NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA



V' Tosu nekapcTBeH NPOAYKT TMOUIEKH Ha JOMBIHUTENHO HabmoaeHne. ToBa Ie no3Bomu 6bp30To
yCTaHOBsSIBaHE Ha HOBa MH(pOpMaIns OTHOCHO Oe30macHOCTTa. OT METUIIMHCKUTE CIICITUATTUCTH Ce
W3MCKBA J1a ChOOIIaBaT BCsAKA TOA03MPaHa HeKelaHa peakys. 3a HaunHa Ha ChoOIIaBaHe Ha
HEXeJIaH! peaKIiK BIDKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUS NIPOAYKT

Afiveg 40 mg/ml urxeKIIMOHEH Pa3TBOP B PEIBAPUTEIHO HATBIIHEHA CIIPHUHIIOBKA

2. KAYECTBEH U KOJIMMECTBEH CbCTAB
1 ml umxexnmonen pa3tBop ceabpxka 40 mg adbaubeprent (aflibercept)*.

Enna npenBapuTenHO HaITbJIHEHA CIIPUHIIOBKA ChABbPXKA U3M0A3BaeM 00eM oT Hait-mainko 0,09 ml,
OTroBapsIIM Ha Hail-mainko 3,6 mg apnubepuent. ToBa ocUrypsiBa U3MOI3BaeMO KOJHUECTBO 32
nocrassiHe Ha equauyHa g03a 0,05 ml, cbappskanty 2 mg adgaubeprienT, 3a Bb3pACTHH MAIUCHTH.
*(Dy3MOHEH MPOTEHH, ChCTABEH OT YaCTH OT M3BBHKIETHYHUTE JJOMEHHU Ha perentopH 1 u 2 3a
YOBEIIKH ChJ0B eH0TeNeH pactexker pakrop VEGF (Vascular Endothelial Growth Factor), cebp3anu
¢ Fc-uacrra Ha yoBemiku IgG1, u npoussenen B K1 kierpyHa TMHUA OT SIMUHUK HA KUTANCKU XamMcTep
(CHO) upe3 pexombunantaa JIHK texHomorms.

3a IBIHUA CIIMCHK Ha IMTOMOIIHUATE BEIECTBA BIUKTE ToO4Ka 6.1.

3. JEKAPCTBEHA ®OPMA
NuxexmoneH pa3TBop (MHKEKITHS )

PaBTBOp’LT € 6I/ICTT>p, 663LIB€TCH a0 6H6,HO)K’BJ'IT 1 U300CMOTHYCH.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTUYHU NOKAZAHUSA

Afiveg e mokaszaH npu Bb3pacTHH 3a JICUCHHE HA

e HEoBacKyJapHa (BIakKHa) B3pacTOBOOOYCIOBEHA JiereHepanus Ha Makynata (BJIM) (Bxk. Touka
5.1),

® 3PUTEIHO YBpEeXJaHe, IbJDKALIO0 Ce Ha OTOK Ha MaKyJjaTa, BCIEACTBUE HA OKIIy3Usl Ha PETUHAIHA
BeHa (OPB) (okmy3us Ha paskinoHeHue Ha peTuHaidHa BeHa (OPPB) unu oxity3us Ha nieHTpanHara
perunanHa Bera (OLIPB)) (Bx. Touka 5.1),

® 3PUTEIHO YBPEX/aHe, IbJDKAIIO ce Ha qruadereH MakysieH eaeMm (JIME) (Bx. Touka 5.1),

® 3PUTEJHO YBPEX/aHe, IbIDKAIIO Ce HA MHOIMYHA XOPOU/IaIHa HEOBACKYyIapH3alust (MUOITMIHA
XHB) (Bx. Touka 5.1).

4.2 Jlo3upoBKa U HAYMH HA MPHUJIOKEHHE
Afiveg e camo0 3a HHTpaBHTpPEATHO HH)KEKTUPAHE.

Afiveg Tp}I6Ba Ja CC Ipujiara caMo OT JICKap CCUaJIUCT C OMUT B MPUJIIOKCHHUECTO HAa UHTPABUTPCATITHU
HMHXCKIIUH.
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Bnaowcna BIAM
IpemoprunrennaTa mo3a 3a Afiveg e 2 mg adhaubeprient, orrosapsiuu Ha 0,05 ml.

JleyeHnuero ¢ Aflveg 3aro4Ba € €AHa MHKCKIUA MECCYHO B TPU MOCJICAOBATCIIHU JO3U. CJ'ICI[ TOBa
HUHTEPBAJIBT MEXKAY NPUIIOKCHUATA CE YABJDKaBa Ha ABa MECEIIa.

BB3 ocHOBa Ha mperieHKaTa Ha JIeKaps 3a 3pUTEITHHA W/WIA aHATOMUYHU PE3YJITaTH, HHTEPBAIBT
MEXIy MPUIIOKEHUATA MOXKe J1a OBb/Ie TOIIbpKaH Ha JTBa Mecela Win Ja 0b/ie JOTbIHUTEITHO
YABIDKEH, KaTO Ce M3MO0JI3Ba JIEYSHNE U IPOIbIDKaBaHe Ha cXeMaTa Ha IpujlaraHe, mpu KOeTo
WHTEPBAJIUTE HA HHKEKTUPAHE CE yIBJDKABAT C TI0 2 WK 4 CeIMUIM JIO JOCTUTaHEe Ha CTaOWITHA
3pUTEITHU W/MIIA aHATOMUYHH PE3YIITaTH.

AKO 3pHUTETHHUTE W/¥ITN aHATOMUYHHATE PE3YNITAaTH Ce BIOIIAT, HHTEPBAIHT HA JIEYeHHE TPSAOBa 1a Obie
CHOTBETHO HaMaJCH.

Hsma n3nckBaHe 32 MOHUTOpUpaHEe MEX Ty WHKeKIunTe. Bb3 OcHOBA Ha MpelieHKaTa Ha JeKaps,
rpadUKbT Ha TOCEIICHHUATA 32 MOHUTOPUPAHE MOKE J]a € Ha TMO-MaJIKi HHTEPBaJIH OT MOCEHICHUATA 32
WHKEKIHH.

WHuTepBanu Ha JiedeHHE, TO-TOJIEMH OT YSTHPH MECcella WK MO-MaJIKU OT 4 CeMUIIA MEXITY
WHXEKITUUTE, He ca MpOoy4YBaHH (BXK. Todka 5.1).

Omox na maxyarama écaeocmsue Ha OPB (OPPB unu OL{PB)

IpemoppunrtennaTa go3a Ha Afiveg e 2 mg agmubdepuent, orrosapsiu Ha 0,05 ml.
Crien mbpBaTa MHXKEKIUS JICYCHHETO Ce MpUIara exeMecedHo. MIHTepBanbT MeXILy IBE 103U HE
TpsiOBa 1a Ob/Ie IO-KPaThK OT €IUH Mecell.

AKO 3pUTETHUTE ¥ aHATOMUYIHUTE PE3YJITATH ITOKA3BaT, Y€ MAIMEHTHT HE CE MOBJIMABA MOJIOKUTEITHO
OT TIPOIB/KaBaHe Ha JieueHHeTo, mpumoxkenneto Ha Afiveg TpsbBa a ce mpeycTaHoBH.

ExxemeceunoTo jieueHue npoAbJIKaBa 10 JOCTUTaHEC HAa MAaKCUMaJIHa 3pUTCIIHA OCTPOTa W/WIIN HE ca
HaJIMOC MpU3HaH 3a aKTUBHOCT Ha 3a0oisaBaHeTo. Moxke Ja ca HCO6XOZ[I/IMI/I TPpH UJIA NTOBCYC
IOCICaA0OBATCIIHN MECCYHHN MHKCKIIUHU.

JleuenneTo Moxxe Ja MIPOABJIKHA C IMMOCTCIICHHO YAbJ?KaBAaHC HAa MHTCPBAJIUTEC, 3a Aa CC MMOAAbPIKAT
cTabuIHA 3PUTCIIHU W/VJIH aHATOMUYHHA PE3YJTAaTH, BBIIPEKU Y€ HAMA NOCTATHYHO JaHHH, 3a a CC
HaIrpaBy 3aKJIIOYCHUC 3a ITPOABJDKUTCIIHOCTTA HA UHTCPBAJIUTE. Axo SPUTCITHUTC W/VIIH aHATOMUYHHA

PE3YJITATHU CC BJIOLIAT, MHTCPBAJIa HA JICUCHUCTO TpSI6Ba CbOTBCTHO J1a C€ HaMallu.

Fpa(i)I/IK’BT Ha IPpOCJICAABAHE U CXEMATa Ha JICUCHHUC TprGBa Aa C€ OIPEACIIAT OT JICKyBallusA JICKAP Bb3
OCHOBAa Ha OTrOBOpa Ha OTACIHUS MALUCHT.

[IpocnensBaneTo 3a aKTUBHOCT Ha 3a00JISIBAHETO MOXKE J1a BKIIIOYBA KIIMHUYCH TPETIIe/I, U3CIIeIBaHE
Ha (YHKIIMOHAIHUTE IMOKA3aTe) M Wik 00pa3HU TEXHUKH (HAIp. ONTHYHA KOXEPEHTHA ToMorpadus
i QIIyopeciieHTHa aHTuorpadus).

Jluabemen maxynen edem

[Mpenoppunrennara no3a Afiveg e 2 mg adpaudepuenrt, exksuBanenTau Ha 0,05 ml.

Jleuenneto ¢ Afiveq ce 3amousa ¢ eHa MHKEKIIMSA MECEUHO 3a TIET IMOCIIETOBATEHHU JO3H, U CE
MPOIBIKABA C €JHA MHXKEKIUS HA BCEKU JIBa MECELa.

B®b3 ocHOBa Ha OILICHKAaTa Ha JICKAaps Ha 3pUTCIIHUTC H/VIIH aHATOMUYHU pe3yaTaTh, UHTCPBAJIBT
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MEXTy TIPUIIOKEHUSATA MOXKE J1a OBJIC 3aIma3eH Ha 2 Mecella WM HHIUBUAYIN3HpaH, KaTo HalpuUMep ¢
JiedeHNe U MPOAbIDKABaHEe Ha CXeMaTa Ha Mpuiarane, pH KOeTO HHTEPBAIUTE Ha JICUCHHE Ce
YIBJIDKaBaT OOMKHOBEHO C 10 2 CEJIMUIIU JI0 JOCTUTAHE Ha CTAOWMITHH 3pPUTEITHU W/UIU aHATOMUYHH
pe3ynrtaty. FiMa orpaHUYeH! TaHHU 3a HHTEPBAJIM MKy MPUIOKEHHUATA, TIO-IBJITH OT 4 Mecerla.
AKO 3pHUTETHHUTE /WA aHATOMUYHUTE PE3YNITAaTH C€ BIOIIAT, MHTEPBAIHT Ha JIedeHHe TpsiOBa qa Obe
ChOTBETHO HamalleH. MIHTepBaiu MEeXAy NMPUIOKCHHATA, TO-KPATKU OT 4 CeIMHUITU, HE ca MTPOyYBaHU
(Bx. Touka 5.1).

I'padmkbT 32 MOHUTOpHpaHe TPsIOBA @ ce OTPeAeiH OT JeKyBaIIus JIeKap.

B ciryuaii ue 3puTenHITE M aHATOMUYHHTE PE3YNITaTH COYaT, Ue MallMeHThT HiIMa MoJ3a OT
poIb/DKaBaHe Ha JEYeHUETO, npuiiokenneto Ha Afiveg TpsOBa 1a ce nmpeycTaHoBH.

Muonuuna xopouoanna Heo8acKyIapuU3aYusl

Ipemoprunrtennata go3a Afiveq e equanyHa MHTpaBUTpeaTHa HEKEKITUA Ha 2 MY adaubepIienTt,
exBuBajieHTHH Ha 0,05 ml.

Moxe na ce npuiIoXKaT AOIBIHUTETHH J03H1, aKO 3pUTEITHUTE W/UIM aHATOMUYHUTE PE3YITaTH
MoKa3Bar, ue 3a00Js1BaHeTo epcucThpa. Pennausure TpsiOBa fa ce mpreMaT KaTo HOBa IIposiBa Ha

3a00JIIBaHETO.

I'padukbT 3a HAOMIOAEHUE TPsIOBA @ Ce OMPEIEIH OT JIEKyBaIlus Jiekap. MHTepBaIbT MEXKIY JBE
JI03H HE TPsOBa J1a ObJIe MO-KPAThK OT SIUH MECell.

CoenmagHy IonyJaaluu

Yeprodpobro u/unu 6v0peyHo yspexcoare
He ca npoBexxaanu KoHKpeTHH npoy4uBanus ¢ Afiveq npu nanuenty ¢ 4epHoapoOHO u/uimu 60peIHO
YBpEKIaHE.

HanuuHuTe qaHHU HE MPEIonarat Hyk/1a OT KOPeKIus Ha go3ata Ha Afiveg mpu te3u manmenTtH (BXK.
TOYKa 5.2).

Tonynayus 6 cmapuecka v3pacm
He ca HeoOXoauMu crieniuaiHu CboOpaxkeHus. Fima orpaHudeH OMMT MU MAlMEHTH Ha Bb3PacT Haj 75
roguam ¢ JIME.

THeouampuuna nonynayus

BesonacuoctTa 1 eukacHoctTa Ha Afiveq nipu fena u roHOIHM Ha Bb3pacT 1moj 18 roaunu He ca
ycraHoBeHH. Hsima choTBeTHA yroTpeda Ha adnbeplenT B neauaTpuIHaTa MomyJaus 3a
nokazanusta Biaxsaa BJIM, OLIPB, OPPB, JIME u muonmaaa XHB.

Hauwnn Ha npuioxxeHue

WuTpaBuTpeaTHuTe MHXEKIMH TPSIOBa Ja C€ U3BBPIIBAT CHIIIACHO MEAUIIMHCKUTE CTAHAAPTH U
MIPIJIOKUMUTE PHKOBOJICTBA OT JIEKAp CHEIMAIUCT C OIUT B MPWIOKEHUETO HA MHTPABUTPEATHU
uHxekiuu. [1o npuHIun TpsiOBa fa ce OCUTypH aJieKBaTHA aHECTE3US M aCEITHKA, BKIIOYUTEITHO
JIOKQJTHO ITUPOKOCTIEKTHPHO MUKPOOUITUIHO CPEICTBO (HAIp. MOBUAOH WO, HAHECEH BhPXY KOXKaTa
OKOJIO OYHUTE, KIIEMIAYUTe ¥ OYHATA MOBBPXHOCT). [IpernoppuBar ce xupyprudna ae3uH(eKIus Ha
phIIeTe, CTEPUIIHN PhKABUIIH, CTEPHIIHA IIOKPUBKA M CTEPHUJICH CIIEKYJIYM 3a Kiienauu (Hin
EKBHUBAJICHT).

HemocpencTBeHo ciien MHTPaBUTPEATHO HHXKEKTHPAHE TTAIUSHTUTE TPSOBA Ja CE CIEIAIT 3a
MIOBHUIIIaBaHE Ha BTPEOYHOTO HANATaHe. [10X0aM1I0TO MpOCIeisiBaHe MOXKE J1a BKIIFOYBA
MpoBepsiBaHe Ha nep@y3usaTa Ha ONTHYHUS TUCK Wi TOHOMeTpusl. TpsOBa 1a iMa Ha pa3nooKeHUe
CTEpUIIHO 00OpY/IBaHE 3a MapaleHTe3a Npyu HeoOX0AUMOCT.
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Cren MHTpaBUTPEATHO HHXKEKTHPAHE Bh3PACTHUTE MAIIMEHTH TPSOBaA J]a ObJ]aT UHCTPYKTHPAHH J1a
chOOIIaBaT He3a0aBHO 32 BCAKAKBU CUMITTOMHM, HACOYBAIH KbM eHIOPTAIMUT (Harp. 00JIKa B OKOTO,
3adepBsABaHe Ha OKOTO, (DOTOPOOHS, 3aMBIIICHO 3pEHUE).

Bcesika npeBapuTenHo HaTbJTHEHA CIIPUHITOBKA TPSIOBA Jla ce U3IO0JI3BA 3a JICYCHHE CaMO Ha €[HO OKO.
MHoOrokpaTHo npujiaraie Ha J03H OT IPEIBAPUTEITHO HAIIBIHEHATA CIIPUHIIOBKA MOXKE J1a YBEITUIHU
pHYCKa OT 3aMbpCsIBaHe M TOCeABAINa HHDEKITHS.

[IpenBapuTenHO HATBJTHEHATA CIIPUHIIOBKA ChIBPKa MIOBEYE OT MPENOPhUUTENIHATA /1032 2 Mg
admu6epuent (exkBuBasieHTHH Ha 0,05 ml mmkeKInoHeH pa3TBop). M3nons3BaeMusaT obeM Ha
CTIIPUHIIOBKATA € KOJMYECTBOTO, KOETO MOXKE J]a C€ JIOCTABH OT Hesl, U He € MpeHa3HaveH Jia Obie
M3M03BaH HambIHO. 3a Afiveg mpeaBapuTenHo HarbHEHA CITPUHIIOBKA H3IIOI3BAEMUST 00eM € Haii-
maiko 0,09 ml. U3JMIIHOTO KOJIUYECTBO TPSIOBA 1A ce OTCTPAHU MPeau HHKeKTHPaHe Ha
npenopbYUTEIHATA 4032 (BX. TOUKa 6.6).

WmxektupaneTo Ha menus 00eM Ha MpeJBapUTEIHO HATbIHEHATa CIPUHIIOBKA MOXKE J1a IOBEJE JI0
npeno3upane. 3a 1a ce OTCTPAHAT Bb3AYLIHUTE MEXypUeTa 3a€HO C U3JUIIHU JIEKapCTBEH MPOAYKT,
0aBHO HaTHCHETE OyTaJIOTO, IOKATO OCHOBATA HA CBOJa HA OyTaJ10TO (He BHPXa HA CBO/A) ce
U3PaBHU ¢ JIMHUSATA 32 103aTa HA CIPUHIOBKATAa (ekBuBaieHTHO Ha 0,05 ml, T.e. 2 mg
admubepuent) (Bx. Toukn 4.9 u 6.6).

WmxexkunonHara urna TpsioBa 1a ce BbBeze 3,5-4,0 mm 3ax numOa B CTHKIOBUAHOTO TSUIIO, KAaTO CE
n305rBa XOPU3OHTATHUT MEPUIMAH U Ce HAacOYBa KbM IICHThpa Ha OYHaTa 10biKa. Torasa ce
ukekTupa 06emsT 0,05 ml; nmpu moceaBamuTe MHKEKINH MSICTOTO Ha HEDKEKTHPAHE B CKIIepaTa
TpsiOBa J1a ce CMEHSI.

Cren vHXEKTUpaHe HEM3TOI3BAHUAT IPOIYKT TPSAOBA J1a Ce U3XBBPIIH.
3a paboTa ¢ JIeKapCTBEHUS MPOIYKT MPEIU MPUIIOKECHUE, BIKTE TOUKa 6.6.
4.3 IlporuBomoka3aHus

CBp’LX‘IYBCTBI/ITeJ'IHOCT KbM aKTHBHOTO BCIIECCTBO WM KbM HIKOC OT IIOMOITHUTE BECIICCTBA, I/I36pOCHI/I
B Touka 6.1. AKTHMBHA OYHA WK OKOJIOOYHA I/IH(l)eKLII/ISI WM CbMHCHHC 3a TaKaBa.
AXTHBHO TE€XKO BBTPCOYHO BH3IMAJICHUC.

4.4  CpneuuajHu npeaynpeskIeHus U NpeanasHu MepKU NpH ynorpeda

IIpocnenumoct
3a fa ce mogo0py MPOCIeAUMOCTTa Ha OMOJIOTHYHUTE JICKAPCTBEHH MPOAYKTH, IMETO U TTAPTUIHUST

HOMCEP Ha MMPUIIOKCHUSA IPOAYKT TpH6Ba SICHO Ja CC 3aIMCBar.

UHTpaBUTpeasHy peakyuy, CBbP3aHU C MHKEKIUATA

WHTpaBUTpEaHUTE MHKEKIIMH, BKIIOUHTENTHO Te3u ¢ Afiveg, ce cBbp3Bar ¢ eHI0PTAIMUT, BBTPEOYHO
BB3MAaJICHUE, PErMATOT€HHO OTJIENIBaHE HAa PETHHATA, Pa3KbCBaHE HA PETHHATA U SITPOTEHHA
TpaBMaTHUuHa KaTapakrta (BxK. Touka 4.8). [Ipu npunarane Ha Afiveq BiuHaru TpssiOBa aa ce U3MoJ3Bar
MOJXOASIIN aCeTITUYHN TEXHUKH HAa MHXEKTHpaHe. B nonbiaHenue, nanyeHTuTe TpaoBa 1a ce
MIPOCIIE/ISIBAT TPE3 CEAMUIIATA ClIe/l MHKEKTHPAHETO, KOETO O MO3BOJIMIIO PAHHO JICUCHHE, aKO
Bb3HHUKHE HUH(EKIINS.

Bw3pactHuTe manueHTy TpsaOBa Aa ObAaT MHCTPYKTUPAHH Aa ChOOIIaBaT He3a0aBHO 32 BCIKAKBU
CHUMIITOMH, HACOYBALIH KbM €HAOPTAIMHUT MM HAKOE OT IOCOYCHUTE MO-TOPEe CHOUTHSL.

[IpenBapuTenHo HabJIHEHATA CIPUHIIOBKA ChABPKA IOBEYE OT NPENOPhUYMUTENIHATA 1032 2 Mg
admubepuenT (exBuBanenTHy Ha 0,05 ml) 3a Bp3pacTHr manueHTH. M3MUIIHOTO KOJIMYECTBO TPsiOBa 1a
Ce€ OTCTpaHU Mpeau npuiokeHue (Bx. Touka 4.2 u 6.6).

[NoBuIieHNs: Ha BBTPEOYHOTO HAIISTAHE ca HAOIO/JaBaH! B paMKHUTE Ha 60 MUHYTH Cie]
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HHTPaBUTPEATHO MIDKEKTHpaHe, BKIounTenHo ¢ Afiveg (Bxk. Touka 4.8). Crienuaany npeamnasiun
MEpKH ca He0OXOIMMH TIPH TAIMESHTH ¢ HeIo0pe KOHTPOIMpaHa TiaykoMa (11a He ce HHKEKTHpa
Afiveg, ntokaTo BbTpeouHOTO Hajsrane € > 30 mmHg). Eto 3ario npu Bcuuku citydaun TpsOBa 1a ce
MPOCIIE/ISIBAT | JIa C€ JIEKYBAT I10 MOIXO/SI] HAYWH KaKTO BhTPEOYHOTO HAISTAHEe, TaKa U eppy3usTa
Ha ONTUYHUS JTUCK.

HmyHOreHHocr
TBit KaTo e TepareBTHYeH NPOTeHH, pH adIHOEPIIENT CHIIECTBYBa BEPOSITHOCT 32 UMYHOT€HHOCT

(Bx. Touka 4.8). [TanmenTute TpsaOBa JAa ObAAT HHCTPYKTUPAHH JIa ChOOIIABAT 3@ BCAKAKBH MPU3HAIIH
WJIM CUMIITOMH Ha BETPEOYHO BB3MalicHUe, Hanp. 00Jika, (oTodoOus Win 3a4epBsiBaHe, KOSTO MOXE
Jla € KIIMHUYEH MTPHU3HAK, O0SICHUM ChC CBPHXUYBCTBUTEITHOCT.

CucteMHu edextu

CucTeMHH HeXXeJIaHU ChOUTHSI, BKIFOUNTETHO U3BbHOUHN KPBBOU3IMBU M apTEPUAIHI
TpoMO0OEeMOOIMYHH CHOUTHS, ca CHOOLIABAHU ClIe]] HHTPABUTPEATHO HH)KEKTUpaHe Ha MHXUOUTOPH Ha
VEGF u nma TeopeTndeH prcK, e Te MOXeE J1a ca CBhp3aHu ¢ mHxuoOupaneTo Ha VEGF. lma
OTpaHWYECHH JaHHHM 3a Oe3o0rmacHocTTa py Jiedenne Ha nanuedtn ¢ OLIPB, OPPB, JIME umu
muonuaHa XHB ¢ anamHe3a 3a HHCYJT WK IPEXOTHN UCXEMUYHH aTaKH, KaKTo U 3a HH(papPKT Ha
MHOKap/a B paMKHTE Ha mocieaHuTe 6 mecena. TaknBa manyeHTH TpIOBa Ja ce JeKyBaT ¢ IOBUILICHO
BHUMAaHHE.

Hpyru

KaxTo npu npyrure uatpaButpeanan antu-VEGF nedenus 3a BJIM, OLIPB, OPPB, IME u

muonmyHa XHB, B cuita ca m ciieIHAUTE TTOI0KCHUS:

e be3omacHOCTTa 1 ePUKACHOCTTA Ha JIEYCHUETO ¢ apaubeplent, mpuiarad eAHOBPEMEHHO 1 Ha
JIBETE OYH, HE ca MPOYYBAHN CHCTEMATHUYHO (BXK. TOUKa 5.1). AK0 OMIaTepaIHOTO JIeYEHHUE Ce
MPOBEK/A M0 €IHO U CHIIIO BpeMe, TOBa MOKE JIa JI0BEJIe O OBUIIIEHA CUCTEMHA EKCIIO3HIINS,
KOC€TO MOX€E J1a MOBUIIIN PUCKA OT CUCTEMHU HCKCIIaHH C'I:.6I/ITI/ISI.

o EnnoBpemenHa ymotpeba ¢ npyru antu-VEGF (cbaoB eHoTeneH pactexeH (hakTop).

JluncBat naHHM 32 €THOBPEMEHHOTO M3MON3BaHe Ha admubeprent ¢ npyru antu-VEGF
JIEKapCTBEHU NPOAYKTH (32 CHCTEMHO MJIM BbTPEOYHO MIPUIIOKEHUE).

e PuckoBuTe (hakTOpH, CBBP3aHH C PA3BUTHETO Ha Pa3KbCBaHE HA MATMEHTHUS SMUTEN Ha peThHaTa
cnen antu-VEGF tepanus 3a Binaxkna BJIM, BriIrouBaT 0OIIMPHO W/WJIM BUCOKO OTJICIIBAHE Ha
MUTMEHTHUS eMUTEN Ha peTuHarta. [1pu 3amouBane Ha Tepamnus ¢ agaudeplent € HeoOX0auMO
MMOBUIICHO BHUMAHUEC IPU MaUCHTU C TE3U PUCKOBHU q)aKTOpI/I 3a Pa3KbCBAaHC HAa MUTMCHTHUA
eTHTeN Ha PeTHHATA.

e Jleuenuero TpsiOBa 1a ObJie MPEYCTAHOBEHO MPU MALMEHTH C PErMATOTEHHO OTJIETIBaHE Ha
peTuHaTa Wiu ctaguil 3 i 4 MaKkyJIHU TyIKU.

e B cnyyaii Ha pa3KbCBaHE HA peTHHATA, IPWIOKEHUETO Ha Jj03aTa TpsiOBa 1a Obie MPEeKpaTeHo U
JICUEHHETO He TPOBa J1a ce Bb30OHOBSBA IIPEIH EKBATHO BH3CTAHOBSIBAHE HA PAa3KbCBAHETO.

e Jlo3ara He TpAOBa Ja ce Mpuiiara u JICYCHUETO He TPsOBa j1a ce Bb300OHOBSBA MO-PAHO OT
CJIEZIBALIOTO TUIAHUPAHO MPHUIIOKEHUE B CITy4ail Ha:

O HaMmaJsBaHe Ha Haii-moOpe Kopurupanara 3purenna ocrpota (Best Corrected Visual Acuity,
BCVA) ¢ >30 OykBu B CpaBHEHHE C [OCJIE/IHATA OIICHKA Ha 3pUTEIIHATA OCTPOTa

O cyOpeTHHaTHA XeMOparus, BKIIIOYBaIa eHThpa Ha (oBesiTa, WK, aKO pa3MepbT Ha
KpbBOM3IIMBa € >50% OT 00IIUsA pa3Mep Ha JIe3UsTa.

e Jlo3ara He TpsOBa Ja ce Mpuiiara B paMKUTE Ha IPEAXOAHNATE WM clieABamuTe 28 qHHU, B CIydai
Ha M3BBPILICHA WIN IJIAHWPaHA BbTPEOYHA XUPYPruiHa HHTCPBEHLINS.

e Afiveg He TpsiOBa Ja ce M3I0JI3Ba [0 BpeMe Ha OPEeMEHHOCT, OCBEH aKO MOTEHIHAIHATA [10J13a HE
HAJIXBBPIIS TIOTEHIMATHHS PUCK 32 110712 (BXK. Touka 4.6).

e JKeHnwu c gereponeH noTeHIMaN TpAOBa Ja U3M0N3BaT e(heKTUBHA KOHTPALIEIIIMs 110 BpeMe Ha
JieueHre U Hall-MaJIko 3 Mecela clie MOCIeJHOTO HHTPAaBUTPEaTHO HHKEKTHPaHe Ha
adumbepuent (Bk. Touka 4.6).

e lIma orpaHWYeH OMHWT C JieueHneTo Ha manuentu ¢ ucxemuana OLIPB u OPPB. [Ipu namuenTu ¢
KIMHUYHY TIPU3HAIN Ha HeoOpaTHMa HCXeMHUYHa 3ary0a Ha 3puTeliHaTa QyHKIHS JIeYeHNE He ce
MpernopbyBa.



[onynanuy ¢ orpaHUYeHU JAHHU

Nma orpanuyen onut ¢ sieueHunero Ha nanuentu ¢ JIME BcnenctBue Ha quabet tun [ wim npu
nanuenTu ¢ nuabdet ¢ HbAlc nan 12% wnum nponudepatiBaa auadeTHa peTHHONATHS.

Admubeprient He € IpOyUIBaH NMPH MAMUEHTH C aKTUBHU CUCTEMHH HH()EKIINY W TIPY TAIIHEHTH ChC
CBHITBTCTBAIIM OYHU HAPYIICHUS KaTO OTJICIBAHE HA PETHUHATA WJIU MaKylHa Aynka. OCBeH TOBa HsIMa
OITUT C JIeYeHUE ¢ ahaIuOepIIeIT P MAUEHTH ¢ JUa0eT ¢ HEKOHTPOJIUPaHa XUIlepToHMs. Ta3u numnca
Ha uHpOpManus TpsOBa Aa ce MMa MpeIBU] OT JIeKaps MPH JIeYeHNEe Ha TaKWBa MAIlMEeHTH.

Hsma orut npu ieyenne Ha muonuuHa XHB ¢ adaubepuent npu manueHTH, KOUTO HE Ca OT a3UaTCKU
MPOU3XO]I, MAICHTH KOUTO TIPEH ca OWIIH TOJUTOKEHH Ha JiedeHne Ha muonmaaa XHB u maruenTu ¢
ekcTpadoBeaTHU JIC3UH.

Hudopmarius 3a IOMOIIHKUTE BEIIECTBA
ToBa JIeKapcTBO ChIBPKA MO-Manko or 1 mmol marpmii (23 MQ) Ha H030Ba €IUHMIIA, T.€. MOXKE 1A CE
Ka)ke, 4e TPAKTUYECKH HE ChIbPiKa HATPHH.

45 BzaumopeiicTBHe ¢ APYIH JeKAPCTBEHHN MPOAYKTH U APYrd (JopMH HA B3auUMOJIeiicTBIE
He ca npoBexnanu npoy4yBaHus 3a B3aUMOJIEHCTBHUATA.

EnHoBpeMeHHOTO mpuitoskenne Ha Gporoaunamuyna tepanust (PDT) ¢ Beprenopdun u adaubeprent
HE € IPOYYBaHO U 110 Ta3u NIPUYUHA HE € YyCTAHOBEH Mpodui1 Ha 6€30MacHOCT.

IleqnaTpuyHa nonymamnus
He ca npoBexaanu mpoy4BaHus 3a B3aUMOJICHCTBUSTA.

4.6 @epruauTeT, O)PEeMEHHOCT U KbPMeHe

Kenu ¢ ieTepoieH NOTeHIMAT

JKenute ¢ neTepojicH MOTEHIMAI TPIOBa Ja U3IM0JI3BaT e()eKTHBHA KOHTPAIICTILIKS 110 BPEMe Ha
JICUCHUE M Hal-MaJIKo 3 Mecella CJie]] MOCJICAHOTO HHTPABUTPEAITHO MHKEKTUPaHe Ha aduinbepiienT
(Bk. TOouka 4.4).

bpemenHocr
JluricBat maHHM 32 ynoTtpebata Ha adubepent npu OpeMeHHH KEHH.

[TpoyuBaHUATA IPU KMUBOTHH TIOKa3BaT eMOpHO-(PeTaniHa TOKCHYHOCT (BK. TOUKa 5.3).

Bbpeku de cucTeMHaTa eKCIIO3MIHS CIIe/l OYHO MPUIIOKEHHe € MHOro Hicka, Afiveg He TpsOBa aa ce
M3I0JI3Ba 110 BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTEHIMAIHATA 110J13a HE HA/IXBBPJIS IOTEHIINATHHS
pHCK 3a IUIoa.

Kepmene
Bb3 ocHOBa Ha MHOT'O OTPaHUYCHH JAHHU IIPU X0pa, ahinOepIenT MOXKeE J1a Ce EKCKPETUpa B KbpMaTa

B HUCKH HUBA. A(IMOepLenT € TojisiMa MPOTEeNHOBA MOJIEKYJIa U KOJIMYECTBOTO Ha JIGKapCTBOTO,
abcopOupaHo MpH KbpMaueTo, ce 04akBa Aa Obae MuHUMaHO. Edekrute Ha adnubepent BbpXy
KbPMEHO HOBOPOJICHO/KbPMAUETO HE Ca W3BECTHH.

KaTto mpeana3sna mMsipka, He ce penopbyuBa KbpMEHE 10 BpeMe Ha yrnorpedara Ha Afiveg.

DepTUIIUTET
PesynTaTuTe OT mpoy4BaHUATA OPU KUBOTHU C BUCOKA CUCTEMHA €KCIIO3UIUS TIOKA3BaT, 4e

adubeprienT MOXe 1a HapyIIu QEepTHINTETa U IPH MBXXKHTE, H TP )KEHCKUTE (BXK. ToukKa 5.3).
[TogoOHu edexTn He ce 0UaKBar ciie]] 09HO MPHI0KEHHE ¢ MHOTO HUCKA CUCTEMHA €KCIIO3UIINSL.

4.7 EdexTn BbpXy cnnocodHOCTTa 32 odupaHe U padoTa ¢ MAIIUHH

HNmxextupanero na Afiveg mosnmsBa B Majika CTeeH CIIOCOOHOCTTA 3a IIo(upane u paboTa ¢
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MaIIFHA, TIOPaIy Bb3MOKHU BPEMEHHH 3PUTEHN CMYIIICHHA, CBBP3aHH WM C HHKEKIIUATA UITH C
ounus npernen. [lanuentuTe He TpaOBa aa modupart win Aa padoTST ¢ MAIIUHU, JOKATO 3pUTETHATA
UM (YHKIIHSI HE CE Bb3CTaHOBH B JIOCTAThUHA CTCIICH.

4.8 Hexenanm JeKapcTBEHH Peakiuu

PesromMe Ha npoduia Ha 6€30IMaCHOCT

[Nomymanusra 3a 6e3onacHOCT B ocemte npoyusanus ¢asza Il ce cberou ot 00110 3 102 nmanuentu. Ot
Tsx 2 501 mareHTH ca JIeKyBaHH ¢ MPENophUNTEIHATA 1032 OT 2 mg.

Cepro3HH OYHM HEXEJIaHH PEaKkIy B U3CIEIBAaHOTO OKO, CBbP3aHHU C IIPOLEAYypaTa Ha HHXKXEKTUPAaHE,
ca B3HUKHAIH 1pH No-Majko oT 1 Ha 1 900 uHTpaBUTpeaTHn MHXEKIUK Ha adnOepLenT u ca
BKJIIOYBAJIM CJIENOTA, EHAO(PTAIMHUT, OTIETIBAHE HA PETUHATA, TPaBMAaTH4HA KaTapakTa, KaTapakra,
KPBBOU3IIMB B CTHKIOBUAHOTO TSUIO, OTJIETIBAHE HA CTHKJIOBUIHOTO TSUIO U MOBHUILIEHO BHTPEOYHO
Haysrane (BX. Touka 4.4).

Haii-uecto HabmiogaBaHuTe HEXENAHW JICKAPCTBEHH peakiuu (mpu Hai-Manko 5% oT mamueHTtwure,
nekyBaHu ¢ adaubepiient) ca KOHIOHKTHBanIHA Xxemoparus (25%), perunamna xemoparusi (119%),
HamaJieHa 3pureiHa octpora (11%), 6onka B okoto (10%), kaTapakra (8% ), MOBHUILIEHO BhTPEOYHO

Hansirane (8%), oTienBaHe Ha CTHKIOBHIHOTO Ts10 (7%) M MBTHHUHU B CTHKIOBHUAHOTO TsU10 (7%).

CHuCBK Ha HEKEJIAHUTE JIEKAPCTBEHN PEAKIIMHU B TaOJIMYEH BUJL

JlaHHUTE 32 0€30MaCHOCT, OMMUCAHU TI0-JI0JTY, BKJIIOYBAT BCUYKU HEXKEIIAHU JIEKAPCTBEHH PEAKIIUU OT
ocemrte npoyuBanus ¢asza |l mpu nokazanusra Biaxua BJIM, OLIPB, OPPB, IME u Mmuonnuna XHB
C TIPUEMJIMBA BEPOSATHOCT 3a PUYMHHO-CJICICTBEHA BPh3Ka C IPOIIeypaTa Ha HH)KCKTHPAHE WU
JICKapCTBEHUS MPOJYKT.

Hexenanute JICKapCTBCHU PCAKIIUU Ca I/I36pOCHI/I 10 CUCTEMO-OpPTraHCH KJIaC U YECTOTa C U3IIOJI3BAHC
Ha CJI€AHaTa KOHBCHIIUA:

MmHoro uectu (>1/10), gectu (>1/100 no <1/10), neuectr (>1/1 000 mo <1/100), peaxu (>1/10 000 mo
<1/1 000), ¢ Hen3BeCcTHA YeCTOTa (OT HAJIMYHHUTE JTAHHU HE MOXeE J1a ObJIc HAlpaBeHa OICHKA).

B pamkuTe Ha BCSIKO TpyTHpaHe MO YECTOTA, HEXKETAHUTE JISKAPCTBEHU PEaKIIny ca IMPEeACTaBeHU B
HU3XOSII P 0 OTHOIIICHHUE HA TSAXHATA CEPUO3HOCT.

Tadauua 1:  Bcuuku cBbp3aHu € JIEYEHUETO HEXEJIaH! JIEKaPCTBEHH PEaKLUH, ChOOIIaBaHu IIPH
narueHTy B poyuBanust (aza Il (cOopHu qanHu oT npoyusanus ¢asa Il 3a mokazanusTa BuaxxHa
BJIM, OLIPB, OPPB, IME u muonuuna XHB) wiu 1o BpeMe Ha IOCTMapKETUHTOBOTO HAOJIIOJICHUE

Cucremo-opraneH Kjiac YecroTa He:xenana peakuus
Hapymenns Ha uMyHHaTa Heuectn CBpBXUyBCTBUTEITHOCT***
cucremMa

Hapyumienusi Ha ouuTe MHoro yectH Hamanena 3putenna octpoTa,

Perunanna xemoparus,
KoHroHkTHBaNHA XeMoparus,
bonka B okoTO

Yectn PaskbcBaHe Ha TUTMEHTHHUS
eruTeN Ha peTHHaTa*,
OrTnenBane HA MATMEHTHUS
€IuTeN Ha PEeTUHATA,
Jerenepanus Ha peTHHATA,
KpBbBOM3IHB B CTHKIOBHAHOTO
ts510, Katapakra, Koptukanna
Katapakta, Hykneapna
karapakTa, CyOkancymnapHa




karapakTa, KopHeanna eposus,
Kopneanna abpasus,
[ToBuIIeHO BHTPEOYHO
Hajsirane, 3aMbIIICHO 3pPEHUE,
MBTHHHHU B CTHKIIOBHIHOTO
Tsu10, OTJIETIBaHe Ha
CTBHKIOBUAHOTO Ts1110, boika Ha
MSICTOTO Ha WH)KEKTHpaHe,
VYcewmane 3a 4y 10 TS0 B
ouute, [loBuiena
nmakpumanus, OTOK Ha
Kjenaya, Xemoparus Ha
MSCTOTO Ha HHXEKTHUPaHE,
To4YKOBHUIECH KEPATHUT,
KontonkTrBagHa Xumepemus,
OyHa xunepemus

Heuectu Ennodpranvut**, OtnenBane
Ha peTuHara, PaskbcBaHe Ha
petunarta, Mpur, YBeur,
Upunouuknut, [lTombTHSIBaHE
Ha Jiemarta, JlepekT Ha enurena
Ha poroBuuara, J[pazHeHe Ha
MSCTOTO Ha MH)XEKTUPAHE,
HeoOwuyaiino ycemiase B OKOTO,
Hpa3HeHe Ha Kienaya,
[Honoxurenen Tunaan B
npenHaTa kamepa, OTOK Ha

poroBHIIaTA.

Penxu Crnenota, TpaBmaTnuHa
KaTtapakTa, Burpeur,
XunonuoH

C HeusBecTHa 4ecToTa Ckrepur**#*

* Hapymmenus, 3a KouTo € H3BECTHO, Ye ca CBbp3aHu ¢ BiaxkHa BJIM. HabmonaBanu ca camo B

Hpoy4BaHus pu BiaxkHa B/IM.

**  KynTypa-ToJ0oKXUTENeH H KyJITypa-oTpHIIATeNIeH CHAOPTAIMUT.

*** Tlo BpeMe Ha MOCTMAPKETUHIOBHS IEPHOJI, ChOOIICHHS 32 CBPbXUYBCTBUTEIHOCT BKIFOUUTETHO
00puUB, CHPOEK, YPTUKAPHUS U OTACIHH CITydad Ha TEXKKH aHa(QHIaKTHIHN/aHA(DUITAKTONTHI PEaKIInH.
*¥%%% OT MOCTMapKETUHTOBH ChOOIICHUS.

Onucanue na u36paHu Hedfcenarnu jlekapcmeernu peakyuu

B mpoyuBanus ¢asza |1l npu Braxkna BJIM, ce Hab1r01aBa moBHINIEHA YECTOTA HA KOHIOHKTHBAITHA
XeMOparus MpHu NalUeHTH, TPUEMaId aHTATPOMOOTHYHH cpezcTBa. Ta3u MOBUIIIEHA YeCTOTa €
CpaBHUMa MEXIy MallMeHTHTE, IEKyBaHU ¢ paHUOM3yMab u aduubdepient.

Aptepuanaure Tpomboembonuunu crouTHs (ATC) ca HexxenaHu ChOUTHS, KOUTO Ca TIOTESHIIHAITHO
CBBp3aHu che cucTeMHO nHXHOUpane Ha VEGF. CriecTByBa TeOpeTHUEH PUCK OT apTepHaTHU
TPOMOOEMOOTNYHN CHOUTHS, BKIIOYUTETHO HHCYIT U HHPAPKT HA MUOKap/a, CJel MHTPABUTPEATHO
npuioxeHnue Ha uaxuouropu Ha VEGF.

Hucwk nponeHT Ha 3a0051eBaeMOCT OT apTepHaIHA TPOMOOEMOOIMYHN CHOUTHS € HaOII0JaBaH B
KIMHUYHATE H3MUTBaHus ¢ adiubeprent npu narment ¢ BJIM, IME, OPB, muonmuna XHB u PH.
Cpen nmokazaHusATa He € HaOJIl0JaBaHa ChIIECTBEHA Pa3ikKa MEXKAY I'PYIIUTE, JICKyBaHH C
a¢ubepuenT ¥ CbOTBETHUTE CPABHUTEIIHU IPYTIH.

KakTto npu BcHik# TeparneBTHYHN TPOTEUHH, NPH aQIIMOepIenT ChIIeCTBYBa BEPOSITHOCT 32
HMMYHOI'€HHOCT.



Cpo011aBaHe Ha MMOI03UPAHN HEXKEITAHHU PEAKIIUN
Cno0II[aBaHeTO Ha MO03UPAHU HEXKEIIaH! PEaKIlMy IS pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBCHUS

MPOJYKT € BaXKHO. TOBa MO3BOJISIBA J]a MPOIBJIKKM HAOJIOICHUETO Ha ChOTHOIICHUETO I0JI3a/PUCK 32
JieKapcTBeHUS MPOAYKT. OT MEAMIIMHCKATE CTIEIUAINCTH CE M3KUCKBA J]a ChOOIaBaT BCAKA
ITOA03MpaHa HeXeEIaHa Peakiys Upe3 HaIllMOHATHA CICTEMa 3a ChOOIaBaHe, MOCOYeHa B

[punoxenue V.

4.9 IIpenosupane

B kIMHUYHY U3NUTBaHUS Ca U3MOJI3BAHH JJO3H J10 4 MY HAa eTHOMECEUHU HHTESPBAIIU U Ca
Ha0II0/TaBaHU M30JIMPAHU CIydan Ha Ipeo3upaHe ¢ § mg.

[Ipeno3upanero ¢ Mo-roJisiM 00eM Ha MHXEKTHPAHE MOXKE Ja IOBUIIINA BTPEOYHOTO Hajsrane. [1o
Ta3u MPUYUHA B CIIy4ail Ha TpeIo3upaHe TpIOBa Ja ce Ciiei BbTPEOYHOTO HANATAHE | J1a CE 3alI0YHe
MTOIXOIATIIO JIEYSHHE, aKO Ce cueTe 3a He0OXOIMMO OT JISKYBaIIwsI Jekap (BxK. Todka 6.6).

5. DPAPMAKOJIOTMYHU CBOUCTBA

5.1 dapmakonMHAMUYHH CBOICTBa

dapmakoTepaneBTuuHa rpyna: OQTaIMOIOrHYHH CPEICTBA, AHTHHEOBACKYJIAPU3UPAIIH CPEACTBA
ATC kox: SO1LAOS

Afiveg e buonornuHo moaodeH npoaykt. [loapobHa uHbOpMAIHs € peIocTaBeHa Ha yebcaiita Ha
EBponeiickaTa areHius 1o jJekapcrara https://www.ema.europa.eu.

Admubeprient e pekoMOMHAHTEeH (Py3MOHEH MPOTEHH, CHCTABEH OT YaCTH OT U3BHHKJICTHYHATE
JOMENHH Ha perenTopy 1 u 2 3a YOBEHIKH ChA0B eHoTeeH pactexeH pakrop (VEGF), cebp3anu ¢
Fc-yactra Ha yoBemku IgGl.

AdmubeprienT e mpou3BeieH B KJIEThYHA JHHUS OT sidHKUK Ha Kutaiicku xamctep (CHO) upes
pexombOunanTHa JIHK TexHomorus.

A¢nubeprent neificTBa KaTo pa3TBOPUM peLenTop - "mpumMamka', KoiTo ce cBbp3Ba ¢ VEGF-A n
PIGF ¢ no-Bucok ahuHHUTET, OTKOJIKOTO €CTECTBEHUTE UM PELENTOPH, KaTO 110 TO3W HAUYUH MOXKE J1a
WHXHUOHpPA CBBP3BAHETO M aKTUBHPAHETO Ha Te3u cXoaHu perienitopu Ha VEGF.

MexaHu3spM Ha AEUCTBUE

CoaoBust enoteseH pactexxer Gpakrop-A (VEGF-A) u mnanentaust pacrexen dakrop (PIGF) ca
yiieHoBe Ha cemelicTBoTo Ha VEGF anrnorennuTe (hakropu, KOUTO MOTAT J1a IEHCTBAT KaTO MOIIIHU
MUTOTEHHH, XeMOTAKCUYHH ¥ BIUSEIIN BHPXY ChIIOBUS IepMeaduInTeT PaKkTOPH 38 SHIOTEITHUTE
knetku. VEGF geiictBa upes ase pernientopuu tupo3us kuHasu, VEGFR-1 u VEGFR-2, na
MOBBPXHOCTTA Ha eHpoTenuuTe Kietku. PIGF ce cepp3sa camo ¢ VEGFR-1, koiiTo ce Hamupa chImo u
10 TOBBPXHOCTTA Ha JieBKouuTute. [IpexomepHoTo akTHBUpaHe Ha Te3u peuentopu or VEGF-A moxe
Jla TOBeJIe J0 MaToJIOrMYHa HeOBaCKyIapy3alys U IpeKoMepHa chJoBa mponyckimBoct. PIGF moxe
na 6b1e cuaepruct Ha VEGF-A B Te3u mporiecu, a OCBEH TOBa € U3BECTHO, Ue crioMara 3a
JICBKOITUTHATA MH(IITPALIUS ¥ ChIOBOTO Bh3MAJICHHUE.

dapmakoaguHAMUYHUA ehEKTH

Bnaosicna BIIM

Biaxxaara B/IM ce xapakTepu3upa ¢ MaToJIOTHYHa XopougaiHa Heopackynapm3amus (CNV).
W3TryaneTo Ha KPBB M TEYHOCT OT MATOJOTHYHATA XOPOUIAIHA HEOBACKYIApHU3aIHsI MOXKeE Ja
MIPUYWHY 3a/1e0elIBaHe WM OTOK Ha peTUHATA W/WIK CyO/MHTpapeTHHAIHA XeMOparus, Bojema J0
3ary0a Ha 3pUTelHa OCTPOTA.
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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/

[Tpu manmenTy, neKyBaHu ¢ adIuOepLenT (e1Ha HHKEKIUSI MECEYHO 3a TPHU ITOCIIEJOBAaTEIHN Mecela,
MocJeIBaHO OT eJHa MHKEKIMA Ha BCEKU 2 Mecena), nebennnaTa Ha ueHtpannara peruna [CRT]
HaMaJsiBa CKOpO CJIeJ 3all0YBaHe Ha JICUCHNETO, a CPeIHHAT pa3Mep Ha ne3usata ¢ CNV namanssa B
CHOTBETCTBHE C PE3yNTaTUTE, HAOIIOJaBaH! MU JiedeHue ¢ paanouzymad 0,5 mg Bceku Mecertl.

