HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



vTospI JIEKapCTBEH MPOJIYKT MOJJISKN Ha JOIBIHUTEIHO HaOmoieHne. ToBa 11ie mo3Boii 0bp30TOo
yCTaHOBSAIBaHE Ha HOBA MH(POPMALIUS OTHOCHO Oe30macHoCTTa. OT MEJUIMHCKUTE CTICIUATIICTH Ce
M3MCKBa J1a ChOOIIaBaT BCAKA MTOI03MPaHa HeXKeJlaHa Peakifys. 3a HaurHa Ha choOIIaBaHe Ha
HEXEJTaHW PEaKINH BIDKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHMA TPOAYKT

Afqlir 40 mg/ml nHXeKIHOHEH pa3TBOP B MIPEIBAPUTEIHO HATBIHEHA CIIPHHIIOBKA

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

Bcesika npeaBapuTeHO HaITbJIHEHA CIIPUHIIOBKA ChIbpKa 6,6 mg adnubepuent B 0,165 ml pazteop.
ToBa ocurypsiBa U3IMOI3BA€MO KOJUYECTBO 3a JOCTaBsHE Ha equHmdHa 1o3a 0,05 ml,
chaABpKamm 2 mg ahaudepienT.

*Dy3MOHEeH MPOTENH, ChCTABEH OT YaCTH OT M3BBHKIIETHYHHUTE JOMEHHH Ha perenTopu 1 u 2 3a
YOBEIIKH ChJIOB eHoTeseH pactexeH hakrop VEGF (Vascular Endothelial Growth Factor), cBbp3ann
¢ Fc-uactra Ha yoBemku [gG1, u npousBenen B K1 kietku ot siifunmk Ha kutaiicku xamcrep (CHO)
ype3 pekomOuHanTHa JJHK TexHomorus.

IToMOIIHO BEIIECTBO C M3BECTHO ACHCTBUE

Bcesika mocrasena noza ot 0,05 ml ceappika 0,02 mg momucopodar 20 (E 432).

3a IBJIHUA CIIUCHK HA IIOMOIIHUTE BEIlECTBA BIYKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
WmxexnyoneH pa3TBop (MHKEKINS)

Pa3TBOpBT € OUCTBp, Oe31BETEH 110 ONieT0KAPEHUKABO-KBIT U H300CMOTHYCH.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

Afqlir e mokaszaH npu Bb3pacTHH 32 JICYCHUE Ha

. HeoBacKyJlapHa (BJIakKHa) Bb3pacTOBOOOYCIIOBeHA JereHepalius Ha Makynara (BJIM) (Bx.
Touka 5.1),
o 3pUTEITHO YBpEXKIaHe, JbDKAIIO Ce Ha OTOK Ha MakKyJaTa, BCJIEJACTBHE Ha OKITY3Hs Ha

petunanHa BeHa (OPB) (oxiry3us Ha paskioHeHue Ha pernHanHa BeHa (OPPB) nim oxmy3us Ha
neHTpanHara peruHanHa Bera (OLIPB)) (Bx. Touka 5.1),

. 3pUTEITHO YBpEXKIaHe, AbJDKAII0 ce Ha AnabeTeH MakyiieH eneM (JIME) (Bx. Touka 5.1),

o 3pUTEITHO YBPEXJIaHe, JBIDKAIIO Ce HA MUOIIMYHA XOPOUIaliHa HEOBACKYIapu3alys (MAOITNYHA

XHB) (Bx. TOuKa 5.1).

4.2 Jlosnpomca W HAYUMH HA NPUITOKEHUE

Afqlir e camo 3a HHTpaBUTPEATHO HHXXEKTUPAHE.



Afqlir TpsOBa 1a ce mpuara caMo OT JIEKap CIICIIHATUCT C OITUT B PHIIOKCHUETO HA HHTPABUTPEATHH
WHKEKIIUH.

2031/1[30131(3

Bnaowcna B/J[M
IIpenoppuntennara no3a 3a Afqlir e 2 mg adpmubepnent, exkBuBanentnu Ha 0,05 ml.

Jledenueto ¢ Afqlir 3amouBa ¢ eHa MHKEKIMS MECEUHO B TPU MOCe0BaTeHU 103U, Cries ToBa,
HMHTEPBATHT MEXAY MPUIOKEHUATA C€ YABIDKaBa Ha JIBa Mecelia.

BB3 ocHOBa Ha mpelieHKaTa Ha JIeKapsl 3a 3pUTCITHY W/WIH aHATOMUYHH PE3YyJITaTU, HHTSPBAIBT
MEXTy PUIIOKEHUATA MOXKE J1a ObJIe TIOIbPKaH Ha JIBa Mecella WK Aa ObJie TOMbIHUTEIHO
VIBIDKEH, KaTO Ce M3MOJI3BA JICUCHUE W TIPOIbIDKaBaHe HA CXeMara Ha TpHaraHe, pu KOeTo
WHTEPBAJINTE HA WHXKEKTUPAHE CE yIBIKABAT C 10 2 WX 4 CEIMUIIM JIO IOCTHUTaHe Ha CTaOWITHU
3pI/ITCHHI/I I/I/I/UII/I AHATOMHUYHU pe3yHTaTI/I.

AKO 3pUTEITHUTE W/WIH aHATOMUYHUTE PE3YJITATH CE BIIOIIAT, HHTEPBATHT HA JICUCHHUE TPAOBA 1a
ObJIe CbOTBETHO HaMaJIEH.

Hsma n3nckBaHe 32 MOHUTOpUpPaHEe MEXKy HHKEKIMHUTE. Bb3 0CHOBa Ha MpelieHKAaTa Ha JIeKaps,
rpauKbT Ha MOCEHICHUTA 32 MOHUTOPHPAaHE MOXKE J1a € Ha TI0-MAJIKH HHTEPBAJIN OT MOCEIICHUTA 3a
NHKEKIIUH.

WuTepBanu Ha IeYCHHE, MTO-TOJIEMU OT YETUPH MECeIa WU MO-MaJKu OT 4 CEAMUIIN MEX Y
WH)XEKINHUTE, HEe ca MPOy4YBaHH (BX. Touka 5.1).

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

[Ipenoprunrennara no3a Ha Afqlir e 2 mg apmmbepuienT, ekpuBanenTHH Ha 0,05 ml.
CHCI{ IIbpBaTa MHXXCKIUA JICUCHHUECTO CC MpuJiara €XEMECCHYHO. HHTCpBaII'bT MCXKAY ABE 103U HE
TpsiOBa J1a Ob/ie O-KPaThK OT €IUH MEcell.

AKO 3pUTEITHUTE U AaHATOMUYHUTE PE3YJITATH MOKA3BAT, Y€ MAI[MEHTHT HE CE MOBIHSIBA MOJI0KHUTEITHO
OT IPOJIbJDKABAHE Ha JICYCHUETO, puiioxkeHneTo Ha Afqlir TpsOBa a ce mpeycTaHOBH.

EsxemecedHOTO JTIeueHre MpoAbIDKaBa 0 JOCTUTaHE Ha MaKCHMAITHA 3pUTETHA OCTPOTa W/MIIK He ca
HaJIMIIC TIPU3HALM 332 aKTUBHOCT Ha 3a00JisiBaHeTo. MOXKe J1a ca He0OXOAMMHU TPU WM TIOBEYE
IIOCJIEAOBATEIHN MECEUHN UHIKEKIIAH.

JleueHneTo Moxe Aa MpOoABIKH C IMOCTCTICHHO YAbJKAaBaAaHE HAa HHTCPBAJINTE, 3a a C€ MOAABbPIKAT
CcTa0MIHU 3PUTCITHUA W/WIIA aHATOMMYHHI PE3YITAaTH, BHIIPECKHU Y€ HiAMA JOCTATbYHO JJaHHH, 3a Ja CC
HallpaBU 3aKJIHOYCHUC 34 NPOABIDKUTCIIHOCTTA HAa UHTCPBAJINTC. Axo 3PUTCIIHUTC W/VIIH aHATOMUYHU
PE3yaTaTu CC BJIOLIAT, MHTCPBAJla Ha JICHCHUCTO Tpr6Ba CHOTBCTHO Ja C€ HaMaJlu.

rpa(l)I/IK’LT Ha IpOoCICAABAHC U CXEMaATa Ha JICUCHUC Tpﬂ6Ba Ja €€ OIPCACIIAT OT JICKYyBalllus JICKAP Bb3
OCHOBA Ha OTTrOBOpPa Ha OTACIHUSA MAITUCHT.

[IpocnensBaneTo 3a aKTUBHOCT Ha 3a00JIIBAHETO MOXKE JIa BKIIFOUBA KIIMHUYCH IPETIIeN, U3CIeIBaHe
Ha (PYHKIIMOHAJIHHUTE MOKA3aTEIN WM 00pa3HU TEXHUKH (HaIlp. ONTHYHA KOXEPEHTHA TOMOTpadust
i GIryopecrieHTHa aHTuorpadus).

Luabemen maxynen edem

[penopbunrennara no3za Afqlir e 2 mg agumbepuenT, exkBuBasienTHr Ha 0,05 ml.

Jledenuero ¢ quhr CC 3a1104Ba C €JHA MHXKXCKIWA MCCCYHO 3a IIET IMOCIACA0BATCIIHA A03H, U CC
IIpoabJ/DKaBa C €JHa MHXKCKIUA Ha BCCKU Ba MECEIia.



Bb3 ocHOBa Ha OlLieHKATa Ha JIeKaps Ha 3PUTEIIHUTE M/UIH aHATOMUYHH PE3yJITaTH, HHTEPBAIBT
MEXy PUIIOKEHUATA MOXKE Jla ObJIe 3aMa3eH Ha 2 Mecella WM UHIUBUAYyTH3UpaH, KaTo HapUMep C
JICYCHHUE U NMPOJIbJDKaBaHE Ha CXeMaTa Ha MpuiiaraHe, Ipyu KOSeTO HHTEPBAJIUTE HA JICUCHUE Ce
YABIDKaBaT OOMKHOBEHO C I10 2 CEIMUIIH JI0 IOCTUTaHe Ha CTAOWMIIHU 3PUTETHH W/WIA aHATOMUYHU
pesyaratu. Fima orpaHuueHH JaHHU 32 WHTEPBAIN MEXKy IPUIIOKEHHUSITA, TO-BITH OT 4 Mecela.
AKO 3pUTEITHUTE W/WUJIM AaHATOMUYHUTE PE3YJITATH CE BJIOIIAT, MHTEPBAIHT Ha JICUeHUE TPsOBa Jia
ObJIe CbOTBETHO HaMaJIeH.

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

I'paduxbT 32 MOHUTOpHpaHE TPSOBA Aa Ce OMpeeNn OT JIEKYBaIlIHs JIeKap.

B cnyqaﬁ Y€ 3PUTCITHUTEC U AHATOMUYHHUTE PE3YJITAaTH COYAT, Y€ MAUCHTHT HAMA 110J13a OT
MpoAbJKaBaHe Ha JICUCHUCTO, MMPUIIOKCHHUCTO HA quhr TpH6Ba Ja CcC MpCyCTaHOBH.

Muonuuna xopoudantna nHeosackyrapusayus

[Ipenoprunrennara no3za Afqlir e equHIYHA HHTpaBUTpeaTHa HEXKEKIUS Ha 2 mg admubepiient,
exkBuBasienTHH Ha 0,05 ml.

Mosxe aa ce MpHUIIoKaT AOMBIHUTEIHH J03H, aKO 3pUTCITHATE W/ WA aHATOMUYHUTE PE3YIITaTH
MIOKa3BarT, ue 3a00JIsIBaHeTO IepcucTupa. PenmanBure TpsaOBa 1a ce mpreMar KaTo HOBa IposiBa Ha
3a00JISIBAHETO.

I'paduksT 32 HaOMOIEHUE TPSIOBA J]a ce OMPENesH OT JeKyBAIUs JIeKap.

WHTepBanbT MKy JIBE 103H HE TPsiOBa Jia ObJie MO-KPaThK OT €IWH MECell.

CrenyanHy nonyJianuu

Yeproopobno u/unu 6vopeuno yepexcoane
He ca npoBexaanu KOHKPETHH MPOYYBaHUS ¢ adIMOEPIICIT NPY MAIMEHTH C YePHOAPOOHO W/HITH
O0BOpeyuHO yBpexaaHe.

HanuynauTe naHHW He TpeanonaraT Hy»/1a OT KOPEKIIMs Ha J103aTa Ha adaubeplent npu Te3n
ManyueHTy (BXK. ToUka 5.2).

THonynayus 6 cmapuecka v3pacm
He ca HeoOxomumu crienualtiy cbo0pakeHus. Fima orpaHndeH ONuT Py MAIMeHTH Ha Bb3PacT
Haxa 75 rogunu ¢ JIME.

Ieouampuuna nonyrayus

bezomacHocTTa 1 edmkacHocTTa Ha Afqlir mpw mena v roHOIIM Ha BB3pacT noA 18 roauHu He ca
ycTaHoBeHHU. HsiMa choTBeTHA yrnoTpeba Ha adiubeplenT B e JUaTpUvHaTa MOMyJIaius 3a
nokazanusaTa Baaxsa BJIM, OLIPB, OPPB, IME u muonnuna XHB.

HauuH Ha npunoxxeHue

WHTpaBUTpeaTHUTE HHXEKITUH TPsIOBA Jla ce U3BHPIIBAT ChIVIACHO MEAUIIMHCKUTE CTAHIAPTH H
MIPUJIOKUMUTE PHKOBOZCTBA OT JIEKap CIEIMAIUCT C OMUT B MPHUIIOKEHUETO HAa MHTPABUTPEATHU
umkekiuu. [To mpuHIKI TpsOBa 1a Ce OCUTypH aJieKBaTHA aHECTE3Ms U aCENTHKA, BKIOYUTEITHO
JIOKAITHO ITUPOKOCIIEKTHPHO MUKPOOUIIUIHO CPEACTBO (HAIp. IOBHUJIOH MO, HAHECEH BBPXY KOXKaTa
OKOJIO0 OYHTE, KJICTTAYUTE U OYHATA MOBLPXHOCT). [IpernopruBar ce Xupypruvna ae3uHeKIus Ha
pblIeTe, CTEPUIIHU PhKABUIK, CTEPUIHA IOKPUBKA M CTEPUJICH CIICKYJIYM 3a Kiienadu (HiIu
S€KBUBAJICHT).

HeHOCpeJICTBeHO CJIC MHTPABUTPCATHO MHKXCKTUPAHC MMAIUCHTUTC Tp$[6Ba Ja CC CICOAT 3a



MOBHIIIABaHE HAa BRTPEOYHOTO HaJsirane. [loaxoaaioro npociensBane MoXe 1a BKIIOYBA
npoBepsiBaHe Ha repdy3usaTa Ha ONTUYHUS TUCK HIIH TOHOMETpUs. TpsOBa Ja uMa Ha pa3nooKeHHe
CTEpUIITHO 00OpY/IBaHE 3a MapareHTe3a Mpyu HeoOXOAUMOCT.

Crne MHTpaBUTPEaTHO WHXKEKTHPAHE MAIUeHTHTE TPSOBa /1a ObAaT MHCTPYKTHPAHH []a ChOOIIaBaT
He3a0aBHO 32 BCIKAKBH CUMIITOMH, HACOYBAIIN KM eHAo(PTaIMHUT (Hamp. 60IKa B OKOTO,
3a4yepBsiBaHe Ha OKOTO, GOTO(HOOUS, 3aMBITIEHO 3PEHUE).

Besika IpEABAPUTECIIHO HAITBJIIHEHA CIIPUHIIOBKA Tp?[6Ba Ja CC MU3II0JI3Ba 3a JICYCHUEC CaMO Ha €IHO OKO.
MHOFOKpaTHO nmpuwjiaraie€ Ha 03U OT NPCABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA MOXKE J1a YBCJINYHA
pUCKa OT KOHTaMUHAIIUA U IMOCJICABAIa HH(bCKHHﬂ.

[IpeaBapuTenHo HabJIHEHATA CIPUHIIOBKA ChABPKa MOBEYE OT NPENOphUMTENHATA 1032 2 Mg
apmubepuent (exkBuBaneHTHU Ha 0,05 ml umxekunoHeH pa3TBop). Besika mpeaBapuTeHO HATBIHEHA
cripunIoBka ¢ Afqlir ceabpika 00em ot Haii- manko 0,165 ml u He € npeaHa3HAYeH 1a ObIe
W3M0J3BaH HATBIHO. 31HMIIHOTO KOJINYeCTBO TPSIOBA 1a ce OTCTPAHM NMpPeau HHKEKTHPaHe Ha
NpenopbLYUTEHATA 1032 (BXK. Touka 6.0).

HNmxeKkTupaHeTo Ha 1enust 00eM Ha IpeIBapUTETHO HAIlTbJIHEHAaTa CIPUHIIOBKA MOKE J1a JOBEE 10
npeno3upane. 3a a ce OTCTPaHAT BB3AYIIHUTE MEXypUeTa 3aeJHO C U3JIHIIHMUS JIEKAPCTBEH MPOAYKT,
6aBHO HaTHCHETe OyTalI0To, JOKAaTO OCHOBATa Ha CBOJA Ha OyTaJoTo (He BbpXa Ha CBOJIA) CE U3PABHU
C JINHUSATA 32 TO3UpaHe Ha CIpHUHIIOBKaTa (ekBuBasieHTHO Ha 0,05 ml, T.e. 2 mg admubeprent) (Bx.
touka 4.9 u 6.6).

WmxexnuonHaTa uria TpsoBa na ce BpBefe 3,5-4,0 mm 3ax muM0ba B CTHKIOBUIHOTO TSUIO, KaTO Ce
M305TBa XOPU3OHTAIHIAT MEPHIUAH U CE HACOYBA KbM IIEHThpa Ha OYHATa sI0BIKa. Torasa ce
umkekTrpa ooembT 0,05 ml; mpu mociaeaBaUTe HHKCSKIIUN MICTOTO Ha MH)KCKTHPaAHE B CKIiepara
TpsiOBa J1a ce CMEHSI.

Criel MHXEKTHpaHE HEU3IOJI3BAHUAT MPOAYKT TPIOBa J1a ce U3XBBPIIU.
3a paboTa ¢ JIeKapCTBEHMsI MTPOIYKT MIPEIN NPUIIOKEHNE, BIXKTE TOUKA 6.6.
4.3 IIpoTuBOMOKA3aHUA

CBpPBXUYYBCTBHTEITHOCT KbM aKTHBHOTO BEIIECTBO aIrOepIenT Wik KbM HIKOE OT MTOMOIITHHUTE
BeIleCTBa, M30pOeHU B Touka 6.1.

AKTHBHA OYHA WM OKOJOOYHA I/IH(I)GKIH/IH NI CbMHCHUEC 3a TaKaBa.

AKTHUBHO T€KKO BTPEOYHO Bh3MAJICHHE.

4.4 Chenuananu npeaynpesxaeHus: U NpeANa3sHl MePKH MPU ynoTpeda

[Ipocaeaumoct
3a fa ce mo1o0pu MPOCIEIUMOCTTa Ha OMOJIOTMYHUTE JICKAPCTBEHH MPOYKTH, UMETO M MAPTHIHUAT

HOMCP Ha MPUJIOKCHUA TPOAYKT Tpﬂ6Ba SICHO Ja CC 3aI1McBar.

UnTpaBUTpeanHu peakiini, CBbP3aHK C MHKCKIIUATA

WuTpaBuTpeanHuTe HHXEKIIMHU, BKIFOYHTEIHO TE3H ¢ aQudepient, ce CBbp3BaT ¢ eHI0(TanMuT,
BBTPEOYHO BB3NAIICHUE, PErMAaTOr€HHO OTJIENIBAaHE HA PETUHATA, Pa3KbCBAHE HA PETHHATA U
ATPOTEHHA TpaBMaTHYHA KaTapakTa (Bxk. Touka 4.8). [Ipu npuarane na Afqlir Bunaru tpsoBa na ce
W3M0JI3BAT MOJIXO/ISANIH aCeTITHYHY TEXHUKH Ha HHXXEKTUpaHe. B JJonbIHeHne, nalnueHTuTe TpsioBa Jia
ce MPOCIIeAsIBaT NPE3 CEAMULIATA CIIEA WHKEKTUPAHETO, KOETO O MO3BOJIMIIO PAaHHO JICUCHHE, aKO
BBb3HUKHE WHEKIIHS.

ITanmmentute TpsiOBa 1a ObIAT HHCTPYKTHPAHU Ja ChOOIIaBaT He3a0aBHO 32 BCSIKAKBH CHMIITOMU,
HACOYBaIIH KbM €HJIOPTAIMUT WM HIKOE OT IOCOYCHUTE MO-TOPEe CHOUTHSL.

IIpenBapuTenHO HaTBbJIHEHATA CIIPUHIIOBKA CHABPIKA MIOBEYE OT MPENOPbYUTENHATA 1032 2 mg



apaubepuent (exBuBaneHTHH Ha 0,05 ml). M31MIIHOTO KOJIMYECTBO TPIOBa 1a €€ OTCTPAHHU MPEAU
pwIoxkeHue (BX. Touka 4.2 11 6.6).

[NoBuiieHus: Ha BRTPEOUYHOTO HAJISATAHE Ca HAOJI0IaBaHU B paMKUTe Ha 60 MUHYTH Clie]
HHTPaBUTPEATHO HHKEKTHUPaHe, BKIIIOUUTETHO ¢ adudeprient (Bxk. Touka 4.8). Cnenuarau
Mpea3Hyu MepKH ca HeOOXOIMMH MPH TMAlMEHTH ¢ HeToOpe KOHTPOIMpaHa riiaykoma (1a He ce
umkekTrpa Afqlir, qokaro BeTpeouHoTo Hassrane € > 30 mmHg). ETo 3amio npu Bcuuku ciaydan
TpsiOBa Jia ce MPOCIEIBAT U JIa ¢e JIEKYBAT 10 TOAXO/ISI HAYHH KaKTO BPTPEOYHOTO HANISTAHE, TaKa
U iepdy3usnTa Ha OIITUYHUS JTUCK.

HNmyHOreHHocT
Twif kaTo € TepaneBTU4eH npoTenH, npu Afqlir chiecTByBa BEpOSITHOCT 32 UIMYyHOT€HHOCT (BIK.

touka 4.8). [laruenture TpsOBa 1a ObAAT UHCTPYKTHPAHU JIa ChOOIIABAT 32 BCIKAKBYU MPU3HAIU HITU
CUMITOMH Ha BHTPEOYHO BB3MalieHUe, HaMp. 00Jika, (hoTohoOus WK 3a4epBsBaHEe, KOSTO MOXKE Ja ©
KIIMHAYEH TPU3HAK, O0SCHUM ChC CBPHXUYBCTBUTEITHOCT.

CucteMuu edextu

CucTeMHH HeXeJaH! ChOUTHS, BKIIIOUUTEIHO U3BBHOUHU KPBBOU3IMBU U apTEPUATHU
TPOMOOEMOOIMYHN CHOUTHSA, ca CHOOIIABAHM CIIe]] HHTPABUTPEATHO HHKEKTHPaHEe Ha MHXUOUTOPH Ha
VEGF u uMa TeopeTryeH puck, ue Te MOXe /1a ca cBbp3aHu ¢ naxuoupanero Ha VEGF. Nma
OTpaHUYCHH aHHU 32 Oe30macHOCTTa Npu JieueHue Ha manuentu ¢ OLIPB, OPPB, /IME wunu
muonuyHa XHB ¢ anamHe3a 3a MHCYJT WK NPEXOIHU HCXEMUYHH aTaKH, KaKTO U 3a HH(apKT Ha
MHOKap/ia B paMKHTE Ha TIOCNIeIHUTe 6 Mecena. TakuBa ManyeHTH TpIOBa Jia ce JICKYBAaT C MMOBUIICHO
BHUMAaHHe.

