ce U3I0NI3Ba cxeMa Ha Mantel-Haenszel, kopurupana 3a pernox

(Espona/Asctpanus cupsamo SAnonus) 3a VIVIDPME y anamuesa 3a MU u/uinu CVA 3a VISTAPME

A BCVA: Haii-no6pe xopurupana sputensa octpora (Best Corrected Visual Acuity)

LS cpenna croiiHocT 1 noBepuTerneH nHTEpBai Ha Oa3ara Ha Mosiell ANCOVA ¢ BCVA onpenensHe Ha M3X0JHO HUBO KaTo KOBapuara U (akTop 3a rpymna Ha
KaTo ¢axrop e BKiIodeH pernonsT (EBpona/ABcrpanus cnpsmo Snonus), a 3a VIST

APME xato hakTop € BKIFOUEHA

ETDRS: IIpoyuBane ¢ panHo jieueHue Ha auaderna peruHonarus (Early Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsine Ha ganHuTe OT mocienHoro Habmoaenue (Last Observation Carried Forward)
LS: Cpeanu croitHOCTH MO MeTO/Ia Ha Hall-MaJIKUTE KBaapaTH, noixydenn oT ANCOVA
JU: JloBepuTeneH UHTEpBal
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®urypa 4: Cpenna npomsina B BCVA, uzmepena upe3 ckop 3a 6yksu mo ETDRS ot u3xoaH0 HUBO 10
cenmuma 100 B npoyusanusata VIVIDPME g VISTAPME

15 =

: e A A, AA +114
or < : +9.4

ocTpoTa (bykBu)

CpefiHa npomsiHa B 3puTenHara

LN, oo 1+1.2
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Ceamuum
— [— Adnubepuent 2 mg Q8 ceamuum —A Adnvbepuent 2 mg Q4 ceammuyn
o @ KOHTPOIHA rpyna

Edextute 0OT 1Ie4eHUETO B OIICHSAEMHTE MTOATPYIH (HAIP. Bb3pacT, 1o, paca, HbAlc Ha U3X0HO HUBO,
3pUTENIHA OCTPOTa Ha U3XOJHO HUBO, IpeaxoaHa anTu-VEGF Tepanus) BbB BCSIKO TPOyUYBaHE U B
KOMOMHMPAaHUS aHAIN3 KaTo ISUI0 ca OMIIM B CHOTBETCTBHUE C PE3yATaTUTE B OOIIUTE MOIyJIalNH.

B npoyusanusaTta VIVIDPME u VISTAPME crotBetHO 36 (9%) 1 197 (43%) NaIMeHTH ca MOMydaBaiy
npenxonna aHTH-VEGF tepanusi, ¢ 3-MecedeH Wil mo-IbJIT IEpHO Ha ouucTBaHe. EdekTure ot
JICYCHUETO B TIOATPYIIaTa MAIlHeHTH, KOUTO ca JiekyBanu ¢ naxuoutop Ha VEGF, ca 6unmu nmomobnm Ha
HaOJI0TaBaHUTE TIPU MAIIUEHTH, HeJIeKyBaHu ¢ mHxuouTop Ha VEGF.

[ManmenTture ¢ OmnatepanHo 3adonsBaHe ca oMM noaxoasmy 3a antu-VEGF neyenue Ha apyroro oxo,
aKo TOBa e OHMJIO OIIEHEHO KaTo HeoOXOAuMO OT Jiekaps. B mpoyusanero VISTAPME 217 (70,7%) ot
nanveHTuTe Ha adpaubepuent ca noidyvyaBain ABYCTPaHHM HHXeKuuu adaubepuent go ceamuna 100; B
npoyusaneto VIVIDPME 97 (35,8%) ot narmenTute Ha ahaubeplent ca MolydaBaiy pasIMuHO aHTH-
VEGF nedenne B IpyroTo 0KoO.

HezaBucumo cpaBaurenHo npoyuBane (DRCR.net Protocol T) e uznmon3Bano reBkaBa cxema Ha J03UpaHe,
basupana Ha crpord OCT u 3puTeITHE KPUTEPUH 3a TIOBTOPHO JiedeHue. B rpymara Ha jiedeHne ¢
admmbepuent (n = 224) Ha cenMuIia 52, TO3U PSKUM Ha JICYCHUE € JTaJl Pe3YJITaT IIPU MaIMCHTH,
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NOJy4aBally CpeaHo 9,2 HHKEKLUUH, KOETO € TIOZ0OHO Ha MPHII0KEeHUs Opoil 1031 B rpynara
apmmGeprent 2Q8 B VIVIDPME i1 VISTAPME, nokaro o6mara epukxacHoCT B TpynaTa Ha JeUeHHe ¢
apmm6eprent B Protocol T e cpaBruMa ¢ rpynara admu6epuent 2Q8 B VIVIDPME y VISTAPME B
Protocol T e HabmonaBano cpenHo mogodpeHue ot 13,3 Oykeu kato 42% OT NAlMEHTUTE MOI00PsBAT
3PEHHUETO CH ¢ Hal-MalKo 15 OYKBH CIpsIMO U3XOIHOTO HUBO. Pe3ynraTtute, cCBbp3aHH ¢ 0€30MacHOCTTA,
IIOKAa3BaT, ye 00I1aTa 4ecToTa Ha HeXKeJIaH! ChOUTHS KaKTO CBbP3aHH, TaKa U HECBBP3aHHU C OUUTE
(BxmrountenHo ATC) ca cpaBHUMH MEXAy BCHUKH IPYIH Ha JIEYEHHE BBB BCAKO OT MPOYUIBAHUATA U
MEXAY NPOYyUBAHHUATA.

VIOLET, 100-cemMu4HO MHOTOIIEHTPOBO, PaHAOMHU3UPAHO, OTBOPEHO, aKTUBHO KOHTPOJIUPAHO
npoyusane npu nanueHTH ¢ JIME, cpaBHsBa TpH pa3iMyHU cXeMHU Ha puiiarane Ha agaudepuent 2 mg
3a neuenue Ha JIME cre Hali-Malnko e/lHa roiMHa JIeYeHrEe ¢ PUKCHUPAHU HHTEPBAIH, KaTO JICICHUETO €
3aI0vHATO ¢ 5 MOCIEe0BATEIHA MECEUHH JIO3H, MTOCIIEABAHN OT IIPHUJIaraHe Ha BCEKH 2 Mecerla.
[IpoyuBaneTo oleHsBa He MO-MayikaTa epukacHOCT Ha admubeplent 2 mg, Ipuiiarad 1o pexxuma JedeHne
W IIpOJIbJDKaBaHe Ha cxeMata Ha npuiarane (2T&E, nmpu koeTo nHTepBannuTe MEXy WHKEKIIHHUTE Ca
MOJIIbP)KaHN HA MUHUMYM 8 CEIMHIIM U Ca YABKaBaHU MIOCTETICHHO Bb3 OCHOBA HAa KIIMHUYHHTE
aHaTOMUYHHUTE pe3yiTaTy) u adumbepuent 2 mg, npunarad criopen Hyxaute (2PRN, mpu koero
NaleHTUTE ca HaOJII0aBaHu Ha BCEKH 4 CeIMUIM U MHKCKTHPAHU MPH HEOOXOIUMOCT Bb3 OCHOBA Ha
KIIMHAYHUTE ¥ aHATOMUTHHUTE PE3YIITATH), B CpaBHEHHE ¢ apmubepient 2 MQ, mpujarad Ha BCEKH

8 ceamunm (2Q8) npe3 BTopara U TpeTata rojJruHa OT JICUCHUETO.

[IspBuuHaTa KpaiiHa Touka 3a epukacHocT (mpomsiHa B BCV A 0T n3Xxo1HO HUBO 110 ceamuiia 52) e oua
0,5 % 6,7 6yksu B 2T&E rpymara u 1,7 + 6,8 Oyksu B 2PRN rpynara B cpaBuenue ¢ 0,4 + 6,7 OykBu B
2Q8 rpymara, KaTo ce MOCTUra CTATUCTUYECKHU He mo-Mankara epukacHoct (p < 0,0001 3a aBere
CpaBHEHHS; TPaHUIla Ha He mo-Mankara edukacHocT 4 Oyksu). [Ipomennte B BCVA 0T H3X0JHO HUBO 10
ceammuria 100 ca OmIM KOHCHCTEHTHH C pe3yaTtatute Ha ceaqmuna 52: -0,1 £ 9,1 6yksu B 2T&E rpymnara u
1,8 £ 9,0 6yxsu B 2PRN rpymnara B cpaBHenue ¢ 0,1 = 7,2 6yksu B 2Q8 rpynara. CpenHust Opoit
nmkeknun 3a 100 ceamuiu ca Ouan cbotBetHo 12,3, 10,0 1 11,5 3a 2Q8fix, 2T&E u 2PRN.

3pUTENHNTE U CUCTEMHUTE TPOQIITN Ha 6€301MacHOCT BbB BCHUKH 3 TPYIH HA JeUeHHe ca IOJOOHH Ha
Te3u, HabmronaBanu B ocHoBHUTE npoyusanus VIVID u VISTA.

B 2T&E rpynara, yBennuaBaHeTo 1 HaMalIBaHETO HA HHTEPBATUTE MEXAY MHXKEKIINUTE ca OHITH 110
TIpEerieHKa Ha U3CIIEI0BATENS; B IPOYIBAHETO Ca IPETIOPHUBAHH YBEIUICHUS OT 2 CEMUITH.

Muonuuna xopoudanna Heo8aACKyIAPUIAYUSL

BeszonacHocTTa M epukacHOCTTa Ha aIMOEpUENT ca OLEHEHHN B PaHAOMH3UPaHO, MHOTOLIEHTPOBO,
JBOMHOMACKUPaHO, TUIale00-KOHTPOIUPAHO MPOyYBaHE MPU HEJICKyBaHH MTPEIN TOBA MAIIMEHTH OT
aszuaTcku nmpomusxoa ¢ muonuaHa XHB. O6mo 121 mamuenTy ca JIeKyBaHU U ca OleHsIeMH 3a e(hUKacHOCT
(90 ¢ agmubepuenT). Br3pactra Ha manueHTHTe Bapupa Mexay 27 u 83 roaunu, cpeaHo 58 rogunu. B
npoy4uBaHeTo 3a Muonnyaa XHB, npubmmsurenno 36% (33/91) oT nanueHTUTE, paHIOMHU3UPAHH 32
nedeHue ¢ adgaubeprent ca OMiIM Ha BB3pacT 65 TOMUHY WM [TO-BB3pacTHH, U mpuomu3nuTeHo 10%
(9/91) ca 6wm Ha BB3pACT 75 TOAWUHY WM TTO-BH3PACTHH.

[NarmenTuTe ca pa3npeesieH! Ha CIIy4aeH MPUHIUI B ChoTHOMIEHHE 3:1 1a moirydaBat wim 2 mg
adubepLenT MHTPABUTPEATHO, WM HHXKEKIIMHU C IU1ae0o, MpujiaraHd BEAHBX B HAYaJIOTO Ha
MPOYYBAHETO, C IOMBIHUTEIIHA UHIKEKIIUHY, IIPUJIAraHA €KEMECEYHO B ClTydall Ha MEPCUCTUPAHE WITU
penuauB Ha 3a00JIBaHeTo, JI0 ceaMuIia 24, KOrato € OlleHeHa MbPBUYHATA KpaliHa Touka. Ha cenmmuna 24
MaIMEHTHUTE, PAHOMHU3UPAHH TBPBOHAYAIHO Ha Mane0o, ca OWIN MOAXOISIIH J1a MoyYar IbpBara 103a
adbmubeprient. Cien ToBa, MAMEHTHTE U B IBETE TPYIH €A MPOIBIDKUIIH 1a OBIAT MOAXOISIIN Ja
MOJTy4aBaT JOMBIHUTEIHH WHXEKIMH B CITyYail Ha MEPCUCTUPAHE WK PELUIUB Ha 3a00JIBaHETO.
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Paznukara Mexmy rpynuTe 3a JIe4YeHHE € CTATHCTUYECKU 3HaYMMa B 110132 Ha adnuOepLenT 3a
mbpBUYHATA KpaliHa Touka (mpomsiHa B BCVA) i noTBbpAMTEIHA BTOPUYHA KpaifHa TOUKa 338 €(PUKACHOCT
(IpOLEHTHT MAIMEHTH, KOUTO ca ce nmoxoopunu ¢ 15 6yksu B BCVA) Ha cenmuna 24, B cpaBHEHHUE ©
M3XOJHOTO HUBO. Pa3nukuTe 3a ABeTEe KpailHU TOUKH ca ce 3ama3uin 10 ceamuua 48.

IToapo6HM pesynTatu oT aHanu3a Ha mpoyuBaneTo MYRROR ca nmokazanu B Tabnuna 6 u @urypa 5 mo-

J0ITy.

Ta6auna 6: Pesynratu no oTHoleHUe Ha eUKacHOCTTa Ha cenMuIia 24 (TbpBUYCH aHAITU3) U
cenmuna 48 B mpoyusanero MYRROR (Llsnara ananusupana nomynamus ¢ LOCF?Y)

Pe3yaraTu no oTHOIIEeHHE HA MYRROR
epuxacHocTTa 24 ceqMHUIH 48 cexmMunu
Adaudepuent IInanedo Adaundepuent Inamedo/
2 mg (N=31) 2mg Admbepuent
(N =90) (N =90) 2 mg
(N=31)
Cpenna npomsina B BCVAP),
OIIEHKaTa Ha OyKBUTE M3MepeHa 12,1 -2,0 13,5 3,9
q)pe3 ETDRS ot usxoauo HuBo (SD) (8,3) 9,7 (8,8) (14,3)
b
Pasnuka B 141 95
LS cpenna croitroct 21 10.8: '17 4 5 4 ’13 7
(95% JII) (10,8;17,4) (5,4, 13,7)
[IpoueHT manueHTH ¢ NOJO0OpEHUE 38.9% 9.7% 50.0% 29 0%
> 15 OyKBH OT U3XOJITHO HUBO ! ’ ’ !
IIperernena pasmuka "*® 29,2% 21,0%
(95% AN) (14,4; 44,0) (1,9; 40,1)

A LOCF: Ilpenacsue Ha qaHHKMTE OT HocueaHoTo Habmoaenue (Last Observation Carried Forward)
5 BCVA: Haii-no6pe xopurupana 3putenna octpora (Best Corrected Visual Acuity)
ETDRS: IIpoyuBane ¢ panHo jieueHne Ha auaderna pernHonarus (Early Treatment Diabetic Retinopathy Study)

SD: CTaHgapTHO OTKIOHEHHE

B) LS cpenna croitnoct: CpeaHu CTOMHOCTH 1O METO/Ia Ha Hall-MaJIKUTe KBaparH, nonydenu ot moaen ANCOVA

" IW: DosepuTeneH HHTEpBAN

A Paznuka B CPeIHHTE CTOMHOCTH 10 MeTo/Ia Ha Hail-Mmankute kBaapatu (LS) u 95% JIU Ha Ga3ara Ha Monen
ANCOVA c rpyma Ha JedeHre U IbpxkaBa (0003HAaUCHNUS 3a IbpKaBa) KaTo ¢pukcupanu epexti, 1 BCVA nHa

N3XOOHO HUBO, KaTO KOBapHaHTa.

) Pasnukara u 95% JIU ce usuucnssar, kato ce usnomssa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupas

3a IbprkaBa (0003HAYEHHUS 32 IbPrKaBa)
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®@urypa 5: Cpenna npoMsiHa oT U3XoAHO HUBO A0 Cenmuua 48 B 3puTenHaTa OCTpPOTA IO rpyIa Ha
neuenne B npoyuBanero MYRROR (Ismara ananusupana nomynanus, LOCF)

MYRROR
+13.5

R

g

8 e +39

CpeaHa npoMsiHa B 3pUTesfiHaTa ocTpoTa

-5 Ceamuum
—{1— Adnunbepuent 2 mg e KoHTponHa rpyna

IlenuarpuyHa nomyJsianus

EBponeiickara areHuus 1o JiekapcTBaTra 0CBOOOXKAaBa OT 3aIbJDKEHUETO 33 IPEAOCTaBSIHE Ha
pes3yiTaTuTe OT NPOyYBaHUATA ¢ aIuOepuenT BbB BCUUKY MOATPYNN HA IeIuaTpUyHAaTa MOIyJalys Ipy
Bnaxuna BJIM, OLIPB, OPPB, IME u nonyxnanuu ¢ muonmyaa XHB (Bk. Touka 4.2 3a nHPpOpMaus
OTHOCHO yroTpebara B euaTpusTa).

5.2 dapmakoKHHETHYHHU CBOHCTBA
A¢nubepuent ce npuwiara AUPEKTHO B CTHKIOBUAHOTO TSUIIO, 32 1a OCBILECTBU JIOKATHHU €(EKTH B OKOTO.

Abcopbuus/Pasnpenencaue

Admubepuent ce abcopobupa 0aBHO OT OKOTO B CHCTEMHOTO KPBBOOOpAIIICHHE CJIe]] HHTPaBUTPEAITHO
HPUIOKEHHE U ce HaOJII0aBa B CHCTEMHATa UPKYJIAHs IPEANMHO KaTO HEaKTHBEH CTaOMIeH KOMILIEKC
¢ VEGF; o6aue camo cBoOoHMAT adiubeplienT uMa CriocOOHOCTTA J1a ce CBbp3Ba ¢ eHaoreHHuss VEGF.

B enHo hapMakoOKHHETHIHO MTOATPOYUYBaHEe Py 6 TMAITMEHTH ¢ HeoBacKyapHa Biaxkaa BJIM ¢ gecto
B3eMaHe Ha IMPoOu, MaKCHMAaJTHUTE TIJIa3MEHN KOHIICHTPAITUK Ha ¢BoOoaeH adubeprient (cucreMHa Crax)
ca HUCKH, b cpeana croinocT npubmusutenHo 0,02 mukporpama/ml (auanaszon ot 0 o 0,054) B
pamkuTe Ha 1 710 3 THU ciiel UHTPABUTPEATHO HHXKEKTUPaHEe Ha 2 mg U ca HEOTKPUBAEMU JBE CEIMHUIIH
ClIe]] ToTy9aBaHe Ha J1o3aTa IPH MMOYTH BCHYKH NMaIuieHTH. AQrudeprent He KyMyJIHupa B IjIa3Mara mpu
HHTPaBUTPEATHO MPHIOKECHUE TPe3 4 CeAMUIIH.