B npoyuBaneto VIEW1 uma cpeanu nHamanenust Ha CRT mpu onTHyHO-KOXepeHTHa ToMorpadus
(OCT) (cpotBetHO -130 1 -129 MukpoHa B ceamuiia 52 3a rpynure Ha JedeHue ¢ agaubepient 2 Mg
Ha BCEKH J1Ba Mecena u paHuou3ymab 0,5 mg Bceku mecen). U B 52-ta cenmuIia B mpoyyBaHETO
VIEW?2 uma cpennu Hamanenus: B CRT mpu OCT (cvorBeTHO -149 1 -139 MuKpoHa 3a rpynure Ha
nedenne ¢ adiubeprient 2 Mg Ha BCEKH JiBa Mecela U panuou3ymad 0,5 mg Bceku Mecern).
Hamanennero na pasmepa Ha CNV u Ha CRT obnuaiino ce 3aappikat ¥ Ipe3 BToparta ToauHa Ha
MIpOy4YBaHUSATA.

[IpoyuBanero ALTAIR e mpoBeneHOo mMpu mManMeHTH AMOHIN ¢ HelleKyBaHa Biaxkaa B/IM u moka3Ba
MOOOHH Pe3yNTaTH ¢ Te3u OT npoyuBanusaTa VIEW, ¢ mpunarane Ha 3 mbpBOHAYATHH €KEMECEUHH
WHXXEKIWH adaubepent 2 mg, MocieABaHU OT €Ha MHKEKIHUS CJIEH OIle 2 Mecella 1 Ciie]] TOBa
MIPOABIDKABAHE C PEKUM Ha JICUCHHE U yIBJDKaBaHE ¢ IPOMEHJIMBU HHTEPBANH (2-CEAMUYHU UK 4-
CeIMHYHH KOPEKLUH) A0 MAKCUMYM 16-CeIMUUEH UHTEPBAJI ChIIACHO MPEABAPUTEIHO ONPEACICHU
kputepun. B cenmuria 52 uma cperHo HaMmaneHue Ha aebenunara Ha nenTpantara petuaa (CRT) mpu
OCT ¢ -134,4 u -126,1 MuKpoHa CHOTBETHO 3a rpyIaTa Ha 2-CeAMUYHA KOPEKLIUS U 3a rpynaTa Ha 4-
cenmuyHa Kopekius. [IponeHTsT Ha manmenTute 6e3 TeqrocT npu OCT B ceamuma 52 € ChOTBETHO
68,3% u 69,1% B rpynure ¢ 2- u 4-ceqmuyan kopekimu. Hamanenunero va CRT B moBedeTo ciiydau ce
3arasBa 4 B JIBETE€ paMeHa Ha JIeueHue Mpe3 BropaTa rojuHa Ha npoyuBaneto ALTAIR.

[Ipoyusaneto ARIES e npeanasnaueHo Ja u3cieBa He Mo-Malkata e(uKacHOCT Ha JieueHHe U
MpoABIDKaBaHE HA CXeMara Ha Ipuiiarane Ha agaubepuent 2 mg, 3a1I0YHATO BEIHATA CIIE/I IpUIaraHe
Ha 3 mppBOHAYAIHI MECCYHH MHKEKIUH U eJHa JOIBbIHUTEIIHA HH)KEKIHUS el 2 Mecela CIpsMo
JieueHHe ¥ IPOABJDKABaHE HA CXeMaTa Ha IIpUiIarane, 3all04HaTo CJIe €AHOTOUIIHO JIeueHHe. 3a
MAaIMEeHTH, KOUTO CEe HYXKIAAT OT IpUIIarane mo-4ecto ot Q8 moHe BeJHBXK B X0/1a HA MPOYYBAHETO,
CRT ocraBa no-Bucok, Ho cpenHoTo HamaneHue Ha CRT ot uzxogHoro HUBO 10 ceamuia 104 e -
160,4 mukpoHa, 0I00HO HA MAIIMEHTHUTE, JIeKyBaH! Ha Q8 HMITH MMO-peKU HHTEPBAITH.

Omox na maxyarama écaeocmsue na OL{PB u OPPB

[Tpu OLIPB u OPPB ce nosiy4aBa ncxemusi Ha peTHHATA U TS J]aBa CUTHAN 332 OCBOOOKIaBAaHETO Ha
VEGF, xoiiTo Ha cBoii peJ] [ecTabuIn3upa 3IpaBUTe BPB3KU H CTUMYJIHpa Mponudepanusra Ha
ennorenHu kietku. OcBoboxnaBanero Ha VEGF e cBbp3aHo ¢ ycinokHeHHs KaTo HapyllaBaHe Ha
KpBbBHO-PETHHHATA Oapuepa, yBeJIMUeH ChI0B IIepMeaduInTeT, OTOK Ha peTHHATA U
HEOBacKyJlapu3aLusl.

[Tpu manmenTy, eKyBaHH ¢ 6 MMOCIIEAOBATEIIHI MECEUHH MHXEKIUH adumbeprent 2 mg e
Ha0JI0/1aBaH CHOTBETCTBAII, OBbP3 M CHIIEH MOP(POJIOTUIEH OTTOBOP (KOETO € OTYETEHO C OA00peHNUs
B cpennata CRT). B ceaqmuria 24 noumwkerneto B CRT € cTaTHCTHYECKH TPEBH3X0XK/IAIIO0 B
cpaBHeHHe ¢ KoHTposata U B Tpute npoyuBanus (COPERNICUS npu OLIPB: - 457 cpemnry -145
mukpona; GALILEO npu OLIPB: - 449 cpemty -169 mukpona; VIBRANT npu OPPB: - 280

cpetry - 128 mukpona). Tosa HamaneHue ot n3xoHoTo HUBO B CRT ce moaabpika 10 Kpasi Ha BCSIKO
npoyusane, ceamuia 100 8 COPERNICUS, cenqmuria 76 8 GALILEO u cenmuna 52 s VIBRANT.

Jluabemen maxynen edem
JlnaOeTHUAT MaKyJIeH elIeM € CJICJICTBHE OT IMa0eTHATa PETHHOMATHS U CE XapaKTepu3upa ¢ OBUIICH
CBHJIOB MEpPMEAOUITUTET U YBPEXKIaHEe HA PETUHHUTE KAIMWISIPH, KOETO MOXeE Jia JIOBEJIE JIO 3aryda Ha

3pUTCIIHA OCTPOTA.

[Ipu nanuenTy, tekyBaHu ¢ adIHOEPIIET, TOBEYETO OT KOUTO ca OMIIHM KIIaCU(PUIIMPAHH KAaTO
naiueHTu ¢ nuader tun I, ce HabmonaBa ObP3 U CTa0KMJICH OTIOBOP 10 OTHOIIIEHUE Ha MOP(OJIOTHATA
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(CRT, muBo o DRSS).

B npoyusanusita VIVIDPME 4 VISTAPME ¢ gaGioaBano cTaTMCTHYECKH 3HAYUMO MO-TOJIAMO CPEHO
Hamanenue B CRT or u3xogauTe CTOWHOCTH 10 ceaMUIIa 52 TpH NMAIeHTH JISKyBaHH ¢ adaubdeprent
B CpPaBHEHHE C JIA3€PHO KOHTPOJIMPAHUTE, ChOTBETHO-192.4 n -183,1 MukpoHa 3a TpymnuTe ¢
admubepuent 2Q8 u cboTBETHO -66,2 1 -73,3 MUKpOHA 32 KOHTpOJIHUTE rpynu. B ceqmuiia 100
HaMaJIeHHETO € MoJABpxKaHo ¢ -195,8 u -191,1 mukpona 3a rpynute ¢ apaubepuent 2Q8 u ¢ -85,7 u -
83,9 MUKpOHa 3a KOHTPOJIHUTE TPYIIH, ChOTBETHO B poyuBanusaTa VIVIDPME y VISTAPME,

Hanpagsena e onenka, mokassaiua nogodpenue ¢ > 2 crbnku B DRSS mo npensaputenHo yrouneH
Hauus BB VIVIDPME g VISTAPME, CrenenTa na nmpomsna B ckopa o DRSS e usmepena npu 73,7%
ot narmentute B6B VIVIDPME 11 98,3% ot nammentute B6B VISTAPME, B cenqmuma 52, 27,7% u
29,1% ot rpymnute ¢ apnmbepuent 2Q8, u 7,5% u 14,3% oT KOHTPOJIHUTE TPYIH Ca UMATTU
nomoopenue ¢ > 2 croiku B DRSS. B ceamuia 100 chorBeTHHTE IpoLicHTH ca ounu 32,6% u 37,1%
ot rpynute ¢ admubeprent 2Q8, u 8,2% u 15,6% 0T KOHTPOIHUTE TPYIIH.

[poyusaneto VIOLET cpaBHsiBa TpH pa3IM4HU CXeMH Ha pWiIarane Ha aguubepuent 2 mg 3a
nedenne Ha [IME crien Hali-Manko eiHa rouHa JedeHue ¢ GUKCHPaHd HHTEPBAIN, KaTO JISYCHUETO €
3al0YHATO € 5 MOCIEI0BAaTEIHN MECEUHH JO3H, MOCIEIBAHY OT IMpUJIaraHe Ha BCeKH 2 Mecena. B
cenmuna 52 u ceamuna 100 ot npoydyBaHeTo, T.€. BTOpa M TPETa I'OJMHA OT JICYCHUETO, CPETHUTE
npomenu B CRT ca knuamgHO mogo0HY 3a neyenne u npoabnkaBaHe (2T&E), ciopen mHyxaute (Pro
re nata (2PRN)) u 2Q8, crotBeTHO -2,1; 2,2 1 -18,8 MukpoHa B ceamuma 52, u 2,3; -13,9 u -15,5
Mukpona B ceamuna 100.

Muonuuna xopouoanna Heo8acKyIapu3ayusl

MpuonuuHara XopouaiHa HeoBacKyinapu3anus (MuonuuHa XHB) e yecta npuunHa 3a 3aryba Ha
3peHHe MPH B3PACTHHU C NMaTOJOTMYHA MUONUA. Ts ce pa3BUBa KaTO MEXaHU3bM 3a 3apacTBaHe Ha
paHu, BCIEACTBHE Ha pyNTypu Ha MeMOpaHaTa Ha Bruch u npeacrasnsiBa Hali-uecToTo chOUTHE,
3acTpallaBalio 3pEHUETO, IIPU NaTOJOTMYHA MUOIIHS.

[Ipu nauuentu, nexyBanu ¢ agumbdepuent B npoyusaHeto MYRROR (enHa nHxeKust, NpuiiokeHa B
HAYaJI0TO Ha TepaIusiTa, C JOMbIHUTETHN HHXEKIUH, TPUIaraHu B cly4yail Ha IepCUCTHUpaHe Ha
3abossBaneTo wim petuans), CRT HamansBa CKopo ciie]] 3aro4YBaHe Ha JICYSHUETO B 110J13a Ha
admubepuent B cenqmuia 24 (-79 MUKpoOHa 1 -4 MUKPOHA, ChOTBETHO, 3a IpyIara 3a JICUCHHE C
adubepiient 2 mg U 3a KOHTPOJIHATA TpyIa), KaTo ce 3ama3Ba JIo ceamuiia 48,

B nonbsnHeHue, cpeauust pasmep Ha XHB ne3us namanssa.

Kinnununa edurkacHOCT U 6€301aCHOCT

Bnaosicna BIIM

BezonacHocTTa 11 eprkacHOCTTa Ha aduIMOEpPIIETIT ca OIICHEHH B JIBE PaHIOMHU3UPaHH, MHOTOIICHTPOBH,
JBOMHO-CJIETH, aKTUBHO-KOHTPOJIMPaHH MTPOyYBaHUs MpH nmanueHTH ¢ Baaxkna BJAM (VIEW1 u
VIEW?2) ¢ 06mio 2 412 nanueHTa JiekyBaH! 1 olieHsaBaHH 3a epukacHocT (1 817 ¢ apnmbepuenr).
Bp3pacTra Ha mauuenTuTe Bapupa Mexay 49 u 99 rogunm, cpeaHo 76 ronuHu. B Te3u KIMHUYHK
npoy4Banusi, mpuoIm3nTenHo 89% (1 616/1 817) ot nmanuenTUTe, paHJOMU3UPaHH 3a JICUYCHHUE C
admubepienT ca oM Ha Bb3pacT 65 roAMHK WM O-BB3PacTHU, ¥ npubm3uTenno 63% (1 139/1
817) ca Owim Ha BB3pacT 75 TOMHM WM IO-BB3PAaCTHH. BBB BCAKO MpOyYBaHe MallMEHTHTE ca
pangomusupanu B cboTHommenue 1:1:1:1 Ha 1 ot 4 cxemu Ha npuarase:

1) adnubepuent, npuiaara 1mo 2 My Ha BCEKU 8 CeIMHIM clie]l 3 MbPBOHAYATHN €KEMECEYHH 1031
(admbeprient 2Q8);

2) aduubepuenT, npuiaras 1o 2 mg Ha Bcexu 4 ceqmuim (adumodepuent 2Q4);

3) adaubeprient, mpuaaran mo 0,5 Mg Ha Bcekn 4 cenmurm (adubeprient 0,5Q4); u

4) pannbusyma0, npunaras o 0,5 mg Ha Bceku 4 ceqmum (panuduzymat 0,5Q4).
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[Ipe3 BTOparta roanHa HAa MPOYYBAHUATA, TAIIMEHTUTE IPOABIDKABAT /1A TOJTy9aBaT ITbPBOHAYAITHO
paHIOMHU3MpaHaTa J03a, HOo 0 MoArdUITMpaHa cxemMa Ha MpuiiaraHe, BOJICHa OT OI[eHKaTa Ha
pe3yJTaTUTE 10 OTHOIICHUE Ha 3pEHUETO U aHATOMUYHATA HaXO0JIKa ¢ Ae(UHUpPAH MO MPOTOKOI

MaKCHUMAaJICH HHTEPBaJ Ha MpHIarane ot 12 ceaMuIIn.

U B aBeTe mpoyuBaHUs MbPBUYHATA KpaiiHa TOYKA 32 €(PUKACHOCT € MPOLEHTHT NAECHTH B
MOMyJIAIKATA [0 MPOTOKOJI, KOUTO MOJABPKAT 3pEHHE, T.€. KaTo 3aryda Ha mo-mMajko ot 15 OykBu oT
3pUTENHATa OCTPOTA B CEMHIIA 52 CPSIMO U3XOAHOTO HHBO.

B mpoyuBane VIEW1 B cenmunia 52 95,1% ot manueHTHTte B rpymnara ¢ apaubdeprent 2Q8 moaabpxar

3peHuneTo B cpaBHeHHE ¢ 94,4% ot mammenTuTe B rpynara ¢ pannomymad 0,5Q4. B mpoyuBane
VIEW2 B ceamuma 52 95,6% ot nanmentuTe B rpymnara ¢ agumoeprent 2Q8 moaaspkaT 3peHIETO B
cpaBHeHHe ¢ 94,4% OT manueHTuTe B rpynara ¢ panubuzymad 0,5Q4. B nBete npoyuBaHus
adubeprenT e JoKa3aHa KaTo He M0-Maliko e(prkacHa 1 KITMHIYHO EKBUBAJIEHTHA HA rpymnara ¢

pannbu3ymad 0,5Q4.

[MonpoOHU pe3ynTaTi 0T KOMOMHUPAHUS aHAJIM3 Ha JIBETE MMPOYYBAHUS € MTOKa3aH B Ta0yuIa 2 u

¢durypa 1 mo-momy.

Tabéamnua 2: Pesynratu 3a epukacHocT B cenmuiia 52 (mppBUUCH aHanu3) u cenmuiia 96;

KOMOMHMpPaHU JaHHH OT npoyusanusta VIEW1 u VIEW2P

Pesyarar 3a epukacHoct

Adaundepuent 2Q87°
(a¢mubepuent 2 My Ha BCeKH

Pann6usymad 0,5Q4 (parnbusymad

0,5 mg Ha Bcexu 4 ceMUITH)

8 cenmunu ciieq 3 HaYaITHA (N =595)
€XKEMECEUHH J03H)
(N =607)
Cenmurna 52 Cenmuria 96 Cenmuna 52 Cenmuria 96
CpenieH Opoii MHKEKIIUU OT 7,6 11,2 12,3 16,5
M3XOIHOTO HUBO
Cpenen 6poit nmkekuun (0T 4,2 47
cenmuia 52 10 96)
[poLEHT aKEHTH ChC 3aryba < 95,33%P 92,42% 94,42% 91,60%
15 OyxBu oT
13X01HOTO HUBO (PPSA)
Pasmuka® (95% JIN)D 0,9% 0,8%
(-1,7; 3,5)® (-2,3; 3,8)®
Cpenna npomsina B BCVA,
M3MepeHa uype3 OICHABaHE Ha 8,40 7,62 8,74 7,89
Gyksute mo ETDRSA ot
M3XO0HOTO HUBO
Pasmuka B LS cpenna mpomsHa -0,32 -0,25
(6yxsu o ETDRS)® (-1,87;1,23) (-1,98; 1,49)
(95% JAN)D
[IpoleHT MaIUEeHTH C 30,97% 33,44% 32,44% 31,60%
momoopenue > 15 OykBu OT
M3XOIHOTO HHBO
Pazmaxa® (95% )" -1,5% 1,8%
(-6,8; 3,8) (-3,5;7,1)

A)

BCVA: Haii-100pe kopurupaHa 3puTejIiHa OCTpOTa

ETDRS: IIpoyuBaHe Ha paHHO JieueHue Ha auabetHa perunomnarus (Early Treatment Diabetic
Retinopathy Study) LS: Cpeasu cTOHHOCTH 10 METO/Ia Ha Hali-MaJIKUTE KBaPATH, IOJIyYeHH OT

ANCOVA PPS: o npoTokoi

b)

[smata ananmsupana nomynanws (Full Analysis Set, FAS), npenacsine Ha JaHHUTE OT

nocinennoto Habmoaerue (LOCF) 3a BCU4Ky aHAIM3Y ¢ M3KIIFOUCHHE Ha TPOICHTA MAlUeHTH,




TTOAIBPSKAIIN 3PUTEITHA OCTPOTA B CeAMUIIA 52, KoeTo TpeacraBisia PPS
Pasnukara e cToiiHocTTa 3a rpynara ¢ aduOepLenT MUHYC CTOHMHOCTTA 3a Ipyrara ¢
pannbu3ymad. [lomokuTenHa CTOMHOCT € B MoJ3a Ha aduubdepient.
Hoseputenen natepsan (1), n3uucien upe3 HOpMaITHO IPHOITIKEHIE
A Crient 3ammouBaHe Ha JISYCHHE C TPU €KEMECEUHH JJO3U
B Jloseputenen unrepsai, jexain usnsio Ham -10%, mokassa He mo-manka e(pUKacHOCT Ha
adubepIenT CpsaMo paHuOnU3ymMad

B)

)

®urypa 1. Cpeagna npoMsiHa B 3pUTEIHATA OCTPOTa OT H3XOTHOTO HUBO J0 ceamuiia 96 3a
KOMOMHHUpaHUTE JaHHHU OT npoy4sanusrta Viewl u View2

CpefiHa NpoMsaHa B 3puTeNHaTa
ocTpoTa (ByKeu)

01 1 L 1 1 il 1 1 1 L L 1 1 L L 1 1 L L 1 1 L L L ]
4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96

Cegmuum
——  Admbepuent 2 mg Q8 cenmuum @ Panubuaymab 0.5 mg Q4 cenmuum

[Tpu xomOuHMpan ananu3 Ha nanaute oT VIEW1 n VIEW2, apnubepuent nokaspa KIMHUIHO
3HAYMMH TIPOMEHH OT MU3XOAHOTO HUBO B IIPEIBAPUTEIHO Je(UHUpPAHATa BTOPUYHA KpalfHa TOYKa 3a
e(hMKacHOCT, M3MEPEHU Ype3 BhIPOCHHUK 3a 3puTeiiHaTa GpyHkiusa Ha Harmonanaus odraiMonoruueH
uHcTtuTyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 knuHu4HO
3HAYMMH Pa3IuKH ¢ paHUMHU3yMa0. BenmunHara Ha Te3u MpoMeHH e 1o j00Ha Ha HaOJr0JaBaHaTa B
MyOJIMKYBaHU MPOYYBaHMs, KOETO CHOTBETCTBA Ha MOJ00psiBaHe Ha 3peHUETO ¢ 15 OyKBU npu Haii-
nobpe kopurupana 3purteinna ocrpora (Best Corrected Visual Acuity, BCVA).

[Ipe3 BTOpara rofuHa Ha MPOYYBAHUATA, €PUKACHOCTTA KATO IISJIO CE MOAIBPIKA JIO ITOCIEAHOTO
OlIeHsIBaHE B cenMulia 96, kato 2-4% OT NMAIMEHTUTE Cca Ce HY)KJIAeJIM OT BCHYKU MHKEKIIUU Ha
MeceuHa 6a3a, a 1/3 oT manueHTuTe ca ce HyKAaean Hal-MajaKo OT €IHa HHYKEKIIUS C MHTEPBAN Ha
JICYEHHE OT CaMO SIUH MecCell.

Hamanenunero Ha cpenHaTa IIIOII HA XOPOUJAIHA HEOBACKYyIapHU3alys € BUANMO BB BCHUKH JJO30BU
IPYyIU U B ABETE MPOYYBAHMS.

Pesynrarute 3a epukacHOCT BB BCUYKH OIICHSBAaHH MOATPYIH (HAIMp. Bb3PAacT, MO, paca, 3puTeiiHa
OCTpOTa Ha M3XOJTHO HUBO, BUJ] Ha JIE3UATA, pPa3Mep Ha Je3usiTa) BbB BCAKO MPOYIBAHE U MPU
KOMOWHHMpaHMS aHaJIu3 ca B CbOTBETCTBUE C PE3yNTATUTE B LIETUTE HOMYJIallH.

ALTAIR e 96-ceMHYHO MHOTOIIEHTPOBO, PAHJIOMU3UPAHO, OTBOPEHO TPOyUYBaHe Npu 247 MaIMeHTH
STIOHLIM C HelleKyBaHa BiakHa BJIM, npeaHa3HaueHo Aa oueHN e(UKacHOCTTa U 6€30I1acHOCTTa Ha
adumbepLenT ciiel] 1B pa3IniHy KOPEKIMU Ha UHTepBajia (2-ceqMuyHa U 4-ceIMUYHA) TIPH PEKUM
Ha JIeYeHNE U yIb/DKaBaHe.

Bcenuky nanueHTH mosy4aBar MeceuHu 103U adraubepiient 2 My B MpoIbIDKEHUE Ha 3 Mecela,
TIOCJIEIBAHO OT €THA MHXKEKITUS CIIeN JOMBIHUTENICH 2-MeceueH nHTepBal. B cemmuria 16 marmenTuTe
ca pangoMusupan 1:1 B iBe rpynu Ha jedenue: 1) adpiaubepiient, JeueHne U yIbIKaBaHe ¢ 2-
CeIMUYHH KOPEKIUH U 2) adiuOeplienT, ISUSHUE U yIbDKaBaHe ¢ 4-CeIMIUYHU KOPEKIINH.

Y 1pbKaBaHETO WK ChKpaIlaBaHETO HAa HHTEPBAJIA HA JICUCHUE € ONPEACIICHO Bh3 OCHOBA Ha
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3pUTETHU W/WITH aHATOMHYHU KPUTEPUH, OTIPEJICIIEHH C IIPOTOKOJ, C MAKCUMAJICH HHTEpBai oT 16
CEIMHIIY 32 JBETE TPYIIH.

[IspBrYHaTa KpaiftHa TOYKa 3a e(hUKACHOCT € cpeaHaTta mpomsaa B BCVA oT H3X0QHOTO HUBO IO
cenmuiia 52. Bropuunute KpaitHu TOUKH 32 €(PUKACHOCT ca MPOIEHTHT Ha MAIUCHTUTE, IIPH KOUTO
HsIMa BJIOIIaBaHe ¢ >15 OyKBH, ¥ MPOLIEHTHT Ha MAIIMEHTUTE, IPU KOUTO UMa MOJ0OpEHHE C Haii-
Manko 15 6yksu npu BCVA oT U3X0IHOTO HUBO A0 ceaMuna 52.

B cenmutia 52 manpeHTUTE B paMOTO Ha JICUCHUE U yIBIDKAaBaHe C 2-CEeIMUYHH KOPEKIIUH MOTy4YaBaT
cpeano 9,0 OyKBH OT U3XOAHOTO HUBO B CpaBHEHHE ¢ 8,4 OYKBHU 3a T€3U B rpynara ¢ 4-ceIMUIHU
kopekiuu [Pasnuka B LS B 6yksute (95% CI): -0,4 (-3,8;3,0), ANCOVA]. IIporeHTHT Ha
MAIMeHTHUTE, IPU KOUTO HAMA BiIomaBaHe ¢ >15 OykBH, B BeTe paMeHa Ha jedeHue ¢ cxoaeH (96,7%
B Ipymara ¢ 2-CeIMUYHU KopeKiuu U 95,9% B Ta3u ¢ 4-cenMuIHu KOpeKIun). [[porieHThT Ha
MAIUeHTHTe, PU KOUTO UMa Togoopenue ¢ >15 6yksu B ceamumna 52, e 32,5% B rpynara c 2-
cenmuyaHH Kopekun u 30,9% B Ta3u ¢ 4-cemMUYHN KOpeKnuu. [[poeHThT Ha TaneHTHTE C
HMHTEpBaja Ha JIeUeHHe, yIbJDKEH 10 12 cenMulu i nosede, € 42,3% B rpymnata ¢ 2-CeAMUYHU
Kopekiu 1 49,6% B Ta3u ¢ 4-ceqmuuHu Kopekunu. OCBeH TOBa, B TpymaTa ¢ 4-ceIMUYHU KOPEKIIUU
40,7% oT maMeHTUTe ca ¢ MHTepBal, yabbkeH 10 16 ceamunm. [lpu mocnenHoTo nocemeHue 10
cexmuna 52 56,8% u 57,8% oT mauueHTUTE CHOTBETHO B TPYIHTE C 2-CEIMUYHH U 4-CEIMUYHU
KOPEKLIMH ca C TUIaHUpaHa ClieBalla MHKEKIUs B MHTEPBAJ OT 12 ceqMUIIM WU TTOBEYeE.

[Ipe3 Bropara ronuHa OT NpOy4BaHETO, €HUKACHOCTTA B [IOBEUYETO CIIydau ce 3aa3Ba [0 IOocIeaHaTa
OLICHKA B ceIMUIIA 96 BKIIIOYUTEIHO, ChC CPETHO MOJOOpEHHE OT U3X0JHO HUBO 7,6 OyKBH 3a TpymnaTa
¢ 2-ceAMUYHU KopeKIuH U 6,1 OykBH 3a Tpynara ¢ 4-ceAMUYHN KOpeKIHHU. [IpoleHTsT Ha
MAIUeHTHTE, KOUTO Ca YIBIDKIIIN HHTEpPBaJIa Ha JiedeHue 1o 12 ceamuny win noseue, € 56,9% B
rpynara ¢ 2-ceIMU4YHH Kopekiuu u 60,2% B rpymnata ¢ 4-ceamMuunu Kopekuuu. [Ipu nocneaHoro
nocenieHue npeau cenmuna 96 64,9% u 61,2% ot narMeHTuTe B rpynure ¢ 2-CeAMUYHH U 4-
CeIMHUYHH KOPEKLMH ca ChOTBETHO C IJIAHUPaHa CIeABalla HHXEKLUs B UHTEepBal OT 12 ceaMuIy nin
noseye. [Ipe3 BTOpara roquHa OT JIEYEHUETO MALMEHTUTE B IPYNUTE C 2-CEAMUYHH U 4-CEAMUIHU
KOPEKIMH I0JTy4yaBaT CbOTBETHO cpeaHo 3,6 u 3,7 umxekuun. [Ipe3 2-roauuiHus nepuo Ha JeyeHue
MaluyueHTuTe noyydyasat cpeaHo 10,4 mHxekuuu.

3puTenHNATE U CUCTEMHUTE TIpoduiy Ha 6e30macHOCT ca mo00HU Ha 6e30MacHOCTTa, HaOI0IaBaHa B
ocHoBHUTE npoyuBanus VIEW 1 u VIEW 2.

ARIES e 104-ceqMiuuHO MHOTOIICHTPOBO, PaHIOMHU3UPAaHO, OTBOPEHO, AKTUBHO KOHTPOJIUPAHO
npoyuBane npu 269 nanueHTy ¢ HeleKyBaHa BiaxxkHa B/IM, npenna3zHaueHo Jja OlleHU He Mo-MaikaTta
e(pMKaCHOCT, KAKTO 1 0€30I1aCHOCTTA Ha JICUECHHE 1 MIPOABIDKABAHE HAa CXeMaTa Ha IpUlaraHe,
3aIl0YHATO CJIe] 3 MOCIeI0BaTeIHA MECEUHH JO3H, IOCIEABAHHU OT yIbJKaBaHe JI0 ABYMECEUCH
WHTEpBaJ Ha JIeUYEeHHUE CIIPSIMO JISYeHHE U TPoIbJKaBaHe Ha cXxeMaTa Ha MpujlaraHe, 3all04HaTo Ciesl
I'bpBaTa rOAMHA OT JICYEHUETO.

[Ipoyusanero ARIES n3cnenBa chio npoueHTa Ha NAUEHTUTE, KOUTO C€ HYXAAST OT I0-YECTO
JICYCHHE, OTKOJIKOTO Ha BCEKH 8 CEIMUIIH, Bb3 OCHOBA Ha PEIICHUETO HA n3cienoBares. Ot 269
MAaUeHT! 62 MalMeHTH ca Moy4yaBalld MO-4eCTOo NMpHIaraHe MOHE BEIHBXK 110 BpeMe Ha MPOYyUBaHETO.
TakuBa manMeHTH OcTaHaBaT B IPOYYBAHETO U MOJydaBar JICUEHUE criope]] Half-1o0paTa KIMHUYIHA
MpeLeHKa Ha U3CIIeJ0BaTeNsl, HO HE 0-U4ECTO OT BCEKH 4 CeIMUIIM M HHTEPBAJIUTE UM Ha JIeUeHHe
Morar Jia ObJIaT yIbJDKEHH OTHOBO ciiell ToBa. CpeTHUAT MHTEPBaJ Ha JISYEHHE CJIE/] PEIICHUETO 32
no-uecto JneuyeHue € 6,1 ceqmunu. BCVA nHa cenmuna 104 e mo-HuCKa MpH MALIMEHTH, KOUTO CE€
HYX/IasT OT [I0-MHTEH3UBHO JICYEHHUE ITOHE BEIHBK B X0OJa HA MPOYYBAHETO, B CPABHEHHE C MALlUCHTH,
KOWTO HE ce HYXKIasT, U cpeanara npomsiHa B BCVA 0T U3X0IHOTO HUBO 0 Kpas Ha TPOYYBAHETO €
+2,3 £ 15,6 OykBu. OT naiueHTuTe, JISKyBaHH M0-4ecTo, 85,5% moaibpKaT 3peHue, T.€. 3aryoBar mo-
MaJsko oT 15 O6ykBu, a 19,4% nonyuasat 15 unu noseue Oyksu. [Ipodgunst Ha 6e30macHOCT Ha
MaIMEeHTHTE, IEKYBaHH M0-9€CTO OT BCEKH 8 CEIMUIIM, € CPAaBHUM C JIaHHHTE 32 Oe3onacHocT B VIEW
1 u VIEW 2.
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Omox na maxyrama eécaieocmeue na OL[PB

BeszomnacHoctTa 1 emkacHocTTa Ha aIMOSPIICTIT Ca OIICHEHU B JIBC PAHIOMU3HPAHH,
MHOTOIIEHTPOBH, TBOWHOMACKHPaHH, TIAe00-KOHTPOIMPAHH IPOYYBAHUS MTPH MAIIMEHTH C OTOK Ha
makysata Beaenctsue Ha OIIPB (COPERNICUS u GALILEO) ¢ 0610 358 marnueHT JeKyBaH! U
MTOIXOJIATIIM 32 OIICHKA Ha eukacHocTTa (217 ¢ apmmbeprienT). Bh3pactra Ha ManMeHTUTE Bapupa OT
22 no 89 ronunwu, cpeano 64 ronuau. B OLIPB npoyuBanusita, npubnusurento 52% (112/217) ot
MMAACHTHTE, PAHIOMHU3HUPaHH 3a JiedeHre ¢ adaudepIienT ca OMiIM Ha Bb3pacT 65 TOIWHHU WIIH T10-
BB3pacTHH, U pubnu3uTenHo 18% (38/217) ca 6unu Ha BB3pacT 75 FOAMHU WIIH MO-BB3pacTHU. B
JIBETE TPOYYBaHUsI MAIIMEHTHTE ca pa3lpeesiCHH Ha CIyYaeH MPUHIKI B ChOTHOLICHUE 3:2 B rpynara
3a MHKEKTHpaHe Ha adumbeprient 2 Mg Ha Bceku 4 cenmunu (2Q4) wim B KOHTPOJIHATA TPyTia 32
HWHKEKIINH ¢ To1are0o Ha BCEKH 4 CEIMHUIIN 3a 0010 6 TIPIITOKCHHUS.

Crien 6 exxeMeceYHH MHXEKIIMH NAl[MEHTUTE ca MOJTy4aBalIi JICYUCHHE CaMo aKo ca OTTOBapsUIA Ha
NPEIBAPUTEITHO ONPECICHA KPUTEPHH 3a JICYCHHUE, C U3KITIOUYCHHE Ha TAIIMEHTUTE B KOHTPOJIHATA
rpyna Ha npoyuBaneTo GALILEO, kouto ca mpoab/uKIIIH Ja TOTy4YaBaT mianedo (KOHTpoa Ha
KOHTpoJjarta) A0 ceamuua 52. OT Ta3u BpeMeBa TOUYKa, BCHUKH MAIEHTH ca OMITH Ha JICUCHHE, aKo ca
OTrOBapsUTH Ha TPEABAPUTEITHO OMPEACIICHUTE KPUTEPHH.

U B nBeTe mpoyuBaHus IbPBUYHATA KpaifHa TOYKA 33 €(UKACHOCT € OWJI IPOLEHTHT MAIlMEHTH, KOUTO
ca ce momoOpwnu ¢ moHe 15 6yksu B BCVA Ha cenmuna 24 B cpaBHEHHE ¢ U3XOAHOTO HUBO.
Bropuunara npomennmBa 3a epuKacHOCT € Onyia MpoMsiHA B 3pUTEITHATA OCTPOTa B ceamulia 24 B
CPaBHEHHE C U3XOAHOTO HUBO.

Pasznukara Mexay TepaneBTHYHUTE TPYIH € Onita CTATUCTUYECKH 3HAYMMa B 110132 Ha adumbepentT u
B JIBETE MPOyYBaHUsl. MaKCUMaTHOTO MOAOOpPEHNE Ha 3pUTeTHATa OCTPOTa € JOCTUI'HATO Ha Mecell 3 ¢
MOCJIEABAIO cTabuIu3upane Ha 3putenHarta octpota U CRT mo mecen 6. CTaTUCTUYECKH 3HAUMMAaTa
pasiivKa € NoAIbpKaHa 10 ceaMuua 52.

[MonpoOHU pe3ynTaTu OT aHATK3a Ha JBETE MPOYUBAHUs ca MTOKa3aHu B Tabiuia 3 1 Ha durypa 2 mo-
JOIy.
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Ta6auna 3: Pesynratu 3a epukacHocT Ha ceqmuna 24, ceqmuna 52 u cexvuna 76/100 (Lsata ananmusupana rpyna ¢ LOCF?) B npoyusanus COPERNICUS u

GALILEO
Pe3ysarartu 3a COPERNICUS GALILEO
epuractoct 24 ceqMuIIA 52 ceamuin 100 cexmumn 24 ceqMuuu 52 ceamuuu 76 ceamMuIu
Adaudepuent|KonrpoaaAdaudepuent| Konrpoaa®|Apandepuent P|Konrpona P A paubepuent KonrponalAdaudepuent{KonrponalAdaudepuent| KonTpoaa
2 mg Q4 (N=73) 2 mg (N=73) 2 mg (N=73) 2mg Q4 (N =168) 2 mg (N =68) ®) )
(N =114) (N =114) (N=114) (N =103) (N =103) 2mg (N=68)
(N =103)
[IpoLeHT nanueHTu ¢
momobpenne > 15 GykBu 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
OT U3XOJHOTO HHUBO
[Iperernena pazmxa™b?h 44.8% 25,9% 26,7% 38.3% 27,9% 28,0%
(95% JIN) (33,0, 56,6) (11,8, 40,1) (13,1, 40,3) (24.4,52,1) (13,0, (13,3,
42.7) 42,6)
p-cToiHOCT p < 0,0001 p = 0,0006 p=0,0003 p < 0,0001 p = 0,0004 p=0,0004
CpenHa mpoMsiHa B
BCVAP), usmepena 1o 17,3 -4,0 16,2 38 13,0 15 18.0 33 16,9 3,8 13,7 6,2
ETDRSP pesyunrar 3a (12,8) (18,0) 17.,4) (17,2) 17,7 a7,7 (12.2) (14,2) (14,8) (18,1) (17,8) @77
OYKBH OT U3XOJTHOTO
HrBo (SD)
Passuka B LS cpenna 21,7 12,7 11,8 14,7 13,2 7,6
e roiinoer T (17,4, 26,0) (7,7,17,7) (6,7, 17,0) (10,8, 18,7) @2, (2,1,13,1)
(95% AWN) 18,2)
P-CTOMHOCT p <0,0001 p <0,0001 p <0,0001 p <0,0001 p <0,0001 p=0,0070

A) Pasnukara e adaubepuent 2 mg Q4 ceaMuIu MEHYC KOHTPOJIA

5" Pasnukara u nosepurenaust unrepsan (W) ce uzuuncinssar, karo ce usnonssa tect na Cochran-Mantel-Haenszel (CMH), kopurupasu 3a peruon (Amepuka
crpsiMo octananara yact ot ceera 328 COPERNICUS u EBpona ciipsamo Aszusti/Tuxookeancku peruon 3a GALILEO) u u3xonna kareropust mo BCVA (> 20/200 u
<20/200

B BCVA: })Iaﬁ-}lo6pe Kopurupana 3purenHa octpora (Best Corrected Visual Acuity)
ETDRS: IIpoyuBaHe ¢ panHo jeyenue Ha nuabetHa perunonarus (Early Treatment Diabetic Retinopathy Study) LOCF: Ilpenacsine Ha TaHHUTE OT MOCJIEIHOTO
nabmonenue (Last Observation Carried Forward)
SD: CtaHzapTHO OTKJIOHEHHE
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LS: Cpenna Ha Haii-mankute kBagpaTh, momyderno or ANCOVA

D' LS cpenna pasnuka u noBepuresnen uuTepsai Ha 6azara Ha Mogen ANCOVA ¢ dakropu: Tpyma Ha JieueHue, perioH (AMepHKa CIpsIMO OCTaHAIaTa YacT OT CBETa
3a COPERNICUS u EBpomna cnpsimo Asust/Tuxookeancku perriod 3a GALILEO) u u3xoana kateropust mo BCVA (> 20/200 u < 20/200)

A B npoyusanero COPERNICUS nanueHTHTE B KOHTPOIHATA TPYIIA Ca MOTJIH JIa MOTyYaBar aaubeplenT Py Bb3HUKBAHE Ha HYXK/a, C YeCTOTA BEIHBXK HA BCEKH
4 cenmuny oT ceamuiia 24 1o cenMuua 52; NalureHTUTE ca UMaJIM BU3UTH Ha BCEKH 4 CEIMMIIN.

£ B npoyuBanero COPERNICUS kakTo mauueHTHTe OT KOHTPOJIHATA IPYyIIa, TaKa M MAlMEeHTUTe Ha aduubepient 2 Mg, ca noayyasaid aduubepuent 2 mg npu
BBH3HUKBAHE Ha HYXK/1a C YECTOTa BEJHBX Ha BCEKU 4 CEIMHULHN OT ceaMuua 52 1o ceamuua 96; nanueHTuTe ca MMaly 3aAbJDKUTEIHN BU3UTH Ha 3 Mecela, HO €
MOJKeJIO Jja ObJaT NperjekKAaHd U Ha BCeKU 4 ceMHULH, aKo € He0OX0AnuMO.

) B npoyusanero GALILEO kakTo nanveHTuTE B KOHTPOJIHATA TPYIIA, Taka U MAlMeHTHTE Ha adaubepient 2 Mg, ca nonydyasaau agiaubeprent 2 Mg npu HyxKa,
Ha BCEKH 8 ceIMUILIM OT ceamuia 52 1o ceamuna 68; marueHTUTe ca UMaJIM 3aIbJDKUTSIHA BUBUTH Ha BCEKH 8 CEIMUIIM.
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®urypa 2: CpeaHa IpoMsHa OT H3XOIHOTO HUBO 10 ceamuiia 76/100 B 3puTeHaTa 0CTPOTA 110 TPYIIN
Ha jedenne 3a npoyuBanusata COPERNICUS u GALILEO (Ilsurata ananm3upana rpyra)

COPERNICUS
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04 8 12 1523:24 28 32 36 40 44 43 52 56 60 64 BB T2 T8
Cenmuup
—&—— Admubepuent 2 mg —@—  lowmponna pyna

¥ Mowadsa NpeMMHABEAHETS Ha KoHTponHaTa rpyna ke PRN nevenwe ¢ adnwbepuent 2 mg

B GALILEO, 86,4% (n = 89) or rpynata na adpiaudepuent u 79,4% (n = 54) ot rpynara Ha miane0o ca
owmu ¢ OLIPB niepdy3us Ha n3xoano HuBO. B cenmuna 24, Toea ca oumu 91,8% (n = 89) B rpynara Ha
admbepuent u 85,5% (n =47) B rpynara Ha 1iaie6o. Te3u nponopiuu ce noAabpKaT B ceaMura 76,
¢ 84,3% (n = 75) B rpymara Ha apnmbepuent u 84,0% (n = 42) B rpymnaTa Ha miare6o.

B COPERNICUS, 67,5% (n = 77) ot rpynara Ha adaubdepuent u 68,5% (n = 50) ot rpynara Ha
ruiane6o ca oumu ¢ OLIPB nepdysust Ha u3xoaH0 HEBO. B cenmuna 24, tosa ca oumu 87,4% (n = 90) B
rpynata Ha adimbepuent u 58,6% (n = 34) B rpynara Ha riane6o. Te3u nponopiuu ce moaabpKar B
cenmuria 100, ¢ 76,8% (n = 76) B rpynata Ha adnmbepuent u 78% (n = 39) B rpynara Ha maie6o.
[ManmenTHTe B rpynaTa Ha Ianedo ca UMaiH IpaBo Ja noiyvasat aduubeprient ot ceamuna 24.

BnaronpuatHUST epeKT OT JIedeHneTo ¢ aduInOepIenT BbPXY 3puTeNiHaTa GyHKIHUS € TI0J00eH B
W3XOJHUTE MOJITPYIH OT NanueHTu ¢ nepdysus u 6e3 nepdysus. EQextrure Ha TeueHHETO BHB BCUUKH
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OIIEHSEMH TIOATPYIHU (HAIp. Bb3pacT, MOJ, paca, 3pUTeJIHa OCTPOTa Ha U3XOJIHO HUBO,
npoabibkuTeTHOCT Ha OLIPB) BBB BCSIKO OT MpOydYBaHUATA ca O MPUHITUITHO ChOTBETCTBAIIH Ha
pe3yaTaTUTE B OOIIMTE TIOMYJIAIUH.

[Tpu ananu3a na 0600menute nanau ot GALILEO u COPERNICUS, adnubeprient noka3ssa
KJIMHUYHO 3HAYMMH IPOMEHHU OT U3XOTHOTO HUBO 32 MPEIBAPUTEIIHO OIpe/ieieHaTa BTOPUYHA KpaiiHa
TouKa 3a eukacHOCT. BrripocHuk 3a 3putennarta Gynkuus Ha Hanmonanuus odhraiMoIorndeH
urctutyT (National Eye Institute Visual Function Questionnaire, NEI VFQ-25). Bennunnara Ha Te3u
MPOMEHH € TT0100Ha Ha HaOJI01aBaHaTa B MyOJIMKYBAaHUTE KJIMHUYHH IPOYYBAHUSI, KOCTO ChOTBETCTBA
Ha npubaBsiHe Ha 15 OykBu B Haii-noOpe konTponupana 3putenna octpora (Best Corrected Visual
Acuity, BCVA).

Omoxk Ha makyrama eécieocmsue Ha OPPB

be3onacHocTTa M eprkacHOCTTa Ha adhIHOEPIEIIT ca OIICHEHH B €HO PaHIOMHU3HPAHO,
MHOT'OLIEHTPOBO, IBOHOMACKUPAaHO, aKTUBHO-KOHTPOJIMPAHO [IPOYIBAHUE NIPH MALUEHTH C OTOK Ha
makynata Beaencteue Ha OPPB (VIBRANT), koeTo BKIIIOYBA XeMHUPETHHATHA OKITy3HUs HA BEHA.
O6mio 181 manuenTy ca JIeKyBaHU | ca OMITU MOIXOAAIIN 32 OlieHKa Ha edukacHocTTa (91 ¢
aduubepiienTt). Bp3pactra Ha manueHTUTe Bapupa ot 42 10 94 roauuu, cpeano 65 roaunu. B
npoyusaneto 3a OPPB, npubnusurenno 58% (53/91) ot naunenTute, paHAOMHU3UPAHHU 32 JIEYEHUE C
admbeprenT ca OMIM Ha BB3pAcT 65 FOAMHN WK MO-BB3PACTHH, U pubIH3uTentHo 23% (21/91) ca
OuM Ha BB3pacT 75 TOAWHY WIX NO-Bb3pacTHU. B mpoy4BaHEeTO MalMeHTuTe ca paHJOMU3UPAHH B
cpoTHOmeHue 1:1 B rpyma Ha admubeprient 2 My Ha BCeKH § CEAMUITH Ciiell 6 HadaTHH MECEYHU
WHXKEKILIWH, WIN Ha JIa3epHa (OTOKoaryamnys, MpuiokeHa Ha H3X0JHO HUBO (HapedeHa ,,Jia3ep-
KOHTpousHa rpyna‘). IlanuenTure B na3ep-KOHTpPOIHATA IpyTNa MOraT Jia MoJdyvaT AOMbJIHUTENHA
nasepHa (oTokoarymanus (HapedeHa ,,CIiacuTeITHO JIa3epHo JeueHue ), 3arnoysaia B ceqmuia 12, ¢
MUHHMAaJIeH HHTepBall OT 12 ceqmuny. Bb3 ocHOBa Ha MpeBApUTETHO ONPEACICHH KPUTEPHH,
MaIMEeHTHUTE B TpyIaTa ¢ Jla3ep MOrar Ja MOoJdy4aT CIIACHTENHO JeueHue ¢ aduudepuent 2 mg ot
ceamuua 24, npuiarada Ha BCEKU 4 ceIMUIIM B NPOABIDKEHUE Ha 3 Mecela, MOCIEeIBAHO Ha BCEKU §
CEeIMUIIH.

B xnmuanunoTto npoyusane VIBRANT, mppBryHaTa kpaiiHa TOUKa 32 €(hUKACHOCT € OWII IPOIICHTHT
MAIUeHTH, KOUTO ca ce mofoopwnu ¢ one 15 Oyksu B BCVA Ha ceqmuna 24 B cpaBHEHHE C
M3XOJHOTO HMBO KaTO TpymaTa Ha adiuOeplenT NpeBb3X0xK/Ia Ta3u Ha JIa3epHUsT KOHTPOII.

Bropuunara kpaiiHa Touka 3a epuKacHOCT Oellle IpoMsHa B 3pUTEIHATa OCTPOTa B ceaMuIa 24 B
CpaBHEHHE € N3XOJHOTO HUBO, KOSITO € OMiia CTATUCTUYECKW 3HaYMMa B 110132 Ha aInOepIienT B
npoyusaneto VIBRANT. [TogoOpenne Ha 3puTeHaTa OCTpOTa € HACTHITUIIO OBP30 U JOCTUTHATO Ha
Mecel 3 ¢ rmocienBalo noaabpkane Ha edexra 1o mecer 12.

B rpymnata Ha na3epeHo JieueHue, 67 MaueHTH ca MOJIyYHIIN CIIACUTEINHO JiedeHue ¢ agundepuent,
3amo4BaIlo B cegiMuIla 24 (akTHBHA KOHTpPOJa/rpymna Ha aduubeprent 2 mg), KOeTo BOIH 710
moioOpeHue B 3pUTETHATa OCTPOTA C OKOJIO 5 OyKBU OT cenmuna 24 o ceamuma 52.

[MonpoOHu pe3ynTatu OT aHaIKM3a Ha KIMHUYHOTO npoyuBane VIBRANT ca noka3zanu B Tabmnuia 4 u
Ha ¢urypa 3 no-momny.
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Ta6smua 4. Pesynratu 3a epukacHocT B cenmuiia 24 u ceamuiia 52 (Ilsnata ananu3upana
nonynarus ¢ LOCF) B ximmangHOTO TipoyuBade VIBRANT.