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

muonnyHa XHB, B cuna ca u clieTHUTE MOJIOKCHUS:

o beszomacHocTTa M edmkacHOCTTa Ha JeUeHNeTo ¢ adhauOepIienT, mpuiarad eTHOBPEMEHHO 1 Ha
JIBETE OYH, HE Ca MPOyYBAHHU CHCTEMATHYHO (BXK. TouKa 5.1). Ako OmiaTepaHOTO JISUSHUE ce
HPOBEX/a MO €JHO U CBILO BpeMe, TOBA MOXKE Jla I0BE/IE [0 MOBUIIIEHAa CHCTEMHA €KCIIO3HMLIUS,
KOETO MOJKE J1a IOBUILY PHCKA OT CHCTEMHH HEXEJTaH! ChOUTHSL.

. CeirbTeTBalia ynorpeda ¢ apyru antu-VEGF (ch10B eHoTeNeH pactexeH hakTop).

. JluricBaT JaHHU 32 €JHOBPEMEHHOTO M3MoN3BaHe Ha admubepuent ¢ npyru antu-VEGF
JIEKapCTBEHU NMPOIYKTH (32 CHCTEMHO WJIM BBTPEOYHO MPUIOKEHHE).

o PuckoBure ¢axropu, CBbp3aHH ¢ Pa3BUTHETO HA Pa3KbCBAHE HAa TUTMEHTHHS €IUTEN Ha

petunara cien antu-VEGF Tepanus 3a Binaxsa B/IM, BKiIouBaT 0OIIUPHO W/HIIH BUCOKO
OTJIeTIBaHEe HA MMTMEHTHHUS enuTel Ha peTuHata. [Ipu 3anouBane Ha Tepanus ¢ Afglir e
HE00XOIUMO MOBHUILECHO BHUMAaHHE IPH MALEHTH € Te3U PUCKOBH (DAKTOPH 32 pa3KbCBaHE Ha
IMUTMCHTHUSA CTIUTEIT Ha pETUHATA.
o JleuenueTo TpsOBa Aa ObAE NPEYCTAHOBEHO MPH NALMEHTH C PETMAaTOT€HHO OTJICHIBAHE Ha
peTHHATa WM MaKyJTHHU TyTKH cTaauii 3 nin 4 .
o B ciyuaii Ha pa3kbcBaHe Ha peTHHATA, MPHIIOKEHUETO Ha J1o3aTa TpsOBa Aa Ob/ie MpeKpaTeHo u
JIeYCHUETO He TPAOBa J1a ce Bb30OHOBsIBA MPEIH aJ€KBaTHO Bb3CTaHOBABAaHE HA Pa3KbCBAHETO.
o Ho3zara He TpsOBa a ce mpuiara u JJIEeUeHHETO He TPIOBa Ja ce Bb30OHOBSBA MTO-PAHO OT
CJIEJIBAIOTO TUTAHWPAHO MPUIIOKEHHE B CITydail Ha:
. HamaJsBaHe Ha Hail-1o0pe kopurupanata 3putenna octpora (BCVA) ¢ >30 Oyksu B
CpaBHEHHME C MOcJIeHaTa OLEHKA Ha 3pUTeNIHAaTa OCTPOTa
. cyOpeTHHaIHa XeMOoparus, BKIIOYBAIlA EHTHpa Ha (oBesiTa, HiIH, aKo pa3MephbT Ha
KpBbBOU3NMBa € >50% OT OOIIHs pa3Mep Ha Je3usATa.
. Jlo3ara He TpssOBa 1a ce mpuiara B paMKHATE Ha TIPEIXOTHUTE WIIH CICABAIINATE 28 THU, B
cilydail Ha U3BbpILEHA WIN IJIAHWPAaHA BbTPEOYHA XUPYPruuHa HHTCPBEHIINS.
o Afqlir He TpsiOBa ja ce U3MoJ3Ba MO0 BpeMe Ha OPEMEHHOCT, OCBEH aKo MOTEHIMAIHATA 10132 HE
HaJXBBPJIS NOTCHUUATHUS PUCK 32 IU1oa (BX. Touka 4.6).
o Kenu ¢ nereponen norenuuan TpsdBa Aa U3MOI3BAT €PEKTHBHA KOHTPALEIH [0 BpeMe Ha



JIeYeHNe W Hal-MaJlko 3 Mecela Clie]] IOCIEIHOTO HHTPABUTPEATHO HHKEKTUPAHE Ha
admubepient (BX. Touka 4.6).

. MMa orpaHWYeH OIMHT C JiedeHHEeTo Ha manueHTy ¢ ucxemuyna OLIPB u OPPB. Ilpu manuentn ¢
KJIIMHUYHY TIPU3HAIY Ha HeoOpaThMa UCXEMHUYHA 3ary0a Ha 3puTeIHaTa (GyHKIHS JICUSHUS HEe
ce TIpenopbyBa.

IMonymarnmm ¢ orpaHUYeHA JaHHU

Nma orpannuen onurt ¢ nedeHueTo Ha nmanueHTH ¢ JIME BcneactBue Ha nquaber Tum | wnu npu
naruenTu ¢ nuadet ¢ HbAlc nag 12% wnm nponmndepaTiBHa quabeTHa peTHHOMATHS.

Ad¢nubeprienit He e MPOyYBaH NPHY NAIMEHTH C aKTUBHU CUCTEMHN MH(EKITUH WK MIPH MAIUEHTH ChC
CBHITBTCTBAIIM OYHHU HAPYIICHUS KaTO OTJICTIBAHE HA PETUHATA WM MaKyJHa aynka. OCBEH TOBa HAMA
OIHT C JIedeHHe ¢ apaudepIenT npu NaUeHTH ¢ TabeT ¢ HEKOHTPOJIMPaHa XUIePTOHUs. Ta3u nurca
Ha nH(OpMaITisI TpsOBa 1a ce UMa MPEABU OT JIeKaps TIPH JICUSHNE Ha TAKWBA MAITHEHTH.

Hswma onut npu neuenne Ha muonuuHa XHB ¢ admubeprent npu namueHTH, KOUTO HE ca OT a3UaTCKH
IPOU3XO0J, MAIIMEHTH KOUTO IpeI ca OMIIN NOATI0KEHH Ha JieueHne Ha Muonmyaa XHB u nmamuenTu ¢
ekcTpadoBeaTHH JE3UH.

HNudopmarys 3a IOMOITHATE BELECTBA
ToBa nexapcTBO ChABPKa Mo-Manko oT 1 mmol Hatpuii (23 mg) Ha 7030Ba €IUHUIIA, T.€. MOXKE J1a Ce
Ka)ke, 4e MPaKTHYECKH HE ChIIbpiKa HATPHH.

Tosa nexapctBo crabpika 0,02 mg momucopdat 20 BEB Besika qoctaBeHa o3a ot 0,05 ml
(50 mukponutpa) pasrBop. [loaucopbaTuTe MOTAT 1a IPUYMHAT alepruyHu peakiuu. [Tonuraiite
MAIeHTa CH JJaJId UMa YCTAaHOBEHH aJIepTHH.

4.5 B3aumopeiicTBHe C IPYrd JeKAPCTBEHHU NPOAYKTH U APYru (popMu HA B3auMojaelicTBUe
He ca npoBexx1aHu mpoy4BaHUs 3a B3aUMOJEHCTBUATA.

EnnoBpemenHoTO npuiiokenue Ha poroaunamuyHa tepanus (PDT) ¢ Beprenopdun u adiubepient
HE € TIPOYYBaHO U 10 Ta3W MPUYNHA HE € YCTAaHOBEH Npodui Ha 6€30MacHOCT.

4.6 @epruauret, )peMEeHHOCT U KbpMeHe

Kenu ¢ JieTeposieH NoTeHIran

Kenwure ¢ getepoyieH MOTEHIMAN TPIOBA Jla U3MOA3BaT e(hEKTUBHA KOHTPAIIEIIINS 110 BpEME Ha
JICUCHHUE ¥ Hal-MaJIko 3 Mecela Clie]] MOCJIeHOTO UHTPABUTPEATHO HH)KEKTUPaHE Ha aduinOepiienT
(Bk. Touka 4.4).

BpemenHoct
JluriceaT naHHU 3a ynoTtpebaTa Ha adhauOepenT Npu OpEeMEHHH JKEHH.

[IpoyuBaHusTa NIpHU )KUBOTHH [TOKa3BaT eMOpHodeTanHa TOKCUYHOCT (BXK. Touka 5.3).

Bripeku ve cucTeMHaTa €KCIO3UITHS CIie]] OYHO MPUIIoKeHue € MHOro Hucka, Afqlir He TpsiOBa na ce
M3I0J13Ba 110 BpeMe Ha OPEMEHHOCT, OCBEH aKo NOTEHLHMATHATA T10J13a HE HAJAXBBPIIS TOTCHIUATHUS
PHCK 3a U0z,

Kbpmene
BB3 ocHOBa Ha MHOTO OI'paHUYEHU JaHHU NPU X0pa, aduinbepIenT MoXe Ja ce eKCKPeTHpa B KbpMaTa

B HUCKH HUBA. AQIUOEpIenT e rojisiMa MpoTenHOBa MOJIEKYJIA i KOJIMYECTBOTO Ha JIEKapCTBOTO,
abcopOupaHo MpH KbpMAYeTo, c€ 0OYakBa Ja ObJe MUHUMaNHO. EQektute Ha adaubepuent BbpXy
KbPMEHO HOBOPOJCHO/KbPMAUYEeTO HE Ca U3BECTHHU.

Kato npeanasna mMspka, He ce MpernopbuBa KbpMEHE 110 BpeMe Ha ynoTtpebara Ha Afqlir.

DepTUnuTer



Pesynrature oT mpoy4YBaHUATA MPU )KUBOTHU C BUCOKA CHCTEMHA SKCITO3UITHS TIOKa3BaT, ue
admmbepiienT MoXke J1a HapyIH GepTUIUTETa U IPH MBKKUTE, U TIPH JKEHCKUTE (BXK. ToUka 5.3).
[TooOHYM edeKTH HE ce 0YaKBaT CIE OYHO MPHIIOKEHUE C MHOTO HUCKA CUCTEMHA CKCIIO3HIIUS.

4.7 EdexTu BbpXy crniocodHOCTTA 32 mioupaHe U padoTa ¢ MAIIUHA

Wnxextupanero ¢ Afqlir noBnusiBa B Manka cTeneH crocoOHoCTTa 3a modupane u paboTa ¢ MalllHy,
HOpaay Bb3MOXXHH BPEMEHHH 3pUTEIIHU CMYIICHHS, CBbP3aHN WIH C MHKSKINATA WIIH C OUHHS
npernen. [larpenTrute He TpsAOBa Ma moQupaT WiK 1a padoOTIAT C MALIMHY, JOKATO 3pUTEITHATA UM
(GYHKLHUS HE ce Bb3CTAHOBH B IOCTaThuHA CTETICH.

4.8 Hexeqanu JjeKapcTBeHH peaKkuuu

Pesrome Ha mpodumiia Ha Oe30macHOCT

ITonynammsra 3a 6e30macHOCT B ocemTe npoyuBanus ¢a3za Il ce ceeron ot 06mro 3 102 mammentu. Ot
Tax 2 501 manueHTy ca JIeKyBaHU ¢ IPeHopbhUUTEIHATA 1032 OT 2 mg.

Cepro3HH OYHH HEXKETaHU PEaKIUU B U3CIEIBAHOTO OKO, CBBP3aHH C MPOLEAYypaTa Ha HHXXEKTUPAHE,
ca Bb3HUKHAIU MpH Mo-Maiko oT 1 Ha 1 900 uHTpaBUTpeaTHu MHKEKIUH Ha adIuOepIenT u ca
BKITIOUBAJIM CJICNIOTA, EHIO(TAIMHUT, OTICTIBAaHE HA pETHHATA, TPAaBMAaTUYHA KaTapakTa, KaTapakTa,
KPBBOHU3IIMB B CTHKJIOBUIHOTO TSUIO, OTJICNIBAHE HA CTHKJIOBUIHOTO TSJIO M IOBHLICHO BETPEOYHO
HansraHe (BX. Touka 4.4).

Haii-yecto HaOaronaBaHUTE HEXETAHHU JIEKAPCTBECHU PEaKLUK (IpH Hall-Manko 5% OT MmalueHTuTe,
JeKyBaHH ¢ agaubepLent) ca KOHIOHKTUBaIHA Xemoparus (25%), perunanna xemoparusi (11%),

HamasieHa 3puteiHa octpora (11%), 6onka B okoto (10%), kaTapakra (8%), MOBUILIEHO BETPEOUHO
Hansrane (8%), oTenBaHe Ha CTHKIOBUIHOTO TAJI0 (7%) M MBTHHUHM B CTHKJIOBUAHOTO TsU10 (7%).

CruchbK Ha HEXKEIIAHUTE JICKApCTBCHU PCAKIINHU B TabInueH BHUL

JannuTte 3a 6€30MacHOCT, ONMCAHU HO-10JTy, BKIIOUBAT BCHUKH HEXKEJIAHH JICKAPCTBEHHU PEAKIIMU OT
ocemTte npoyusanus ¢asa Il mpu nokazanusra Bnaxua BJAM, OLIPB, OPPB, IIME u muonnuna XHB
C TIpUEMIIMBA BEPOATHOCT 3a MPUYHMHHO-CIIEICTBEHA Bph3Ka ¢ MpollelypaTa Ha MHKEKTHPaHEe WK
JIEKapCTBEHUS MPOIYKT.

Hesxenanure iekapcTBEHH peakluy ca M30POSHHU 110 CUCTEMO-OpTaHeH KIIaC M YeCTOTa C M3I0JI3BaHe
Ha cJieHaTa KOHBEHIIUS:

MHoro yectd (>1/10), wectr (>1/100 mo <1/10), meuectu (>1/1 000 xo <1/100), peaxu (>1/10 000 mo
<1/1 000), c Hem3BeCcTHA YecTOTa (OT HAIMYHUTE JaHHU HE MOXKe J1a O'b/ie HalpaBeHa OICHKA).

B PAaMKHUTC HA BCAKO I'PYIUPAHEC I10 YECTOTA, HCIKCIAHUTC JICKAPCTBCHU PCAKIIUU Ca NIPCACTABCHU B
HU3XOAII pea MO0 OTHOUICHUEC HA TAXHATAa CEPUO3HOCT.



Tabauua 1: Bcuuky cBBp3aHU C JICUCHUETO HEXKETaHH JIEKAPCTBEHN PEAKITNHN, ChOOIIaBaHH ITPH
ManueHTy B npoyuBanus ¢asa Il (cOopHu manuu ot npoyusaHus (asa Il 3a mokazaHusITa BiaxkHa
BJIM, OLIPB, OPPB, IME u muonuuna XHB) uiu o BpeMe Ha HOCTMapKETHHIOBOTO HAOIIOJCHIE

CucreMo-opraHeH Kjiac YecToTa Hesxenana peakuust

Hapymenns Ha umynHata | Hedectn CBpBXUYBCTBHTEITHOCT* **

cucTreMa

Hapyumienus Ha ounre MHoro yectu Hamanena 3putenna octpora, Petunanna

xeMoparust, KoHIOHKTHBaIHAa XeMOparus,
Boinka B okoTO

Yectn Pa3kbcBaHe Ha MUTMEHTHUS €NUTEN Ha
perunara®, OTnenBaHe Ha MUTMEHTHHUS
eIMTeN Ha peTuHara, [lerenepanus Ha
petuHata, KppBOM3IMB B CTHKIOBUIHOTO
ta10, Katapakra, KopTukanna karapakra,
Hyxneapna karapakra, CyOkancymapHa
katapakTta, KopHeanna epo3us, Koprueanna
abpasusi, [ToBuIIeHO BHTPEOYHO HANATAHE,
3ambIIieHo 3peHue, MbTHUHU B
CTBKJIOBUIHOTO TsJ10, OTienBaHe Ha
CTBHKJIOBUAHOTO T10, bosnka Ha MsAcTOTO Ha
WH)XEKTHpaHe, Y celllaHe 3a YyKJ0 TS0 B
ounrte, [ToBumena nakpumanus, OTok Ha
KJernaya, XeMoparusi Ha MsICTOTO Ha
MH)XXEeKTHpaHe, TOUKOBUICH KepaTHT,
Konronkrupanna xunepemusi, Ouna
XHUIIEPEMUSI

Heuectn Ennodranvut**, OrienBane Ha peTHUHATA,
Pa3kbcBane Ha perunara, Upur, YBeur,
Upunpouuknut, [TombTHSIBaHE Ha JleniaTa,
JedexT Ha eruTena Ha pOroBUIIATA,
Jpa3HeHe Ha MSCTOTO HA MHKEKTUPAHE,
HeoOwuyaiino ycemane B okoTo, J[pa3HeHe Ha
kienayva, [lonoxurenen Tungan B npenHaTa
kamepa, OTOK Ha POTOBHIIATA.

Penku Crnenora, TpaBmaTnuHa karapakTa, Butpeur,
XunonuoH
C HeusBecTHa Cruepur****
YECTOTa
* Hapymenus, 3a KouTo € U3BECTHO, Y€ ca cBbp3anu ¢ BuaxHa BJIM. HabmronaBanu ca camo B

Mpoy4BaHus npu BiraxHa BJIM.

**  Kynrypa-moioxuTenaeH U KyJITypa-OTPHUIATENIeH eHI0(TaIMUT.

**%  Tlo BpeMe Ha MOCTMAPKETUHTOBUS MIEPUOI, ChOOIICHHS 32 CBPBXYYBCTBUTEIIHOCT BKIIOYUTEITHO
00puB, chpOeX, ypTUKAPHS U OTACIHHU CIydau Ha TEXXKH aHA(WIaAKTHIHN/aHA(DUIaKTOUTHU
peakuuu.

*%%%  OT MOCTMapKETUHIOBH CHOOIICHHUS.

Onucanue na u36paHu HeJMCeNaHU 1eKapcmeeru peakyuu

B nmpoyuBanus ¢asza Il npu Bnaxkaa B/IM, ce Habnro1aBa MoBHIIIeHa Y€CTOTa HA KOHIOHKTHBAIHA
XeMOoparus Ipy NanueHTH, IpueMally aHTUTPOMOOTHYHH cpeacTBa. Ta3u MOBHUILIEHA YECTOTa €
CpaBHUMa MEXIY MallUeHTUTE, JIEKyBaHU ¢ paHuOn3ymad u aguudepuent.

Aprepuanaute TpomboeMmoonnunu croutus (ATC) ca HexxenaHu CbOUTHSA, KOUTO Ca NOTEHIUAIHO
CBBbp3aHH cbe cucTeMHo naxuOupane Ha VEGF. CrpiiecTByBa TeOpeTHUEH PUCK OT apTepUaIHU
TPOMOOEMOOTMYHH CHOUTHS, BKIFOYUTEITHO HHCYJIT U UH(PAPKT HA MUOKAp/a, CJie]l MHTPABUTPEATHO
npuiiokeHue Ha naxnomuropu Ha VEGF.



Huchbk nporeHT Ha 3a00J1eBaeMOCT OT apTepHaIHUd TPOMOOEMOOIUYHN CHOUTHS € HaOJII0JaBaH B
KJIMHAYHUTE U3MUTBaHus ¢ admbepuent npu nanuent ¢ BJAM, IME, OPB, muonnuna XHB u PH.
Cpen nokazaHusTa He € HaOJI01aBaHa ChILECTBEHA Pa3IuKa MEXIy TPYIHUTE, JIEKyBaHH C
a(paubeprent 1 ChOTBETHUTE CPABHUTEITHH TPYTIH.

Kakro mpu BcHUKHM TepaneBTHYHH TpoTenHH, Tpu Afqlir criiecTByBa BEpOATHOCT 32 UMYHOT€HHOCT.

Crpo0uiaBane Ha HOAO3UPAHU HEXKEJIAHN PEAKIIHU

Cro0I1aBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUU ClIe]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOIISBA Ja MTPOIBIDKH HAOMIOJEHNETO Ha CHOTHOIIIEHUETO MOJI3a/PUCK 32
JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
MOJI03UPaHa HEXKEIaHa PEeaKIus Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIIaBaHe, OCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

B xiMHWYHM M3MUTBaHKA Ca U3IOJI3BAHHM JI03H 10 4 Mg HA €JTHOMECCYHN HHTEPBAIH U ca
Ha0JII0JaBaHN M30JIMPAHHU CITy4Yad Ha Ipelo3upane ¢ § mg.

[Tpeno3upaHeTo ¢ MO-TONIAM 00eM Ha UHXKEKTHPAHe MOXe Ja TIOBUIIIA BTPEOYHOTO Hasrane. [To
Ta3u MPUYUHA B CIIy4ail Ha IIpeJo3upane TpsOBa a ce Cie BbTPEOYHOTO HAIATAHE U J]a Ce 3a0vHe
MOIXOJIAIIIO JICYCHUE, aKO CE CUETE 32 He0OXOMMO OT JISKyBaIus Jekap (Bxk. Touka 6.6).

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakoaMHAMUYHHU CBOKCTBA

®dapmakoTepaneBTHUHA Tpyma: OGTaIMOJIOTHYHA CPEICTBA, AHTHHEOBACKYJIAPU3UPAIIM CPEJICTBA
ATC xom: SO1LAO5

Admubeprient e pekoMOMHAHTEH (PY3HMOHEH MTPOTEHH, ChCTABEH OT YaCTU OT U3BBHKJICTHYHUTE
JoMeitHM Ha peuenTopu 1 u 2 3a 4oBelku cbaoB eHporeneH pactexeH daxkrop (VEGF), cepp3anu ¢
Fc-gyacrra Ha yoBemxku IgGl.

Admubepnent e npoussezaeH B K1 kietku ot siiuHuk Ha kuTaiicku xamcrep (CHO) upes
pexombunanTHa JIHK TexHomorus.

Adnubeprent aeicTBa KaTo pa3TBOPUM pelienTop - "mpuMamka', koiTo ce cBbp3Ba ¢ VEGF-A u
PIGF c no-Bucok ahMHHUTET, OTKOJIKOTO €CTECTBEHUTE UM PELENITOPH, KaTO 10 TO3M HAYMH MOXKeE A2
MHXUOUpa CBBP3BAHETO U aKTMBUPAHETO Ha Te3H cxoaHu peuentopu Ha VEGEF.

Afqlir e GuonornuHo nogobeH nexapcTBeH Npoaykt. [loapobHa nndopmamus e mpegocTaBeHa Ha
yeOcaiita Ha EBporneiickara areHuus mo jekapcrsara https://www.ema.europa.eu.

MexaHu3bM Ha AeiicTBUE

CopoBust eHnoreneH pacrexeH gaktop-A (VEGF-A) u mnanentnust pacrexxe ¢akrop (PIGF) ca
yieHoBe Ha cemeiicTBoTo Ha VEGF anrnorennute akropu, KOMTO MOrar Ja JeHCTBAT KaTO MOIIHU
MUTOTEHHH, XEMOTAKCHYHH U BIUSCIN BHPXY CHJOBHUS MepMeaOUIUTET (HAKTOPH 3a SHIIOTEITHUTE
knetku. VEGF pelictsa upes e penenropHu Tupo3uH kuHasu, VEGFR-1 u VEGFR-2, Ha
NOBBPXHOCTTa Ha eHjoresnHuTe kietku. PIGF ce cBbp3Ba camo ¢ VEGFR-1, koliTo ce Hamupa chI1o U
0 MMOBBPXHOCTTA Ha JIeBKoIUTHTE. [IpexomepHoTO akTHBHpaHe Ha Te3u perentopu oT VEGF-A
MOJKE /1a IOBEJE JI0 MTaTOJIOTMYHA HEOBACKYIapH3allysl U IPeKOMepHa Ch1oBa npomyckianBocT. PIGF
Moxe fa 0bae cuHepruct Ha VEGF-A B Te3u nporecu, a OCBeH TOBa € U3BECTHO, Y€ criomara 3a
JIEBKOLIUTHATA MHPHUITPAIHS U ChJIOBOTO Bh3MAJICHHE.
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dapMakoaHAMUYHU ePeKTH

Bnaswcna B/IIM

Bnaxnara B/IM ce xapakTepusnpa ¢ maToJIOrHdHa XoporugaHa Heoackymapu3zamws (CNV).
N3TtnyaHeTo Ha KPBB U TEYHOCT OT MATOJOTMYHATA XOPOUJATHA HEOBACKYJIapU3aIlis MOXKE Ja
MIPUYUHHY 3a/1e0ersiBaHe MM OTOK Ha PEeTHHATA W/ CyO/MHTpapeTHHAIHA XeMOparus, BOJeIa 10
3ary0a Ha 3pUTelTHa OCTPOTA.