CpemnaTta MakcuMaHa IUIa3MeHa KOHIICHTPAIUsA Ha cBoOoAeH adumbeprient e mpudauzutentno 50 mo
500 mbTH O KOHIICHTpanKATa Ha adaudepIient, He00XoauMa 3a HHXUOUpaHe Ha OMOJIOTUYHATA
aktuBHOCT Ha cucteMuust VEGF ¢ 50% B sxuBotuHCcKH Moaenu [Ipu Tsx ca HabiaronaBaHu IPOMEHH Ha
KpBBHOTO HaJISITaHE CJIE]] KATO HUBAaTa Ha CBOOOIEH adaruOepIienT B KPBBOOOPAIIEHUETO ca TOCTUTHATTN
npubnm3uTenHo 10 Mukporpama/ml ¢ BpblIaHe 10 U3XOAHOTO HUBO CJIE] Ma/IaHe HA HUBATA JI0 IO
npubnusutenHo 1 mukporpam/ml. M3uncneno e, ue ciell HHTPaBUTPEaTHO IPWIOKEHHE Ha 2 mg MpH
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MAIMEeHTH, CPeIHATAa MaKCUMaJTHA IJIa3MeHa KOHIIEHTpaIUs Ha CBOOOCH adinOepIenT € MoBeYe OT

100 mpTH O-HUCKA OT KOHIIEHTpaIusATa Ha adrOepenT, HeoOXouMa 3a MOTy-MaKCHUMaIHO CBhp3BaHe
Ha cucremuutre VEGF (2,91 mukporpama/ml) mpu mpoyuBaHe ¢be 3paBu 100poBoJiy. CieaoBaTelIHO ca
MAaJIKO BEPOSTHU CHCTEMHU (papMaKOJAWHAMUYHHU €(PEKTH KaTO IPOMEHU B KPHBHOTO HAJISTaHE.

BbB dapmakoknHeTHIHY MoanpoyuBanws mpy narueaTa ¢ OIIPB, OPPB, JIME wmm muonmaaa XHB
cpenHa Crax Ha cBOOOICH adubeplienT B Mia3MaTa ca OMIN CXOJHH, ChC CTOMHOCTH B quama3ona ot 0,03
1o 0,05 Mmukporpama/ml u HAMBHIyaJTHU CTOMHOCTH, KOUTO He Haasumasart 0,14 mukporpama/ml. Cien
TOBA, TUNIA3MEHUTE KOHIICHTPAITHN Ha CBOOOACH admbepent crmagaT 10 CTOWHOCTH MO FUTH OJTM3KH 110
JTOJIHATA TPaHUIIA Ha KOJIMYECTBECHO OIpEAeITHe OOMKHOBEHO B PAMKHTE Ha €Ha CEIMHUIIA;
HEOTKPUBAaEMU KOHIICHTPAIIUU CE JOCTUTAT IPEAM CICIBAIOTO MPIIIOKEHUE el 4 CSMUIIMA TTPH BCUYKU
TIAI[UEHTH.

Enuvunupane
Twii kato admubepIienT e TepaneBTHYHO CPEJICTBO HA OCHOBATA HA MPOTEUH, HE Ca IMTPOBEKTaHU

MIPOYYBaHUS 32 METa0OIN3Ma MY.

CobonuusT apmbepuent ce cebp3Ba ¢ VEGF, kato oOpasyBa crabunen unepreH komiuiekc. Kakro mpu
JpyTUTE IPOTEHHH C rojsIMa MOJIEKYJIa, CE OYaKBa U CBOOOAHUSAT, U CBBP3aHUAT adIuOepLenT 1a ce
SIIMMHUHUPAT Ype3 MPOTCONUTHYCH KaTaOOIH3bM.

BrOpedHo yBpexaane
He ca mpoBexxmanu crenuaiHA TPOyIBaHUs ¢ adIuOepIenT Py MAIUEeHTH ¢ OBOpEeTHO YBpEKIaHe.

PapMaKOKMHETUYHUAT aHAIN3 Ha NalMeHTuTe B mpoyuBaHeTo VIEW2, 40% ot xouto ca nmanu
060peuHo yBpexnane (24% nexo, 15% ymepeno u 1% Texko), ToKa3Ba JIMTICA Ha PA3IUKH IO OTHOIIEHUE
Ha IJIa3MEHUTE KOHIEHTPAIMK Ha aKTHBHOTO BEUIECTBO CJI€] HHTPABUTPEATHO MPUIIOKEHHE TTpe3 4 win

8 cenmuny.

ITono6uu pe3ynratu ca HabmogaBanu mpu manuentu ¢ OL[PB B npoyusanero GALILEO, mpu manuenTn
¢ IME B npoyusasero VIVID®ME i npu nanmentu ¢ muonmuna XHB B npoyusanero MYRROR.

5.3 IlpeakJuHUYHU JAHHH 32 0€30MACHOCT

HpI/I HCKJIMHUYHUTEC NPOYUBAHUA 3a TOKCUIHOCT IIPU MHOTOKPATHO MpUJIaraHe eq)eKTI/I ca Ha6J'IIO,E[aBaHI/I
caMo IIpu CUCTEMHU €KCIIO3UINH, 34 KOUTO CC CUNTA, Y€ 3HAYUTCIIHO Ha/IBUIIIaBaT MaKCUMaJiIHaTa
CKCIIO3UIMA ITPU XOpa CJICA MHTPAaBUTPECATIHO NNPUIIOKCHUE B IIPEABUACHATA KIIMHUYHA 103a, KOCTO
IMoKa3Ba MaJIKO 3HAYCHUE 3a KIIMHUYHAaTa yrIOTpe6a.

Eposun u ynmepannu Ha peciupaTopHAS EMUTEN B Ha3aTHUTE XO/I0BE HA MalMyHH, JIEKYBaHHU C
aubeplenT UHTPABUTPEATHO, Ca HAOJIFOIaBaHU TIPU CUCTEMHU €KCIIO3HIINH, HA[BUIIIABAIIN
MaKCHUMaJTHATa eKCIIO3UIUs TIpu Xopa. CUCTeMHAaTa eKCIO3UIUs B3 0CHOBa Ha Cmax 1 AUC 3a cBOOOIeH
amubeprent e choTBeTHO 0K0J10 200 11 700 MBTH MMO-BUCOKA B CPABHEHHE CHC CHOTBETHUTE CTOWHOCTH,
HaOJIF0TaBaHy TIPU XOpa Clie]] MHTPABUTPEATHO MPIIIOKEHHE Ha 103a oT 2 mg. [Ipu HuBOoTO 6€3
HaOmonaBann Hexxenanu epext (No Observed Adverse Effect Level, NOAEL) ot 0,5 mg/oko npu
MalMyHU CUCTEMHATa €KCIO3UIMS € ChbOTBETHO 42 U 56 MbTU O-BUCOKA Bb3 OCHOBA HA Cmax 1 AUC.

He ca npoBexaanu npoyuyBaHUs 32 MyTarcHeH WM KaHIIEPOTCHEH MOTEHIAI Ha adauOepIient.
Hab6mronaBan e edekt Ha adaudepIienT BbpXy BBTPEMATOYHOTO PA3BUTHE B MMPOYUIBAHUS Ha

eMOpHOQEeTaTHOTO pa3BUTHE MPH OpEMEHHU 3ailii ¢ HHTpaBeHo3HO (3 mo 60 mg/kg), KakTo U MOJAKOKHO
(0,1 mo 1 mg/kg) npunoxenne. NOAEL npu maiikure e npu 103a ot 3 mg/kg uiam croretHo 1 mg/kg.
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NOAEL 1o oTHoOLIeHHE Ha TOKCHYHOCT 33 Pa3BUTUETO He € onpeneneHo. [Ipu no3a 0,1 mg/kg,
CHCTEMHHTE €KCIIO3ULUH Bb3 0CHOBA Ha Cmax 1 kKyMyJdatuBHa AUC 3a cBoOoneH adiubepuent ca
CHOTBETHO 0K0JI0 17 1 10 MbTH MO-BUCOKHU B CPaBHEHHE CHC CHOTBETHUTE CTOMHOCTH, HAOII0OAaBaHU TIPU
Xopa ciesl UHTPaBUTpeaTHO NPUIIoKEeHHE Ha 1o3a 2 M.

EdexTute BHpXY (pepTrINTETa IPH MBKKH M KEHCKH KHBOTHH Ca OIECHSABAHH KaTO YacT OT 6-MeCeIHO
MPOYyYBaHE MPU MAMYHHU ¢ HHTPABEHO3HO NpUJIOKeHue Ha aduudeprent B 1o3u oT 3 10 30 mg/kg. [pu
BCHYKH JI030BH HUBA Ca HAOJIIO/JaBaHU JIUTICA HA MCHCTPYAIUs WK HEPSIOBHU MEHCTPYATHU IUKIIH,
CBBP3aHU C IPOMEHU B HUBATa Ha )KCHCKUTE TIOJIOBH XOPMOHH, ¥ TIPOMEHHU B MOpdosorusara u
MOJIBMKHOCTTA Ha criepMaTo3ouante. B3 ocHoBa Ha Cmax 1 AUC 3a cBo60eH adaubepient,
HAOJI0JaBaHy [TPH WHTPABEHO3HO MPHUJIOKEHNE Ha 1032 3 mg/Kg, CHCTEMHUTE EKCIIO3UINH Ca CHbOTBETHO
okoJ10 4 900 ety 1 1 500 TBTH MO-BUCOKH OT €KCIIO3UIUATA, HAOM0JaBaHa P Xopa CIIe/
WHTPaBUTPEATHO TIPUIIOKECHUE Ha 1032 2 mg. Bcuuku mpoMenu ca Ot oOpaTuMH.

6. DAPMALEBTUYHHU JAHHAU

6.1 Chnucbk Ha IOMOIIHUTE BelIeCTBA

TMomucop6ar 20 (E 432)

XUCTUANHOB XUAPOXJIOPU MOHOXUAPAT (3a Kopekius Ha pH)
XuctuauH (3a kopekius Ha pH)

Harpues xnopun

3axapo3sa

Bona 3a nnHxexuu

6.2 HecbBMEeCTUMOCTH

[Ipu nunca Ha mpoy4BaHUs 32 HECHbBMECTHMOCTH TO3H JIEKAPCTBEH NPOIYKT HE TPsOBa Jja ce cMecBa ¢
JPYTH JIEKapCTBEHU MTPOTYKTH.

6.3 Cpok Ha rogHOCT

3 roauHu

6.4 CrhenuajaHu ycJI0BHA HA ChXpaHeHUe

Ja ce cvxpansiBa B xsaamwinuk (2 °C - 8 °C).

Ma He ce 3ampassBa.

Jla ce cpXpaHsiBa B OpUTHHAJIHATA OMIAKOBKA, 3 J1a Ce MPEAIa3y OT CBETJIMHA.

HeoTBopeHusT guakoH MoKe Aa ce ChbXpaHsiBa U3BbH XiaguiaHuk o 25 °C no 24 yaca. Criex oTBapsiHe
Ha QrakoHa J1a ce paboTH NpU aCENTUYHH YCIOBHSL.

6.5 Buau chbabpKaHue HA ONMAKOBKATA

PastBop BBB (hnakoH (cThki0 THH 1) che 3amymanka (enactoMmepHa OyTuinoBa ryma). Beeku durakon
ChIBbprKa M3MOI3BaeM obem oT Hai-manko 0,1 ml. OmakoBka ot 1 dmakos.

6.6 CneumajJHu npeanasHu MePKH NP U3XBBPJIsIHE U padoTa

DIaKkOHBT € 33 eMHOKPaTHA YIOTpeda camMo B €IHO OKO.
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®dnakoHBT ChBpPIKA NOBEUE OT NMpernopbYuTeNHaTa 103a 2 Mg admbepuent (exBuBajieHTHU Ha 0,05 ml).
W3numHoTOo KoryecTBO TpsiOBa 1a ce OTCTPaHU NpeAr IPHIOKEHHE.

[Ipenu npunoxeHue, pa3TBOPHT TPSOBA J1a CE MPOBEPH BU3YATHO 3a Uy KU YaCTHUIIM U/WIH MTPOMSHA B
[[BETa, WJIM KaKBaTO U JIa € MPOMSHA BB BBHHIITHU BHI. B cirydaii ue ce HaOmoaBaT TakuBa,
JIEKapCTBEHUSAT MPOIYKT TPSOBA [1a C€ M3XBBPIIH.

3a MoJroToBKa M MHTPABUTPEATHO HMHKEKTUPAHE ca HEOOXOJMMHU CIICAHUTE MEAUIIMHCKH U3/ICIHUS 32
eIHOKpaTHa ymoTpeoa:

- 5-mukponHa crepuina GpunrbpHa uria (18G x 38 mm)

- CTepWIIHA JTyep-JIOoK cripuHIoBka 1 ml

- cTepriiHa HHxKeKironHa uria 30 G x 12 mm, HeoOXoAMMa 3a MHTPAaBUTPEaTHATA HHIKCKIIHS
Te3u MEIUIIMHCKY M3/IENUS HE ca BKIIIOUCHH B OIIAKOBKATa.

Ykazanua 3a ynompeoa na ¢praxona:

1. OTtcTpanere racTMacoBara Kanadka i Ae3snHpeKIupaiTe BbHITHATA YaCT Ha TyMEHaTa 3aIryIIaika
Ha (prakoHa:
\
/ /
2. 3akpenere S-MuUkpoHHaTta GuiThpHa uria 18 G KbM cTepuiIHa JIyep-JIoK ciprHIoBka 1 ml:

3. BnBenere punrhpHaTa HIiia B IICHTHpA Ha 3aMyllaikata Ha (pIaKOHA, TOKATO UTJIaTa BIe3e U3IUI0
BBB (pJ1akOHA U BHPXBT JOKOCHE JHHOTO WIIH JOJTHHS ph0 Ha (urakoHa.

4, Karo m3moa3Bare acenTuyHa TCXHHUKA, U3TCTJICTC LAJTOTO ChbABPIKAHNUC Ha (bHaKOHa ¢ Baiama B
CIIPUHIIOBKAaTa, KaTO AbPKUTE (I)J'IaKOHa B U3IIPABCHO ITOJIOXKECHUEC, JICKO HAKIIOHCH C IEJI

YJICCHABAHC HAa IBJIHOTO U3TCTIIAHEC. 3a Ja C€ BB3IMNPCIATCTBA HABJIM3aHCTO HAa BB3AYX, CKOCCHUAT

65



BPBX Ha (I)I/IHT’BpHaTa uria Tpi[6Ba Ja € IOTOIICH B TCYHOCTTA. HpO,I[’BJ'DKaBafITG Ja HaKJIOHABATeC
(l)J'IaKOHa 10 BpEMC Ha U3TCIIIAHCTO, KaTO AbPIKUTC CKOCCHUS BPBHX HaA q)I/IJ'IT'LpHaTa urja, ImoTOIICH B
TCHHOCTTA:

HacoueH
Hagony
CKOCEH BPbX
Ha urnata

5. Koraro u3npasBare ¢uiakoHa, yBepere ce, 4e CTh0JI0TO Ha OyTaJOTO € U3TErJICHO JOCTaThYHO
Ha3a]l, 3a J]a M3MPA3HUTE HAITBJIHO QUIThpHATA UTJIA.

6. OtcTpanere GUITHpPHATA UTTIA U S U3XBBPIIETE 110 TPAaBUJICH HAUHH.
3abenexka: GunThbpHaTa UIJIA HE TPSAOBA J1a CE U3IOJI3BA 32 MHTPABUTPEATHO HHKEKTHPAHE.

7. W3non3Baiiky acenTHYHA TEXHUKA, 3aBUATE ITHTHO MHXKEKIMOHHATA uriia ¢ pasmep 30 G x 12 mm
KbM JIyep-JIOK BbpXa Ha CIIPUHIIOBKATA:

8. Karo gppxute cipuHIIOBKaTa ¢ HACOUEHA HATOpe UrJa, 1 MPOBEPETE 32 HAJTUUKUE HA BB3IYIIHU
MexypueTa. AKO IMa BB3IyITHN MEXyp4eTa, BHUMATEHO IMOTYIaiTe CIIPUHIIOBKATA C MPBCT,
JTIOKATO BB3AYITHUTE MEXypUeTa ce U3IUTHAT JI0 TopHaTa i JacT:
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9. OTcTpaHeTe BCUYKHU BB3AYIIHA MEXypUeTa U U3TJIACKaWTE U3JIUITHUS JIEKapCTBEH MPOAYKT, KaTo
0aBHO HaTHCKaTe OYTAlIOTO, TaKa Ye IIOCKHUAIT PHO Ha OYTAIOTO Jia Ce MOJPABHU C JCICHUETO,
o6o3nraygasamo 0,05 ml Ha cripuHITOBKATA!

JNuHua 3a gosata PasTeop cres
OTCTpaHsiBaHe

Ha Bb3OYLUHUTE
mexypyeTa u
U3MULLHOTO
nekapcTBo

Mnocuk pb6 Ha
6ytanoto

10. ®dnakoHBT € caMo 3a eHOKpaTHA yrnoTpeda. MHOTOKpaTHO MpHiiaraHe Ha JJO3H OT eTuH (HIakoH
MO’KE JIa YBEJIMYH PUCKA OT KOHTAMHHAIIMS M TIOCIIeIBala HHQEKIHS.

Hewusnon3sanuar JICKaPCTBEH MPOAYKT WJIN OTHNAABYHUTE MaTCpraInd OT HET'O TpH6Ba la C€ U3BXBBPJIAT B
CBOTBCTCTBUEC C MECCTHHUTC U3UCKBaHU.