PesynraTu 3a epHKACHOCT VIBRANT
24 ceqMuuu 52 ceamunu
Adaunbdepuent AxTHBHa | Adumbepue| AKTHBHa
2mg Q4 KOHTpoJa | nt 2 mg Q8 | koHTpoJa
(N=091) (1a3ep) (N=91)D (mazep/
(N =90) Adauéepuent
2 mg")
(N =90)
[poreHT mauenTy ¢ moxoodpenue > 15
OYKBH OT U3X0AHOTO HUBO (%) 52, 7% 26,7% 57,1% 41,1%
[Iperernena paznuka 26,6 16.2%
AB) 0 13,0,14,1 (2,0, 30,5)
(95% 1
P-cTOMHOCT] p=0,0003 p=0,0296
Cpenna npomsna B BCVA, u3mepena upe3
ETDRSC ckop 3a 6ykBH, OT H3X0AHOTO HUBO (SD) 17,0 6,9 12,2 (11,9)
(11,9) (12,9)
Pasmuxka B LS cpexna croHOCT] 10,5 52
AB) (7,1,14,0) (1,7, 8,7)
(95% ou
p-cToiiHOCT p<0,0001 p=0,0035E)

b)

Paznukara e apmubepuent 2 mg Q4 cenMuiii MUHYC KOHTpOIIA (J1a3ep)
Pasnukara u 95% noseputennust untepsain (A1) ce u3uncnspar, kato ce U3M0I3Ba TECT Ha

Mantel- Haenszel, kopurupasu 3a peruon (CeBepHa AMepuka crpsiMo SIOHHS U H3X0HA
kareropus mo BCVA (> 20/200 u < 20/200)

B)

LS cpenna pasnuka u 95% nosepurescH nuTepBai Ha 6a3aTta Ha Mojesl ANCOVA ¢ rpyna Ha

neyenue, u3xoana kareropus mo BCVA (> 20/200 u < 20/200) u peruon (CeBepHa Amepuka
crpsAMo SnoHus) KaTo IBJroTpaiiHu edekTr 1 n3xoaHa kareropus no BCVA karo koBapuara.

D)

BCHUKH MAIMEHTH OT 4 CEIMUIIM HA 8 CeIMUIIN TIpe3 ceamuiia 48.
A B Hayanoro Ha ceamuIia 24 NaMeHTUTE B IPYyIIaTa Ha JICYEHHE C JIa3ep MOTAT J1a MoJyyaT
CITacHTeNIHA Tepamus ¢ adMOepIenT, aKo JOCTUTHAT ITOHE €IWH MPEIBAPUTEITHO ONPeIeIeH
KpuTepuii 3a npurogHocT. O01I0 67 NanyeHTy B Ta3 IpyIia ca MOIyYHIIU CIACHTEHO JICYSHNUE C
adumbepuent. @ukcupaHara cxema Ha JedeHue ¢ aguuodepuent e Tpu mbTu adaubepuent 2 mg
Ha BCEKH 4 CEIMHUIIH, TTIOCTIEBAHO OT HHXKEKIIMU HA BCEKH § CEIIMHUIIN.

Homunanua p-croiiHoCT
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®urypa 3: Cpenna npomsina B BCVA, u3mepena upes ckop 3a 0yksu 1o ETDRS oT uzxoaHoto
HHBO J0 ceaMuIia 52 B KITUHUIHOTO nmpoyuBane VIBRANT

VIBRANT

2 7.0

171
15
+122
0

Cpanqa npoMAHE B apWTarHaTa
ocTpoTa (Gysem)

~

4 8 12 1% 20 24 28 32 ¥ 4 4 4 122

———  Adnubepuent 2 mg —@—  IasepHo konTponka rpyna

Ha u3x0/1HO HUBO JIeNTbT HA MAIMEHTHTE ¢ TIep(y3us B rpymnaTa ¢ adIuOepIenT U TPYIHUTE Ha JICUCHUE
c nazep e cporBeTHO 60% 1 68%. B cenqmuna 24 te3u nsanose ca cboTBeTHO 80% 1 67%. B rpynara Ha
JieueHue ¢ apauOepIenT NPOICHTHT Ha MAIMEHTH ¢ epQy3us ce 3ama3Ba 10 ceaMuiia 52. B rpymnara
Ha JICUCHHE C Jla3ep, KbJCTO MAIMeHTHTE ca O MOJXOIAINM 3a CIIACHTEITHO JICYeHUE ¢ auindepienT
OT ceaMHMIIA 24, eNTBT Ha MAIMeHTUTE ¢ epdy3us ce ¢ ypenuumi 10 78% B ceamuria 52.

Huabemen maxynen edem

BeszomnacHoctTa 1 eukacHocTTa Ha a)IMOSPIICTIT Ca OLICHEHU B JIBC PAHIOMU3HPAHH,
MHOTOLIEHTPOBH, IBOMHO-3aCJICTICHH, aKTUBHO-KOHTPOJIUPAHU MIPOyUBaHUs npu nauuentu ¢ IME
(VIVIDPME i VISTAPME), O61mo 862 nmanuenTr ca 61 IeKyBaHH M OLICHSAEMH 3a e(DUKaCHOCT, 576 ¢
agmbepient. Bp3pacTra Ha nanMeHTUTe Bapupa ot 23 1o 87 roaunu, cpeaHo 63 rogunu. B
npoyusanusTa 3a JIME, npubnusurenno 47% (268/576) ot manueHTUTE, paHIOMHU3UPAHH 32 JICUCHHE
¢ adumbeprient ca OMIM Ha Bb3pacT 65 roAMHU WK N0-Bb3PaCTHH, U ipubmu3uTeano 9% (52/576) ca
Onin Ha BB3pacT 75 TOAMHM WM NO-Bh3pacTHU. [loBeUeTo manueHTy B ABETE NPOYUYBAHUS ca OHIH C
nuaoet tam 11

B aBeTe npoyuBaHHs MANMEHTUTE ca OWIIH Pa3NpeelieHH Ha CITyYacH MPUHIMIT B choTHOMmeHue 1:1:1

B 1 oT 3 cxemu Ha j03UpaHe:

1) admmbeprient, mpuaaran mo 2 My Ha BCEKU 8 CeAMUIM CIIe S5 HaYaTHU €KEMECEUHH HHKEKITHH
(admubepuent 2Q8);

2) adumubeprienT, mpuiarad mo 2 mg Ha Bceku 4 ceqmuim (adsmbeprient 2Q4); u

3) nasepua (oTOKOArymaIys Ha MaKkyara (aKTHBHA KOHTPOJIA).

Karo ce 3anoune B cenmunia 24, naiieHTUTE, OTTOBAPSAIIN Ha TPEABAPUTEIIHO ONPEIeNIeH Ipar Ha
3ary0a Ha 3peHHETO, ca OMIIM MOIXOAALIM 32 IT0JIyYyaBaHe Ha JOITBIHUTENHO JICUeHHE: NallueHTUTE B
rpynuTe Ha ahauOepenT e MOKeJo Ja Nody4aBaT JIeUeHHE C Jia3ep, a HallMeHTUTe B KOHTPOJIHATA
Tpyma € MOeJo Jia mojydanar adaubepuent.

B nBete nmpoyuBaHus OCHOBHATA KpaifHa TOUYKa 3a epUKACHOCT € Omyia cpeiHaTa MPOMsHA OT U3XOJIHO
HuBo Ha BCVA B ceamuia 52 kato asete rpynu adaudepuent 2Q8 u adnmubepuent 2Q4
JIEMOHCTPHpPAT CTAaTHCTUYECKA 3HAYMMOCT M TO MO-BHCOKA OT Ta3W IPU KOHTPoOJIHATa rpymna. Ta3u
noJ3a e 3amaszeHa 10 ceamuna 100.

[Moapo6ru pe3ynTaTtn oT ananu3a Ha npoyusanusTa VIVIDPME u VISTAPME ca nokasanm B tabnuma 5
u ¢urypa 4 mo-goiny.
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Tabauua 5: Pesynraru 3a epukacnoct Ha cenmuna 52 u cexvuna 100 (Lsara ananmusupana nomynanus ¢ LOCF) B mpoyusanus VIVIDPME y VVIST APME

Pe3yaTaru 32 VIVIDPME VISTAPME
eukacHocT
52 ceqmunu 100 ceqxmMunm 52 ceqmunu 100 ceqxMunu
Adandepuent| Adanéepuent| AxtuHa |Adumbdepuent| Aduandepuent AkTHBHA Adaudepuent| Aduudepu| AkrtuBHa|Aduandepn| Adaudepuen| AKTHBHA
2mg Q8A 2mg Q4 KoHTposia | 2 mg Q8 A 2mg Q4 koHTposia| 2 mg Q84 |enr 2 mg Q4{konTposial ent2 Mg | T2mg Q4 | KouTpoaa
(N =136) (s1azep) (N =135) (N =136) (s1azep) (N=154) | (ma3zep) Q84 (N=154) (s1azep)
(N =135) (N=132)| (N=151) (N=151) (N=154)
(N=132) (N =154)
CpenHa IpoMsiHA B
IBCV A, uzmepena no ) ) )
ETDRSA cxop 3a 10,7 10,5 1, 9,4 11,4 0,7 10,7 12,5 0, 111 11,5 0,9
OYKBH OT U3XOTHOTO
HIBO
Pasnuka B LS cpenna 10,7
croiinoct B (97,5% 91 9,3 8,2 (7,6; 10,45 12,19 10,1 10,6
) (6,4; 11,8) (6,5; 12,0) (5,2;11,3) 13,8) (7,7;13,2) | (9,4; 15,0) (7,0; 13,3) | (7,1;14,2)
[TpoueHT manneHTH ¢
momobpenue > 15
33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
OYKBH OT M3XO/THOTO
HIBO
Kopurupana pasinka 26,1% 23% 34% 20,1% 25,8%
rB.IL(97,5% JTN) 24% 23% 19,0% (14,8; (13,5; (24,1, (9,6; 30,6) | (15,1; 36,6)
(13,5; 34,9) (12,6; 33,9) (8,0; 29,9) 37,5) 33,1) 44.4)




Crien 3amouBaHe Ha JICUCHHUE C 5 eKeMeCeUHN HHKCKITUH

LS cpenna cToifHOCT U TOBepUTENIeH HHTEepBal Ha Oa3zara Ha Mmoaen ANCOVA ¢ BCVA
ompe/essiHe Ha M3X0/IHO HUBO KaTo KoBapuata u (akTop 3a rpymna Ha edernue. OCBEH TOBa 3a
VIVIDPME kato dakTop e BkmoueH peruonsT (EBpona/Ascrpanus cpamo SAnonus), a 3a
VISTAPME xaro daxrop e BKIroueHa anamuesa 3a MU u/umn CVA.

Pasnukara e rpynata ¢ agaubepienT MUHYC IrpylaTta ¢ akTHBHATa KOHTPOJIa (J1a3ep)

Pasnukara ¢ joBeputencH uuTepBai (J{N) u cTaTHCTHYECKHU TECT CE N3UMCIIABAT, KATO CE M3I0JI3Ba
cxema na Mantel-Haenszel, kopurupana 3a peruon (Espoma/Ascrpanus crpsamo SmoHus) 3a
VIVIDPME i apamnuesa 3a MU u/umu CVA 3a VISTAPME

A BCVA: Haii-n06pe kopurupana sputenna ocrtpora (Best Corrected Visual Acuity)

ETDRS: IIpoyuBane ¢ panHo jeueHue Ha nuabetna perunonarus (Early Treatment Diabetic
Retinopathy Study) LOCF: IlpenacsiHe Ha naHHUTE OT mocieanoro HaomoaeHue (Last Observation
Carried Forward)

LS: Cpenna cToifHOCT M0 METO/1a Ha Hal-MaJKUTe KBapatH, noiaydeHo ot ANCOVA JIU:
JoBeputeneH nHTepBa

®urypa 4: Cpenna npomsina B8 BCVA, u3mepena upes ckop 3a 6yksu no ETDRS ot u3xo1H0 HHBO
1o ceqmuna 100 B npoyusanusaTa VIVIDPME y VISTAPME
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Cenmum

——  Admwbepuent 2 mg OB ceqpmuw ——d——  Adiubepuent 2 mg Q4 cegmmum
—@—  asepro koxTpansa rpyna

Edexrure oT neuyeHneTo B oLeHseMUTe NOArpynHy (Hamp. Bb3pacT, 1o, paca, HbAlc Ha usxonHo
HUBO, 3pUTEIIHA OCTPOTA Ha U3XOAHO HUBO, IpeaxonHa aHTu-VEGF tepamnus) BbB BCAKO MpOyUBaHe U
B KOMOMHHpPAHUS aHAIN3 KaTO IS0 ca OMIIM B CHOTBETCTBHE C PE3yNTATUTE B OOIIUTE MOIYJIAINH.

B npoyusanusaTa VIVIDPME y VISTAPME croteetHO 36 (9%) 1 197 (43%) nanueHTy ca noyyaBaim
npeaxoana antu-VEGF Tepanus, ¢ 3-MecedeH niin mo-ababTl Iepuojl Ha ouncTBane. Edekture ot
JICYCHUETO B TIOArpyIaTa MalMeHTH, KOUTO ca JieKyBaHu ¢ mHXuouTop Ha VEGF, ca Ouinu nmomoOHu Ha
HaOJr01aBaHUTE NPH NMALMEHTH, HeJleKyBaH!u ¢ nHxuOuTop Ha VEGF.

[NMaruenture ¢ OumarepaaHo 3abossBaHe ca Ouan moaxo iy 3a antu-VEGF jedenue Ha 1pyroro
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0KO, aKO TOBa € OMJIO OLIEHEHO KaTo He00X0quMO OT Jiekapsi. B mpoyusaneto VISTAPME 217 (70,7%)
OT ManueHTuTe Ha adaubepuent ca moyryyaBany IBYCTPAaHHH HHXKEKINH aduinOepIenT 10 ceAMHUIA
100; B mpoyusanero VIVIDPME 97 (35,8%) ot nauuentute Ha ahauOepLENT ca MoiydaBaiy pasiuaHo
antu-VEGF nedenune B 1pyroro oko.

He3zaBucumo cpaBuutento npoyuBane (DRCR.net Protocol T) e usnon3pano reBkaBa cxema Ha
no3upane, 6asupana Ha crporu OCT u 3puTeNHM KPUTEPUU 3a MIOBTOPHO JeueHue. B rpymara Ha
nedenue ¢ apmubeprent (n = 224) Ha ceamuia 52, TO3W PEKUM Ha JICUSHHE € Tajl pe3yNTaT pu
MAaIUEHTH, TOTyYaBally CpeaHo 9,2 HHKEKITHH, KOSTO € IT0J00H0 Ha MPHUIIOKEHUS Opoi 103U B
rpynata adgiubepuent 2Q8 B VIVIDPME u VISTAPME, nokaro obuiara edukacHocT B rpynara Ha
neuenue ¢ adpmudepuent B Protocol T e cpaBauma ¢ rpynara apantepuent 2Q8 B VIVIDPME
VISTAPME, B Protocol T e na6momaBano cpenno nogodpenue ot 13,3 6yksu karto 42% ot
MAaIUEHTHUTE TOJ00PSBAT 3PSHUETO CU C Hal-MaJiko 15 OyKBH CIIpsIMO W3XOJTHOTO HUBO. Pe3ynrarure,
CBBP3aHU ¢ 0€30MacCHOCTTA, IIOKA3BaT, Ye 00IIaTa YecToTa Ha HeXKeJlaH!u ChOUTHS KaKTO CBBP3aHH,
Taka 1 HecBbp3aHu ¢ ounte (BrimountennHo ATC), ca cpaBHUMHU MeXy BCHUKH IPYIH Ha JICUSHHE BHB
BCSIKO OT MIPOYYBAHUATA U MEKY TPOYUBaAHUSATA.

VIOLET, 100-ceqMU4HO MHOTOIICHTPOBO, PaHAOMU3UPAHO, OTBOPEHO, aKTUBHO KOHTPOJIUPAHO
npoyusase npu nanuent ¢ JJME, cpaBHsBa Tpu pa3iuyHM CXEMH Ha Mpujiarae Ha adiaudepuent 2
mg 3a seuenue Ha JIME cien Hali-Manko enHa roavHa JiedeHre ¢ (PUKCHpaHu WHTEPBaJH, KaTo
JICYEHHETO € 3alI0YHATO C 5 MOCIIe0BATEIHA MECEUHH JI03H, TIOCJICABAHHU OT MpHUJIaraHe Ha BCEKU 2
Mecena. [IpoyuBaneTo oneHsBa He MO-MayikaTa eukacHOCT Ha adaubeplent 2 mg, npuiiaraH 1mo
peXrMa JIedeHNe U IpoabDKaBaHe Ha cxemata Ha npunarane (2T&E, mpu koeTo nHTepBanuTe MEXITy
WH)XEKLUHUTE ca MOJAABbPXKAHN Ha MUHUMYM 8 CEIMHILM U Ca YABDKAaBaHU IOCTEIICHHO Bb3 OCHOBA Ha
KJIMHUYHHUTE & aHATOMHUYHKUTE pe3ynTaTti) U aduubeprient 2 mg, npuiaran cropen Hyxaute (2PRN,
IIpU KOCTO MaUCHTUTE Ca Ha6JIIOI[aBaHI/I Ha Bceku 4 CCAMUIN U MHKCKTHUPAHU IIPpU HCO6XOI[I/IMOCT
Bb3 OCHOBA Ha KJIMHUYHUTE U aHATOMUYHHUTE PE3yJTaTH), B CpaBHEHHE ¢ adubepient 2 mg,
Mpuiiarad Ha Bceku 8 ceamunn (2Q8) mpe3 BTopaTa v TpeTaTa rojiiHa OT JISYCHUETO.

[IppBruHaTa KpaitHa Touka 3a eukracHocT (mpomsiHa B BCVA ot u3xoHO HUBO 70 cenMuIia 52) e
ouna 0,5 + 6,7 0ykeu B 2T&E rpynara u 1,7 + 6,8 6yksu B 2PRN rpymnara B cpaBHeHue ¢

0,4 + 6,7 6yxBu B 2Q8 rpymnara, KaTo ce MoCTUra CTaTUCTUYECKH HE TI0-MaJikaTta e(hpUKaCHOCT
(p<0,0001 3a gBeTe cpaBHEHUs;, TPAHMUIIA HA HE MMO-Majkara epukacHocT 4 6yksu). [I[pomenuTe B
BCVA ot u3xonno HuBO A0 cenmuiia 100 ca Ominm KOHCHCTEHTHH C pe3y/ITaTUTe Ha

cenmuna 52: -0,1 + 9,1 6yksu B 2T&E rpynara u 1,8 + 9,0 6ykeu B 2PRN rpynara B cpaBHEeHuUE ¢

0,1 +7,2 6yxsu B 2Q8 rpynara. Cpeaausat 6poit nmkekuu 3a 100 ceamuny ca 6unu cpotBeTHO 12,3,
10,0 u 11,5 32 2Q8fix, 2T&E u 2PRN.

3pUTETHNUTE U CUCTEMHUTE IPOQHIIN Ha O€30MaCHOCT BbB BCHUKHU 3 TPYIH Ha J€UeHHUE ca MoA00HU Ha
Te3H, HabmronaBaHu B ocHoBHUTE npoyuBanust VIVID u VISTA.

B 2T&E rpynara, yBennuaBaHeTo M HaMaJIsIBAHETO HA MHTEPBAIUTE MEX/Ty HHXKEKIIMUTE ca OUIIN 110
MpeLleHKa Ha U3CJIE0BATENs; B IPOYYBAHETO €A MPENOPBYBAHN YBEIUYEHUS OT 2 CEAMMUIIH.

Muonuyna xopoudanna HeosacKynapu3ayus

BezonacHocrTa 1 eprkacHOCTTa Ha adIUOEPLENT ca OLICHEHH B PaHAOMHU3HPaHO, MHOTOLIEHTPOBO,
JIBOWHO- MACKUPaHO, IJIae00-KOHTPOIUPAHO TIPOYUBAHE MTPH HEJIEKYBaHU MPEIU TOBA MAIIUEHTH OT
aszuarcku npomsxof ¢ muonnyHa XHB. O6mo 121 nauueHTy ca JeKyBaHH U ca OLEHIEMH 3a
edukacroct (90 ¢ adpiaubepuent). Bp3pactra Ha nanuenTuTe Bapupa Mexay 27 u 83 ronuHHU, CpeTHO
58 roguau. B npoyuBanero 3a muonuuna XHB, npubmmzutento 36% (33/91) ot nanuenTure,
paHIOMH3UpPaHU 3a JIeueHHe ¢ aduuOepIienT ca OWIM Ha BB3paCT 65 TOAMHY WIIN TI0-Bb3PACTHH, U
npubm3uTenHo 10% (9/91) ca 6uu Ha BB3pacT 75 TOAMHU WIH MO-Bh3PACTHU.

[TanmenTHTe ca pa3npenercHu Ha CydaeH MIPUHINI B ChoTHOMEHUe 3:1 1a moay4yaBat win 2 mg
aduOepLenT HHTPABUTPEATHO, WK MHXKEKIINY ¢ TUTane0o0, MPUIIaraiy BEIHBX B HAYaJI0TO Ha
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MPOYYBAHETO, C JOMBIHUTEIHN WHXEKIIUH, IPUIIaraH! €KEeMECEUHO B CITydyai Ha MEPCUCTUPAHE HITH
penuarB Ha 3a00IsIBaHETO, JI0 ceiMuIia 24, KOraTo € OllcHeHa ITbpBUYHATA KpaifHa Touka. Ha ceqmuna
24 nmanueHTuTe, paHIOMU3UPaHH TbPBOHAYAIHO Ha TUIale00, ca OMIH MOIXOSINH /1A TTOTydat
mepBarta ao3a apimobeprent. Cres ToBa, MATUSHTUTE U B JBETE TPYIH ca MPOIBIDKIIN Ja ObIaT
TIOJTXOJISAIIH JIa TIOJTy4YaBaT JOIBIHUTEIHN WHKEKIIMH B CITy4Yaid Ha MEPCUCTHPAHE WJIH PEIUINB Ha

3a00JI1BAHETO.

Paznukara Mexy TpymuTe 3a JieueHUe € CTATUCTUYIECKY 3HAYMMAa B 10J13a Ha adiudepiienT 3a
IIbpBUYHATA KpaiiHa Touka (mpomsHa B BCVA) 1 noTBspauTeHa BTOPUYHA KpaliHa TOYKa 3a
euKracHOCT (MPOICHTHT MAIMEHTH, KOUTO ca ce oxoopwau ¢ 15 6yksu B BCVA) Ha ceqmuria 24, B
CPaBHEHHUE C U3XOHOTO HUBO. Pa3ukuTe 3a ABETE KpalHM TOYKHU Ca e 3alla3uii 10 ceaMuiia 48.

[MoapoOuu pesynratu ot ananusa Ha npoyuBaHeTo MYRROR ca nokazanu B Tabnuna 6 u @urypa 5

O-7I0ITy.

Ta6auna 6: Pesynraru mo oTHoIIeHHE Ha e(hUKACHOCTTA Ha ceMHuIa 24 (TbPBUYCH aHAIN3) U
cenmuna 48 B npoyusanero MYRROR (ITnnen na6op 3a ananus ¢ LOCF?)

[Pe3ysITaTH 10 OTHOLIIEHHE HA MYRROR
e(UKACHOCTTA 24 ceqmunu 48 cepMuIM
A¢audepuent| Ilnaumedo |Adaubdepuent| Ilnauedo/ Afiveg 2 mg
2mg (N=31) 2mg (N=31)
(N =90) (N =90)
Cpenna npomsana 8 BCVAP), onenkara Ha 12,1 -2,0 13,5 39
OykBute n3mepena upes ETDRS or (83) 9.7) (8.8) (14.3)
u3xoHO0 HUBO (SD) P
Pasnuxa B cpeqna cToifnoct Ha LS Bl 14,1 9,5
(95% JIN) (10,8; 17,4) (5,4, 13,7)
[TpOIeHT MAUEHTH C IOJ00pEHHE > 38,9% 9,7% 50,0% 29,0%
15 OyKBH OT U3XOHO HHUBO
IpeTernena pasauka P 29,2% 21,0%
(95% Jun) (14.4;44,0) (1,9; 40,1)

A) LOCF: Ilpenacsine Ha JaHHUTE OT rocieaHoTo HabmoaeHue (Last Observation Carried Forward)

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

ETDRS: IlpoyuBaHe ¢ panHo je4yenue Ha nuabderHa peruHonarus (Early Treatment Diabetic

Retinopathy Study)

SD: CrannapTHO OTKJIOHEHUE
B

D JIN: JloBeputenen uHTEpBa

Cpenna LS: Cpenna Ha Hali-MaJKUTe KBaapaTH, noirydeHo oT mogaen ANCOVA

A Pa3zmuka B LS 1 95% JIU Ha 6a3ara Ha mogen ANCOVA c rpyma Ha JiedeHre U AbpKaBa
(0003HaueHws 3a TbprKaBa) Kato Gukcupanu edext, ¥ BCV A Ha U3X0/JHO HMBO KaToO KOBapHaHTA.

E)

(CMH), kopurupas 3a 1ppxkaBa (0003HauUCHHS 32 IbpKaBa)

Pasnukara u 95% JIW ce n3uucisBar, kaTo ce u3nonssa tect Ha Cochran-Mantel-Haenszel




®urypa 5: CpenHa mpoMsiHa OT N3XOIHO HUBO JI0 ceaMuUIa 48 B 3puTenHaTa OCTpOTA MO Ipyma Ha
neuenue B npoyuBaHeTto MYRROR (IIbnen na6op 3a ananuz, LOCF)
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IleqnaTpuyHa nonysamnus

EBpomneiickaTa areHIms 1o JiekapcTBaTa 0CBOOOKAaBa OT 3aIBJDKCHUETO 32 MIPEJOCTaBSHE Ha
pe3ynTaTUTe OT MPOyYBAHUATA C pepepeHTHHS JTeKapCTBEH MPOIYKT, ChIbPIKaII adarOepIenT, BB
BCHUKH MOATPYIH HA MeauaTpuuHaTa nomyiamnus npu Bnaxkaa BJAM, OLIPB, OPPB, JIME u
nomynanuu ¢ MuonmyHa XHB (Bxk. Touka 4.2 3a nHOpManys OTHOCHO yrorpebara B eAnaTpusTa).

5.2 ®apMaKOKHHETHYHH CBOICTBa
Afiveg ce mpuiiara AUPEKTHO B CTHKIOBHIHOTO TSIIO, 32 []a OCBHIIECTBH JIOKATHU €(EKTH B OKOTO.

AOcopOnus/pasnpeaeIcHne

Admubeprent ce abcopOrpa 6aBHO OT OKOTO B CUCTEMHOTO KPBBOOOPBIIAHUE CIIE]] HHTPABUTPEATHO
MPUIOKEHHUE U ce HAOI0IaBa B CUCTEMHATA IIUPKYJIAIUS MPETUMHO KaTO HEaKTHBEH CTA0HJICH
koMmruiekc ¢ VEGF; o6aue camo cBoOoHUAT adaubepenT uma CriocoOHOCTTa a ce CBhP3Ba C
egnorennust VEGF.

B enno papmMakoKkuHETHYHO NOANPOYYBaHE PU 6 MALMEHTH C HeoBacKyapHa BiaxkHa B/IM c uecto
B3eMaHe Ha MPOOH, MaKCHUMAITHUTE TNIAa3MEHH KOHIIEHTPAIIMU Ha cBoOoieH adnubepuent (cucreMHa
Cmax) ca HHUCKH, CbC cpefHa cToitHoCT nmpudamsutenHo 0,02 mukporpama/ml (auamnason ot 0 10
0,054) g pamMkuTe Ha 1 10 3 JHU clie]] THTPABUTPEATHO HHKEKTUPaHe Ha 2 Mg U ca HEOTKPUBAEMH JIBE
CEeIMHUIIM CJIE/ OTy4aBaHe Ha J103aTa Iy MMOYTH BCUUKM naureHTH. Adnaubepuent He Kymysiupa B
1a3MaTa Mpyu WHTPABUTPEATHO IPUIIOKEHHE Mpe3 4 CEIMUIIH.

CpenHaTta MakCUMalTHa IJ1a3MeHa KOHIIEHTpaIMs Ha cBoOoieH adumbeprient e npubimsutenso S50 1o
500 mpTH O KOHIIEHTparuATa Ha aaubdeprent, HeoOXoauMa 3a MHXUOUpaHe Ha OMOJIOTUYHATA
aktuBHOCT Ha cucteMuust VEGF ¢ 50% B xuBoTHHCKH Moaenu. [Ipu Tsx ca HaOmogaBaH! IPOMEHU
Ha KPBBHOTO HaJIATaHE CJe]l KaTO HUBaTa Ha CBOOOICH aduuOepIenT B KpbBOOOPBIEHUETO Ca
nocturHany npudausutenHo 10 Mmukporpama/ml ¢ BpbliaHe 0 U3XOJHOTO HHUBO CIIE MaIaHe Ha
HHUBATa JI0 Mo MpuOIu3uTeaHo 1 Mukporpam/ml. M3uucieHo e, 4e ciie HHTPaBUTPEATHO
MPUIOKEHHE Ha 2 Mg NPU NMAIMeHTH, CPEAHATa MaKCUMaJlHa TJIa3MeHa KOHIIEHTpAI|s Ha CBOOOICH
adubepuent e moBede ot 100 bTH MO-HUCKA OT KOHIICHTpaIusITa Ha apaudeprent, HeoOxoauMma 3a
TOJTy-MaKCUMaIHO CBbp3BaHe Ha cucteMuuTe VEGF (2,91 Mukporpama/ml) pu mpoyuBaHe cbe
3npaBu 1oOpoBoy. ClieJI0BaTEHO ca MAIKO BEPOSTHH CHCTEMHHU (papMaKOAMHAMHYHH €()EKTH KaTo
MIPOMEHU B KPbBHOTO HAJIATAHE.
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BbB dhapmakokmaeTHYHN ToAnpoyuBaHus npu nmanuentu ¢ OL[PB, OPPB, IME win muonmaaa XHB
cpemra Cmax Ha cBoOoaeH adIuOepIenT B IIa3MaTa ca OMIH CXOIHH, ChC CTOWHOCTH B THAITa30HA OT
0,03 1o 0,05 mukporpama/ml u UHIUBUAYATHA CTOWHOCTH, KOUTO HE HAJBUILIABAT

0,14 mukporpama/ml. Cien ToBa, IIa3MEHUTE KOHIIEHTPAILlMU Ha CBOOOAeH aaubepIient cnaaat a0
CTOMHOCTH MOl WTH OJIM3KH JI0 JI0JTHATA TPaHMIIA HAa KOJHMUYECTBEHO OINpeieisiHe 0OMKHOBEHO B
paMKUTE Ha eJTHA CSJMUIIA; HEOTKPUBACMH KOHIICHTPAIIUU CE JOCTUTAT MPEIH CIICBAIIOTO
MPWIOKEHUE Cie]] 4 CeIMHUIH, TP BCHYKU MAICHTH.

Enumunupane
Twit kato Afiveg e TepaneBTHYHO CPEACTBO HA OCHOBATA HA MPOTEUH, HE Ca MPOBEKIAHH MPOYIBAHHS

3a MeTabonm3ma My.

Cpobognmsr adiubepuent ce cebp3Ba ¢ VEGF, xaTo o6pasyBa crabuien nHepTeH KoMimiekc. KakTto
MIPH IPYTHUTE IPOTSHHU C TOJISIMa MOJIEKYJIa, CE OYaKBa M CBOOOTHHSAT, U CBHP3aHUAT aduInOepIienT na
CE CIMMUHHPAT Ype3 MPOTEOTUTHYUCH KaTabOIN3bM.

BrOpeuno yBpexxnane
He ca npoBexxmanu crieryarHu mpoy4YBaHus ¢ adrOepIenT MPpH MaUeHTH ¢ 0bOPEYHO YBpEKAaHE.

dapMakOKMHETHYHUST aHATN3 Ha manuenTure B mpoyuBaneto VIEW2, 40% ot kouto ca nmanu
0B0peuHo yBpexaane (24% maeko, 15% ymepeno u 1% TexkKo), oKa3Ba JIUIICA HAa Pa3JIMKH 110
OTHOLICHUE Ha IJIa3MEHUTE KOHIIEHTPALMK Ha aKTUBHOTO JICKAPCTBO CJIE MHTPABUTPEATHO
NPUIOKEHUE Tpe3 4 Wik § CEAMMULIU.

[Tomo6uu pesynraru ca HabmonaBanu npu manueHTH ¢ OLIPB B npoyuBanetro GALILEO, npu
nanuentu ¢ JIME B npoyusanero VIVIDPME u npu nanmentu ¢ Muonmuna XHB B mpoy4saneTo
MYRROR.

5.3 IlpenkJIMHUYHM JAaHHU 32 6€30MACHOCT

[Ipy HEeKIIMHUYHHTE POYYBAHMS 32 TOKCUYHOCT MPH MHOTOKPATHO Tpuiiarane e)ekTH ca
Ha0JI01aBaHU CaMO NPH CUCTEMHH €KCIO3ULIUH, 32 KOUTO CE€ CUNTA, Y€ 3HAUNTEITHO HaBUILABAT
MAaKCUMAaJIHATA €KCIIO3ULIMS IIPU XOpa CJIel HHTPABUTPEAIHO IPUIOKEHHUE B IIPEABUICHATA KIIMHUYHA
71033, KOETO II0Ka3Ba MaJIKO 3HaU€HHUE 3a KJIMHUYHATA yrnoTpeoda.

Epo3un n ynepanny Ha peclIMpaTOPHUS €IHUTEI B HA3aJIHUTE X0/I0BE HA MaliMyHH, JIEKYBaHH C
admbepenT HHTPABUTPEATHO, Ca HAO0JaBaHU IIPH CUCTEMHH SKCIIO3UIINH, HaIBHUIIaBAIIH
MaKCcHMallHaTa eKcro3uuus npu xopa. [Ipu HuBoTo 0e3 HabMronaBaHu Hexkenanu epextu (No
Observed Adverse Effect Level, NOAEL) ot 0,5 mg/oko npu MaiiMyHH CHCTEMHATa €KCIO3UIINS Ha
cBoOomHUA admbepuent € 42 u 56 mbTH Mo-BUCOKa B3 ocHOBa HAa Cmax 1 AUC B cpaBHEHHUE ChC
ChOTBETHUTE CTOWHOCTH, HAOJIOIaBaHHU MTPU Bb3PACTHH MAIUCHTH.

Heca MMPOBCKAAHU ITPOYUBAHHNA 3a MYTAIr€HCH WJIM KAPIUHOI'CHCH MMOTCHIIMAI Ha a(b.]'[PIGGpLIeHT.

HabnronaBan e edekt Ha aduubepIient BbPXy BbTPEMATOYHOTO pa3BUTHE B TIPOYYBAHHS HA eMOPHO-
(eTanHOTO pa3BUTHE IPH OPEMEHHU 3aiilM ¢ MHTpaBeHo3Ho (3 1o 60 mg/Kg), kakro 1 noakoxHo (0,1
1o 1 mg/kg) npunoxenne. NOAEL npu maiikute e npu go3a ot 3 mg/kg unu croretno 1 mg/kg.
NOAEL 1o oTHOIIIEHHE Ha TOKCHYHOCT 3a pa3BUTHETO He e onpezeneno. [Ipu go3a 0,1 mg/kg,
CHUCTEMHHUTE €KCIIO3MIIMU Bb3 ocHOBa Ha Cmax u kymysaruBHa AUC 3a cBoOoeH aduubepliient ca
ChOTBETHO 0KO0JIO 17 1 10 mbTH NO-BUCOKH B CpPaBHEHHE ChC CHOTBETHUTE CTOMHOCTH, HAOIIOIaBaHU
IIPU XOpa CJIe]] MHTPABUTPEATHO NPUIIOKEHHE Ha J103a 2 mg.

Edexrure Bbpxy hepTunnTeTa Npu MBKKH U )KEHCKH )KUBOTHH Ca OLICHSBAHHU KaTO YacT OT
6-Mece4yHo Mpoy4YBaHe NPy MaiMyHHU ¢ HHTPaBEHO3HO NPHIIOKEHHE Ha aduinbepuentT B 03U OT 3 710
30 mg/kg. [Ipu Bcuuky 1030BM HUBA ca HAOJIOAaBAHH JIMIICA HA MEHCTPYALsI WK HEPEIOBHU
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MEHCTPYaJTH! ITUKITH, CBhP3aHM C IPOMEHH B HUBAaTa HA KEHCKHUTE ITOJIOBH XOPMOHH, U TIPOMEHH B
MopdOJIOTHATA U TTOABIKHOCTTA Ha criepMaTo3ouante. Bs3 ocaoBa Ha Cmax u AUC 3a cBoOoaeH
adubepiienT, HA0IIOIaBaHU MMPU HHTPABCHO3HO NMPUWIOKEHUE Ha 03a 3 mg/kg, cuctemHanTe
€KCIO3UIIMH ca ChOTBETHO 0K0JIO 4 900 bt 1 1 500 mMbTH MO-BUCOKHU OT €KCIO3UIIUATA,
Ha0JII0JaBaHa MPH X0pa Cjie HHTPABUTPEAIHO MIPUIIOKEHKE Ha 103a 2 MQ. Benuku npomMenu ca Ouiu
obpaTtnMmu.

6. OAPMAIEBTUYHU JAHHU
6.1 CHnuchbK HAa IOMOIIHUTE BeleCTBA

XUCTHIUH
XUCTUANHOB MOHOXUIPOXJIOPHUI MOHOXUIPAT
Tpexanosza guxuapar

ITomokcamep 188

Bopa 3a umxekuuu

6.2 HecbBMecTHMOCTH

[Ipu nunca Ha mpoy4BaHuUs 32 HECHBMECTHMOCTH TO3H JIEKAPCTBEH NPOAYKT He TPsAOBa Jja ce cMecBa ¢
JPYTH JIEKapCTBEHH NMPOTYKTH.

6.3 Cpoxk Ha rogHoct
2 TOIUHA
6.4 CrhenuajaHu ycJIOBHS HA ChXpPaHEHHE

Ha ce cpxpansiea B xnaquiauk (2 °C mo 8 °C). [la He ce 3ampassiBa.
Jla ce chXpaHsiBa B OpMTHHAIHATA OTIAKOBKA, 32 JIa CE MPEJIasy OT CBETIINHA.

HeotBopeHusT OaucTep MOXKE Jia ce ChXpaHsABa U3BbH xJaqmHuK 1oj] 25 °C 1o 24 vaca. Cren
OTBapsiHE Ha OHcTepa J1a ce paboTH B aCENTUYHH YCIIOBHSI.

6.5 Buau chabpkaHue HA OMAKOBKATA

PasTBOp B peaBapUTEIHO HAITBIHEHA CIIPUHIIOBKA (CTBHKJIIO THII 1), MapKupaHa ¢ IMHHMSA 3a 103aTa, C
ri1aBa Ha OyTaso (eracToMepHa OpOMOOYTHIIOBA T'yMa) M JIyep-JIOK BPbX C Kalauka Ha Bbpxa
(emacromepna ryma). Besika mpeiBapuTENTHO HAITBJIHEHA CIIPUHIIOBKA CHABPIKA U3ION3BAEM 00eM OT
Hail-manko 0,09 ml. OnakoBka oT 1 npeaBapuTETHO HAITBJIHEHA CIIPHUHIIOBKA.

6.6 CrhenuajaHu NpeaNa3HU MEPKH NMPHU U3XBBLPJIsIHE U padoTa

Hpe[[BapI/ITCJ'IHO HaITbJIHCHATa CIIPUHIIOBKA € CaMO 3a CIHOKpaTHa yrIOTpe6a B €IHO OKO.
MHOFOKpaTHOTO U3TCIJIAHE HA 103U OT €JHA MPEABAPUTCIIHO HAITBJIHEHA CIIPUHIIOBKA MOXKE J1a
YBCJINYU PUCKA OT 3aMBbpPCABAHC U ITOCJICABAIla I/IH(l)eKLU/IH.

He OTBapHﬁTC CTCPUITHUA 6J'II/ICTep C IpCABAPUTCIIHO HAIIbJIHCHA CIIPUHIOBKA U3BbH YUCTATA CTAd 3a
IIPUIIOKECHHC. Hewnsnon3Banusar JICKApCTBCH MNPOAYKT UK OTIIAABbYHUTE MaTCpUaid OT HETO Tp$[6Ba Ja
CC U3XBBPJIAT B CbOTBETCTBUE C MECTHUTE U3UCKBAHUA.

[IpenBapuTenHO HaTbJTHEHATA CIIPUHIIOBKA ChABPIKa TIOBEYE OT MPENOPhUUTENHATA 1032 2 Mg
admbepuent (ekeuBasienTHH Ha 0,05 ml) 3a manuenT. BukTe ciaenBaiiara Touka ,, Y Ka3aHus 3a
yrnoTtpeba Ha MPEBAPUTEIHO HAITBTHEHATA CIIPUHIIOBKA .

[penau npunoxeHnue, pa3TBOPHT TPSIOBA Jla ce IPOBEPH BU3YATTHO 32 UYK/IM YACTHUIIHM W/UITU TIPOMSIHA B
[IBETa WJIM BCAKAKBA MPOMsIHA BbB BHHIIHUS BUA. B ciydaii ye ce HaOmoqaBaT TakuBa, JEKapCTBEHUST
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MIPOAYKT TpsiOBa Ja ce M3XBHPIIH.
3a UHTPABUTPEATHO MHIKCKTUPAHE TPSOBA J1a Ce U3I0JI3Ba HHKekIronHa uria 30 G X 147
Ykazanusa 3a ynompebda na npedsapumenno nanvinenama cnpUHYo06Ka:

CrnenBaiiTe BCUYKU CTHIIKU MO-J0JTY, 32 Jla IPUTOTBUTE NMPEABAPUTEIIHO HAITBIHEHATA CIIPUHIIOBKA 32
MIPIJTIO’KEHUE.

1. Koraro cte rotoBu na npwioxure Afiveg, oTBopere kapToHeHaTa ONTAaKOBKA U U3BAIETE
cTepuiM3upanus onucrep. BHUMarenHo oTBOpeTe OyMcTepa, OCUTypsiBalilKK CTEPUITHOCTTA Ha
ChIBPKAHUETO MY. J[pBKTE CIIPHUHIIOBKATA B CTEPUIIHOTO THE3JI0, JOKATO CTE TOTOBH 32
CriI00sBaHETO M.

2. Karo u3non3Bate acenTUYHA TEXHUKA, H3BaJIETE CIIPHUHIIOBKATA OT CTEPUIIM3UPAHUS OIHCTED.

3. 3a ma MaxHeTe Kalaykara Ha CIPHHLIOBKATA,
JPBKTE CIPUHIIOBKATA B €JHATA CH PBKa, KaTo C
JpyraTa XBaHeTe KanaukaTa Ha CIIPUHIIOBKATa C
najena 4 nokasanena cu. Mouisi, o0bpHeTe
BHUMaHHE: TPAOBA J1a yCydeTe Karmaykara Ha
CIIPUHIIOBKATA (HE 5 OTIYIBANTE).

YCYYETE!

4. 3a na nz0erHere HapyllaBaHe Ha CTEPUIIHOCTTA HA MPOAYKTA, HE U3TETISITE Ha3ad OyTaloTo.

5. M3mnon3Baiiky acenTUYHA TEXHUKA, 3aBUUTE
IUTHTHO MHXKEKITMOHHATA UTJ1a KbM JIYEP-JIOK BhpXa
Ha CIPUHIIOBKATA.




6. Karo xbpkuTe CIIPHHIIOBKATa ¢ HACOYCHA HArOpe P
WTJIa, s IPOBEPETE 3a HAJIMYHME Ha MeXypdeTa. AKO
MMa MeXypueTa, BHUMATEIHO MOTymalTe
CIIPHUHIIOBKATA C MPBCT, IOKATO MeXypUeTara ce
M3AUTHAT 10 TOpHATa i 4acr.

[] 4yKHETE!

7.  V3IMmHOTO KOMMYECTBO TPSAOBA Ja ce U3XBBPIHU Npeau npuioxenne. OTcTpaHeTe BCUUKH
MexypueTa U U3TJ1acKaiiTe M3JMIIHHISA JIeKAPCTBeH NPOAYKT, Ype3 0aBHO HATHCKAaHe HA
0yTas10TO, 32 1a U3PABHUTE OCHOBATA HA CBO/AA HA OyTAJI0TO (He BbPXa HA CBOJA) C
JIMHUSITA 32 103aTAa HA CIPUHIOBKATa (ekBuBasicHTHO Ha 0,05 ml, T.e. 2 mg adimubeprenr).
3abenexka: ToBa MPaBUITHO MO3UIOHUPAHE Ha OyTajIOTO € MHOTO BaXKHO, ThH KaTo
HETPaBUJIHOTO MO3ULMOHUPaHE Ha OyTaI0TO MOXKE J1a JOBEAE 10 AOCTABSHE HA IOBEYE UIIH
MO-MaJIKO OT IpeANrcanaTa J03a.

PasTeop cnep,
CBoa Ha oTCTpaHABaHe
Bb3gywHu = 6yTanoTto Ha Bb3AyLIHUTE
mexypueta [ | mexypueta

Nuuna

e 32 033

Pu6 Ha
—
— cBOAA Ha
6yTanoro

Pb6 Ha
Pasteop csoAa
U CTE]

3a gosa

8. HmxkekTupaiite, KaTo HaTUCKaTe OyTAIOTO BHUMATEIHO U C TIOCTOSTHEH HAaTUCK. He
annaraﬁTe JOITBJIHUTCIJICH HATHUCK, CJICA KaTO 6YT3IIOTO OOCTUTHE IBHOTO Ha CIIPUHIOBKATA.
He npuiaraiiTe KakbBTO M 12 € 0CTaTh4€H Pa3TBOP, KOMTO ce HA0J101aBa B
CIIPUHLOBKATA.

9. IlpensapuTenHO HaIlbJIHEHATa CIIPUHIIOBKA € CaMO 3a €IHOKpaTHAa ynorpeba. MHOrokpaTHO
npuiaraHe Ha 7034 OT MPEIBAPUTEIHO HAIThJIHCHA CIPUHIIOBKA MOXE Jia YBEIUYH PHCKA OT
3aMBpCIBaHE U MOCIIE/IBAINA HHEKIIHSL.

Hewnsnon3BaHusT JiekapCTBEH NPOIYKT WM OTHAIBYHATE MaTepHAIH OT HETO TpIOBa J1a ce
HU3XBBPJIAT B CbOTBETCTBUE C MECTHUTC NU3MCKBAHUS.

7. HNPUTEXATEJI HA PASPEIHIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
I'epmanus



8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1965/002

9. JATA HA ITBbPBO PASBPEIIIABAHE/TIOJHOBSABAHE HA PABPEIIEHUETO 3A
YIHOTPEBA

[ata Ha mppBoO pazpemanane: 18 apryct 2025 r

10. JATA HA AKTYAJIU3BUPAHE HA TEKCTA

[Honpo6nua nrhopMaIus 32 TO3M JIEKapCTBEH MPOAYKT € IpeJocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHIys 1o JiekapcreaTa https://www.ema.europa.eu



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

V' Tosu nekapcTBeH MPOAYKT TMOIEKH Ha HONBIHUTENHO HabmoneHue. ToBa 1ie mo3BoIH 6BP30TO
yCTaHOBsSIBaHE Ha HOBa MH(pOpMaIns OTHOCHO Oe30macHOCTTa. OT METUIIMHCKUTE CIICITUATTUCTH Ce
M3MCKBA J1a ChOOIIABaT BCsAKA TOA03MPaHa HeKelaHa peakus. 3a HaunHa Ha ChoOIIaBaHe Ha
HEXeJIaH! peaKIiK BIDKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

Afiveg 40 mg/ml nmwxekMOHEeH pa3TBOp

2. KAYECTBEH U KOJIMMECTBEH CbCTAB
1 ml MunmuIMTEp MHKEKIHOHEH pa3TBOp chabpska 40 mg apmubdepuernt (aflibercept)*.

Enun gnakon cpapprka u3monzBaeM obeM oT Hail-manko 0,1 ml, oTroBapsimy Ha Hali-mManko 4 mg
admbeprent. ToBa OCHTypsIBa H3MIOI3BAEMO KOJMYECTBO 3a JOCTaBsIHE Ha equHUYHa 103a ot 0,05 ml,
ChAbpKAImK 2 mg agrOepIent.

*(Dy3MOHEH MPOTENH, ChCTABEH OT YaCTH OT M3BBHKIETHYHUTE JJOMEHHU Ha penenTtopu 1 u 2 3a
YOBEIIKH ChJ0B eH0TeNeH pactexker pakrop VEGF (Vascular Endothelial Growth Factor), cebp3anu
¢ Fc-uacrra Ha yoBemiku IgG1, u npoussenen B K1 kierpyHa TMHUA OT SIMUHUK HA KUTANCKU XamMcTep
(CHO) upe3 pexombunantaa JJHK TexHOMOrHS.

3a IBIHUA CIIMCHK Ha IMTOMOIIHUATE BEIECTBA BIUKTE ToO4Ka 6.1.

3.  JIEKAPCTBEHA ®OPMA
NuxexmoneH pa3TBop (MHKEKITHS )

PaBTBOp’LT € 6I/ICTT>p, 663LIB€TCH a0 6H6,HO)K’BJ'IT 1 U300CMOTHYCH.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTUYHU NOKAZAHUSA

Afiveg e mokasaH npu Bb3pacTHH 3a JICUCHHE Ha

e HeoBacKyJlapHa (BiakHa) BB3pacTOBOOOYCIOBEeHA JereHepanus Ha Makynara (BJAM) (Bx. Touka
5.1),

®  3PUTENTHO YBPEXKAaHE, IbKAIIO C€ HA OTOK Ha MaKyJiaTa, BCJIEACTBUE Ha OKITY3Hs HA peTHHAIHA
BeHa (OPB) (okmy3us Ha paskioHeHue Ha peTuHaiaHa BeHa (OPPB) unn oxity3us Ha nieHTpanHara
perunanHa Bera (OLIPB)) (Bx. Touka 5.1),

®  3pHTEITHO YBpPEkKAaHe, IbDKAII0 ce Ha auadeteH makyneH enem (IME) (Bxk. Touka 5.1),

®  3PUTEITHO YBPEXKaHe, JIBIDKAIIO ce Ha MHUOTIMYHA XOpOU/IaliHa HeOBacKyIapu3anus (MHOTIYHA
XHB) (Bx. Touka 5.1).