[Tpu manuenTy, JiekyBanu ¢ adauOepIenT (e[Ha HMHXKEKIUS MECEYHO 3a TP MOCICIOBATSITHU Mecella,
MTOCJICIBAHO OT €THA MHKEKITHS Ha BCEKH 2 Mecemna), AcOennHaTta Ha neHTpanaara petuHa [CRT]
HamaJjsBa CKOpO Cle]] 3aloYBaHe Ha JICUCHUETO, a CPEAHUAT pa3Mmep Ha sezusita ¢ CNV HamassiBa B
CBHOTBETCTBHE C pe3yATaTUTEe, HAONIIOJaBaHU MPH JeUeHue ¢ pannouzymao 0,5 mg Bceku mecell.

B npoyusanero VIEW1 nma cpegan Hamanenust Ha CRT mpu ontuaHO-KOXepeHTHA TOMOTpads
(OCT) (cpotBetHO -130 1 -129 MukpoHa B cenMuIia 52 3a rpynuTe Ha JieueHue ¢ adaubepuent 2 mg
Ha BCEKH JIBa Mecera u pannom3ymad 0,5 mg Bceku mecen). 1 B 52-Ta ceqmuia B Ipoy4YBaHETO
VIEW2 nma cpenan Hamanenus: B CRT npu OCT (crotBetHO -149 1 -139 MukpoHa 3a rpynuTe Ha
nedenue ¢ adaubOeprent 2 mg Ha BCEKH J1Ba Mecela U paHuOuzymao 0,5 mg Bceku Mecern).
Hamanenuneto na pasmepa Ha CNV u Ha CRT o6uuaiiHo ce 3axbpiKat u Mpe3 BTopara roJuHa Ha
POY4BaHUSITA.

IIpoyuBaneto ALTAIR e npoBeneHo npu MaiueHTH AMOHIM ¢ HeJIeKyBaHa BiaxkHa B/IM u nokassa
mot0OHU pe3ynTaTy ¢ Te3u oT npoyuBaHusaTa VIEW, ¢ mpunarane Ha 3 mbpBOHAYAITHU €KEMECEUHHU
MHXeKUIuH adnudepuent 2 mg, IOCIeABaHU OT €Ha MHKEKLH CJICH OLle 2 Mecela U cje] TOBa
MpOoABbIDKaBaHEe C PEXXUM Ha JIeUeHHE U YABbKaBaHe C IPOMEHIMBY UHTEPBAIH (2-CEAMUYHU

WK 4- CeAMUYHN KOPEKIIMN) 10 MaKCUMYM 16-ceIMHYCH UHTEPBAJl ChIIaCHO NPEABAPUTEITHO
ompezeneHN Kputepuu. B cemmunia 52 nMa cpeHO HaMaseHne Ha ne0ennHaTa Ha IIeHTpaTHaTa
petuna (CRT) npu OCT ¢ -134,4 u -126,1 MukpoHa CbOTBETHO 3a rpymaTa Ha 2-ceAMUYHA KOPEKIUsI
W 3a rpymnara Ha 4- cenMu4Ha Kopekius. [IporeHTsT Ha naruenture 6e3 rednoct npu OCT B
ceamuua 52 e cboTBeTHO 68,3% 1 69,1% B rpynute ¢ 2- u 4-cenMuuHu Kopekuuu. Hamanenuero Ha
CRT B nmoBeueTo ciy4au ce 3ama3Ba U B IBETE paMEHa Ha JICYEHHE IIpe3 BTOpaTa roJrHa Ha
npoyuBaneto ALTAIR.

ITpoyusaneto ARIES e npeanasnaueHo Aa u3ciieaBa He Mo-MajkaTa e(pUKAaCHOCT Ha JICUCHHE U
NpoJBbDKaBaHe Ha cCXeMara Ha npuiiarade Ha aduubepiient 2 mg, 3alI0YHATO BeJJHAra CIe]| IpUjlaraHe
Ha 3 IbpBOHAYAIHY MECEUYHH MHXEKIIUHU U €HAa JOMBJIHUTENIHA HHKEKIINS Clle]] 2 Mecela CIIpsMo
JICYEHUE U NMPOABIDKABAHE HA CXEMaTa Ha MpUiIaraHe, 3all04HaTo CJIe]] €IHOTOIUIIIHO JICYCHHE. 3a
MAI[UEeHTH, KOUTO C€ HYXKAAiT OT IpujIaraHe mo-decto ot Q8 rmoHe BeIHBK B X0/1a HA MPOYYBAHETO,
CRT ocTaBa mo-Bucok, Ho cpeanoTo HamaneHue Ha CRT ot n3xoaHoTo HUBO 10

ceamuna 104 e - 160,4 MukpoHa, MoT00HO HA MAIIMEHTHUTE, JIeKyBaH! Ha Q8 WM TO-peKu
MHTEPBAJIH.

Omox na maxynama ecneocmesue na OL[PB u OPPB

[Tpu OLIPB 1 OPPB ce nony4aBa vicxeMusi Ha peTHHATA U TSI J]aBa CUTHAII 32 OCBOOOKIaBAHETO Ha
VEGF, koiiTo Ha CBO# pell AecTadMIn3upa 3IpaBUTe BPb3KU U CTUMYJIMpa nposindepanusra Ha
enorennu knetku. OcBoboxnaBanero Ha VEGF e cBbp3aHo ¢ yclaoKHEHUs KaTo HapyllaBaHe Ha
KPBBHO-PETHHHATA Oapuepa, yBeIMUeH ChJIOB ITEpMeabUIINTET, OTOK HA PETHHATA
HEOBaCKyJIapu3alysl.

[Ipu nauyenTy, 1eKyBaHu ¢ 6 TOCIEIOBATETHI MECEUHN MHKEKIMK adumbepuenTt 2 mg e
Ha0JI0JaBaH ChOTBETCTBAIIL, ObP3 M CHJIeH MOP(oIOrHyeH OTTOBOP (KOETO € OTYETEHO C TOJOOPEeHHUS
B cpeanara CRT). B cenmuia 24 monmxenueto B CRT e craTucTudecKu MPeBB3X0KIAII0 B
cpaBHeHHE ¢ KoHTpojara u B Tpute npoyusanust (COPERNICUS npu

OLPB: - 457 cpemty -145 muxpona; GALILEO npu OLIPB: - 449 cpemy -169 mukpona; VIBRANT
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pu OPPB: - 280 cpemty - 128 mukpona). Toa Hamanenue ot n3xoaHoto HUBO B CRT ce momabpxa
IIo Kpast Ha Bcsako npoyuBane, ceamuiia 100 8 COPERNICUS, cenmuma 76 8 GALILEO u
ceaqmuna 52 8B VIBRANT.

Jluabemen maxynen edem

JlnabeTHUSAT MaKyJICH €IeM € CIICACTBHE OT AradeTHaTa PETUHOIATHUS U CE XapaKTepU3Upa C MOBUILICH
CH/IOB TIepMEaOUIINTET U YBpPEKJaHe Ha pEeTHHHHUTE KaIlWIIPH, KOETO MOKE /1a OBEJE 10 3ary0a Ha
3pHUTEITHA OCTPOTA.

[Tpu manuenTy, JiekyBaHu ¢ adIHOEpPIICIIT, TOBEYETO OT KOUTO ca OWIIH KIIaCU(PUIIMPAHH KaTO
nanyeHTy ¢ auadet T 11, ce HabmoaaBa ObP3 U CTAOMIIEH OTTOBOP IO OTHOIIICHHE Ha MOP(OIOTHITa
(CRT, nuBo no DRSS).

B npoyusanusta VIVIDPME p VISTAPME e na6nronaBano cTaTHCTUYECKH 3HAYMMO MO-TOISIMO CPETHO
Hamanienne B CRT oT U3XoaHATE CTORHOCTH JI0 ceaMUIa 52 TIpy NAIMeHTH JIEKyBaHH ¢ adaubdepient
B CpPaBHEHHE C JIa3epHO KOHTPOJIUPAHUTE, CbOTBETHO-192.,4 1 -183,1 MukpoHa 3a rpymnure ¢
apmubepuent 2Q8 u choTBETHO -66,2 1 -73,3 MUKpPOHA 32 KOHTPOJIHUTE TpymnH. B

ceamuua 100 HamaneHueTo € noAabpkaHo ¢ -195,8 u -191,1 Mukpona 3a rpynure ¢

apmmbepuent 2Q8 u ¢ -85,7 u -83,9 MUKpOHA 32 KOHTPOJIHUTE IPYIH, ChOTBETHO B IPOYYBaHUSITA
VIVIDPME y VISTAPME,

Hamnpagena e oneHka, nokassaiia mogodpenue ¢ > 2 crbnku B DRSS no npensaputenHo yrouyHeH
nauuH BbB VIVIDPME g VISTAPME, Crenenra na nmpomsna B ckopa o DRSS e usmepena mpu 73,7%
ot narentute 6B VIVIDPME 11 98,3% ot manmentute 6B VISTAPME, B cenqmumna 52, 27,7%

u 29,1% ot rpynute ¢ adpaubepuent 2Q8, u 7,5% u 14,3% 0T KOHTPOIHUTE TPYIH Ca UMAJIH
nonoopenue ¢ > 2 creiiku B DRSS, B cenmunia 100 choTBeTHUTE TIponieHTH ca Ommm 32,6% u 37,1%
ot rpynure ¢ adpiubepuent 2Q8, u 8,2% u 15,6% 0T KOHTPOIHUTE IPYIIH.

IMpoyusaneto VIOLET cpaBHsiBa TpH pa3iMiyHU CXeMH Ha NpuiIarane Ha agumodepuent 2 mg 3a
nedenue Ha JIME ciie Hali-Maliko €/1Ha TO/IMHA JICYeHHUEe ¢ (PUKCUPAHU UHTEPBAJIU, KAaTO JICYCHUETO ©
3aII0YHATO C 5 MOCTIEA0BATEIHU MECEUHH JO3H, IOCEIBAaHHU OT IpUlaraHe Ha Bceku 2 Mecena. B
ceaqmuua 52 u cenmuua 100 ot mpoy4yBaHeToO, T.€. BTOpa U TPETa FOANHA OT JICUEHUETO, CPETHUTE
npomenn B CRT ca kmuHUYHO 1T0100HM 3a JieueHue U npoabinkaBane (2T&E), ciopen ayxaute (pro
re nata (2PRN)) u 2Q8, crorBeTHO -2,1; 2,2 u -18,8 MukpoHa B cenmuria 52,

u2,3;-13,9 u -15,5 MukpoHa B

ceamuna 100.

Muonuuna xopoudanina HeogacKyIapu3ayus

MuonunyHarta XxopouaanHa HeoBacKynapu3zanus (MuonuuHa XHB) e yecta npuunna 3a 3aryba Ha
3pEHUE NP Bb3PACTHH € MATOJIOTMYHA MUOMUS. TS ce pa3BUBa KaTO MEXaHHW3bM 3a 3apacTBaHE Ha
paHH, BCIEACTBHE Ha PyNTypu Ha MeMOpaHata Ha Bruch u npencrasnsiBa Hali-uecToTo cHOUTHE,
3acTpanaBaiio 3p€HUETO, IPU NATOJIOTUYHA MUOIIHS.

[Ipu nauuentu, nexyBanu ¢ agumbepuent B npoyusaneTo MYRROR (enna nmkekuusi, npuiioxeHa B
HAYaJIO0TO Ha TepanusTa, C TOMbIHUTEIHH HHKEKIIH, IPUIaraHu B ciy4ail Ha IepCcUCTHpaHe Ha
3abomnsiBaneTo Wiy perre), CRT HamansBa ckopo ciies] 3arouBaHe Ha JICUCHUETO B 110JI3a Ha
apmmbepuent B ceamuna 24 (-79 MUKpoHa U -4 MUKpOHa, CHbOTBETHO, 3a IrpyIIaTa 3a JIeUCHHUE C
admubeprient 2 mg U 3a KOHTPOJIHATA TPyTia), KaTo Ce 3ara3Ba g0 ceamuria 48.

B nonbenuenue, cpenHust pazmep Ha XHB ne3us Hamanssa.

Kinnanuna edukacHocT M 6€300aCHOCT

Bnaswcna B/IM

be3zonacHocTTa U ehukacHoCTTa Ha aIMOEpIIEeNT ca OIICHEHH B JIBE PAHOMHU3UPAHH,
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MHOT'OIIEHTPOBH, ABONHO-CIIENH, AKTUBHO-KOHTPOJIUPAHU MTPOYUYBAHUS MIPHU NAlUEHTH ¢ BiaxkHa B/IM
(VIEW1 u VIEW2) ¢ o610 2 412 naiuenTa JIeKyBaHd M OlieHsIBaHU 3a epukacHocT (1 817 ¢
apnubepuent). Brp3pactra Ha mauneHTUTe Bapupa Mexay 49 u 99 rogunu, cpeano 76 roaunu. B Te3u
KJIMHAYHU Tpoy4uBaHust, npubamsurenno §9% (1 616/1 817) ot nauneHTUTE, paHAOMHU3UPAHU 32
nedenue ¢ adaubeprent ca OWir Ha BB3pacT 65 TOJUHY WM MTO-BB3PACTHH, U MpuOIN3uTenHo 63%
(1 139/1 817) ca 6unu Ha BB3pacT 75 TOOUHY WIIH MTO-BB3PACTHH. BB BCAKO MpoydBaHEe MAIMEHTHUTE
ca paHjoMusupanu B cboTHomeHue 1:1:1:1 Ha 1 ot 4 cxemu Ha npunarate:

1) apubeprent, mpuIarad 1Mo 2 mg Ha BCEKU 8 CEAMMIM Clie]] 3 TbPBOHAYAIHU €KEMECETHN
no3u (adaudepuent 2Q8);

2)  adumbepuenT, mpuiarad no 2 mg Ha Bceku 4 cenmunu (adaubepuent 2Q4);

3) apmubepuent, npriarad 1o 0,5 mg Ha Beeku 4 ceamunu (adgmmbdeprent 0,5Q4); u

4)  panuOuzyma0, npuiaaras no 0,5 mg Ha Bceku 4 ceamunu (panuduzymad 0,5Q4).

[Ipe3 BropaTa ronuHa Ha IPOYYBaHMUATA, AIIMEHTUTE IPOABIDKABAT Aa MOIy4aBaT IbPBOHAYATHO
paHIOMU3MpaHaTa 103a, HO 0 MoAU(UIpaHa CXeMa Ha IIpujlaraHe, BOJCHA OT OLICHKaTa Ha
PE3YIATATUTE IO OTHOMICHUEC Ha 3pCHUETO U aHATOMHWYHATAa HaXOAKa C Ile(bI/IHI/IpaH I10 IMMPOTOKOJI
MaKCHUMAJICH UHTEpBal Ha Mpuiiaraxe ot 12 ceqmuuuy.

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

B mpoyuBane VIEW1 B cenmuna 52 95,1% ot mauueHTHTe B Tpynara ¢ adgaudeprent 2Q8 moaabpkaT
3peHueTo B cpaBHeHue ¢ 94,4% ot manuenTute B rpymnata ¢ panuouzymabd 0,5Q4. B npoyusane
VIEW?2 B ceamuna 52 95,6% ot nanuenTure B rpynara ¢ agaudepuent 2Q8 monabpkaT 3peHHETO B
cpaBHeHue ¢ 94,4% oT manueHTuTe B rpynara ¢ paunouzymad 0,5Q4. B nBete nmpoyuBaHus
apmubeplenT e JoKa3aHa KaTo He Mo-Mallko e()MKacHa ¥ KIMHHYHO €KBUBAJICHTHA Ha TrpyTara ¢
pannbuzyma6b 0,50Q4.

[MoapoOHU pe3ynTaTit OT KOMOMHHMPAHUS aHAIM3 Ha JIBETE POYYBaHUs € TIoKa3aH B Tabnuna 2 u
¢urypa 1 mo-momy.

Ta6auna 2: Pesynratu 3a epukacHocT B ceamuiia 52 (IbpBUYCH aHAIN3) U ceamuia 96;
KOMOMHHPAHH JIaHHK OT npoy4usanusTa VIEW1 n VIEW2P

Pesyarar 3a egukacHocT Adpandepuent 2Q8 Y Pannonzymaé 0,504
(admbeprienT 2 mg Ha BCEKU (parnbuzymabd 0,5 mg Ha
8 ceqmuiu cien 3 HavyatHU BCEKH 4 CEIMUITH)
€KEMECETHH JTO3H)
(N=607) (N =1595)
Cenmuna 52 Ceamuna 96 Ceamuna 52 Ceamuiia 96
CpeneH Opoii HHKEKITHH 7.6 1.2 123 16,5
OT U3XOJHOTO HHUBO
Cpenen 6poit HHKEKITHH
(ot ceammutia 52 no 96) 42 47
[IponeHT mamueHTH Che
3aryba < 15 OykBu OT 95,33%" 92,42% 94,42% ® 91,60%
u3x01H0TO HUBO (PPS*)
Paznuxa® 0,9% 0,8%
(95% A" (-1,7; 3,59 (-2,3;3,8)Y
Cpenna pomsiHa B
BCVA, uzmepena upes
OIICHsIBaHE Ha OyKBUTE 11O 8,40 7,62 8,74 7,89
ETDRS? ot u3xoaH0TO
HHBO
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A)

B)

B)

I
0
E)

Paznuka B LS #) cpenna

npomsiHa (OyKBH 11O -0,32 -0,25

ETDRS)® (-1,87; 1,23) (-1,98; 1,49)

(95% D

[IporneHT manueHTH ¢

nonobpenue > 15 Oyksu 30,97% 33,44% 32,44% 31,60%
OT U3XOJTHOTO HUBO

Paznuxa® -1,5% 1,8%

(95% D (-6,8; 3,8) (-3,5;7,1)

BCVA: Haii-mobpe xopurupaHa 3puTeiIHa OCTPOTa

ETDRS: IlpoyuBane Ha panHo jeueHue Ha auadeTHa perunonartus (Early Treatment Diabetic

Retinopathy Study)

LS: Cpennu cToitHOCTH 1O METO/A HA Hal-MaJIKUTe KBagpatu, nonydenn or ANCOVA PPS: no

MPOTOKOI

[{sanaTta ananusupana nomynanus (FAS), npenacsiHe Ha JaHHUTE OT MOCJIEAHOTO HAOIOACHUE

(LOCF) 3a BcnukH aHaTM3M € U3KITIOUCHHE HAa MPOILIEHTA NAlMEHTH, MOATbPKAIIN 3pUTeITHa
OCTpOTa B ceAMHUIA 52, KoeTo npeacTasisia PPS
Paznukara e croifHOCTTa 3a Tpymara ¢ ahaudepiientT MUHYC CTOHHOCTTA 3a rpymara ¢
pann6uzymad. [TonokutenHa cTOMHOCT € B 10132 Ha aduubepuent.

Hoseputenen uatepsai (1), nzumncien upe3 HOPMAITHO TPUOITIKEHIIE
Cren 3amo4BaHe Ha JIGYEHUE C TPH €KEMECEUHH 03U
JloBepuTenieH HHTEpBAJI, JiexKall U3IsuIo Hat -10%, moka3sa He Mo-Majika epUKACHOCT Ha
agaubepient crupsAamMo paHuOu3ymad
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®@urypa 1. Cpegna mpomsiHa B 3pUTEIIHATA OCTPOTA
OT M3XOJHOTO HUBO JI0 CeAMHUITA 96 32 KOMOMHUPAHUTE
JaHHU OT mpoyuBaHuaTa Viewl u View2

15 =

ocTtpoTa (byksu)

CpefiHa npomsiHa B 3puTenHara

O c 'l 1 [l ] 1 ] 1 1 1 1 1 1 L 1 1 1 1 1 1 1 1 1 1 ]

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

Cegmuum

—@—Adnubepuent 2 mg Q8 ——0— PaHnnbusymab 0,5 mg Q4 ceammum
cegmuum

[Tpu komOuHMpan ananu3 Ha gananuTe oT VIEW1 1 VIEW2, adnubepuent nokassa KIMHUIHO
3HAa4YMMHU IMPOMEHHU OT U3XOJHOTO HUBO B IPCABAPUTCIIHO I[C(bI/IHI/IpaHaTa BTOpHYHA KpaﬁHa TOYKa 3a
e(hMKacHOCT, U3MEPEHH Ype3 BBIIPOCHUK 3a 3puTeiiHaTa GpyHKIusa Ha HarmoHaHusS 0 TaIMOIOTHYCH
uHcTuTyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 KmuHIYHO
3HAUYMMH PA3JIMKU ¢ paHUMH3yMa0. BenmnunnaTa Ha Te31 MPOMEHH e 1o100Ha Ha HaOJIro1aBaHaTa B
MyOJIMKYyBaHU POYYBaHUsI, KOETO ChOTBETCTBA Ha MOA00psIBaHE HA 3pEHUETO ¢ 15 OykBU npu

Hali- oOpe kopurupana 3purenna ocrpora (Best Corrected Visual Acuity, BCVA).

IIpe3 Bropara rogrHa Ha IPOYYBAHUATA, €(PUKACHOCTTA KATO IIAJI0 c€ MOJABP:KA JI0 TOCIETHOTO
OIleHsABaHE B ceaMuia 96, kato 2-4% OT MaIMeHTUTE ca ce HY)KJIaelId OT BCUYKH WHXEKIIUU Ha
MecedHa 0a3a, a 1/3 oT marmeHTuTe ca ce Hy)KIaeln Hail-MaJIKo OT €HA HHXKEKIHs C MHTEpBaJl Ha
JIeYeHUE OT CaMO EIMH Mecell.

Hamanenuero Ha cpefHaTa IUIOII HA XOPOMIAJIHA HEOBACKYJIApU3allUsl € BUAUMO BbB BCUUKH JO30BH
TpyIH{ U B IBETE NPOYUBAHHUSL.

PesynTaruTe 3a erkacHOCT BbB BCHUKH OIICHSBAHU MOJTPYIH (HAIp. BB3PAaCT, M0JI, paca, 3puTeHa
OCTpOTa Ha U3XOIHO HUBO, BUJI Ha JIE3UATA, pa3MepP Ha JIC3UITa) BbB BCAKO MIPOYUBAHE U MIPU
KOMOWHHMpaHHUS aHAJIH3 Ca B ChOTBETCTBHUE C PE3YNTATUTE B IETUTE TOMYIaIlUH.

ALTAIR e 96-ceqMU4YHO MHOTOLIEHTPOBO, PAHJOMU3UPAHO, OTBOPEHO MPOyUBaHe Npu 247 NauueHTH
AMOHLM C HelleKyBaHa BiaxHa BJIM, npeanazHaueHo aa oueHH eUKacHOCTTa U 0€30I1acHOCTTa Ha
admuOepuenT ciell IBe pa3IHYHA KOPEKIMH Ha WHTepBaja (2-ceMUYHa U 4-CEeIMHUYHA) TIPH PEIKUM
Ha JIEYeHHE U yAbIDKaBaHE.