7. INPUTEXATEJI HA PABPEHLIEHUETO 3A YIIOTPEBA

Formycon AG

82152 Martinsried/Planegg

TI'epmanus

8. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/24/1887/001
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9. JATA HA ITbPBO PAZPEINABAHE/IIOJHOBABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

Jara Ha mbpBO pa3pemaBane: 13 sayapu 2025 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[Monpo6Ha nH(OpMAaIUs 32 TO3M JIEKapCTBEH MPOIYKT € pejocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIws 1o JiekapcreaTa https://www.ema.europa.eu.
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MPWJIOKEHME I
MPOU3BOJUTEJI (M) HA BUOJIOTHYHO AKTUBHOTO(UTE)
BEIECTBO(A) 1 MTPOU3BOIUTEJ (M), OTTOBOPEH(HH) 3A
OCBOBOK/IABAHE HA APTUIU
YCJIOBUSI WJIM OTPAHNYEHUS 3A TOCTABKA M YIIOTPEBA

APYI'U YCJIOBUS N UBNCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEGA HA JIEKAPCTBEHUS TPOAYKT
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A. MPOMU3BOJUTEJI(M) HA BUOJIOTMYHO AKTUBHOTO(UTE) BEIECTBO(A) U
MMPOU3BOJUTEJI (M), OTTOBOPEH(HU) 3A OCBOBOKJIABAHE HA IAPTUIN

HMme u aapec Ha npounsBoauTensa(ure) Ha OMOJOTMYHO aKTUBHOTO(UTE) BemecTBo(a)

AGC Biologics, Inc.
21511 23" Dr. SE, Bothell
Washington (WA) 98021 CALLL

Mme u anpec Ha pousBoauTens(ure), OTTOBOPEH(HHU) 32 0CBOOOXK/IaBaHe HA HAPTUIUTE

Formycon AG
FraunhoferstralRe 15

82152 Martinsried/Planegg
I'epmanus

b. YCJOBUs NJIIK O'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHHSAT MPOAYKT CE OTITyCKa MO OrpaHMYeHo Jiekapcko npennucanue (Bx. [Ipunoxkenune |: Kparka
XapaKTEepPUCTHKA Ha MPOJYKTa, TOUKa 4.2).

B. JPYI'U YCJIOBUS U UBNCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IepuoauyHm aKTyaJau3upaHu Jokjaaau 3a 6esonacuoct (ITAIB)

WznckBanusita 3a monasane Ha [IAJIb 3a TO3u 1lekapCcTBEH MPOAYKT €a MOCOUYEHH B CIIMCHKA C
pedepentauTe naty Ha EBponetickus cpio3 (EURD cnuchk), mpeasuaeH B wi. 1078, an. 7 ot
HupexruBa 2001/83/EO, 1 BbB BCHUKH CIIEIBAIM aKTyaJIM3alllH, TyOJMKYBaHH HA €BPONEHCKUS
yeOropTa 3a JeKapcTBa.

.  YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA HA
JIEKAPCTBEHUSA ITPOAYKT

. ILnan 3a ynpasJjenue Ha pucka (ITYP)

[purexaTtensaT Ha pa3perienueto 3a ynorpeba ([IPY) TpsdBa na u3BbpIIBa H3UCKBAHUTE JCHHOCTH U
JeWCTBUS, CBBP3aHH C IPOCIIEIsIBAaHE Ha JIEeKapCTBEHAaTa 0€30IacHOCT, mocoueHu B ogoopenus [1YP,
npenactased B Moy 1.8.2 Ha pa3perieHnero 3a ynorpeda, KakTo ¥ BbB BCUYKH CIIEABAIIN 0JJ00peHU
akTyanusaunu Ha [TYP.

Axtyanmusupan I[TYP TpsiOBa nma ce monana:

. 1o uckaHe Ha EBpomneiickaTa areHIus 1o jeKapcrnara;

o BHHATH, KOTATO C€ M3MEHsI CHCTeMara 3a yrpaBJIeHHne Ha PICKa, 0COOCHO B pe3yJITaT Ha IoJydaBaHe
Ha HOBa I/IH(i)OpMaIII/DI, KOATO MOKE 1a JOBE€AC N0 3HAYMMHU IPOMCHH B CHbOTHOLICHUETO
MOJI3a/PUCK, UIIH CJIe]l JOCTUTaHEe Ha BaXKeH eTal (BbB BPb3Ka C MPOCIesIBaHe Ha JeKapCTBEHATa
0€30MacHOCT WJIHM CBEX/IAHE Ha PUCKA 10 MUHUMYM).

Axo nogaBaneto Ha [TAJIb u akryanusupanero Ha [IYP cbpBnaaar, Te Moxe aa ce moaanat
€HOBPEMEHHO.
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CucteMa 3a JeKapcTBeHa 0€30MacHOCT

[PV tpsibBa na rapaHTHpa, 4e CUCTeMaTa 3a JIeKapcTBeHa 0e30aCHOCT, IIPEICTABEeHA B
Mognyn 1.8.1 Ha Pa3pemenuero 3a ynorpeba € BHeApeHa U (YHKIHUOHUPA MPETU U JOKATO
JIEKapCTBEHUAT MPOLYKT € Ha Ma3apa.

. JomrbJIHUTETHN MEPKH 32 CBe;KIaHe HA PUCKA 10 MUHHMYM

[IPY ce cwpriacsBa na npegocraBu OOyuunTeneH Marepuai 3a Baiama 3a Teputopusita Ha EBponeiickus
cbto3. [Ipean myckaHe Ha IpoAyKTa HA Ma3apa BbB BCsAKa IbpkaBa wieHka, [IPY TtpsOBa na ceriacysa
OKOHYATETHHUS O0yUHTENICH MaTeprajl ¢ HAIIMOHATHUTE KOMIIETCHTHH OpTaHH.

ITPY rapantupa, 4e ciea 00ChKIaHUI U ChIIIACYBaHUS C HAIMOHAIHUTE KOMIIETEHTHU OpTaHu BBB BCAKA
JIbprKaBa 4IeHKa, KbJETO ce MpojiaBa Baiama, ounure KIMHUKH, KbAETO ce ouakBa Baiama na ce
M3II0JI3BA 32 JICUEHUETO Ha BH3PACTHH MAIEHTH, ca CHAOIEHH C aKTyalTu3upaH HHPOPMAIMOHEH MTaKeT 3a
JIEKapH, ChIIbPIKAI CIICTHUTE CIICMECHTH

. Nudopmarmonna Oporrypa 3a Jexkapu

o Buzeo Ha mponienypaTa 3a HHTPaBUTPEATHO UHIKEKTHPAHE

. IIukTOorpama Ha nmpoueaypara 3a UHTPABUTPEATHO HHKEKTHPAHE
. WnudopmarmoneH maker 3a MaueHTn

I/IH(I)OpMaI_II/IHTa 34 JICKapu B O6y‘II/ITeHHI/I$I Marepuall CbAbpiKa CJICAHUTC OCHOBHU CIICMCHTU!

o TexXHUKH 32 HHTPABUTPEAIHO MHXKEKTHPaHE, BKIIOYUTENHO n3non3BaHe Ha 30 G urna u
CHOTBETHHS BI'bJI HA HH)KEKTHPAHE

. [ToTBBpXKICHNE, Ye PIAKOHBT 1 NPEIBAPUTEIHO HAITBIHEHATA CIIPUHIIOBKA Ca 33 €JHOKPAaTHA
ynotpeba camo Ipu Bb3PAaCTHU

. HeobOxoauMocTTa J1a ce M3XBBPIH U3IHIIHUAT 00eM OT CIIPUHIIOBKATA MPEIH J]a C€ HHKEKTHPA
Baiama, 3a n1a ce u30erse npeno3upane

o HaGumoenne Ha manueHTa cie/] HHTPaBUTPEATHO HHIKEKTUPAHe, BKIIOUUTEIIHO IPOCIIC/IIBaHe Ha
3pHUTEIHATa OCTPOTA U ITOBUIIABAHETO HA BETPEOYHOTO HAIATAHE CIIE/T HHKEKTHPAHETO

o OCHOBHY IIPU3HALK ¥ CHMIITOMH Ha HEXKEJIAaHW ChOUTHS, CBBP3aHU C HHTPABUTPEATHO

WHXKEKTHpaHEe, BKIIOYUTEIHO eHAOPTAIMHT, BHTPEOYHO BB3MAICHUE, TOBUIIICHO BHTPEOUHO
HaJlsiTaHe, pa3KbCBaHEe HA MUTMEHTHHUS eMUTEI Ha PeTUHATA U KaTapakTa

o [TaupeHTKHTE C AETEPOIEH MOTEHIMAN TPAOBa Ja Mmpuiarat e)eKTHBHA KOHTPALCTILUS, a
OpeMeHHHTE KEeHU He TPsOBa Jja u3noia3BaT Baiama

WHpopMallMOHHHAT MaKeT 3a MalHeHTa ¢ O0YUYHUTEIHUS MaTepHrall BKIIOYBa HHPOPMAITHOHHO

PBKOBOJICTBO 32 TaIMEHTa ,,BareTo ppkoBoACTBO 32 Baiama“ u Herosata ayno Bepcusi.

WHdopmManmoHHOTO pPKOBOJICTBO 32 IAIIMEHTa ChAbPIKA CICTHATE OCHOBHH €IIEMEHTH:

. JIucToBKa ¢ HHpOpMAIHS 3a AaUCHTA

Kot Tps6Ba na ce ekyBa ¢ Baiama

Kak na ce moaroreuTe 3a jeuenue ¢ Baiama

Kaksu ca cTpikute cief jiedenue ¢ Baiama

OCHOBHY IIPU3HALIK U CHMIITOMH Ha CEPHUO3HH HEXKEJaH! ChOMTHS, BKIIOYUTEITHO €HI0(TaIMHT,

BBTPEOYHO Bh3NAICHNE, YBEINYaBaHEe Ha BETPEOUYHOTO HAIISITaHE, Pa3KbCBaHE HA IIMTMEHTHHUS

eMUTEN Ha PeTHHATA M KaTapaKTa

o Kora na moTspcsT criemsa noMolIi OT CBOs JIeKap

o [TanmeHTKHUTE ¢ IeTepoieH MOTeHIMAN TPsOBa Ja npuiiarat e)eKTUBHA KOHTPALSTILHS, &
OpeMeHHHUTE KEeHH He TPsAOBa JTa N3noa3Bat Baiama
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MMPUJIOKXEHMUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA

NPEJABAPUTE/IHO HAITBJIHEHA CITPUHLIOBKA

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Baiama 40 mg/ml MHXEeKIMOHEH pa3TBOp B MPEABAPUTEIHO HAITBIIHEHA CIIPHHIIOBKA
adnmbeprienT

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

1 mpenBapUTETHO HATBJIHEHA CIIPUHIIOBKA ChABpxka 3,6 mg apmudepuent B 0,09 ml paszteop (40 mg/ml).

3. CIIMCBK HA IOMOIIHUTE BELIECTBA

IMomomau BerectBa: monucop6bar 20 (E 432), XUCTUANHOB XUAPOXIOPUT MOHOXHIPAT, XUCTHINH,
HATPUEB XJIOPHJ, 3aXap03a, BOAa 38 HHKEKIHH

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

HMHxeKkunoHeH pa3TBoOp

1 npenBapuTETHO HAITBJIHEHA CIIPUHIIOBKA ChABpXKa 3,6 mg admubepuent B 0,09 ml pasrop (40 mg/ml).
Enuuuuna gosa: 2 mg/0,05 ml

5. HAYUH HA ITIPUJIOKEHUE U ITBT(MIIA) HA BBBEXJIAHE

WHTpaBUTpEaTHO MPUIIOKEHUE

Cawmo 3a eqHOKpaTHA yIIoTpeoda.

[penu ynotpeba nmpovereTe IUCTOBKATA.

OTBOpeTE CTEpUIN3UpPAHUs OJUCTEP CAMO B UUCTA CTasl 3a MPUIOKCHUE.
W3numHuaT o6eM TpsAOBa Aa ce OTCTPaHH MPEI HHKEKTHPaHE.

6. CIIEHUAJIHO INPEAYIPEXJIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA JIA
CE CbXPAHSABA HA MSACTO JAJIEYE OT IIOTJVIEJA 1 JOCEI'A HA JELA

I[a C€ CbXpaHsiBa Ha MACTO, HEAOCTBIIHO 3a JCIIa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

Ha ce cbxpaHsiBa B XJIaJUITHUK.
[a He ce 3ampassiBa.
[la ce cpxpaHsaBa B OpUTHHAJIHATA OMAKOBKa, 32 Ja C€ MPeAINa3u OT CBETIMHA.

10. CHEIUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJIPEC HA TIPUTEXATEJIA HA PASPELHIEHUETO 3A YIIOTPEBA

Formycon AG
82152 Martinsried/Planegg
I'epmanus

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1887/002

13. MNAPTHJAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

| 15.  YKA3AHHS 3A YIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAMJIOBA A3BYKA

[puero e ocHOBaHME J1a He ce BKIIIOYM HH(pOpManus Ha bpaiiinoBa a30yka.

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJICH HACHTH(PHUKATOP
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18. YHHUKAJIEH HAEHTU®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHUNYHU
II'bPBUYHU OITAKOBKH

BJIMCTEPHO ®0JIMO

INPEJABAPUTEJIHO HAITBJIHEHA CITPUHIIOBKA

‘ 1. HUME HA JIEKAPCTBEHUSA NPOAYKT U IIbT(MIIIA) HA BBBEKJIAHE

Baiama 40 mg/ml MHXEKIMOHEH pa3TBOp B MPEABAPUTEIHO HAITbJIHEHA CIIPHHIIOBKA
admbepuenT
HaTpaBuTpeasHo NpuiioxKeHue

‘ 2. NME HA IPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

Formycon AG

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYTO

3,6 mg/0,09 ml
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MHUHHMUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT MAJIKUTE EJMVHUYHU
II'bPBUYHU OITAKOBKH

ETHKET

NPEIABAPUTE/IHO HAITBJIHEHA CITPUHIIOBKA

‘ 1. HUME HA JIEKAPCTBEHUSA INPOAYKT U IIbT(MIIA) HA BBBEXXJAHE

Baiama 40 mg/ml urxekuus
apmbepuenT
HaTpaBuTpeasHo NpuiioxKeHe

‘ 2. HAYUH HA TIPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

‘ 5. CbABPKAHUE KATO MACA, OBEM WJIN EJJUHUIIN

3,6 mg/0,09 ml

| 6.  JPYIoO
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITAKOBKA
KAPTOHEHA KYTHUA

d1akoH

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Baiama 40 mg/ml uHXeKIMOHEH pa3TBOp BHB (JIaKOH
apmmbepuenT

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

1 ¢pnakon cpappka 4 mg admubeprient B 0,1 ml pazteop (40 mg/ml).

3. CIMCBK HA TOMOIIHUTE BEIIECTBA

IMomomau BerectBa: monucop6bar 20 (E 432), XUCTUANHOB XUAPOXIOPUT MOHOXHIPAT, XUCTHINH,
HATPUEB XJIOPHJ, 3aXap03a, BOAa 38 HHKEKIHH

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

MHxeKuroHeH pa3TBoOp

1 pnakon ceabpxka 4 mg apmubepuent B 0,1 ml pasrop (40 mg/ml).
4 mg/0,1 ml

Enunnuna po3a: 2 mg/0,05 ml

5. HAYHUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXX/IAHE

MHTpaBUTpEeAIHO IPUIIOKEHHE

Camo 3a emHOKpaTHa ynorpeoa.

[Ipenn ynoTpeba mpoverere TMCTOBKATA.

M3mumausaT ob6eM TpsOBa 1a ce OTCTpaHU IPeInd HHXCKTHPAHE.

6. CIIEHUAJIHO INTPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA JIA
CE CBXPAHSBA HA MSACTO JAJIEYE OT HOIVIEJA U TOCEI'A HA TEIIA

[a ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

‘ 7. APYI' CHEIMAJIHU ITPEAYIIPEXKJIEHUSA, AKO E HEOBXOJUMO
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 9. CIIEHHMAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ce cpxpaHsBa B XJIaAWITHUK.
a He ce 3ampassiBa.
Ja ce cpxpaHsBa B OpUrHHAIIHATA OTIAKOBKA, 32 J]a CE MPENa3y OT CBETIIHHA.

10. CHELOHUAJIHU ITPEANIASHU MEPKU INPU U3XBBPJISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJJPEC HA IIPUTEXXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Formycon AG
82152 Martinsried/Planegg
T'epmanust

12.  HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEGA

EU/1/24/1887/001

13. NAPTHJAEH HOMEP

ITaptuna:

| 14. HAYMH HA OTIYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

| 16. MH®OPMAIMS HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHuKE N1a HE ce BKIOUM nH(opManus Ha bpaiinosa a30yka.

‘ 17. YHUKAJIEH UAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIIOYECH YHUKAJICH HICHTU(PHUKATOP
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18. YHHUKAJIEH UAEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHUNYHU
II'bPBUYHU OITAKOBKH

dakoH

| 1.  MME HA JEKAPCTBEHMSI IPOJIYKT U TbT(MIIIA) HA BbBEKJIAHE

Baiama 40 mg/ml umxekuums
agubeprienT
WHTpaBUTpEaTHO TPHIOKEHHE

‘ 2. HAYHMH HA TIPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, HNAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

4 mg/0,1 ml

6.  JPYrO
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b. IUCTOBKA
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JIucroBka: uH(popManyd 32 NalHEHTA

Baiama 40 mg/ml nH:KeKIHOHEeH Pa3TBOP B NPeABAPUTEIHO HANTbJIHEHA CIPHHIIOBKA
adumbepuent (aflibercept)

vTOBI/I JICKAPCTBCH MPOAYKT NOAJICI)KU Ha JOMBJIHUTCIIHO Ha6HIOZ[CHI/I€. ToBa 111€ 103BOJIN 6’Bp3OTO
YCTaHOBSBAHC HA HOBA I/IH(I)OpMaI_[I/IH OTHOCHO Oe3omacHOCTTa. MokeTe Aa 1aaeTe CBOSA MMPUHOC KATO
CT>O6HII/ITC BCsKa HEXKCIJIaHAa PCAKIUsA, KOATO CTC IMOJTYyYHIIN. 3a HauMHa Ha C'I)O6IIIaBaHe Ha HCXKCJIaHH
PCAKIIMHN BUIKTC Kpasd Ha TOYKaA 4,

IIpouyeTeTe BHUMATEIHO LSJIATA JUCTOBKA, Npeau 1a Bu 0be Npui0okeHo TOBA JIEKAPCTBO, Thil

KaTO TH ChAbp:Ka BaxxHa 32 Bac nndgopmanus.

- 3anaszere Ta3u JUCTOBKA. MoxXe J1a ce HAJIOXKH J1a 51 IPOYETETE OTHOBO.

- AKO MMare HSKAaKBU JOIBIHUTENIHN BBIIPOCH, onuTaite Bamusa nekap.