4.2 Jlo3upoBKa U HAYMH HA MPHUJIOKEHHE
Afiveg e camo0 3a HHTpaBHTpPEATHO HH)KEKTUPAHE.

Afiveg Tp}I6Ba Ja CC Ipujiara caMo OT JICKap CCUaJIUCT C OMUT B MPUJIIOKCHHUECTO HAa UHTPABUTPCATITHU
HMHXCKIIUH.
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Bnaowcna BIAM
IpemoprunrennaTa mo3a 3a Afiveg e 2 mg adhaubeprient, orrosapsiuu Ha 0,05 ml.

JleyeHnuero ¢ Aflveg 3aro4Ba € €aHa MHXXCKIHUA MCCECUYHO B TPpU MOCJICA0OBATCIIHU JO3U. CJ'ICI[ TOBa
HUHTEPBAJIBT MEXKAY NPUIIOKCHUATA CE YABJDKaBa Ha ABa MECEIIa.

BB3 ocHOBa Ha mperieHKaTa Ha JIeKaps 3a 3pUTEITHHA W/WIA aHATOMUYHU PE3YJITaTH, HHTEPBAIBT
MEXIy MPUIIOKEHUATA MOXKe J1a OBb/Ie TOIIbpKaH Ha JTBa Mecela Win Ja 0b/ie JOTbIHUTEITHO
YABIDKEH, KaTO Ce M3MO0JI3Ba JIEYSHNE U IPOIbIDKaBaHe Ha cXeMaTa Ha IpujlaraHe, mpu KOeTo
WHTEPBAJIUTE HA HHKEKTUPAHE CE yIBJDKABAT C TI0 2 WK 4 CeIMUIM JIO JOCTUTaHEe Ha CTaOWITHA
3pUTEITHU W/MIIA aHATOMUYHH PE3YIITaTH.

AKO 3pHUTETHHUTE W/¥ITN aHATOMUYHHATE PE3YNITAaTH Ce BIOIIAT, HHTEPBAIHT HA JIEYeHHE TPSAOBa 1a Obie
CHOTBETHO HaMaJCH.

Hsma n3nckBaHe 32 MOHUTOpUpaHE MEXIy WHXXEKIuUTe. Bb3 OCHOBA Ha IpelLieHKaTa Ha JeKaps,
rpadUKbT HAa HOCEIICHUATA 32 MOHUTOPUPAHE MOKE []a € Ha IT0-MaJIKU HHTEPBAJIM OT IMOCELICHUATA 32
WH)KEKLUH.

WuTtepBany Ha Je4eHue, T0-TOJIEMH OT YSTHPH MEcea WM MO-MaJIK! OT 4 CeIMUIIH MEXITy
WHXEKIUUTEe, He ca MpOoy4YBaHH (BXK. Touka 5.1).

Omok Ha makynrama écieocmsue Ha OPB (OPPB unu OL[PB)

IMpenopbuntennara no3a Ha Afiveg e 2 mg adhnubepuent, orrosapsiugu Ha 0,05 ml.
Crien mbpBaTa HHXKEKIIUS JICUCHUETO e MPUIIara exXeMecedHo. VIHTepBaIbT MKy ABE 03U HE
TpsiOBa 1a ObJie MO-KPaThK OT €IMH MECell.

Axo 3PUTCIIHUTEC U aHATOMUYHUTE PE3IYJITATU ITOKA3BaT, Y€ MMAMUCHTHT HE CC IMMOBJIMABA ITOJOKHUTCIIHO
OT IPOABIJIKABAHEC HA JICHCHUCTO, IIPUIIOKCHUCTO HA Aflveg TpHGBa Ja c€ IpCyCTaHOBU.

ExxemecedHoTO JIeueHNE POABIKABa JI0 IOCTUTaHe Ha MAKCHMAJTHA 3pUTETHAa OCTPOTA H/WITH HE ca
HaJIMIIC TIPU3HAIIM 332 aKTUBHOCT Ha 3a00JisiBaHeTo. Moxe Jia ca HeoOXOAMMH TPH WM TTOBEUE
[I0CJIEAOBATEIHI MECEYHN MHIKEKIUH.

JleuenneTo Moxxe Ja MPOABIIKHA C IMMOCTCIICHHO YAbJI?)KaBAaHC HAa MHTCPBAJIUTEC, 3a Aa CC MMOAAbPIKAT
CTaOUITHH 3PUTCIIHU W/WIIH aHATOMUYHHU pe3yiaTaTu, BBIIPCKH Y€ HAMA JOCTATBbYHO AAHHHU, 3a a CC
HarpaBy 3aKJIIOYCHUC 3a ITIPOABIDKUTCIIHOCTTA HA UHTCPBAJIUTE. Axo SPUTCIIHUTE U /MM aHATOMUYHHA
PpE3YyITAaTH CC BJIOIIAT, MHTCPBajia Ha JICUCHUCTO TpH6Ba CbOTBCTHO Jla C€ HaMaJIn.

Fpa(i)I/IK’BT Ha IPpOCJICAABAHE U CXEMATa Ha JICUCHHUC TprGBa Aa C€ OIPEACIIAT OT JICKyBallusA JICKAP Bb3
OCHOBA Ha OTroBOpa Ha OTACTIHUS MALUCHT.

[IpocnensBaHeTo 32 aKTUBHOCT Ha 3a00JIIBAHETO MOXKE /12 BKIIIOUBA KIIMHUYEH Tperje], U3CleBaHe
Ha QYHKIIMOHAITHHUTE ITOKA3aTeIH WK 00pa3HU TEXHUKH (HArp. ONTHYHA KOXEPEHTHA ToMorpadust
Wi GryopecieHTHa aHnruorpadus).

Huabemen maxynen eoem

Ipemoppunrennata go3a Afiveg e 2 mg admmbeprient, eksuBanenTan Ha 0,05 ml.

Jleuenneto ¢ Afiveqg ce 3amousa ¢ eHa MHKEKIIMSA MECEUHO 3a TIET IMOCIIETOBATEHHU TO3H, H CE
MPOIBIKABA C €THA MHXKEKITUS Ha BCEKH JIBa MECelIa.
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Bb3 ocHOBa Ha OlicHKATa Ha JIeKaps Ha 3pUTSIIHUTE W/UIM aHATOMUYHH PE3yJITaTH, HHTEPBAIBT
MEXTy TIPUIIOKCHUSATA MOXKE J1a OBJIC 3aMma3eH Ha 2 Mecella W HHIUBUAYyIU3UpaH, KaTo HalpuMep ¢
JICUCHHE U MPOIb/KABAHE HA CXeMaTa Ha IpujiaraHe, Ipyu KOSTO HHTEPBAINUTE Ha JICUCHHUE Ce
YABIDKaBaT OOMKHOBEHO C 10 2 CEIMHUIIN 10 IOCTUTaHe Ha CTAOWIIHU 3PUTEITHH W/WIIA aHATOMUIHUTE
pe3ynrtaty. FiMa orpaHUYeH! TaHHU 3a HHTEPBAIM MEKIY NPUIOKEHUITA, TIO-IBJITH OT 4 Meceria.
AKO 3pHUTEITHHUTE W/WJIM aHATOMUYHHUTE PE3YJITaTH CE BJIOIIAT, MHTEPBAILT Ha JICUCHUE TPsOBaA J1a Ob1e
CHOTBETHO HAMAJIEH.

HuTepBanu MexIy IPUITIOKEHHUATA, TO-KPATKH OT 4 CEIMUIIM, HE ca Poy4BaHH (BXK. Touka 5.1).
I'padukbT 32 MOHUTOPHpAHE TPSAOBA J1a CE ONMPECIH OT JCKyBaIUs JIKap.

B ciryuaii e 3puTeTHUTE M AaHATOMUYHUTE PE3YJITATH COYAT, Y€ MAMSHTHT HAMA 033 OT
npoIb/DKaBaHe Ha JIeYSHUETO, npuinokenneto Ha Afiveg TpsOBa a ce mpeycTaHoBH.

Muonuuna xopoudanna Heo8aACKyIapU3AYUs

Ipemopbuntennata qo3a Afiveg e equHrYHA HHTpaBUTPeaTHA HHXKEKITUS Ha 2 Mg adaubeprient,
exsuBanenTuu Ha 0,05 ml.

Moxe na ce mpuiIoXKaT AOIMBIHUTEHH 031, aKO 3pUTEITHUTE 1/UIM aHATOMUYHUTE PE3YIITATH
MoKa3Bar, ue 3a00JsIBaHeTO mepcucTrpa. PenuanBute TpsOBa 1a ce mpreMaT KaTo HOBa MposiBa Ha

3a00JIIBaHETO.

I'paduksT 32 HaOMIOIEHKE TPSIOBA J1a CE OMPEACIH OT JISKYBAIlUs Jiekap. IHTepBaIbT MEXK 1y J1BS
JI03H HE TPsOBa J1a ObJIe MO-KPAThK OT SIUH MeCell.

Crenyainy nonyiaiu

Yeprodpobro u/unu 6v0peyHo yspexcoare
He ca mpoBexnanu KOHKpETHH TPOyYBaHUS ¢ adIrOepLenT P MaUeHTH ¢ YePHOAPOOHO W/WITH
OBOpEYHO YBpEKIAHE.

HannuyanTe naHHM HE MpeoaraT Hy>Ka OT KOPEKIHUs Ha 103aTa Ha adunOepUenT pH Te3n
ManUeHTH (BX. Touka 5.2).

Honynayus ¢ cmapuecka 6v3pacm
He ca HeoOxoauMu crienuaiiny choOpaxeHus. FiMa orpaHuueH ONUT MPpY MAIMEHTH Ha Bb3pacT Hajd 75
roaunu ¢ JIME.

Teouampuuna nonynayus

BesomnacHoctTa 1 eukacHocTTa Ha adIMOSPIICTIT IPH JIela U FOHOIIM He ca ycTaHoBeHH. Hsima
CHhOTBETHA yNoTpeOda Ha agpaudepuenT B e JUaTpUYHATA MOMyIalKs 3a MoKa3aHusATa BiaxHa BJIM,
OIIPB, OPPB, IME u muonuuna XHB.

Hauwnn nHa npuioxxeHue

WuTpaBuTpeaTHuTe MHXEKIMH TPSIOBa Ja Ce U3BBPIIBAT CHIIIACHO MEAUIIMHCKUTE CTAHAAPTH U
MPUIOKUMHUTE PHKOBOJICTBA OT JICKap CICIUAIUCT C ONUT B MPUIIOKEHUETO HA HHTPABUTPEATHU
nmxekiuy. [1o mpuHIMI TpsOBa 1a ce OCUTypH aJIeKBaTHA aHECTE3Us U aCENTHKA, BKIFOUUTEITHO
JIOKAJTHO ITUPOKOCTIEKTHPHO MUKPOOUITUITHO CPEICTBO (HAIp. MOBUAOH WO, HAHECEH BhPXY KOXKaTa
OKOJIO OYHMTE, KJIC[IAaYUTe ¥ OYHATa MOBBPXHOCT). [IpernopbuBar ce Xupypruvua ae3uH(EKIus Ha
phIIeTe, CTEPUIIHN PBKABUIIH, CTEPHIIHA IIOKPUBKA M CTEPHUJICH CIIEKYJIYM 3a Kiienauu (HMin
CKBHBAJICHT).

Wmxekmonnarta uria Tpsiosa na ce BpBene 3,5-4,0 mm 3aa muMba B CTHKJIOBHIIHOTO TSJI0, KaTo ce
n305TBa XOPU3OHTAIHYSI MEPHUIUAH U CE HACOYBA KbM IICHTHPA HA OYHATa A0BIKa. ToraBa ce BbBEX/Ia
WHXEKITMOHHUAT 00eM oT 0,05 ml; mpu nmocneasanuTe NHXEKIUH, HHKEKIIMOHHOTO MACTO Ha
CKJIepaTa TpsiOBa 1a ce CMEHSI.
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HemnocpeacTBeHo ciiel MHTPaBUTPEATHO WHXKEKTHpaHE NAIMEHTHTE TPsIOBa Jla ce CIEIAT 3a
MOBUINIABaHE HAa BHTPEOYHOTO HaJsirane. [1oXoasmoTo npociensBane MoXe J1a BKIFOYBA
poBepsiBaHe Ha nep(dy3usaTa Ha ONTHYHHS JUCK W TOHOMETpus. TpsOBa j1a Ma Ha pasnoioKeHUE
CTEpHITHO 00OpYBaHe 3a MapareHTe3a Ipyu HeoOX0AUMOCT.

Cren uHTpaBUTpEATHO MHKEKTUPaHe MAlMeHTHTE TPsIOBa 1a c€ MHCTPYKTUPAT Ja ChoOIaBat
He3a0aBHO 3a BCIKAKBH CUMIITOMH, HACOYBAIIH KbM SHIO(PTAIMHT (HaIp. O0JIKa B OKOTO,
3auepBsBaHe Ha OKOTO, (h0TO(OOUS, 3aMBIJICHO 3PCHHUE).

Bcexn hnakon TpsOBa 1a ce U3I03Ba 3a JJeUeHHE CaMO Ha €THO OKO. MHOTOKpATHO Tprilarane Ha
JI03M OT eTuH (PIIakoH MOXKE J]a YBEIMYIHN PUCKA OT 3aMbpPCsABaHe U IMOCIEABAIIa HHPEKITHS.

OnakoHBT ChABPIKA MOBEYE OT MPENOpbUNTENHATa 032 2 My adaubepLent (eKBUBaJICHTHH Ha

0,05 ml nHxeKMOHeH pa3TBoOp). M3mon3BaeMusT 00eM Ha (iakoHa € KOJIMYeCTBOTO, KOETO MOXKeE Aa
ce JOCTaBM OT HETO, M HE € TIpeaHasHaueH aa Obae n3moia3Bad HambiaHo. 3a Afiveg dmakon
H3IT0I3BaeMHAT 00eM e Hait-manko 0,1 ml. M3IuIHOTO KOJIHYeCTBO TPAGBA 1a ce OTCTPAHHU Mpeau
HH)KEeKTHPaHe Ha NMPenopbYnTeIHATA 103a (BX. TOUKa 6.6).

NmxekTupaHeTo Ha menus o0eM Ha (GIiakoHa MOXKE JIa TOBEJE 10 MPE03UpaHe. 3a 1a Ce OTCTPAHSIT
BB3YIIHATE MEXypUueTa 3a€HO ¢ U3JIHIIHUSA JIEKAPCTBEH MPOIYKT, 0aBHO HATHCHETE OyTAI0TO,
JIOKaTO TUIOCKHS ph0 Ha OyTajaoTo ce U3paBHHU C JInHUATA, oTOensBBaia 0,05 ml, Ha cipuHIIOBKATa
(exBuBanentHo Ha 0,05 ml, T.e. 2 mg adgumbeprient) (Bx. Touka 4.9 1 6.6).

Cren vHXXeKTUpaHe HEM3IOI3BaHUS MIPOAYKT TPIOBa Ja ce U3XBBPIIH.
3a paboTa ¢ neKapcTBEHUS MPOIYKT PN PUIIOKEHNE, BIDKTE TOUKa 6.6.
4.3 IIporuBomoxka3aHus

CBpBX4yBCTBUTEIIHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT IIOMOIIHUTE BEIICCTBA, H30POCHH
B TOUYKa 6.1. AKTHMBHA OYHA WJIM OKOJIOOYHA MH(EKIIUS WK CbMHEHUE 32 TaKaBa.
AKTHBHO TE€XKO BETPEOYHO BH3MaJICHHE.

4.4 CrnenuajaHu npexynpe:xIeHus U NpeANa3sHi MepKH NpU ynorpeda

[Ipocaenumoct
3a 51a ce moA00py MPOCISAUMOCTTA Ha OMOJIOTMUHUTE JICKAPCTBEHH MPOIYKTH, UMETO U HaPTUIHUAT

HOMEp Ha MPUJIOKEHUS MPOTYKT TPsIOBa SICHO Jla Ce 3amrcBar.

UHTpaBUTpeasHy peakuy, CBbP3aHU C MHKEKIUATA

WnTpaBuTpeasHuTe HHXEKLIUH, BKIIOUYUTETHO Te3u ¢ agaubepLent, ce CBbp3Bar ¢ eHA0(TaIMUT,
BBTPEOYHO Bb3MAICHUE, PErMAaTOICHHO OTJICTIBAHE HA PETHHATA, pa3KbCBAHE HA PETUHATA U
SATPOTeHHA TpaBMaTH4YHa KaTtapakTa (BkK. Touka 4.8). [Ipu npunarane va Afiveg Bunaru TpsoBa aa ce
W3IO3BAT MOJIXOSAIIN ACCTITHYHN TEXHUKU Ha MHXKEKTHpaHe. B nombiHeHne, nanyueHTuTe Tpsiosa na
ce MpocieAsBaT npe3 ceAMUIaTa cliel MHXEKTUPAHETO, KOeTO O MO3BOJIMIIO PAaHHO JICUCHHE, aKO
Bb3HUKHE HH(pekus. [lanrenTure TpsiOBa 1a ObaT MHCTPYKTUPAHHU Ja ChOOIIAaBaT He3a0aBHO 3a
BCSIKAKBH CIMIITOMH, HACOYBAIIH KbM €HJIOPTAIMHT HIIH HIKOE OT IOCOYCHUTE MO-TOPE CHOUTHSI.

@OnakoHBT ChABPIKA OBEUE OT NMPENOopbUNTENHAaTa 032 2 My adauldepLent (eKBUBaJICHTHH Ha

0,05 ml). M3numHoTO KONMM4ecTBO TpsIOBa Ja ce OTCTPaHU Mpeau MpUIoKeHue (Bk. Touka 4.2 u 6.6).
[loBuieHns Ha BBTPEOYHOTO HAJISTAHE ca HAOIIOJaBaHU B paMKHUTE Ha 60 MUHYTH cie[
MHTPaBUTPEATHOTO WHXEKTUPAHE, BKIIOYUTEIHO ¢ adumbeprient (BX. Touka 4.8). Crieruaaau
Mpearna3Hd MEpKU ca HeOOXOAMMH MPH MALMEHTH ¢ HeA0Ope KOHTPOIMpaHa riaaykoMa (J1a He ce
WHXeKTupa adaubepuent, 10KaTo BbTPeoyHOTO Hajsrane € > 30 mmHg). Eto 3amo npu Bcuuku
ciydau TpsOBa Jia ce POCIEsIBAT M Ja Ce JIEKYBAT 1O TOAXO/ISII HAYHH KaKTO BETPEOYHOTO
HaJIITaHe, Taka U nepQy3usTa Ha ONTUYHUS JTUCK.
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HNmMyHOreHHoct
Tt kaTo € TepareBTHYEH MPOTEHH, TIPH aQIHOSPIIENT CHIECTBYBA BEPOSTHOCT 38 HMYHOTCHHOCT

(Bk. Touka 4.8). [lanimenture TpsiOBa Aa ObIAT MHCTPYKTUPAHU Ja CHOOIIABAT 32 BCAKAKBY MMPU3HAIIH
WM CUIMIITOMH Ha BETPEOYHO BB3MANICHHE, HATIp. 00Jika, porododus uiu 3auepBsBaHe, KOETO MOXKE
Jla € KIIMHUYEH MTPHU3HAK, O0SICHUM ChC CBPHXUYBCTBUTEIHOCT.

Cucremnn edexTn

CuCTeMHH HEXEeJIaH! CHOUTHSI, BKIFOUNTEITHO U3BHHOUHHM KPHBOU3IIMBY M apTEPUATHU
TPOMOOEMOOJUYHN CHOUTHS, Ca ChOOIABAHU CJIC/I MHTPABUTPEAITHO MHKCKTUPAHE HA HHXUOUTOPH Ha
VEGF u nma TeopeTndeH prcK, 4e Te MOXe J1a ca CBhp3aHu ¢ mHxuoOupaneTo Ha VEGF. lma
OTpaHWYCHH TaHHHU 3a Oe30macHoCTTa IMpH JiedeHue Ha manuentu ¢ OL[PB, OPPB, IME wiu
muonnyHa XHB ¢ anamHe3a 3a MHCYNT WU MPEXOJHA UCXEMUYHH aTaKH, KaKTO U 3a HH(APKT Ha
MHUOKap/ia B paMKUTE Ha MOceaHuTe 6 Mecena. TakuBa manueHTy TpsiOBa Ja ce JISKYBaT C MOBUIIICHO
BHUMaHHE.

[Hpyru
KaxTo npu npyrure unatpaButpeanan antu-VEGF nedenus 3a BJIM, OLIPB, OPPB, IME u
muonnuHa XHB, B cuna ca u clieJHUTE TOJIOKECHUS:

e besomacHOCTTa M e(pMKAaCHOCTTA Ha JIeYeHUETo ¢ aguubeplent, Npuiiarad €THOBPEMEHHO U Ha
JIBETE OYH, HE Ca MPOYYBAHU CHUCTEMATHYHO (BXK. Touka 5.1). AKo OMIIaTepaTHOTO JIeUeHHE ce
MPOBEXK/A TIO €THO M CHIIO0 BpEME, TOBA MOKE J]a IOBEJIE /10 MTOBUIICHA CUCTEMHA EKCIIO3HLINS,
KOC€TO MOX€E J1a MOBUIIIN PUCKA OT CUCTEMHU HCKCITIaHH C'L6I/ITI/ISI.

e EnHoBpeMeHHa ynotpeba ¢ apyru anTH-VEGF (cbh1oB enmoTeneH pactexer dakrop). Jluncear
JaHHM 33 €JHOBPEMEHHOTO M3MoJI3BaHe Ha aprmubeprent ¢ npyru antu-VEGF nekapctBenn
MPOAYKTH (32 CHCTEMHO HJIM BBTPEOUHO IPUIIOKEHHE).

e PuckoBute (haKTOpH, CBbP3aHU C PA3BUTHETO Ha Pa3KbCBAHE HA MUTMEHTHHUS €IIUTEI Ha peTUHATa
cinen antu-VEGF Tepanus 3a Binaxkna BJIM, BriIroYBaT 0OIIHMPHO W/WJIM BUCOKO OTJICIIBAHE HA
MUTMEHTHUS €MUTEN Ha petuHarta. [1pu 3amouBane Ha Tepanus ¢ agaudeprent ¢ HeoOX0auMo
MOBUIICHO BHUMAHHUE MPH NAllMEHTH C T€3U PUCKOBU (aKTOPH 3a pa3KbCBAHE HA TUTMEHTHHUS
eTHTeN Ha PeTHHATA.

e Jleuenuero TpsiOBa 1a ObJie MPEYCTAHOBEHO NPU IMALMEHTH C PErMATOTEHHO OTJIETIBaHE Ha
peTHHAaTa WIK CTaaui 3 win 4 MaKyJIHU TyTKH.

e B cnyyaii Ha pa3KbCcBaHe Ha pEeTHHATA, IPUIIOKEHUETO Ha Jlo3aTa TpsiOBa Jia ObJie MPEeKpaTeHo 1
JICUEHHETO He TPAOBa J1a ce Bb30OHOBSBA MIPEIH a1€KBATHO BH3CTAHOBABAaHE HA PAa3KbCBAHETO.

e Jlo3ara He TpAOBa Ja ce Mpuiara u JICYCHUETO He TPsOBa j1a ce Bb300OHOBSBA MO-PAHO OT
CJICABALIOTO IUIAHUPAHO NMPUJIOKEHUE B CITydal Ha:

O HaMaisBaHe Ha Hai-IoOpe Kopurupanata 3puteinna ocrpora (BCVA) ¢ >30 Oyksu B
CpaBHEHHME C MOCJIeHATa OLEHKA Ha 3pUTEIHAaTa OCTPOTa

o cyOpeTuHamHa XeMoparusi, BKJIIOYBalla HEHThpa Ha GoBesiTa, UM, aKO pa3MepbT Ha
KpbBOU3IMBa € >50% OT o0 pa3Mep Ha JIe3UsAITa.

e Jlo3ara He TpsOBa Ja ce Mpuiiara B paMKUTE Ha IPEAXOAHNATE WM ClieABauTe 28 IHHU, B CIydai
HAa U3BBPIICHA WU IJIAHUPAHA BETPEOYHA XUPYPIUYHA UHTCPBEHIIMSL.

o Adumubepuent He TpsOBa J1a ce U3MOI3Ba [0 BpeMe Ha OPEMEHHOCT, OCBEH aKo MOTeHIIMATHATA
M0J13a HEe HaAXBBPJIIs MOTEHIIMAIHUS PUCK 3a IU10/a (BXK. Touka 4.6).

e JKeHnu c gereponeH noTeHIMaN TpAOBa Ja U30N3BaT e(heKTUBHA KOHTPALIEIIIMS 110 BpeMe Ha
JiedeHre U Hali-MaJIko 3 Mecella cliel MOCIeJHOTO HHTPaBUTPEATHO HHKEKTHPaHEe Ha
adubepient (BXK. Touka 4.6).

e lIma orpaHWYeH OMHWT C JieueHneTo Ha manuenTu ¢ ucxemmana OLIPB u OPPB. [Ipu namuenTu ¢
KJIMHUYHY TpU3HAIK Ha HeoOpaTHMa UCXeMHUYHa 3ary0a Ha 3puTenHaTa QyHKIHS JIeUeHne He ce
MpernopbyBa.

Ilonymamuu ¢ orpaHudeHN JaHHA

Wwma orpanuder onuT ¢ JedeHneto Ha manuentu ¢ JJME Bciencreue Ha nuadet Tumn | wmm mpu
narmenTy ¢ nuabdet ¢ HbAlc nan 12% wim nponudepatiBaa quadeTHa peTHHONATHSI.

Admubeprient He € MPOyYBaH NPH NMAIMEHTH C AKTUBHHU CUCTEMHU UH(EKITUN HITH MIPH MMAIUEHTH ChC
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CHITHTCTBAIIY OYHH HAPYIICHHUS KAaTO OTJIETIBAHE HA PETHHATA WM MaKyiHa aynka. OCBeH ToBa HsIMa
OIHT C JieueHre ¢ ahaudeprenT npy NarueHTy ¢ 1uabeT ¢ HeKOHTPOJIMpaHa XUIepToHus. Ta3u nurca
Ha uH(OpMarus TpsOBa Aa ce UMa MPEIBU OT JISKaps MPH JICUCHNE Ha TaKKWBAa MAIlMCHTH.

Hsma omut nipu nevenne Ha Muonmaaa XHB ¢ admmbeprienT npu maryueHTH, KOUTO HE ca OT a3HaTCKH
MIPOM3XO/I, MAIIMEHTH KOUTO MPEH ca OWIM MOJI0KEHU Ha JieueHue Ha MuonuuHa XHB u narnuenTtu ¢
excTpadoBeanHu Ie3uH.

Hudopmaiius 3a MOMOITHKUTE BEIECTBA
ToBa eKapcTBO ChABPIKa MO-Mako oT 1 mmol Hatpwuii (23 mQ) Ha 1030Ba eIUHHMIIA, T.€. MOXKE J1a Ce
KaXke, 4e MPAKTUIECKH HE ChIbpIKa HATPHH,

45 B3aumopeiicTBHE C APYTH JeKAPCTBEHHN MPOAYKTH U APYru (JOPMH HA B3aUMOJIeiiCTBIE
He ca npoBexaanu mpoy4BaHus 3a B3aUMOJCHCTBUSITA.

EnHOBpeMEeHHOTO TpriokeHue Ha ¢oromurHamuyna tepanust (PDT) ¢ Bepremnopdun u adnubepiient
HE € POYYBaHO U MO Ta3W MPUYMHA HE € YCTAHOBEH Npodui Ha 6€30MacHOCT.

4.6 @epTHANTET, DPEeMEHHOCT U KbpMeHe

Kenu ¢ ieTepoieH NOTeHIMAT

JKenute ¢ neTepojicH MOTEHIMAI TPIOBa Ja U3IM0JI3BaT e()eKTUBHA KOHTPAIICTIIIUS 110 BpeMe Ha
JIieUeHHE ¥ Hali-Maliko 3 Mecela ciie]] MOCIeTHOTO HHTPABUTPEATHO HHXKEKTHPaHe Ha ahuudepuent
(Bk. Touka 4.4).

bpemennocr
Jluncear manHu 3a ynorpedata Ha agrubeprienT npu OpeMEeHHH JKEHH.

[TpoyuBaHusTa IPU KUBOTHH TIOKA3BAT eMOpHO-(eTaHa TOKCHYHOCT (BXK. TOUKa 5.3).

B’LHpeKI/I Ue€ CUCTCMHATa CKCIIO3ULUA CJIC OUYHO PHUITIOKCHNUE € MHOI'O HHCKA, a(l)J'II/I6€pI_I€HT HC
Tp$I6Ba Jla C€ MU3I10JI3Ba 110 BPpEME Ha 6peMeHHOCT, OCBCH aKO IMOTCHIMAJIHATA 110J13a HEC HAAXBBPJIA
NMOTCHUIMAJIHUA PUCK 3a IIOJA.

Kepmene
Bb3 ocHOBa Ha MHOT'O OTPaHUYCHH JaHHU NIPU X0pa, ahaudepIient Moxe /1a ce eKCKpEeTHpa B KbpMaTa

B HUCKH HUBA. A(IMOepLenT € TojisiMa MPOTEeNHOBA MOJIEKYJIa U KOJIMYECTBOTO Ha JIEKapCTBOTO,
abcopOupaHo MpH KbpMaUeTo, ce 04akBa Aa Obae MUHUMaIHO. Edextute Ha adnmbeprent BEpXy
KbPMEHO HOBOPOJICHO/KbPMAUETO HE Ca W3BECTHH.

Karo npeamna3sna Msipka, He ce penopbyBa KbpPMEHe 0 BpeMme Ha ynoTtpebara Ha Afiveg.

deprunurer
PesynraruTe OT mpoy4BaHUATA TPY )KUBOTHH C BUCOKA CHCTEMHA €KCITO3UITUS TIOKa3BaT, 4e

adubepIienT MOXe 1a HapyIIu GEepTHINTETa U IIPH MBXXKHUTE, U TIPH )KEHCKUTE (BXK. Touka 5.3).
[TogoOHu edexTn He ce 0UaKBaT ciie]l 0YHO MPHII0KEHHE ¢ MHOTO HUCKA CUCTEMHA €KCIIO3UIINSL.

4.7 EdexTn BbpXy ciocodHOCTTA 32 II0pUpPaHe U padoTa ¢ MAIIUHU

Wmxextupanero Ha adaubepLenT NOBIKsABA B MAJIKa CTEIIEH CIIOCOOHOCTTA 32 modupane u padoTa ¢
MAIlUHU, TIOPaAu Bb3MOXXHHY BPEMEHHHU 3pUTEIHU CMYLIEHUS, CBbP3aHU WINA C UHXKECKLIUATA, WIH C
ounwus npernen. [laimenture He TPAOBa Ma MOGUPAT WK J1a pPadOTST ¢ MAIIMHU, IOKATO 3pUTEITHATA
M QYHKIHSI HE C€ Bb3CTAHOBH B JJOCTAThUHA CTEIEH.



4.8 He:xenanu jekapcTBeHH peakuuu

PestoMe Ha npoduia Ha 6€30IMaCHOCT

IMomynanwmsra 3a 6e3onacHocT B ocemTe npoyuBanus ¢aza 1l ce cberon ot 06mio 3 102 manuentu. Ot
Tsx 2 501 manueHTH ca JeKyBaHH ¢ MPENOpPbYUTEIHATA 1032 OT 2 mg.

Cepro3HM OYHM HEXENaHH PEaKIy B U3CIEIBAaHOTO OKO, CBbP3aHHU C IIPOLEAypaTa Ha MH)KEKTUPAaHE,
ca BB3HUKHAIH MpH No-Majko oT 1 Ha 1 900 nHTpaBUTpeaTHn MHKEKIMH Ha adunOeplenT u ca
BKJTIOUBAJIH CJIENOTA, EHAO(PTAIMHUT, OTICTBaHE HAa peTHHATA, TPaBMAaTHYHA KaTapakTa, KaTapakra,
KPBBOU3IIMB B CTHKIOBUAHOTO TSUIO, OTJIETIBAHE HA CTHKJIOBHIHOTO TSUIO U IIOBUILICHO BHTPEOUHO
HajsTaHe (BX. Touka 4.4).

Haii-gyecto HaOmromaBaHUTEe HEXKEIaHHW JIEKAPCTBEHHW PEAKIUH (MpH Haii-manko 5% OT IManueHTHUTe,
nekyBaHu ¢ adaubepiient) ca KOHIOHKTHBaiHA xemoparus (25%), perunamna xemoparusi (11%),
HamasieHa 3purenHa octpora (11%), 6onka B okoto (10%), kaTapakra (8%), MOBUILIEHO BETPEOYHO
Hasnsirane (8%), oTyienBaHe Ha CTHKIOBUAHOTO TsUIO (7%) M MBTHHHH B CTHKIOBHIHOTO TsU10 (7%).

CHuchK Ha HEKEJIAHUTE JIEKAPCTBEHN PEAKIIMHU B TaOJIMYEH BUJL

JlananTe 3a 0€30MaCHOCT, OIHMCAHH TT0-A0JTy, BKJIIFOYBAT BCHUKU HEKEJIAHH JICKAPCTBEHH PEaKIUU OT
ocemrte mpoyuBanus ¢a3za |l mpu nokazanusara Bnaxkaa BJIM, OLIPB, OPPB, IME n Mmuormmuna XHB
C MpyueMJIMBa BEPOATHOCT 3a NPUINHHO-CJICACTBCHA BPB3Ka C NpoleaAypaTa Ha HHXXCKTUPAHE UIIN
JIEKapCTBEHUS MIPOIYKT.

Hexenanute nekapcTBEHH peakiiy ca N30pOCHH MO CHCTEMO-OpTaHeH KJlac U YeCTOTa C M3MOI3BaHe
Ha cJieHaTa KOHBEHIIHS:

MHoro uectu (>1/10), gectu (>1/100 no <1/10), Heuectu (>1/1 000 o <1/100), peaxu (>1/10 000 mo
<1/1 000), ¢ Hen3BeCcTHA YeCTOTa (OT HATMYHUTE TAaHHU HE MOYXeE J1a Ob/Ic HAapaBeHa OLCHKA).

B PaMKUTE Ha BCAKO I'pynrpPaHe 110 YC€CTOTA, HEKCIAHUTE JICKAPCTBECHU PCAKIIUHN Ca IPEACTABCHU B
HU3XOAAM pe 10 OTHOIICHUC HA TAXHATa CCPUO3HOCT.

Taoauna 1: Benyku cBbp3aHU € JICYEHUETO HEXKEIaH! JICKAPCTBEHU Peakiiy, ChOoOIIaBaHH PU
narueHTy B poyuBanust (aza Il (cOopHu qanHu ot npoyusanus ¢asa Il 3a mokazanusTa BuaxxHa
B/IM, OLIPB, OPPB, /JIME u muonmuna XHB) wiu o Bpeme Ha TOCTMapKETHHTOBOTO HAOIIO/ICHIE

CucremMo-opraseH Kjac YecroTa Hexenana peakuust
Hapymenns Ha uMyHHaTa MHoro yectu CBpBXUyBCTBUTEITHOCT***
cucremMa

Hapyumenusi Ha ounre MHoro yectn Hamarena 3putenna octpora,

Pernnanna xemoparus,
KoHronkTuBanna xemoparus,
Bonka B okoTO

Yectn Pa3kpcBaHe HAa MUTMEHTHHUS
eruTeN Ha peTUHaTa™,
OTnenBaHe Ha TUTMEHTHHSA
€MUTEeN Ha PETUHATA,
[erenepanys Ha peTHHATA,
KpbBOH3INB B CTBKIOBUIHOTO
tan0, Katapakra, Koptukanna
kaTtapakTta, Hykieapna
katapakTa, CyOKkarncymapHa
karapakTa, KopHeanna eposus,
Kopneanna abpasus,
[ToBuIIEHO BHTPEOUHO




Hajsrade, 3aMbIIICHO 3pEHHUE,
MBTHHHHU B CTHKIIOBHIHOTO
Tsu10, OTJICTIBaHE Ha
CTBHKIIOBUAHOTO Ts1110, boika Ha
MSICTOTO Ha WH)KEKTHpaHe,
VYcemane 3a 4ykJ10 TAJIO B
ouute, [loBuiiena
nmakpumanus, OTOK Ha
Kjenaya, XeMmoparus Ha
MSACTOTO Ha HHXEKTHUPaHE,
TouKoBHIEH KEPATHT,
KontonkTrBagHa Xumepemus,
OvyHa xunepemust

Heuectu Ennopranvut**, OrnenBane
Ha peTuHara, PazkbcBaHe Ha
perunata, Uput, YBeur,
Upunouuknut, [lTombTHSIBaHE
Ha nemarta, JlegexT Ha enurena
Ha poroBuuara, J[pazHeHe Ha
MSCTOTO Ha UH)KEKTUPAHE,
HeoOwuyaiino ycemiase B OKOTO,
Hpa3HeHe Ha Kienaya,
ITonmoxxutenen Tungam B
npenHaTa kamepa, OTOK Ha

porosuuara.

Penxu Crnenota, TpaBmaTnuHa
KaTtapakTa, Butpeur,
XUIonuoH

C Hem3BecTHa 4ecToTa Crurepur™***

*  Hapymenwusi, 3a KOUTO € U3BECTHO, Y€ ca CBbp3anu ¢ Bnaxkaa BJIM. HabmrogaBanu ca camo B

[poy4BaHus pu BiaxkHa B/IM.

Kynarypa nmosnoxureneH u KyJlTypa OTpHIareseH eHIo(taaMur.
*** Tlo BpeMe Ha NOCTMapKETHHIOBHUS MIEPUO/I, CHOOIIECHHS 32 CBPHXYYBCTBHTEITHOCT BKJIFOUUTEITHO
00puUB, CHPOEK, YPTUKAPHUS U OTACIHH CITydad Ha TEXXKH aHa(pHIaKTHIHN/aHA(DUITAKTONTHI PEaKIIH.
*¥%%% OT MOCTMapKETUHTOBH ChOOIICHUSI.

**

Onucanue na u36paHu Hedfcenarnu jlekapcmeernu peakyuu

B npoyuBanus daza |l npu naxkna B/IM, ce HaOmo1aBa NOBUIIIEHA YECTOTA HA KOHIOHKTHBATHA
XEeMOparus NpH NaueHTH, IpUeMalld aHTUTPOMOOTHYHH CpecTBa. Ta3u MOBHUILIEHA YECTOTa €
CpaBHUMa MEXIy MallMeHTHTE, JIEKyBaHU ¢ paHuOM3yMal u aduubdepient.

Aprepuannaute Tpomboemoonuunu crouts (ATC) ca HexenaHu CbOUTHSI, KOUTO ca TIOTEHIIMAIHO
CBBbp3aHH cbc cucTeMHO nHxnOupane Ha VEGF. CoiiecTByBa TeOpeTHUEH PUCK OT apTepUaIHU
TpoMOOEMOONUYHN CHOUTHS, BKIFOUUTEITHO MHCYIT U MHPAPKT HA MUOKap/a, cjie] HHTPAaBUTPEaTHO
npmiokeHue Ha naxuomuropu Ha VEGF.

Hucbk npoueHT Ha 3a0051€BaeMOCT OT apTepUaTHi TPOMOOEMOOIMYHN CHOUTHS € HAabJII01aBaH B
KIMHUYHNATE W3nuTBaHus ¢ adpimubepuent npu nanuenta ¢ BJAM, AIME, OPB u muonnuna XHB. Cpen
MOKa3aHMATA He € HaOJII01aBaHa ChIECTBEHA pa3iiMKa MEX Ly TpyNuTe, JEKyBaHH ¢ adudepLent u
CHOTBETHUTE CPABHUTEIHU TPYIIH.

Kakrto mpu BcHUKH TepaneBTUYHHU IPOTEHHH, IPU a(parOepUenT ChUIeCTBYBa BEPOIATHOCT 32
MMYHOT€HHOCT.

ChoO0II1aBaHe Ha MOJI03MPAHN HEWKEIIAHH PEAKIIUH

CpoOI11aBaHeTO Ha MMOJJO3UPAHN HEKEJIAaHH PEaKIIMK CIIe]] pa3pelaBaHe 3a ynorpeda Ha JIeKapCTBeHHUS
HPOIYKT € BayKHO. ToBa M03BOJISIBA /12 MPOABIDKKA HAOIOICHUETO HA ChOTHOIIIEHHETO TT0J13a/PUCK 32
JieKapCTBeHUsS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATUCTH CE U3UCKBA JIa ChOOIIABAT BCSKA
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MO/I03MPaHa HeXEIaHa PeaKIns Ype3 HAI[MOHAIHA CUCTeMa 3a ChOOIaBaHe, IOCOYCHA B
[punoxenune V.

4.9 IIpenosupane

B KJIMHWYHY M3MUATBAHUS ca U3TOI3BAHU JIO3H JI0 4 MJ Ha eTHOMECCYHU HHTEPBAIH U ca
Ha0II0/TaBaHU M30JIMPAHU CIydan Ha Ipeo3upaHe ¢ § mg.

[Ipeno3upanero ¢ Mo-royisiM 00eM Ha MHXEKTHPAHE MOXKE Ja IOBUIIINA BTPEOYHOTO Hajsrane. [1o
Ta3W MpUYNHA B CIIyYail Ha Mpero3upane TpsOBa [1a ce CIeN BTPEOTHOTO HATISATAaHEe U [Ia Ce 3all0YHe
MOIXOAAMLIO JICYeHHE, aK0O CE CUETe 32 HEOOXOMMO OT JIKyBaILuUs JieKap (BXK. Touka 6.0).

5. DOAPMAKOJIOI'MYHU CBOUCTBA

5.1 ddapmakoaMHAMUYHH CBOICTBa

dapmakoTepaneBTryHa rpyna: O(TaiMoNIOruyHu CpeJCcTBa, AHTHHEOBACKYIapU3HUpPaIlY CPEACTBA
ATC kox: SO1LAOS

Afiveg e 6uonornuHo moaodeH npoaykt. [loapobHa uHbOpMAaIHs € peIocTaBeHa Ha yebcaiita Ha
EBpomneiickaTa areHius 1o jJekapcrara https://www.ema.europa.eu.

Admubeprient e pekoMOMHAHTEH (Py3MOHEH MPOTEHNH, ChCTABEH OT YaCTH OT U3BHHKICTHYHHUTE
JOMEIHM Ha pelenTopH 1 1 2 3a 4OBEIIKH ChA0B eHaoTeneH pactexer paktop (VEGF), cepp3anu ¢
Fc-yactra Ha yoBemku IgGl.

AdnubeprienT e IpoU3Be/CH B KIIEThYHA JIMHKS OT SHYHUK Ha KuTakicku xamcrep (CHO) upes
pexomoOunanTHa JIHK TexHomorus.

A¢nubeprent neificTBa KaTo pa3TBOPUM peLenTop - "mpumMamka', koiTo ce cBbp3Ba ¢ VEGF-A n
PIGF ¢ no-Bucok ahuHHUTET, OTKOJIKOTO €CTECTBEHUTE UM PELENTOPH, KaTO 110 TO3W HAUYUH MOXKE J1a
WHXUOMpa CBBP3BAHETO U aKTUBHPAHETO Ha Te3U cXoAHu penentopu Ha VEGF.

MexaHu3bM Ha JIEHCTBUE

CoaoBust engoteseH pactexxer Gpakrop-A (VEGF-A) u mnanentaust pacrexen dakrop (PIGF) ca
yiieHOBe Ha cemeiicTBoTO Ha VEGF anrnorennure akropu, KOUTO MOTAT J1a AEHCTBAT KATO MOIITHU
MUTOTE€HHH, XeMOTAaKCUYHH U BIUSEIU BHPXY ChJIOBHS IEPMEA0OITUTET (PAKTOPH 3a EHIOTEITHHUTE
knetku. VEGF geiictBa upes ase pernientopuu tupo3us kuHasu, VEGFR-1 u VEGFR-2, na
MOBBPXHOCTTA Ha eHpoTeanuTe Kietku. PIGF ce cBbp3Ba camo ¢ VEGFR-1, koiiTo ce Hamupa ChIIio 1
10 MOBBPXHOCTTA Ha JIeBKoLuTHTE. [IpekoMepHOTO akTUBUpaHe Ha Te3u penentopu oT VEGF-A moxe
Jla T0BeIe JI0 MaTOJOrMYHa HEOBACKYIapHu3alys 1 pekoMepHa ch/1oBa npormyckimBocT. PIGF moxe
na 6b1e cunepruct Ha VEGF-A B Te3u mporiecu, a OCBEH TOBa € U3BECTHO, Y€ cIioMara 3a
JIEBKOLIUTHATa MHOUITPALHS U ChIOBOTO Bh3MAJICHHE.

dapmakoagMHAMUYHUA ehEKTH

Bnaosicna BIIM

Brnaxxnara BJIM ce xapakrepusupa ¢ maTojJoruyHa XxopougaaHa HeoBacKyaapuzanus (CNV).
N3tryaneTo Ha KpbB M TEYHOCT OT MATOJOTMYHATA XOPOHUJAJIHA HEOBACKYJIapU3aLlHsl MOXKE Jja
MPUYKHH 3a/1e0elIIBaHe MIIM OTOK Ha peTUHATa W/HIK CyO/MHTpapeTHHAIHA XeMOparus, Bojela 10
3ary0a Ha 3pUTelHa OCTPOTA.

[Tpn manmenTy, neKyBaHu ¢ ahpaudepLenT (e1Ha HHXKEKIUSI MECEYHO 3a TPHU IOCIIeJOBAaTEIHN Mecela,
MOCJIEZIBAHO OT €/THa MHXKEKIIMS Ha BCEKH 2 Mecena), nedenraara Ha neHTpaitaara petuHa [CRT]
HamalsiBa CKOpO CJIe/ 3all0YBaHE Ha JICUEHUETO, a CPeAHUAT pa3Mmep Ha ne3usita ¢ CNV namanssa B
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CHOTBETCTBHE C PE3YJITaTUTE, HAOII0JaBaHK [IPH JieUueHue ¢ paHnOu3zymab 0,5 mg Bceku Mecell.

B npoyuBaneto VIEW1 uma cpeann namanenust Ha CRT mpu onTHyHO-KOXepeHTHa ToMorpadus
(OCT) (cpotBetHO -130 1 -129 MukpoHa B ceamuiia 52 3a rpymnurte Ha JedeHue ¢ agaubdeprient 2 Mg
Ha BCEKH JIBa Mecella 1 pannom3ymab 0,5 mg Bcexu mecen). M B 52-ta ceamuiia B IpOyIBaHETO
VIEW?2 uma cpennu Hamanenusi B CRT mpu OCT (cvorBeTHO -149 1 -139 MuKpoHa 3a rpynure Ha
neudenne ¢ adubepuent 2 Mg Ha BCEKH J1Ba Mecela U panuou3ymad 0,5 mg Bceku mecen).
Hamanennero Ha pasmepa Ha CNV u Ha CRT obuuaiino ce 3aappikat u Ipe3 BTopaTa ToauHa Ha
MPOYYBAHUITA.

[IpoyuBanero ALTAIR e nmpoBeneHo npu manMeHTH AMOHIHN ¢ HelleKyBaHa Biakaa B/IM u mokazpa
Mo0OHU pe3yiTaTy ¢ Te3u oT mpoyuBaHusaTa VIEW, ¢ mpunarane Ha 3 mbpBOHAYAITHU €KEMECEUHHU
WHXKeKUIWH adaubeprent 2 mg, mocieABaHu OT €AHa HHXEKIHUA CIIe] Olle 2 Mecela U Clel] TOBa
IIPOABIDKABAHE C PEXKUM Ha JICUCHHE U yIbJDKABAHE ¢ IPOMEHJIMBU MHTEPBAIH (2-CeAMUYHU UK 4-
CeIMHUYHH KOPEKLNH) A0 MAKCUMYM 16-CeIMUUEH HHTEPBAJI ChIVIACHO NPEABAPUTEIHO ONPEACICHU
kputepun. B cenqmuia 52 nma cpeHo HamaneHue Ha nqebennaTa Ha neHrpainata peruna (CRT) npu
OCT ¢ -134,4 u -126,1 MuKpoHa CHOTBETHO 3a Tpylnara Ha 2-ceIMUYHA KOPEKIMS 1 3a TpymnaTa Ha 4-
cenmuyHa Kopekius. [IponeHTsT Ha manmenTute 6e3 TeqnocT npu OCT B ceamuma 52 € ChOTBETHO
68,3% u 69,1% B rpynute ¢ 2- u 4-cenmuunu kopekuun. Hamanenuero na CRT B moBeuero ciyuau ce
3arasBa 4 B JIBETE€ paMeHa Ha JIeueHue Mpe3 BropaTa rojuHa Ha npoyuBaneto ALTAIR.

[IpoyuBaneto ARIES e mpennazHadueHo na u3cieaBa He Mo-MankaTa e(hUuKacHOCT Ha JISYeHHEe U
IpoIb/DKaBaHE HA CXeMaTa Ha mpuiiarate Ha adaubepuent 2 mg, 3al04HATO BEAHAra cjel pujiaraHe
Ha 3 MIbpBOHAYAIHU MECCUHU MHIXCKIUHN U €1HA JOIIBJIHUTCIIHA MHKXCKIUA CIIC 2 Mecena Cripsmo
JieYyeHHe ¥ IPOABJDKABaHE HA CXeMaTa Ha IIpUiIarane, 3all04HaTo CJIe €AHOTOUIIHO JIeueHHe. 3a
ManUeHTH, KOUTO C€ HYKAAAT OT IIpujiaraHe nmo-4€CcTo oT Q8 IMOHC BCIHBXK B XO4a HA ITPOYYBAHETO,
CRT octaBa mo-Bucok, Ho cpeHoTo HamaneHue Ha CRT ot uzxogHoTo HUBO J10 ceamuna 104 e -
160,4 mukpoHa, Mo100HO HA MAIMEHTHUTE, JIeKyBaH! Ha Q8 HMITH MO-peKN HHTEPBAITH.