Bceuuky nanuenTy mogydaBat MecedHH 1031 adaudepiient 2 mg B IPOABIKEHUE Ha 3 Mecena,
MTOCJIEIBAHO OT €HA MHXKEKITUS CJIeT AOITBITHUTENIEH 2-MeceueH nHTepBal. B ceqmuna 16 marmenTuTe
ca pangomusupanu 1:1 B 1Be rpynu Ha siedeHue: 1) adiubeprenT, JIeYeHUE U yIbIDKaBaHEe

¢ 2-CeIMUYHM KOPEKIUK U 2) auinOeplenT, JeUeHUE U yIbIDKaBaHe ¢ 4-CeAMHYHN KOPEKIUH.

VY IbDKaBaHETO WM ChKpaIlaBaHETO Ha MHTEPBAJIA HA JICUCHUE € ONPECIICHO Bh3 OCHOBA Ha
3PUTEITHU W/UIIM aHATOMUYHU KPUTEPHHU, OTIPEIEIICHHU C IIPOTOKOJI, C MAKCUMAJICH HHTEPBAI

oT 16 cenMuIy 3a ABETE TPYIIN.
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IIspBruHaTa KpaitHa ToUKa 3a ehukacHoOCT € cpemHara npomMsHa B BCVA oT U3X01HOTO HUBO 10
cenmutia 52. Bropuunute KkpaliHU TOYKH 32 e)UKACHOCT ca MPOICHTHT Ha MAIIMEHTUTE, TIPU KOUTO
HsIMa BJolIaBaHe ¢ >15 OyKBHU, M IPOLEHTHT HA MAIMEHTUTE, TIPH KOUTO MMa TTOA00OpEHHE ¢

Haii- Manko 15 Oykeu npu BCVA 0T H3X0JHOTO HHBO JI0 cenMuia 52.

B ceqmura 52 nmarnpieHTHTE B paMOTO Ha JICYSHHE U YIbIDKaBaHe ¢ 2-CeIMUYHH KOPEKIIHH MOTydaBaT
cpeano 9,0 OyKBU OT U3XOAHOTO HUBO B CpaBHeHHE ¢ 8,4 OyKBH 3a T€3H B Ipynara ¢ 4-ceAMUIHN
kopekrun [Paznuka B LS B 6yksure (95% CI): -0,4 (-3,8;3,0), ANCOVA]. [IporieHThT Ha
MAIMeHTHTE, IPH KOUTO HsMA BIIOIIaBaHe ¢ >15 OyKkBH, B IBETE paMeHa Ha JiedeHne e cxojieH (96,7%
B Ipymara ¢ 2-CeIMUYHU KopeKnuu U 95,9% B Ta3u ¢ 4-cenMu4yHu Kopekiun). [IpoeHThT Ha
MAIUCHTHUTE, P KOUTO NMa MoJ00penue ¢ >15 Oyksu B ceamuna 52, € 32,5% B rpynara

¢ 2- cenmuunan kKopekrwn 1 30,9% B Ta3u ¢ 4-ceqmudHu KopeKuu. [IponeHThT Ha MaueHTHTe C
MHTepBaja Ha JIeYeHHe, yIbJDKeH 0 12 cenMuiy uinu noseue, € 42,3% B rpymnara ¢ 2-ceAMUYHU
Kopekuu 1 49,6% B Ta3u ¢ 4-ceqmMuuHu KopeKuuu. OCBEH TOBa, B IpymaTa ¢ 4-ceAMUYHU

kopekrun 40,7% OT manMeHTHTe ca ¢ MHTEpBal, yabnkeH 10 16 ceamuny. [Ipu nocnenHoTo
nocemnieHue 10 cenmuna 52 56,8% u 57,8% OT manueHTHTe CHhOTBETHO B TPYNHUTE C 2-CEAMUYHA

U 4-CeIMAYHM KOPEKIIUH ca C IJIaHUpaHa CJeIBalla MHXEKIUSI B HHTEPBAJ OT 12 CeIMUIIM WU
MoBedYe.

I[pe3 BTOpaTa roquHa OT NPOYYBAHETO, EPUKACHOCTTA B IOBEUETO CIIyYaH ce 3ama3Ba J0 IMoclieHaTa
OIICHKa B ceAMHUIa 96 BKIFOUUTEIHO, ChC CPEAHO MOJ0OPEHUE OT U3XO0IHO HUBO 7,6 OYKBH 3a rpymnara
¢ 2-ceMUYHY KOpEKIu 1 6,1 OykBu 3a rpymnata ¢ 4-ceaMuyHU KopeKiun. [IporeHTsT Ha
MAalMEeHTUTE, KOUTO Ca YIBDKUIN HHTepBalia Ha JieueHue 10 12 ceamuIy i moseue, € 56,9% B
rpynara c 2-ceiMU4HH Kopekuuu u 60,2% B rpymnata ¢ 4-ceqMuuHu Kopekuuu. [Ipu mocneanoTto
nocereHue npeau cexmuna 96 64,9% u 61,2% ot nauueHTUTE B TPYNUTE C 2-CEAMUYHU

U 4- ceIMUYHU KOPEKIMU Ca ChbOTBETHO C IUIAHUPAHA CIIeBalla HHXXEKIUS B HHTEpBall

ot 12 cenmunu uinum noseye. IIpe3 BTopata roguHa oT JI€YEHUETO MalMEeHTUTE B TPYIIUTE

¢ 2-ceMUYHH U 4-CEeIMUYHN KOPEKIIMU MOJIyYaBaT ChOTBETHO cpeaHo 3,6 u 3,7 MHKEKIUH.

[Ipe3 2-roauiHus Nepuo Ha JICUEHUE NALMEHTHUTE Moyly4yaBaT cpeqHo 10,4 uHxeKuuu.

3pUTETHNUTE U CUCTEMHHUTE MPOQHIN Ha 6€30MacHOCT ca Mmo00HU Ha 0e30MmacHOCTTa, HabI01aBaHa B
ocHoBHUTe npoyusanus VIEW 1 u VIEW 2.

ARIES e 104-ceqMu4aHO MHOTOIIEHTPOBO, PAaHIOMH3UPAHO, OTBOPEHO, AKTUBHO KOHTPOIUPAHO
Mpoy4BaHe Ipu 269 nanueHTH ¢ HeJleKyBaHa BiaxkHa BJIM, npeaHazHayeHo Ja OLEHU He MO-MajlKaTa
e(uKacCHOCT, KaKTO 1 O€30I1aCHOCTTA Ha JICUEeHHE U IIPOABIDKaBaHE HAa CXeMaTa Ha IpularaHe,
3aro4HaTo cie]l 3 Mmoce10BaTeTHU MECEUHH JIO3H, TIOCTIEIBAHU OT yIbJKaBaHe /10 IByMeCEUeH
WHTEpBaJ Ha JISYEHHE CIPSIMO JIEYeHHE U MPOIbJKaBaHe Ha cXeMaTa Ha IpuiiaraHe, 3al04HaTo Cle]
I'bpPBaTa ro/IMHA OT JICYCHUETO.

IIpoyuBaneto ARIES u3cnezaBa chio nporeHTa Ha NAaUeHTUTe, KOUTO ¢e HYX/JasiT OT MO-4eCTO
JIeYeHUE, OTKOJIKOTO Ha BCEKH § CEIMUIIH, Bb3 OCHOBA Ha PEILICHHUETO Ha N3CJIeI0BaTes.

Ot 269 nanuenTy 62 NalMeHTy ca NOJy4aBalld [O-4eCTO NMpUIaraHe NOHe BEAHBX 0 BpeMe Ha
npoy4BaHeTo. TakuBa MaMeHTH OCTaHAaBaT B IPOYYBAHETO U IOJIydaBaT JICUYCHHUE CIIOPE]
Hail-moOpara KIMHUYHA MPEIeHKa Ha U3CJIeI0BaTeNsl, HO HE M0-YeCTO OT BCEKHU 4 CeIMUIIU U
MHTEPBAJINTE UM Ha JIeUCHHE MOTraT J1a ObIaT yABJLKEHH OTHOBO ciied ToBa. CpeHUSIT HHTEpBaJl Ha
JIieYeHHe clie]] pelIeHUeTo 3a no-uecto JeueHue e 6,1 ceqmuuu. BCVA na cenmuna 104 e mo-Hucka
MIPH MAIUEHTH, KOUTO C€ HYXKAAST OT MO-WHTEH3UBHO JIeUeHHE NMOHE BEHBK B X0/1a HA TIPOYYBAHETO,
B CPaBHEHHE C MAlMEHTH, KOUTO HE ce HyXIasiT, U cpenHaTa npoMsHa B BCVA oT u3X0qHOTO HUBO 110
Kpast Ha mpoyuBaHeTo € +2,3 £+ 15,6 OykBu. OT nmaumeHTure, JeKyBaHH 1o-4ecto, 85,5% moaabpxar
3peHHe, T.€. 3aryoBar mo-Maiko ot 15 0yksu, a 19,4% nomyuasar 15 unu noede 6yksu. [Ipopunst
Ha 0€301MaCHOCT Ha MAIEeHTUTE, JeKyBaHN MT0-9ECTO OT BCEKH 8 CEIMUIIH, € CPAaBHUM C TaHHHUTE 32
6esonacuoct B VIEW 1 u VIEW 2.
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Omox na maxynama ecreocmsue na OL[PB

Bbe3zonacHocTTa M ehukacHOCTTa Ha aIMOEpLUENT ca OLCHEHH B BE PaHIOMHU3UPaHH,
MHOTOLIEHTPOBH, JBOHHOMACKHPaHH, M1ale00-KOHTPOIUPAHH POYYBaHUs IIPH NAllMEHTH C OTOK Ha
makynara Berenctsre Ha OLIPB (COPERNICUS u GALILEO) ¢ o610 358 narnuenTy ieKyBaH!
TTOIXOJISIIIIHN 32 OIleHKa Ha edukacHocTTa (217 ¢ adhmubeprient). Br3pacTTa Ha MaMEHTUTE Bapupa

ot 22 1o 89 ronunu, cpenno 64 roguan. B OLIPB npoyuBanusita, mpubnusutenHo 52% (112/217) ot
MaIeHTUTE, PAaHIOMHU3UPaHHU 3a JIeueHHe ¢ admbeprienT ca OMiIM Ha BB3pacT 65 TOIWHN WUITH
MO-BB3pacTHH, U npudam3uTento 18% (38/217) ca 6unu Ha BB3pacT 75 TOAWHY WM MTO-BB3pacTHH. B
JBETE MPOYYBaHUS MAMEHTUTE Ca pa3NpeielieHH Ha CIy4aeH MPUHIUI B CbOTHOIIEHKE 3:2 B TpymaTa
3a MHKEKTHpaHe Ha aduubepuent 2 mg Ha Bceku 4 ceaqmunu (2Q4) nim B KOHTpOJIHATA TPyTIa 32
WHKEKIINH ¢ Tu1ane0o Ha BCEKH 4 CEIMMUIIH 3a 00III0 6 MPHIIOKCHUS.

Crnen 6 exxeMEeCeUHU MHKEKITUY MAMEHTUTE ca TMOTyYaBaiy JICYCHHE CaMO aKo Cca OTrOBapsUId Ha
NPEIBAPUTEITHO OTPE/ICIICHU KPUTEPHH 32 JICUeHUE, C U3KIIOUCHUE Ha MAIUCHTUTE B KOHTPOJTHATA
rpyna Ha nmpoyuBaHeTo GALILEO, xouTto ca mpoab/DKUIIH J1a TTOIydaBar riamnedo (KOHTpoia Ha
KOHTpoarta) Ao ceamuua 52. OT Ta3u BpeMeBa TOUKa, BCHUKH MAIlMEHTH ca OWITK Ha JIeYeHHUE, aKo ca
OTrOBapsIH Ha MPEIBAPUTEITHO ONPECTICHUTE KPUTCPHHU.

U B nBeTE pOyUBaHUs MbPBUYHATA KpaifHa TOUKA 3a €(pUKACHOCT € OMJI MPOLCHTHT NaUeHTH, KOUTO
ca ce moxooOpwmiu ¢ nmoHe 15 6ykeu B BCVA Ha ceamuna 24 B cpaBHEHHUE C U3XOTHOTO HUBO.
BropuyHaTa mpoMeHIIMBa 332 epUKACHOCT € OnIIa MPOMsiHA B 3pUTEIHATA OCTPOTA B ceaMuIia 24 B
CpaBHEHHE C U3XOTHOTO HUBO.

Paznukara Mexay TepareBTHIHUTE TPYITH € OMla CTATUCTHYECKH 3HAaYMMa B 10132 Ha adrmubeprient u
B JIBETE MPOyYBaHUsI. MaKCHMaIHOTO MOIOOpEeHHe Ha 3pUTEITHATA OCTPOTA € JOCTUTHATO Ha Mecel] 3 ¢
nmocJieABano crabunusupane Ha 3putenHata octpora u CRT no mecen 6. CTaTUCTUYECKU 3HAUMMAaTa
pasziuka e mojabpKaHa J0 cenMuua 52.

[MoapoOHU pe3ynTaTH OT aHaIKM3a Ha IBETE MPOYUYBAHUS ca TOKa3aHH B Tabnuua 3 u Ha
¢urypa 2 no-moiy.
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Ta6auna 3: Pesynraru 3a epukacHOCT Ha ceamuua 24, ceamuna 52 u ceamuna 76/100 (Lsuiata ananusupana rpyna ¢ LOCF?) B mpoyusanns COPERNICUS u

GALILEO
Pe3syaraTn 3a COPERNICUS GALILEO
epuxacHoct
24 ceaMuULH 52 cenmuuu 100 ceamunu 24 ceaMunu 52 ceamuuu 76 ceamunu
Adaudep Konrtpoaa Adaude Kontpoaa® | Adunoepue | Kourpo- | Adumoep | Konrpo- Adan Kontpo- | Aduubepu | Kourpo- ;,
uent puent 2 nr® a2 uent aa Gepue aa ent ® x)
2 mg Q4 (N=173) mg (N=173) 2 mg (N=73) 2 mg Q4 (N =68) nr 2 (N =68) 2 mg (N =68)
(N=114) (N=114) (N=114) (N=103) mg (N=103)
(N =103)
IIpoueHT manueHTH
¢ mogoOpeHne 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
> 15 GykBu oT
U3XOJHOTO HHBO
Iperernena 44,8% 25,9% 26,7% 38.3% 27,9% 28,0%
pazmuka®b 1) (33,0, 56, (11,8, 40,1) (13,1, 40,3) (24.4, 52, (13,0, 42,7 (13,3, 42,6)
(95% JK) 6) 1) )
p-cToiHOCT p <0,0001 p =0,0006 p=0,0003 p <0,0001 p =0,0004 p=0,0004
CpenHa mpoMsiHa B
BCVAP), uzmepena 17,3 -4,0 16,2 3,8 13,0 1,5 18.0 33 16,9 3,8 13,7 6,2
no ETDRS® (12,8) (18,0) 17,4) 17,1) 17,7) 17,7) (12.2) (14,1) (14,8) (18,1) 17.,8) 17,7)
pe3yaTat 3a OyKBU
OT M3XO/IHOTO HUBO
(SD)
Pasnuka B LS 21,7 12,7 11,8 14,7 13,2 7,6
cpenHa (17,4, 26, (7,7,17,7) (6,7, 17,0) (10,8, 18, 8,2, (2,1, 13,1)
croitnoctABT 1) 0) ) 18,2)
(95% JAn)
p-CcToiHOCT p <0,0001 p <0,0001 p <0,0001 p <0,0001 p <0,0001 p=0,0070

A)
b)

B)

)

Paznukara e apmmbepuent 2 mg Q4 cenMuI MHHYC KOHTPOJIa
Paznukara u foBeputeanuaT natepsai ([IN) ce u3uucisiBar, karo ce usnonssa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupan 3a perviod (AMepuka CripsMo OCTaHaIaTa 4acT OT CBETa 3a
COPERNICUS u EBpona cripsimo A3zusi/Tuxookeancku peruot 3a GALILEO) u usxonua kareropus mo BCVA (> 20/200 u < 20/200)
BCVA: Haii-no6pe xopurupana 3putensa octpota (Best Corrected Visual Acuity)
ETDRS: IIpoyuBane ¢ paHHO nedeHne Ha auabetHa pernHonatus (Early Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsiae Ha qananTe OT nocieqHoTo Habmoxaenue (Last Observation Carried Forward)
SD: CranmapTHO OTKIOHEHHE

LS: CpeaHu CTOHHOCTH 110 METO/Ia Ha Hal-MaJIKUTE KBaAPATH, nonydenu or ANCOVA

Pa3muxka B LS n nosepurenen untepsan Ha 6a3ara Ha Mmogen ANCOVA ¢ dakropu: rpyna Ha JiedeHue, perHoH (AMepuka crpsiMo ocrananaTa gact ot ceera 33 COPERNICUS u Espomna cripsimo
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n

E)

x)

Asusi/Tuxookeancku peruot 32 GALILEO) u n3zxonua kareropus mo BCVA (> 20/200 u < 20/200)

B npoyusanero COPERNICUS nanueHTHTE B KOHTPOJIHATA TPpyIIa ca MOTJIH J1a IoJy4JaBat aduOepIent Npy Bh3HUKBaHE HA HYX/[a, C YeCTOTa BEIHEX Ha BCEKH 4 ceIMHIM OT cenmuna 24 no
ceqMuIa 52; maeHTUTe ca MMajld BU3UTH Ha BCEKH 4 CEIMMUIIH.

B npoyusanero COPERNICUS kakTo manueHTHTe OT KOHTPOJIHATA TPYTIa, Taka U HMal[MeHTHTe Ha aduioeprient 2 mg, ca rmoixyJaBain aduubeplient 2 mg npu Bh3HUKBaHE Ha HYX/a C 4eCToTa
BE/IHBXK Ha BCEKH 4 CEIMMUITM OT ceaMHuIia 52 1o cexMuIa 96; manueHTuTe ca MMaiIy 3a{bJDKUTEITHA BH3HTH Ha 3 Mecella, HO € MOJKeJIo ja O'b/IaT IperJIe’KIaH! U Ha BCEKH 4 CEIMUIIM, aKo €
HEOOXOIUMO.

B npoyuBanero GALILEO kakTo manueHTUTe B KOHTPOJIHATA IPYyTa, Taka U MalMeHTUTe Ha aduubepuent 2 mg, ca moyryyaBain agpaudepLent 2 mg nNpH HyXk/1a, Ha BCEKH 8 CEMUIN OT
ceaMuIa 52 10 ceaMuIa 68; maleHTUTe ca UMaIH 3abDKUTETHA BU3UTH Ha BCEKH 8 CEIMUIIU.
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®urypa 2: CpenHa IpoMsiHa OT U3XOIHOTO HUBO 10 ceamuiia 76/100 B 3puTeHaTa 0CTpOTa IO IPYIH

Ha JICYCHHC

20
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CpeaHa npomMsiHa B 3puTenHa
ocTpoTa (6ykBwm)

3a npoyuBanusatra COPERNICUS u GALILEO (Ilsnara ananu3upana rpyma)

COPERNICUS
|
+17,3
+13,0 !
e MKCUpaHa
q)MeceEHa PRN ¢ meceuHn PRN c yabmkeHu
oaa nHTepBanu Ha MHTepBanu Ha
A ! MOHWUTOPUHI MOHWUTODPUHI

a@@@  -4,0
0 4 8 12 16202I42832 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96100

Ceamuum

GALILEO

+13,7

dukcupana PRN c meceuHu PRN c yanLmxeHu
[ MecevHa VHTepBanu Ha nHTepBanu
MOHWUTOPUHT Ha MOHUTOPUHF

(O +6,2
O
1
|
1
1
[
i 1
0 4 8 12 16202:428 32 36 40 44 48 52 56 60 64 68 72 76
Cegmuum
—&— Adnubepuent 2 mg KoHTponHa rpyna

¥ MMokasea npeMnMHaBaHeTO Ha KOHTpornHara rpyna kbMm PRN neuyenue ¢ aconu6epuent 2 mg

B GALILEO, 86,4% (n = 89) ot rpynara Ha admbepuent u 79,4% (n = 54) ot rpynara Ha ruianedo
ca ounm ¢ OLIPB nepdy3us Ha u3xomHo HUBO. B ceqmuma 24, Tosa ca 6w 91,8% (n = 89) B rpynara
Ha admoeprent u 85,5% (n = 47) B rpynata Ha mane6o. Te3u mpomopIuu ce Mo IbPKaT B

cenmuna 76, ¢ 84,3% (n=75) B rpynara Ha adaubepuent u 84,0% (n = 42) B rpynaTa Ha 1uiane0o.

B COPERNICUS, 67,5% (n = 77) ot rpynara Ha apaubepuent u 68,5% (n = 50) ot rpynara Ha

iaedo ca
rpymnara Ha

ownu ¢ OLIPB niepdy3us Ha u3xomHo HuBo. B cenmunia 24, Toea ca ouinu 87,4% (n = 90) B
adumbepuent u 58,6% (n = 34) B rpynara Ha iamne6o. Te3u npornopuuu ce moaabpxar B

cenmuna 100, ¢ 76,8% (n = 76) B rpynara Ha apaubepuent u 78% (n = 39) B rpymnara Ha mane0o.
[NarueHTrTe B rpymnaTta Ha Iuanedo ca MMajM MPaBo Ja mojiydasat adauleplient ot ceaMuiia 24,
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BnaronpuatHUSIT eQeKT OT JIedeHHeTo ¢ ahIrOepIenT BbPXY 3pUTeIHATa QYHKIIHS € MOJI00CH B
W3XOAHUTE MOJATPYIH OT MalMeHTH ¢ nepdysust u 6e3 nepdysus. EQexktute Ha TeueHHETO BHB BCUUKH
OLIEHSEMU TOATPYIN (HAIp. Bb3pacT, IO, paca, 3pUTeIHa OCTPOTa Ha U3XOJIHO HUBO,
npoxabinkuTeTHOCT Ha OLIPB) BBB BCSIKO OT MpOydYBaHUsATA ca OMIIM MPUHITUITHO ChOTBETCTBAIIH Ha
pe3ynraTuTe B OOIIHUTE MOy IAIIH.

[Ipu ananmmza Ha 0600menuTe nanau or GALILEO u COPERNICUS, adaubeprenT moka3sa
KJIMHUYHO 3HAYMMH IPOMEHHU OT U3XOTHOTO HUBO 32 MPEIBAPUTETHO OIpe/ieieHaTa BTOPUYHA KpaiiHa
TouKa 3a eukacHOCT. BrnpocHuK 3a 3putennata Gpynkuus Ha Haumonanaus odranmMonaorudeH
uHcTuTyT (National Eye Institute Visual Function Questionnaire, NEI VFQ-25). Bennunnata Ha Te3u
IPOMEHH € o700Ha Ha HaOJII0JaBaHaTa B IyOIMKYyBaHUTE KIMHUYHHI MPOYYBaHMUS, KOETO
CHOTBETCTBA Ha npubassHe Ha 15 OykBu B Haif-n1o6pe koHTpoaupana 3putenHa octpota (Best
Corrected Visual Acuity, BCVA).