- AKO TIOJTyuHuTe HAKAKBH HEXKEJIaHU JIEKAPCTBEHH pPeakiuy, ypenomere Bamms nexap. Tosa
BKJIIOYBA M BCHYKH BH3MOXHH HEKEJIaHU PEaKLMK, HEONMCaH! B Ta3M JHCTOBKa. Brxkre Touka 4.

Kakso CbABbPiKa Ta3u JINCTOBKA

KaxBo npencrasnsasa Baiama 1 3a KakBO ce H3IMOJI3BA

Kaxso Tps6Ba na 3naere, npeau aa Bu 0n1e mpuioxken Baiama
Kak me Bu 0b1e npunaran Baiama

BBb3MOXHH HEeXETaHH PEaKIIHH

Kak nma cexpansBate Baiama

ChappikaHue Ha ONAKOBKATa U JOMBJIHUTEIHA HHQOpMALIUS

ok whE

1. Kakso npeacraBsJjasiBa Baiama u 3a KaKkBoO ce U3I0JI3Ba

Baiama e pa3TBop, KOWTO ce HMH)KEKTHUPA B OKOTO 32 JIeUeHNE Ha OUYHU 3a00JISIBaHUS TP B3PACTHH,
HapeUYCHU

- HeoBacKyJapHa (BllakKHa) Bh3pacTOBOOOYCIIOBEHA JiereHepalus Ha Makyiara (BiaxHa B/IM),

- YBPEIECHO 3peHHeE, AbDKAII0 CE Ha OTOK Ha MaKyJjara, BCJICACTBHE Ha OKJIy3Hs (3alyllBaHe) Ha
perunanaa seHa (OPB) (oxiy3us Ha paskioHeHue Ha peTuHanHa BeHa (OPPB) unu oximy3ust Ha
neHTpanHata peruaanHa Bena (O1[PB)),

- YBpEIIeHO 3peHre, ABJDKAII0 ce Ha AnadeTeH MakysieH oTok (JIMO),

- YBPEACHO 3pEHNE, NHDKAIIO CE Ha MUOITMYHA XOpOUIaiHa HeoBacKymapu3anus (Muonuaaa XHB).

AdaubeprienT, akTHBHOTO BelIECTBO B Baiama, GJ10KkMpa akTHBHOCTTA Ha IpyIa (pakTopH, M3BECTHH KaToO
CHIIOB eHoTeNeH pacrexer daxtop A (vascular endothelial growth factor A, VEGF-A) u mnanenren
pacrexxen daxtop (placental growth factor, PIGF).

[Tpu maruenTu ¢ Bnaxxaa B/IM u muormana XHB, Te3n hakTopH, Korato ca B MpeKOMEpHO TOJIIMO
KOJINYECTBO, ca CBbP3aHH ¢ a0HOPMHO 00pa3yBaHe Ha HOBU KPhbBOHOCHH CBHAOBE B OKOTO. Te3n HOBU
KPBBOHOCHH CHJIOBE MOTaT J1a MPUYUHAT U3THYAHE HA KPHBHU KOMIIOHEHTH B OKOTO U €BEHTYaIHO
YBpEXKJAaHe Ha OYHHUTE THKAHU, OTTOBapSIINH 32 3PCHUETO.

[pu naumentu ¢ OLIPB ce noxy4aBa 610KkupaHe Ha OCHOBHUSI KDBBOHOCEH ChJl, KOWTO OTBEX/a KPBBTa
OT peTrHaTa. B pesynTar Ha ToBa ce nmoBumasat HuBata Ha VEGF, xoeTo npuunHsABa N3THYaHE HA

84



TCYHOCT B p€THUHATAa, BOACIIO 40 OTOK Ha MaKyJjaTa (‘laCTTa OT p€TrhHaTa, OTTOBOPHA 3a }_'[06pOTO 3peHI/I€),
KOMTO ce Hapuva MaKyJICH OTOK. HpI/I OTOKa Ha MaKyJaTa, UEHTPAJIHOTO 3pCHUC CC 3aMBbIJIABA.

IIpu narmentu ¢ OPPB, eaHo nin moBeye pa3kIOHEHUs HA TIaBHUS KPHBOHOCEH ChJI, KOUTO
TPaHCIIOPTUPA KPBB OT peTHHATA € OJIoKupaHo. B pesynrat Ha ToBa ce moBuinasat HuBata Ha VEGF,
KOETO MPUYUHABA U3TUYAaHE Ha TEUHOCT B peTUHATAa, BOJICIO IO OTOK Ha MaKyJjaTa.

ﬂI/Ia6CTHI/IHT OTOK Ha MaKyJiaTa NpeaACTaBJidBa OTOK Ha pETHUHATA, KOMHTO ce oJjry4aBa Npy MalfUCHTH C
,I[I/Ia6CT, BCJICACTBUEC HA U3TUYAHC HAa TCYHOCT OT KPBbBOHOCHHUTE CHJ0OBC B MaKyJiaTa. MaKynaTa € Tasu
YacCT Ha p€TUHAaTa, KOsATO € OTTOBOPHA 3a I[O6pOTO 3pCHUC. Koraro MaKyJiaTa c€ 1oay<€ OoT TCUHOCT,
HOCHTPAJTHOTO 3PCHUC CC 3aMbIJIABA.

JloxazaHo e, ue adaudepIienT Crupa pacTeska Ha HOBH aOHOPMHHU KPBBOHOCHH CHJIOBE B OKOTO, KOHUTO
4eCTO BOJAT JI0 M3THYaHE HAa TEYHOCT WX 10 KbpBeHe. Adiaubepent Moxe 1a IOMOTHE 32
CTa0MIM3UpaHe, a B MHOTO CIIydad U Ja 1ojo0pu 3ary0baTa Ha 3peHue, cBbp3ana c Biaxua BJIM, OLIPB,
OPPB, IMO u muonnuna XHB.

2. KakBo TpsoBa 1a 3Haete, npeau 1a Bu 0bae npuito:xen Baiama

Baiama usima 1a Bu 0b1e npusioxen

- aKo CTe AJIEPTUYHH KbM auuOeplenT Ui KbM HSAKOS OT OCTAHAIIUTE ChCTaBKU Ha TOBA JIEKAPCTBO
(u36poenn B TOUKa 6).

- aKo MMaTe aKTHUBHA MH(OEKIIUS WIK ChbMHEHHUE 3a MH(EKIIMS B OKOTO HJIM OKOJIO HEro (0YHa MK
OKOJIOOYHA WH(EKITUA).

- aKo0 UMaTe TEKKO Bh3MAIICHHE Ha OKOTO (TIPOSBSBAIIO ce C O0JIKa HIIH 3aU4epPBSBAHE).

IIpenynpeskaeHust U MpeanasHu MepKH

T'oBopete ¢ Bamms nekap, npeau na Bu 0b1e npunoxen Baiama:

- aKo MMare riayKoma.

- aKo CTe UMaJIu CIIydyau Jla BHKJIaTe HCKPHU WM MbTHUHH U IIPU BHE3aITHO yBEJIIMYEHNE Ha pa3Mepa u
Oposi Ha MBTHUHHUTE.

- ako Bu e mpaBeHa nimM 3aruiaHyBaHa oIepanus Ha OKOTO, B PAMKHTE Ha IPEeALIeCTBAIUTE WIN
CJIEJIBAIINTE YETUPH CEIMUIIH.

- ako umare texka gopma Ha OLIPB unn OPPB (ucxemuuyna OLIPB unu OPPB), He ce npenopbuBa
neuyenue ¢ Baiama.

OcBeH ToBa € BayKHO Jla 3HaeTe, ue

- 6e3onacHocTTa U epuKacHOCTTA Ha aInOepIenT, KOraTo ce mpuiara B ABETE 04X eIHOBPEMEHHO,
HE ca U3cJelBaHu M aKO Ce M3I0JI3Ba 110 TO3M HA4YMH, MOXeE J1a I0Be/Ie A0 TOBUIIEH PUCK OT MOABa
Ha HEXeJIaH! peakLny.

- MHKEKTHpaHeTo Ha Baiama Moxe 1a nmpeau3BHKa MOBUIIABaHE HA OYHOTO HAIATaHE (BBTPEOYHO
HaJIIraHe) IpU HAKOH MAIMEHTH B paMKuTe Ha 60 MUHYTH OT HHXKEKTHpaHeTo. Bamusr nekap e
CJIEJTV TOBA CJIE/] BCAKA MHKEKIHS.

- aKo pa3BHeTe MH(EKIHS WK Bb3MaJICHUE B OKOTO (€HAO(TAIMHUT) HIIH APYTH YCIOKHEHUS, MOKE
Jla IOYyBCTBaTe OO0JIKA MIIU MO-CHJIEH JUCKOM(OPT B OKOTO, BJIOIIABAIIIO CE 3a4€PBSIBAHE HA OKOTO,
3aMBIJICHO WM OTCIIA0EHO 3pEHUE U TIOBUINIEHA YYBCTBUTEIHOCT KbM CBETIIMHA. Ba)KHO € BCHUKH
CHUMIITOMH J1a OBbJIaT JUArHOCTHLUPAHH U JIEKYBaHU BB3MOKHO Haii-CKOPO.

- Bammsr nekap e nposepH Aajyu UMate APYrd PUCKOBU (HaKTOPH, KOUTO MOTaT /1a yBEIu4at
BB3MOXKHOCTTA OT Pa3KbCBAHE WIIM OTJIETIBAHE HA €IMH OT CJIOEBETE B 33 JHATA YacT HA OKOTO
(oTyienBaHe WM pa3KbCBaHE HA PETHHATA U OTJICHIBAaHE WM Pa3KbCBaHE HA TUTMEHTHHS €IUTEN Ha
peTuHara), B KOWTO cirydyail agmbepuent TpsOBa 1a ce npuiiara ¢ MOBHILEHO BHUMaHHUE.
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- anubepiienT He TPsiOBa Ja ce mpuIiara 1mo BpeMe Ha OpeMEHHOCT, OCBEH aKo MOTEHI[HAIHATA 110J13a
HE MPEBUILIABA TOTEHIIUAIHNS PUCK 32 IUIOAA.

- JKEHHM ¢ JICTEPOJICH MOTEHIIHAI TPOBa J1a U3M0JI3BaT e()eKTHBHA KOHTPAIICTIIUS 110 BpeMe Ha
JICUCHUETO U Hali-MaJIKO TPU Mecella Clie MOClieHaTa HHKeKIus Baiama.

Cucremnara ynorpeda Ha naxuouropu Ha VEGF, BemecTsa, moto0HM Ha 0HE31, KOUTO CE ChABPIKAT B
Baiama, € NIOTCHIIMAJIHO CBBbp3aHa C pUCK OT KPbBHU CbCUPEIIU, 3aITyIBAlllM KPHBOHOCHUTE CHI0BE
(apTepuanau TPOMOOEMOOIMYHY CHOUTHS), KOSTO MOXKE Ja JIOBEJIE 10 ChPICYCH HH(MAPKT UK JIO UHCYIT.
CrhIecTByBa TEOPETUICH PUCK OT TAKMBA CHOUTHS Clie] HHKEKTHpaHe Ha Baiama B okoto. Mma
OTpPaHUYCHHM JTAaHHU 3a Oe30macHocTTa IIpu Jieuenne Ha nanuentu ¢ OLIPB, OPPB, IMO u muonuyHa
XHB, xouTo ca UManu UHCYIT I MUHU UHCYIT (TIPEXOHA UCXEMUYHA aTaKa) WK ChpJIcYeH UHPAPKT B
paMKHTE Ha MOCIIEHUTE 6 Mecelia. AKO HAKOe OT U30poeHuTe ce oTHacs 3a Bac, Baiama 1e ce mpunara ¢
ITOBUIIIEHO BHUMAaHHE.

Vma orpaHuueH OIUT C JICYSHUETO Ha

- manpeHTd ¢ JIMO BeneacTBre Ha auadet v .

- JMabeTHIM ¢ MHOTO BUCOKHU CPEIHM HUBa Ha KpbBHA 3axap (HbAlc Hax 12%).

- IrabeTHuIy ¢ OYHO 3a00JsiBaHe, MPUYUHEHO OT Anadera, HapeueHo NponudepaTuBHa quadeTHa
peTHHOTIATHSI.

JlurcBa onuT c JieueHue Ha

- MAIMEHTH C OCTPU UHQPEKITUH.

- MAIMEeHTH C IPYTH OYHHU 3a00JIsIBAaHMS KaTo OTJIETIBaHE Ha PETHHATA WU TyTKa B MaKyJjara.

- ):[I/Ia6eTI/IHI/I C HCKOHTPOJMPAHO BUCOKO KPBbBHO HAJIAT'aHE.

- MAIMEeHTH, KOUTO HE Ca OT a3MaTCKU MPOU3XoJ1, ¢ Muonnyaa XHB.

- MalKeHTH, JIEKyBaHH npeau 3a muonuyHa XHB.

- MAIIEHTH C YBPEXAaHE U3BBHH IICHTpaTHATa YacT Ha MaKyara (eKkcTpadOBEaTHH JIC3UN) 32
muonunyHa XHB.

AKo HsIKOe OT U30pOeHHuTe Mo-rope ce oTHacs 3a Bac, BamusaT nekap mie B3emMe npeaBH Ta3H JUICA Ha
uHQopManus npu eueHento Bu ¢ Baiama.

Jlena v OHOILH

Ynorpebara Ha agmOepIenT Mpy Aea Wik IOHOIIN Ha BB3pacT 1o 18 romuuu He e Ouia mpoydyBaHa,
3amjoro Baaxuara BJIM, OLIPB, OPPB, JIMO u muonuyna XHB ce cpemat ocHOBHO IpH B3pacTHU.
Ilopanu ToBa, HAMa CHOTBETHA YIIOTpeOa B Ta3u BH3PacTOBA IpyIa.

Jpyru nexapcrBa u Baiama
Tps0Ba na kaxere Ha Bamus nekap, ako H3M0JI3BaTe, HACKOPO CTE M3IMOJI3BAIH MIIM € Bb3MOXKHO J1a
U3II0JI3BATE APYTH JIEKapCTBa.

bpeMeHHOCT M KbPMeHe

- Xenu ¢ nereponeH MOTEHIMA TPsIOBa 1a M3MOJI3BAT eeKTHBHA KOHTPALCIILHS 10 BpeMe Ha
JICUCHUETO U Hali-MaJIKO TP Mecella clie]l TIoCIeTHATa HHKeKIHs Baiama.

- Hsma onut B n3non3saneto Ha aduubepuent npu OpeMeHHH keHU. Baiama He TpsiOBa na ce
M3M0J13Ba 110 BpeMe Ha OpEMEHHOCT, OCBEH aKo MOTEHIMAIHATA 10132 HEe MPEBUIIABa
MOTEHITHATHUS PHUCK 3a TUIoZa. AKO cTe OpeMeHHa WM IJIaHupaTe OpeMeHHOCT, TOCHBETBANTE Ce C
Bammst niexap npeau jedenue ¢ Baiama.

- Manku konuyectBa adaubepLent Moxe a NpeMHHAT B KbpMata. EQekTuTe BbpXy KbpMEHHTE
HOBOPOJIEHW/KbpMadeTaTa He ca U3BecTHH. Baiama He ce npenopbuBa 10 BpeMe Ha KbpMeHe. AKO
cTe KbpMadKa, 00ChIeTe ToBa ¢ Bammst nekap nmpenu jgedeHne ¢ Baiama.
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lodupane u padoTa ¢ MAIIUHU
Crnen nmkeknusTa ¢ Baiama Moske 1a numate BpeMeHHH 3pUTeNTHN cMyIineHus. He modwupaiite u He
paboTeTe ¢ MalMHU, JOKATO T€ Ca HAJHIIE.

Baiama cbabp:xa nmosmmcop6at u HaTpui

Baiama csapprka momcop6at 20 (E 432) u HaTpueB XIIOpHI.

Tosa nexapcTBo cbabpka 0,015 mg nonucop6ar 20 BBB Besika mpuiioxkeHa no3a 0,05 ml, kouto ca
exBuBasieHTHU Ha 0,3 mg/ml. [TonmucopOaTuTe MoraT Ja MPUYMHAT ajJepruvyHu peakuu. TpsaoOsa na
KakeTe Ha Barmms nexap, ako IMaTe yCTaHOBEHH allepTHu.

ToBa jekapcTBO ChABPKA MO-Mako 0T 1 mmol Hatpuit (23 mg) Ha 030Ba CIUHUIIA, T.€. MOXKE JIa CE
KaXke, 4e MPaKTHYECKH HE ChABbpPKa HATPHIA.

3. Kax me Bu 6b1e npuaaran Baiama

Jlexap ¢ OIUT B IPUJIAraHETO HA OYHH MHXKEKIUH I1e MHXKeKTHpa Baiama B okoto Bu npu acentuynu
(Y4MCTH ¥ CTEPUITHN) YCIOBUSI.

IpemoprunTtennaTa no3a € 2 mg apaudepuent (0,05 ml).
Baiama ce mpuiara KaTo WHXEKIHS B OKOTO (MHTPAaBUTPEaTHa HHKEKITHS).

[Ipenn nmxekTrpanero BamusT nekap e u3noi3sa JAe3uH(peKIrpaio cpecTBO 32 BHUMATEITHO
IMOYMCTBaHe Ha OKOTO B ¢ 1ien npenoreparsBane Ha HHEKIHs. BammsT nexap 1ie mpriokKyd 1 MecTHa
yIOKKa, 3a J1a HaMaJld WK TPEJ0TBPaTh BCsAKa 00JIKa, KOATO OUXTE MOIJIM J1a TOYYBCTBATE IPU
HWHXXEKTUPAHETO.

Bnaowcna BJIM

[MaruenTn ¢ BnaxxHa BJIM 1ie Ob1at JeKyBaHH ¢ eIHA HHXKEKIMS Ha MeCel] B MPOIbIDKEHHIE Ha TPU
MOCJICIOBATEIHU JIO3H, MOCICIBAHY JIPyTa HHXKEKITUS CJIEe OB IHUTEIHU ABa Mecena. Cien ToBa
Bammsr nekap 1ie pemu Janu HHTepBaTbT MEXKIY UHXKEKIIMUTE MOKE J1a Ce MOAbpKa Ha IBa Mecela
WJIA TIOCTENIEHHO J1a Ce€ YIBIDKaBa ¢ 10 2 WiK 4 ceIMUIIH, aKO ChCTOSTHHETO B e cTabmiHo.