Omox na maxyaama écaeocmsue na OL{PB u OPPB

[Tpu OLIPB u OPPB ce noxy4aBa ncxemusi Ha peTHHATa U TS JaBa CUTHAI 332 OCBOOOXKIaBaHETO Ha
VEGF, xoiiTo Ha cBoii peJ] JecTabuIn3upa 3IpaBUTe BPB3KU H CTUMYJIHpa MponudepanusTa Ha
engotenHu kiaeTku. OcBoboxmaBaneTo Ha VEGF e cBBbp3aHO ¢ yCIOKHEHHS KaTO HapyIllaBaHE Ha
KpBbBHO-PETHHHATA Oapuepa, yBeJIMUeH ChI0B IIepMeaduInTeT, OTOK Ha peTHHATa U
HEOBaCKyJIapu3alys.

IIpu naumenTy, 1eKyBaHu ¢ 6 TOCIEAOBATEIHH MECEUHN MHXEeKIMK aduudepuent 2 mg e
HabJr01aBaH CHOTBETCTBAIL, OBbP3 U CHIIEH MOP(OJIOTUIEH OTTOBOP (KOETO € OTYETEHO ¢ OA0OpEeHHUs
B cpeanara CRT). B cenmuiia 24 nmonmxenuneto B CRT e craructuyecku MpeBb3X0KIAII0 B
cpaBHeHHE ¢ KoHTposarta u B Tpute npoyuBanus (COPERNICUS mpu OLIPB: -457 cpemty -145
MukpoHa; GALILEO npu OLIPB: -449 cpemy -169 mukpona; VIBRANT npu OPPB: -280 cpemry -
128 mukpona).ToBa HamasieHue oT u3xoaHoTo HUBO B CRT ce moaappika 0 Kpast Ha BCSIKO
npoyuBane, ceamuia 100 8 COPERNICUS, ceamuiia 76 8 GALILEO u ceamuna 52 ss VIBRANT.

Huabemen maxynen edem

I[I/Ia6eTHI/I$[T MaKyJICH €IEM € CIICACTBUC OT ,Z[I/Ia6eTHaTa PETHUHONATHA U CE XapaKTCpU3rpa ¢ IOBUIICH
ChJA0B HepMCa6I/IJ'II/ITeT " YBPCIKAAHC HAa PETUHHUTEC KAlIUJIAPH, KOCTO MOXKC 1a 1OBEAC 10 3ary6a Ha
3pUTCIIHA OCTPOTA.

[Ipu nanuenTw, iekyBaHu ¢ adIrOEPIIETIT, [IOBEYETO OT KOUTO ca OWITN KIIACU(UIMPAHU KaTo
naiueHTu ¢ nuadet tui I, ce HabmronaBa ObP3 U CTa0KMJICH OTIOBOP IO OTHOIIEHHE HAa MOP(OJIOrUsITa
(CRT, nuBo no DRSS).

B npoyusanusTta VIVIDPME n VISTAPME ¢ na6imroaBano cTaTUCTUYIECKH 3HAYMMO MO-TOJISIMO
cpeano Hamasienue B CRT oT u3XoHUTE CTOWHOCTH JI0 ceaMHuIIa 52 TpH MalUEHTH JICKYBaHHU C
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aguOepLENT B CPaBHEHHE C JIa3ePHO KOHTPOJUPAHUTE, ChOTBETHO -192,4 1 -183,1 MukpoHa 3a
rpynure ¢ agumoeprent 2Q8 u choTBeTHO -66,2 1 -73,3 MUKpOHa 32 KOHTPOJHUTE rpynu. B cenmuria
100 namanenuero e noaabpxkano ¢ -195,8 u -191,1 Mukpona 3a rpynure ¢ admaudeprent 2Q8 u ¢ -
85,7 1 -83,9 MUKpOHA 3a KOHTPOJIHUTE IPyIH, ChOTBETHO B npoyusanusaTa VIVIDPME p VISTAPME,

Hanpagsena e onienka, mokassaiua nogodpenue ¢ > 2 crbnku B DRSS mo npensaputenHo yrouneH
naund BbB VIVIDPME 4 VISTAPME, Crenenta na npomsina B ckopa o DRSS e usmepena npu 73,7%
ot nanuenture BbB VIVID PME 11 98.3% ot nanmentute BB VISTAPME, B cenmuna 52, 27,7% u
29,1% ot rpymnute ¢ apnmbepuent 2Q8, u 7,5% u 14,3% oT KOHTPOJIHUTE TPYIH Ca UMATTU
nonobpenue ¢ > 2 creiku B DRSS. B cenqmuna 100 chorBeTHUTE NporieHTH ca Owu 32,6% u 37,1%
ot rpynute ¢ admubeprent 2Q8, u 8,2% u 15,6% 0T KOHTPONHUTE TPYITH.

[Ipoyusaneto VIOLET cpaBHsiBa TpH pa3M4HU CXeMHU Ha puiIarane Ha aguuodepuent 2 mg 3a
nedenue Ha JIME ciren Hail-Manko eHa ToauHa JiedeHue ¢ GuKCHpaHd HHTEPBAJIH, KaTo JICUSHUETO €
3aI0YHATO C 5 TTOCTIeI0OBaTeIHU MECEUHH JIO3H, MTOCIIEIBAaHN OT IIpHUjlaraHe Ha Bcekn 2 mMecera. B
ceamuna 52 u cenmuna 100 oT mpoy4YBaHETO, T.€. BTOPa U TPETA FOJIMHA OT JICYCHUETO, CPEITHUTE
npoMenu B CRT ca kmuHUYHO 1o00HH 32 jieueHue U npoabkaBane (2T&E), cnopen nyxaurte (pro
re nata (2PRN)) u 2Q8, crotBeTHO -2,1; 2,2 1 -18,8 MukpoHna B cenmuria 52, u 2,3; -13,9 u -15,5
mukpona B ceamunia 100.

Muonuuna xopouoanna Heo8acKyIapu3ayusl

MpuonuyHara XopouaiHa HeoBacKyinapu3anus (MuonuuHa XHB) e yecta npuynHa 3a 3ary6a Ha
3pEHHE IIPU Bb3PACTHHU C IIATOJIOTMYHA MUONHUsA. Ts ce pa3BUBa KaTO MEXaHU3bM 3a 3apacTBaHE Ha
paHu, BCIEACTBHE Ha pyNTypu Ha MemOpaHaTa Ha Bruch u npeacrasinsiBa Hali-uecToTo chOUTHE,
3acTpallaBalio 3pEHUETO, IIPU NaTOJIOTMYHA MUOIIHS.

[Ipu manmenTw, nekyBanu ¢ adgmudeprent B mpoyuBaneTro MYRROR (emna urxkeKIus, MpUIIOKeHa B
HA4YaJI0TO Ha TepanusiTa, C JOI'BJIHUTEITHN HHXEKINH, IPUJIaraHy B clydail Ha EepCUCTUPaHE Ha
3aboisaBaneTo wim petuans), CRT HamansBa CKopo clie]] 3ar04YBaHe Ha JICYCHUETO B 10132 Ha
admubepuent B ceamuna 24 (-79 MukpoHa u -4 MUKpPOHA, CbOTBETHO, 3a TpyIara 3a JICUeHHE C
adumbepuenTt 2 mg U 3a KOHTPOJIHATA IPyla), KaTo ce 3amas3pa 10 ceamuna 48.

B nonbnHeHue, cpeauust pasmep Ha XHB ne3us namanssa.

Kinnununga edukacHOCT M 6€301aCHOCT

Bnaxcna B/JIM

BbezonacHocrTa 1 eprkacHoCTTA Ha adIMOEPLEIT Ca OLICHEH! B IBE PaHAOMHU3HPaHH,
MHOT'OLIEHTPOBH, IBOMHO-CJIENN, AKTUBHO-KOHTPOJIMPaHU NPOYYBaHUs [IPU NALUEHTH ¢ BiaxHa B/IM
(VIEW1 u VIEW2) ¢ 061110 2 412 narueHTa JeKyBaHH U oleHsBanu 3a edukacuoct (1 817 ¢
aduubepiienT). Br3pacrra Ha manueHTHTE Bapupa Mex Iy 49 u 99 roaunu, cpeaHo 76 roaunu. B tesu
KIMHUYHY TIpoy4uBaHust, npuonausutenno §9% (1 616/1 817) ot nanueHTHTE, paHAOMHU3HPAHHU 32
nedyenue ¢ adumbeplent ca OuwiM Ha Bb3pacT 65 roJinHN WiIK M0-Bb3pacTHH, U prOIu3uTeHo 63% (1
139/1 817) ca Ounu Ha BB3pacT 75 roMHY WM O-BB3PACTHU. BBB BCAKO MpoyyYBaHe MaIllMEHTUTE Ca
pannomMusupanu B ceoTHOmeHue 1:1:1:1 Ha 1 ot 4 cxemu Ha npuaraHe:

1) ApmmbepuenT, npuinaras Mo 2 My Ha BCEKU 8 ceIMULIM ciiel 3 ITbPBOHAYATHH SKEMECCUHHU JI03U
(agmmmbepuent 2Q8);

2) Apmumbepuent, npuiiarad o 2 mg Ha Bceku 4 cenmunu (adaudepuent 2Q4);

3) Admubepuent, npunarad mo 0,5 mg Ha Bcexn 4 ceamuru (adaubeprient 0,5Q4); u

4) paunOuzyma0, npuiarad no 0,5 mg na Bceku 4 cenmuriu (pannouzymat 0,5Q4).

Hpe3 BTOpaTa roaArHa Ha NPOYYBAHUATA, HAIUCHTUTC MPOABILKABAT Jid IOJydaBaT MmojiydaBat
IIbPBOHAYAJIHO paHAOMU3NpPaHaTa 1034, HO 110 MOJII/I(i)I/II_II/IpaHa CXEMa Ha npujiarai€, BOJACHa OT
OLICHKATa Ha PE3yJITATUTEC 1O OTHOLICHUC HAa 3pCHUCTO U aHATOMUYHATA HAXO0/lKa C I[e(l)I/IHI/IpaH oo
MMPOTOKOJ MaKCUMAJICH MHTCPBAJI HA IPpUJIAraHC OT 12 CCAMUIIN.
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U B nBeTe npoy4BaHMs MbPBUYHATA KpaliHa TOYKA 32 €PUKACHOCT € MPOLECHTHT NAIUCHTH B
MOMyJIAIKATA [0 MPOTOKOJI, KOUTO MOJABPKAT 3pEHUE, T.€. KaTo 3aryda Ha mo-mMajko ot 15 OykBu oT
3pUTENHATa OCTPOTA B CEMHIIA 52 COPSIMO U3XOAHOTO HHBO.

B npoyusane VIEW1 B cenmuma 52, 95,1% ot nanuentute B rpynara ¢ agymbdepuent 2Q8 mopubpxart
3penueTo B cpaBHeHHE ¢ 94,4% oT nauueHTuTe B rpynara ¢ panuouzymab 0,5Q4.

B npoyuBane VIEW?2 B cenmuna 52, 95,6% ot nanuentute B rpynara ¢ adumbepuent 2Q8
MOIbPKAT 3PEHUETO B cpaBHEHHE ¢ 94,4% OT mareHTuTe B rpynara ¢ panuousymat 0,5Q4. B neete
poy4YBaHus, ahpIudepIenT e qoka3zaHa KaTo He M0-MaJiko e(prKacHa M KIMHUYHO EKBUBAJICHTHA HA
rpymnata ¢ panuouzymat 0,5Q4.

[TogpoOHM pe3ynTaTté OT KOMOMHUPAHHS aHAIN3 Ha JIBETE MPOYYBAHUS € TI0Ka3aH B Tabnuma 2 u
¢urypa 1 mo-momy.

Ta6auna 2: Pesynraru 3a epukacHocT B ceamuiia 52 (mbpBuUeH aHamu3) U ceamuna 96,
KOMOMHMpPaHU JaHHu OT npoyusanusta VIEW1 u VIEW2P

Pe3yarar 3a epuxacHocT Adpaubepuent 2Q87 Panubusymad 0,5Q4
(agmubepuent 2 Mg Ha BCEKH (pann6busyma6 0,5 mg Ha Beeku 4
8 cenmuru cien 3 HaYATHA CeAMMIIH)
€KEMECEUHH JJ03H) (N =595)
(N =607)
Cenmuria 52 Cenmuria 96 Cenmurna 52 Cenmua 96
CpenieH Opoii MHKEKIIUU OT 7,6 11,2 12,3 16,5
M3XOTHOTO HHUBO
CpeneH Opoii HHXKeKIUH (0T 4,2 4,7
ceamuia 52 10 96)
[pOLIECHT IAMEHTH ChC 3aryba < 15 95,33%D 92.42% 94,42% 91,60%
OykBH OT
13X01HOTO HUBO (PPSA)
Pasmuka® (95% JIN)" 0,9% 0,8%
(-1,7; 3,5)P (-2,3; 3,8)P
Cpeana npomsina B BCVA,
M3MepeHa upe3 OICHsIBaHE Ha 8,40 7,62 8,74 7,89
Oyksute no ETDRSA ot
M3XOTHOTO HUBO
Paznuka B LS cpenna npomsina -0,32 -0,25
(6yxsu o ETDRS)® (-1,87; 1,23) (-1,98; 1,49)
(95% JAN)"
[TpoIeHT MaIleHTH C 30,97% 33,44% 32,44% 31,60%
momobpenue > 15 OykBu OT
M3XO0THOTO HUBO
Pasmuka® (95% JIN)" -1,5% 1,8%
(-6,8; 3,8) (-3,5;7,1)

A BCVA: Haii-106pe Kopurapasa 3pureisa ocTpoTa
ETDRS: [IpoyuBane Ha paHHO JieueHne Ha auadetHa perunonatus (Early Treatment Diabetic

Retinopathy Study)

LS: Cpeanu CTOMHOCTH 110 METO/Ia HAa Hal-MaKuTe KBaapartu, noiaydend or ANCOVA PPS: no

IIPOTOKOJI

5 Ilanara ananusupana nonynanus (Full Analysis Set, FAS), npeHacsHe Ha JaHHUTE OT IIOCIEIHOTO

Habmoaenue (LOCF) 3a BCHYKH aHAIA3H ¢ U3KITIOUYCHHE HA MPOIICHTA MAIUEeHTH, IO TbP KAIIH
3pUTETHA OCTPOTA B CeIMHUIIa 52, KOeTo npeAcTasisiza PPS

B Pasnukara e croiiHOCTTa 3a Tpynara ¢ adhauOepuenT MUHYC CTOMHOCTTA 3a rpyIarta ¢ paHuou3ymao.

[lonoxwuTenHa cTOMHOCT € B MOJI3a Ha aduOepLenT.

s




D" Noseputenen unrepsan (JJ1), M349nCIeH upe3 HOPMATHO NPHOIMKEHHE

A Cnen 3amouBane Ha JIEYEHHE C TPU €KEMECEUHH J03H

E) JloBepurenen unrepan, nexain usnsio Hag -10%, nokassa He no-Manka e(UKacHOCT Ha
adubeprenT crpsMo paHuOn3ymMad



®urypa 1. CpenHa npoMsHa B 3pHTEIIHATA OCTPOTA OT U3XOJHOTO HUBO 10 ceamuiia 96 3a
KOMOHMHUpAHUTE JaHHU OT npoy4sanusrta Viewl u View2

CpefiHa NpoOMAHA B 3puTenHaTa
octpora (Bykem)

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
—{— Adnubepuent 2 mg Q8 cenMuLn @ Panubnaymab 0.5 mg Q4 cegmuum

[Tpu xkomMOuHMpan ananu3 Ha ganaute oT VIEW1 u VIEW2, adhmubepuent mokassa KIMHUYHO
3HAYUMH TIPOMEHH OT U3XOHOTO HMBO B IPEIBAPUTEIHO JeHHUpAHATa BTOPUYHA KpaliHa TOYKa 3a
e(hMKacHOCT, M3MEPEHU Ype3 BhIPOCHHUK 3a 3puTeiiHaTa GpyHkius Ha Harmonanaus odraiMonoruueH
urctutyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 KITUHUYHO
3HAYUMH Pa3IMKU ¢ paHUMHU3yMa0. BenuurHaTa Ha Te3u MPOMEHH € 1M0100Ha Ha HabJIr01aBaHaTa B
MyOJIMKYBaHU MPOYYBaHMsSL, KOETO ChOTBETCTBA Ha MOA00PsIBAHE HA 3pEHUETO ¢ 15 OyKBH NpW Hali-
no6pe kopurupana 3purenta ocrpora (Best Corrected Visual Acuity, BCVA).

I1pe3 Broparta roguHa Ha MPOYYBaHUATA, €(PUKACHOCTTA KATO IISUI0 C€ MOJIBbPIKA JI0 HOCIEHOTO
olleHsABaHE B cenMuIa 96, kato 2-4% OT mallMeHTUTe ca ce HY)KJIaesld OT BCHUKH WHKEKIUH Ha
MeceuHa 06a3a, a 1/3 oT mareHTHTe ca ce HyXK/aelld Hall-MaJIKo OT €IHa HHXKEKIMs C HHTepBaJ Ha
JICYEHUE OT CaMO €JJMH MeCell.

Hamanenuero Ha cpeHaTa IIIOII HA XOPOUJAIHA HEOBACKYyIapHU3alys € BUANMO BB BCHUKH JJO30BU
IPYyIU U B ABETE MPOYYBAHMS.

PesynraruTe 3a epuKkacHOCT BB BCUUKH OIICHSBAaHH MOATPYIH (HAIMp. Bb3PAacT, MO, paca, 3puTeliHa
OCTPOTa Ha U3XOAHO HUBO, BUJI HA JIE3UATA, Pa3MEp Ha JIE3UsITa) BbB BCSIKO MPOYYBaHE U IIPU
KOMOWHHMpaHMS aHaJIU3 Ca B ChOTBETCTBUE C PE3yATATUTE B LIEITUTE HOMYIaLlH.

ALTAIR e 96-ceqMiu4HO MHOTOIIEHTPOBO, PAHIOMHU3UPAHO, OTBOPEHO MPOyUYBaHe MpH 247 manueHTH
STIOHLIM C HelleKyBaHa BiakHa BJIM, npeaHa3HaueHo Aa oueHN e(UKaCHOCTTa U 0€30I1aCHOCTTa Ha
adumOeplenT ciel] 1Be pa3IniHy KOPEKIIMK Ha UHTepBaia (2-ceqMuyuHa U 4-ceJIMUYHA) TIPH PEKUM
Ha JIeYeHHE U yIbDKaBaHe.

Bceuuky naiuMeHTy mojy4aBar MeceuHu 103 adaubdepiient 2 My B MPoab/KeHUE Ha 3 Mecela,
TIOCJIEIBAHO OT €HA MHXKEKITUS CIIeN JOMBIHUTENICH 2-MeceueH nHTepBal. B cemmuria 16 maruenTuTe
ca pangomusupanu 1:1 B 1Be rpynu Ha edeHue: 1) aguubepuent, TIeYeHue U yIbDKaBaHe ¢ 2-
CeIMUYHU KOPEKIUH U 2) adiuOepIienT, ISUSHUE U yIbDKaBaHe ¢ 4-CeIMUYHU KOPEKIINH.

Y 1pIbKaBaHETO WK ChKpaIlaBaHETO Ha HHTEPBAJIA HA JICUCHUE € ONPEACIICHO Bh3 OCHOBA Ha
3pUTEITHU W/WIIN aHATOMUYHHU KPUTEPUH, OTIPEJIEIICHH C IPOTOKOJ, C MAKCUMAJICH MHTEPBAI OT 16
CeIMUIM 32 ABETE TPYIIH.

[IppBUYHAaTA KpaiiHa Touka 3a euKacHOCT e cpenHata nmpoMsiHa B BCVA OT U3X0JHOTO HHBO JI0
cenMmuia 52. Bropuunure KpaifHu TOUKHM 32 €()UKACHOCT Ca MPOLEHTHT HA MALUEHTHUTE, IPH KOUTO
HsIMa BJIOIIABaHE ¢ >15 OyKBH, ¥ IPOIEHTHT HA MAIUEHTUTE, IIPH KOUTO WMa MOA0OpEeHue ¢ Hall-
manko 15 6yksu npu BCVA 0T W3X0AHOTO HUBO 110 cenMuIia 52.

465



B cenmuria 52 marueHTUTE B paMOTO Ha JICYCHUE M yIbIDKABaHE ¢ 2-CeMUIHN KOPEKIMH TIOTydaBaT
cpenHo 9,0 OyKBU OT U3XOJHOTO HUBO B CpaBHEHHE C 8,4 OYKBH 3a T€3U B Ipymnara ¢ 4-CeIMUYHU
kopekiuu [Pasnuka B LS B 6yksute (95% CI): -0,4 (-3,8;3,0), ANCOVA]. IIporeHTHT Ha
MAIMeHTHUTE, IPU KOUTO HAMA BilomaBane ¢ >15 OykBu, B 1BeTe paMeHa Ha JieueHue e cxozeH (96,7%
B Ipymara ¢ 2-CeIMUYHU KopeKiuu U 95,9% B Ta3u ¢ 4-cenMUIHA KOpeKIun). [IporieHThT Ha
MalMeHTHTe, IPU KOUTO nMa nojgoopeHue ¢ >15 Oykeu B ceamuna 52, e 32,5% B rpymnarta c 2-
cenmuyaHH Kopekun u 30,9% B Ta3u ¢ 4-ceqMUYHN KOpeKnuu. [[poeHThT Ha TallneHTHTE C
HMHTEpBaja Ha JIeUeHHe, yIbJDKEH 10 12 cenMulu uiu noseye, € 42,3% B rpymnata ¢ 2-ceAMUYHU
kopekiuu u 49,6% B Tasu ¢ 4-ceqmuunu kopekiuu. OCBEH TOBa, B TpyIaTa ¢ 4-CeMUYHU KOPEKIIUU
40,7% OT manueHTHUTE ca ¢ MHTEepBaJ, yIbDKeH 10 16 ceqmunu. Ilpu nocnenHoTo nmocemeHue 10
cenmuna 52 56,8% u 57,8% OT manmeHTHTE CHOTBETHO B TPYITUTE C 2-CEAMHUYHU U 4-CeAMIUIHU
KOPEKITUH ca C IJIaHUpaHa CJe/IBalla MHXKCKIUS B HHTEPBAJ OT 12 CEIMUIIN HITH MTOBEYE.

IIpe3 Bropara ronuHa OT IpOy4BaHETO, €hUKACHOCTTA B [IOBEUYETO CIIydau C€ 3ala3Ba [0 IOocIeaHaTa
OLIEHKA B ceIMUIIA 96 BKIIIOYUTEIHO, ChC CPEAHO MOJOOpEHHE OT U3XO0IHO HUBO 7,6 OyKBH 3a rpynaTa
Cc 2-ceAMUYHU KopeKIuH U 6,1 OykBH 3a Tpynara ¢ 4-ceAMUYHN KOpeKIHHU. [IpoleHThT Ha
MAIUeHTHTE, KOUTO Ca YIBIDKIIIN HHTEPBaJIa Ha JiedeHue 1o 12 ceamuny win oseue, € 56,9% B
rpymnata ¢ 2-ceqMuyHu Kopekiuu u 60,2% B rpynara ¢ 4-ceamuuHu Kopekiud. [Ipu nociaeqHoto
nocenieHue npeau cenmuna 96 64,9% u 61,2% ot narMeHTUTe B rpynure ¢ 2-CeAMUYHH U 4-
CeIMHUYHH KOPEKLUH ca ChOTBETHO C IJIAHUPaHa CIeABalla HHXEKLUs B UHTEepBai OT 12 ceaMuIy nin
noseye. [Ipe3 BTOpara roquHa OT JIeYEHUETO MALMEHTUTE B IPYNUTE C 2-CEAMUYHH U 4-CeAMUIHU
KOPEKIMH I0JTy4yaBaT CbOTBETHO cpeaHo 3,6 u 3,7 umxekuun. [Ipe3 2-roauuiHus nepuo Ha JeyeHue
MalueHTUuTe moirydasat cpearo 10,4 mmKeKuu.

3pUTENHNATE U CUCTEMHUTE TIpoduin Ha 6€30IacHOCT ca MoIo0HH Ha Oe30MacHOCTTa, HaloJaBaHa B
ocHoBHHUTe mpoyuBanusi VIEW1 u VIEW2,

ARIES e 104-cenMHMYHO MHOTOLICHTPOBO, PAHAOMU3UPAHO, OTBOPEHO, AKTUBHO KOHTPOIUPAHO
npoyuBane npu 269 nanueHTy ¢ HeleKyBaHa BiaxxkHa B/IM, npeagHazHaueHo Jia OIIeHU HE MMOo-MalkaTta
e(pMKaCHOCT, KaKTO 1 OE€30IIaCHOCTTA Ha JICUCHHUE U MPOIBbJDKABaHE HAa CXeMaTa Ha IpularaHe,
3aIl0YHATO CJIe] 3 MOCIeI0BaTeIHA MECEUHH JO3H, IIOCIEABAHHU OT yIbJKaBaHe /10 ABYMECEUCH
UHTEpBaJl Ha JICYEHUE CIIPSIMO JIEUCHUE U IIPOIBJIKABAHE HA CXeMaTa Ha IpularaHe, 3all04HaTo ClIe
'bpBaTa TOIMHA OT JICYCHUETO.

[poyusaneto ARIES n3ciensa chio NporeHTa Ha NanueHTUTe, KOUTO Ce HYXKAAsT OT T0-4eCTO
JICYCHHUE, OTKOJIKOTO Ha BCEKH 8 CEIMUIIH, Bb3 OCHOBA Ha PEIICHUETO HA n3cienoBareis. Ot 269
MarueHTn 62 MalMeHTH ca MoyYaBaJId M0-4eCTO MpUIaraHe MOHe BeHEXK 110 BpeMe Ha MPOYYBAHETO.
TakvBa nmaryieHTH OCTaHAaBaT B IPOYYBAHETO U IMOJTy4aBaT JICUeHUE CIIOpe Hall- moOpara KIMHHYHA
TIperieHKa Ha U3CJIeI0BaTeNs, HO HE IMO-4eCTO OT BCEKH 4 CeIMUIIM M HHTEPBAJIUTE UM Ha JICUCHHE
MoTaT J1a ObJaT YABIDKEHU OTHOBO clie] ToBa. CpeHUAT MHTEPBAN HA JICYSHHE CIIe]] PEIICHUETO 3a
no-uecto Jeuenue e 6,1 ceqmuuu. BCVA nHa cenmuua 104 e mo-HuCKa py MALIMEHTH, KOUTO CE€
HY)KJIasT OT O-MHTSH3WBHO JICUCHUE MTOHE BEAHBXK B X0J1a HA MPOYYBAHETO, B CPABHEHUE C TIAITUEHTH,
KOWTO HE C€ HY)XJasT, U cpennara npoMsaa B BCVA oT U3X0HOTO HUBO JI0 Kpasi Ha MPOYYBAHETO €
+2,3 £ 15,6 OykBu. OT naleHTuTe, JIeKyBaHu o-4ecTo, 85,5% moambppxar 3peHue, T.e. 3aryoBaT 1o-
MaJsko oT 15 OykBu, a 19,4% nonyvasat 15 unu noseue Oyksu. [Ipodgunst Ha 6e30nacHOCT Ha
MAIUEHTUTE, JICKYBAHH [T0-YECTO OT BCEKH 8 CEIMUIIU, € CPABHUM C TAHHUTE 32 O€30MaCHOCT B
VIEW1 u VIEW2.

Omox na maxyrama eécaieocmeue na OL[PB

BezonacHoctTa M epukacHoCTTa HA ad)IMOEPLENT ca OLEHEHH B IBE€ paHIOMHU3UPAaHU, MHOTOLICHTPOBH,
JIBOWHOMACKUPaHH, TUIae00-KOHTPOIUPAHH TPOYUYBAHUS MPH MAIIMEHTH C OTOK HA MaKyJiaTa
Beneactere Ha OILIPB (COPERNICUS u GALILEO) ¢ 06110 358 maiMeHTH JIeKyBaHH M TOIX O ISATIH
3a oueHKa Ha edukacHocTTa (217 ¢ adumbepuenT). Bp3pactra Ha maunentute Bapupa ot 22 10 89
roguHy, cpeaHo 64 roquau. B OLIPB npoyuBanusra, npudnusurenno 52% (112/217) ot nauueHTuTe,
PaHIOMU3UPAHU 3a JeueHue ¢ agumdepIenT ca OWIIM Ha BB3PacT 65 roJJMHN WU MO-Bh3PACTHH, U
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npubmusutento 18% (38/217) ca 6unu Ha BB3pacT 75 TOAMHU HIIH MO-BB3PACTHU. B nBeTe
MPOYYBaHUS MAIIMEHTUTE Ca pa3lpeAeTieHH Ha CIydaeH MPUHIINII B ChOTHOIIIeHHE 3:2 B TpymaTa 3a
WHXKeKTUpaHe Ha adaubepuent 2 mg Ha Bceku 4 cenmunu (2Q4), uim B KOHTPOJIHATA Ipyma 3a
WHKEKIINH ¢ T1are60 Ha BCEKH 4 CEIMMIIH, 3a 0010 6 TIPIHITOKCHHUS.

Crnen 6 exxeMeCeUyHH MHXCKITUY MMAIUSHTHTE ca MOJTy4aBajiy JICYCHHUE CaMO aKo ca OTrOBapsuIy Ha
MPEIBAPUTEITHO ONPECICHH KPUTSPUU 3a JICUCHUE, C U3KITIOUCHHUE HA TTAIIMEHTUTE B KOHTPOJIHATA
rpyna Ha npoyuBaneTo GALILEO, xouTo ca mpoabKUIN Ja TTOTyYaBar Iuianedo (KOHTpoia Ha
KOHTpoJiata) Jo ceamuiia 52. OT Ta3u BpeMeBa TOUKa, BCHUKHY MAIIMCHTHU ca OWJIN Ha JISYCHUE, aKo ca
OTTOBAPSUIH HA TPEABAPUTEITHO ONPEICIICHUTE KPUTEPUH.

W B nBere mpoyuBaHHs IbPBUYHATA KpaifHa TOUKa 3a e(pUKacHOCT € OWJI MPOIIEHTHT MAlMEeHTH, KOUTO
ca ce monoOpwiu ¢ moHe 15 6ykeu B BCVA Ha cenmunia 24, B cpaBHEHHE C H3XOJIHO HUBO.
Bropuunara mpoMeHIrBa 3a ehUKacHOCT € Omiia IpoMsHa B 3pUTEIIHATa OCTPOTA B ceaAMUIia 24 B
CpaBHEHHE C U3XOIHOTO HHBO.

Pasnukara Mexay TepaneBTHYHUTE TPYNH € Oniia CTATUCTUYCCKH 3HAYMMa B T10J13a Ha aduiubeplentT u
B JIBE€TE NMPOy4BaHUs1. MaKCUMaIHOTO OAOOPEHNE Ha 3pUTeNHATa OCTPOTA € JOCTUI'HATO Ha Mecel 3 ¢
TocIeBaIIo cTabmiu3nupane Ha 3putenHarta octpota 1 CRTno mecern 6. CratucTruaecky 3HaYMMaTa
pasiuKa e noJabpxKaHa 10 ceamuua 52.

[lonpoOHU pe3ynTartu OT aHATM3a Ha JBETE MPOYYBaHUS ca MToKa3aHHu B Tabmuia 3 1 Ha durypa 2 mo-
T0Iy.



Ta6auna 3: Pesynratu 3a epukacHocT Ha ceaqmuna 24, ceqmuna 52 u cexvuna 76/100 (Lsata ananmusupana rpyna ¢ LOCF®) B npoyusanus COPERNICUS u

GALILEO
Pe3yaTaTn 3a COPERNICUS GALILEO
euactoct 24 ceqmunu 52 ceqmunn 100 ceqmunn 24 ceqmunu 52 ceqmunn 76 ceamuuu
A daubepuentKontpoaalAdaudepuent| Konrpoaa® [Adaudepuent P|Konrpoaal P A paudepuent|KonrponaalAdaudepuent|KontponalAdausepuent| Konrpona
2mg Q4 (N=73) 2 mg (N=73) 2 mg (N=73) 2mg Q4 (N =68) 2 mg (N =68) ) )
(N =114) (N =114) (N=114) (N =103) (N =103) 2mg (N=268)
(N =103)
[TpoueHT NaueHTH ¢
onobpenue > 15 Gyksu 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
0T M3XOJHOTO HUBO
[Iperernena pasmuka’> 44,8% 25,9% 26,7% 38.3% 27,9% 28,0%
(95% J111) (33,0, 56,6) (11,8, 40,1) (13,1, 40,3) (24.4,521) (13,0, (13,3,
42,7) 42,6)
p-cToitHOCT p <0,0001 p = 0,0006 p=0,0003 p <0,0001 p = 0,0004 p=0,0004
CpeznHa mpoMsiHa B
BCVAB)’ H3MepeHa 1o 17,3 -4,0 16,2 3,8 13,0 15 18.0 3,3 16,9 3,8 13,7 6,2
ETDRSP pesynrar 3a (12,8) (18,0) (17.4) (17.1) (17,7) 17,7) (12.2) (14.1) (14.8) (18.1) (17.8) a7
OYKBH OT M3XOJHOTO
HuBo (SD)
Pasnmuka B LS cpenna 21,7 12,7 11,8 14,7 13,2 7,6
CTOI"’IHOCTA’BI” o (17141 2610) (7’7‘ 17’7) (6'7’ 1710) (10!8! 18!7) (8125 (2111 1311)
(95% JIN) 18,2)
p-cToiiHOCT p <0,0001 p <0,0001 p <0,0001 p <0,0001 p <0,0001 p=0,0070

A Pasnukara e adimbepuent 2 mg Q4 ceMUIIM MEHYC KOHTPOJIA

5 Pasnukara u nosepurennuat uarepsain (1) ce nzuncnssar, kato ce u3nonssa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupan 3a pernon (AMepuka
crpsiMo ocrananata yact ot ceeta 38 COPERNICUS u EBpona cnipsimo Asust/Tuxookeancku perron 3a GALILEO) u u3xoana kareropus mo BCVA (> 20/200 u <
20/200)

BCVA: Haii-nobpe xopurupana 3putenra ocrpora (Best Corrected Visual Acuity) ETDRS: TIpoyuBane ¢ panHo jieueHre Ha auaberna perunomarus (Early
Treatment Diabetic Retinopathy Study)

B)
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LOCEF: IIpenacsHe Ha maHHHTE OT HocieanoTo Hadmonenne (Last Observation Carried Forward)
SD: CrannapTHO OTKJIOHEHHUE
LS: Cpenna Ha Hait-mankute KBajapaTh, monydero or ANCOVA

D' LS cpenna pasnuka n noBeputeneH nuaTeppan Ha 6azara Ha mogea ANCOVA ¢ gakTopu: Tpyna Ha Je4eHue, peruoH (AMepHKa CIpsAMO OCTaHaIaTa 9acT OT CBETa
3a COPERNICUS u Espoma cripssmo Asust/Tuxookeancku perunos 3a GALILEO) u m3xomgna kareropus mo BCVA (> 20/200 u < 20/200)

A B npoyuBanero COPERNICUS nauuenTtute B KOHTPOJIHATA TPyIIa Ca MOTJIH Ja MoTyyaBat adnbeplent Npy Bb3HUKBAHE Ha HYK/IA, C YECTOTA BEAHBK Ha BCEKH

4 cenmuny oT ceaMuiia 24 1o ceamMua 52; NalMEHTUTE ca UMM BU3UTH Ha BCEKH 4 CEIMMIIU.

B B npoyusanero COPERNICUS kakTo manmeHTUTe OT KOHTPOJIHATA TPYIIA, TaKa M MalMeHTHTe Ha aduudepuent 2 Mg, ca nonydasanu aduubepuent 2 mg npu
BB3HUKBAHE Ha HYKJa C YECTOTa BEAHBX Ha BCEKU 4 CeIMUIIM OT ceaMuLa 52 10 ceaMulia 96; MalueHTUTe ca MMalli 3aIb/DKUTEIHA BU3UTH Ha 3 Mecela, HO €
MOKEJIO Jia ObJAT MPETJIekKIaH! U Ha BCEKH 4 CeIMUIM, aKo € He00X0AUMO.

) B mpoyusanero GALILEO kakTo manueHTHTE B KOHTPOJIHATA TPYIIA, TAKa M MAIMEHTHTE Ha aduubepuent 2 My, ca noaydasany aduubepuent 2 My Opy HyXKa,
Ha BCEKH 8 ceIMUIIM OT ceamuia 52 1o ceamuna 68; marueHTUTe ca UMaJIM 3aIbJDKUTSIHA BUSUTH Ha BCEKH 8 CEIMUIIM.
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®urypa 2: CpeaHa IIpoMsAHa OT U3XOAHOTO HUBO 10 ceamuia 76/100 B 3purenHara 0CTpOTa 110 TPYITH
Ha jedenne 3a npoyuBanusata COPERNICUS u GALILEO (Ilsurata ananm3upana rpyra)
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——  Admwbepuent 2 mg ——@——  lonxTponxa myna

¥ MNowasea NpeMMHAESHETO HA KOHTRONHETA rpyna keM PRN nevenwe ¢ admubepuent 2 mg

B GALILEO, 86,4% (n = 89) ot rpynata Ha adnmbepuent u 79,4% (n = 54) ot rpynara Ha miane0o
ca Ouu ¢ OLIPB nepdy3us Ha uzxomHo HuBo. B ceamuia 24, Toa ca omin 91,8% (n = 89) B rpymnara
Ha adaubeprient u 85,5% (N = 47) B rpymnara Ha miane6o0. Te3u MPOMOPIKH Ce TIOATBPIKAT B CEAMUIIA
76, ¢ 84,3% (n = 75) B rpynara Ha adumbepuent u 84,0% (n = 42) B rpynara Ha ruiane6o.

B COPERNICUS, 67,5% (n = 77) ot rpynata Ha adaudepuent u 68,5% (n = 50) ot rpynara Ha
miane6o ca owu ¢ OLIPB nepdy3us Ha n3xonHo HuBo. B ceamuna 24, Tosa ca 6min 87,4% (n=90) B
rpynara Ha adumoepuent u 58,6% (n = 34) B rpynara Ha miane6o. Te3u nponopuun ce moAIbpXKAaT B
cenmuria 100, ¢ 76,8% (n = 76) B rpymaTa Ha adiaubeprent u 78% (n = 39) B rpymara Ha 1uare6o.
[MTanmenTtuTe B TpynaTa Ha mianedo ca MMalik IpaBo Jia mojy4daBar aguubeprenT ot ceamuia 24.
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BnaronpuatHUST epeKT OT JIeYeHHETO ¢ aduInOepIenT BPXY 3pUTeNiHaTa GYHKIHUS € TIOJ00CH B
M3XOJIHUTE MOATPYIH OT ManueHTH ¢ nepdysus u 6e3 nepdysus. EQexture Ha IeUeHNETO BB BCUUKH
OIICHSIEMU TOJTPYIH (HAIpP. Bb3pacT, MOJ, paca, 3puTeiaHa OCTPOTa Ha U3XOAHO HUBO,
npoabinkuTeTHOCT Ha OLIPB) BBB BCAKO OT MpoyuBaHUsITa ca OWIIM IPUHITUITHO ChOTBETCTBAIIM HA
pE3yNTAaTUTE B OOIIUTE MOITyJIAINH.

[Ipu anammza Ha 0600menute nanau or GALILEO u COPERNICUS adnu6epienT nokaspa
KIMHUYHO 3HAYMMHU IPOMEHH OT U3XOJHOTO HUBO 32 MPEIBAPUTEIIHO OIpeiesicHaTa BTOpUYHA KpaiiHa
TouKa 3a eukacHOCT. BenpocHuk 3a 3putennara QyHkus Ha Hannonannus opranMonorudaexH
uncrutyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25). Benuuunara Ha Te3u
MPOMEHH € MoJ00HA Ha HAOJI01aBaHaTa B MyOIMKYBAaHUTE KIMHIUYHY MTPOYYBAHUS, KOETO
CHOTBETCTBA Ha IprbaBsHe Ha 15 OykBu B Hail-moOpe koHTponmpana 3putenHa octpora (Best
Corrected Visual Acuity, BCVA).

Omoxk Ha makyrama eécieocmsue Ha OPPB

BezonacHoctTa 1 eprkacHOCTTa HAa ahIMOSPIICTIT Ca OLICHEHHU B €IHO PaHIOMH3UPAHO,
MHOTOLIEHTPOBO, IBOTHOMAaCKHPAaHO, aKTUBHO-KOHTPOJIMPAHO NPOYYBAHUE MPH MAIMSHTH C OTOK Ha
makynata Beaenctsue Ha OPPB (VIBRANT), koeTo BKIIIOYBa XeMHUpPETHHATHA OKITy3Us Ha BeHA.
O6mio 181 manuenTy ca JIeKyBaHU M ca OMITH MMOIXOAAIIN 3a OlieHKa Ha edukacHocTTa (91 ¢
admmbepuent). Bp3pacTtra Ha manmeHTHTE Bapupa oT 42 10 94 roauan, cpeaHo 65 ronuau. B
npoyusaneto 3a OPPB, npubnusurenno 58% (53/91) ot nauueHTure, paHIOMHU3HPAHHU 32 JIEYEHUE C
agubepiienT ca OMIM Ha Bh3pacT 65 roIMHU WU MO-BB3PACTHH, U puOan3uTeHo 23% (21/91) ca
OuM Ha BB3pacT 75 TOAMHYU WM MO-BB3pacTHU. B Mpoy4YBaHETO MALIMEHTUTE ca PAaHIOMHU3UPAHU B
cpoTHomeHue 1:1 B rpyma Ha admubeprient 2 mg Ha BCeKH § CEAMUIIH ciiell 6 HadaTHU MEeCEeYHU
WHXKEKLIMH, WK Ha JlazepHa (POTOKOoATyIaIMs, TPUIOKEHA Ha U3XO0THO HUBO (HapeueHa ,,j1azep-
KOHTpousHa rpyna‘). [lanuenTuTte B 1a3ep-KOHTPOJIHATA TPpyIa MOTaT Ja MOJIy4aT JOIbIHUTEIHA
nmazepHa (oTokoarymanus (HapedeHa ,,CIiacuTeITHO Ja3epHO JIeueHre ), 3armoyBaia B ceamumna 12 ¢
MHHHUMAaJIEH HHTepBaa oT 12 ceqmuim. Bp3 ocHOBa Ha mpeIBapUTEITHO ONIPE/ICICHH KPUTEPHH,
MaIMEeHTHUTE B rpyIaTa ¢ Jia3ep MOrar Ja MOoJy4aT CIIACHTENHO JeueHue ¢ agumdepuent 2 mg ot
ceqmuIa 24, npuiarana Ha BCeKH 4 ceIMHIIM B IPOJBIDKEHUE Ha 3 Mecella, MOCIeIBaHO Ha BCEKH 8
CEIMHUIIH.

B xknmuangnHOTO npoyuBane VIBRANT, mbpBuiHaTa KpaiiHa TOUKa 32 e(UKaCHOCT € OWJI MPOLEHTHT
MAIUeHTH, KOUTO ca ce moxoopuu ¢ more 15 6yksu B8 BCVA nHa cenmunia 24 B cpaBHEHUE C
M3XO0JIHOTO HMBO KaTO rpyrnara Ha adaudeplient npeBb3X0xkK/1a Ta3u Ha Ja3epHUs KOHTPOJI.

Bropuunara kpaiitHa Touka 3a eukacHOCT Oellle MpoMsIHA B 3pUTEHATA OCTPOTA B ceaMuIa 24 B
CpaBHEHHE € U3XOJHOTO HUBO, KOSATO € OMIa CTATUCTHYECKH 3HAYMMA B 10132 Ha aubdepIient B
npoyusaneTo VIBRANT. [TogoOpeHre Ha 3pUTeIHATa OCTPOTA € HACTHIIMIO OBP30 U IOCTUTHATO Ha
Mecel] 3 ¢ IMocIIeBalo MmoAIbpxkaHe Ha edexra 10 Mecer] 12. B rpymara Ha na3zepeHo nedenue, 67
MAIMEHTH Ca MOJYYHIIH CIIACUTEIHO JieueHue ¢ adaubepIienT, 3amoysanio B ceamuna 24 (akTuBHA
KOHTpoJa/Tpyma Ha adubepiient 2 Mg), KOETO BOJHU [0 MOJ00PSHUE B 3pUTEIIHATA OCTPOTA C OKOJIO 5
OykBH OT ceamutia 24 1o ceamuia 52.

[MonpoGHu pe3ynTaTu OT aHaIK3a Ha KIMHUYHOTO npoyuBane VIBRANT ca noka3zanu B Tabnuia 4 u
Ha ¢urypa 3 no-momny.
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Tab6smua 4. Pesynratu 3a epukacHocT B cenmuiia 24 u ceamuiia 52 (Lsata ananuzupaHa
nonynarust ¢ LOCF) B kimmangaHoTO ipoyuBane VIBRANT

PesysitaTn 3a e¢ukacHocT VIBRANT
24 ceamuuu 52 ceqmuiu
Adumnbdepuent AxkTuBHA | Aduubepue| AKTHBHA
2mg Q4 KOHTpoJa | mT 2 mg Q8 | koHTpoJa
(N =91) (1a3zep) (N=91)P (mazep/
(N =90) Adauéepuent
2 mg”)
(N =90)
[MpoueHT nanueHTH ¢ nogoopenue > 15
OYyKBH OT M3X0AHOTO HUBO (%) 52, 7% 26,7% 57,1% 41,1%
ITpeTernena pasnuka 26,6 16.2%
) 0 13,0,14,1 (2,0,30,5)
(95% M)
p-cToiftHOCT p=0,0003 p=0,0296
Cpenna nmpomsaa B BCVA, m3mepena upe3
ETDRSC ckop 3a 0ykBH, OT W3X0AHOTO HUBO (SD) 17,0 6,9 12,2 (11,9)
(11,9) (12,9)
Pasmika B LS cpenHa cToifHOCT 10,5 52
AB) (7.1, 14,0) (1,7,8,7)
(95% M)
p-cToiiHOCT p<0,0001 p=0,0035E)

A) Pasnukara e aduubepuent 2 mg Q4 ceaMuL MUHYC KOHTpoIa (J1a3ep)
5 Paznukara u 95% nosepurenuuat uateppan (1) ce n3umcnssar, KaTo ce u3nona3sa Tect Ha Mantel-
Haenszel, kopurupan 3a pernon (CeBepHa AMmepuka cpsmMo SMOHUS U NU3X0IHA KAaTeropus 110

BCVA (> 20/200 1 < 20/200)

B)

LS cpenna paznuka u 95% noseputeneH naTepBai Ha 6a3aTa Ha Mogen ANCOVA c rpyna Ha

nedeHue, u3xonHa kareropus mo BCVA (> 20/200 u < 20/200) u peruon (CeBepHa AMepuka
crpsMo SImoHUS) KaTo ABJITOTpaiiHu eeKTH U n3xojHa kateropus no BCVA karo koBapuara.

r)

MalKeHTy OT 4 ceIMULIM Ha 8 ceaMULIU ITpe3 ceaAMUIIa 48.
A B mayanoro Ha ceaMuna 24 MalMeHTUTE B IPyIIaTa Ha Je4eHHe ¢ Ja3ep MOrar Ja IHoaydar
criacuTe Ha Tepamnus ¢ aduOepIenT, ako JOCTUTHAT IMOHE €IUH MPEIBAPUTEIHO ONPeIeIcH
KpuTepuii 3a mpurogHocT. OO0 67 MarueHTy B Ta3u rpymna ca MoJlyduId CIACHTETHO JICYSHHE C
adpumbepuent. GukcupanaTa cxema Ha JieueHue ¢ apaubepiient e Tpu TbTH adaubepent 2 mg Ha
BCEKU 4 CEIMHIIH, IOCIIEABAHO OT MHXKEKI[MHM HA BCEKU 8 CEAMMUIIN.

E) Homwunanua p-croiinocrt
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®urypa 3:. Cpenna npomsua B8 BCVA, usmepena upes ckop 3a 0Oyksu 1o ETDRS oT n3X01HOTO HHBO 10
ceamuIia 52 B KTUHUIHOTO npoyuBane VIBRANT

VIBRANT
170

20

15

10

ocTpoTa (Gyssn)

Cpaaua NDOMAHE & apHTEMHATA

i~

—— Admbepuent 2 mg ——@— [lasepHo kouTpOnHa rEyna

Ha n3x01HO HUBO JIeNTBT HA MAIIUEHTHTE C IepQy3us B rpynaTa ¢ apaudeplenT ¥ IpynuTe Ha JIeUeHHe
c nazep e cpoTBeTHO 60% 1 68%. B cenmuna 24 te3u nsnose ca crorBeTHO 80% U 67%. B rpynara Ha
JieueHue ¢ aauoOepIienT NPOICHTHT Ha MAIIMCHTH C epdy3us ce 3amasBa 70 ceamuiia 52. B rpymnara
Ha JICUeHHE C Jla3ep, KbJETO MAlMeHTHTE ca OUIH MOJAXO/ISINH 32 CIIACUTEIIHO JIedeHue ¢ aundepuenT
0T ceaMuLa 24, AeTbT Ha HALMEHTUTE ¢ mepdy3us ce e yBenuumi 10 78% B cenmuna 52.