Omok Ha maxynama ecneocmeue Ha OPPB

BbeszomacHocTTa 1 emkacHOCTTa Ha adIMOEPIIENT ca OIEHEHH B €HO PaHIOMHU3HUPAHO,
MHOT'OLICHTPOBO, IBOHOMACKHUPAaHO, aKTUBHO-KOHTPOJIMPAHO [IPOYUYBaHKE MIPH MTALIMEHTH C OTOK Ha
makyinata Beaencteue Ha OPPB (VIBRANT), koeTo BKIIIOYBA XeMHUPETHHATHA OKITY3Us Ha BEHA.
O6mio 181 manuenTy ca JIeKyBaHU | ca OMITH MOIXOAAIIN 3a OlleHKa Ha edukacHocTTa (91 ¢
admmbepuent). Be3pactra Ha manuenTUTe Bapupa ot 42 1o 94 ronuam, cpenHo 65 roguan. B
npoyuBaneTo 3a OPPB, npubnusurento 58% (53/91) ot naleHTUTE, paHIOMHU3UPAHU 3a JICUCHUE C
adumbepient ca OMIM Ha BB3pACT 65 TOIUHYU WU MO-Bb3PaCTHH, U pubin3utenHo 23% (21/91) ca
OuiM Ha BB3pacT 75 rOAMHYU WM NO-BB3PACTHU. B MpoydYBaHETO MauMeHTUTE ca paHIOMU3UPAHH B
cpoTHOmeHue 1:1 B rpyma Ha adiubeprienT 2 mg Ha BCEKH 8 CEAMUIIH ciief] 6 HauaTHH MECEYHU
WHXKEKILIWH, WIN Ha JIa3epHa (OTOKoAaryamnys, MpuiokeHa Ha U3X0JAHO HUBO (HapeueHa
,»J1a3ep-KoHTponHa rpyna’). [lanueHTure B 1a3ep-KOHTPOIHATA IPyIla MOTaT Aa TMOoIydaT
JOIIBJIHUTENHA Jla3epHa (poTokoarynanus (HapedeHa ,,CacuTeNIHO JIA3epHO JieueHne "), 3aro4Balia B
ceamuua 12, c MUHNMaseH HHTepBaj oT 12 ceamuiii. Bp3 ocHOBa Ha MpeBapUTETHO ONpeaeIeHH
KPUTEPHH, MAIUCHTUTE B TPyIaTa C Jia3ep MoraT Jia MoJy4aT CIIaCUTEIHO JICUCHHE C

adnubepuent 2 mg oT cenMuia 24, mpujaraHa Ha BCEKH 4 ceIMULIM B IPOIBIDKEHUE Ha 3 Mecela,
MOCJIEIBAHO Ha BCEKH § CEAMUILIH.

B xnmuanunoTO npoyuBane VIBRANT, nmppBuuHaTa KpaiiHa TOUKa 3a €()UKaCHOCT € OWJI IPOLEHTHT
MAIUeHTH, KOUTO ca ce mofoopwin ¢ one 15 6yksu B BCVA Ha cenqmuiia 24 B cpaBHEHUE C
W3XOJHOTO HHUBO KaTo rpymnaTa Ha adumbeprenT MpeBb3X0kK/Ia Ta3u Ha JIa3epHUS KOHTPOJ.

Bropuunara kpaiiHa Touka 3a epuKacHOCT Oellle IpoMsHa B 3pUTEIHATa OCTPOTa B ceaMuIa 24 B
CpaBHEHHE € U3XOJHOTO HUBO, KOSITO € OMiia CTATUCTUYECKH 3HAYMMa B TI0J13a Ha aduinOeprenT B
npoyuBaneto VIBRANT. [TogoGpeHnre Ha 3puTeIHaTa OCTPOTA € HACTHIIWIO OBP30 U IOCTUTHATO Ha
Mecel 3 ¢ rmocieBallo noJabpxKane Ha edexra 10 mecen 12.

B rpynata Ha na3epeHo JieueHune, 67 NanueHTH ca MOJIyYHIIN CIIACUTEIIHO JiedeHue ¢ adaubepuent,
3aIroyBalIllo B ceqMuIa 24 (aKTHBHA KOHTpOJa/Tpyna Ha adumbeprent 2 mg), KOeTo BOJIHU JI0
moio0peHue B 3puUTeNIHATa OCTPOTA C OKOJIO 5 OYKBH OT ceamuiia 24 1o ceamuia 52.

[Toapo6HM pe3yaTaTul OT aHAIM3a Ha KIMHUIHOTO TTpoyuBaHe VIBRANT ca mokaszanu B Tadnuia 4 u
Ha ¢urypa 3 mo-uoiy.
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Tadanua 4: Pesynraru 3a edukacHocT B ceamuiia 24 u ceqmuna 52 (Lsuara anannsupana nonynamus ¢ LOCF)
B KITMHUYHOTO npoyuBaHne VIBRANT

Pesyara-tn
3a epukac-
HOCT

VIBRANT

24 ceaMUIH

52 cenMuIH

Adanbdepuent 2 mg

Q4

(N=91)

AKTHBHA
KOHTpoJ1a

(1a3ep)
(IN=90)

Adanbéepuent

2 mg Q8
(N=91)D

AKTHBHA KOHTPOJIa
(nazep/Adandepuent 2 m
g
(N=90)

IIpouent
TAI[CHTH C
moo0peHue
> 15 OykBu
oT
H3XO/IHOTO
HUBO (%)

52,7%

26,7%

57,1%

41,1%

[Iperernen
a
AB)
%
(95% AN)
p-cToitHOC
T

pas3iarka

26,6

13,0, 14,1

p=0,0003

16.2%
(2,0, 30,5)

p=0,0296

Cpenna
NpoMsiHa B
BCVA,
n3MepeHa
4pes
ETDRSC
CKOp 32
OykBH, OT
U3XOJHOTO
HUBO (SD)

17,0
(11,9)

6,9
(12,9)

12,2 (11,9)

Paznuka B
LS cpenna
croiHOCT

B)

(95% On)

p-cToitHOC
T

10,5

(7,1, 14,0)
p<0,0001

5,2

(1,7,8,7)
p=0,0035F)

A)
b)

B)

1))

n

E)

Paznukara e agmubepuent 2 mg Q4 ceamuii MUHYC KOHTposa (J1azep)
Paznukara u 95% nosepurennusaT uatepsain (1) ce u3uncngsar, kato ce U3MOI3Ba TECT Ha

Mantel- Haenszel, kopurupan 3a peruon (CeBepHa AMepHKka cpsiMo SIMOHUS 1 U3X0/JHA KaTEropust Mo
BCVA (>20/200 u < 20/200)
Paznuka B LS n 95% nosepurenen unrepBan Ha 6a3zata Ha Mmogen ANCOVA c rpyna Ha JieueHue,
n3xonHa Kateropus mo BCVA (> 20/200 u < 20/200) u peruon (CeBepHa AMepuka cripsMo SAmoHus)
KaTo IBIATOTpaliHu eeKTH 1 u3xoHa Kareropus no BCVA karto xoBapuara.

Ot cenmuria 24 nHTEpBaia Ha JICUCHNE B IPpyIaTa Ha JIedeHNE C aIMOepLenT € yIBJDKEH 32 BCHUKU
TAIUEHTH OT 4 CEAMMIIM Ha 8 CeMUITH Mpe3 ceamuiia 48.
B nauanoTo Ha ceaMuIia 24 manMeHTHTE B rpynaTa Ha JIedeHHe C Jla3ep MoraT Ja MojydaT CIacuTellHa
Tepanus ¢ ahmbepIenT, ako JOCTUTHAT MTOHE eIMH NMPEIBAPUTEITHO ONPeIeeH KpUTEpHii 3a
puroaHocT. O61I0 67 MAMEeHTH B Ta3W TPyMa ca MOJYUYHIIH CIIACUTEINTHO JieueHrue ¢ aQImOepIiernT.
duxcupaHaTa cxema Ha JedeHue ¢ apambepuent e Tpu bTH adgaubepuent 2 mg Ha BCEKH 4 CEMMUIIN,
MOCIEIBAaHO OT MHXKEKIUHM HA BCEKH § CEMMIIN.
HomunanHa p-croitHoCT
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+17,1

+12,2

®@urypa 3: Cpenna npomsiana B BCVA, mamepena upes ckop 3a 0yksu o ETDRS oT u3xonHoTO HUBO
10 cenmMuIia 52 B KIIMHAYHOTO Tipoy4uBade VIBRANT

20 ~ VIBRANT
+17.0
+17.1
15 !
|
i @ +122
10 I

+6.9

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

e Adbrimbepuent 2 mg —0)— INa3sepHo KoHTpOmHa

rpyna

Ha u3x01HO0 HUBO JeNBbT HA MAIMEHTUTE ¢ iepdy3us B rpymata ¢ aduinOepIenT U TPYIUTE Ha JICUCHUES
c nazep e cpoTBeTHO 60% 1 68%. B cenmuna 24 te3u asnose ca cboTBeTHO 80% 1 67%. B rpynara Ha
JieueHue ¢ admOepIenT MPOIEHTHT Ha MalMeHTH ¢ iepdy3us ce 3amas3Ba 110 ceamuia 52. B rpynara
Ha JICUEHHE C Jla3ep, KbJETO MAMEeHTHTE ca OUIIH MOJAXO/ISIIHN 32 CIIACHTENIHO JISYeHHE ¢ aauoepuent
0T ceaMuIa 24, AeTbT Ha HALMEHTUTE ¢ Iepdy3us ce e yBenuuni 10 78% B cenmuna 52.

Jluabemen maxynen edem

BeszomacHocTTa 1 emkacHOCTTa HA adUOEPIIENT ca OIEHEHH B JBE PaHAOMU3HUPAHH,
MHOT'OLICHTPOBH, IBOMHO3AaCIIEIIEHU, aKTUBHO-KOHTPOJIMPaHU POYYBaHHUs IpHU narueHT ¢ JJME
(VIVIDPME i VISTAPME), O6m10 862 nanmenTu ca OWM JEKyBaHH U OLEHIEMH 32 epUKAacHOCT, 576 ¢
adumbepuent. Br3pactra Ha naruerTute Bapupa ot 23 10 87 roauHu, cpeaHo 63 roguHu. B
npoyuBanusTa 3a IME, npubnusurento 47% (268/576) ot nauueHTuTe, paHIOMHU3MPAHU 32 JICUCHHUE
¢ aiubeprient ca OMIIKM Ha Bb3pacT 65 TOJUHM WM [TO-Bb3PACTHH, U MPUOIU3uTeHo 9% (52/576) ca
OuiM Ha BB3pacT 75 FOAMHYU WM NO-Bb3pacTHU. [loBeueTo nanueHT B ABETE MPOyYBaHUS ca OMIH ¢
nuaoer tum I1.

B nBere npoyuBaHus MalMEHTHTE ca OWIIM pas3npe/ielieHH Ha CIyYaeH MPUHIUI B

cvotHomeHue 1:1:1 B 1 ot 3 cxemu Ha go3upane:

1)  adnmbepuent, mpuarat mo 2 mg Ha BCEKH § CEJAMUIM CJIE]] 5 HAYaHU €KEMECEYHN HHKECKIHN
(apmbepuient 2Q8);

2)  admmbeprent, npunaras mo 2 mg Ha Bceku 4 cenmuiy (admodeprent 2Q4); u

3)  nasepna (oTOKOAryJaIus Ha Makyyara (aKTHBHA KOHTPOJIA).

Karo ce 3amoune B cenmunia 24, maneHTUTe, CKBUBAJIICHTHH Ha TIPEBAPUTEITHO OIPE/IEIICH Ipar Ha
3ary0a Ha 3peHUETO, ca OWITH ITOAXO AN 3a MTOJTydaBaHe Ha JOITBJIHUTEHO JICYCHUE: TTAIIUCHTUTE B
rpynute Ha adumMOepIenT € MOXKEeOo JIa TOJTyYaBar JIeYeHHUe ¢ Jiazep, a MAlMeHTHTe B KOHTPOJTHATA
Tpylia € MOXKeJo Jia TofydaBat adauOepIierT.

B nBete nmpoyuBaHus OCHOBHATA KpaliHa TOYKa 3a €(pUKACHOCT € Onjia cpeHaTa mpoMsiHa OT U3XOTHO
HuBo Ha BCVA B ceamuia 52 kato asete rpynu agmuoepuent 2Q8 u

adumbepuent 2Q4 1eMOHCTPUPAT CTATUCTHYECKA 3HAYMMOCT U TO TI0-BUCOKA OT Ta3U NpH
KOHTpoOJIHATa rpyna. Tasu nmonsa e 3anazena o ceamuna 100.

[Toxpo6uu pe3ynraTu oT aHanu3a Ha npoyuBanusra VIVIDPME p VISTAPME ca nokasanu B
Tabnuua 5 u gurypa 4 no-momny.
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Tabauua 5: Pesynratu 3a epukacHocT Ha ceaqmuna 52 u ceamuna 100 (Isnara ananusupana nonynanus ¢ LOCF) B mpoyusanus VIVIDPME y VISTAPME

Pesyararu 3a VIVIDPME VISTAPME
eukacHocT
52 cenmunu 100 cexvunm 52 cenmunu 100 cexvunm
Adyudepuent Admdepuent AKTHBHA Adaubepuent Adaubepuent AKTHBHA Aduubepuent | Adaudepuent AKTHBHA Aduubepuent | Adumbdepuent AKTHBHA
2mg Q8+ 2 mg Q4 KOHTPOJIA 2 mg Q8+ 2 mg Q4 KOHTPOJIA 2 mg Q8* 2 mg Q4 KOHTPOJIA 2 mg Q8 * 2 mg KOHTPOJIA
(N =135) (N=136) (;1azep) (N=135) (N=136) (;1a3ep) (N=151) (N=154) (;1a3ep) (N=151) Q4 (N=154) (J1a3ep)
(N=132) (N=132) (N=154) (N=154)
Cpenna
HIPOMsIHA B
BCVA,
H3MepeHa o
ETDRS? cxop 10,7 10,5 1,2 9,4 11,4 0,7 10,7 12,5 0,2 11,1 11,5 0,9
3a OyKBH OT
H3XOJHOTO
HHBO
Pa3nuka B LS
cpenHa 10,7
croiinoct PBA 9,1 9,3 8,2 (7 6 10,45 12,19 10,1 10,6
(97,5% AN) (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)
IIpouent
MAIUeHTH C
noobperme 33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
> 15 Gyksu oT
U3XOIHOTO
HHBO
Kopurupana
pazmuka I, B, o o o
11 (97,5% JIN) 24% 23% 19,0% %?A];) (212/,; (321/1) 20,1% 25,8%
(13,5; 34,9) (12,6; 33,9) (8,05 29,9) 37,5) 33,1) 44.4) (9,6; 30,6) (15,1; 36,6)

Crex 3amouBaHe Ha JICYEHHE C 5 eXKEMECCUHN HHXKEKIIUI
LS cpenna croiiHocT u noBepuTeneH HHTepBai Ha 6a3zara Ha Mojer ANCOVA ¢ BCVA omnpezensiHe Ha H3XOIHO HUBO KaTo KoBapuara 1 (hakTop 3a rpymna Ha gedeHne. OCBeH ToBa 3a
VIVIDPME karo dakrop e Birouen peruonst (EBpona/Ascrpanust cipsamo Snouus), a 3a VISTAPME karo dakrop e Bimouena anamuesa 3a MU u/unu CVA.

Pa3nukara e rpymnara ¢ aguOeprenTt MIHYC rpymara ¢ akTHBHaTa KOHTpOJIa (J1a3ep)
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Pasnukara ¢ nosepurener untepsain (M) i cCTaTUCTHYECKH TECT Ce M3YMCISBAT, KaTO ce M3M0I3Ba cxema Ha Mantel-Haenszel, kopurupana 3a pernos (EBpona/ABctpanus copsimo SImoHus) 3a
VIVIDPME 4 apamuesa 3a MU u/wnn CVA 3a VISTAPME
BCVA: Haii-no6pe xopurupana 3purensa ocrpora (Best Corrected Visual Acuity)

ETDRS: IlpoyuBane ¢ paHHO jedueHne Ha nuaberHa pernHonatus (Early Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsize Ha qanHuTe OT mocienHoTo Habmoaenue (Last Observation Carried Forward)

LS: Cpennu cToifHOCTH IO METOa Ha Haii-MalKuTe KBaapartu, noaydeHnu or ANCOVA

JW: JloBepuTeseH MHTEpBa
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®urypa 4: Cpenna npomsHa B BCVA, u3mepena upe3 ckop 3a 6yksu mo ETDRS oT u3x01H0 HEBO 110
ceamuna 100 B npoyusanusra VIVIDPME g VISTAPME
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ceammun @ —TasepHo koHTponHa rpyna

Edexrtute oT 1eveHneTo B OLieHAEMUTE MTOATPYIH (HAIp. BB3PAacT, 1Mo, paca, HbAlc Ha n3xomHO
HUBO, 3pUTEIIHA OCTPOTa Ha U3XOAHO HUBO, penxoaHa aHTu-VEGF Tepamnus) BbB BCAKO MPOyYBaHEe U
B KOMOMHHpPAHUS aHAIH3 KaTO ISUIO ca OWUJTN B CHbOTBETCTBUE C PE3YJITATUTE B OOIIUTE MMOITYJIAIINH.

B npoyusanusra VIVIDPME y VISTAPME croreTno 36 (9%) u 197 (43%) nauuenTy ca moayvaBajim
npenxoaHa antu-VEGF Tepanus, ¢ 3-MecedeH Win Ho-AbJIbI epUo] Ha ouncTBaHe. Edektute oT
JISYEHUETO B MIOJI'PYTIaTa MAalUeHTH, KOUTO ca JiekyBaHu ¢ maxuoutop Ha VEGF, ca Ounm momoOHu Ha
Ha0JroaBaHUTE NPH NALMEHTH, HeJleKyBaHH ¢ nHxuOutop Ha VEGF.

[Naruenture ¢ OunarepanHo 3a0osBaHe ca OwaH moaxosany 3a antu-VEGF nedenne Ha npyroro
0KO, aKO TOBa € OUJIO OLIEHEHO KaTO HEOOXOAMMO OT Jiekapsi. B npoyusanero VISTAPME 217 (70,7%)
OT MaIMEHTUTE Ha aIMOEPLENT ca MoTyYaBaiy ABYCTPAHHU MHKEKIIUH a(aubepIienT 10

ceamuna 100; B mpoyusanero VIVIDPME 97 (35,8%) or nmanuenTtuTe Ha aduuOepLENT ca IMOaydaBaiy
pasznuuHo antu-VEGF neuenue B 1pyroro oko.

He3saBucumo cpaBuurenno npoyusane (DRCR.net Protocol T) e u3mnosn3paino rbBKaBa cxema Ha
nosupane, 6azupana Ha crporu OCT u 3puTeIHN KpUTEpUH 3a MOBTOPHO JieueHue. B rpynara Ha
neudenue ¢ adgiaubepuent (n = 224) Ha cenMuua 52, TO3U PEXHUM Ha JICUEHHE € Aajl pe3yiITaT NpH
MMaIACHTH, TIOJTy9aBaIly CPeIHO 9,2 MHKEKITNH, KOETO € MOJ00H0 Ha MPUJIOKEHUS OpOoit 1031 B
rpynara apmmoepuent 2Q8 B VIVIDPME y VISTAPME, nokaro o6mara eduxacHoct B rpynara Ha
neuenue ¢ apumbepuent B Protocol T e cpaBuuma ¢ rpymnara agmubepuent 2Q8 B VIVIDPME i
VISTAPME, B Protocol T e nabmrogaBano cpeano nogpobpenue ot 13,3 6yksu kato 42% ot
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MAaIlMEHTHUTE T0J00PSBAT 3PSHUETO CU C Hali-MaJIKO 15 OYKBH CIPSMO M3XOIHOTO HUBO. Pe3ynrarure,
CBBP3aHU ¢ 0€30MaCHOCTTA, IIOKA3BaT, Ye 001IaTa YecToTa Ha HeXKeJIaH!U ChOUTHS KaKTO CBBP3aHH,
Taka U HecBbp3aHu ¢ ounte (BriountesHo ATC), ca cpaBHUMU MEX/Ty BCHUKHU IPYITH HA JICUCHUE BHB
BCSIKO OT MPOYYBAHUATA M MEXK]Ty TPOYYBAHUSATA.

VIOLET, 100-ceqMHUYHO MHOTOIIEHTPOBO, PaHIOMHU3HUPAHO, OTBOPEHO, AaKTHBHO KOHTPOJIHUPAHO
npoyuBane npu namnuenty ¢ JIME, cpaBHsBa Tpu pa3uvHU CXEMHU Ha MPUJIaraHe Ha

admmbepuent 2 mg 3a neuenne Ha JJME cnen Haii-manko eqHa roguHa JedeHne ¢ GUKCHpaHu
WHTEPBaJIH, KaTo JICYCHUETO € 3aII0YHATO C 5 IMOCIIEOBATEIHA MECEUHH JT03H, TTOCIEABAHH OT
MIpUJIaraHe Ha BCEKH 2 Mecela.

[IpoyuBaneTo oleHsBa He MO-MayIKaTa euKkacHOCT Ha adubepuenT 2 mg, MpUjaraH Mo pexuMa
JIeYeHre U MPObJDKaBaHe Ha cxemaTa Ha npwiarade (2T&E, npu KoeTo HHTepBaiuTe MEXIY
WHXKEKLUUTE ca MOJAbPKAHN Ha MUHUMYM 8 CEIMHUIIM U €A YAbKaBaHU MOCTEIICHHO Bb3 OCHOBA Ha
KIIMHUYHUTE a aHATOMUYHHUTE pe3yiTat) u adumodepuent 2 mg, npuiarad ciopen Hyxaute (2PRN,
P KOETO MAI[MeHTUTE ca HaOII0gaBaH! Ha BCEKHU 4 CEIMUITU M MHKEKTHPAHH MPH HEOOXOMMOCT
BB3 OCHOBA Ha KIIMHUYHUATE ¥ aHATOMUYHHTE PE3yJITaTH), B CpaBHEHHE ¢ admdeprenT 2 mg,
nmpuiarad Ha Bceku 8 ceqmunu (2Q8) mpe3 BTopara v TpeTata roJuHa OT JICYEHUETO.

[IspBruHaTa KpaiitHa Touka 3a edukacHocT (mpomsiHa B BCVA 0T u3X01HO HUBO 110 ceamuia 52) e
6una 0,5 + 6,7 6ykeu B 2T&E rpynarta u 1,7 £+ 6,8 6ykeu B 2PRN rpynara B cpaBHeHHE

¢ 0,4+ 6,7 OykBu B 2Q8 rpymnara, KaTo ce IOCTUIa CTATUCTUYECKH HE TMO-MalikaTa ePUKaCHOCT
(p<0,0001 3a mBeTe cpaBHEHHS; TPaHUIA HA HE MTO-MalkaTa eukacHOCT 4 OykBu). [I[pomeHuTe B
BCVA ot u3xoano HEBO 10 ceamuiia 100 ca Ouim KOHCHCTEHTHH C PE3YJITaTUTE Ha

cenmuna 52: -0,1 = 9,1 6yksu B 2T&E rpynara u 1,8 £ 9,0 6yksu B 2PRN rpymnara B cpaBHeHHE

¢ 0,1 = 7,2 6yxsu B 2Q8 rpynara. Cpennust Opoit nmkeknuu 3a 100 ceamuny ca 6mmm

crotBeTHO 12,3, 10,0 1 11,5 3a 2Q8fix, 2T&E u 2PRN.

3puUTENHNUTE U CUCTEMHUTE MPOGUIN Ha 6€30IIaCHOCT BB BCHUKH 3 TPYIH Ha JICUCHHUE ca TIOJJOOHU Ha
Te3u, HaOMroaBanu B ocHoBHHTE TipoyuBaHust VIVID and VISTA.

B 2T&E rpynara, yBenn4aBaHeTO ¥ HAMAJISIBAHETO Ha MHTEPBAIUTE MEXKITy WHXKEKIIUUTE ca OUIIH TIO
MpeLleHKa Ha U3CJIE0BATENS; B IPOYYBAHETO €A MPEMOPBYBAHN YBEITUYEHUS OT 2 CEAMMUIIH.