Axo cecTosinueTo Bu ce BJIOIIHW, UHTEPBAIBT MEKIAY WHXCKIITUUTEC MOXKE J1a 6’[),[[6 CBKpaTCH.

He ce namara ga mocemaBate Barmms iekap MeXIy OTACTHUTE MHKEKITUH, OCBEH aKO MMaTe HAKAKBU
mpoOJIeMy WK CTE TIOCHBETBaHU OT Barmwst mekap.

Omok na maxynama ecaeocmsue Ha OPB (OPPB v OLIPB)

Bammusar JICKap 1ie ornpeaciin Haﬁ-HOZ[XO,Z[ﬂIIIaTa cxeMa Ha jedeHue 3a Bac. Bue 1€ 3aII0OYHETEC JICUCHUC
ChC CCpUs OT CIKCMECCCUHU MHIKCKIIUU C Baiama.

HHTepBanbT MEXIY IBE MHKEKIIUH HE TPSIOBa 1a Ob/Ie MO-KBC OT €AMH MECEII.

Bammsar JICKAap MOKC [a peIlIr aa CIpe JICYCHULTO C Baiama, aKo ChCTOSIHHETO Bu He ce HO,I[O6pI/I npu
IIpoaAb/DKaBaHE HA JICHCHUCTO.

Bamero neucHue 1€ NpOoABIIKU C CIKECMECCUHN MHIKCKIIUHN, TOKATO CbCTOSIHUCTO Bu ctane crabumHo.
Moxe Ja ca H€O6XO,I[I/IMI/I TPHU WJIH MTOBEYC CIKEMCECCUHN NHIKCKIIUU.
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Bammusar JICKap 1Ie mnmpocijeasaBa Bammus OTTOBOP HaA JICHCHUCTO U MOKE Ja NPOABIIKU JICHCHUECTO YPE3
IMOCTCTICHHO YBC/IMYABAHC HA MHTCPBAJIa MCXKAY MHIKCKIIUUTEC, 3a 1a CC MMOAABPIKa CTaOUITHO CHCTOSTHUE.
Axo cbcTostHreTo By 3anoune Jla C€ BJIOIIaBa IPH MO-AbJIBI' UHTEPBAJI HA JICUCHUC, Bammusr JICKap e
HaMaJI1 CbOTBCTHO MHTCPBAJa.

BB3 ocHOBa Ha Bammis oTroBOp Ha JIedeHHETO, Bammar jgekap me pemy KakbB 1a € TpaduKspT Ha
MIperyIeIuTe 3a MPOCesIBaHe U CXeMaTa Ha JeUeHHeE.

JHuabemen maxynen omok (JIMO)

IlammenTu ¢ ,HMO Tp;[6}3a Ja CC JICKYBAT C €AHAa MHXKXCKI NI MCCCUHO 3a IIbPBUTE IICT NOCICTOBATCIHU
031, IMOCJI€ABAaHU OT €1Ha MHXKCKIIKWA Ha BCCKHU JIBa MECCIIa CJIC TOBA.

I/IHTepBaJ'I’LT Ha Mpujiarane MOKe Jia €€ 3ama3u BEAHBIK Ha BCCKHU JIBa MECCIla UJIU a CC aallThupa Bb3
OCHOBA Ha periicaa Ha Bamms JICKap. Bammsar JICKAp HIC pCIIN KAaKbB [1a € Fpa(l)I/IK’BT 3a IpocicadgBalin

TIPETIICIN.

Bammusar JICKap MOKE [a pellur aa CIpe JICYCHULTO C Baiama ako ce YCTaHOBH, Y€ HAMATC I10J13a OT
IIPOABILKUTEIIHO JICUCHHE.

Muonuuna XHB

ITanmentn ¢ Muontmaaa XHB mie Ob1aT IeKyBaHU camMo ¢ €Ha HHKEKIHS. JJOTbIHUTETHN HHXKSKITHH 1I1e
Bu ce mocTtaBaT camo, ako nperiieauTe rpu Baius exap nokaxar, 4ye cChbCTOsIHuEeTo Bu He ce e

o TI00pHIIO.

HHTEepBaTbT MEXIY IBE MHXKEKIIUH HE TPsIOBa /1a ObJie TO-KBC OT EIMH MECEII.

Ako 3a001s1BaHeTO BU oTIIymsiBa U ciies ToBa ce BphIla, BammusT gexap Moke /1a TIOTHOBH JICUSHHETO.

Bammwsr nekap mie onpeneny rpaduka Ha MpersieuTe 3a MpociiesBaHe.

IMoxpo6Hu yka3aHus 32 ynoTpeba ca JaJieHH B Kpasi Ha JIMCTOBKaTa cief ,,Kak ce mpurotsst u Kak ce
npuiara Baiama®.

Ako e nponrycHaTa g03a Baiama
3anuiere ce 3a HOBO MOCEIIEHHE 3a MPETyie] i HHKEKITHUS.

AKo cTe cnipesu npuemMa Ha Baiama
Koncynrupaiite ce ¢ Bamus nekap npeau ja cripeTe Je4eHUETO.

AKO UMare HSKaKBH JIOMBIHUTEIHA BBIPOCH, CBBP3aHHU C YIIOTpeOaTa Ha TOBA JIEKAPCTBO, ITOIUTANTE
Bammus nekap.
4, Bb3MoxkHM HelKeNaHU peaKklun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia IPCANU3BHUKA HEKECIIaHNU PCAKIINU, BBIIPEKU Y€ HC
BCCKMU I'M I1OJTy4aBa.

[MorenumanHo MoraT Jja Bb3HUKHAT aJIepruYHH peakiuu (peakiuy Ha CBPbXUyBCTBUTENHOCT). Te moraT
Ja 0bJaT CEPUO3HM M 12 HAJIATAT /1a ce CBbp:KeTe He3a0aBHO ¢ Bamus iekap.
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[Mpu npunoxeHnero Ha agIUOSpPIIETIT MOTAT Jla Ce Pa3BUAT HAKOW HEXKEJIAaHW PEaKLUH, 3acsATalll O4uTe,
KOHTO Ce JIBJKAT Ha TpoLleAypaTa Ha MHKeKTupaHe. Hskou oT T4x MoraT 1a ObJaT cepuo3Hu 1
BKJIIOUBAT CJIENOTA, CEPHO3HA HH(EKIUs HIN Bb3NajleHne HA OKOTO (eHOO(TaTIMHT), OT/IeNBaHe,
Pa3KbCBaHe WIN KbpPBeHE HA CBETJI0YYBCTBHTETHHUS CJI0H B 32/IHATA YACT HA OKOTO (OTJICTIBAaHE WITH
pa3KbCBaHE HA PETHHATA), MIOMbTHSBAHE HA JielaTa (KaTapakTa), KPbBOU3JIHB B OKOTO (KPHBOH3IIHB B
CTBKJIOBUIHOTO TSUIO), OTJIENBaAHE HA MOA00HOTO HA jKeJie BellleCTBO BbB BLTPEIIHOCTTA HA OKOTO OT
peTHHaTa (OTJENBaHe HA CTHKIOBUIHOTO TSJIO), M MOBHUIIABAHE HA HAJSITAHETO B OKOTO, BIKTE

Touka 2. Te3u cepro3HH HeXeTaHH PEeaKIUH, 3acsralli OYUTe, ca Ce Pa3BIIIN IIPH ITO-MaJKo OT 1 Ha

1 900 mHXeKIMY B KIMHAYHATE TPOYYBAHHS.

CBmeeTe ce ¢ Bamus JIeKap HQ3363BHO, aKO IOJIYYUTC BHC3AITHO HAMAJICHUC HAa 3pCHUCTO, UIIN
3acUjIBaHe Ha 0oJKaTa u 3a4€PBABAaHC HA OKOTO CJIE MHKCKIUATA.

CnucbK HA HeKeJAHU peaKlnu

CrnenBa CITUCHK Ha HEXKEJIAHUTE PEaKINH, KOUTO ca ChOOIIaBaHU KaTO BEPOSITHO CBBP3aHU C MPOIEaypara
Ha WH)KCKTUPAHE WU C JIeKapcTBOTO. Mouts, He ce O6e3mokoiite, Bue Moxke /1a He TIOMy9IuTe HUKOS OT THX.
Bunaru o0chxk1aiiTe BCSIKAKBU MOJI03MPAHU HEXKEIIaHU peakiuu ¢ Bamus nekap.

MHOro 4ecTH HeKeJAHU PeaKUuu (Mozam oa 3aceenam nogewe om 1 na 10 oywu):

- BJIOIIABAHE HA 3PCHUETO

- KPBBOM3IIMB B 3a{HATA YACT HA OKOTO (KPHBOM3IHB B PETHHATA)

- KPBBSICBaHE HA OKOTO, TPUIMHEHO OT KbPBEHE OT MAJIKUTE KPhbBOHOCHHU ChJIOBE BHB BHHITHHTE
CJIOEBE Ha OKOTO

- 00JIKa B OKOTO

YecTu HexKeJTAHU Peakuuu (Mocam da 3acecnam 00 1 na 10 oywu):

- OTJICTIBAHE WM pa3KbCBaHE Ha €AMH OT CJIOEBETE B 33/IHATA YaCT HA OKOTO, KOETO BOJAH /10
MIPOOJIACHIM ¢ MBbTHHHH, MIOHSKOTa POTPECHpPAIIH J0 3ary0a Ha 3peHneTo (pa3KbCBaHEe Ha
peTUHATHIS TUTMEHTEH eMUTEeN*/0TIIeTBaHe, OTJICTIBAaHE Ha pETHHATA/pa3KhCBaHE)

- JiereHepanus Ha peTHHaTa (MIPUYMHABA HAPYILIEHO 3pEHHE)

- KPBHBOM3IIUB B OKOTO (KPHBOU3IHUB B CTHKIOBHTHOTO TSJIO)

- HAKoH (OopMHU Ha 3aMBITIIBaHE Ha jelara (KaTapakTa)

- yYBpEKIaHe Ha MPEeIHUS CJIOI Ha oyHaTa A0bIKa (POrOBHUIIATA)

- MOBUIIIEHUE HA HAJIATAHETO B OKOTO

- JIBIDKEIIH ce TIETHA B 3PUTEITHOTO T0JIe (MBTHUHH)

- OTJIENIBaHE Ha MMOIOOHOTO Ha KeJie BEIIECTBO BBB BHTPEIIHOCTTA HA OKOTO OT peTHHATA (OTJICIIBaHE
Ha CTHKJIOBUIHOTO TSJIO, BOJEIIO A0 MPOOIISICHIM ¢ MBTHUHN)

- ycelljaHe, 4¢ UMa Helo B OKOTO

- MTOBHUINIEHO 00pa3yBaHe Ha ChI3U

- MoJTyBaHe Ha Kienada

- KbpPBEHE Ha MSICTOTO HA HHXKEKTUPAHE

- 3adepBsiBaHe HA OKOTO

CheTostHUS, 32 KOUTO € U3BECTHO, Y€ ca CBhP3aHu ¢ BuakHa B/IM; HabmrogaBanu caMo 1mpu

MarueHTy ¢ BiaxkHa BJIM.

HeuecTH HexXeNaHU peakuu (mozam da 3acecnam 00 1 na 100 oywu):

- AJIIEPTUYHH PEaKLUU (Peaklui Ha CBPBbXYyBCTBUTEITHOCT)**

- CEpPHO3HO BBh3MAJICHUE WM HH(EKIHS BbB BTPEIIHOCTTA HA OKOTO (€HI0(TaIMHUT)

- Bh3MAJICHUE HA UPUCA WK JAPYTH YaCTH HA OKOTO (UPHUT, YBEUT, UPUAOIMKIIUT, THH/AT B TPEIHATA
Kamepa)

- HeoOMYaliHO ycelaHe B OKOTO
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- Jpa3HEHE Ha Kiemaya

- MolyBaHe Ha TPeHHS CIOH Ha O4HaTa sIOBJIKa (POroBUIaTa)

**  HMMa cproOIeHus 3a aIepruvaHH Peakluu Kato oOpuB, ChbpOeK (MIPYPUTYC), KOIIPUBHA TPECKa
(YpTHKapus), KAKTO ¥ HAKOJKO CIIy4ad Ha TeKKHU allepruvHy (aHaQUIaKTHYHN/aHAPUIAKTOU]THH )
peaxIum.

Penku Hexenanu peakuum (mozam oa 3aceenam 0o I na 1 000 oyuu):

- crenora

- NOMBTHSIBAHE Ha JielaTa opajay TpaBMa (TpaBMaTHIHa KaTapakTa)

- BB3MAJICHUE Ha TTOJJOOHOTO Ha JKeJie BEIIECTBO BbB BHTPEITHOCTTA Ha OKOTO
- THOH B OKOTO

C Hen3BecTHA YecTOTa (OT HATMIHHUTE JAHHU HE MOJXKe Ja OBbJIc HalpaBeHa OICHKA Ha YeCTOTaTa):
- BB3MAJICHUE Ha Os1aTa 4acT Ha OKOTO, CBhP3aHO ChC 3auepBsIBaHe U 0OJIKa (CKIICPUT)

B kMMHWYHATE U3MUTBAHUS ce HAOI0/IaBa MOBUIIICHA YECTOTAa HA KbPBEHE OT MAIKHUTE KPhbBOHOCHU
CHJIOBE BbB BHHIITHHUTE CIIOEBE HAa OKOTO (KOHIOHKTHUBAJIEH KPHBOM3IIHB) MIPH MAIMEHTH ¢ BiaxxHa B/IM,
npHeMalllH JICKapCTBa 3a pa3pekIaHe Ha KPbBTA. Ta3u MOBUIIICHA YeCTOTa € CPAaBHUMA MEKITY
TAIAEHTHUTE, JIEKYBaHH ¢ paHUON3yMad 1 adIuOepIienT.

Cucremnara ynotpeba Ha uaxuouropu Ha VEGF, BeiecTBa, moio0HM Ha chabpkamure ce B Baiama, e
MOTEHIMAHO CBBhP3aHa C PUCKA OT KPBbBHHU ChCHPEIIH, 3aMyINBAIId KPhbBOHOCHUTE ChIOBE (apTEPHATHI
TPOMOOEMOOTUIHH CHOUTH), KOETO MOKE Ja TOBEE 10 ChpaedYeH HH(APKT Wik 10 HHCYNT. ChIIeCTBYBa
TEOPETHYEH PUCK OT TAaKWBA CHOUTHSI CJIC]l HH)KEKTUPaHe Ha adinOepIenT B OKOTO.

KakTo mpu BCUUKHU TepaneBTUYHY IPOTENHH, IIPU NPUIOKEHNETO Ha Baiama chiecTByBa Bb3MOXKHOCT OT
MMYHHa peaknus (00pa3yBaHe Ha aHTHUTETA).

Chol0maBaHe Ha HeJKeJIAHM PeaKINU

AKO TOJTyuyHTe HIKaKBH HEXeJlaH! JIEKAapCTBEHU peaklny, yBegoMmere Bamusg nexap. ToBa BKiIrouBa
BCHYKU BH3MOKHU HEONHMCAHU B Ta3M JIMCTOBKA HEXeJaHW peakuuu. MoxkeTe ChILo Aa ChoOLmTe
HE)KEeJIAHU PEaKLUHU TUPEKTHO Ype3 HAllMOHaJIHAaTa CHCTeMa 3a choOIaBaHe, mocoveHa B [lpunoxenue V.
Karo cpobmiaBare HexenaHu peakiiy, MOXKETe a JaieTe CBOs IPUHOC 3a [10Jy4YaBaHe Ha IIOBEYE
uHQOpMAaIHsi OTHOCHO 0E30MacHOCTTA Ha TOBA JIEKAPCTRBO.

5. Kak na coxpansBare Baiama

- [a ce chxpaHsBa Ha MCTO, HEJJOCTHITHO 32 JIeTa.

- He u3mon3Baiite ToBa JIeKapCTBO CIIeT CPOKa Ha TOIHOCT, OTOEISA3aH BhPXY KapTOHEHATa OMaKOBKa
u etukera cien ,,l ogeH no:“/,,EXP“. CpokbT Ha TOJHOCT OTroBaps Ha MOCJICIHUS JICH OT
IMOCOYCHUS Mecell.

- Ia ce cexpansBa B xnmaguiaauk (2 °C - 8 °C). Jla He ce 3aMpassBa.

- HeoTBopeHusat Gimctep MOXe Ja ce ChXpaHsBa U3BBH XJIaMHUK 1o 25 °C mo 24 gaca.

- [la ce chxpaHsiBa B OpUTHHATHATA OMAKOBKA, 3a Jia Ce MPEAIa3u OT CBETIHHA,

- He u3xpbpiisiiTe JiekapcTBara B KaHAIM3AIKUATA WM B KOHTEHHEPa 33 JOMAIIHN OTIAbIIH.
[MomuraiiTe Bamms dpapMmaieBT Kak Jia U3XBBPJIISATE JIEKapCTBaTa, KOUTO Beue He U3noi3Bare. Te3n
MEpPKH IIIe CIIOMOTHAT 3a OMa3BaHe Ha OKOJIHATA CpeJia.
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6. Coabp:kaHHue HA ONAKOBKATA U JOMbJIHUTENHA HHoOopManust

KakBo cbabp:xa Baiama

- AKTUBHO BemecTBO: adiaubepuent. Eqna npeaBapuTeHO HaMbJIHEHA CIPUHIIOBKA ChABPKA
usrnonsBaeM 06eM ot Hait-manko 0,09 ml, ekBuBaneHTHH Ha Hal-Manko 3,6 mg adaubepuent. Eqna
TPEABAPUTENHO HAITbIHEHA CIIPUHIIOBKA ChIAbPiKa M03a oT 2 mg adaubeprent B 0,05 ml.

- Hpyru ceeraBku: nmonucop6ar 20 (E 432), XUCTHAMHOB XUAPOXJIOPU MOHOXHUAPAT (332 KOPEKLIKs Ha
pH), xuctuaun (3a kopekuus Ha pH), HaTpHUeB XJI0pua, 3aXapo3a, BOAa 3a HHXEKIHUU. Brxre
TouKa 2 ,,Baiama cvovpoica norucopoam u nampuii .