Jluabemen maxynen edem

BezonachHoctTa 1 eprkacHoCTTA Ha adIMOEPLEIIT ca OLICHEHH B ABE PAHIOMHU3HPAHH,
MHOT'OLIEHTPOBH, JIBOMHO- 3aCJICIIEHU, AKTUBHO-KOHTPOJIMPaHU NpOy4YBaHus npu nauueHtu ¢ JIME
(VIVIDPME 1 VISTAPME) O6m1o 862 nmaumenty ca Ouim JeKyBaHHU U OLEHseMH 3a eukacHocT, 576 ¢
admmbepuent. Be3pacTTa Ha manuenTUTe Bapupa ot 23 mo 87 roguHu, cpenHo 63 roauan. B
npoyusanusta 3a JIME, npubnusurenno 47% (268/576) ot nauueHTHTE, paHIOMHU3HPAHU 32 JICUCHHE
¢ adunbepiienT ca OMIM Ha Bh3PacT 65 rOJMHU WM 110- Bb3PACTHH, U Ipudau3uteHo 9% (52/576) ca
OuiM Ha BB3pacT 75 rOAMHYU WM NO-Bb3pacTHU. [loBeueTo manueHT B ABETE MPOyYBaHUs ca OMITH ¢
nuaoet tam 11

B aBeTe npoyuyBaHHs MANMEHTUTE ca OWITH pa3MpeesicH! Ha CITydacH MPUHIMI B choTHOIeHue 1:1:1

B 1 or 3 cxemu Ha 103UpaHe:

1) Adaubepuent, mpuiarad mo 2 Mg Ha BCEKH 8 CeJIMUIIU CIIe 5 HAYaIHU €KEMECCUHN HHKEKITHH
(apmubeprient 2Q8);

2) Admubepuent, mpuinarad o 2 mg Ha Bceku 4 ceamuny (admubepuent 2Q4); u

3) nazepHa (oTOKOAryIamys Ha MaKyyaTa (aKTHBHA KOHTPOJIA).

Karo ce 3amoune B ceamuna 24, maiueHTUTe, OTTOBAPSAIIH HA MPEABAPUTEITHO OTPEIEIICH Ipar Ha
3ary0a Ha 3peHUeTO, ca OUIIH ITOAXO/IAIIN 32 oJyYyaBaHe Ha JIOIBIHUTEIHO JICUCHUE: TAIIUEHTUTE B
rpynurte Ha apaubepIientT e MOKeIo Jja MoJIydaBar JISYeHHE C JIa3ep, a MallMeHTUTE B KOHTPOJIHATA
rpyIa e MOXKeIo Ja moiy4asat aduubepient.

B nBere npoyuBaHus OCHOBHATA KpaifHa TOYKa 3a ePUKACHOCT € OMJIa CpeHaTa MPOMSIHA OT M3XOTHO
nuBo Ha BCVA B cenmuna 52 karo asere rpynu agaudepuent 2Q8 u apnubepuent 2Q4
JeMOHCTPHPAT CTATUCTUYECKA 3HAYMMOCT M TO MO-BUCOKa OT Ta3W IPU KOHTpoJHaTa rpyna. Tazu

54



nos3a e 3amaszena g0 ceamumna 100.

[Toapo6uu pe3ynTartu ot ananu3a Ha npoyusanusTa VIVIDPME y VISTAPME ca nokasanu B tabiuna 5
u ¢urypa 4 mo-momy.
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Tabauua 5. Pesynratu 3a edukacHoct Ha ceqmuna 52 u ceqmuna 100 (Lsnara ananmusupana nomynanus ¢ LOCF) B npoyusanus VIVIDPME p VISTAPME
A Crien 3amo4BaHe Ha JI€YeHUE ¢ 5 eKEMECEUHH MHKEKIHMH

Pe3yaTaru 32 VIVIDPME VISTAPME
eukacHocT
52 ceqmunu 100 ceqxmMunm 52 ceqmunu 100 ceqxMunu
Adandepuent| Adanéepuent| AxtuHa |Adumbdepuent| Aduandepuent AkTHBHA Adaudepuent| Aduudepu| AkrtuBHa|Aduandepn| Adaudepuen| AKTHBHA
2mg Q8A 2mg Q4 KoHTposia | 2 mg Q8 A 2mg Q4 koHTposia| 2 mg Q84 |enr 2 mg Q4{konTposial ent2 Mg | T2mg Q4 | KouTpoaa
(N =136) (s1azep) (N =135) (N =136) (s1azep) (N=154) | (ma3zep) Q84 (N=154) (s1azep)
(N =135) (N=132)| (N=151) (N=151) (N=154)
(N=132) (N =154)
CpenHa IpoMsiHA B
IBCV A, uzmepena no
ETDRSA cxop 3a 10,7 10,5 1.2 9,4 11,4 0,7 10,7 12,5 0,2 111 11,5 0,9
OYKBH OT U3XOTHOTO
HIBO
Pasnuka B LS cpenna 10,7
croiinoct B (97,5% 91 9,3 8,2 (7,6; 10,45 12,19 10,1 10,6
) (6,4; 11,8) (6,5; 12,0) (5,2;11,3) 13,8) (7,7;13,2) | (9,4; 15,0) (7,0; 13,3) | (7,1;14,2)
[TpoueHT manneHTH ¢
momobpenue > 15
33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
OYKBH OT M3XO/THOTO
HIBO
Kopurupana pasinka 26,1% 23% 34% 20,1% 25,8%
rB.IL(97,5% JTN) 24% 23% 19,0% (14,8; (13,5; (24,1, (9,6; 30,6) | (15,1; 36,6)
(13,5; 34,9) (12,6; 33,9) (8,0; 29,9) 37,5) 33,1) 44.4)

5 LS cpenna croitHocT U noBeputesien uaTepBai Ha 6asara Ha mogenl ANCOVA ¢ BCVA onpeselnsiHe Ha M3XO0/IHO HUBO KaTo KoBapuara u (hakTop 3a rpyra Ha
neuenne. Ocsen ToBa 3a VIVIDPME kato daxrop e Bkmrouen pernonst (EBpona/ABctpanus cnipsamo Snonus), a 3a VISTAPME kato dakrop e BkItoueHa anamHesa
3a MU w/umu CVA

B Pasnukara e rpynara ¢ aiubeprient MUHYC rpynara ¢ akTMBHaTa KOHTpou1a (Jiazep)
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' Pasnmukara ¢ noBepurtenen unatepsan (1) u CTaTHCTHYECKH TECT Ce M3YMCIIABAT, KATO ce M3Mo3Ba cxema Ha Mantel-Haenszel, kopurupana 3a pernon
(EBpona/Asctpanus crpsamo Snonus) 3a VIVIDPME y anamuesa 3a MU w/umn CVA 3a VISTAPME

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

ETDRS: IlpoyuBane ¢ paHHo je4yenue Ha quadetHa perunonarus (Early Treatment Diabetic Retinopathy Study) LOCF: Ilpenacsiie Ha JaHHHTE OT HOCICTHOTO

Habmoaenue (Last Observation Carried Forward)

LS: Cpeana cToiiHOCT 110 MeTO/1a HAa HalH-MaNKuUTe KBaapaTH, noiaydeHo oT ANCOVA JIN: [loBepuTeneH UHTEPBaT
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®urypa 4: Cpeana npomsna B BCVA, usMepena upes ckop 3a 0yksu 110 ETDRS oT u3x01H0 HUBO
1o cenmuna 100 B npoyusannsra VIVIDPME y VISTAPME

15— VIVID

+114
+9.4

acTpaTa (By¥EM)

CpaaiHa NpOMAHA B ApHTENHaTa

4 12 20 78 kB M4 5 B0 B [ B4 92 100

+115
+11.1

CpapHa npomada 8 apuTanHaTa
QCTpaTA (GyHE)

4 12 20 2 ¥ &4 52 el & 76 B %2 100

——  Adnwbepuent 2 mg 08 ceammun  ————  AdineBepuent 2 mg 04 cegmmum
——@——  [lasepo koHTponHa pyna

EdexTrTe OT JIEYEHHETO B OIICHIEMHUTE OATPYIH (HAIp. BB3pacT, moJ, paca, HDALC na usxommo
HUBO, 3pUTEITHA OCTPOTA Ha U3XOAHO HUBO, NpeaxoaHa antu-VEGF tepanus) BbB BCAKO MpoydBaHe U
B KOMOWHHpPAHHUS aHAIHU3 KATO IS0 ca OWIIM B ChOTBETCTBUE C PE3YNITATUTE B OOIIUTE MOMYJIAIHH.

B npoyusanrusaTa VIVIDPME y VISTAPME croteTHO 36 (9%) 1 197 (43%) nanmenTH ca noIy4aBaiy
npenxonHa anTH-VEGF tepanus, ¢ 3-MeceueH uiu nmo-abisr nepuo Ha ourctBane. Edekrute ot
JICYCHUETO B TIOArpyIaTa MalMeHTH, KOUTO ca JiekyBaHu ¢ nHxuoutop Ha VEGF, ca Ounu nmomoOHu Ha
Ha0JII0/TaBAHUTE ITPU MAIMCHTH, HeJIeKyBaHH ¢ HHXuOouTOp Ha VEGF.

[MTanmenTture ¢ OunatepainHo 3adosBaHe ca OuaH noaxoasmy 3a antu-VEGF neuenune Ha npyroto
0KO, aKO TOBa € OMJIO OLIEHEHO KaTo HEOOX0aMMO OT Jiekaps. B nmpoyusanero VISTAPME 217 (70,7%)
OT MaIMeHTUTe Ha adauOepLenT ca MoJry4aBaiy IBYCTPAHHH MHKEKIUH adInOepIenT 10 CeAMUIIA
100; B npoyusanero VIVIDPME 97 (35,8%) ot nauuenTute Ha aduOepLEnT ca MoJTy4aBajii Pa3inaHo
anTu-VEGF neuenue B 1pyroro oxo.

HesaBucumo cpaBautenno npoyusane (DRCR.net Protocol T) e usnonssaino reBkaBa cxema Ha
no3upane, 6azupana Ha crporu OCT u 3puTenHN KpUTepUH 3a MOBTOPHO JedeHune. B rpymara Ha
nedenue ¢ apiubepuent (n = 224) Ha cenMuIa 52, TO3U PEXKHUM Ha JISUCHHUE € Jajl Pe3yTaT IpH
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MAlMEHTH, TOIy4YaBally cpeaHo 9,2 HHKEKIMH, KOETO € T0J00H0 Ha MPHIOKEHHs OO 1031 B
rpynara adpmbepuent 2Q8 B VIVIDPME i VISTAPME nokarto o6mara eukacHocT B rpynara Ha
neuenue ¢ apmubepuent B Protocol T e cpaBuuma ¢ rpynata adgiaubepuent 2Q8 8 VIVIDPME i
VISTAPME, B Protocol T e mabnrogasano cpeano nopodpenue ot 13,3 6yksu kato 42% ot
HalMEHTHTE MOA0OPABAT 3PEHUETO CH € Hali-MaJIKko 15 GyKBH CHpSMO M3XOIHOTO HUBO. Pesynrarure,
CBBP3aHu ¢ GE30MaCHOCTTA, TOKA3BAT, Ye 00IIaTa YECTOTa HA HEKEIAHU ChOUTHUS KAKTO CBbP3aHH,
Taka ¥ HecBbp3anu ¢ ounte (BKmounTenHo ATC) ca cpaBHUMU MEKITy BCHUKH TPYIIU Ha JICYUEHHE BbB
BCSAKO OT MPOYYBAHUATA U MEXK/LY IPOYYBAHUATA.

VIOLET, 100-ceaMu4HO MHOT'OLICHTPOBO, PaHAOMU3UPAHO, OTBOPEHO, AKTHBHO KOHTPOJIUPAHO
npoyuBane npu nanuenT ¢ JIME, cpaBHsBa Tpu pa3nyHM CXeMH Ha IpuiIaraHe Ha agumbeprent 2
mg 3a neuenne Ha JJME cnen Hali-Maiko eHa TOAMHA JeUeHHe ¢ GUKCUPaHU HHTEPBANHU, KaTo
JICYEHHETO € 3all0YHATO C 5 MOCIIEA0BATEIHA MECEUHH JI03H, TIOCJICABAHU OT MpHUJIaraHe Ha BCEKU 2
Mecerna. [IpoyuBaHeTo omeHsABa He MO-Maikarta epuKacHOCT Ha adaubdeprent 2 mg, MpHIaraH mo
peXrMa JIeYeHUE U MPpoIbJDKaBaHe Ha cxemara Ha npuitarane (2T&E, npu koeTo nHTepBanInuTe MEeXITy
WHXKEKLUUTE ca MOJAbPKAHN Ha MUHUMYM 8 CEIMHIIM U Ca YABDKaBaH! IOCTEIICHHO Bb3 OCHOBA Ha
KJIMHUYHHUTE @ aHATOMUYHHUTE pe3ynTat) u aduubepient 2 mg, mpuiarad cnopea Hyxaute (2PRN,
IIPY KOETO TAIMEeHTHTE ca HaOJII01aBaHN Ha BCEKU 4 CEMHUIN U MHKEKTUPAHU IIPHU HEOOXOJMMOCT Bb3
OCHOBA Ha KJIMHUYHHUTE U aHATOMUYHHUTE PE3YNTaTh), B CpaBHEHHUE ¢ adumbepuent 2 mg, Npuiarad Ha
Bceku § cenqmuiu (2Q8) mpe3 BToparta U TpeTaTa roiuHa OT JICYEHHUETO.

[IbpBUUHaTa KpaiiHa Touka 3a edukacHocT (mpomsiHa B BCV A oT u3X0/1HO HHUBO 110 ceaMulia 52) e
omna 0,5 + 6,7 6yksu B 2T&E rpynara u 1,7 + 6,8 6yksu B 2PRN rpymnara B cpaBHernue ¢ 0,4 + 6,7
OykBu B 2Q8 rpymara, KaTo ce MOCTUra CTATUCTUYESCKHU He To-Makara epukacHocT (p<0,0001 3a
JIBETE CpAaBHEHMSI; TPaHUIIAa Ha He O-MajkaTa egukacHocT 4 Oyksu). [Ipomenute B BCVA ot u3xonHo
HUBO 10 ceamuma 100 ca Onm KOHCUCTEHTHH ¢ pe3yaTarute Ha ceamuma 52: -0,1 + 9,1 6yksu B 2T &E
rpynata u 1,8 £ 9,0 6yksu B 2PRN rpynara B cpaBHenue ¢ 0,1 + 7,2 6ykBu B 2Q8 rpynara. CpeaHust
Opoit nrxekimu 3a 100 ceqmunm ca ounu chotBetHo 12,3, 10,0 u 11,5 3a 2Q8fix, 2T&E u 2PRN.

3pUTENHATE U CUCTEMHUTE MPO(UIIH Ha 0€30IaCHOCT BHB BCHUKH 3 TPYIIH Ha JIeUeHHe ca OJ00HH Ha
Te3u, Habo1aBaHu B ocHoBHUTE nipoyuBanus VIVID and VISTA.

B 2T&E rpynara, yBennuaBaHeTO 1 HAMAJISIBAHETO HA HHTEPBAINTE MEX/Y HHXCKIIMUTE ca OHITH 10
MpeLleHKa Ha U3CJIE0BATENs; B IPOYYBAHETO €A MPENOPBYBAHN YBEIUYEHUS OT 2 CEAMMIIN.

Muonuuna xopouoanna Heo8acKy1apu3ayusl

BezonacHoctTa 1 eprkacHOCTTa Ha adIMOEPIIETIT ca OIICHEHH B PaHAOMHU3HPAHO, MHOTOIIEHTPOBO,
JIBOWHO- MACKUPaHO, IJIae00-KOHTPOIUPAHO TIPOYyUBaHe MIPH HEJIEKyBaHH MPEIU TOBA MAIlUEHTH OT
aszuatcku npousxoxa ¢ muonmyaa XHB. O6mo 121 manueHTH ca JieKyBaHH U ca OLEHIeMH 3a
edukacroct (90 ¢ adaubepuent). Bb3pacTTa Ha narueHTUTe Bapupa Mexay 27 u 83 roanHH, CpeaHo
58 rogunu. B npoyuBanero 3a muonmuHa XHB, npubmuzutenno 36% (33/91) ot nanueHTHTe,
PaHIOMU3UPAHU 3a JeueHue ¢ agumdepuenT ca OMiIM Ha Bb3pacT 65 roJUHM WK 0-Bb3PACTHH, U
npubnuzutento 10% (9/91) ca 6unu Ha Bb3pacT 75 roJUHU WU N10-BB3PACTHH.

[NaruenTuTe ca pa3npeaeicH Ha ClIy4JaeH MPUHIKI B ChoTHOMIEHHE 3:1 1a nojiyyaBaT uim 2 Mg
ahubepIenT MHTPABUTPEATHO, WK WHXXEKIIMH C TUIare0o, MpriaraHi BEIHBX B HAYaJIOTO Ha
MPOYYBAHETO, C IOMMBIHUTEIIHA HHKEKIIMH, IPUIaraHd €KEMECEUHO B CITy4al Ha MEePCUCTUPAHE WUITH
penuauB Ha 3a00JIIBAHETO, IO CeAMHUIIA 24, KOTaTo € OIleHeHa ITbpBUYHATA KpaitHa Touka. Ha
cenMuna 24 manueHTUTe, paHJI0MU3NPAHN ITEPBOHAYAITHO Ha ruiare0o, ca OWIM OAXOISIH 1a
MoJTy4aT IrepBara jo3a agumobepuenTt. Ciie; ToBa, MAUEHTHTE U B IBETE TPYITH ca MPOABIDKUAIM J1a
ObJIaT MOAXOIAIIM Ja IT0JIy4aBaT JONBIHUTESIHN HHKCKIIUH B CIydai Ha IIEPCUCTUPAHE WU PEIUINB
Ha 3a00JIIBaHETO.

Pa3nukaTa Mex Iy rpynuTe 3a JeYeHHe € CTATUCTUYECKH 3HaYMMa B IoyI3a Ha aduubeprent 3a
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ITEPBUYHATA KpaifHa Touka (mpomsHa B BCVA) u moTBbpaAUTEIHA BTOPHYHA KpaifHa TOUKa 3a
euKracHOCT (IIPOIEHTHT MAIMEHTH, KOUTO ca ce nmomoopuiu ¢ 15 6yksu B BCVA) Ha cenmuria 24, B
CpaBHEHHE C U3XOJHOTO HUBO. PasnukuTe 3a 1BeTe KpaifHU TOUKH ca ce 3ama3uin A0 ceaMuua 48.
IMoapoOHu pe3ynraTu ot ananu3a Ha npoyuBaneTo MYRROR ca nokazanu B Tabnuna 6 u @urypa 5

T10- JIOIy.

Taoauna 6: Pesyntatu mo oTHoeHne Ha e(UKacHOCTTa Ha ceaAMULA 24 (TbpBUYCH aHAIN3) U

ceqmuna 48 B npoyusanero MYRROR (ITxs1en Ha6op 3a ananus ¢ LOCF?)

[Pe3ysITaTH 10 OTHOLLIEHHE HA MYRROR
epukacHoCTTa 24 ceqmunu 48 cenMuIm
Adanbepuent| Ilnane6o |Aduudepuent| [lnane6o/ Afiveg 2 mg
2mg (N=31) 2mg (N=31)
(N = 90) (N = 90)

Cpenna npomsana 8 BCVAP), onenkara na 12,1 -2,0 13,5 3,9

oykBute n3mepena upe3 ETDRS or (83) 9.7) (88) (14,3

u3xoHO0 HUBO (SD) P

Pasnuka B cpeqna cToifnoct Ha LS Bl 14,1 9,5

(95% JIHT) (10,8; 17,4) (5,4: 13,7)

[TpoleHT manueHTy ¢ Noxo0peHue > 38,9% 9,7% 50,0% 29,0%

15 OyKBH OT U3XOHO HHUBO

IpeTernena pasauka P 29,2% 21,0%

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

A LOCF: Ilpenacsine Ha JaHHATE OT HociaeaHoTo Habmoaenue (Last Observation Carried
Forward)

B) BCVA: Haii-no6pe kopurupana spurenna ocrpota (Best Corrected Visual Acuity)
ETDRS: IlpoyuBane ¢ panHo jedenue Ha nuabetHa perunonarus (Early Treatment Diabetic
Retinopathy Study)

SD: CranmapTHO OTKJIOHEHHE

B Cpenna LS: Cpenna Ha Hail-MankuTe KBajpaTH, mosrydero oT mojen ANCOVA

D JIU: JloBepuUTEIEH UHTEPBAI

o Pa3znuika B LS u 95% /IU Ha 6a3ara Ha mogen ANCOVA c rpyma Ha JiedeHue U IbpKaBa
(00o3HaueHus 3a AppkaBa) kato pukcupanu epextu, 1 BCVA Ha U3X0IHO HUBO, KAaTO
KOBapHaHTa.

E) Pasnukara u 95% JIU ce usumcissar, kato ce usmoiassa tect Ha Cochran-Mantel-Haenszel

(CMH), xopurupan 3a appkaBa (0003HaYEHHUS 3a THPIKaBa)
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®durypa 5: CpenHa poMsiHa OT U3x01HO HUBO 10 Ceamuiia 48 B 3puTeiHaTa OCTPOTA 110 rpyIa
Ha nedenue B npoyuBaHeTo MYRROR (IIwnien nabop 3a ananuz, LOCF)

- MYRROR
' 135
@ 10
5
Ly
b - 5
5 39
=8
g g

~
L

—8—  Adnwbepuent2mg @  HoHTponta rpyna

5.2 dapMakoKHHETHYHH CBOICTBa
Afiveg ce mpuiara AMPEKTHO B CTHKJIOBUAHOTO TSUIO, 32 Ja OCBIIECTBH JIOKATHU €(DEKTH B OKOTO.

Abcopbrms/Pasnpenenenue

Admubeprent ce abcopbupa 0aBHO OT OKOTO B CHCTEMHOTO KPHBOOOPBIAHUE CIIE MHTPABUTPEATHO
MPUJIOKEHHUE U Ce HAOI01aBa B CUCTEMHATA [IUPKYJIAIUS IPEIMMHO KATO HEAaKTHBCH CTa0UIICH
koMmiuiekc ¢ VEGF; o6aue camo cBOOOTHUAT adhauOepiienT uMa ClioCOOHOCTTA Jia Ce CBbpP3Ba ¢
ennorennust VEGEF.

B enHo (papMakoKMHETHYHO NOANPOYYBaHE MPU 6 MAMEHTH ¢ HeoBacKyaapHa BiaxkHa B/IM c uecto
B3€MaHe Ha MMpoOr, MaKCUMaIHUTE [UIa3MEHH KOHLIEHTPAaluu Ha cBoOoeH adiubepuent (CUCTeMHa
Cmax) ca Hucku, cbe cpeHa croitHoct npubmusurenso 0,02 mukporpama/ml (auanaszon ot 0 10
0,054) B pamkuTe Ha 1 10 3 AHM cieq MHTPABUTPEATHO HHKEKTUPaHE Ha 2 Mg U ca HEOTKPUBAEMU JIBE
CEeJIMUIIM CJIe/I TTOJTy4aBaHe Ha J103aTa MPpH MOYTH BCUUKU NanueHTh. Adiaubepuent He KyMyaupa B
T1a3Mata MpH UHTPABUTPEATHO MPUIOKEHHUE Mpe3 4 CeIMUIIH.

CpenHata MakCHMaJIHa IJla3MeHa KOHIIEHTpAI|s Ha cB00OIeH aduinbepiient e npudimzutenHo 50 1o
500 mbTH MO KOHICHTpalMaTa Ha adaudeprient, He0OX0aUMa 32 MHXUOMpaHe HAa OMOJIOTHYHATA
aktuBHOCT Ha cucteMHus VEGF ¢ 50% B sxxuBoTrHCKH Mojienu [Ipu Ts1x ca HaOr01aBaHd IPOMEHH Ha
KPBBHOTO HaJISTaHE CIie/l KATO HUBaTa Ha CBOOOIeH adIrOepIienT B KphBOOOPBIIEHUETO Ca
JOCTUTHATHN npuoau3uTeHo 10 Mmukporpama/ml ¢ BpblaHe 10 U3XOJHOTO HUBO CJIS] MaJaHe Ha
HUBAaTa JIo 1Mo npudam3uTenHo 1 mukporpam/ml. M3auciieHo e, 4e cie HHTPaBUTPEeaTHO
MIPIJIOKEHUE Ha 2 MQ TIpH MAIUeHTH, CpeHATa MAaKCUMAITHA TJIa3MEHA KOHIIEHTpPAIUs Ha CBOOOICH
admbepient e mosede ot 100 IbTH MO-HUCKA OT KOHIICHTpalusTa Ha adaudepiient, HeoOxoauMa 3a
MOJTy-MaKCHMAaITHO CBBp3BaHe Ha cucteMuure VEGF (2,91 mukporpama/ml) mpu rpoyuBaHe Che
3npaBu Jo0poBoiy. Clie0BaTEHO Ca MAJIKO BEPOSTHA CUCTEMHHU (hapMaKOAMHAMUYHH e(hEKTH KaTo
ITPOMEHU B KPHBHOTO HAJISATaHE.

B®B papmakokuneTnynn noanpoyyBanus npu nanuenty ¢ OLPB, OPPB, IME unu muonnuna XHB
cpeasa Cmax Ha cBoOoieH adIMOepIIenT B 1a3MaTa ca OWIM CXOIHH, ChbC CTOMHOCTH B TMANia30Ha OT

0,03 10 0,05 Muxporpama/ml U UHAMBHIYATHHA CTOWHOCTH, KOUTO HE HaaBumasar 0,14
mukporpama/ml. Ciies ToBa, IJIa3MEHUTE KOHIICHTPALIMK Ha CBOOOIeH ad)IMOepIICNT Craaar 10
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CTOWHOCTH TIOJT WJIH OJTM3KH JI0 OJTHATA TPAHMIIA HAa KOJIMYECTBEHO OTPECIISTHE OOMKHOBEHO B
paMKHUTE Ha €HA CEIMHIIA: HEOTKPUBAEMH KOHIICHTPAIMH CE JOCTUTAT MIPEIH CIICIBAIIOTO
MPWIOKEHUE ciIell 4 CeIMUI MTPU BCUYKH MAI[UCHTH.

Enumunupane
Twii kato Afiveg e TepaneBTHYHO CPEACTBO HAa OCHOBATA HA MPOTEHH, HE ¢a MPOBEXKIAHH POYUBAHHSI

3a MeTaboIM3Ma My.

CobomuusT agmudepuent ce cBbp3Ba ¢ VEGF, kato o0pasysa cTabuiieH HHepTeH koMIuieke. Kakro
MpU APYTHTE MPOTEHHU C TOJISIMA MOJIEKYJIa, CE 04aKBa M CBOOOTHUST, U CBBP3aHHUAT auudepuentT aa
ce eJMMUHHUpPAT Ype3 MPOTEOTUTHYEH KaTaboIu3bM.

Br0peuno yBpexmane
He ca npoBexianu crieluainy npoy4yBanus ¢ aQIMOEpUEnT npyu mauenTn ¢ 6bOPEUHO YBPEKIAHE.

DapMaKOKMHETHYHUSAT aHAIN3 Ha MarpenTuTe B mpoyaBanero VIEW2, 40% ot xouto ca nmanu
0n0peuno yBpexmane (24% mnexo, 15% ymepeno u 1% Texko), MOKa3Ba JIHMIICA HA PA3TUKH 10
OTHOUICHUE Ha IJIA3MEHUTE KOHIICHTPAIIMH Ha aKTUBHOTO JICKAPCTBO CIIE/l HMHTPABUTPEATHO
NPUIOKEHUE Tpe3 4 Wik § ceaAMULN.

[Mono6Hu pesynraru ca HaOmogaBanu npu nanueHTn ¢ OL[PB B mpoyuBanero GALILEO , mpu
nauuentu ¢ JIME B npoyusanero VIVIDPME u ipu naumentu ¢ muonmuna XHB B npoy4BaneTo
MYRROR.

5.3 IlpenkJIMHUYHM AaHHH 32 H€30MACHOCT

[Ipy HEKTMHUYHKUTE TPOYIBAHUS 38 TOKCUYHOCT IIPH MHOTOKPATHO NMpHJIaraHe epeKkTy ca
HaOJI0IaBaHK caMo MPH CUCTEMHH €KCIO3UIIUH, 32 KOUTO CE CUHTA, Ye 3HAUNTEIHO HaJBUILIABAT
MaKCHMaJHaTa eKCIO3UIMA IIPU XOpa Cie]l MHTPaBUTPEATHO PUIIOKEHNE B IpeBHIeHaTa KINHUYHA
71033, KOETO MOKa3Ba MaJIko 3HAYEHHUE 33 KJIMHUYHATA yrnoTpeoa.

Epo3un u ynuepanuy Ha peciMpaTOPHHUS €UATEN B HA3aJIHUTE XOI0BE HA MAaliMyHH, JIEKYBAaHU C
admbepuenT HHTPABUTPEATHO, ca HAOII0AaBaH! IIPU CUCTEMHH EKCIIO3ULNH, HaABHUIIABALIH
MaKCHUMaJIHaTa eKCIo3uLus npu xopa. CucreMHara eKcro3uuus Bb3 ocHoBa Ha Cmax 1 AUC 3a

CBOOOMIEH aduubepient e chboTBETHO 0K0J10 200 1 700 IIbTH 110-BHCOKA B CPABHEHHE ChC CHOTBETHUTE
CTOMHOCTH, HAONIOIaBaH! MPHU XOpa ClIe]] MHTPaBUTPEATHO MPUIIOKEHHE Ha /1032 oT 2 mg. [Ipu
HUBOTO Oe3 HaOmonaBanu Hexenanu eext (No Observed Adverse Effect Level, NOAEL) ot 0,5
mg/0KO Npy MaMyHHU CUCTEMHATA €KCIO3ULKUS € CHOTBETHO 42 M 56 MbTH I0-BUCOKA Bb3 OCHOBA Ha
Cmax u AUC.

He ca npoBexaanu mpoy4BaHus 3a MyTareHeH Wil KaplIUHOTeHEH MOTeHIHaN Ha adinOeplienT.

HabnronaBan e edexrt Ha adnnbepuent BbpXy BbTPEMAaTOYHOTO Pa3BUTHE B IPOYUBaHHsI HA eMOpHO-
(deTanHOTO pazBuTHE Npu OpeMeHHH 3aiiim ¢ nHTpaBeHo3Ho (3 1o 60 mg/kg), kakro u moakoxHO (0,1
1o 1 mg/kg) npunoxenne. NOAEL npu maiikure e npu go3a ot 3 mg/kg unm crotBeTHO 1 mg/kg.
NOAEL no oTHOIIEHHE Ha TOKCHYHOCT 3a pa3BUTHETO He e omnpeneneno. [Ipu noza 0,1 mg/kg,
CHCTEMHMTE €KCIIO3UINH B3 ocHOBa Ha Cmax u kymyiatuHa AUC 3a cBoOonen adumbepent ca

CBOTBETHO OKOJIO 17 1 10 MbTH MO-BUCOKH B CPABHEHHE ChC CHOTBETHUTE CTOMHOCTH, HAOJIOaBAHN
IIPU XOpa cile]l MHTPAaBUTpealHO IPUWIOKEHHUE Ha 1032 2 mg.

Edexrure Bopxy GepTUIUTETA IPH MBKKH U HKEHCKH )KUBOTHH Ca OIICHSIBAHH KaTO 4acT OT 6-MECEYHO
MpOyYBaHe PH MAaMyHM C MHTPaBEHO3HO MpHIoKeHHe Ha adaubeprent B 1o3u ot 3 10 30 mg/kg.
[Tpu BcuukyM 1030BHM HUBA ca HAOJIFOJaBaHU JIMIICA HA MEHCTPYaLUsl WM HEPEJOBHU MEHCTPYaTHU
IIUKJTM, CBEP3aHH C IPOMEHH B HUBATa Ha )KEHCKUTE MIOJIOBU XOPMOHH, U TIPOMEHH B MOP(HOJIOTUSATA H
MOJIBHXKHOCTTA Ha criepmaro3onaute. Bp3 ocHoBa Ha Cmax u AUC 3a cBobozeH adumbepuent,
HaOJII0IaBaHK TIPH HHTPABEHO3HO MPHIIOKEHHE Ha 1032 3 MY/KQ, cHCTeMHUTE eKCIIO3UIINH ca
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choTBeTHO 0KO0JIO 4 900 bTH 11 1 500 TBTH O-BUCOKH OT EKCITO3UITHATA, HAOJI0JaBaHa IIPH X0pa
CJIe]l MHTPABUTPEATHO MPHUIIOKEHUE Ha J103a 2 mg. Beuuku npomMenu ca Ouit oOpaTuMH.

6. OAPMAIEBTUYHU JAHHU
6.1 CHnucbK HAa IOMOIIHUTE BeleCTBA

XUCTHIUH
XUCTUANHOB MOHOXUIPOXJIOPHUI MOHOXUIPAT
Tpexanosza guxuapar

[Momokcamep 188

Bona 3a nmxekuuu

6.2 HecnbBMecTMMOCTH

[Tpu nunica Ha Mpoy4BaHUs 32 HECHbBMECTUMOCTH TO3H JIEKAPCTBEH MPOIYKT HE TPsIOBa J1a ce CMecBa ¢
IPYTH JIEKapCTBEHH MPOTYKTH.

6.3 Cpok Ha rogHoct
3 roauHn
6.4 CnenuaJHu yCJIOBHs Ha ChbXpaHeHue

Ja ce cbxpansBa B xiagmwiHuk (2 °C g0 8 °C).
[a He ce 3ampa3sBa.
Jla ce chXxpaHsBa B OpUTHHAIHATA OTIAKOBKA, 32 J1a C€ MpPe/AIasy OT CBETIINHA.

HeotBopeHuUAT (rakoH MOXe Jla ce ChXpaHsiBa U3BbH xyaqmiHuK o 25 °C no 24 vaca. Cren
OTBapsiHe Ha (JIaKOHA J1a ce pabOTH B ACENTUYHH YCIIOBHSL.

6.5 Buau chabpkaHue HA OMAKOBKATA

Pa3TtBop BB (uiakoH (cThki0 Tul 1), che 3amymanka (eaactomepaa 6pomMobyTHiIoBa ryma) u 18 G
¢untTepHa urna. Beeku (akoH chabpika u3noia3BaeM ooeM ot Haii-maiiko 0,1 ml. OnakoBka ot 1
¢makoH + 1 ¢puntbpHa Urna.

6.6 CnenuaJHu npeANasHu MepKU NPU U3XBBPJIsIHe U padoTa

®dnakoHBT € caMo 3a €HOKpaTHA yoTpeda B €IHO OKO.
@D1akoHBT CHIIBpPXKA IMOBEYE OT MPEMOPHUNTENHATA /1032 2 My adiubepuent (ekBuBaneHTHH Ha 0,05
ml). M3nuiiHoTo KOJMYeCcTBO TPsIOBA Ja Ce OTCTPAaHH MPEIU MTPUIIOKCHHUE.

[Ipenu mpusoxeHue, pa3TBOPHT TPSIOBA J1a ce MPOBEPH BU3YATHO 32 UY>KAM YaCTHUIM W/UIIK IPOMSTHA B
LBETa WM BCSIKAKBA IPOMSIHA BbB BHHIIHMA BUA. B ciydail ye ce HabM0AaBaT TakMBa, JICKApPCTBEHUST
MIPOJYKT TpsiOBa Ja ce M3XBHPIIH.

PunThbpHa UIrna:

3arpnenara GpuwirbpHa BD urna (3a mpexBopiisiHe) HE € 3a MH)KEKTHpaHe B KOXKaTa.

He aBroxnaBupaiite 3aTblieHaTa QUATHPHA UIJIA (32 IPEXBBHPIISHE).

duntepHaTa uria e anuporenHa. He g usnonspaiite, ako HHIMBUIyaIHATa OMAaKOBKa € IOBPEICHA.
W3xBbpieTe usnon3BaHara 3atbiieHa puinrbpaa BD urna (3a npexsbpiisine) B 0100peH KOJISKTOP 3a
OCTpPHU NPEIMETH.

Buumanue: [ToBTOpHOTO M3M0A3BaHe Ha GUITHpHATA UIJIA MOXKE J1a JOBEZE 10 HHPEKIHS MU APYTO
3a00JIsIBaHE/HapaHsIBaHe.
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3a UHTpaBUTPEATHO HHXKEKTHPaHe TPAOBa Ja ce U3MoiI3Ba nHxekiuonHa uria 30 G X 147,

Ykazanusa 3a ynompeéoa na ¢praxona:

1. Orcrpanete miacTMacoBaTa Karmadka u e3uHeKIupanTe
BBHIIIHATA YaCT Ha TYMEHATA 3aIyIialika Ha (JiakoHa.

2. 3akperere S-MUKpoHHATa QuiaThpHa uria 18 G,
NpeIOCTaBeHa B KAPTOHEHATA OMAKOBKA, KbM CTEPHIIHA ,
CIPUHITOBKA JTyep-JIoK ¢ obem 1 ml.

3. BwBezere GpunThpHaTta UIiia B IEHTHpA Ha 3aIyIiaikara Ha (pJIakoHa, IOKaTO UIJiaTa BIe3e U3ILLUI0
BBB (PJIaKOHA U BBPXBT JOKOCHE THHOTO WIIM TOJTHUS PBO Ha (hr1akoHa.

4. Karo u3mos3BaTe aceNnTUYHA TEXHUKA, U3TETJIETE ISLIOTO Chabpykanue Ha (aakona ¢ Afiveg B
CIPUHIIOBKATAa, IbPKEUKH (DJIaKOHA B U3ITPABEHO TOJI0KEHHE, JIEKO HAKIIOHEH C 11T YJIIECHSBaHe
Ha IIBJIHOTO U3TETJISIHE. 32 B3MNPENATCTBAHE HABIU3AHETO HA BB3/IyX CKOCEHHUAT BPbX Ha
¢unThpHaTa Urja TpsAOBa Ja € MOTONEH B TeuHocTTa. [IpoabinkaBaiite 1a HaKJIOHsABaTe (IakoHa
10 BpeMe Ha U3TETIISTHETO, KaTo IbPKUTE Kpast Ha (punThpHATa Uriia, MOTONEH B TEYHOCTTA.

Hacou
Hagony
CKOCeH
BpPbX Ha
wurnarta

PastBop

5. Korato u3npaspare ¢uiakoHa,yBepeTe ce, 4e OyTaoTo € U3TETICHO IOCTAThYHO Ha3a/l, 3a Ja
M3MPa3HUTE HAITBJIHO QUIThpHATA UIJIA.

6. Orcrpanere pUATHPHATA UIJIA U 5T U3XBBPIIETE MO MPABHUIICH HAYHH.
3adenexxka: OunTbpHaTa UTja He TPsOBa J1a ce U3II0I3Ba 38 UHTPABUTPEATHO MHKEKTHPAHE.

64



7. W3noinsBaiiku acenTUYHA TEXHUKA, 3aBUITE
IUTHTHO UHXKEKITMOHHATA UTJIa C pa3Mep
30G x %4/ 0,30 X 13 mm, 61 10K BATO, KBM
Jyep-JIOK BbpXa Ha CIPUHIIOBKATA.

8. Karo mbpkuTe CipUHIIOBKATa C HACOYCHA HAarope
WIJ1a, 51 IPOBEPETE 32 HANMYKE HA MEXypUeTa.
AKO MMa MexypueTa, BHUMATEIIHO MTOTYIaiTe
CIIPMHIIOBKATA C MPBCT, AOKATO MEXypUeTaTa ce
WU3AUTHAT J0 FOpHATa i yact

YYKHETE!

9. OrtcrpaHeTe BCHYKH MEXyp4eTa M M3TJIaCKaiiTe U3ITHIIHUS JICKAPCTBEH MPOAYKT, KaTo 6aBHO
HaTHCKaTe OyTaNoTo, Taka ye INIOCKHUAT ph0 Ha OyTaIOTO Ja ce MOIPaBHU C JEICHHETO,
o6o3navapamio 0,05 ml Ha cipuHIIOBKATA.

Pa3TBOp cnep oTcTpaHABaHe
Ha Bb3AyLWHUTE
mexypueta u

JMhnasa  yzpuwHoto nekap
no3a3a

0,05 ml

NnHuA 3a
po3a3a0,05ml

-

Mnocbk pub
Ha 6ytanoto

0.3

10. ®nakoHBT € caMo 3a eJHOKpaTHa yrnoTpeda. MHOTOKpaTHO MpuijiaraHe Ha 031 OT €AUH (JIaKoH
MOJKE JIa YBEJIUYH PUCKA OT 3aMbpCSBaHE U MOCe[BaIa HHOEKITUS.
Hewsnon3BaHusT JeKapcTBEH MPOAYKT WM OTHAILUYHUTE MaTEPUAII OT HEro TpsiOBa Jia ce
H3XBBPIAT B CBOTBETCTBUE C MECTHUTE N3UCKBAHHA.

7. MHNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
I'epmanus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1965/001

9. JATA HA ITBbPBO PA3ZPEIIIABAHE/TTIOJHOBSIBAHE HA PASPEHLIEHUETO 3A
YIHOTPEBA

Jara Ha mppBO pa3pemasane: 18 asrycr 2025

10. [JATA HA AKTYAJIN3UPAHE HA TEKCTA

[HonpoGna nHopMarus 3a TO3M JEKAPCTBEH MPOAYKT € MpeocTaBeHa Ha yebcalita Ha EBpomneiickara
areHIus 1o JekapcreaTa https://www.ema.europa.eu.
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MNPUJIOKEHHUE ||
ITPOU3BOAUTEJI(M) HA BUOJIOI'MYHO AKTUBHOTO
BEIIECTBO U INTPOU3BOJAUTEJI, OTTOBOPEH 3A
OCBOBOXIABAHE HA ITAPTUIN

YCJIOBUA NJIN OTPAHUYEHMUS 3A TOCTABKA U
YIIOTPEBA

JAPYI'N YCJIOBUSA N U3BUCKBAHUSA HA PASPEIIIEHUETO 3A
YIIOTPEBA

YCJIOBUSA UJIN OTPAHUYEHUAS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS ITPOAYKT
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A.  NPOU3BOAUTEJI HA BUOJIOI'NYHO AKTUBHOTO BEHIECTBO
IMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTUIN

HmMe 1 agpec Ha IPOU3BOANTENS HAa OMOJIIOTMYHO aKTUBHOTO BEIIECTBO

Alvotech hf
Semundargata 15-19
Reykjavik, 102
Ucnanaus

Hme u agpec Ha MPOU3BOINUTEINS, OTTOBOPEH 3a OCBO60)K,I(aBaHC Ha MapTHAUTC

Alvotech hf
Semundargata 15-19
Reykjavik, 102
Ucnanaus

b. YCJIOBUA NJIM1 OTPAHUYEHUS 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUST NPOIYKT CE OTIYCKa 10 OTPaHUYIEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenne I
Kpartka xapakTepucTika Ha TpOAyKTa, ToUKa 4.2).

B. APYI'U YCJOBUSA U UBUCKBAHUS HA PABPEIHLIEHUETO 3A YIIOTPEBA
. IMepuoguynu akTyaau3upaHu qokjaaau 3a 6ezonacuoct (IIAJIB)

M3uckBanusTa 3a nogasane Ha ITAJIb 3a To3u J1eKapCTBEH NPOAYKT Ca MOCOYEHHU B CIIUCHKA C
pedepentunute natu Ha Epponetickus ¢bio3 (EURD criuchk), npeasuzaeH B wi. 1078, ait. 7 ot
Hupextrea 2001/83/EO, v BbB BCHUKH CJIe/IBAIN aKTyalH3alNH, MyOIIMKyBaH! HA €BPONIEHCKHS
yeOropTai 3a JiekapcTBa.

. YCI0OBHUA NN OI'PAHNYEHMUSA 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS IPOAYKT

. Ilnan 3a ynpapjienue Ha pucka (ITYP)

[purexarensaT Ha pa3pemeHueto 3a ynorpeoda (ITIPY) TpsOBa ga n3BbpIIBa H3UCKBAHUTE JICHHOCTH U
JIeWCTBYS, CBBP3aHH C MPOCIE/sIBaHEe Ha JIeKapcTBeHaTa 0€30MacHOCT, OcoYeHH B 0100penus [1YP,
npencrased B Moxyn 1.8.2 Ha paspemieHueTo 3a ynorpeda, KakTo 1 BbB BCUUKH CJICABALIH 0JJ00pEHH
aktyanuzauuu Ha ITYP.

Axrtyanusupan I[IYP Tpsi6Ba na ce nopasa:

° 1o uckaHe Ha EBpomneiickaTa areHuus 1o JeKapcTBaTa;

. BUHAru, KOraTo ce U3MeHs CUCTeMaTa 3a YIPaBJIeHUE Ha PUCKa, OCOOECHO B pe3yJITar Ha
MoJTy4aBaHe Ha HOBa MH(OpMalys, KOSTO MOXe Aa AOBEAE 10 3HAYMMHU IIPOMEHH B
CHOTHOILICHUETO MOJI3a/PUCK, WK CJIe]l IOCTUTaHe Ha BaskeH eTarl (BbB BPb3Ka ¢ IPOCiIe/sIBaHe
Ha JIeKapcTBeHaTa 6€30MacHOCT WM CBEXKJaHE Ha PUCKA A0 MUHUMYM).

Axo nogaBanero Ha [TAJIb u akTyann3upanero va [IYP cpBmamar, Te Moxe Jia ce mogaaar
€IHOBPEMEHHO.
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Cucrema 3a jiekapcTBeHa 0€30IacHOCT

[PV TpsiOBa &ia rapaHTHpa, Y€ CUCTEMAaTa 3a JIeKapcTBeHa 0e30IacHo T, npeacTaBena B Moy 1.8.1
Ha PaspemenneTo 3a ynotpeba e BHeIpeHa U (QYHKIIMOHHUPA MPEIU U JOKATO JICKAPCTBECHHUAT MPOYKT
¢ Ha Tazapa.

° IlOH'bJIHI/lTeJIHl/I MEPKH 3a CBCKIaHE HA PUCKA 10 MUHUMYM

ITPY ce cvraacu na npenoctaBu oOyunrteneH marepuan 3a Afiveg 3a reputopusita Ha EBponeiickus
cb103. [Ipeau myckaHe Ha NPOXyKTa Ha a3apa U B pAMKHUTE HA )KU3HEHUS My LIUKbBJI BbB BCSIKA
IbpkaBa wieHka, [IPY mie cprimacyBa okoHUaTETHUS OOYYHTENICH MaTepral ¢ HAIIMOHATHUTE
KOMIIETEHTHHU OpTaHu.

[1PVY rapantupa, ue cien 0OCHKIaHe U MOCTUTAaHE Ha ChITlacue ¢ HAIMOHAIHUTE KOMIIETCHTHH
OpraHH BbB BCSIKA JIbprKaBa WICHKA, KbJETo ce npoaasa Afiveg, ouHHTe KIMHUKH, KBJIETO CE OYaKBa
Afiveg na ce u3mon3sa, ca CHabICHU ¢ aKTyaIM3upaH HHPOPMAIMOHEH TTAKeT 3a JICKApH, ChIbPIKAIIL
CIIETHUTE EIEeMEHTH:

. Nudopmarus 3a nekapu

o Buyieo Ha mponeaypara 3a HHTpaBUTPEATHO HHXKEKTHPaHEe

. [MukTorpama Ha polieaypaTa 3a HHTPABUTPEATHO HHKEKTHPAHE

. NudopmaiimoHHy MakeTy 3a MafeHTy (CaMo 3a Bb3pacTHATa TOITYJIaIlis )

WNndopmanusita 3a nekapu B 00yIUTEIHUS MaTePHal ChIbPKa CIEIHIUTE OCHOBHU €JIEMEHTH:

. TexHuUKH 32 UHTPABUTPEATHO HH)KEKTUPaHe, BKIIOUUTETHO n3nonssane Ha 30 G urna u
ChOTBETHUSI BI'bJ HA HHKEKTUPAHE

o ®akoHBT U MPEABAPUTEIHO HAITBJIHCHATA CIIPUHIIOBKA Ca CaMo 3a €JHOKpaTHa yroTpeoa

o Heo6xoaumocTTa 1a ce U3XBHPIIM H3TUIIHUAT 00EM OT COPHHIIOBKATA MPE/IH JIa CC HHKEKTHPa
Afiveg, 3a ma ce u3derne npeao3upaHe

o HaGuntozenue Ha MalyeHTa clie]l HHTPaBUTPEATHO MHXKEKTHPAHE, BKIFOYUTEITHO MPOCIICsBaHe
Ha 3pUTENIHATA OCTPOTA M MOBUILIABAHETO HA BBTPEOYHOTO HAJISATAHE CIIC]] HHKEKTHPAHETO

o OCHOBHH MPU3HAIM U CHMIITOMH Ha HE)KEJIAaHU ChOUTHS, CBBP3aHU C HHTPABUTPEATHO

WHKEKTHPaHEe, BKIIIOYUTETHO eHI0(TaIMUT, BBTPEOYHO Bh3MAJICHHE, IIOBUIIEHO BETPEOYHO
HaJIsITaHe, pa3KbCBaHE Ha IIMTMEHTHHS STIUTEN Ha PETUHATA U KaTapakTa

o [TanmeHTKUTE C AETEPOICH MOTSHIMAT TPsOBa J1a Mprwiarat e(peKTHBHA KOHTpaIeNIus, a
OpeMeHHHUTE JKeHU He TpsiOBa jaa u3noissar Afiveg

HNHbOopMaIMOHHUSIT MAaKeT 3a MalMeHTa OT O0YYUTEITHUS MaTepUal 3a Bb3pacTHATA MOMYIalus

BKJTIOYBA HH(POPMAI[HOHHO PHKOBOJICTBO 3a MAlMEHTa M HEroBaTa ayauo Bepcus. MHGOpMaInoHHOTO

PBKOBOJICTBO 3a MAIUCHTA ChIbPIKA CIICAHUTE OCHOBHHU CIICMECHTH:

. JlucroBka ¢ uHdoOpMaIHs 3a MalUeHTa

Koit Tps6Ba na ce nexysa ¢ Afiveg

Kak na ce mogrorsure 3a neuenne Afiveg

Kaksu ca crenkure cien neuenue ¢ Afiveg

OCHOBHM TIPU3HAIM U CHMIITOMH Ha CEPUO3HH HEKEIAHU CHOUTHS, BKITFOUNUTETHO

eHI0(TAIMHUT, BBTPEOYHO Bh3MAIICHHE, YBEINYaBaHe HA BBTPEOUYHOTO HAIIATAHE, Pa3KhCBAHE HA

MTUTMEHTHUS €MTUTEN Ha pETHHATA U KaTapakTa

. Kora fa moThpcaT CrieniHa moMolii 0T CBOS JieKap

. TTareHTKUTE C JETEPOIEH MOTEHIMAN TPSOBA /1a praraT e)eKTHBHA KOHTPAIIEIINS, a
OpeMeHHUTE JKeHU He TpsiOBa aa u3non3sat Afiveg
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MNPUJIOKEHHUE IlI

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS npeaBapurte/iHO HANbJIHEHA CIPUHIIOBKA

1. HNME HA JIEKAPCTBEHUS NIPOAYKT

Afiveg 40 mg/ml MHXEKITHOHEH Pa3TBOP B MPEIBAPUTEITHO HATBJIHEHA CIIPHHIIOBKA adinbepiient

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEULIECTBO(A)

1 mpenBapuTETHO HATBIIHEHA CIIPUHIIOBKA ChAbpka 3,6 mg admubdeprent B 0,09 ml paszrBop
(40 mg/ml).