Muonuuna xopoudania Heo8aCKyIApU3AYUSL

BbezonacHocrTa 1 eprkacHOCTTa Ha adIUOEpLenT ca OLEHEHN B paHIOMHU3UPAHO, MHOTOLIEHTPOBO,
JIBOWHO- MacKHUPaHo, IIane00-KOHTPOIMPaHO POyYBaHe [IPH HEeJIEKYyBaHU MPEIU TOBA NAIIUEHTH OT
asuatcku npousxona ¢ muonuuna XHB. O0mio 121 manueHTH ca JIKYBaHHU U Ca OLICHSICMHU 3a
epukacHoct (90 ¢ apmubeprient). Be3pacTTa Ha manueHTHTE Baprpa Mexay 27 u 83 roauHu,

cpeano 58 ronuHu. B mpoyuBanero 3a muonumuHa XHB, npubnuzurtenso 36% (33/91) ot manuenTture,
paHIOMU3UPaHH 3a JiedeHue ¢ adaubeprient ca OMIIM Ha Bb3pacT 65 TOAMHM WM TI0-Bh3PACTHU, U
npubnuzutento 10% (9/91) ca 6unu Ha BB3pacT 75 rOOUHM WK TIO-BB3PACTHH.

[TanmenTute ca pa3npeneracHu Ha CydaeH MPUHIII B choTHOIIeHKe 3:1 1a moiydaBar uin 2 mg
adnubepuent MHTPABUTPEATHO, MM WHXKEKLUH ¢ T1anedo, NpuijlaraHi BeAHBK B HAYaJI0TO Ha
MPOYYBAHETO, C AOIBIHUTEIHN WH)XEKLIUH, IPUJIaraHu €KeMeCeUHO B CITydail Ha EpCUCTUPAHE HITH
penuarB Ha 3a00JSIBAHETO, 10 CEAMUIIA 24, KOTaTo € OIleHeHa ITbPBUYHATA KpaiiHa TOYKa.

Ha ceqmuria 24 nanyeHTuTe, paHAOMU3UPAHH ITHPBOHAYAIHO Ha I11a1e00, ca OWITN TOIXOISIIH Ja
noJryvar mbpBara 103a agumbepuent. Cies TOBa, MALMEHTUTE U B IBETE TPYIH Ca MPOABIKUIN J1a
6BJIaT IMOAXOOAIIN Ja IToJIydaBaT AOIIbJIHUTCIIHN NHKCKIIUN B cnyqaﬁ Ha NE€PCUCTHUPAHE U PEUUINB
Ha 3200JIBaHETO.

Paznukara Mexmy rpynuTe 3a JIe4eHUE € CTAaTUCTUYECKU 3HaYMMa B 110132 Ha adumbepuent 3a
I’bpBUYHATA KpaiftHa Touka (mpomsiHa B BCVA) 1 moTBbpauTeHa BTOPUYHA KpaliHa TOYKa 32
epuKacHOCT (MMPOIEHTHT NAIMEHTH, KOUTO ca ce moioopwiu ¢ 15 6ykeu B BCVA) Ha cenmuna 24, B
CPaBHEHHUE C U3XOHOTO HMBO. Pasnukure 3a ABETE KpailHU TOUKH ca ce 3ala3uiu J0 ceamuna 48.
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[Toapo6uM pesynTatu oT aHanm3a Ha npoyuBaneTo MYRROR ca moka3anu B Tabnuria 6 u

®durypa 5 no-aomy.

Tabémuna 6: Pesynratu no oTHoIIEHUE Ha e(h)UKACHOCTTA Ha cenMulia 24 (IbpBUYCH aHAIH3) U

cenvuna 48 B mpoyusanero MYRROR (ITnen Ha6op 3a anams ¢ LOCFY)

PesyaraTtu mo MYRROR
OTHOILIEHHE HA 24 ceqMULH 48 ceqMunu
euKacHocTTa Aduanbdepuent Iaauedo Adaubdepuent Mnauedo/
2 mg IN=31) 2 mg Adanéepuent 2 mg
(N =90) (N=90) (N=31)
Cpenna mpoMsiHa B
BCVADP), onenkara Ha 12.1 20 13.5 1.9
OyKBHTE M3MepeHa ’ > ; ;
apes ETDRS or (8.3) ©.7) (8.8) (143)
U3X0/1HO HUBO (SD) P
Pasnuka B cpeana
croitHoct Ha LS BV 14,1 9,5
(95% III/I) (10,8, 17,4) (5,4, 13,7)
[IponeHT nanueHTH ¢
noao0perte 38,9% 9,7% 50,0% 29,0%
> 15 OyKBH OT U3XOJHO
HUBO
[Iperernena pa3ﬂylrl’<]g 29.2% 21,0%
(95% JTH) (14,4; 44,0) (1,9; 40,1)

A)
b)

LOCEF: IlpenacsHe Ha ganHuTe 0T nocieaHoto Habmonenue (Last Observation Carried Forward)

BCVA: Hait-no6pe xopurupana 3putensa ocrpora (Best Corrected Visual Acuity)

ETDRS: IIpoyuBane ¢ panHo seueHue Ha nuadetHa peruHonarus (Early Treatment Diabetic Retinopathy
Study) SD: CranmapTHO OTKIIOHEHUE

Cpenna LS: Cpeanu cTOMHOCTH 110 METOJa Ha Hal-MaJIKUTE KBaApaTH, noiydeHu oT moaer ANCOVA
JU: loBeputeneH HHTEpBA

A Pazmuka B LS 1 95% [ Ha Ga3ara Ha mozmenn ANCOVA c rpyna Ha JiedeHne 1 IbpkaBa (0003HauCHUS
3a 1bpkaBa) kaTo pukcupanu edexry, 1 BCVA Ha M3X0ZHO HMBO, KaTO KOBapHaHTa.

r

E)

KOPHUTHpaH 3a AbpikaBa (0003HaUCHMA 32 AbPKaBa)

Pasmkara u 95% U ce m3uucisiBar, kato ce m3nomsea tecT Ha Cochran-Mantel-Haenszel (CMH),

®urypa S: CpegHa IpoMsiHa OT U3XOJHO HUBO JI0 ceaMuLa 48 B 3pUTEIHATa OCTPOTA 10 Ipyla Ha
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nedenue B mpoyuBanetro MYRROR (ITwsen Habop 3a ananu3, LOCF)

15 MYRROR
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IlenqnaTpuyHa nonyJianus

EBpomneiickaTa areHIus o JiekapcTBaTa 0CBOOOKAaBa OT 3aIBJDKCHUETO 32 MIPEJOCTaBSIHE Ha
pe3yaTaTUTE OT NPOYUBAHUATA ¢ pe)epEeHTHHS JIEKapCTBEH MIPOAYKT, ChIbprKall ahaudeplent, BbB
BCHYKH MOATrPYNH HA NeauaTpuyHaTa nomyianus opu BnaxHa BJAM, OIIPB, OPPB, /IME u
nomynauu ¢ MuonmuHa XHB (Bxk. Touka 4.2 3a uH(OpManys OTHOCHO yroTpeda B eIuaTpusTa).

5.2 ®apmakOKMHETHYHHU CBOHCTBA

Adnubeprient ce npuiiara JUPEKTHO B CTHKIIOBUIHOTO TSJIO, 3a JIa OCHIIECTBY JIOKAIHU €(PEKTH B
OKOTO.

AbGcopbums/pasnpeiesieHIe

Admubeprent ce abcopbupa 0aBHO OT OKOTO B CHCTEMHOTO KPhBOOOPBIIIAHUE CIIET MHTPABUTPEATHO
NPUIIOXKEHUE U ce HaOJII0/jaBa B CUCTEMHATA IIMPKYJIAINS IPEMMHO KaTo HEaKTHBEH CTa0MIIeH
koMmiuiekc ¢ VEGF; o6aue camo cBoOOgHUAT adhaubepiienT uMa ClioCOOHOCTTA a Ce CBBhP3Ba €
egnorennust VEGF.

B enHO (papMakoKMHETHYHO OANPOYUYBaHE MPH 6 MAIMEHTH C HeoBacKyapHa BiakHa B/IM c wecto
B3eMaHe Ha MPOOH, MaKCHUMAITHUTE TNIAa3MEHH KOHIIEHTPAIMU Ha cBoOoieH admubepuent (cucreMHa
Cmax) ca HUCKH, CbC cpeaHa croiHocT npubmm3utenHo 0,02 mukporpama/ml (quana3zoxn

ot 0 10 0,054) B pamkute Ha 1 10 3 JHU ClIe]] UHTPABUTPEATHO UHKEKTHPAHE HA 2 Mg U ca
HEOTKPHBAEMH JIBE CEAMUIM CIIE] TOJyYaBaHe Ha J103aTa NPU MOYTH BCUYKH MALIUEHTH.
AdmubeprienT He KyMyHpa B TUIa3MaTa IIPH HHTPABUTPEATHO IPUIIOKESHUE TIpe3 4 CeIMUIIH.

CpenHaTta MakcUMalTHa IJIa3MeHa KOHIIEHTpaIlvs Ha CBOOOIeH auOepIent e

npubu3uTesnHo 50 10 500 nbTH 10/ KOHIIEHTpanusATa Ha adaudepiienT, HeoOXoIuMa 3a HHXHOUpaHe
Ha 6uonornyHara aktuBHOCT Ha cucteMHust VEGF ¢ 50% B xuBotuHCcKkr Moaenu. [Ipu Tsx ca
Ha0III0/JTaBaHU MPOMEHHU Ha KPHBHOTO HAJSITAHE CIIE/ KATO HUBATa Ha CBOOOICH adinOeplienT B
KPBBOOOPBILEHUETO Ca JOCTUTHAIH npubau3uTenHo 10 Mmukporpama/ml ¢ BpbIane 10 U3X0THOTO
HHUBO CJIe]I MaIaHe Ha HUBaTa JI0 Mo npuoau3uTeaHo 1 mukporpam/ml. M3uncieHo e, ye cien
WHTPAaBUTPEAITHO MPUIIOKEHHE HA 2 Mg NPU NAIMEeHTH, CPeTHATa MaKCHMAITHA TIIa3MeHa
KOHIIEHTpaIus Ha cBoOoieH adumbeprienT e moBeue oT 100 mbTH MO-HUCKA OT KOHIIEHTPAIUATa Ha
agubepiient, He0OO0X0UMa 3a MOJIy-MaKCHUMaIHO CBbp3BaHe Ha cuctemHutre VEGF

(2,91 mukporpama/ml) npu npoy4BaHe che 3apaBu 100poBosu. CieI0BaTeIHO Ca MAJIKO BEPOSITHU
CUCTeMHH (hapMaKOJMHAMUYIHH €()EKTH KaTo MPOMEHH B KPBBHOTO HAJISATaHE.
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BbB (hapmakokuHeTHYHM moanpoyuBanus npu namuentd ¢ OL[PB, OPPB, IME wunu muonuuna XHB
cpenna C,, Ha cBoOoaeH apmbepient B Ia3Mara ca OMIIM CXOIHH, ChC CTOMHOCTH B AMana3oHa

ot 0,03 no 0,05 mukporpama/ml ¥ *HAUBHYaTHH CTOMHOCTH, KOUTO HE

naasumasart 0,14 mukporpama/ml. Crieq ToBa, Ma3sMeHUTE KOHIEHTPAIMK Ha CBOOOACH
adubeprenT cragaT 10 CTOWHOCTH TOJT MITM OJTU3KH JI0 JOJTHATA TPaHHIIA Ha KOJMYIECTBEHO
orpesieNisTHe OOMKHOBEHO B PAMKHUTE Ha €/IHA CeIMHUIIA: HEOTKPUBAEMH KOHIICHTPALIUHU CE TOCTUTAT
Mpeay CIEABAIOTO NPUIIOKEHHE cliea 4 CeIMUIIH, TIPH BCHYKH MAllMEHTH.

Enumunupane
Twii kato admubepIient e TepaneBTHYHO CPEJCTBO HA OCHOBATA HA MPOTEHH, HE Ca MPOBSIKIAHH

Mpoy4BaHus 3a MeTabomu3ma My.

CobomuusT apnmbepuent ce cebp3Ba ¢ VEGF, kato o0pasyBa crabuien naepreH komiuiekc. Kakro
NP JPYTUTE MPOTEHUHHU C TOJsIMa MOJICKYJIa, C€ OYaKBa U CBOOOIHUSAT, U CBBP3aHUAT adubepuent aa
ce eIMMHHHUPAT Ype3 MPOTEOTUTHICH KaTaOOIU3bM.

bb0OpeuHo yBpexane
He ca npoBexnanu cnenuaiHy npoyyBaHus ¢ ahauOepuenT Npu NanueHTH ¢ ObO0peyHo yBpexaaHe.

dapMaKOKMHETUYHUAT aHAIN3 Ha NaluenTuTe B npoyusanero VIEW2, 40% ot kouto ca numanu
0b0peuHo yBpexaane (24% neko, 15% ymepeno u 1% TexKo), MOKa3Ba JIMICA Ha Pa3jIvKH 110
OTHOLICHUE Ha IJIa3MEHUTE KOHIIEHTPALMK Ha aKTUBHOTO JICKAPCTBO CJIET HMHTPABUTPEATHO
NPUIOKEHUE Tpe3 4 Wik § CEAMMULIU.

[Tomo6uu pesynraru ca HabmonaBanu npu manueHTH ¢ OLIPB B npoyuBanero GALILEO, npu
nanuenTu ¢ JIME B npoyusanero VIVIDPME 1 nipu nanuenTn ¢ Muonnyna XHB B mpoy4BaHeTo
MYRROR.

5.3 IlpenkJMHUYHM JAHHHU 32 0€30MACHOCT

[Ipu HEeKIIMHUYHKTE POYYBAHMS 32 TOKCUYHOCT MPH MHOTOKPATHO Tpuiiarane e)ekTH ca
Ha0JrI01aBaHU CaMOo MPH CUCTEMHH €KCIIO3ULUH, 332 KOUTO CE CUMTA, Y€ 3HAUNTEIHO HaBHILIABAT
MAaKCHUMAaJIHATA €KCIIO3ULUS IPU XOpa CJIe[ UHTPABUTPEATHO IIPUIIOKEHUE B IIPEIBU/ICHATA KIMHUYHA
71032, KOETO T0Ka3Ba MaJIKO 3HaYEeHHE 3a KIMHUYHATa yoTpeoda.

Epo3un n ynuepanuy Ha peclIMpaTOpPHUS €IHUTEI B HA3aJIHUTE X0JI0BE Ha MaliMyHH, JIEKyBaHH C
a¢umbepuenT HHTPABUTPEATHO, ca HAO0AaBaH! IIPH CUCTEMHH SKCIIO3UIINH, HaABHUIITaBAIIH
MaKCHMaJIHaTa eKCIIO3UIIHsS TIpU Xopa. CHUcTeMHaTa eKCro3ulust Bb3 0cHOBa HA Crax 1 AUC 32
cBoOoieH adnmbeprienT ca choTBeTHO 0K0J0 200 1 700 IbTH 1MO-BHCOKA B CPAaBHEHHE CHC
CHOTBETHUTE CTOWHOCTH, HAOJIIOAaBaHH TIPH XOpa CJIe/l HHTPABUTPEATHO NPHIOKEHNE Ha /1032 2 mg.
[Tpu HUBOTO O€3 HabmonaBaHu Hexkenanu epektd (No Observed Adverse Effect Level, NOAEL)

ot 0,5 mg/0Ko npr MaliMyHH CHCTEMHATA €KCIIO3MIMs € 42 ¥ 56 IBTH I0-BUCOKA B3 OCHOBA HA Cx
1 AUCchoTBeTHO.

He ca MMPOBCKJAAHU MPOYUYBAHUA 34 MYTAIrCHCH WX KApIHUHOTCHCH NNOTCHIIMAI Ha aq)m/IGepuenT.

Habnronasan e edext Ha adnubeplient BbPXy BbTPEMAaTOYHOTO Pa3BUTHE B IPOYUBaHUs Ha
eMOpHo- (eTaTHOTO pa3BUTHE NpH OpeMeHHH 3aiiuy ¢ nHTpaBeHo3Ho (3 1o 60 mg/kg), kakTo n
nmoakoxHo (0,1 10 1 mg/kg) npunoxenne. NOAEL npu maiikute e npu g03a ot 3 mg/kg mnu
cpoTBeTHO 1 mg/kg.

NOAEL no oTHOIIEHHE Ha TOKCHYHOCT 32 pa3BUTHETO He € onpeaerneHo. [Ipu nosa 0,1 mg/kg,
CHCTEMHHTE €KCIIO3ULUH Bb3 OCHOBAa Ha Cmax 1 kyMmynatuBHa AUC 3a cBoOozeH aguubepuent ca
CHOTBETHO OKOJIO 17 1 10 BT MO-BUCOKH B CpaBHEHHE ChC CHOTBETHUTE CTOWHOCTH, HAOIIIOIaBaH!
MIPH XOpa ciie]l MHTPaBUTPEATHO PUIIOKEHHE Ha JI03a 2 mg.
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EdexTure BEpXy (hepTHIMTETa PH MBKKH U HKESHCKU )KUBOTHH Ca OICHSIBAHU KaTo 4acT

OT 6-MECEYHO MMPOyYBaHe NPU MaliMyHU C HHTPABEHO3HO MPHIIOKECHUE Ha aQIuOeplenT B 1031

ot 3 mo 30 mg/kg. [Ipu Bcuukm 1030BM HUBA ca HAOJIOAABAHM JIUIICA HA MEHCTPYAIlHsl UM HEPESIOBHU
MEHCTpPYyaJTHU IMKJIM, CBbP3aHU C MPOMEHHU B HABATa HA KEHCKUTE MOJIOBH XOPMOHH, U TIPOMEHH B
MopdoJoruaTa u NOABIKHOCTTA Ha criepMaro3ouante. B3 ocHoBa Ha Cmax 1 AUC 3a cBoGoaeH
adubepienT, HaOIIOIaBaH! PU HHTPABEHO3HO MpHIIOKeHne Ha fo03a 3 mg/kg, cucremanTe
€KCIO3UIINH ca ChOTBETHO 0K0JIO 4 900 bt ¥ 1 500 mbTH MO-BUCOKHU OT €KCIO3UIIUATA,
Ha0JIr0/JaBaHa MPH X0pa CIIe MHTPABUTPEATHO NPUIIOKECHHE Ha 103a 2 mg. Bcuuku nmpomeHu ca oumu
obpaTumu.

6. DAPMAIEBTUYHU JAHHHA
6.1 Cnucebk Ha IOMOIIHHUTE BeleCTBa

[Tomucopobar 20 (E 432)

XUCTUINH

L-XI/ICTI/II[I/IHOB MOHOXHAPOXJIOPUI MOHOXUAPAT
Tpexano3a guxuapar

Hatpues xunpokcunn (3a kopexiust Ha pH)
XJ10poBOAOPOAHA KHCETHHA (3a Kopekuus Ha pH)
Bopa 3a nmxexnuu

6.2 HecbBMeCTHMOCTH

[Ipu nunca Ha npoy4yBaHKs 32 HECHBMECTUMOCTHU TO3H JICKAPCTBEH NPOLYKT HE TPsIOBa J1a e CMECBa ¢
JIPYTH JeKapCTBEHH NMPOIYKTH.

6.3 Cpok Ha rogHocT

3 roguHU

6.4 CrnenuajaHu ycJI0BHA Ha CbXPaHeHHUe
Ha ce cpxpansBa B xnagmiauk (2 °C mo 8 °C).
Ha He ce 3ampa3sBa.

I[a CC ChbXpPaHsBaA B OpUTHHAJIHATA OIIAKOBKA, 3a 1a CC MPEAIIa3u OT CBECTIIMHA.

HeotBopenusar 6muctep Moxe J1a ce chxpansiBa n3BbH Xxinaauauk moxa 30 °C mo 14 gau. Cren
OTBapsiHE Ha OJIMCTepa 1a ce pabOTH B aCENITHYHU YCIOBUSL.

6.5 Buau chabp:KaHUe HA ONAKOBKATA

Pa3tBOp B IpenBapuTENHO HAITBJIHEHA CIIPUHIIOBKA (CTHKIO THI I), MapkupaHa ¢ JIMHUS 3a /103aTa, C
I1aBa Ha OyTaJio (emacToMepHa TyMa) U JIyep-JIOK aIalTop ¢ Karmadka Ha BppXa (e1acToMepHa ryma).
Bcesika npeaBapuTeHO HabJIHEHA COIPUHIIOBKA ChAbpska ooeM ot 0,165 ml. OnakoBka

oT | mpenBapuTETHO HATbJIHEHA CIIPUHIIOBKA.

6.6 CrnenuajaHu Npeana3sHu MepKHU NMPH U3XBbPJIsiHE H padoTa

[IpenBapuTenHo HaTBbJTHEHATA CIIPUHIIOBKA € CaMO 3a €IHOKpaTHA yrmoTpeda B €/HO OKO.
MHOTOKpPaTHOTO U3TETJISIHE Ha JTO3U OT €/lHa MPEeABAPUTENTHO HAIThJIHEHA CIIPHHIIOBKA MOXKE /1a

YBCJINYU PUCKA OT KOHTaMHWHAIMA U ITOCJICABAIlla I/IH(l)eKLII/IH.

[IpenBapuTenHo Ha'bITHEHATA CIPUHIIOBKA ChABPIKA MOBEYE OT MPENOPHUYUTEIIHATA 1032 2 Mg
admbepuent (exBuBaseHTHH Ha 0,05 ml).
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Ykazanusn 3a ynompeﬁa Ha npedsapumejmo Hanv/IHEHama CRpURUO6KaA:

CbxpaHeHue U MPOBepKa

Coxpanssaiite Afqlir B xmagumauk mpu 2 °C — 8 °C; ma He ce

3ampaszsaBa. CpXxpaHsaBaiiTe IpeIBaPUTEIHO HAITBTHEHATA CIIPUHIIOBKA
B KapTOHEHAaTa OMaKOBKa, 3a J]a c€ Mpeana3y OT CBETINHA.

[Ipenu ynotpeba HeotBopenusat oaucrep Ha Afglir Mmoxe na ce

cbpxpansBa mpu temnepatypa moxa 30 °C mo 14 qgau. Cnen oTBapsiHe
Ha OnucTepa paboTeTe B aCENITHYHH YCIIOBUSI.

EE!I::E@:J

Afglir e OucTbp u Oe31BETEH 10 OJIeJOKA(PEHUKABO-KBIT Pa3TBOP.

PasTBOpBT TpsiOBa Ja ce MPOBEPH BU3YAIHO 32 YK YaCTHIIN,
MOMBTHSABAHE W/WIM NPOMSHA B [IBETA WJIN BCSIKAKBa IIPOMSIHA BbB
BBHILIHUS BUJ [IPEeIy MpWIoKeHue. B cinyyaii ye ce HaOmronaBat
TaKUBa, JIEKAPCTBEHUST NPOIYKT TPAOBa J]a C€ U3XBBPIIH.

He HSHOHSBaﬁTe, AaKO OITaKOBKaTa WJIM MPE€ABAPUTEIIHO HAITbJIHEHATaA

CIIPUHIIOBKA Ca MOBPCACHHU WJIM C U3TCKBJI CPOK HA TOAHOCT.

IMoaroroBka u NpuUJIOKeHUE

Bcesika npeaBapuTenHO HaIbIHEHA CIPUHIIOBKA TPsIOBa 1a ce U3I0JI3Ba 3a JCUCHHUE CaMo Ha €HO OKO.
He oTBapsiite crepunnus O61ucTep ¢ MpeaBapUTEIHO HAITBIIHEHATA CIPUHIIOBKA M3BBH YMCTA CTas 32

MIPUIOKEHHE.

3a HHTpaBUTPEATHO HHXKEKTUpaHe TpsaOBa 1a ce u3noissa 30 G X /2 MHYA MH)KEKLIMOHHA UTJIa.
W3znon3Baiite acenTryHa TEXHHUKA, 3a J]a U3ITBIHUTE CIEIHUTE CTHIIKH.