Kak m3rnexxna Baiama u kakBo cbAbpika ONNaKOBKaTa

Baiama e nHXeKLIMOHEH pa3TBOp (MHXEKIHMS) B IPEABAPUTEIHO HATBJIHEHA CIIPUHIIOBKA. Pa3TBOPHT €
Oe3uBeTeH 10 OJIeJ0XKBIT.

OnakoBka oT 1 mpeaBapUTEIHO HAITBIHEHA CIPUHIIOBKA.

IlpuTtexaTen Ha pa3penieHNETO 32 yNOTPeda U IPOU3BOAUTET

Formycon AG
FraunhoferstralRe 15

82152 Martinsried/Planegg
I'epmanus

3a mombiIHUTENTHA HHPOPMALUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUSI MIPEICTABUTEI
Ha [IPUTEXKATENs Ha pa3pelIeHneTo 3a ynoTpeoa:

BG/CZ/DE/EE/IE/EL/HR/IS/CY/LV/LT/HU/MT/NO/AT/PL/PT/SI/SK:
Formycon AG
Tel.: + 49 89 864667 100

BE / LU:
Horus Pharma Belux
Tel.: +32 (0)2 528 05 26

DK /FIl/SE:

Horus Pharma Nordic AB
Tel.: +46 703 796 603
ES:

Horus Pharma Iberica
Tel.: +34 930 156 528

FR:
Horus Pharma
Tel.: +33493 1954 03

IT:
NTC s.r.l.
Tel.: +39 02 4385041

NL:

Horus Pharma Nederland BV
Tel.: +31 10282 12 35
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RO:
Inocare Pharm SRL
Tel.: +40 743 199 938

I[aTa Ha MOCJECAHO MmpepasrjaexkaaHne Ha JJUCTOBKaTa

ITonpo6Ha nHpOpMAIKS 32 TOBA JIEKAPCTBO € IIpeIocTaBeHa Ha yeOcaiita Ha EBponeiickara areHmus mo
nekapctBara: https://www.ema.europa.eu.
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Ilocouenara mo-gouy uHpopManus e mpeIHA3HAYEHA CaMO 32 MEeIUIMHCKH CIEIHATNCTH.
Kak ce npurorss u kak ce npujara Baiama

[IpenBapuTenHo HaTbIIHEHATA CIIPUHIIOBKA TPsIOBA J1a ce U3MOJI3Ba caMo 32 JieYeHHe HA eTHO 0KO.
He oTBapsiite crepunusupanus OJUCTEP Ha MPEABAPUTETHO HATbIHEHATA CIIPUHIIOBKA U3BBH YHCTATA
CTas 3a MPUIIOKCHHUE.

IIpenBapuTenHO HabJIHEHATA CIIPUHIIOBKA ChAbPIKa MMOBEUE OT MPENopbhUMTEIHATA J103a 2 MQ
admubepuent (ekBuBaneHTHH Ha 0,05 ml). M3numHOTO KOMMYECTBO TPsIOBa /1a ce OTCTPAHU MPEIH
MIPUIIOKEHHE.

PasTBOpBT TpsiOBa Aa ce MPOBEPH BU3YAIHO 32 UY>KIH YaCTHLIW H/MIM MPOMSIHA B LIBETA, WJIM KaKBaTo U Aa
€ MpOMsHa BbB BBHIIHUS BHJ IPeIU pHiIokeHue. B cirydaii ye ce HabmoaaBaT TaknBa, JIEKapCTBEHUST
HPOLYKT TPAOBa Ja ce U3XBBPJIN.

HeotBopenusr 6muctep MoXxe J1a ce ChXpaHsiBa H3BBH XuaquiHUK 1o 25 °C 1o 24 gaca. Cnex oTBapsiHe
Ha OnrcTepa paboTeTe IPH aceTITHIHHU YCIOBHS.

3a MHTPABUTPEATHO MHXKEKTUPAHE TPsIOBa Ja ce M3M0J3Ba HHKeKknoHHa uria 30 G x 12 mm.

ToBa MEIMIIMHCKO HU3CIUE HE € BKIIOUYEHO B OIIAKOBKATA.

Yka3zanusa 3a yHOTpeﬁa Ha NPEABAPUTEIHO HAIIbJHEHATA CIIPUHIIOBKA:

1. KoraTo cTe roToBH Ja npuiiokute Baiama, oTBopeTe KapTOHEHATa OMaKOBKA M M3BAIETE
cTepuiM3Upanus oauctep. BHUMaTeIHO OTBOpETE OJIMCTEpa, OCUTYPSIBAMKH CTEPHIIHOCTTA Ha
CBhABPKAHUETO MY. JIpBKTE CIIPUHIIOBKATA B CTEPIIIHOTO THE3JI0, JIOKATO CTE TOTOBH 3a
Cra0051BaHETO M.

2. Karo u3non3Bare acenTHYHa TEXHHUKA, U3BAJIETE CIIPUHIIOBKATA OT CTEPHIIM3UPAHHS OJINCTED.

3. 3a j1a MaxHeTe Kamavkara Ha
CTIIPUHIIOBKATA, IPHXKTE CIPHHIIOBKATA B
e/lHaTa CH pbKa, KaTo ¢ Apyrara XBaHeTe
Karaykara Ha CIIPUHIIOBKATA C Taliera u
rokasajiena cu. Mojist, o0bpHeTe
BHUMaHUe: TpsOBa Ja 3aBbpTUTE
Karaykarta Ha CIIPUHLOBKATa (HE s
OTUYTIBANTE).

3ABBPTETE!

e

4. 3abenexka: 3a 1a ce u30erHe HapyllaBaHe HA CTEPUIIHOCTTA HA MPOAYKTA, CTHOJIOTO Ha
OyTasoTO He € MPUKAuYeHO KbM I'yMEHaTa IJlaBa Ha OyTajoTo CTOIep.
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5. HM3nom3Baiiku acenTUYHA TEXHUKA,
3aBUITE INTPTHO MHIKCKIIMOHHATA HIJIa
KbM JIyep-JIOK BbpXa Ha CIPUHIIOBKATA.

6. Karo nppxuTe CpUHIIOBKATa C
Haco4€Ha Harope uria, s IpoBepeTe 3a
HaJM4ue Ha MexypueTa. AKO nMa
MeXypueTa, BHIMATEIHO MOTyTaiTe
CIIPUHIIOBKATA C MPBCT, TOKATO
MexypueTaTa ce U3IUrHAT 10 TOpHaTa i

qacT.

=

PN
—_

4

7. OtcTpaHeTe BCHUKH MEXypUueTa 1 M3TJacKaiiTe H3TUIIHUSA JeKAPCTBEH NMPOAYKT, Ype3
0aBHO HaTHCKaHe Ha 0yTaJIOTO, 32 1a H3PAaBHUTE OCHOBATA HA CBO/a HAa O0yTaJIOTO (He
BbpPXa HA CBO/A) ¢ JMHHUATA 32 103aTa HA CIPUHIIOBKATa (ekBuBaseHTHO Ha 0,05 ml, T.¢.
2 mg adnubepuent).

3a6enexka: ToBa MPaBUITHO MTO3UITMOHUPAHE Ha OyTajIOTO € MHOTO BaXHO, ThH KaToO
HETPaBUJIHOTO NO3UIMOHUPAHE Ha OyTaJloTO MOKE J1a IOBEZE 10 IOCTaBsHE Ha ITOBEYE WM II0-
MaJIKO OT IIpeJIucaHara 103a.

Bo3nymHo
Mexypue

PaztBOp

~

JInang 3a

/103272

—

—QOcHoBa Ha cBOJA

=

Ha OyTaJoTo

CBog Ha

OcHoBa Ha___
CBOJA Ha
OyTanoro

PastBOp cnen orcTpa-
HSIBaHE Ha BB3IYIIHUTE
MexypueTa U U3JIHITHOTO
JIEKapCTBO

< ]S 30

Jo3aTta

8. MHmxektupaiite, KaTo HaTHCKaTe OYTAIOTO BHUMATEITHO U C IMIOCTOSTHEH HaTUCK. He mpuaraiite
TOTTBITHUTEIICH HATHCK, CJIe KaTo OyTaaoTo JOCTUTHE IFHOTO Ha cripuHIloBKaTa. He
npuJjaraiite KakKbBTO U /Ia € 0CTaTh4€eH Pa3TBOP, KOWTO ce HA0/II01aBa B CIIPUHIIOBKATA.
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[IpenBapurenHo HarbJIHEHATa CIIPUHIIOBKA € CaMo 3a AHOKpaTHa ynoTpeba. MHOrOKpaTHO
NpUJIaraHe Ha JI03H OT MPEABAPUTEIHO HAIThJIHEHATA CIIPUHIIOBKA MOXKE J1a YBEIIMYH PUCKA OT
3aMbpCSBaHE U MMOCTeBAIIA HHDEKITHSL.

Hewusnomn3BaHusT nekapcTBeH NPOAYKT WM OTMAAbYHUTE MAaTepHail OT Hero TpsiOBa 1a ce
U3XBBPISAT B CbOTBETCTBHE C MECTHUTE N3UCKBAHHSL.
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JIucroBka: uH(popManyd 32 NalHEHTA

Baiama 40 mg/ml uH:keKIHOHEH Pa3TBOP BbB (pi1akoH
adumbepuent (aflibercept)

vTOBI/I JICKAPCTBCH MPOAYKT MOAJICIKU Ha JOMBJIHUTCIIHO Ha6J’IIO}_'[eHI/Ie. ToBa 111€ 103BOJIN 6’Bp3OTO
YCTaHOBSBAHC HA HOBA I/IH(I)OpMaI_[I/IH OTHOCHO Oe3omacHOCTTa. MokeTe Aa 1aaeTe CBOSA MMPUHOC KATO
CT>O6HII/ITC BCsKa HEXKCIJIaHAa PCAKIUsA, KOATO CTC IMOJTYyYHIIN. 3a HauMHa Ha C'I)O6IIIaBaHe Ha HCXKCJIaHH
PCAKIIMHN BUIKTC Kpasd Ha TOYKaA 4,

IIpouyeTeTe BHUMATEIHO LSJIATA JJUCTOBKA, peau 1a Bu 0be Npui1okeHo TOBA JIEKAPCTBO, Thil

KAaTO THA ChAbp:Ka BaxxHa 32 Bac nundgopmanus.

- 3anaszere Ta3u JUCTOBKA. MoxXe J1a ce HAJIOXKH J1a 51 IPOYETETE OTHOBO.

- AKO nMare HSKaKBU JOIBIHUTENIHN BBIIPOCH, onuTaite Bamusa nekap.

- AKO TIOSTyuHuTe HAKAKBH HEXEJIaHU JIEKAPCTBEHU PeaKinH, ypenomere Bamms nexap. Tosa
BKJIIOYBA M BCHYKH BH3MOXHH HEKEJIaHW PEaKLMK, HEONMCaH! B Ta3M JHCTOBKa. Buxkre Touka 4.

Kakso CbABbPiKa Ta3u JINCTOBKA

KaxBo npencrasnsasa Baiama 1 3a KakBO ce H3IMOJI3BA

Kaxso Tps6Ba na 3naere, npeau aa Bu 6n1e npuinoken Baiama
Kak me Bu 0b1e npunaran Baiama

Bb3M0OKHH HEeXETaHH PeaKIIiH

Kak nma cexpansBate Baiama

ChappikaHue Ha ONAKOBKATA U JAOMBJIHUTEIHA HHQOPMALIUS

ok whE

1. Kakso npeacraBsJjasiBa Baiama u 3a kaKkBoO ce U3I0JI3Ba

Baiama e pa3TBop, KOWTO ce HHKEKTHUPA B OKOTO 32 JIeYeHNE Ha OYHU 3a00JIIBaHUS ITPH B3PACTHH,
HapeUYCHH

- HeoBacKyJapHa (BllakKHa) Bh3pacTOBOOOYCIIOBEHA JieTeHepalus Ha Makyiara (BinaxHa BJIM),

- YBPEIIEHO 3peHHeE, AB/DKAII0 CE Ha OTOK Ha MaKyJjara, BCJICACTBHE Ha OKJIy3Hs (3aIyIllBaHe) Ha
perunanHa BeHa (OPB) (oxny3us Ha pa3kiioHeHue Ha peruHanHa BeHa (OPPB) nim oximy3us Ha
neHTpanHata peruaanHa Bena (O1L[PB)),

- YBpEIIeHO 3peHre, ABJDKAII0 ce Ha AnadeTeH MakysieH oTok (JIMO),

- YBPEACHO 3peHNE, THDKAIIO € Ha MUOTTMYHA XOPOHIaliHa HeoBacKynapu3anus (Muonudaaa XHB).

AdaubeprienT, akTHBHOTO BEIIECTBO B Baiama, 6J10KkHpa akTHBHOCTTA Ha IpyIa (pakTopH, M3BECTHH KaTO
CHIIOB eHoTeNeH pacrexen paxrop A (vascular endothelial growth factor A, VEGF-A) u munanienren
pacrexxen daxtop (placental growth factor, PIGF).

[Tpu maruenTu ¢ Bnaxxaa B/IM u muormmana XHB, Te3n akTopH, Korato ca B MpeKOMEpHO TOJIIMO
KOJINYECTBO, ca CBbP3aHH ¢ a0HOPMHO 00pa3yBaHe Ha HOBU KPbBOHOCHH CHAOBE B OKOTO. Te3n HOBU
KPBBOHOCHH CHJIOBE MOTAT J1a IPUYMHST U3THUYAaHE HA KPHBHU KOMIIOHEHTH B OKOTO U €BEHTYaIHO
YBpEXKJAaHe Ha OYHHUTE ThKAHU, OTTOBapPSINHU 32 3PCHHUETO.

[pu naumentu ¢ OLIPB ce noxy4aBa 610KkupaHe Ha OCHOBHUSI KPBBOHOCEH ChJl, KOWTO OTBEX/a KPBBTa
OT peTrHaTa. B pesynTar Ha ToBa ce nmoBumasat HuBara Ha VEGF, xoeTo npuunHsABa N3THYaHE HA
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TCYHOCT B p€THUHATA, BOACIIO 10 OTOK Ha MaKyJaTa (‘laCTTa OT p€TruHaTa, OTTOBOPHA 3a I[06pOTO 3p€HI/Ie),
KOMTO ce Hapuva MaKyJICH OTOK. HpI/I OTOKa Ha MaKyJaTa, UEHTPAJIHOTO 3pCHUC CC 3aMBbIJIABA.

IIpu narmentu ¢ OPPB, eaHo nin moBeye pa3kIOHEHUs HA TIaBHUS KPHBOHOCEH ChJI, KOUTO
TPaHCIIOPTUPA KPBB OT peTHHATA € OJIOKUpaHo. B pesynrat Ha ToBa ce noBumnasar HuBata Ha VEGF,
KOETO MPUYMHABA U3THYAaHE Ha TEUHOCT B peTUHATA, BOJICIIO IO OTOK Ha MaKyJjaTa.

ﬂI/Ia6CTHI/IHT OTOK Ha MaKyJiaTa NpeaACTaBJidBa OTOK Ha pETHUHATA, KOMHTO ce oJjry4aBa Npy MalfUCHTH C
,I[I/Ia6CT, BCJICACTBUEC HA U3TUYAHC HAa TCYHOCT OT KPBbBOHOCHHUTE CHJ0BC B MaKyJiara. MaKynaTa € Tasu
YacCT Ha p€TUHAaTa, KOsATO € OTTOBOPHA 3a I[O6pOTO 3pCHUC. Koraro MaKyJiaTa c€ 1oay<€ OoT TCUHOCT,
HOCHTPAJTHOTO 3PCHUC CC 3aMbIJIABA.

JlokazaHo e, e adaudepIIenT Cupa pacTeska Ha HOBH aOHOPMHH KPBBOHOCHH CHJIOBE B OKOTO, KOHUTO
4eCTO BOJAT JI0 M3THYaHE HAa TEYHOCT WX 10 KbpBeHe. Adiaubepent Moxe 1a IOMOTHE 32
CTa0MIM3UpaHe, a B MHOTO CIIydad U Ja 1ojo0pu 3ary0baTa Ha 3peHue, cBbp3ana c Biaxua BJIM, OLIPB,
OPPB, IMO u muonnuna XHB.

2. KakBo TpsnoBa 1a 3Haete, npeau 1a Bu 0bae npuio:ken Baiama

Baiama usima 1a Bu 0b1e npusioxen

- aKo CTe AJIEPTUYHH KbM auuOeplenT Ui KbM HSAKOS OT OCTAHAIIUTE ChCTaBKU Ha TOBA JIEKAPCTBO
(u36poenn B TOUKa 6).

- aKo MMaTe aKTUBHA MH(OEKIINS WX ChMHEHHUE 32 MH(EKIUSI B OKOTO MJIM OKOJIO HEro (OYHa WU
OKOJIOOYHA WH(EKITUA).

- aKo0 UMaTe TEKKO Bh3MAIICHHE Ha OKOTO (TIPOSBSBAIIO ce C O0JIKa HIIH 3aU4epPBSBAHE).

IIpenynpeskaeHust U MpeanasHu MepKH

T'oBopete ¢ Bamms nekap, npeau na Bu 0b1e npunoxen Baiama:

- aKo MMare riayKoma.

- aKo CTe UMaJlu ClTyyau Jla BUKJIaTe HCKPU WJIM MbTHUHH U IIPU BHE3AITHO yBEJIIMYEHNE Ha pa3Mepa U
Oposi Ha MBTHUHHUTE.

- ako Bu e mpaBeHa nimM 3aruiaHyBaHa oIepanus Ha OKOTO, B PAMKHTE Ha IPEeALIeCTBAIUTE WIN
CJIEJIBAIINTE YETUPH CEIMUIIH.

- axo uMare Texxka opma Ha OL[PB nnu OPPB (ucxemuuna OLIPB unu OPPB), He ce nmpenopbuBa
nedeHne ¢ Baiama.

OcBeH ToBa € BayKHO Jla 3HaeTe, ue

- 6e3onacHocTTa U epuKacHOCTTA Ha aInOepIenT, KOraTo ce mpuiara B ABETE 04X eIHOBPEMEHHO,
HE ca U3cJelBaHu M aKO Ce M3I0JI3Ba 110 TO3M HA4YMH, MOXeE J1a I0Be/Ie A0 TOBUIIEH PUCK OT MOsBa
Ha HEXeJIaH! peakLny.