3.  COUCHK HA NOMOIIHUTE BEUECTBA

XUCTHIWH, XUCTUIMHOB MOHOXUIPOXIIOPUI MOHOXHPAT, TPEXano3a JUXUApaT, mookcamep 188,
BOJIa 3a UHDKEKIIHNA

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

HMuxexuroHeH pa3TBop

1 nmpeaBapuTEIHO HAITBJIHEHA CIIPHHIIOBKA
Hocrass 1 equanyHa n03a ot 2 mg/0,05 ml.

‘ 5. HAYYH HA ITPUJIOKEHUE U I'BT(MIIA) HA BBBEX/JAHE

HHTpaBUTpEAIHO IPWIOKEHHE

Camo 3a eHOKpaTHA yrioTpeoa.

[penau ynorpeba mpoueTeTe TUCTOBKATA.

OTBOpETE CTEPIITHUA OJIMCTEP CaMO B YHCTA CTast 33 MPIIIOKCHHE.
WznuniausaT o6em TpsiOBa [la ce OTCTPaHU MIPEIN HHKEKTHPaHE.

6. CIIEHUAJIHO MPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT NOTJIEJA U TOCEI'A HA TELIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHIIHO 34 ACLA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYIPEXJIEHUS, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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‘ 9. CIIEHUAJIHHU YCJIOBUs HA CbXPAHEHUE

Jla ce chXpaHsBa B XJIaAUITHUK.
Jla He ce 3ampa3siBa.
Jla ce chxpaHsiBa B OpHTHHAIIHATA OMIAKOBKa, 32 JIa Ce Mpe/a3y OT CBETIINHA.

10. CIHEINUWAJIHU NIPEJAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU WJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHNBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
I'epmanus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/25/1965/002

13. IHAPTUJIEH HOMEP

ITaptuna

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAILIMUA HA BPAHJIOBA A3BYKA

[Ipueto e ocHOBaHME /12 HE ce BKIIOYM nHpopmaus Ha bpaiinoBa a30yka.

‘ 17. YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKoj ¢ BKIIIOYEH YHUKaJIEH HACHTU(PHUKATOP

‘ 18. YHUKAJIEH NWIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JJAHHH, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE U JIEHTUTE

[IpenBapuTeIHO HATbJTHEHA CIPUHIIOBKA

| 1. NME HA JIEKAPCTBEHUA NTPOAYKT

Afiveg 40 mg/ml MHXEKITHOHEH Pa3TBOP
adubepient
HuTpaBuTpeasno npuiioxeHue

| 2. HNME HA IIPUTEXKATEJIS HA PASPEIHIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

[4.  TAPTHUJIEH HOMEP<, KOJIOBE HA JAPEHUETO U HA IPOJYKTA>

Lot

|5.  JPYIo

Camo 3a eTHOKpaTHa ynoTpeoa.
0,09 ml.
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJMHUYHHN
II'bPBUYHH OITAKOBKH

ETHUKET npeaBapuTeiHO HATbJIHEHA CIIPUHIIOBKA

|1 UME HA JEKAPCTBEHUSI IPOJYKT U MbT(UILA) HA BbBEXKJIAHE

Afiveg 40 mg/ml urxexuus
aflibercept
HuTpaBuTpeaino NpuiioxeHue

‘ 2. HAYUMH HA ITPNJIOKEHHUE
\ 3. JATA HA U3TUYAHE HA CPOKA HA T'OJJHOCT
EXP
4, IMAPTUAEH HOMEP<, KOJOBE HA TAPEHUETO U HA ITPOJAYKTA>
Lot
5. CbABPKAHUE KATO MACA, OBEM WX EJUHUIIN
0,09 ml

6.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHA daakon

‘ 1. HNME HA JIEKAPCTBEHUS NIPOAYKT

Afiveg 40 mg/ml umxkeximonen pa3TBop
adubepient

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

1 pnakon ceawppxa 4 mg apmmbepuent B 0,1 ml pasreop (40 mg/ml).

3.  COUCHK HA NOMOIIHUTE BEUECTBA

XUCTHIWH, XUCTUIMHOB MOHOXUIPOXIIOPUI MOHOXHIPAT, TPEXano3a JUXUApaT, mookcamep 188,
BOJIa 3a UIDKEKIIHNA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

HMuxexunoHeH pa3TBop

1 ¢maxon ot 0,1 ml
18G ¢unrwspHa urna

Hoctass 1 enuauuna go3a ot 2 mg/0,05 ml.

| 5.  HAYMH HA IPWIOKEHHUE U ITbT(MILA) HA BbBEXKJAHE

WnTpaBuTpeasHo npuioxeHne

Camo 3a efHOKpaTHA ynoTpeoa.

[Ipenu ymorpeba mpoyerere TUCTOBKATA.

WznumuausaTt o6eM TpsOBa Aa ce OTCTpaHH MPEar WHXEKTHPaHE.

6. CIHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA IELIA

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

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXJIEHUS, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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‘ 9. CIIEHUAJIHHU YCJIOBUs HA CbXPAHEHUE

Jla ce chXpaHsBa B XJIaAUITHUK.
Jla He ce 3ampa3siBa.
Jla ce chxpaHsiBa B OpHTHHAIIHATA OMIAKOBKa, 32 JIa Ce Mpe/a3y OT CBETIINHA.

10. CIHEINUWAJIHU NIPEJAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU WJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. UME U AJIPEC HA ITIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
I'epmanus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/25/1965/001

13. IHAPTUJIEH HOMEP

ITaptuna

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHUSA 3A YIIOTPEBA

‘ 16. WH®OPMAILIMUA HA BPAHJIOBA A3BYKA

[Ipueto e ocHOBaHME /12 HE ce BKIIOYM nHpopmaus Ha bpaiinoBa a30yka.

‘ 17. YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKoj ¢ BKIIIOYEH YHUKaJIEH HACHTU(PHUKATOP

‘ 18. YHUKAJIEH HIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJMHUYHHN
II'bPBUYHH OITAKOBKH

ETUKET ¢aaxon

|1 UME HA JEKAPCTBEHUSI IPOJYKT U MbT(UILA) HA BbBEXKJIAHE

Afiveg 40 mg/ml nHxexuus
afliberceptluTpaBuTpeanto npuiioxeHue

\ 2. HAYUH HA IPNJIOKEHUE
\ 3. JTATA HA U3TUYAHE HA CPOKA HA TOJHOCT
EXP
4, IMAPTUAEH HOMEP<, KOJOBE HA TAPEHUETO U HA ITPOJAYKTA>
Lot
5. CbABPKAHUE KATO MACA, OBEM WX EJUHUIIN
0,1 ml

| 6. TIPYTO
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b. JUCTOBKA
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JIncroBKa: I/IH(l)OpMalII/lﬂ 3a malMeHTa

Afiveg 40 mg/ml uH:keKIHOHEH Pa3TBOP B MPeIBAPUTETHO HAITbJIHEHA CIIPUHI[OBKA
admub6epuent (aflibercept)

vTozn JIEKapCTBEH MPOAYKT TOJUICKH Ha AOMIBIIHUTENHO HabmoaeHre. ToBa mie mo3Boiau Obp30To
YCTaHOBSIBaHE Ha HOBa MH(opMaIns OTHOCHO Oe3omacHOCTTa. MoXeTe fa JaieTe CBOsI IPUHOC KaTo
ChOOINUTE BCSIKA HEXKEIaHA PEAKIIUs, KOSITO CTE MOJMYYHII. 3a HAuMHA Ha ChOOIaBaHe Ha HEXEJIaHU
peakuu BIKTE Kpast Ha TOUKa 4.

IIpoyeTreTe BHUMATEIHO LSIJIATA JJUCTOBKA, Mpean Aa Bu 0be npuiiokeHo TOBa JIeKAPCTBO, Thil
KaTO TH ChAbP:Ka Ba:kHa 32 Bac nndgopmanus.
- 3anaseTe Ta3u JUCTOBKA. MOXe Jja ce HaJIOKU J1a s IPOYeTeTe OTHOBO.
- AKO uMare HIKaKBU JIONBJIHUTEIHU BBIIPOCH, TONUTalTe Bamus exap.
- AKO nony4ynTe HIKaKBH HEXXEJIaHU JICKapCTBEHU peakuy, yBenomere Bamus nexap. Tosa
BKJIKOYBA U BCUYKHU Bb3MOXKHU HEXKEJIAHU PEAKLIUU, HEOIIUCAHU B TAa3H JINCTOBKA. Brkre
TouKa 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kaxkso npencrasissa Afiveg u 3a kKakBo ce u3mnon3sa

Kakso TpsibBa ma 3naete, npeau aa Bu 6bae npunoxen Afiveg
Kax mie Bu 6n1e npunaran Afiveg

BB3MOXHM HEXEJTaHU PEaKkLuu

Kax ce cpxpansia Afiveg

ChbIbppKkaHKe Ha OTIAKOBKATa U JIOMbIHUTEHA HH)OpMAIHSI

IS R

1.  Kakso npeacrasisiBa Afiveg u 3a kKakBo ce H3M0J13Ba

Afiveg e pa3TBOp, KOWTO CE HHIKEKTHPA B OKOTO 32 JICUCHHE HA OYHHU 3a00JIsIBaHHS TP Bb3PACTHH,

HapeyeHu

- HEeoBacKyJiapHa (BJIayKHa) Bb3pacToBOOOYyCIOBEHA AereHepalus Ha MaKyara (Biaxsa B/IM),

- YBpEIEHO 3peHNne, ABIDKAII0 Ce Ha OTOK Ha MaKyJjaTa, BCJIEACTBHE Ha OKITy3Hs (3amylIBaHe) Ha
petunanHa BeHa (OPB) (okmy3us Ha paskinoHeHue Ha peTuHainHa BeHa (OPPB) unn okmy3us Ha
neHTpaiaHara pernHanHa BeHa (OLIPB)),

- YBPEACHO 3pEeHUE, ABJDKAILO ce Ha AnabeTeH MakyJjeH oTok (JIMO),

- YBpEIEHO 3peHHe, IBJDKAIO0 Ce Ha MHONMYHA XOpOWAajHa HeoBacKyJapu3auus (MHUONHYHA
XHB).

AdmubeprienT, akTuBHOTO BetecTBO B Afiveg, 610kupa akTHBHOCTTA Ha Tpyra (pakTopH, H3BECTHH
KaTo ChJ0B eHaoTeseH pacTexeH paktop A (VEGF-A) u mnanenren pactexxer ¢pakrop (PIGF).

[Tpu maruentu ¢ BnaxxHa BJIM u muonmuna XHB, te3u dakropu, korato ca B MpeKOMEPHO TOJISIMO
KOJINYECTBO, Ca CBbP3aHU ¢ aDHOPMHO 00pa3yBaHe Ha HOBU KPbBOHOCHHU ChJI0BE B OKOTO. Te3u HOBU
KPBBOHOCHH CBHJOBE MOTaT Jja MPUYMHAT U3THYaHE Ha KPHBHU KOMITOHEHTH B OKOTO ¥ €BEHTYaJTHO
YBpEXAAaHE HAa OYHUTE THKAHH, OTTOBApPSIIHU 33 3pEHHUETO.

[Ipu marmmentn ¢ OLIPB ce nmomygaBa 610kupane Ha OCHOBHHSI KPBBOHOCEH ChJI, KOWTO OTBEXKIA
KpBbBTa OT peTHHATa. B pe3ynrtaT Ha ToBa ce noBumasat HuBaTa Ha VEGF, koeTo nprnunHsaBa
W3THUYaHE Ha TEYHOCT B PETHHATA, BOJCIIO 10 OTOK Ha MaKyJjara (4acTTa OT peTHHATa, OTTOBOPEHaA 3a
00pOTO 3peHHue), KOMTO ce Hapyuia MaKyJseH oTok. IIpy oToka Ha Makynara, HEHTPAJIHOTO 3pEHHE Ce
3aMBbIJIsBA.

[Ipu narmentn ¢ OPPB, enHo uiy nmoBede pa3kiIOHEHUs HA TJIAaBHUS KPHBOHOCEH Ch, KOWTO
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TpaHCIOPTHpPa KPBB OT PeTHHATa, € OJ0KkupaHo. B pe3ynraT Ha ToBa ce nopuiaBaT HuBata Ha VEGF,
KOETO MPUYUHSIBA U3THYaHE Ha TEYHOCT B PETHHATA, BOJICIIO JIO OTOK Ha MaKyJara.

I[I/Ia6CTHI/IHT OTOK Ha MaKyJjaTa IIpeacTaB/isiBa OTOK Ha p€THHATa, KOMTO ce IoJiy4aBa IpHu NalueHTU €
I[I/IaGCT, BCJICACTBHUEC HA U3TUYAHE HA TCYHOCT OT KPBbBOHOCHUTE CHAOBE B MaKyJiaTa. MaKynaTa € Ta3un
4acCT Ha pE€TUHATa, KOsATO € OTTOBOPHA 3a IlO6pOT0 3pCHUC. Koraro MakKyJiata c€ moaye OoT TCHYHOCT,
HCHTPAJIHOTO 3pCHHUC CC 3aMbIJIsABaA.

Joxkazano e, ye Afiveg crimpa pactexa Ha HOBH aOHOPMHH KPHBOHOCHH CHIOBE B OKOTO, KOMTO YECTO
BOJIAT /IO M3THYAHE HA TEYHOCT MK 10 KbpBeHe. Afiveg Moke 1a moMortie 3a crabuIn3upane, a B
MHOTO CITy4au 1 J1a ToJ00pu 3arydara Ha 3peHue, cCBbp3aHa ¢ Bnaxkana BJIM, OLIPB, OPPB, IMO u
muonmyHa XHB.

2. Kakso Tps6Ba 1a 3naere, npean 1a Bu 0bae npuioxken Afiveg

Afiveg nsima 1a Bu 0bj1e MpHJIOKeH

- aKo CTe aJIepruYHu KbM auImOepenT WIK KbM HAKOS OT OCTaHAJIMTE ChbCTaBKH HA TOBA
JIeKapcTBO (M30pOEHU B TOUKA 6)

- aKO MMaTe€ aKTHUBHa I/IH(bCK]_[I/Iﬂ NI CBMHCHUEC 3a I/IH(I)CKHI/IH B OKOTO HJIM OKOJIO HET'O (qua 501041
OKOJIOOYHA MH(EKITHS)

- aKO MMaTe TEXXKO BB3MAJICHNE Ha OKOTO (TIPOSABSIBAIIO ce ¢ OOJIKA WIIH 3a4ePBSIBaHE).

Ipexynpesxnenus 1 npeanasHu MepKH

I'oBopete ¢ Bamwust nekap, npeau aa Bu 6b1e nputoxen Afiveg

- aKo MMare riaykoma

- aKo CTE MMM CIy4au J1a BIKAATEe UCKPH WIM MBTHUHHU U IPU BHE3AITHO YBEIMYCHHE HA
pa3Mepa u Opost HA MBTHUHUTE

- ako Bu e npaBeHa uiM 3atulaHyBaHa OIepanys Ha OKOTO, B PAMKHTE Ha NPEALIECTBAUTE WIN
CIICABALINTE YETHUPH CEAMUIIH

- ako umare texka popma Ha OLIPB mim OPPB (ucxemuuna OLIPB niu OPPB), He ce
mpemopbuBa jgeucHue ¢ Afiveg.

OcBeH TOBa € BaXXHO Jla 3HACTE, 4c

- Oe3onacHocTTa 1 eukacHocTTa Ha Afiveg, korato ce mpuiara B JBeTe 0491 SAHOBPEMEHHO, HE
ca M3CJIeZIBaHM U aKO C€ M3I0JI3Ba M0 TO3M HaYMH, MOKE /1a JOBEE /10 MOBHILIEH PUCK OT MOsIBa
Ha HeXXEJIaH! PeaKIH.

- umkekTupanero Ha Afiveg Moxke 1a mpein3BUKa MOBHUINIABAHE HA OYHOTO HANsATaHe (BhTPEOYHO
HaJIATaHe) [IPU HAKOU MaLMEeHTH B paMKuTe Ha 60 MUHYTH OT MHXEKTHpaHeTo. Bammsr nekap
1€ CJIeIX TOBA CJIE]] BCSIKA MHXKEKIIHS.

- aKo pa3BHeTe HH(EKIHS WIN Bb3MAJICHUE B OKOTO (€HAO(QTATIMHUT) UM APYTH YCIOKHEHUS,
MOJKE JIa TIOYyBCTBaTe OOJIKA WK TTO-CUIIEH TUCKOM(POPT B OKOTO, BIIOIIABAIIO CE 3a4epBSIBAHE
Ha OKOTO, 3aMbBIJIEHO WJIN OTCcIa0EHO 3peHHUe 1 TOBUILEHA YyBCTBUTEIIHOCT KbM CBETIIHHA.
BaxxHO € BCUYKH CHMITTOMH J]a ObJIaT AUATHOCTUIIMPAHU U JIEKYBaHH B3MOXKHO Hal-CKOPO.

- Bammsr nekap 1ie npoBepH Aaji ©UMaTe APYTH PUCKOBH (HaKTOPH, KOUTO MOTAT Aa yBEIH4at
BB3MOKHOCTTA OT Pa3kbCBaHE WJIM OTJICTIBaHE HA €IWH OT CJIOEBETE B 33/IHATA YACT HA OKOTO
(oTyienBaHe WM pa3KbCBaHE HA PETUHATA, U OTJICHIBAHE MM Pa3KbCBaHE Ha TUTMEHTHHS €ITUTE
Ha peTHHaTa), B KOWTO ciryyaii Afiveg TpsioBa 1a ce mpuiiara ¢ OBHIIICHO BHUMAHUE.

- Afiveg He TpsOBa a ce mpuiara o BpeMe Ha OpeMEeHHOCT, OCBEH aKO MOTCHIMAIHATA 110132 He
MIPEeBHINIABA TOTEHIIHATHUS PUCK 32 TUIOAA.

- KEHH C JIeTepO/ICH MOTEeHIMAal Tpsi0OBa /1a M3M0JI3BaT epeKTHBHA KOHTpALENIHs [0 BpeMe Ha
JICUEHNETO W Hal-MaJIKO TP Mecelia cliel ocieanara nmkekius Afiveg.

Cucremnara ynotpeba Ha uaxuouropu Ha VEGF, BeiecTBa, mo00HN Ha OHE3HU, KOUTO C€ ChIbpKAT
B Afiveg, e MOTEHIIMATHO CBBP3aHa C PUCK OT KPBBHU ChCUPEIH, 3aMyIIBAIIM KPHBOHOCHUTE ChIOBE
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(apTepuanau TPOMOOEMOOIMYHH CHOUTHS ), KOETO MOKE JIa JIOBEJIC /IO ChpJICUCH UHPAPKT WITH 10
uHCyaT. ChIIECTBYBa TEOPSTHUCH PUCK OT TaKMBa CHOUTHS ciiell nikekTupane Ha Afiveg B okoro.
Wma orpannvenu JaHHU 3a 6e30MacHOCTTa MpH Jedenue Ha manuentu ¢ OLIPB, OPPB, /IMO u
muormmyHa XHB, kouTo ca nManu WHCYNT WM MHHU MHCYNT (TIPEeX0Ha NCXEMHUYHA aTaka) Wi
chbpAeueH MH(apKT B paMKUTE Ha MOcIeTHUTE 6 Mecela. AKo HsIKoe OT M30poeHuTe ce oTHacs 3a Bac,
Afiveq me ce npuara ¢ MOBHIIIEHO BHUMAHUE.

Wma orpaHuyeH OMMT ¢ JIeYEHUETO Ha

- nanueHTn ¢ JIMO BcnenctBue Ha nuabet tui |

- JabeTHIIM ¢ MHOTO BUCOKH CpeTHH HHMBa Ha KpbBHA 3axap (HbALC nan 12%).

- Na0ETUITN ¢ OYHO 3a00sBaHe, MPUINHEHO OT AuabeTa, HapedeHo mpoandepaTuBHA TrHadeTHa
PETHHOTATHSI.

JIuticBa onuT ¢ JIeYCHUE HA

- MAIICHTH C OCTPU MHQEKIINH.

- MAIUCHTH C IPYTH OYHU 3a00JISBAaHUS KaTO OTJICIIBAHE HA PETHHATA WM JyIIKa B MaKyJiaTa.

- IuabeTHIM ¢ HEKOHTPOIUPAHO BUCOKO KPHBHO HAJSITaHE.

- MalMEeHTH, KOUTO HE ca OT a3UaTCKU NMPOu3xoH, ¢ muonuuHa XHB.

- MalMEHTH, JIEKYyBaHH Npenu 3a muonuyHa XHB.

- MAIMEeHTH C YBPEXKJaHe N3BBH IIEHTPATHATA YacT Ha MaKyJaTa (eKcTpadoBeaTHH JIE3UH) 3a
muonnyHa XHB.

AKo HSIKO€ OT H30pOeHHTE To-Tope ce oTHAcs 3a Bac, Bamusr nekap e B3eMe NpeBH Ta3u JIHICA
Ha uHdopmanus mpu Jeuenento Bu ¢ Afiveg.

Jeua u roHommu

VYnorpebara Ha Afiveg npu sema uiii I0HOIIY Ha Bb3pacT 1moj 18 roJuHu He € MpoyyueHa, Thil KaTo
BnaxxxHata BJIM, OLIPB, OPPB, JIMO u muonuuna XHB ce cpemaT ocHOBHO npu Bb3pacTHU. [lopagu
TOBa HsIMa ChOTBETHA YIIOTpeOa B Ta3u Bb3PacTOBa IpyIma.

Npyru gexapcrBa u Afiveg
TpsibBa na kakere Ha Bammst iekap, ako H3I0J13BaTe, HACKOPO CTE U3IOJI3BAIH HITH € Bb3MOXKHO J1a
U3I0JI3BaTe JAPYTH JICKAPCTBA.

BpeMeHHOCT M KbpMeHe

- JKenu ¢ gerepojieH MoTeHIIMAI TPOBa Jla U3M0I3BaT e(PeKTUBHA KOHTPAIICTIIHS 110 BpeMe Ha
JICUSHUETO U Hal-MaJIKO TP Mecena cies mocneanaTa nmkekus Afiveg.

- Hsima onut B u3nonszBaneto Ha Afiveg npu 6pemennu xenu. Afiveg He TpsiOBa 1a ce u3mosi3sa
Mo BpeMe Ha OPEeMEHHOCT, OCBEH aKo MOTCHIIMATHATA [10J13a HE TIPEBHUIIABA MOTCHIIMATHUS PUCK
3a To1a. AKO CTe OpeMeHHa WK IJIaHupaTe OPEMEHHOCT, MOCHBETBANTE ce ¢ Bamus gexap
npenau neuenue ¢ Afiveg.

- Mainku konmuectBa Afiveg moxe a nmpemuHar B kbpMaTa. EdekTuTe BbpXy KbpMEHHTE
HOBOPOIEHH/KbpMadeTata He ca n3BecTHH. Afiveg He ce mpemopbuBa 1Mo BpeMe Ha KbPMEHE.
Axo cTe KbpMauka, 00ch/eTe ToBa ¢ Bamms siekap npeu sedenue ¢ Afiveg.

Hlodupane u padoTa ¢ MAIIMHU
Cren nmxeknusata Afiveg Mmoxke 1a nmaTe BpeMeHHHM 3puTeHn cMyienus. He modupaiite u ne
paboTeTe ¢ MalluHU, TOKATO T€ Ca HAJHIIE.

Ba:xna ungopmanusi 3a HAKOH 0T cheTaBKuTe Ha Afiveg

ToBa jekapcTBO ChaAbpKa Mo-Maako oT 1 mmol Harpuit (23 mQ) Ha 1030Ba €MHUIIA, T.€. MOXKE Ja Ce
Kake, 4e MPaKTUIECKH He ChAbprKa HATPUH.

82



3. Kak me Bu 6bae npuiiaran Afiveg

Jlekap ¢ ONUT B MPUJIATaHETO Ha OYHU HHKCKIINY 1i1e nkekTupa Afiveg B okoto Bu B acentuunu
(9MCTH ¥ CTEPUITHN) YCIOBUSI.

Ipemoprunrennata go3a e 2 mg apaudepuernt (0,05 ml).
Afiveg ce npuara KaTo HHKEKIHS B OKOTO (MHTPaBUTPEaTHa HHKEKIIUS).

[Ipenn wmkekTHpaHeTo BammsT jrekap Ie u3moi3Ba Ae3uHGEKITNpaIio CPpeACTBO 33 BHUMATEITHO
MMOYMCTBaHE HA OKOTO BU ¢ 1ien nmpenorBpaTsaBaHe Ha nH(EKIus. Bammsr jiekap 1ie npuiioku u
MECTHa YIOWKa, 3a J1a HaMaJli WM NPEJI0TBPATH BCsAKa 00JIKa, KOATO OUXTE MOTJIU Jia TIOYyBCTBATE
TIPY MHKEKTHPAHETO.

Baaxuna BJIM
[NarmenTn ¢ Bnaxua B/IM e Obp1aT IeKyBaHY ¢ eIHA HHXEKITHS Ha MECeIl B IPOAbIDKEHIE Ha TPH
[OCJIEI0OBATEIHH 103U, IOCTAEABAHU OT APyra MHXKEKLHUS CIIE] TOI'BIHUTEIHY ABa MECeLa.

Crnen ToBa Bamuar nexap 1ie pemiu,naiu HHTEPBaTbT MKy HHKEKIIMUTE MOXKE Ja c€ MOAIbpKa Ha
JIBa MeceLa WK MOCTENEHHO Ja Ce YABJDKAaBa ¢ 10 2 Win 4 ceIMHULIU, aKO CbCTOSIHUETO Bu e
CTaOMIIHO.

AKO CBCTOSIHHETO BU ce BIIOIIM, HHTEPBATHT MEXKTY HHKEKITHUTE MOKE Ja ObJie CBKpaTeH.

He ce namara na mocemaBare Bamis nexap MeXTy OTISITHATE HHXEKIIUH, OCBEH aKO UMaTe HAKAKBU
po0JIeMHU WK CTE MOChBETBAHU OT Baius ekap.

Otok Ha makyJaTa Beiaeacrsue Ha OPB (OPPB win OIIPB)
Bamusr nekap we onpeaenu Hai-noaxosiiara cxema Ha jgedeHue 3a Bac. Bue mie 3anounere
JICYCHHUE ChC Cepus OT exemeceuHn umkekuun ¢ Afiveg.

WHTepBanbT MEXy JBE MHKCKIIUU HE TPSAOBA J1a ObJIC MMO-KbC OT SIUH MeCell.

BammsT niexkap Moxe aa periu 1a cipe sedernero ¢ Afiveg, ako ceerosiHuero Bu He ce monodpu npu
MPOABIDKABAHE HA JICYEHUETO.

BameTo sieuenne 1me npoIbInKY ¢ €XKeMECEYHN MHKEKIINH, TOKaTO ChCTOSTHUETO BU cTaHe cTabmIitHO.
Moske n1a ca HEOOXOUMU TPU WITH TIOBEUE €KEMECCUHU WHKEKITUH.

Bammsit nexap mie mpocnezssa Bamius 0TTOBOp Ha JICUSHHUETO W MOXKE J1a TIPOIBIDKH JICUSHUETO Upe3
MMOCTEIIEHHO YBEJIMYaBaHe Ha MHTEPBaa MEXKy MHKEKIIMHUTE, 3a JIa C€ TOJIbPiKa CTA0MITHO
ChCTOSTHUE. AKO ChCTOSIHHETO B 3arodHe ia ce BiiomaBa mpu Mo-AbIbI UHTEPBAI Ha JISYCHHE,
Bamusit nexap me HaManu ChOTBETHO HHTEpBaa.

B®b3 ocHoBa Ha Bamms OTTOBOP HaA JICHCHUCTO, Bammmsr JICKAp mie peuiv KakbB /1a € Fpa(l)I/IK’BT Ha
MpErJICaANTE 3a MPOCICAABAHE U CXEMATa Ha JICUCHUC.

JAunaderen makyeH oTok (AMO)
[Maruentn ¢ JIMO TpsOBa aa ce NeKyBar ¢ eIHa HHKEKIUS MECEUHO 3a ITbPBUTE TET ITOCIIE0BATEITHA
JI03U, TIOCTICABAHU OT €Ha MHXKEKITUS Ha BCEKHU JBa MECeIa CJIe]] TOBa.

WHTepBanbT Ha puiiaraHe MokKe Ja Ce 3ama3u BEHBXK Ha BCEKHU /IBa Mecella UM J1a Ce afjanTHpa Bb3
OCHOBA Ha TIperyieia Ha Bamms siekap. BamusT iekap 1ie penm KakbB Ja € TpaduKbT 3a

mpociaeadaBaiiu Mmperican.

Bammsar JICKap MOXKEC 1a pCHIn Jia CIIpe JICUCHUCTO C Aflveg aKO C€ YCTaHOBH, Y€ HAMATC I10J13a OT
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MIPOABIIKUTEIIHO JICUCHUEC.

Muonunuyna XHB

[NarmenTn ¢ muonrraHa XHB 1116 6b1aT JTeKyBaHN caMo ¢ eHa WHXKEKIHA. J|OTTbITHUTETHH WHXEKITHH
e Bu ce mocTaBaT camo, ako nperieauTe npu Baius jiekap mokaxar, 4e ChbCTOsIHUETO Bu He ce e
o100pwUIIo.

NuTepBanbT MEXIy ABE HHKEKITUHN HE TPSAOBa Ja ObIe MO-KbC OT eIMH Mecell.

Ako 3a0omnsiBaneTo Bu oTIIyMsiBa U clie/i TOBA Ce BpbIla, Bammsr nexkap Moxe /1a IOJJHOBHU JICUCHHUETO.
BammusT nexap mie onpezenu rpaduka Ha MpeTJIeauTe 3a MPocieaBaHe.

IMoapoOHu yka3aHus 3a yrnoTpeba ca J1aJeHH B Kpasi Ha JIMCTOBKaTa cliel ,,Kak ce MpUroTss v KaK ce
mpmitara Afiveg®.

Axo e nmpomycHaTa n03a Afiveg
3anuIere ce 3a HOBO MOCEIICHUE 32 PeTJIe]l U HHKEKIIUSL.

Axko cte cipesu npuema na Afiveg
Koncyntupaiite ce ¢ Bamus nekap mpeau Aa CripeTe JICUSHUETO.

AKO MaTe HIKaKBU AOMBIHUTEIHU BBIIPOCH, CBBP3aHH ¢ yroTpebaTa Ha TOBa JIEKapCTBO, IIONTUTANTE
Bamus nekap.

4, B1b3MOKHH HeXxeJTaHHU peakuuun

Kakro Bcuukn JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IMMPEAN3BUKA HEXKEITIAHU PEAKINH, BBIIPEKN Y€ HE
BCCKHU I'M I10JTy4aBa.

[ToreHnmanHo Morar 1a Bb3HUKHAT aJIepPrHYHM peakuuu (peakuy Ha CBPbX4yBcTBUTENHOCT). Te
MOrar Aa 0bJaT CEPMO3HM U /1a HAJIAraT /1a ce CBbp:KeTe He3a0aBHO ¢ Bammus nekap.

I[Tpu npunokenuero Ha Afiveg Morar j1a ce pa3BHAT HIKOHM HEXEJAHH PEaKIUH, 3aCATalll OYHTe,
KOHTO ce IbJDKAT Ha NpolLeAypaTa Ha MHXKeKTupaHe. Hsikon oT Tax MoraT 1a ObJaT cepuo3Hu U
BKITIOYBAT CJIENOTA, cepro3Ha NHGEKIUs UIU Bb3NajleHue HA OKOTO (eHI0(TaIMuUT), OTJIENBaHe,
pa3KkbCBaHe WM KbpPBeHe Ha CBETJOUYBCTBUTEIHHUS CJI0H B 32JHATA YACT HA OKOTO (OTJIETIBaHE
WK Pa3KbCBAHE HAa PETUHATA), MOMbTHABAHE Ha JelaTa (KaTapakTa), KPbBOM3JIUB B OKOTO
(KpBBOM3IMB B CTHKIOBUAHOTO TSUIO), OTJIENBAHE HA NMOJ00HOTO Ha eJle BellleCTBO BbB
BBTPEIIHOCTTA HA OKOTO OT peTHHATAa (OTJIENBaHEe Ha CTHKIOBUIHOTO TSJI0), U MOBUIIABAHE HA
HAJIATAHETO B OKOTO, BIKTE TOuka 2. Te3u Cepruo3HM HeXeNIaHH PEaKIiH, 3acsrali 09uTe, ca ce
pa3BuiH 1pH mo-Manko ot 1 va 1 900 nHXeKIuK B KITMHUYHUTE [IPOYYBaHUSI.

CBmeeTe ce ¢ Bamus JIEKap He3aﬁaBHO, AKO IOJIYUYHUTEC BHE3AIIHO HAMaJICHUE HA 3pCHUETO, UJIU
3acuiIBaHe Ha OoJIKaTa u 3a4C€pBABAHC HAa OKOTO CJIC] MHKCKIUATA.

CnuchbK HA HeKeJaHU peakumu

Cnelea CIIMCBK Ha HEXKCIaHUTE pCaKImuu, KOUTO Ca C’I)O6HIaBaHI/I KaToO BEPOATHO CBBpP3aHU C
npoucaypara Ha MHXKCKTHPAHC WA C JICKAPCTBOTO. MOJ'IH, HEC CC 6€3HOKOﬁT€, Bue moxe Ja HC IIOJTYUUTC
HMKOS OT TAX. Bunaru 06C’B)I(Z[al>iTe BCSKAKBHU IMOJO03UPAHU HEIKCIIAHU PCAKIUU C Bamms JICKap.

MHoro yecT He:KeJIaHHM peakiuu (MoraT Ja 3acerHar nosede ot 1 Ha 10 gymm):

- BJIOLIABAHE HA 3PCHUETO

- KPBHBOM3JIMB B 33/IHaTa 4acT Ha OKOTO (KPHBOU3IIMB B PETHHATA)

- KpBBSCBaHE HA OKOTO, IPUUUHEHO OT KbPBEHE OT MAJIKUTE KPbBOHOCHH CH/IOBE BB BHHILIHUTE
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CJIOEBE HA OKOTO
- 0OJIKa B OKOTO

YecTu HexeslaHU peaknuu (Morar jia 3acersat o 1 va 10 gymm):

- OTJemBaHe WM pa3KbCBAHE HA EMH OT CIOEBETE B 3a/{HATA YACT HAa OKOTO, KOETO BOJIH JI0
MPOOJICHIM ¢ MBTHUHU, MIOHSKOTa MPOTPECHpAIIIH 10 3ary0a Ha 3peHHeTo (pa3KbCBaHE Ha
peTUHATHHS TUTMEHTEH eUTEN*/0TIIeTBaHe, OTJICTIBAaHE Ha peTHHATA/pa3KhCBaHE)

o * ChCTOSIHUS, 32 KOUTO € M3BECTHO, Y€ ca CBhp3aHH ¢ BIaxHa BJIM; HaOrotaBaHu camo Ipu
MMalMeHTH ¢ BaakHa B/IM.

- JIereHepalys Ha peTUHATA, MPUYUHSIBAIIA HAPYIIICHO 3pEHUC

- KPHBOMBIUB B OKOTO (KPHBOM3IHUB B CTHKIIOBHIHOTO TAJIO)

- HsAKOM (OpMU Ha 3aMBIJISIBAHE HA Jienara (KaTapakTa)

- yBpeXJaHe Ha IPeIHUS CIIOW Ha OYHaTa S0BIKa (POTOBHIIATA)

- TIOBWIICHHE HAa HAJISATAHETO B OKOTO

- JIBIDKCIIH CE IETHA B 3pUTEITHOTO 10Jie (MBTHUHHN)

- OTJeNBaHE Ha MOJOOHOTO HA JKEJIE BEIIECTBO BhB BHTPEIIHOCTTA HA OKOTO OT PeTUHATA
(oTnenBaHe Ha CTHKIOBHUIHOTO TSUIIO, BOJEIIO IO MPOOIIACHIN C MBTHHHN)

- ycellaHe, 4Ye UMa HEIIO B OKOTO

- TIOBHIIEHO 00pa3yBaHE Ha CHI3U

- TOJyBaHE Ha Kjemaya

- KbpBEHE Ha MACTOTO Ha HHKEKTHpPAHE

- 3ayepBsBaHE HA OKOTO

HeuecTu HeskeaHu peakuuu (Morart na 3acersHat 1o 1 va 100 qymm):
- aJepruyHH peakuuu (peakuy Ha CBPbXUyBCTBUTEIHOCT)™**

o ** Ima choOIeHns 3a ajJeprudHu PEeaKih KaTo OOpUB, ChpOEK (MPYPHUTYC), KOTPUBHA
Tpecka (ypTuUKapus), KakTO ¥  HAKONKO  CIydyad Ha  TEXKKH  aJeprHYHU
(anadumakTraHI/aHADUITAKTONIHN) PEAKIINH.

- CEpHO3HO BB3MaJIeHHE WK WHPEKINS BbB BHTPEIIHOCTTA HA OKOTO (€HA0(TaIMHUT)

- BB3MAaJCHUE HA UPHCA WK IPYTH YACTH Ha OKOTO (MPUT, YBEUT, HPUIOLUKIIUT, THHAAT B
npejHaTa Kamepa)

- HeoOHYalHO yCellaHe B OKOTO

- Jpa3HeHe Ha Kjenadya

- TOJyBaHE Ha MPEAHMS CJIOH Ha ouHaTa 0bJIKa (POroBHUIlaTa)

Penku Hexenanu peakuuu (Morar ga 3acersar g0 1 va 1000 xymm):

- clemoTa

- TIOMBTHSBAHE HA JielaTa Mmopaau TpaBma (TpaBMaTHYHA KaTapaKTa)

- BB3MAJCHHUE Ha MOJ00OHOTO HA XKeJie BEIIECTBO BbB BHTPEIIHOCTTA HA OKOTO
- THOH B OKOTO

C Hen3BecTHA YecTOTA (OT HAIMYHUTE JaHHU HE MOXKE J1a Ob/ie HallpaBeHa OlleHKa Ha YeCToTaTa):
- Bb3MAJCHUE Ha OsJ1aTa 4acT Ha OKOTO, CBhP3aHO ChC 3aUepPBSIBaHE U OOJKa (CKICPUT)

B ximHMYHATE M3NUTBaHKA c€ HAOIIO/aBa MOBHIIIEHA YECTOTa Ha KbPBEHE OT MAJIKUTE KPHBOHOCHH
CBHJIOBE BbB BHHIIHUTE CIIOEBE HA OKOTO (KOHIOHKTHBAJIEH KPhBOU3JIMB) IIPH MAIIMEHTH C BIayKHA
BJIM, npuemaiiu jgekapcTBa 3a pa3pex/aHe Ha KpbBTa. Ta3u nmoBullieHa 4YECTOTa € CpaBHUMa MEXKY
MalMeHTHTe, JIeKyBaHH ¢ pannOusymab u Afiveg.

Cucremuara ynorpeba Ha naxuburopu Ha VEGF, BemectBa, mogo6Hu Ha chabpxammuTe ce B Afiveg,
€ TIOTEHIIMAIHO CBbhpP3aHa C PUCKA OT KPbBHH ChCHPEIIH, 3aITyIIBaI KPbBOHOCHUTE ChJIOBE
(apTepuanau TPOMOOEMOOIMYHY CHOUTHS ), KOETO MOXKE JIa OBEJIE 10 Chp/Ie4eH HH(DAPKT WU 10
uHCYNT. ChIECTBYBa TEOPETHUYCH PUCK OT TAKMBA CHOMTHS ciie nHxkekTupane Ha Afiveg B okoro.

KakTo npu BCHYKH T€parieBTHYHU MPOTEUHH, IPU Mpuitokenneto Ha AfiVeg chiecTByBa Bb3MOXKHOCT
OT UMYHHa peakuus (oOpa3yBaHe Ha aHTUTETA).
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Chod1aBaHe HA HeXKeJIAHU Peakuu

AKO TIONTy4HTe HIKAKBH HEXKEIIAaHU JIEKAPCTBCHU PeaKiuy, yBeroMere Bamms nekap. ToBa BKItOUYBa
BCUYKH Bb3MOKHU HEOIMCAHU B Ta3H JUCTOBKA HEXXEJaHH peakiuu. MoKeTe ChILO 1a ChOOLIUTE
HEXEJIAaHH PeaKIiy JUPEKTHO Ype3 HAI[HOHAIHATA CHCTEMa 3a ChOOIaBaHe, IOCOYCHA B
[punoxxenue V. Kato cho0IaBaTe HeXKENaHU PEaKIIUU, MOXKETE Ja JaIeTe CBOS IPUHOC 32
MoJTyYaBaHe Ha MOBeYe HHPOPMAIIHs OTHOCHO 0E€30MaCcHOCTTa Ha TOBA JICKapCTBO.

5. Kak ce cexpansiBa Afiveg

- Jla ce cpxpansiBa Ha MACTO, HEAOCTHITHO 3a JIEelIa.

- He m3non3BaiiTe ToBa JIEKapCcTBO CIIe]] CPOKA HAa TOAHOCT, OTOENIA3aH BEPXY KapTOHEHATa
OITaKOBKa U eTHKeTa cien ,,l oneH n0:*/,,EXP“. CpokbT Ha FrOJHOCT OTrOBaps Ha OCJCIHUS JICH
OT TTOCOYEHHS MECEII.

- Jla ce coxpansa B xiaaguiauk (2 °C mo 8 °C). [la He ce 3ampa3sBa.

- HeotBopeHusT 6mucTep MOXe Ja ce€ ChXpaHsIBa U3BBH XIMaAmITHUK 1o 25 °C no 24 gaca.

- Jla ce cpxpansiBa B OpUTHHAIHATA OTMIAKOBKA, 3a Jla CE Mpeana3y OT CBETIIHHA.

- He m3xBBpIsiiTe IekapcTBaTa B KAHAIM3ANKATA WK B KOHTEHHEpa 3a JOMAITHH OTHAaIbIIH.
[NonuTaiite Bamust hapManeBT Kak Aa U3XBHPISTE JIeKapcTBaTa, KOUTO Bede He u3nomn3sare. Te3u
MEpKH IIle CTIOMOTHAT 3a OTa3BaHe Ha OKOJHATA Cpefa.

6. ChabpskaHue HA OIIAKOBKATA M I0IIbJIHUTEIHA HHpOopManus

Kakso cbabpaxa Afiveg

- AKTHBHO BemecTBo: adaubepient. EqHa npeaBapuTeHo HabIHEHA CIIPHHIIOBKA ChIbpKa
usnonsBaem ooem ot Haii-manko 0,09 ml, ekBuBaseHTHH Ha Haii-mManko 3,6 Mg adaubepIienT.
Enna mpenBapuTenHO HabIHEHA CIPUHIIOBKA ChABPKa 032 0T 2 mg admubdepuent B 0,05 ml.

- Jpyru ¢bCTaBKH: XMCTUAMH, XUCTHAUNHOB MOHOXHUAPOXJIOPU]] MOHOXHUIPAT, TpeXajio3a
JUXUApAT, nojokcamep 188, Boa 3a MHKEKIIUH.

Kak n3raexna Afiveg u kKakBo ChIbp:iKa OMaKOBKAaTa
Afiveg e HHXEKIIMOHEH pa3TBOp (MHXKEKIIHs) B IPEABAPUTEITHO HAITBJIHEHA CIIPUHIIOBKA. Pa3TBOPBHT €
Oe31BETEH N0 OJIENOXKBIIT.

OrmakoBka ot 1 MNpEABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA.

IIpuTeskaTesn Ha pa3pelIeHNETO 32 yOoTpeda
STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
Iepmanus

IIpoussoaure
Alvotech Hf
Semundargata 15-19
Reykjavik, 102
Ucnanons

3a gombaHUTEHA HHPOPMAIIKS OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE€ C JIOKATHUS
MPE/ICTABUTEN HA MPUTEKATEISI HA Pa3pelieHUeTo 3a ynorpeoa:

Belgié/Belgique/Belgien Lietuva
EG (Eurogenerics) NV UAB ,,STADA Baltics*
Tél/Tel: +32 24797878 Tel: +370 52603926
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Bbbarapus

STADA Bulgaria EOOD
Ten.: +359 29624626
Ceska republika

STADA PHARMA CZ s.r.o.

Tel: +420 257888111
Danmark

STADA Nordic ApS
TIf: +45 44859999
Deutschland
STADAPHARM GmbH
Tel: +49 61016030
Eesti

UAB ,,STADA Baltics*
Tel: +37253072153
EALGoa

STADA Arzneimittel AG
TnA: +49 61016030
Espafia

Laboratorio STADA, S.L.

Tel: +34 934738889
France

Laboratoires Biogaran
Tél: +33 800970109
Hrvatska

STADA d.o.o.

Tel: +385 13764111
Ireland

Clonmel Healthcare Ltd.
Tel: +353 526177777
Island

STADA Arzneimittel AG
Simi: +49 61016030
Italia

EG SpA

Tel: +39 028310371
Kvmpog

STADA Arzneimittel AG
Tel: +49 61016030
Latvija

UAB,,STADA Baltics*
Tel: +37128016404

Luxembourg/Luxemburg
EG (Eurogenerics) NV
Tél/Tel: +32 24797878
Magyarorszag

STADA Hungary Kft

Tel.: +36 18009747

Malta

Pharma.MT Ltd

Tel: +356 21337008
Nederland

Centrafarm B.V.

Tel.: +31 765081000
Norge

STADA Nordic ApS

TIf: +45 44859999
Osterreich

STADA Arzneimittel GmbH
Tel: +43 136785850
Polska

STADA Pharm Sp. z.0 o.
Tel: +48 227377920
Portugal

Stada, Lda.

Tel: +351 211209870
Romania

STADA M&D SRL

Tel: +40 213160640
Slovenija

Stada d.o.o.

Tel: +386 15896710
Slovenska republika
STADA PHARMA Slovakia, s.r.o.
Tel: +421 252621933
Suomi/Finland

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

STADA Nordic ApS

Tel: +45 44859999

JdaTa Ha mocJieHO Mpepa3rJie:KIaHe Ha JUCTOBKATA
JApyru usrouynunu Ha uHpopmanus

Hoapo6Ha I/IH(l)OpMaLII/Iﬂ 3a TOBaA JICKApCTBO € NPEAOCTAaBCHA Ha ye6caﬁTa Ha EBpOHefICKaTa arcHuus
1o JiekapcrBarta: https://www.ema.europa.eu

ITocouenara mo-a0.J1y I/lH(l)OpMallﬂﬂ € nMpeaAHasHavdYeHa caMo0 3a MCAMIUHCKH ClICUATUCTH.

Kak ce mpuroTBs u kak ce npuJara Afiveg
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[penBapuTenHO HATBIHEHATA CIIPUHIIOBKA TPSIOBA J1a ce M3II0JI3Ba CaMo 3a JICYCHHE Ha €JTHO OKO.
W3BnuyaHeTo Ha HIAKOJIKO J03U OT MPEBAPUTEITHO HAITHJIHEHA CIIPUHIIOBKA MOXKE J1a YBEIIMYM PUCKA OT
3aMbpCSIBaHE | TIOCIIEIBAIIA UHPEKITHSL.

He OTBaprITe CTCPUIHUA 6J'H/ICTCp C MPCABAPUTCIIHO HAITbJIHCHA CIIPUHIIOBKA U3BBbH YHCTAaTa CTasd 3a
MIPUIIOKCHHC. Bceku Hen3non3BaH JICKApCTBCH MPOAYKT HUJIK OTHAABbYCH MaTCpHrall Tpﬂ6Ba Ja 6’I)I[€
HU3XBBPJIEH B CHOTBETCTBHUE C MECTHUTE N3MCKBAHNA.

[IpenBapuTenHO HATBJTHEHATA CIIPUHIIOBKA ChIBPKa MIOBEYE OT MPENOPhUUTENIHATA /1032 2 Mg
a¢mbepuent (exBuBanenTau Ha 0,05 ml). M3n1uimHOTO KONMMYECTBO TPAOBA 1a C€ OTCTPAHHU IIPEIN
MPUIIOKCHUE.

Pa3tBOpBT TpsiOBa fja ce MpOBEpH BU3YAIHO 3a UYXKAH YACTHUIIM W/WIN MPOMSHA B I[BETA MU BCIKAKBA
MpOMsIHA BHB BHHIIHUS BUJ NIPEAU MprUiokeHue. B ciydaii ue ce HabmiogaBaT TakuBa, JEKapCTBEHUST
MPOAYKT TPIOBa J1a c€ U3XBBPIIH.

3a UHTPaBUTPEATHO HH)KEKTUPAHE TPsIOBa J1a ce M3Mo3Ba HHKeKInoHHa uria 30 G x 27,

Ykazanus 3a ynompebda na npedsapumento HanviHeHaAMA CRPUHYOBKA:

1. Koraro cte rotosu na npwmioxwure Afiveg, oTBopere kapToHeHaTa OMaKOBKA U M3BAIETE
cTepuiM3upanus onucrep. BHUMarTeaHo oTBOpeTe OiiMcTepa, OCUTypsBaliki CTEPUITHOCTTA Ha
ChIbPKAHUETO My. JI[pBKTE CIIPHHIIOBKATA B CTEPUIIHOTO THE3JI0, JOKATO CTE TOTOBH 32
CriI00sBaHETO M.