Onucanue HA MPeABAPUTE]HO HATbJIHEHATA CIPHHLOBKA

Kana4yka Ha cnpuHLIOBKa

MapkupoBka 3a

MscTo 3a npbCcTUTE

posara ot 0,05 ml

Jlvep-nok

|

ul

maBa Ha 6yTano

Bytano

Koraro cre roroBu aa npuinoxute Afqlir, orBopere
KapTOHEHaTa OMaKOBKa M U3BAJIETE CTEPUIIN3UpaHATA
omakoBka (Onuctep). BHuMarenHo oTienere
CTepUIIM3UpPaHATa ONTAKOBKA (OIHCTED), OCUTYPSIBAMKHU
CTEpWIHOCTTA HA HEMHOTO ChAbpXKaHue. J[pbxre

CIIpUHIIOBKATa B CTCpUIJIHATA Ta6na, JOKaTO CTAaHETEC I'OTOBU
3a CrII0O0SBAHETO .
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Karo u3non3BaTe acenTUYHA TEXHUKA, H3BAJICTE
CIIPUHITOBKATA OT CTEPIJIM3MPAHATa OTIAKOBKa (OJmcTep).

3a 1a MaxHeTe KaraykaTa Ha CIIPUHIIOBKATA, IPHKTE
CIPUHIIOBKATa B €IHATa CH PbKa, KaTo ¢ Apyrara XBaHeTe
Karaykara Ha CHPUHIIOBKATA C MAJielia ¥ MoKa3aJena Cu.
Cuaymiere (Hezeiite 1a 3aBBPTATE WM YCyKBaTe) KalmaykaTa Ha
CHPUHIIOBKATA.

3abenexka: 3a 1a n3berHeTe HapyIIaBaHe Ha CTEPUITHOCTTA
Ha MPOJYKTAa, He U3TETJISINTEe Ha3a OyTanoTo.

H3non3Baiiky acenTUYHa TeXHUKA, 3aBUNTE INTHTHO
nmkekonHara urna 30 G X /2 mHYa KbM Jyep-JO0K Bbpxa
Ha CIIPUHIIOBKATA.

Karo nbppxute cripyuHLIOBKaTa ¢ HACOYEHA HAarope uria, s
MIpOBEpETE 32 HAJIMYKE Ha Bb3AYIIHH MeXypueTa.

AKO nMa Mexyp4eTra, BHUMATEIHO MOTYNAaNTe CIPUHIIOBKATA
C TIPBCT, JOKATO MeXypUueTaTa c€ U3JUTHAT 10 ropHaTa i
qacT.

BHuMaTenHo oTcTpaHeTe KanaykaTa Ha Uriara, KaTo s
M3IBPIIATE HAIIPABO.

OTcTpaHeTe BCHUKH MEXypUeTa U 3TIacKaiTe N3IHIIHOTO
JIeKapcTBO upe3 OaBHO HATHCKaHe HA OyTaloTo, 3a J1a
U3PaBHUTE OCHOBATa Ha CBOZA HAa OyTaJIOTO C YepHATa JINHUS
3a J103aTa Ha CIPUHIIOBKATA (€KBUBAJICHTHO Ha

50 MUKpOIHTPA).

3abenexka: MmkekTupaiiTe BeAHAra ciicj] HarbJIBaHe Ha
CIPUHIIOBKATA.

WunxexTupaiite 6aBHO, JTOKATO IiIaBata Ha 0yTajIoTo
JIOCTUTHE Kpasi Ha CIIPUHIIOBKATA, 32 Ja IOJIyYuTe 00eM OT
0,05 ml. [loTBBpAETE TOCTABSIHETO HA TBJIHATA 1034, KaTO
MIPOBEPUTE JaJU raBara Ha OyTajoTo € JOCTUTHAIA Kpas Ha
LIWIMHABPA HA COPUHIIOBKATA.

ITpenBapurenHo HaI'bJIHEHATA CIPUHIIOBKA € CaMo 3a
€HOKpaTHa yrnoTpeoa.

MHOrokpaTHO IpuaraHe Ha 034 OT IIPeBapUTEITHO
HaIbJIHEHATa CIIPUHIIOBKA MOXeE J1a YBEJIHYHN PUCKA OT
KOHTaMHUHALIMS M IOCIIeABAIIA HHPEKIHSL.
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Heusnon3pauusr JICKApPCTBCH NPOAYKT WIN OTIHAABYHUTC
MaT€pualid OT HETO TpH6Ba Ja C€ U3XBBPJIAT B CbOTBETCTBUC
C MCCTHHUTC M3MCKBAHU.

7. IIPUTEXATEJ HA PASPEHHIEHUETO 3A YIIOTPEBA

Sandoz GmbH

Biochemiestr. 10

6250 Kundl

ABcTpus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1867/001

9. JATA HA TBbPBO PASPEIIABAHE/IIOJJHOBSIBAHE HA PASPELIIEHUETO 3A
YIIOTPEBA

[Hata Ha mbpBo pazpemaBane: 13 nHoemspu 2024 r.

10. JATA HA AKTYAJINBUPAHE HA TEKCTA

[Monpo6Ha uHOpMaNs 3a TO3U JICKAPCTBEH MPOJIYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporelickara
areHnus 1o JekapcTBaTa https://www.ema.europa.eu.
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vTo31/1 JICKaPCTBEH IPOAYKT IOUICKH Ha JOMBJIHUTEIIHO HaOoaeHe. ToBa 1i1e 03B0IH OBP30TO
YCTaHOBSIBaHE HAa HOBa MH(OpMAIUsl OTHOCHO Oe3omacHOCTTa. OT MEIUIIMHCKHUTE CTICIIUATINCTH CE
M3HUCKBA JIa ChOOIIIaBaT BCAKA ITOAO3MPaHa HeXKeIaHa peaknns. 3a HaunHa Ha ChOOIaBaHe Ha
HEXeJIaH! peaKINy BIKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Afqlir 40 mg/ml nHmXEeKIMOHEH pa3TBOP BHB (IIaKOH

2. KAYECTBEH U KOJIMYECTBEH CBCTAB
1 ml MUTUIATHP WHXKEKIFOHEH pa3TBOp chabpxa 40 mg adaubepuent (aflibercept)™®.

Envn ¢nakon ceapprka 006eM 3a mbeiHeHe oT Haii-Manko 0,1 ml, oTroBapsiy Ha Hali-Manko 4 mg
admmbepuent. ToBa ocurypsiBa U3MOI3BaEMO KOJIMYECTBO 32 IOCTAaBsIHE Ha enquHIYHA 1032 oT 0,05 ml,
chabpKamu 2 mg apauoOepIent.

*(y3MOHEH MPOTEHH, ChCTABEH OT YaCTH OT U3BBHKIETHUYHUTE JOMEWHH Ha perentopu 1 u 2 3a
YOBEIIKU CHIIOB eHjoTeneH pactexeH ¢pakrop VEGF (Vascular Endothelial Growth Factor), cBbp3ann
¢ Fc-yactra Ha woBewku IgG1, u npousseaex B K1 kietku ot situHuk Ha kutaiicku xamcrep (CHO)
ype3 pexkomOunanTHa JJHK TexHomorus.

IIoMOIIHO BEIIECTBO C U3BECTHO JCHCTBUE

Bcesika nocraBena mgoza ot 0,05 ml ceabprka 0,02 mg nomucopdat 20 (E 432).

3a nBIHUA CIIUCHK Ha IMTOMOIIIHUATE BEIECTBA BHKTE ToUKa 6.1.

3. JEKAPCTBEHA ®OPMA
WuxexmoneH pa3TBop (MHKEKIINS)

PastBOpBT € OUCTBp, Oe31BETEH 110 OJieToKAPEHUKABO-KBIT U H300CMOTHYECH.

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHHU NOKA3AHUS

Afqlir e mokazan npu BB3pacTHH 32 JIeYEHUE HA

. HEOBacKyJiapHa (BJIa)KHA) Bh3PacTOBOOOYCIIOBEHA JiereHepanus Ha makyiara (BJAM) (Bx.
Touka 5.1),
. 3pUTENTHO YBPEXKAaHe, ThDKAIIO Ce HAa OTOK Ha MaKyJiaTa, BCJISACTBHE Ha OKITy3Hs Ha

perunanHa BeHa (OPB) (oknmy3us Ha paskinoHeHue Ha perrHanHa BeHa (OPPB) nim okiy3us Ha
neHTpaiHara peruHanHa Bera (OLIPB)) (Bx. Touka 5.1),

. 3pUTEIHO YBPEXKIIAHE, IBIDKAIIO ce Ha quadeteH MakyiieH eqeM (JIME) (Bxk. Touka 5.1),
3PUTEITHO YBPEXKIAHE, IBDKAIIO0 CE HA MUOITMYHA XOPOUIaTHA HEOBACKYIapHr3alus (MUOITUYHA

XHB) (Bk. Touka 5.1).
4.2 Jlo3upoBKa M HAYMH HA TMPHIIOKEHHE

Afqlir e camo 3a HHTpaBUTPEATHO HHKXEKTHPAHE.

Afqlir TpsibBa 51a ce mpuara caMo OT JIeKap CHENUAINCT C OMUT B PUIIOKEHUETO HA MHTPABUTPEATHN
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MHXXCKIWH.

EO3I/IQOBK3

Bnaowcna BIIM
[Ipenoppunrennata no3a 3a Afglir e 2 mg apnubepuent, exkBuBaneHTHy Ha 0,05 ml.

Jlegenmeto ¢ Afqlir 3amouBa ¢ eqHAa HHYKEKIHSI MECEUHO B TPH ITOCIIeoBaTelIHA 103H. Cliel ToBa,
HMHTEPBATBT MEXK]Ty MPUIIOKEHUATA CE yIbJDKaBa HA JiBa Mecela.

BB3 ocHOBa Ha mperieHKaTa Ha JieKaps 3a 3pUTETHH W/WIIA aHATOMUYHU PE3yITaTH, HHTEPBAITBT
MEXTy MPUIOKECHUATA MOXKeE J1a ObJIe IOIbPIKAH Ha JIBa Mecella WK Ja 0bJie TOMBbIHUTEITHO
YABIKEH, KaTO C€ U3IMO0JI3Ba JICUCHHUE U POIbJKaBaHE HA CXeMaTa Ha Mpuiarate, Mpu KOeTo
WHTEPBAJINTE HA MHYKEKTHPaHE Ce YABIDKABAT C 10 2 WK 4 CeIMUIIN 10 TOCTUTaHe Ha CTaOMITHA
3pUTENTHU W/VITN aHATOMHYHH PE3yNITaTH.

AKO 3pUTETHUTE W/WIM aHATOMHUYHUTE PE3YJITaTH CE BJIOIIAT, MHTEPBAILT HA JICUCHHE TPsIOBa 1a Oblie
CHOTBETHO HaMaJleH.

Hsma n3nckBaHe 32 MOHUTOpUpaHEe MEX Ty WHKeKIunTe. B3 OcHOBA Ha MpelieHKaTa Ha JieKaps,
rpadUKbT Ha MOCEIIEHHSITA 32 MOHUTOPHPAHE MOXKE a € Ha TI0-MaJIKd HHTEPBAJIM OT MTOCEHICHUITa 32
WHKEKIINH.

WutepBanu Ha JleueHue, TO-TOJIEMU OT YETHPH MECella HITH MO-MaJIKU OT 4 CEIMHILIN MEXY
WHXXEKIUUTe, HEe ca MPOoy4YBaHU (BXK. Touka 5.1).

Omoxk nHa maxynama ecredocmeue Ha OPB (OPPB uau OL{PB)

[Ipenoppuntennata no3a Ha Afqlir e 2 mg admubepuenT, ekBuBanenTHH Ha 0,05 ml.
Crex mppBaTa MHXKEKIUS JICYCHUETO CE TpHiIara exxeMecedHo. VIHTepBarbT MeX Ty IBE 1031 HE
TpsiOBa J1a ObJIC MO-KPAThK OT €IMH MECEIL.

AKO 3pUTEITHUTE U aHATOMUYHUTE PE3YJITATH NIOKA3BaT, Ye MALIMEHTHT HE CE MOBJIHSBA MOJI0KUTETHO
OT IPOIBJDKABAHE Ha JICUeHUETo, npuioxenneTo Ha Afqlir TpsOBa na ce npeycTaHOBH.

ExxemecednoTo eueHue npoabJKaBa 10 JOCTUTaHC HA MaKCUMaJIHa 3pUTCIIHA OCTPOTA H/UIH HE ca
HaJIMOC MPpU3HAIH 3a aKTUBHOCT Ha 3a0oisaBaHeTo. Moxke Ja ca HCO6XOZ[I/IMI/I TPpHU UJIA TTIOBCYC
IOCICa0OBATCIIHU MECCYHHN WHKCKIITUHU.

JleuenneTo Moxxe Ja MPOABIIKHA C IMMOCTCIICHHO YABJ?KaBAHC HAa MHTCPBAJIUTEC, 3a Aa CC MMOAAbPIKAT
cTabuIHA 3PUTCIIHU W/VIIH aHATOMUYHHA PE3YITAaTH, BBIIPECKU U€ HAMA AOCTATHbYHO JaHHH, 3a Aa CC
HarpaBu 3aKIOYCHUC 3a NPOABIDKUTCIIHOCTTA HA HHTCPBAJIUTE. Axo 3PUTCITHUTE U /MM aHATOMUYHUA

PE3YJITaTH CC BJIOLIAT, MHTCPBAJIa HA JICUCHUCTO TpSI6Ba CbOTBCTHO Jla C€ HaMalln.

I'padukbT Ha IpOCTEAIBaHE U CXeMaTa Ha JieueHre TPsOBa Ja ce OMPEeNAT OT JIEKYBaIINs JIEKap Bb3
OCHOBA Ha OTTOBOPA HA OTNIEIHUS MAIUEHT.

[IpocnensBaneTo 32 aKTUBHOCT Ha 3a00JSIBAHETO MOXKE Jia BKIIFOUBA KJIMHUYEH MPETJIE, U3CIIeIBaHe
Ha QYHKIMOHATHHUTE ITOKa3aTeIH WM 00pa3HU TEXHUKH (Harp. ONTHYHA KOXEPEHTHA ToMorpadus
i ¢GiyopecueHTHa aHrnorpadus).

Jluabemen maxynen edem

[Ipenoppunrennata no3za Afqlir e 2 mg agnubepuent, exkBuBaneHTnu Ha 0,05 ml.

Jleuenuero ¢ Afqlir ce 3anmo4Ba ¢ ejHa HHKEKIMS MECEYHO 3a MET MOC/ICI0BATEIIHYU 103U, U CE
NPOIBIKABA C €JHA MHXKEKIUS HAa BCEKU JIBa MECELa.
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B®3 ocHOBa Ha olleHKaTa Ha JieKapsl Ha 3pUTCITHUTE U/WITM aHATOMHYHH PE3YJITaTH, HHTEPBATHT
MEXTy IPUIOKEHHUATA MOXKe J1a ObJIe 3ama3eH Ha 2 Mecella Wi WHAWBUIyalTu3upaH, KaTo HarpuMep ¢
JICYCHUE U MPOIbJKABAHE HA CXeMaTa Ha IpuiiaraHe, Ipyu KOSTO HHTEPBAIUTE Ha JICUCHUE CC
yABDKaBaT OOMKHOBEHO C IO 2 CEIMUITH JI0 IOCTUTAHE Ha CTAOWIIHU 3PUTEITHUA W/WIIM aHATOMUYHUTE
pesynTaru. MiMa orpaHudeHy JaHHU 32 HHTEPBAIU MEXy IPUIOKEHUITA, TO-TBITH OT 4 Mecella.
AKO 3pUTETHHUTE W/WIM aHATOMUYHUTE PE3YIITATH C€ BIOIIAT, MHTEPBAIHT Ha JIedeHHe TpsiOBa fqa Ob/ie
CHOTBETHO HaMaJIeH.

WHTepBanyu MexIy NPpUIOKEHHSTA, T0-KPATKH OT 4 CeIMHIIHN, HE ca IPOY4BaHU (BXK. To4Ka 5.1).
I'paduxbT 32 MOHUTOpHpaHE TPSAOBA Aa Ce ONPENen OT JISKYBalIHs JIeKap.

B cnyqaﬁ Y€ 3PUTCIIHUTC U AHATOMUYHHUTEC PE3YJITAaTH COYAT, UYC MALIUCHTHT HAMA [10J13a OT
npoAb’KaBaHE Ha JICUCHUCTO, ITPUITIOKCHHUECTO Ha quhr Tpﬂ6Ba Ja C€ NpCyCTaHOBU.

Muonuuna xopoudanna Heo8ACKYIAPUIAYUSL

[Ipemmoppuntennara go3a Afqlir e equHIYHA HHTpaBUTpeaTHa HHKEKIUS Ha 2 mg admubepient,
exBuBajieHTHH Ha 0,05 ml.

Moske 1a ce MPUIIoKAT AOIBJIHUTEIHYU 103, aKO 3PUTCITHUTE U/UITH aHATOMUYHUTE PE3yJITaTH
MOKa3BaT, 4e 3a00sIBaHeTO IepcucTupa. PenmanBsure TpsaOBa 1a ce mpremMar KaTto HOBa IposiBa Ha
3a00J1BaHETO.

I'paduksT 32 HaOMFOIEHUE TPSAOBA 1A CE OMPEAEITH OT JIEKYBAIIUs JIeKap.

WnTepBanbT MeXAy 1BE 1034 HE TPsiOBa J1a Obie MO-KpaThK OT €IUH MECEII.

CoenmagHy nonvyJaiuu

Yeproopobro u/unu 6vbpeuno yepedcoane
He ca npoBexiaHi KOHKPETHH POYYBaHUs ¢ adIMOepIenT MPH NAIUEHTH C YepPHOAPOOHO H/HIH
OBOpeyHO yBpeXKIaHe.

HaynmvHuTe JaHHU HE TpeanoaraT Hy»/1a OT KOPEKIUs Ha jJ03aTa Ha adIuOeplenT npH Te3u
MManueHTH (BX. ToUka 5.2).

Tonynayus 6 cmapuecka 8v3pacm
He ca HeoOxomumu crieruaniu cho0pakeHus. FiMa orpaHWYeH ONHT IIPH MAIeHTH Ha Bb3pacT
Haz 75 rogunau ¢ JIME.

Teouampuuna nonynayust

BesonacHoctTa n epukacHocTTa Ha Afqlir mpu ena v roHOIIM He ca ycTaHOBeHH. HsiMa choTBeTHA
yrnorpeba Ha adIrOepIenT B e JuaTpuIHaTa TomyJialusl 3a mokasanusaTa Biaxsa B/IM, OLIPB,
OPPB, IME u muonuuna XHB.

Haunn Ha npuioxxenue

WuTpaBuTpeaTHuTe MHXXEKIMH TPSIOBa Ja Ce U3BBPIIBAT CHIIIACHO MEAUIIMHCKUTE CTAHAAPTH U
MPUIOKUMHUTE PHKOBOJICTBA OT JICKap CICIUAIUCT C ONUT B MPUIIOKEHUETO HA HHTPABUTPEATHU
uHxekiu. [1o mpuHIKI TpsAOBa 1a Ce OCUTypH aJIeKBaTHA aHECTE3Us U acENTHKA, BKIFOYUTEITHO
JIOKQJTHO ITUPOKOCIIEKTHPHO MUKPOOHIIUIHO CPEACTBO (HAIP. MOBHUIOH HOJI, HAHECEH BhpPXY KOXKaTa
OKOJIO OYHUTE, KIIEMIAYUTe ¥ OYHATA MOBBPXHOCT). [IpernoppuBar ce xupypruvna ae3nH(peKIus Ha
phlieTe, CTEPUIIHN PhKABUIIM, CTEPHIIHA IIOKPUBKA M CTEPHUJICH CIIEKYJIyM 3a Kienauu (HMin
E€KBUBAJICHT).
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WmxekmronHara uria Tpsiosa na ce BpBeze 3,5-4,0 mm 3a1 1uM0Oa B CTHKIIOBHIHOTO TSJIO, KaTo Ce
n305rBa XOPU30HTATHUS MEPUIMAH M C€ HACOYBa KbM IICHThPA Ha OYHaTa s0bjKa. ToraBa ce BbBEXKIa
MHXEKIMOHHUAT 00eM oT 0,05 ml; mpu nocnensanure HHXEKIMH, HHKESKIIMOHHOTO MSCTO Ha
CKJIepaTa TpsiOBa Jla C& CMCHSI.

HemnocpeacTBeHo cliel UHTPABUTPEATHO WHXKEKTHpPaHE MAIMEHTHTE TPsIOBa Jla ce CIEIAT 3a
MOBUINIABaHE HAa BHTPEOYHOTO HaJsrane. [10XoasmoTo npociensBane MOXe J1a BKIFOYBA
MpoBepsiBaHe Ha mepdy3usaTa Ha ONTUYHUS TUCK MM TOHOMEeTpus. TpsOBa na nMa Ha pa3nooKeHue
CTEpUITHO 00OpY/IBaHe 3a MapaleHTe3a Ipyu HeoOX0AUMOCT.

Creq MHTpaBUTPEATHO HHXKCKTHPAHE MMAIMEHTUTE TPAOBA J1a Ce HHCTPYKTHUPAT Jia ChOOIIaBat
He3a0aBHO 3a BCAKAKBH CUMIITOMH, HACOYBAIIH KbM SHIO(PTAIMHT (HaIp. O0JKa B OKOTO,
3auepBsBaHe Ha OKOTO, (h0TO(0OUs, 3aMBIIICHO 3PCHHUE).

Bceku dhnmakon TpsOBa 1a ce M3I0JI3Ba 3a JICUCHHE caMO Ha €THO 0KO. MHOTOKPAaTHO IpHJIaraHe Ha
JI03H OT €TMH (PIIakoH MOXKE J]a YBEIWYHN PHUCKA OT KOHTAMUHAIHS U MTOCIIeABaIIa HH(PEKITHs.

®nakoHBT CHIBPKA MOBEYE OT NPETIOPhUYNTENHATA 1032 2 mg adaubepuent (eKBUBAJICHTHH

Ha 0,05 ml nmkexmuoneH pa3tBop). Beexn ¢gmakon Afglir ceapprka 00eM 3a MbIHEHE OT Ha-MaJKo
0,100 ml u He e mpeaHa3HaYeH 1a Ob/Ie U3MON3BaH HATbJIHO. U3IMIIHOTO KOJIMYecTBO TPsAOBA 1a ce
OTCTPAaHM NMpeIH MHKeKTHPaHe Ha NPenopbYUTeTHATA 1032 (BX. TOUKa 6.6).

Wmxexktupanero Ha nenus o0eM Ha (iakoHa MOKe Jia TOBeJe 10 peno3npane. 3a Jia ce OTCTPaHsT
BB3AYIIHUTE MEXypyeTa 3a¢HO C U3JUIIHUS JICKAPCTBEH MPOIYKT, 0aBHO HaTHCHETE OyTanoTo,
JOKaTo TUTOCKUS pr0 Ha OyTajoTo ce M3paBHHU ¢ IUHUATA, oTOesBBama 0,05 ml, Ha cipuHIIOBKaTa
(exBuBanentHo Ha 0,05 ml, T.e. 2 mg admmbepuenT) (Bk. Touka 4.9 u 6.6).

Cren MHXEKTHpaHEe HEU3MOI3BaHHUS POILYKT TPAOBa Ja C€ U3XBBPIIH.
3a paboTa ¢ JeKapCTBEHUS MPOIYKT HPeIu MPUIOKEHUE, BIXKTE TOUKa 6.6.
4.3 IIporuBomokazaHusi

CBpBX4YYBCTBUTEIIHOCT KbM aKTHBHOTO BEIIECTBO aIMOEPIICIT MIIK KbM HAKOE OT IOMOIIHUTE
BelecTBa, N30poeHu B Touka 6.1.