- MHKEKTHpaHeTo Ha Baiama Moxe 1a nmpeau3BHKa MOBUIIABaHE HA OYHOTO HAIATaHE (BBTPEOYHO
HaJIIraHe) IpU HAKOH MAIMEHTH B paMKuTe Ha 60 MUHYTH OT HHXKEKTHpaHeTo. Bamusr nekap e
CJIEJTV TOBA CJIE/] BCAKA MHKEKIHS.

- aKo pa3BHeTe MH(EKIHS WK Bb3MaJICHUE B OKOTO (€HAO(TAIMHUT) WK JPYTH YCIOKHEHUS, MOXKE
Jla IOYyBCTBaTe OO0JIKA MIIU MO-CHJIEH JUCKOM(OPT B OKOTO, BJIOIIABAIIIO CE 3a4€PBSIBAHE HA OKOTO,
3aMBIJICHO WM OTCIIA0EHO 3pEHUE U TIOBUINIEHA YYBCTBUTEIHOCT KbM CBETIIMHA. Ba)KHO € BCHUKH
CHUMIITOMH J1a OBbJIaT JUArHOCTULUPAHH U JICKYBaHU BB3MOKHO Haii-CKOPO.

- Bammsr nekap e nposepH Aaju UMate APYrd PUCKOBH (HaKTOPH, KOUTO MOTaT /1a yBEIu4atT
BB3MOXKHOCTTA OT Pa3KbCBAHE WIIM OTJIETIBAHE HA €IMH OT CJIOEBETE B 33 JHATA YacT HA OKOTO
(oTyenBaHe WM pa3KbCBaHE HA PETHHATA U OTJICHIBAaHE WM Pa3KbCBaHE HAa TUTMEHTHUS €IIUTEN Ha
peTuHara), B KOWTO cirydyail agmbepuent TpsOBa 1a ce npuiiara ¢ MOBHILEHO BHUMaHHE.
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- anubepiienT He TPsiOBa Ja ce mpuIiara 1mo BpeMe Ha OpeMEHHOCT, OCBEH aKo MOTEHI[HAIHATA 110J13a
HE MPEBUILABA TOTEHIIUAIHNS PUCK 32 IUIOAA.

- JKEHHM ¢ JICTEPOJICH MOTEHIIHAN TPOBa J1a U3IM0JI3BaT e()eKTHBHA KOHTPAIICTIUS 110 BpeMe Ha
JICUCHUETO U Hali-MaJIKO TPU Mecella Clie MOCieHaTa HHKeKIrs Baiama.

Cucremnara ynorpeba Ha naxuouropu Ha VEGF, BemecTsa, moto0HM Ha 0HE31, KOUTO CE ChABPIKAT B
Baiama, € NIOTCHIIMAJIHO CBbp3aHa C pUCK OT KPbBHU CbCUPEIIU, 3aITyIBAIllM KPHBOHOCHUTE CHI0BE
(apTepuanau TPOMOOEMOOIMYHY CHOUTHS), KOSTO MOXKE J1a JIOBEJIE 10 ChPJICYCH HH(MAPKT UM IO UHCYIT.
ChInecTByBa TEOPETUICH PUCK OT TAKMBA CHOUTHS Clie] HHKEKTHpaHe Ha Baiama B okoto. Mma
OTpaHUYCHHM JIaHHU 3a Oe30macHocTTa IpH Jedenne Ha nmanuentu ¢ OLIPB, OPPB, IMO u muonnyHa
XHB, xouTo ca UManKu UHCYIT WM MUHU UHCYIT (TIPEXOHA UCXEMUYHA aTaKa) WK ChpJIcYeH UHPAPKT B
paMKuTe Ha TocienHuTe 6 Mecena. AKo HIKoe OoT n30poeHuTe ce oTHacs 3a Bac, Baiama mie ce mpuiara ¢
MTOBUIIIEHO BHUMaHHeE.

Vma orpaHuueH OIUT C JEYSHUETO Ha

- manpedTd ¢ JIMO BeneacTBre Ha auadet v .

- JMabeTHIM ¢ MHOTO BUCOKHU CPEIHM HUBA Ha KpbBHA 3axap (HbAlc nax 12%).

- IrabeTruiy ¢ O4HO 3a00JsIBaHe, MPUYUHEHO OT AnadeTra, HapeueHo NponaudepaTuBHa quadeTHa
pETHHOTIATHSI.

JlurcBa onut c JieueHue Ha

- MAIMEHTH C OCTPU UHPEKITUH.

- MAIMEeHTH C IPYTH OYHHU 3a00JIsIBAaHMS KaTo OTJIETIBaHE Ha PETHHATA HITH TyTKa B MaKyJjara.

- )Z[I/Ia6eTI/IHI/I C HCKOHTPOJMPAaHO BUCOKO KPBbBHO HAJIAT'aHE.

- MAIMEeHTH, KOUTO HE ca OT a3MaTCKU MPOU3Xo/1, ¢ Muonnyaa XHB.

- MalKeHTH, JIEKyBaHH npeau 3a muonuyHa XHB.

- MAIEHTH C YBPEXAaHE U3BBHH IICHTpaTHATa YacT Ha MaKyara (eKkcTpadOBEaHH JIC3UN) 32
muonunyHa XHB.

AKo HsIKOe OT U30pOoeHuTe Mmo-rope ce oTHacs 3a Bac, BamusaT nekap mie B3emMe npeaBH/ Ta3H JUICA HA
uHopManus npu sedeHento Bu c Baiama.

Jlena ¥ OHOILH

Yrorpebara Ha agumOepIenT MpH Aela Wik IOHOIIN Ha Bh3pacT 1o 18 romuuu He e Ouia mpoydBaHa,
3amoro BiaxHara B/IM, OLIPB, OPPB, IMO u muonnuna XHB ce cpemar 0CHOBHO NPH Bb3pacTHH.
Ilopanu ToBa, HIMa CHOTBETHA YIIOTpeOa B Ta3W BH3PacTOBA Irpyma.

Jpyru nexapcrBa u Baiama
Tps6Ba na kaxere Ha Bamus nekap, ako M3M0JI3BaTe, HACKOPO CTE M3MOJI3BAIH HMIIM € Bb3MOXKHO J1a
U3II0JI3BATE APYTH JIEKApCTBa.

bpeMeHHOCT U KbpPMeHe

- Xenu ¢ nereponeH MOTeHIMA TPsIOBa 1a U3M0JI3BAT €PEeKTUBHA KOHTPALEIILHS [10 BpeMe Ha
JICUCHUETO W Hali-MaJIKO TP Mecella clie]l TIoCIieTHATa WHKEKIHsI Baiama.

- Hsma onut B n3nmon3saneto Ha aduubepuent npu OpeMeHHHM keHH. Baiama He TpsiOBa aa ce
M3I0J13Ba 110 BpeMe Ha OpEMEHHOCT, OCBEH aKo MOTEHIMAIHATA T0J13a HEe MPEBHIIaBa
MOTEHITHATHUS PHUCK 3a TuIoAa. AKO cTe OpeMeHHa WM TUIaHHpaTe OpeMEeHHOCT, TOCHBETBANTE CE C
Bamms nexap npeau sedenue ¢ Baiama.

- Manku konnyectBa adaubepuent Moxe a NpeMUHAT B KbpMaTa. EQekTuTe BbpXy KbpMEHHTE
HOBOPOJICHW/KbpMadeTaTa He ca U3BecTHH. Baiama He ce nmpenopbyBa 1o BpeMe Ha KbpMeHe. AKO
cTe KbpMadka, 00chIeTe ToBa ¢ Bammst mekap nmpenu jgedeHne ¢ Baiama.
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lodupane u padoTa ¢ MAIIUHU
Crnen nmkeknusTa ¢ Baiama Moske 1a numate BpeMeHHH 3pUTeNTHN cMyIineHus. He modwupaiite u He
paboTeTe ¢ MalMHU, JOKATO T€ Ca HAJHIIE.

Baiama cbabp:xa nmosmmcop6art u HaTpui

Baiama csapprka momcop6at 20 (E 432) u HaTpueB XIIOpHI.

Tosa nexapcTBo cbabpka 0,015 mg nonucop6ar 20 BBB Besika mpuiioxkeHa no3a 0,05 ml, kouto ca
exBuBasieHTHHU Ha 0,3 mg/ml. [TonmucopbaTuTe MoraT Ja MPUYMHAT aJepru4HU peakuu. TpsoOBa na
KakeTe Ha Barmwst nexap, ako IMaTe YyCTaHOBEHH allepTuu.

ToBa jekapcTBO ChABPKA MO-Mako 0T 1 mmol Hatpuit (23 mg) Ha T030Ba CIUHUIIA, T.€. MOXKE JIa CE
KaXke, 4e MPaKTHYECKH HE ChABbpPKa HATPHIA.

3. Kax me Bu 6b1e npuaaran Baiama

Jlexap ¢ OIUT B IpUJIAraHETO HA OYHH MHXKEKLMH 11 HHKeKkTHpa Baiama B okoTo Bu npu acentuunu
(Y4MCTH ¥ CTEPUITHN) YCIOBHSI.

IpemoprunTtennaTa no03a € 2 mg apaudepuent (0,05 ml).
Baiama ce mpuiara KaTo WHXEKIHS B OKOTO (MHTPAaBUTPEaTHa HHKEKITHS).

[Ipenu nmxekTrpanero BamusT nekap 1me u3noi3sa Ae3nH(pEeKIrpaio CpeacTBO 32 BHUMATEITHO
IMOYMCTBaHe Ha OKOTO B ¢ men npenoreparsBane Ha HHEKIHs. BammsaT nexap 1ie mpriiokKyd 1 MecTHa
yIOKKa, 3a J1a HaMaJld WK TPEJ0TBPaTh BCsAKa 00JIKa, KOATO OUXTE MOIJIM J1a TOYYBCTBATE IPU
HUHXXEKTUPAHETO.

Bnaowcna BJIM

[MaruenTu ¢ BnaxxkHa BJIM 1ie Ob1atT JeKyBaHH ¢ €IHA HHXKEKIUS Ha MeCell B MPOIbIDKEHHIE Ha TPU
MOCJICIOBATEIHU JIO3H, MOCICIBAHY JIPyTa HHXKEKITUS CJIEe OB IHUTEIHU ABa Mecena. Cien ToBa
Bammsr nekap 1ie pemu Janu HHTepBaTbT MEXKIY UHXKEKIIMUTE MOKE J1a Ce MOAbpKa Ha JIBa Mecela
WJTA TIOCTENIEHHO J1a Ce€ YIBIDKaBa ¢ 10 2 win 4 ceaMUIIM, ako ChCTOSHUETO By e cTabmiHo.

Axo cecTosinueTo Bu ce BJIOIIHW, UHTCPBAIBT MEKIAY WHXCKIIUUTEC MOXKE J1a 6’[),[[6 CBKpaTCH.

He ce namara ga mocemaBate Barmms iekap MeXIy OTACITHUTE MHKEKITHH, OCBEH aKO UMaTe HAKAKBU
po0JIeMH WK CTE TIOChBETBaHM OT Baius yiekap.

Omok na maxynama ecaeocmsue Ha OPB (OPPB v OLIPB)

Bammusar JICKap 1ie ornpeaciin Haﬁ-HOZ[XO,Z[ﬂIIIaTa cxeMa Ha jedeHue 3a Bac. Bue 1€ 3aII0OYHETEC JICUCHUC
ChC CCpUs OT CIKCMECCCUHU MHIKCKIIUU C Baiama.

HHTepBanbT MEXIY IBE MHKEKIIUH HE TPSIOBa a ObJIe MO-KBC OT €AMH MECEII.

Bammsar JICKAap MOKC [a peIlIr aa CIpe JICYCHULTO C Baiama, aKo ChCTOSIHHETO Bu He ce HO,I[O6pI/I npu
IIpoaAb/DKaBaHE HA JICHCHUCTO.

Bamero neucHue 1€ IpOoABIIKU C CIKECMECCUHN MHIKCKIIUHN, TOKATO CbCTOSIHUCTO Bu crane cradbuiHo.
Moxe Ja ca H€O6X0,Z[I/IMI/I TPHU WJIH NTOBEYC CIKEMCCCUHN NHIKCKIUU.
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Bammusar JICKap 1Ie mnmpocijeasaBa Bammus OTTOBOP HaA JICHCHUCTO U MOKE Ja NPOABIIKU JICHCHUECTO YPE3
IMOCTCTICHHO YBC/IMYABAHC HA MHTCPBAJIa MCXKAY MHIKCKIIUUTEC, 3a 1a CC MMOAABPIKa CTaOUITHO CHCTOSTHUE.
Axo cbcTostHreTo By 3anoune Jla C€ BJIOIIaBa IPH MO-ABJIBI' UHTEPBAJI HA JICUCHUC, Bammusr JICKap e
HaMaJI1 CbOTBCTHO MHTCPBAJa.

BB3 ocHOBa Ha Bammis oTroBOp Ha JIedeHHETO, Bammar jgekap me pemy KakbB 1a € TpaduKspT Ha
MIperyIeIuTe 3a MPOCesIBaHe U CXeMaTa Ha JeUeHHe.

JHuabemen maxynen omok (JIMO)

IlammenTu ¢ ,HMO TpiI6Ba Ja CC JICKYBAT C €AHAa MHXKXCKI NI MECCUHO 3a IIbPBUTEC IICT NOCICAOBATCIHU
031, IMOCJI€ABAaHU OT €1Ha MHXKCKIIKWA Ha BCCKHU JIBa MECCIIa CJIC TOBA.

I/IHTepBaJ'I’LT Ha mMpujiarane MOKe Jia €€ 3ama3u BEAHBIK Ha BCCKHU JIBa MECCIla UJIM Aa CC aallThupa Bb3
OCHOBA Ha Nperiica Ha Bamms JICKap. Bammsr JICKAp MIC pCIIN KaKbB a € Fpa(l)I/IK’BT 3a IIpocCicasaBaIlln

TIPETIICIN.

Bammusar JICKap MOKE [a peilur aa CIpe JICYCHULTO C Baiama ako ce YCTaHOBH, Y€ HAMATC I10J13a OT
IIPOABILKUTEIIHO JICUCHHE.

Muonuuna XHB

ITanmentn ¢ Muontmaaa XHB mie Obp1aT JeKyBaHU camMo ¢ €Ha HHKEKIHS. JJOTBIIHUTETHY HHKCKITHH TS
Bu ce mocTtaBaT camo, ako nperiieauTe rpu Baius exap nokaxar, 4ye cChbCTOsIHuEeTo Bu He ce e

o TI00pHIIO.

HHTepBanbT MEXIY IBE MHKEKIIUH HE TPsIOBa 1a ObJIe MO-KBC OT €AMH MECEII.

Ako 3a001s1BaHeTO BU oTIIy™msiBa U ciies ToBa ce BphIla, BammsT gexap MoKe /1a IOJJHOBH JICUESHUETO.

Bammwsr nekap mie onpeneny rpaduka Ha MpersieuTe 3a MpociiesBaHe.

Ako e nponrycHaTa g03a Baiama
3anuiiere ce 3a HOBO MOCEIIEHHE 3a MPETye]] i HHKEKITHS.

AKo cTe cipesin mpuemMa na Baiama
Koncynrupaiite ce ¢ Bamusg nekap npeau 1a CrpeTe Je4eHUETO.

AKO UMare HSKaKBH JOIBIHUTEIHNA BBIPOCH, CBBP3aHHU C YIIOTpeOaTa Ha TOBA JICKApCTBO, MOIMMUTANTE
Bammus nekap.
4, Bb3MokHM HeKeTaHU peakIun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPCAU3BUKA HEKECJIaHNU PCAKIINU, BBIIPEKU Y€ HE
BCCKMU I'M I1IOJTy4aBa.

[ToTeHuumanHo Morar Jja Bb3HUKHAT aJIepriYHM peakuuu (peakuy Ha cBpbX4yBcTBUTENHOCT). Te morat
na 0bAAT CEPMO3HHU U /1a HAJIATAT /ia ce CBbpP:KeTe He3a0aBHO ¢ Bamus jgekap.

[Ipu npunoxxenueTo Ha adaudepIenT MoraT Jia ce Pa3BUAT HAKOW HEXKEJaHW PEaKIIMH, 3acSATalll OUHTE,
KOHTO ce IbJDKAT Ha IpoLeAypaTa Ha MHKeKTupaHe. Hsakon oT T4x MoraT na ObJaT cepuo3Hu U
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BKJIIOUBAT CJIENOTA, CEPHO3HA HH(EKIUs HIN Bb3NajJleHne HA OKOTO (eHOO(TaIMKT), OT/IeNBaHe,
pPa3KbCBaHe WIH KbpPBeHe HA CBETJI0YYBCTBUTETHUS CJI0MH B 32/IHATA YACT HA OKOTO (OTJICTIBAHE WITH
pa3kbCBaHE HAa peTHHATA), HOMbTHSIBAHE HA JielaTa (KaTapakTa), KpbBOU3JIMB B OKOTO (KPHBOH3IIHUB B
CTBKJIOBUAHOTO TSUIO), OTJIENBAHE HA MOAO00HOTO HA 7KeJie BelIeCTBO BbB BHTPEIIHOCTTA HA OKOTO OT
peTnHaTa (OTJIENBaHE HA CTHKIOBHIHOTO TSUIO), H MOBHIIABAHE HA HAJSATAHETO B OKOTO, BIKTE

Touka 2. Te3u cepro3HH HeXeTaHH PEeaKIUH, 3acsralli OYUTe, Ca Ce Pa3BIIIN IIPH ITO-MaJKo OT 1 Ha

1 900 mHXeKIHMY B KIMHAYHHUTE POYYBAHHS.

Cebpixere ce ¢ Bammus jiexap He3a0aBHO, aKo MOTYYHTE BHE3aITHO HAMAJIGHUE HA 3PEHUETO, HITH
3acHiIBaHe Ha OOJIKaTa U 3a4epBsIBAHE HA OKOTO CJIC]] HHKCKIIUATA.

CnHchbK HA HesKeJIaHH PeaKIuu

CrenBa clIUCHK Ha HEKETaHUTE PEAKLUH, KOUTO ca ChOOIaBaHN KaTO BEPOATHO CBBP3aHHU C IIpoLelypara
Ha MH)KEKTHUPaHe WK ¢ JIeKapcTBOTo. Moiis, He ce 6e3nokoiiTe, Bue Moke 1a He MOITyduTe HUKOS OT TAX.
Bunaru o0chxaaiiTe BCIKaKBH MOJO3UPAHU HEXeNaHU Peakuu ¢ Bamms nexap.