2. Karo u3non3Bate acenTU4HA TEXHUKA, U3BAACTE CIPUHLIOBKATA OT CTEPUIIM3UPAHUS OIHCTep.

3. 3a &a MaxHeTe Karavkara Ha CIIPHHIIOBKATA,
JPBKTE CIPUHIIOBKATA B €JHATA CH PBKa, KaTo C
Jpyrara XBaHeTe KaraykaTa Ha CIIPUHIIOBKATa ¢
najena ¥ nokasanena cu. Mouisi, o0bpHeTe
BHUMaHUe: TpsiOBa Jla yCydeTe Karnaykara Ha
CIIPUHIIOBKATA (HE 5 OTYYyIIBANTE).

YCYYETE!

4. 3a na n30erHere HapyllaBaHe Ha CTEPUIHOCTTA Ha MPOJYKTA, HE U3TETJIAHTE Ha3al OyTaloTo.
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5. M3non3Baiiky aceNTHYHA TCXHUKA, 3aBUUTE
TLTHTHO MHDKCKITMOHHATA UTJ1a KBbM JIYEP-JI0K BhpXa
Ha CIIPUHIIOBKATA.

J
Karo nppxute cripuHIIOBKaTa ¢ HacoueHa Harope P
UIJIa, s IPOBEpETE 3a HAJIMYKME Ha MeXypueTa. AKo
¥uMa MeXypueTa, BHUMATEJIHO NOoTymaiire
CIIPUHLIOBKATAa C MPBCT, IOKAaTO MeXypyeTara ce
W3AUTHAT 10 TOpHATA i YacrT. YYKHETE!

W3numHoTo KoIuYecTBo TpsiOBa J1a ce U3XBBPIIH MIpeau npuinoxeHue. OTcTpaHeTe BCUUKU
MexypueTa U U3TJacKaiiTe H3THIIHUS JeKAPCTBEH NMPOAYKT, Ype3 0aBHO HATHCKAaHe HA
0yTa/10TO, 32 1a H3PABHHTE OCHOBATA HA CBOJA HA 0yTa10TO (He BbPXa HAa CBOJA) C
JIMHUSITA 32 103aTAa HA cIpUHIOBKaTa (ekBuBasieHTHO Ha 0,05 ml, T.e. 2 mg adimbeprent).
3abesieskka: ToBa npaBUIHO MO3UIIMOHKMPAHE HAa OYTaJIOTO € MHOTO BaKHO, ThH KaTo
HENPaBIIIHOTO MO3UIMOHUPaHe Ha OyTalloOTO MOJKE Ja TOBEZE 10 IOCTABSHE HA TIOBEYE WU
MO-MaJIKO OT IpeANucaHaTa J03a.

PastBop cneg
CBog Ha OTCTpaHABaHe
Bu3aywHu e 6yranoto Ha Bb3gyLlHUTE
mexypueta [ | mexypueta
Nuuna Pu6 Ha
4mm 33 032
Pasteop
P16 Ha A
— csBoAa Ha 3:"::3
6yTanoto A

HmxekTupaiiTe, KaTo HATHCKATe OyTAI0TO BHUMATEITHO U C TOCTOsSIHEH HaThcK. He
NpUIaraite JOMbJIHUTEICH HATUCK, CIIE/] KaTO OYTaa0TO JOCTUTHE THHOTO HA CIIPUHIIOBKATA.
He npuiaraiite KakbBTO H /12 € OCTATh4Y€H Pa3TBOP, KOWTO ce Ha0/II01aBa B
CIPUHIIOBKATA.
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[IpenBapuTenHO HaIBIHEHATa CIPUHIIOBKA € caMO 3a eJIHOKpaTHa yrmoTpeda. MHOTOKpaTHO
NpUiIarase Ha JIO3M OT MPEABAPUTEIHO HAITBIIHCHA CIIPUHIIOBKA MOXKE JIa YBEJIHYH PHCKA OT
3aMBbpPCABAHE U TTOCTEABAIIA HHEKIHS.

Hewusnon3BaHuAT JeKapCTBEH MPOIYKT HIIHM OTHAIBYHUTE MATEPUAIN OT HETO TPsOBa 1a ce
U3XBBPIST B ChOTBETCTBHE C MECTHUTE M3UCKBAHMUSL.
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JIncroBKa: I/IH(l)OpMalII/lﬂ 3a malMeHTa

Afiveg 40 mg/m| uH:KeKIHOHEH Pa3TBOP
adpmmbepuernrt (aflibercept)

vTozn JIEKapCTBEH MPOAYKT TOJUICKH Ha AOMIBIIHUTENHO HabmoaeHre. ToBa mie mo3Boiau Obp30To
YCTaHOBSIBaHE Ha HOBa MH(OpMaIns OTHOCHO Oe3omacHOCTTa. MoXeTe fa JaieTe CBOs IPUHOC KaTo
ChOOINUTE BCSIKA HEXKEIaHA PEAKIIUs, KOSITO CTE MOJMYYHII. 3a HAuMHA Ha ChOOIaBaHe Ha HEXEJIaHU
peakuu BIKTE Kpast Ha TOUKa 4.

IIpoyeTreTe BHUMATEIHO LSIJIATA JJUCTOBKA, Mpean Aa Bu 0be npuiiokeHo TOBa JIeKAPCTBO, Thil
KaTO TH ChAbP:Ka Ba:xkHa 32 Bac nnpopmanus.
- 3anaseTe Ta3u JUCTOBKA. MOXe Jja ce HaJIOKU J1a s IPOYeTeTe OTHOBO.
- AKX0 uMare HIKaKBU JOIBJIHUTEIHH BbIIPOCH, TonuTaiTe Bamms nekap.
- AKO monyuynTe HIKaKBH HEXXEJIaHU JICKapCTBEHU peakuy, yBenomere Bamms nexap. Tosa
BKJIKOYBA U BCUYKU Bb3MOXKHU HEXEIIAHU PEAKLUU, HEOIIMCAHU B Ta3U JIMCTOBKA. Brkre
TouKa 4.

KakBo cbIbp:ka Ta3u JIMCTOBKA

Kaxkso npencrasissa Afiveg u 3a KakBo ce u3mon3sa

Kakso TpsibBa ma 3naete, npeau aa Bu 6bae npunoxen Afiveg
Kax mie Bu 6n1e npunaran Afiveg

BB3MOXHM HEXEJTaHU PeaKkLuu

Kax ce cpxpansia Afiveg

ChbIabppKkaHne Ha OIAKOBKATa U JIOMBbIHUTEIHA HH)OpMAIHS

IS R

1.  Kakso npeacrasisiBa Afiveg u 3a KakBo ce U3M0J13Ba
Afiveg e pa3TBop, KOMTO ce HHKEKTHPA B OKOTO 3@ JICUCHHE HA OYHH 3a00IISIBAHMSI, HAPEUECHN

- HEeoBacKyJiapHa (BJIayKHa) Bb3pacToBOOOYCIOBEHA AereHepalsl Ha MaKkynata (Bnaxsa B/IM),

- YBPEACHO 3pEHHe, IBJDKALI0 C€ HAa OTOK Ha MakKyJjara, BCIEACTBUE Ha OKIy3us (3alylliBaHe) Ha
perunanHa BeHa (OPB) (oximysust Ha pa3kioHeHre Ha petuHanHa BeHa (OPPB) win oxmysus Ha
LeHTpaigHara peruHanHa BeHa (OLIPB)),

- YBPEACHO 3pEeHUE, ABJDKAILO ce Ha AnabeTeH MaKkyJjeH oTok (JIMO),

- YBpPCACHO 3pCHHUEC, ABbJDKAIIO CE HAa MUOIINYHA XOpOHWAaJIHA HCOBACKYJApU3alUAa (MI/IOHI/I‘IHa
XHB).

AdmubeprienT, akTuBHOTO BetecTBO B Afiveg, 610kupa akTHBHOCTTA Ha Tpyra (pakTopH, H3BECTHH
KaTo ChJ0B eHaoTeseH pacTexeH paktop A (VEGF-A) u mnanenren pactexer ¢pakrop (PIGF).

[Tpu maruentu ¢ BnaxxHa BJIM u muonmuna XHB, te3u dakropu, korato ca B MpeKOMEPHO TOJISIMO
KOJINYECTBO, Ca CBbP3aHU ¢ aDHOPMHO 00pa3yBaHe Ha HOBU KPbBOHOCHHU ChJI0BE B OKOTO. Te3u HOBU
KPBBOHOCHH CBHJOBE MOTAT Jja MPUYMHAT U3THYaHE Ha KPHBHU KOMITIOHEHTH B OKOTO ¥ €BEHTYaJTHO
YBpEXAAaHE HAa OYHUTE THKAHH, OTTOBApPSIIHU 33 3pEHHUETO.

[Tpu manmentn ¢ OLIPB ce noiy4aBa OiokupaHe Ha OCHOBHHS KPBBOHOCEH ChJI, KOWTO OTBEKAA
KpBbBTa OT peTHHATa. B pe3ynrtaT Ha ToBa ce noBuniaBat HuBaTa Ha VEGF, koeTo nprnunHsiBa
M3TUYaHE Ha TEYHOCT B PETHHATA, BOJELIO 10 OTOK Ha MaKyJjara (4acTTa OT peTHHATa, OTTOBOPEHA 3a
00pOTO 3peHue), KOMTO ce Hapyuia MaKyJseH oTok. IIpy oToka Ha Makynara, HEHTPAIHOTO 3pEHHE Ce
3aMBIJIABA.

[Ipu marmentu ¢ OPPB, enHo unm nmoBede pa3kiIOHEHUs HA TJIABHUS KPhBOHOCEH ChJ, KOWTO
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TpaHCIIOPTHpPA KPBB OT peTHHATa € 0JIOKUpaHo. B pe3ynrar Ha ToBa ce moBuiiaBat Huata Ha VEGF,
KOETO NMPUYUHSIBA U3THYAHE HA TEYHOCT B PETUHATA, BOJICIIO JIO OTOK HAa MaKyJara.

I[I/Ia6CTHI/IHT OTOK Ha MaKyJjaTa IIpeacTaB/isiBa OTOK Ha p€THHATa, KOMTO ce IoJiy4aBa IpHu NalueHTU €
I[I/IaGCT, BCJICACTBHUEC HA U3TUYAHE HA TCYHOCT OT KPBbBOHOCHUTE CHAOBE B MaKyJiaTa. MaKynaTa € Ta3un
4acCT Ha pE€TUHATa, KOsATO € OTTOBOPHA 3a IlO6pOT0 3pCHUC. Koraro MakKyJiata c€ moaye OoT TCHYHOCT,
HCHTPAJIHOTO 3pCHHUC CC 3aMbIJIsABaA.

Hoxkazano e, ye Afiveg criupa pactexa Ha HOBM AOHOPMHH KPHBOHOCHH CHJIOBE B OKOTO, KOMTO YECTO
BOJIAT /IO M3THYUAHE HA TEYHOCT MK 10 KbpBeHe. Afiveg Morke 1a moMorHe 3a cTabuIn3upane, a B
MHOTO CITy4au 1 J1a ToJ00pu 3arydara Ha 3peHue, cCBbp3aHa ¢ Bnaxkana BJIM, OLIPB, OPPB, IMO u
muonmyHa XHB.

2. Kakso Tps6Ba 1a 3HaeTe, npeaun aa Bu onae npuroxken Afiveg

Afiveg Hsima 1a Bu 0b/1e NpUJIOKEH

- aKo CTe AICPIUYHU KbM a(IrOepIenT WM KbM HAKOS OT OCTaHAINTE ChCTAaBKU Ha TOBA
JIeKapcTBO (M30pOEHU B TOUKA 6).

- aKO MMaTe€ aKTHUBHa I/IH(bCK]_[I/Iﬂ NI CBMHCHUEC 3a I/IH(I)CKHI/IH B OKOTO HJIM OKOJIO HET'O (O‘IHa 501041
OKOJIOOYHA MH(EKITHS).

- aKO MMaTe TEXXKO BB3MAICHNE Ha OKOTO (TIPOSBSIBAIIO ce C OOJKA MIIH 3a4epBSBaHE).

IpenynpesxaeHus U Npeana3sHu MepKU
T'oBopete ¢ Bamms nekap, npeau aa Bu 6b1e npunoxen Afiveg:

- aKo UMare IiaykoMa.

- aKo CTe UMaJli CITy4yau Jla BUKJIaTe UCKPU WM MBTHUHH U ITPHU BHE3AITHO YBEJIUYEHHE Ha
pasMepa u Oposi Ha MBTHUHUTE.

- ako Bu e nmpaBeHa nim 3atulaHyBaHa OIepanusi Ha OKOTO, B PAMKUTE Ha NPEAIIeCTBALIITE WIN
CJIeJIBAIINTE YETUPH CEAMMIIH.

- ako umare texka popma vHa OLIPB mim OPPB (ucxemuuna OLIPB niu OPPB), He ce
npenopbuBa jedenue ¢ Afiveg.

OcBeH TOBa € BaXXHO Jla 3HACTE, 4c

- Oe3omacHocTTa M eukacHocTTa Ha Afiveg, koraro ce nmpusiara B IBETe 04YM €JHOBPEMEHHO, HE
ca M3CJIeIBAHM U aKO Ce M3II0JI3Ba M0 TO3M HAYMH, MOXKE J1a JOBEJIE JI0 MOBHIIIEH PUCK OT MOsBa
Ha HE)KEJIAHU PEaKIUH.

- umkekTupanero Ha Afiveg Moske 1a mpean3BrKa MOBUINIaBaHE HA OYHOTO HAJATaHe (BhTPEOYHO
HaJISIraHe) [PY HAKOM TalMeHTH B paMKuTe Ha 60 MHHYTH OT MH)KEKTHpaHETO. Bamusr exap
1€ CJEIM TOBA CIIE] BCAKA MHKEKLIHS.

- aKo pasBueTe HHMEKIHS UK Bh3IMaJeHHe B OKOTO (€HI0(DTATIMHUT) HIH APYTH YCIOKHEHHUS,
MOJKe J1a TIOYyBCTBaTe OOJIKA UITH TIO-CHIIEH TUCKOM(MOPT B OKOTO, BIIOIIABAIIO CE 3aUePBSIBAHE
Ha OKOTO, 3aMbIJIEHO WJIM OTCJIA0EHO 3PEHHE U TIOBMIIIEHA YYBCTBUTEIHOCT KbM CBETIIMHA.
BajkHO € BCHUKH CUMITTOMH J1a ObJIaT THarHOCTUIIMPAHH U JIEKYBaHH BB3MOKHO Haii-CKOPO.

- Barmusit siekap 1ie npoBepu Jajid uMarte pyrd PUCKOBH (DAaKTOPH, KOMTO MOTAT Ja YBEIHYaT
BB3MOKHOCTTA OT pa3KbCBAaHE MM OTJIEIIBAHE HA €IMH OT CIIOEBETE B 3a{HATA YaCT Ha
OKOTO(OTJIENIBAHE MJIM Pa3KbCBAHE HA PETHHATA M OTJICNBAHE MK PA3KbCBaHE HA IIMTMEHTHUSI
enuTes Ha PeTHHATA), B KoiTo ciy4aii Afiveg TpsiOBa 1a ce npuiiara ¢ MOBHIIIEHO BHUMaHHE.

- Afiveg He TpssOBa 1a ce mpuiara 1o BpeMe Ha GpEMEHHOCT, OCBEH aKoO MOTEHIIMAIHATA T0J13a HE
NpEBHIIABA TIOTEHIMAIHKS PUCK 3 TUIOJA.

- JKEHH C JICTEPOJICH MOTEHIMAN TPsOBa Ja U3M0JI3BaT e(heKTHBHA KOHTPAIICIIINS 110 BpeMe Ha
JICUEHNETO W Hal-MaJIKO TP Mecelia ciiel mocieanara nmkekius Afiveg.
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Cucremnara ynorpeba Ha naxuouropu Ha VEGF, BemecTsa, momoOHN Ha OHE3H, KOUTO C€ ChABPKAT
B Afiveg, e MOTEeHIMATHO CBhp3aHa C PUCK OT KPbBHHU ChCHUPEIIH, 3aITyIIBAIINd KPbBOHOCHUTE ChIOBE
(apTepuanau TpoMOOEMOOIMYHH CHOUTHS ), KOSTO MOXKE Ja JOBEC JI0 ChbpAcUeH UH(MAPKT UITH JI0
uHCyaT. ChIIECTBYBa TEOPSTHUCH PUCK OT TaKMBa ChOUTHS ciel nikekTupane Ha Afiveg B okoro.
Mma orpaHnyeHn TaHHA 32 0€30TMacHOCTTA IpH JiedeHue Ha manuentu ¢ OLIPB, OPPB, IMO u
muonnyHa XHB, kouTo ca MMany UHCYNT WM MUHU UHCYINT (TIPEXOHA UCXEMUYHA aTaKa) WU
ChpJicueH MH(APKT B PAMKUTE Ha MOCIIEAHUTE 6 Mecena. AKO HSIKoe 0T U30poeHHTE ce OTHacs 3a Bac,
Afiveq e ce npuara ¢ MOBHIIIEHO BHUMAHME.

Vma orpaHuyeH ONUT ¢ JICYSHUETO Ha

- maruenty ¢ JIMO BcitencTBue Ha AuadeT TH |.

- IMabeTHIM ¢ MHOTO BHCOKU CPEJJHU HHBA Ha KpbBHa 3axap (HbALc nax 12%).

- IabeTHI ¢ OYHO 3a00JsIBaHe, MPUUUHEHO OT Auadera, HapeueHo npoaudepaTuBHa TuabeTHa
PETHHOTIATHSI.

Jluncea onmT ¢ JieueHue Ha

- MAIUEHTH C OCTPU WH(PEKITHIH.

- MAIUEHTH C APYTH OYHH 3a00JISIBAHUS KaTO OTJIEIBaHE HA PETUHATA WK JAyIKa B MaKyJaTa.

- JTUa0eTUIN ¢ HEKOHTPOJIUPAHO BUCOKO KPHBHO HaJIATaHE.

- MalMEHTH, KOUTO HE Ca OT a3MaTCKU MPOU3X0J, ¢ muonuyHa XHB.

- MalWEeHTH, JIEKyBaHU npeau 3a muonnuHa XHB.

- MAaIUEHTH C YBPEXK/IaHEe M3BBH LICHTPAIHATa YacT Ha MaKyJiata (eKcTpad)oBeaTHU JIe3UH) 3a
muonuHa XHB.

AKO HIKO€ OT U30pOEHHTE TO-TOpe ce OTHACs 3a Bac, Bammst nexap 1ie B3eMe npeBu Ta3u JIMTica
Ha uHdopmanus mpu Jeuenento Bu ¢ Afiveg.

Jeua u roHommu

VYnorpebara na Afiveg mpu Jena uiin IOHOIIM Ha Bb3pacT moj 18 ronunu He e Ouiia mpoydeHa, 3amoTo
Brnaxxuata BJIM, OIIPB, OPPB, JIMO u muonuuna XHB ce cpemat ocHOBHO npu Bh3pacTHU. [lopaau
TOBA HSIMa ChOTBETHA yIOTpeda B Ta3u BH3pacToBa IpyIa.

Apyru aexkapcrBa u Afiveg
TpsiOBa a kaxxete Ha Bamms jexap, ako U3M0J3BaTe, HACKOPO CTE M3MOJI3BAIH MK € BE3MOXKHO J1a
M3II0JI3BATE JAPYTH JIEKapCTRa.

BpeMeHHOCT ¥ KbpMeHe
- JKenu ¢ nerepojicH MOoTEHIHAI TPSOBA Jia U3MOI3BAT e(DEKTHUBHA KOHTPAIICTIIIUS 110 BpeMe Ha
JICYCHUETO U Hall-MaJIKO TPH Mecella ciie] mocieanara umkekius Afiveg.

- Hsima omur B usnonssanero Ha Afiveg npu 6pemennu xenu. Afiveg He tpsOBa 1a ce usnonssa
0 BpeMe Ha OPEMEHHOCT, OCBEH aKO IMOTEHIIMAIHATA 110132 HE TIPEBUIIIABA TOTEHI[MAHUS PUCK
3a mIoja. Ako cte OpeMeHHa WITH TUIaHkpaTe OPEMEHHOCT, MOChBETBaliTe ce ¢ Bamms jexap
npenau neuenue ¢ Afiveg.

- Manku konuuectBa Afiveg moxe 1a mpeMuHaT B kbpMaTa. EdekTuTe BbpXy KbpMEHHTE
HOBOpOJICHH/KbpMaueTaTa He ca u3BectHu. Afiveg He ce mpenopbuBa 1o BpeMe Ha KbpMEHE.
Axo cTe KbpMauka, o0chaeTe ToBa ¢ Bamms sekap npeau euenue ¢ Afiveg.

Hlogupane u padora ¢ MalIMHK
Crnen umxeknusata Afiveg Mmoxke 1a iMaTe BpeMeHHHU 3puTenHu cMyieHus. He modupaiite u He

pa60TeTe C MalIMHHU, JOKATO TC Ca HAJIUIIC.

Baskna undopmanus 3a HAKOH 0T cheTaBkuTe Ha Afiveg
ToBa JlekapcTBO ChIbprka mo-Manko ot 1 mmol marpmii (23 MQ) Ha 7030Ba €AWHUIIA, T.€. MOXKE Ja Ce
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Ka’ke, 4e MPaKTUIECKH HEe ChAbprKa HATPUH.

3. Kak me Bu 0b1e npuiaran Afiveg

Jlekap ¢ ONUT B MPUJIATaHETO Ha OYHHU HHKCKIINY 1i1e nkekTupa Afiveg B okoto Bu B acentuunu
(YUCTH ¥ CTEPUITHU) YCIIOBHSL.

IpemoprunrennaTa go3a e 2 mg apaudepuernr (0,05 ml).
Afiveg ce npuara KaTo HHKEKIMS B OKOTO (MHTpaBUTpEaTHa HHKEKIIUS).

[Ipenn nmxekTrpaneTo BamusaT nekap e u3moia3Ba Ae3nH(PEKIIpaIio CpeicTBO 328 BHUMATEITHO
MIOYMCTBaHe Ha OKOTO Bu ¢ 1ien mpenoTBpaTsiBaHe Ha HH(eKIws. Bammsr ekap 1ie npuiioku u
MECTHa YIOWKa, 3a J1a HaMaJld WJIM NPEJ0TBPATH BCsAKa 00JIKa, KOATO OUXTE MOTJIX J1a TOYyBCTBATE
TIPH WHXKEKTUPAHETO.

Bnaorcna BIM

[NarmenTun ¢ Bnaxsaa B/IM e Ob1aT IeKyBaHY ¢ €IHA HHXEKITUS Ha MeCeIl B IPOAbDKEHUE Ha TPH
[IOCJIEI0BATENIHU 03U, IOCIEIBaHHU Jpyra MHXXEKIUA e JOIbIHUTENHH J1Ba MECELa.

Crnen ToBa BammsT jexap 11ie periv Jaiyd HHTEPBATHT MEXIY HHXEKITUUTE MOKE J1a Ce TIOIbpKa Ha
JIBa MeceLa WK MOCTENEHHO Ja Ce YABJDKAaBa ¢ 10 2 Win 4 ceIMHULIU, aKO ChbCTOSIHUETO Bu e
CTaOMIIHO.

AKo chcTOSTHEETO BU ce BIOIIH, MHTEPBATHT MEXKAY HHXKEKIINUTE MOXKeE /1a OBb/Ie ChbKpaTeH.

He ce nanara na nocemiaBate Barust tekap MexX Iy OTICITHUTE WHKEKIIUN, OCBEH aKO MMATe HAKAKBH
Mpo0JIeMHy WK CT€ MOCHBETBAHU OT Bamms nekap.

Omox na maxyrama ecneocmeue na OPB (OPPB unu OLIPB)

Bammsr nekap e onpeaenu Hai-noaxoAsiiara cxema Ha jgedeHue 3a Bac. Bue e 3anounere
JIeYCHHE ChC CEpHsl OT exxeMeceuHH nrkekimu ¢ Afiveg.

HHTepBanbT MEXy JBE MHKEKIIUU HE TPSAOBA J1a ObJIC MMO-KbC OT SIUH MeCell.

BammsT niexkap Moxe aa periu 1a cipe sedernero ¢ Afiveg, ako ceerosiHnero Bu He ce monodpu npu
IIPOABIKABAHE HA JICYEHUETO.

BainieTo JiedeHue 111e IpoIbIKU ¢ ©KEMECSUHU MHKEKIINH, IOKAaTO ChbCTOSIHUETO BU cTaHe cTaOuIIHO.
Moske n1a ca HEOOXOUMU TPU WITH TIOBEUES €KEMECCUHN WHKEKITUH.

Bammsar JICKap 1ie rmpocieasiaBa Bamus OTTOBOP HA JICHCHUCTO U MOKE Aa IMPOABJIKU JICUCHUECTO YPE3
MOCTCICHHO YBCIIMYAaBAHC HA UHTCPBAJIa MCKAY MHXXCKIIUUTEC, 3a J1a CC NOAAbPIKA CTaOHITHO
CcbCTOSHHE. AKO ChCTOSIHHETO Bu 3amoune Ja CC BJIOIIaBa IPH MO-ABJIbI' UHTCPBAJI HA JICUCHUC,
Bammsar JICKap 1€ HaMaJIn CbOTBETHO MHTEPBaa.

B®3 ocHoBa Ha Baiust oTroBOp Ha JiedeHHeTo, BanmsT nekap 1ie peniv KakbB Jia € rpa@ukbsT Ha
MIpETJIEeIUTE 3a MIPOCIIEIIBAHE U CXeMAaTa Ha JICYCHHE.

Jluabemen maxynen omoxk (IMO)

HaI_II/IeHTI/I C I[MO Tpr6Ba Aa CC JICKYBAT C €/1HAa MHXXCKIHUA MECCUHO 3a ITbPBUTEC IICT IMMOCIICAOBATCIIHA
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JI03H, IIOCJIEIBAaHU OT €/1Ha MH)KEKIIMSI Ha BCEKH JIBa MeCella CJie] TOBa.

WNHTepBanbT Ha puiiaraHe MOKe Ja ce 3ama3u BeJHBK Ha BCEKH JIBa MECEIla Ui J1a ce afanTHpa Bb3
OCHOBA Ha TIperiiefa Ha Bamms nexap. Bammst nekap e perru KakeB Ja € rpaduKbpT 3a
MIPOCIIE B TTPETIICH.

Bammusar JICKap MOXKC 1a pClIn Ja CIIpe JICUCHUECTO C Aflveg aKO CC€ YCTaHOBH, Y€ HAMATE 110J13a OT
MIPOABKUTEIIHO JICUCHUEC.

Muonuuna XHB

[Narmentn ¢ muonrraHa XHB 1116 6b1aT JTeKyBaHN caMo C eHa WHXKEKIHA. J|OTTbITHUTETHH WHXEKITHH
uie Bu ce moctaBaT camo, ako nperienute npu Bamms nekap nokaxar, ye crcTosiHueTO Bu He ce e
o 100pHITO.

WHTepBanbT MEXTy JBE HHKCKIIUN HE TPSAOBA J]a ObJIC MMO-KbC OT SIUH MECell.

Axko 3abomsiBaneTo Bu oTiryMsiBa u ciiesr ToBa ce BpbIna, Bammsar nexkap Moske 1a IOJHOBHU JICUSHHETO.
BamusT nexap mie onpezeny rpaduka Ha MperJieauTe 3a MPoCcieaBaHe.

Axko e nmpomycHaTa n03a Afiveg
3anuiiere ce 3a HOBO MOCEIICHHE 32 MPETIIE i HHKEKIIHS.

Axko cte cipesu npuema na Afiveg

Koncyntupaiite ce ¢ Bamus nekap mpeau Aa CripeTe JICUSHUETO.

AKO UMare HIKaKBH JONBIHUTEIHN BBIIPOCH, CBBP3aHH C YIOTpedaTa Ha TOBA JIEKaPCTBO, TIOMHUTANTE
Bamwus nekap.

4. Bb3MoKHY HeKeJTaHU peakiuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOKE J1a NPEAN3BHUKA HEXKCIIaHU PCAKIIUHN, BHIIPEKU Y€ HE
BCCKH I'1 1IOJTy4aBa.

[ToTeHumanHo MOTaT /1a B3HUKHAT aJleprUYH peakuuu (peakliy Ha CBPbXUyBCTBUTEIHOCT). Te
MOrart ia 0bAaT CePHO3HH H [a HAJIArarT Ja ce CBbpskeTe He3a0aBHO ¢ Bamms jexap.

[Mpu npunoxennero Ha Afiveg Morar s1a ce pa3BUAT HSIKOU HEXKEJIAHN PEAKI|H, 3aCsTalllyd OUHTe,
KOUTO ce JIbJDKAT Ha MpolleAypaTa Ha MHKeKTupane. Hsakou ot Tax MoraT 1a ObJaT cepuo3Hu 1
BKJIIOYBAT CJIeNOTa, ceprHo3Ha HHGeKIUs UIU Bb3NajleHue HA OKOTO (€HI0(TaIMuUT), oTJeNnBaHe,
Pa3KbCBaHe WM KbpPBeHe HAa CBETJIOYYBCTBUTEIHMS CJI0M B 32JHATA YaCT HA OKOTO (OTJIC[IBaHE
WM pa3KbCBaHE HA peTHHATa), MOMBbTHSBaHe Ha JielaTa (KaTapakTa), KpbBOM3JIHB B OKOTO
(KpBBOU3IMB B CTHKIOBUAHOTO TSUIIO), OTJIENBAHE HA NMOJ00HOTO Ha eJle BellleCTBO BbB
BBTPELIHOCTTA HA OKOTO OT PeTHHATA (OTJIENBAaHE HA CTHKIOBHIHOTO TSJIO), M MOBHIIIABAHE HA
HAJIAITAHETO B OKOTO, BIKTE TOuKa 2. Te3u cepruo3HM HeXXENaH! PeakIliy, 3acsaralli OUYuTe, ca ce
pa3Buiy 1pH mo-Manko ot 1 Ha 1 900 nmKeKuu B KITHHUYHUTE MPOYIBaHUS.

CBLp)KeTe ce ¢ Bamus JEeKap H€3263BHO, AKO IMOJIYUYUTEC BHE3AIIHO HaMaJICHUEC Ha 3pCHUCTO, UJIHU
3acuiIBaHe Ha O0oIKaTa U 3a4C€pBABAHC HA OKOTO CJIC] MHKCKIUATA.

CnuchbK Ha HeKeJIaHU pP€aKkun

Cnelea CIIMCBK Ha HEXKCIaHUTE pCaKImuu, KOUTO Ca C’I)O6HIaBaHI/I KaToO BEPOATHO CBBpP3aHU C
npoucaypara Ha MHXKCKTHPAHC WA C JICKAPCTBOTO. MOJ'IH, HEC CC 6€3HOKOﬁT€, Bue moxe Ja HC IIOJTYUUTC
HUMKOS OT TAX. Bunaru O6C’L)K}_'[af/iTe BCSKAKBU IMOJO3UPAHU HEIKCIIAHU PCAKIIUU C Bamms JICKap.

MHoro 4ecTy HeKeJIaHu peakuu (mozam oa 3aceenam noseve om 1 na 10 oyumu):
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- BJIOIIABaHE HA 3PCHUETO

- KPBBOM3JIVB B 33/IHATA YACT HA OKOTO (KPHBOM3JIHMB B PETHHATA)

- KPBBICBAHE Ha OKOTO, IPHYMHEHO OT KbPBEHE OT MAJIKUTE KPHBOHOCHHU CHIIOBE BbB BHHIITHATE
CJIOEBE Ha OKOTO

- 00JIKa B OKOTO

YecTn HexKeJIaHU peakuu (mozam o0a 3acecham 00 1 na 10 oywu):

- OTJICTIBAHE WJIM Pa3KbCBAHE HA €/IMH OT CJIOCBETE B 3a/{HATA YaCT HA OKOTO, KOETO BOJIU JI0
MIPOOJISCHITY C MBTHUHH, TIOHSKOTa IPOTPECHPAIITH JI0 3aryda Ha 3peHHeTo (pa3KbCBaHE Ha
PETUHAIHUS TUTMEHTEH CIUTET™/0TIICIBaHE, OTIICIIBAHE HA PETHHATA/Pa3KbhCBAHE)

- JICTCHEpaIvs Ha PeTUHATA (IPUYMHSIBA HAPYILICHO 3PCHUE)

- KPBBOMBJIHB B OKOTO (KPHBOW3IMB B CTHKIIOBHIHOTO TSIITO)

- HsIKoH (DOpMH Ha 3aMBITIIBAHE Ha JIerara (KaTapakTa)

- YBpEKIaHE Ha TIPESITHUS CJIOH Ha OYHATA A0BJIKA (POrOBHUIIATA)

- MOBUIIICHHUE HA HAJISITAHETO B OKOTO

- JIBIDKEIIN CE TICTHA B 3PUTETHOTO IToJIe (MBTHIHH)

- OTJICTIBAHE Ha TOJI00HOTO Ha JKeJIe BEIIECTBO BhB BHTPEIITHOCTTA Ha OKOTO OT PETHHATA (OTIICIIBAHE
Ha CTBKJIOBHIHOTO TSJIO, BOJCIIO 0 IPOOISACHIN C MbTHUHN )

- yceliaHe, 4e UMa Hello B OKOTO

- MOBHUIIIEHO 00pa3yBaHe Ha CHI3H

- MoTyBaHe Ha Kilenaya

- KbpBEHE Ha MSICTOTO Ha WH)KEKTHPaHE

- 3a4yepBsBaHe Ha OKOTO
* ChCTOSHMUS, 32 KOUTO € U3BECTHO, Y€ ca CBhp3aHu ¢ BiaxxHa BJIM; HaOnromaBaHu caMo mpu
MMaIeHTy ¢ Brakaa BJIM.

HeuecTu Hexkenanu peakuuu (mozam oa 3acecham 0o 1 na 100 oywum):

- QJICPTUYHHU PEAKIMH (PEaKIMU Ha CBPBXIyBCTBUTEIHOCT)**

- CEpPHO3HO Bh3MaJIeHHE WITH HH(EKINS BbB BTPEIIHOCTTA HA OKOTO (€HI0( TaJIMHUT)

- BB3MAJICHUE HA UPUCA WK JPYTH YaCTH Ha OKOTO (MPHT, YBEHT, HPUAOLMKIINT, THHIAJ B IPeHATa
Kamepa)

- HeoOMYalHO ycelaHe B OKOTO

- Zpa3HeHe Ha KJieraya

- MOyBaHe HA MPETHUS CIIOW HA OYHATA SOBJIKA (POrOBUIIATA)
** JIma chOOIIIEeHHS 3a aJISPTUYHU PEaKIIUU KaTo 00pHUB, ChpOexk (IPypUTYC), KOTIPUBHA TPECcKa
(ypTuKapus), KaKTO U HAKOJKO CIy4au Ha T€XKH aJepruuHU
(anadunaxTHIHN/aHAPUIIAKTONIHN) PEAKIIHU.

Penku He:kenanu peakuuu (mozam oa 3aceznam 0o 1 na 1 000 oyww):

- CJIETOTa

- MOMBTHSBAHE Ha JICI[ATa TIOpa i TPaBMa (TpaBMaTHYHA KaTAPaKTA)

- BB3NMAICHUE Ha MOJI0OHOTO Ha JKEJie BEIIECTBO BbB BHTPEIIHOCTTA HA OKOTO
- THOI B OKOTO

C Hen3BecTHA YecTOTa (OT HATMYHHUTE JAaHHU HE MOXeE Ja ObJIc HallpaBeHa OICHKA Ha 9eCTOTaTa):
- BB3MAJICHHE Ha Os1aTa 4acT Ha OKOTO, CBhP3aHO ChC 3aUepPBSIBaHE U OOJIKa (CKIEPUT)

B kIMHUYHATE U3MUTBAHUS ce HAOJI0/aBa MOBUIIIEHA Y€CTOTA Ha KbPBEHE OT MAJIKUTE KPhbBOHOCHH
CBHJIOBE BbB BHHIIHUTE CJIOEBE HA OKOTO (KOHIOHKTUBAJICH KPHBOM3IIUB) TIPH ITAIMEHTH C BIIaKHA
BJIM, npuemainu jJekapcTsa 3a paspekaaHe Ha KpbBTa. Ta3u MOBHUILCHA YECTOTA € CPABHUMA MEXITY
MalMeHTHTe, JIeKyBaHH ¢ pannOusymab u Afiveg.

Cucremuara ynorpeba Ha naxuburopu Ha VEGF, BemectBa, mogo0Hu Ha chabpxamute ce B Afiveg,
€ TIOTEHIINAJTHO CBBhpP3aHa C pUCKa OT KPbBHU CHCHPEIIH, 3aITyIIBAIIN KPHBOHOCHHUTE CHIOBE
(apTepuanaHu TPOMOOEMOOINYHY CHOUTHS ), KOSTO MOXKE JIa JOBEJIE /10 ChpAeueH HH(APKT KK 10
uHCyAT. ChIIECTBYBa TEOPETUUCH PUCK OT TaKMBA CHOMTHS ciiell nHkekTupane Ha Afiveg B okoTo.
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KaxTo npu BCHYKH TeparleBTUYHH IPOTEHHH, NIPU MpuiiokeHneTo Ha Afiveg chiiecTByBa Bb3MOKHOCT
OT UMYHHa peakuust (oOpa3yBaHe Ha aHTUTENA).

Chod1aBaHe HA He)KeJTIAHU PeaKkHuu

AXO MONTy4YnTe HIKAKBH HEXKEIaHU JICKApPCTBEHU peakIivy, yBenaomere Bamus nekap. ToBa BkirouBa
BCUYKH Bh3MOXKHU HEOMMCAHU B Ta3M JIMCTOBKA HEXETIaHU peakiuu. MoxKeTe ChINo J1a ChOOIUTE
He)KeJIaHU PeaKu JUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 33 ChOOIIaBaHe, IOCOUYCHA B
[Mpunoxenue V. Karo cho0IaBare HeXXEIaHN PEakIiK, MOXKETE Jia JaJIeTe CBOS IPUHOC 3a
MoJTy9YaBaHe Ha MoBeve HHGOpMAIIHs OTHOCHO 6€301acHOCTTa Ha TOBa JIEKAPCTBO.

6.

Kak ce coxpansiBa Afiveg

Ja ce cpxpaHsBa Ha MICTO, HEIOCTHITHO 3a JeTIa.

He n3nom3Baiite TOBa IEKapCTBO CIIENT CPOKA HA TOAHOCT, OTOENSI3aH BEPXY KapTOHEHATa OTaKOBKa
U eTHKerta cien .l 'onen 10:“/,,EXP*, CpokbT Ha TOHOCT OTrOBapsi Ha TIOCIICTHHS JIEH OT
ITOCOYCHHS MECell.

Ha ce cpxpansBa B xmagumHEK (2°C - 8°C). Jla He ce 3ampassiBa.

HeoTBopeHusT (hr1akoH MOXKe Jla Ce ChXpaHsiBa W3BbH XianuiHuk o 25°C 1o 24 yaca.

Jla ce chxpaHsiBa B OpUTMHAIHATA OIIAKOBKa, 32 Ja CE MPEe/a3u OT CBETIIMHA.

He u3xBwpiusiiTe tekapcTBaTa B KaHATM3AMUATA WA B KOHTEHHEPA 32 IOMAIITHHA OTHATBITH.
[Nommraiire Bamms gapmarieBT Kak 1a H3XBBPIISTE JIEKApCTBATa, KOWTO BeUe HE M3Ion3Bare. Te3n
MEPKH I1I¢ CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA CPEeIa.

ChabpskaHue HA OIIAKOBKATA M IOIIbJIHUTEIHA HHpOopManus

Kakso cbabpaxa Afiveg

AxTuBHO BemecTBo: admubepuent. Enqun ¢grmakoH chabpika usnonspaem odem ot Hait-manko 0,1
ml, ekBUBaJIEHTHHU Ha Hai-MaaKko 4 mg apuubeprient. Enun GuakoH chabpika jg03a ot 2 mg
adubepuent B 0,05 ml.

Jpyru CbCTaBKH: XMCTUAMH, XUCTHAUNHOB MOHOXHUAPOXJIOPU]] MOHOXHUIPAT, TpeXajio3a
JUXUApAT, nojokcamep 188, Boa 3a MHKEKIIUH.

Kak n3raexna Afiveg u kKakBo ChIbp:Ka OMaKOBKATa
Afiveg e HHXEKITHOHEH Pa3TBOP (MHKEKIHs) BbB (h1akoH. Pa3TBOPBT € Oe31BeTEH 10 OJICI0XKBIIT.
Onaxkoeka ot 1 ¢akon + 1 GunTbpHa uUria.

IIpuTeskaTesn Ha pa3pelIeHNETO 32 yOoTpeda
STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

Iepmanus

IIpoussoaure
Alvotech Hf
Semundargata 15-19
Reykjavik, 102

3a gombaHUTENHA HHPOPMAIIKS OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE€ C JIOKATHUS
MPE/ICTABUTEN HA MPUTEKATEISI HA Pa3pelieHreTo 3a ynorpeda:

Belgié/Belgique/Belgien Lietuva
EG (Eurogenerics) NV UAB ,,STADA Baltics*
Tél/Tel: +32 24797878 Tel: +370 52603926
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Bbbarapus

STADA Bulgaria EOOD
Ten.: +359 29624626
Ceska republika

STADA PHARMA CZ s.r.o.

Tel: +420 257888111
Danmark

STADA Nordic ApS
TIf: +45 44859999
Deutschland
STADAPHARM GmbH
Tel: +49 61016030
Eesti

UAB ,,STADA Baltics*
Tel: +37253072153
EALGoa

STADA Arzneimittel AG
TnA: +49 61016030
Espafia

Laboratorio STADA, S.L.

Tel: +34 934738889
France

Laboratoires Biogaran
Tél: +33 800970109
Hrvatska

STADA d.o.o.

Tel: +385 13764111
Ireland

Clonmel Healthcare Ltd.
Tel: +353 526177777
Island

STADA Arzneimittel AG
Simi: +49 61016030
Italia

EG SpA

Tel: +39 028310371
Kvmpog

STADA Arzneimittel AG
Tel: +49 61016030
Latvija

UAB,,STADA Baltics*
Tel: +37128016404

Luxembourg/Luxemburg
EG (Eurogenerics) NV
Tél/Tel: +32 24797878
Magyarorszag

STADA Hungary Kft

Tel.: +36 18009747

Malta

Pharma.MT Ltd

Tel: +356 21337008
Nederland

Centrafarm B.V.

Tel.: +31 765081000
Norge

STADA Nordic ApS

TIf: +45 44859999
Osterreich

STADA Arzneimittel GmbH
Tel: +43 136785850
Polska

STADA Pharm Sp. z.0 o.
Tel: +48 227377920
Portugal

Stada, Lda.

Tel: +351 211209870
Romania

STADA M&D SRL

Tel: +40 213160640
Slovenija

Stada d.o.o.

Tel: +386 15896710
Slovenska republika
STADA PHARMA Slovakia, s.r.o.
Tel: +421 252621933
Suomi/Finland

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

STADA Nordic ApS

Tel: +45 44859999

I[aTa Ha MOCJCIHO MpepasrjckaaHne Ha JUCTOBKaTa

Hoszo6Ha I/IH(l)OpMaL[I/Iﬂ 3a TOBaA JICKApCTBO € NPEAOCTAaBCHA Ha ye6caﬁTa Ha EBpOHefICKaTa arcHusA

1o JiekapcTBata: https://www.ema.europa.eu.

ITocouenara mo-a0.J1y PIH(l)OpMaIII/lﬂ € npeaAHasHavdYeHa caMo 3a MCIMIMHCKH CIIEUAJIUCTH.

®D1akoHBT TpS[6Ba Ja C€ M3I10JI3Ba CaMO 3a JICYCHHUEC Ha €IHO OKO.

OnakoHBT ChABPIKA OBEUE OT MpenopbUuTeNHaTa 103a 2 mg adgaubepuent (exksupajentHu Ha 0,05
ml). M3numHoTOo Kosm4ecTBo TpsiOBa 1a ce OTCTPaHH HpeAr IPUIIOKEHHE.


https://www.ema.europa.eu/

Pa3TBOpBT TpsOBa 1a ce MPOBEPH BU3YaITHO 3a UY>KIH YACTHIU M/ MPOMSHA B [IBETA WITH BCSIKAKBA
MPOMSIHA BHB BBHIIHUS BUJI TIPE/IN NIPUIIOKEHHE. B cityuail ue ce HabIro1aBaT TakuBa, JICKAPCTBCHUAT
MPOAYKT TPIOBa J1a c€ U3XBBPIIH.

PuiThpHA UIa:

3arbnenata ¢punrbpHa BD urna (3a mpexBbpiisiHe) He € MpelHa3HaueHa 3a MHKEKTHPaHe B KOXKara.
He aBroknaBupaiiTe 3aTblicHaTa QUATHPHA UIJIA (32 IPEXBBHPISHE).

dunrepHaTa UrNa e anuporenHa. Jla He ce M3MOI3Ba, aKO HHANBHUIyaIHaTa OIIAKOBKA € TOBPE/ICHA.
UzxBbpriete nsnon3Banara 3arbieHa puntbpaa BD urna (3a npexBbpisiHe) B 0100peH KOHTEHHED 3a
OCTpPU NPEAMETH.

Buunmanne: [ToBropaaTa yrorpeda Ha GpUIThpHATA UTJIa MOXKE J1a JOBEJIE 10 HHPEKIUS WIN IPYTOo
3a0omsBaHe/yBpexKIaHe.

3a MHTpaBUTPEATHO WHXKEKTHpaHe TPsAOBa Aa ce U3MoI3Ba HHKeKuuoHHa urina 30G X 57

Ykazanusa 3a ynompeéba na ¢praxona:

1. OrcrpaneTe iacTMacoBaTa Kanadka u ie3uH(eKiupaiTe
BBHIITHATA YaCT HA TYMEHATA 3aIlyIialika Ha (JIakoHa.

2. 3axpemere 5-MukpoHHaTa QrnThpHa urna 18 G,
MpeocTaBeHa B KAPTOHEHATA OMMaKOBKa, KbM CTEPUITHA ’
CIPUHITOBKA JTyep-JIoK ¢ obem 1 ml.

3. BwoBezpere ¢punThpHaTa UIIA B IEHTHPA Ha 3aIlylIajkaTa Ha (UIakoHa, I0KaTO UIJIaTa Bie3e U3ILUI0
BBB (pJIaKOHA U BBPXBT AOKOCHE THHOTO WIIM TOJHUS PBO Ha (hr1akoHa.

4. Karo n3non3Bare acenTHYHA TEXHUKA, H3TETJIETe ISUIOTO ChAbpKaHue Ha (uakona ¢ Afiveg B
CIIPMHIIOBKATa, IbPXKeHKN (pI1akoHa B M3MIPABEHO MOJIOKEHNE, JIEKO HAKIIOHEH C 11T yJIeCHIBaHe
Ha ITBJIHOTO M3TEMVIAHE. 3a BB3NPEIATCTBAHE HABIN3aHETO HA BB3/lyX CKOCEHHUSAT BPBbX Ha
¢unTbpHaTa UrJa TPsIOBa /1A € MOTOoMNEH B TeuHocTTa. [IpoabinkaBaiiTe 1a HakiIoHABaTe (hakoHa
10 BpeMe Ha U3TETJITHETO, KaTo IbPXKUTE Kpask Ha (puiaThpHATa UTiia, TOTONEH B TEYHOCTTA.
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PasTBOp

5. Korato u3npasBare ¢uakona,yBepete ce, 4e 0yTanoTo € U3TErJeHO JOCTaTh4HO Ha3al, 3a Ja
M3Mpa3HUTE HAITBITHO (QUIThpHATA UTTIA.

6. Ortcrpanere QUATHPHATA UIJIA U 51 U3XBBPJICTE MO MPABHUIICH HAYHH.
3adenexka: OunTbpHaTa UTa He TPsOBa J1a ce U3I0I3Ba 38 UHTPABUTPEATHO WHKEKTHPAHE.

7. MW3mon3Baiiky acenTHYHA TEXHHMKA, 3aBUNTE
IUTBTHO MHXEKLMOHHATA UIJIA C pa3Mep
30G x %4/ 0,30 X 13 mm, 61€10KBATO, KBM
JIyep-JIOK BbPXa Ha CIPUHIIOBKATA.

8. Karto mppxuTe CiprHITOBKAaTa C HACOUYEHA HAarope
WrJa, sl IPOBEPETE 32 HAJTMYUE HA MEXYpUETa.
AKO UMa MexypUeTa, BHUMATEIHO MOTyTanTe
CIIPUHIIOBKATA C MPBCT, I0KATO MEXypUeTaTa ce
WU3UTHAT J0 TOpHATa il yact

YYKHETE!

9. OrcrpaHeTe BCHUKU MEXypUeTa U U3TIacKaiTe U3JIUIIHUS JICKAPCTBEH MPOIYKT, KATO OaBHO
HaTUCKaTe OyTaro0To, TaKa 4Ye TUIOCKUAT PO Ha OyTaioTo Ja ce OPaBHU C JICICHUETO,
o6o3nauvaBamio 0,05 ml Ha cipuHIIOBKATA.
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Pa3TBOp C/lep OTCTpaHABaHe

Ha Bb3AYLWHUTE

MexypueTa U
JMhnAasa  y3puwHoTo NekapcTeo
no3a3a
0,05 ml

JInHuA 3a
Ao3a3a0,05ml

-

Mnocbk pub
Ha 6ytanoto

03

10. ®nakoHBT € caMo 3a eJHOKpaTHa yrnoTpeba. MHOTOKpaTHO MpuiiaraHe Ha 034 OT €AUH (QIIaKOH
MOXe J1a YBEJIMYH PUCKA OT 3aMbPCSIBAHE U TTOCTEBAIIA HHPEKIIHS.
Hewusnomn3BanusT gekapcTBEH NPOAYKT WM OTHAIBUYHUTE MaTEpUalId OT HEro TpsiOBa a ce
W3XBBPIAT B COTBETCTBUE C MECTHUTE M3UCKBAHMUA.
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