MHOro 4ecTH HeKeJAHU PeaKUuu (Mozam oa 3aceenam nogewe om 1 na 10 oywu):

- BJIOIIIABAHE HA 3PCHUETO

- KPHBOU3JIMB B 33JIHATA YaCT HA OKOTO (KPHBOM3IIUB B PETHHATA)

- KPBBACBAHEC HAa OKOTO, IPUYUMHCHO OT KbPBCHC OT MAJIKUTE KPHbBOHOCHU CHbJJOBC BbB BbHIIHHUTE
CJIOEBE Ha OKOTO

- 00J1Ka B OKOTO

YecTu HexKeJTaAHU peakuuu (Mocam da 3acecnam 0o 1 na 10 oywu):

- OTJIETIBAHE WJIM Pa3KbCBAHE HA €IMH OT CIIOEBETE B 3a/HATA YaCT HA OKOTO, KOETO BOJH JI0
MPOOISACHITN ¢ MBTHUHH, TIOHSKOTA ITPOTPECHPAIIH 10 3ary0a Ha 3peHHeTOo (pa3KhCBaHEe Ha
peTUHAIHIS TUTMEHTEH eNMUTEN*/0TIIeTIBaHe, OTJICTIBAaHE HA pETHHATA/pa3KhCBaHE)

- JiereHepanus Ha peTHUHaTa (MIPUYMHABA HAPYILIEHO 3pEHHE)

- KPBBOM3IIUB B OKOTO (KPHBOU3IHUB B CTHKIOBHTHOTO TSJIO)

- HAKoW (pOopMU Ha 3aMBIIIIBAHE Ha Jelara (KaTapakTa)

- yBpeKIaHe Ha MPEIHHUs CIIOW Ha ouHaTa s0bJIKa (pOroBUIaTa)

- MTOBUINIEHUE HA HAIIATAHETO B OKOTO

- JIBYDKEIIH Ce TIETHA B 3PUTEITHOTO T0JIe (MBbTHUHH)

- OTJIENIBaHE Ha MMOJIOOHOTO Ha KeJie BEIIECTBO BBB BHTPEIIHOCTTA HA OKOTO OT peTHHATA (OTJICIIBaHE
Ha CTHKJIOBUIHOTO TSJIO, BOJEIIO A0 MPOOIISICHIIM ¢ MBTHUHN)

- ycelaHe, e IMa Hello B OKOTO

- MTOBHINIEHO 00pa3yBaHe Ha ChI3U

- MolyBaHe Ha Kienada

- KbpPBEHE Ha MSCTOTO HA HHXKEKTUPaHE

- 3adepBsiBaHe HA OKOTO

ChCTOSIHUSA, 32 KOMTO € U3BECTHO, Y€ Ca CBbp3aHu ¢ BiaxkHa B/IM; HaOo1aBaHu caMo Mpu

HauyeHTH ¢ BiaaxkHa B/IM.

HeuecTu HekeNaHU peakuu (mocam da 3acecnam 00 1 na 100 oywu):

- AIIEPTUYHH PEaKLIUU (Peaklui Ha CBPBbXUyBCTBUTEITHOCT)**

- CEpPHO3HO BBH3MAJICHUE WIH WH(EKIHS BbB BTPEIIHOCTTA HA OKOTO (€HI0(TaIMHUT)

- BB3NAJICHUE HA UPUCA WX JIPYTH YaCTH HA OKOTO (UPUT, YBEUT, UPUAOIMKIIUT, THHJAI B ITpeHATA
Kamepa)

- HeoOMYaliHO ycellaHe B OKOTO

- Jpa3HeHe Ha Kiiernava

- MOyBaHE HA TIPEIHUS CJIOW Ha OYHATA SOBJIKA (POTOBHUIIATA)
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**  Jma cpoOIIeHus 3a aJIeprUiHU PEeaKIuu KaTo 00puB, ChpOek (IPypuUTYC), KOTIPUBHA TPEecKa

(ypTHKapus), KaKTO M HAKOJIKO CIIy4Yad Ha TeXKKHU allepruiHd (aHa(QUIaKTHIHN/aHAPUIAKTOTHH )
peaxIuu.

Penku Hexenanu peakuum (mozam oa 3aceenam 0o 1 na 1 000 oywu):

- cienora

- MOMBTHSBAHE Ha JIenaTa Mmopajay TpaBMa (TpaBMaTHYHA KaTapakTa)

- Bb3NaJICHHE Ha TOJOOHOTO Ha JKeJle BEIIECTBO BB BHTPEIIHOCTTA Ha OKOTO
- THO! B OKOTO

C Hen3BeCTHA YeCTOTA (OT HaJIMYHUTC JaHHU HC MOXKC Ja 6’5,[[6 HallpaBCHa OILICHKA Ha quTOTaTa)I
- BB3MaJICHUE Ha 0A1aTa YacT Ha OKOTO, CBbpP3aHO CBHC 3aUCPBABAHC U OoIka (CKJ'ICpI/IT)

B knMHUYHUTE W3MUTBaHUS ce HaOII0jaBa MOBHUIICHA YECTOTa Ha KbPBEHE OT MAIKHUTE KPbBOHOCHU
CBHJIOBE BbB BHHIIHUTE CJIOEBE Ha OKOTO (KOHIOHKTUBAJICH KPBBOM3IIUB) IIPH NALMEHTH C BiIaxkHa B/IM,
IpHEMaIH JIEKapCTBa 3a pa3perk1aHe Ha KpbBTA. Ta3u MOBUIICHA YECTOTA € CPABHIMA MEXITY
NalMeHTUTE, JIEKYBaHH ¢ paHnOn3yMad u adaubeprernt.

Cucremnara ynorpeda Ha naxuouropu Ha VEGF, BemecTBa, momoOHN Ha chabpprkamuTe ce B Baiama, e
MOTEHI[HAJTHO CBhP3aHa C PUCKA OT KPhBHHU ChCUPEIIH, 3aMyIIBAId KPHBOHOCHUTE Ch0BE (apTepUaHU
TPOMOOEMOOIMYHYU CHOUTHS), KOSTO MOXKE Ja IOBEJIE 10 Chp/eYeH MHPAPKT WK 10 UHCYAT. ChIeCTBYBa
TEOPETUYUCH PUCK OT TAKUBA CHOUTHS CJIC HHKEKTHpaHe Ha aduOepIienT B OKOTO.

Kakrto nmpu BCUUKH TepaneBTHYHH POTEWHH, P MPHIIOKEHNETO Ha Baiama chIiecTByBa BE3MOKHOCT OT
HMYHHa peakuus (0Opa3yBaHe Ha aHTHTENA).

Cho0maBaHe HA HeKEJIAHHU PeakIuu

AKO MoNTy4yHTe HIKaKBH HEXXEIaHU JICKApCTBCHU peakiyy, yBeaomere Bamms nekap. ToBa BkirouBa
BCHYKH BH3MOKHH HEOIIMCAHU B Ta3M JINCTOBKA HEXEJIaHH peakuu. Mo)keTe ChIIOo 1a ChOOIHTe
HEXeJIaH! peakIy JUPEKTHO Ype3 HallMOHAJIHATa CHCTeMa 3a ChoOIaBane, nocouyeHa B [Ipunoskenne V.
Kato cpobmiaBare HexenaHu peakyy, MOXKETe Ja JaieTe CBOS NPUHOC 3a [ToJyyaBaHe Ha IIOBEYe
MH(OPMAIHSI OTHOCHO 0E30IIaCHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate Baiama

- Jla ce cexpansBa Ha MSICTO, HEJOCTHITHO 32 JCTIa.

- He u3non3BaiiTe ToBa JIEKapCTBO CJIE]] CPOKA HA TOAHOCT, OTOENSA3aH BhPXY KapTOHEHATa ONaKOBKa
u etukera cien ,,l oneH mo:*/,,EXP“. CpokbsT Ha TOJHOCT OTrOBaps Ha MOCIETHUS JIEH OT
ITOCOYCHMS MECEII.

- Ia ce coxpanssa B xnaauaauk (2 °C - 8 °C). Jla He ce 3aMpa3ssira.

- HeoTtBopeHusT ¢urakoH MOXe J1a ce ChXpaHsBa U3BBH XJaMiHUK 1o 25 °C no 24 yaca.

- Jla ce cpxpaHsiBa B OpUTMHAJIHATA OMIAKOBKa, 3a Jia Ce Ipe/Ina3y OT CBETIIHMHA.

- He usxBwpiisiiTe 1ekapcTBaTa B KaHATU3aNKAATA WM B KOHTEHHEPa 32 JOMAIITHA OTHAIbITH.
[MomuTatiTe Bamms ¢papmaneBT Kak Ja U3XBBPIATE JIEKapCTBaTa, KOUTO Beue He 3Mon3Bare. Te3n
MEpPKH LIe CIIOMOTHAT 3a ONa3BaHE HAa OKOJIHATA CPeaa.
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6. Coabp:kaHHue HA ONAKOBKATA U JOMbJIHUTENHA HHoOopManust

Kakgo cbabp:ka Baiama

- AxTUBHO BemecTBO: adiaubepuent. Eaun ¢uakon cbabpika U3MONI3BaeM 00eM 0T Hali-MaJIKo
0,1 ml, exBuBaNeHTHHU Ha Hal-Manko 4 mg adnubepuent. Equn ¢akon chabpxa a03a oT 2 Mg
a¢mbepuent B 0,05 ml.

- Hpyru ceeraBku: nmonucop6at 20 (E 432), XUCTHAMHOB XUAPOXJIOPU MOHOXHUAPAT (32 KOPEKLIKs Ha
pH), xuctuaun (3a kopekuus Ha pH), HaTpHUeB XJI0pUI, 3aXapo3a, BOAA 32 HHXKEKIUU. Brxre
TouKa 2 ,,Baiama cvovpoica norucopoam u nampuii .

Kak nm3rnexxna Baiama u kakBo cbAbpika ONIaKOBKaTa
Baiama e nHXeKIroHeH pa3TBop (MHXKEKINs) BbB (priakoH. Pa3TBOpHT € Oe31BETEH 10 OJIe0KBIIT.
OmakoBka ot 1 ¢urakoH.

IIpuTeskaTesn HA pa3pelIeHUETO 32 YIOTPeda U MPOU3BOAUTE

Formycon AG
Fraunhoferstralie 15

82152 Martinsried/Planegg
I'epmanus

3a nomrBIHUTENTHA HHPOPMAIHAI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE C€ C JIOKATHUS IIPECTaBUTEN
Ha TPUTEKATENS HA pa3pelIeHUEeTO 3a yrnoTpeoda:

BG/CZ/DE/EE/IE/EL/HR/IS/CY/LV/LT/HU/MT/NO/AT/PL/PT/SI/SK:
Formycon AG
Tel.: + 49 89 864667 100

BE / LU:
Horus Pharma Belux
Tel.: +32 (0)2 528 05 26

DK /FI/SE:
Horus Pharma Nordic AB
Tel.: +46 703 796 603

ES:
Horus Pharma Iberica
Tel.: +34 930 156 528

FR:
Horus Pharma
Tel.: +33493 1954 03

IT:
NTC s.r.l.
Tel.: +39 02 4385041

NL:

Horus Pharma Nederland BV
Tel.: +31 10282 12 35
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RO:
Inocare Pharm SRL
Tel.: +40 743 199 938

I[aTa Ha MOCJECAHO MmpepasrjaexkaaHne Ha JJUCTOBKaTa

ITonpo6Ha nHpOpMAIKS 32 TOBA JIEKAPCTBO € IIpeIocTaBeHa Ha yeOcaiita Ha EBponeiickara areHmus mo
nekapctBara: https://www.ema.europa.eu.
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ITocouenara mo-10Jay nn(])opMaum[ € nMpeaAHasHavYeHa caMo 3a MEIMIUHCKHU CNICHIHAJTUCTH.
DakoHBT TpH6Ba Ja C€ U3I0JI3Ba CaMO 3a JICUHCHHE HA €JHO OKO.

®nakoHBT CHIBPIKA MOBEUE OT MpeNopbhYHTEeNHATa 1032 2 My admbepuent (exBuBaieHTHu Ha 0,05 ml).
W3numHoTOo KoJIMYecTBO TpsiOBa 1a ce OTCTPaHU IPeAr IPUIOKEHHUE.

Pa3TBOpBT TpsiOBaA Aa ce MPOBEPH BU3YAIHO 32 UY>KIH YaCTHLIW M/MJIM MPOMsIHA B LIBETa, WJIM KaKBaTo U Aa
€ MpOMsHa BbB BBHIIHUS BUJ IPey NpHIoKeHue. B cirydail ye ce HabmoaaBaT TaknBa, JIEKapCTBEHUAT
MPOAYKT TpAOBa /1a ce U3XBBHPIIH.

HeotBopeHusaT ¢rakoH MOXe J1a ce ChXpaHsaBa Ha W3BBH XJaauiaHuK mof 25 °C no 24 yaca. Cien
oTBapsiHE Ha (prrakoHa paboTeTe MPU aCEITHYHU yCIIOBHSL.

3a MoArOTOBKA ¥ MHTPABUTPEATHO MHIKEKTUPAHE Ca HEOOXOIMMU CIIETHUTE METUIIMHCKH U3JIEITHS 32
eIHOKpaTHA ymoTpeda:

5-mukpoHHa crepuina GuirbpHa uria (18G x 38 mm)

CTepIJIHA JTyep-JIoK crpuHIiioBka 1 ml

creprutHa HHxKeKnoHHa uria 30 G x 12 mm, HeoOXomuMa 3a MHTpaBUTPEaTHATA HHKCKITUS

Te3u MeUIIMHCKY U3JIETNS He ca BKIIOUYEHH B OITAKOBKAaTa.

Ykazanua 3a ynompeoa na ¢praxona:

1. OTtcTpanere racTMacoBarta Kanadka i Je3suH(peKIupaiTe BbHITHATA YaCT Ha TyMEHaTa 3aIyIIaika
Ha (IaKkoHa:
\
/ /
2. 3akpenere S-MukpoHHarta puiThpHa uria 18 G KbM cTepuiIHa JIyep-JIoK cipuHijoBka 1 ml:
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BrBenere punrbpHaTa Urina B IEHTHpa Ha 3allyllalkara Ha (JIaKOHA, TOKATO UIJIaTa Bie3e H3LUI0
BBB (DJIAaKOHA M BBPXBT IOKOCHE AHHOTO WM TOJTHHS PHO Ha (IakoHa.

Karo u3mon3BaTe acenTiyHa TEXHUKA, H3TETJIETE ISUIOTO ChIbpKaHue Ha (iakoHa ¢ Baiama B
CIIPHUHIIOBKATA, KaTO IBPKUTE (DJIaKOHA B U3MPABEHO TOJI0KEHHE, JIEKO HAKIIOHEH C Tl
yJEeCHSIBAHE Ha MBITHOTO U3TEIIISTHE. 3a 1a C€ BH3MPEMATCTBAa HABITU3aHETO Ha BB3AYX, CKOCCHHST
BpPBX Ha pUATHpHATa UTJa TPsOBA Ja € MOTONCH B TEYHOCTTA. [IpoabikaBaiiTe 1a HAKIIOHSIBATE
(h1akoHa TI0 BpeMe Ha M3TETIISTHETO, KaTo IBPKUTE CKOCEHHUS BPHX Ha (pUATHpHATA UTTIa, TOTOTIEH B
TEYHOCTTA:

HacoueH
Hagony
CKOCEH BPbX
Ha urnata

Koraro usnpassare (hiakoHa, yBepere ce, ue CThOJOTO Ha OyTalOTO € U3TErJICHO JOCTATh4YHO
HAa3aJ, 3a Ja U3MPA3HUTE HATBIHO (PUITHPHATA UTJIA.

OrtcTpanere QUITHPHATA UIJIA U S U3XBBPJIETE IO MPABUIICH HAYHH.
3abenexka: GunThpHATa UIJIA HE TPSAOBA J]a CE U3IOJI3BA 32 MHTPABUTPEATHO UHKEKTUPAHE.

M3non3Baiiky acenTUYHA TEXHUKA, 3aBHITE ITHTHO WHXKEKITMOHHATA uriia ¢ pasmep 30 G x 12 mm
KBbM JIyep-JIOK BbpXa Ha CIIPUHIIOBKATA:

Karo gppxute CipuHIIOBKAaTa ¢ HACOUEHA HATOpe UrJa, S MPOBEPETe 32 HAJTUUKUE HA BH3IYIIHU
MexypueTa. AKO FMa BB3IyITHN MEXypUeTa, BHUMATENHO IMOTYIIAalTe CIIPUHIIOBKATA C MPBCT,
JTOKATO BB3AYITHUTE MEXypUeTa ce U3IUTHAT J0 TopHaTa i JacT:
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9. OTcTpaHeTe BCUYKHU BB3AYIIHA MEXYpUeTa U U3TJIACKAUTE U3JIUIITHUS JIEKApPCTBEH MPOIYKT, KaTo
0aBHO HaTHCKaTe OYTalIOTO, TaKa 4Ye TUIOCKHUAT PHO Ha OYTAIOTO Ja Ce MOAPABHU C JCICHUETO,
o6o3nraygasamo 0,05 ml Ha cripuHITOBKATA!

INuHns 3a nosata Paateop crien
OTCTpaHsiBaHe

Ha Bb3OYLUHUTE
mexypyeTa u
U3MULLHOTO
nekapcTBo

Mnocuk pb6 Ha
6ytanoto

10. ®dnakoHBT € caMo 3a eHOKpaTHA yrnoTpedba. MHOTOKpaTHO MpHiiaraHe Ha JJO3H OT eIuH (HIakoH
MOJKE J1a YBEJIMYH PUCKA OT KOHTAMHHAIIMS M TIOCIIeIBala HHQEKIHS.

Hewnsnon3saaust JICKaPCTBEH MPOAYKT WJIN OTHNAABYHUTE MaTCpraInd OT HET'O TpH6Ba Ja C€ U3XBBPJIAT B
CBHOTBCTCTBUC C MCCTHUTC U3HMCKBAaHMA.
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