AKTHBHA OYHA WITU OKOJIOOYHA HH()EKIHS WM ChMHEHHE 32 TaKkaBa. AKTHBHO T€XKKO BETPEOYHO
Bb3MaJICHHE.

4.4 Chnenuajany nmpeaynpeskAeHust U NMpeANa3sHil MEePKH IPH ynoTpeda

IIpocaenumoct
3a na ce moto0pH MPOCIeTUMOCTTa Ha OMOJIOTHYHUTE JIEKAPCTBEHHU MPOYKTH, UMETO U MAPTHIHUST

HOMCP Ha IMPUIIOKCHUSA IPOAYKT TpSI6Ba SICHO Ja CC 3aI1MCBar.

WnTpaBuTpeaaHy peakiuu, CBbP3aHH C MHKEKLUATA

WnTpaBuTpeasHuTe HHXEKLINH, BKIIOYUTEHO Te3H ¢ adaubeplent, ce CBbP3BaT ¢ eHA0(TAIMUT,
BBTPEOYHO BH3MAICHUE, PErMAaTOTCHHO OTJICTIBAHE HA PETUHATA, pa3KbCBAHE HA PETHHATA U
SATPOTEHHA TpaBMaTH4HA KaTapakTa (Bx. Touka 4.8). [Ipu npunarane va Afqlir Bunaru tpsoBa na ce
W3I0JI3BAT MOIXOASALIN ACCITUYHN TEXHUKU Ha HHXXEKTHpaHe. B nombiHeHne, nanueHTuTe TpsioBa 1a
ce IpOoCIIeAsBaT Mpe3 CeAMHUIATA ClIe]l HHKEKTHPAHETO, KOeTO O MO3BOJIMIIO PAHHO JICYEHHE, aKO
BB3HUKHE HHOeKIms. [lannenTuTe TpssOBa Ja ObJaT MHCTPYKTUPAHH J1a ChOOIIIaBaT He3a0aBHO 3a
BCSIKAKBH CUMIITOMH, HACOYBAIIM KbM €HAOPTAIMHUT HIIH HIKOE OT IOCOYCHUTE MO-TOpe CHOUTHSI.

OnakoHBT ChIIbpPIKA TIOBEYE OT MPEMOpBhUNTENHATA 1032 2 mg aduubepienT (€KBUBAJICHTHU

Ha 0,05 ml). MznumHOTO KONMMuecTBO TpsIOBa Jla ce OTCTPaHU MPean TPUIIOKEHHE (BK.

Touka 4.2 u 6.6). [loBuiieHns Ha BBTPEOYHOTO HaJsIraHe ca HaOJ0AaBaHU B paMKUTe HAa 60 MUHYTH
ClIeJl MHTPaBUTPEATHOTO HHKEKTUPaHe, BKIFOUUTENHO ¢ adiaubepuent (Bxk. Touka 4.8). Crienuaian
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MpeAna3Hd MEPKU ca HeoOXOIUMH TIPH MMAIIUSHTH ¢ HeTo0pe KOHTPOJIMpaHa riaykoMa (1a He ce
nmkektrpa Afqlir, qokaTo BeTpeouHoTo Haysirane € > 30 mmHg). Eto 3amo mpu BCHYKH cirydan
TpsiOBa J1a ce MPOCIICABAT | Ja Ce JICKYBaT 10 MOIXOASI] HAYNH KaKTO BhTPEOYHOTO HAJISITAHE, TaKa
1 nepdy3usATa Ha ONTUYHHS JUCK.

HNMyHOreHHOCT
Twii kaTo € TepaneBTUYCH NpoTeuH, npu Afglir chiecTByBa BEpOSITHOCT 32 UMYyHOT€HHOCT (BIK.

touka 4.8). [lartuenTrre TpsOBa 1a ObOAT MHCTPYKTHPAHH J1a CHOOIABAT 32 BCSIKAKBU MPU3HALIN WITH
CUMIITOMH Ha BBTPEOYHO Bh3IMAJICHUE, HAMp. 0071Ka, (oTo)OoOHs MK 3aUepBsBaHe, KOSTO MOXKE Ja €
KIIMHUYCH TPU3HAK, 00SCHUM ChC CBPBXYYBCTBUTEIHOCT.

Cucremnn edexTn

CucTeMHU HeXeJaH! ChOUTHS, BKIFOUNTETHO M3BBHOUHN KPHBOM3IMBY M apTEepUATHU
TpOoMOOEeMOOIMYHH CHOUTHS, Ca CHOOIIABAHH CJIE ] HHTPABUTPEATHO HH)KEKTUPaHe HA MHXUOUTOPH Ha
VEGF u nma TeopeTndeH prcK, e Te MOXE J1a ca CBhp3aHu ¢ maHxuoOupaneTo Ha VEGF. lma
OTpaHWYCHM TaHHU 3a Oe30macHoCTTa IMpH JiedeHue Ha manuentu ¢ OL[PB, OPPB, IME wiu
muonuaHa XHB ¢ anamHe3a 3a HHCYNT WM IPEXOTHN UCXEMUYHH aTaKH, KaKTo U 32 WHPapPKT Ha
MHOKap/ia B paMKHTE Ha MocieaHnTe 6 Mecena. TakuBa manueHTH TpsiOBa Ja ce JIeKyBaT C TIOBUIIICHO
BHHMAaHHUE.

ﬂ pyru
Kaxro npu apyrure unrpasutpeannu antu-VEGF neuenus 3a BJIM, OLIPB, OPPB, JIME u
muonuuHa XHB, B cunia ca u clieJHUTE TOJIOKECHUS:

. BezonacHocTTa 1 eprkacHOCTTa HA JIeYEHUETO ¢ adIMOEPIIENIT, PUIarad eIHOBPEMEHHO U Ha
JIBETE OYH, HE ca MPOYYBAHHU CHCTEMATHYHO (BXK. Touka 5.1). AKo OmimaTepaaHOTO JeUeHUe ce
MIPOBEKA MO €IHO U ChIIO BpeMe, TOBA MOJKE J1a JI0BEE O IOBUILIEHA CUCTEMHA €KCIIO3ULIHS,
KOETO MOJKE J1a TIOBUILIM PUCKA OT CUCTEMHH HEe)KEelIaHH CHOUTHSI.

. CwrbrerBaiia ynorpeba ¢ npyru anti-VEGF (chaoB eHoTeneH pactexer gakrtop). Jlumncsar
JaHHM 33 €JHOBPEMEHHOTO M3Mo3BaHe Ha adpmubeprent ¢ npyru antu-VEGF nekapctBenn
MPOAYKTH (32 CHCTEMHO WJIM BBTPEOUHO IPUIIOKEHHE).

. Puckosure dakropu, CBbp3aHH € pa3BUTHETO HAa pa3KbCBaHE HA TMTMEHTHHS CIUTEN Ha
perunara cies antu-VEGF Tepanus 3a Bnaxxna BJIM, BkirouBaT 0OIIMPHO W/UIIA BUCOKO
OTJICTIBaHE HA MUTMEHTHUS enuTel Ha peTrHaTa. [Ipu 3amouBane Ha Tepanus ¢ Afglir e
HEO0XOIMMO IMOBHUILIEHO BHUMAHHE IPH MALUEHTH C TE3U PUCKOBH (DaKTOPH 32 Pa3KbCBAaHE HA
MUTMEHTHUS €MUTEN Ha peTHHATA.

. Jleuennero TpsOBa na ObJe MPEeyCTaHOBEHO NPH MALMEHTH C PErMaTOr€HHO OTJICNIBaHE Ha
peTHHATa WK MaKyJIHU TyNKH CTaaui 3 umm 4 .

. B ciyuaii Ha pa3kbCBaHe Ha peTUHATA, IPUIIOKEHUETO Ha Jlo3aTa TpsOBa ia Ob/ie MPeKpaTeHo u
JICUEHHETO He TPAOBa J1a ce Bb30OHOBSBA MIPEIH a1€KBATHO BH3CTAHOBABAHE HA PAa3KbCBAHETO.

. Hozata He TpsOBa J1a ce mpuiiara v JeUeHUETO He TPsIOBa Jia ce Bhb30OHOBSIBA MIO-PAHO OT
CJICABALIOTO IUIAHUPAHO NMPUJIOKEHUE B CITy4ai Ha:
= HamalsiBaHe Ha Hail-noOpe kopurupanara 3putenna octpora (BCVA) ¢ >30 Oyksu B

CpaBHEHHE C MOCJIEHATa OLIEHKA Ha 3pUTEIHATa OCTPOTa
= cyOpeTHHaNHa XeMOoparus, BKIIOUBAIla IEeHTbpa Ha (oBesiTa, Ui, aKo pa3MephbT Ha
KpbBOM3IIMBa € >50% OT 00IIUsA pa3Mep Ha JIe3UsTa.

. Ho3zata He TpsiOBa 1a ce mpuiara B paMKUTE Ha MPEAXOJHUTE WM CIIeABaLIUTEe 28 THH, B
cilydail Ha M3BBpIIEHA W IJIaHWPaHa BHTPEOYHA XUPYPrUYHA HHTEPBEHIINSI.

. Afqlir He TpsOBa 1@ ce U3IIOJI3BA IO BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTEHI[HAIHATA [10J13a HE
HAJAXBBPJIS HOTCHLIMATHUS PUCK 32 Toaa (BXK. Touka 4.6).

° JKenu ¢ geTepoaeH MOTEHITAT TPSOBA J1a M3MOI3BAT e(PEeKTHBHA KOHTPAIICTIIIHSI 110 BpeMe Ha
JiedyeHHe U Hall-MaJKko 3 Mecela ciiel OCIeJHOTO HHTPABUTPEAIHO HHKEKTHPaHe Ha
admbepient (BXK. Touka 4.6).

° Mwma orpannyeH omur ¢ JiedeHueTo Ha nanuenTy ¢ ucxemuyna OLIPB u OPPB. Ilpu manuentn ¢
KJIMHUYHY TPU3HALIK Ha HeoOpaTHMa UCXeMUYHA 3ary0a Ha 3puTenHata QyHKIUs JeUeHUEe He
ce MpenopbuBa.
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Ilonynanuu ¢ orpaHUYEHH JaHHU
Nma orpannyen onurt ¢ jeueHneTo Ha manueHT ¢ JIME BcneacTeue Ha nuabdet tum | wiu npu
narenTu ¢ quadet ¢ HbAlc Han 12% wnu nponudepaTuBHa quadeTHA PeTUHOATHSL.

Admubeprient He € MPOyYBaH NPHY NAMEHTH C aKTUBHY CUCTEMHHU MH(EKITUH HITH TIPH MMAIlUEHTH ChC
CHITBTCTBAIIA OYHU HAPYIICHUS KaTO OTJICTIBAHE HA PeTUHATA WK MaKyyHa Aynka. OCBeH TOBa HAMa
onut ¢ Jedenne ¢ Afqlir mpu mamuieHTH ¢ qUAdET ¢ HEKOHTPOJINUpPaHa XUNEpTOHUs. Ta3u mrca Ha
nHpopManus TpsOBa Jla ce MMa TPEABH/I OT JeKaps MPH JICUYCHNE Ha TAKWBA MAIUCHTH.

Hsama ot npu neuenne Ha muonuuHa XHB ¢ Afqlir mpu manueHTH, KOUTO HE ca OT a3HATCKU
MPOU3XO/I, MAIMEHTH KOUTO MPe/In ca OMITH MOAJI0KEHH Ha JieueHre Ha muonnuHa XHB u nanuentu ¢
excTpadoBeaHu Ie3UH.

Wudopmaius 3a mOMOITHHUTE BENeCTBA
ToBa nexapcTBo chabpka mo-Maiko oT 1 mmol HaTpuit (23 mg) Ha 7030Ba eIWHUIA, T.€. MOXKE /1a Ce
KaKe, Ue TPAKTUYCCKU HE ChIbpKa HATPHI.

Toga nexapctBo chappka 0,02 mg momucopdat 20 BBB Beska moctaBeHa no3a ot 0,05 ml
(50 muxponuTpa) paztBop. [lonucopdaTuTe MOTaT 1a NPUYMHAT AIepruyHH peakiuu. [lonuraiiTe
MnanueHTa C JaJii MMa YCTAHOBCHH aJICPIUu.

4.5 BzauMmopeiicTBHe ¢ IPYIrd JeKAPCTBEHH NPOAYKTH M APYrH (OpMH Ha B3auMo/jelicTBHe
He ca mpoBexxaanu npoy4BaHus 3a B3aUMOJCHCTBUATA.

EnnoBpemenHOTO npusioxkenue Ha poroquHamuyHa Tepanus (PDT) ¢ Beprenopdun u adiaubdepient
HE € MPOYYBaHO U 10 Ta3u MPUYUHA HE € YCTAHOBEH NMpoQui Ha 0€30MacHOCT.

4.6 ®DepTHauTeT, OPpEMEHHOCT M KbPMeEHe

XKenw ¢ eTeposeH NOTCHITHAT

XKenwure ¢ geTepoieH MOTEHIMAT TPAOBA Jia N3MOI3BaT e(hEKTUBHA KOHTPALICTIIHS 10 BpeMe Ha
JiedyeHre U Hal-MaJko 3 Mecena ciel MocjaeTHOTO HHTPABUTPEATHO HHXKEKTHpaHe Ha adiubeprent
(Bk. TOuka 4.4).

bpemennoct
Jlunicat naHHU 3a ynoTpebaTa Ha adauOeplent npu OpEeMEHHH JKEHH.

[IpoyuBaHusTa pH )KMUBOTHH MOKa3BaT eMOpHO(eEeTaTHa TOKCHYIHOCT (BX. TOUKa 5.3).

Brnpeku de cucteMHaTa €KCIO3UIHSI CIIe]] OYHO MPUIIOKEHHE € MHOTO HHcka, Afqlir He TpsOBa na ce
M3I0JI3Ba 110 BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTEHIMAIHATA 110132 HE HA/IXBBPIIS TOTCHIMAITHHS
PHCK 3a IUIoJa.

Kopmene
BB3 ocHOBa Ha MHOTO OIpaHUYCHU JIaHHU TIPU X0pa, aQInOepIenT MOXe Ja C€ eKCKPeTHpa B KbpMaTa

B HUCKHU HHUBa. Adaubdeprent e roasiMa IpoOTEeHHOBA MOJIEKYJIAa U KOJIMYECTBOTO Ha JIEKapPCTBOTO,
abcopOupaHo MpH KbpMaUueTo, ce 04YakBa Ja Obje MuHUMaHO. Edekrute Ha adnubeprient BbpXy
KbPMEHO HOBOPOJICHO/KbPMAUETO HE Ca U3BECTHH.

Karo npenmasna msipka, He ce IpernopbhuBa KbpMeHe 10 BpeMe Ha ynotpedara Ha Afqlir.

depTunurer
Pe3ynratuTe OoT MpoydYBaHUATA IPH KUBOTHHU C BUCOKA CHCTEMHA €KCIIO3UITUS TIOKA3Bar, 4e

adumbepIenT MOXKe JIa HapyIlu QepTHIINTETa U TIPH MBKKUTE, U MPH KEHCKUTE (BXK. ToUka 5.3).
[TonoGHu edexTH He ce O4aKBaT clie]l OYHO MPHIOKEHNE C MHOTO HUCKA CHCTEMHA €KCIIO3UILIHS.
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4.7 EdexTn BpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIMHA

Wmxextupanero ¢ Afqlir noBnusBa B Majka CTeleH CIOCOOHOCTTa 3a IoQupaHe 1 padoTa ¢ MallllHY,
Mopaay Bb3MOXKHU BPEMEHHH 3pUTEIHN CMYILEHHSI, CBbP3aHH WM C MHXKEKIUSTA, WIH C OYHHUS
npernen. [lanuertute He TpAOBa na modupaT UK Aa paboTAT ¢ MALIMHU, JOKATO 3pUTEIHATA UM
(yHKUUA He ce Bb3CTAHOBH B 10CTaThYHA CTEIICH.

4.8 HexelaHu JeKapCcTBEeHH PeaKkHu

PesroMe Ha poduia Ha 0E€30IMaCHOCT

[Nomymnanwmsara 3a 6e3o0macHOCT B ocemTe mpoyuBanus ¢asa Il ce ceeron ot 06mo 3 102 manmentu. Ot
Tsx 2 501 manueHTH ca JIeKyBaHH ¢ IpenopbUMTeNHATa 1032 OT 2 mg.

Cepro3HH OYHM HEXKENAHU PEAKIIUU B U3CIICIBAHOTO OKO, CBBP3aHHU C MPOIeaypaTa Ha HHKEKTUPAHE,
ca BB3HUKHAIH MTPH 10-Majako oT 1 Ha 1 900 uHTpaBUTpEeaTHN HHXEKIIUA Ha aIHOEpIIETIT U ca
BKJIFOUBAJIM CJICMOTa, EHA0(TAIIMUT, OTJICTIBAHE HA PETUHATA, TPABMAaTUYHA KaTapaKkTa, KaTapakTa,
KPBHBOU3JIHUB B CTHKIOBUIHOTO TSUIO, OTJICTIBAHE HA CTHKJIIOBHIHOTO TSUIO U MOBHIICHO BHTPEOYHO
HajsTaHe (BX. Touka 4.4).

Haii-yecto HaOmro1aBaHUTE HEXKETAHU JICKAPCTBEHH peakuu (TIpH Haii-Manko 5% OT maiueHTure,
JIeKyBaHU ¢ aguubepuenT) ca KOHIOHKTHBANHA XeMoparus (25%), perunanna xemoparus (11%),

HamaJieHa 3pureiHa octpora (11%), 6onka B okoto (10%), kaTapakra (8% ), MOBHUILIEHO BETPEOUHO
Haysirane (8%), OTienBaHe Ha CTHKIOBUIHOTO TsU10 (7%) U MBTHUHH B CTHKJIOBUAHOTO TsUI0 (7%).

CHuchK Ha HEXKEJIAHUTE JIEKAPCTBEHN PEAKIIMHU B TaOJIMYEH BUJL

JlanauTe 3a 6€30MaCHOCT, OMKMCAHHU MO-A0TY, BKIIOYBAT BCHUYKH HEXeJIaH!U JIEKApCTBEHU PEeaKIMU OT
ocemrte nipoyuBanus (aza Il npu nokazanusra Bnaxkaa BJIM, OLIPB, OPPB, JIME u muonmuna XHB
C MpyueMJIMBa BEPOATHOCT 3a NPUYINHHO-CIICACTBCHA BPB3Ka C Npoueaypara Ha HHXKXCKTHUPAHE UIIN
JIEKapCTBEHUS MIPOIYKT.

Hexenanute nexapcTBEHU peakny ca M30POSHH 10 CHCTEMO-OPTaHEeH KJlac U 4eCTOTa C M3MOJI3BaHe
Ha CcJIeJHaTa KOHBEHIIUS:

MHoro yectr (>1/10), wectu (>1/100 no <1/10), Hewectn (>1/1 000 go <1/100), penku (=>1/10 000 mo
<1/1 000), c Hen3BecTHA YecToTa (OT HATMYHUTE TAHHU HE MOXKe J1a O'bJie HallpaBeHa OIIeHKA.

B PaMKUTE Ha BCAKO I'PYIHPaHEC 110 YE€CTOTA, HEKCIIAHUTE JICKAPCTBCHU pC€aKIIMU Ca NPCACTABCHU B
HU3XOAAM pe 10 OTHOIICHUC HA TAXHATa CCPUO3HOCT.
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Tabauna 1: Bcuuky CBBp3aHu C JICUCHHUETO HEXKETAHN JICKAPCTBEHN PEAKITNH, ChOOIIaBaH! ITPH
MalyeHTH B poyuBanus ¢asa Il (coopuu gannu ot npoyuBanus ¢asa 1l 3a mokaszaHusTa BlaXkHa
B/IM, OIIPB, OPPB, IME u muonuuna XHB) uiu o BpeMe Ha MOCTMApKETUHTOBOTO HAOJIOICHUE

CucreMo-opraHeH Kjiac YecToTa Hesxenana peakuus

Hapymenus Ha umynnara | Hewectn CBpBXUYBCTBHTETHOCT* **

cucTreMa

Hapyumienus Ha ounre MHoro gyectu Hamanena 3putenna octpora, Petunanna

xeMoparust, KoHIOHKTHBaIHa XeMOparus,
Boinka B okoTO

Yectn Pa3kbcBaHe Ha MUTMEHTHUS €NUTEN Ha
perunara®, OTnenBaHe Ha MUTMEHTHHUS
enuTeN Ha peTuHara, [lerenepanus Ha
petuHata, KppBOM3NIMB B CTHKIOBUIHOTO
ta10, Katapakra, KopTukanna karapakra,
Hyxneapna karapakra, CyOkarcymnapHa
katapakta, KopHeanna epo3us, Kopueanna
abpasusi, [loBuIIeHO BHTPEOYHO HANATAHE,
3ambIIieHo 3peHue, MbTHUHU B
CTBKJIOBUIHOTO TsJ10, OTienBaHe Ha
CTBHKJIOBUAHOTO T10, bosnka Ha MsAcTOTO Ha
WH)XEKTHpaHe, Y celllaHe 3a Yy’KJ0 TAI0 B
ounrte, [ToBumena nakpumanusi, OTok Ha
KJernaya, XeMoparusi Ha MsICTOTO Ha
MHXXeKTHpaHe, TOUKOBUICH KepaTHT,
Konronkrupanna xunepemusi, Ouna
XHUIIEPEMUSI

Heuectn Ennodranvut**, OrienBane Ha peTHUHATA,
Pa3kbcBane Ha perunara, Upur, YBewur,
Upunpouuknur, [TombTHsIBaHE Ha JeniaTa,
Hedexr Ha entuTena Ha poroBuniata, /Ipasaene
Ha MSCTOTO Ha WHXXeKTupane, HeoOnuaiiHo
ycellade B OKoTo, /[pazHeHe Ha kienaua,
[Honoxutenen Tunaan B mpeaHara kamepa,
OTOK Ha poroBHUIIaTA.

Penku Crnenora, TpaBmaTnuHa karapakTa, Butpeur,
XunonuoH
C HeunsBecTHa Crueput****
YECTOTa
* Hapyuienus, 3a KOMTO € N3BECTHO, Y€ ca CBbp3aHu ¢ Biaxkna B/IM. HabOmonaranu ca camo B

Npoy4BaHus pu BiaxkHa BJ/IM.

**  Kynrypa noyioKuTeneH U KyJITypa OTpHLIaTeNeH eHA0(PTaIMHUT.

*#%*  Tlo BpemMe Ha MOCTMAPKETHHTOBUS MEPHUOJI, CHOOIIEHHS 33 CBPHXIYBCTBUTEIIHOCT BKIIFOUHTEITHO
00puB, CbPOEIK, YPTUKAPUS U OTACIHH CIIydyal Ha TEXKH aHa(QUIaKTHUIHN/aHA(DUITaKTOUTHH
peaxumu.

*%%% OT MOCTMAPKETUHTOBU CHOOIICHHMS.

Onucanue na u36paHu HediCeNlanu 1eKkapcmeeru peaxkyuu

B nipoyuBanus daza Il npu Biaxkaa B/IM, ce HaO0/1aBa MOBUIIIEHA YECTOTAa HA KOHFOHKTHBAIHA
XEeMOoparus IpH NalueHTH, TpUeMalld aHTUTPOMOOTHYHH cpecTBa. Ta3u MOBHUILIEHA YeCTOTa €
CpaBHUMa MEXAY MMallMeHTHUTE, IEKYBaHU ¢ paHUOM3yMad u agaubdepuent.

Aptepuannute Tpomboemoonnunn csoutus (ATC) ca HexxenaHu cbOUTHSL, KOUTO Ca MOTEHIIUATHO
CBBbp3aHM cbe cucTeMHO nHxuOupane Ha VEGF. CoiiecTByBa TeOpeTHUEH PUCK OT apTepUaIHU
TPOMOOEMOOIMYHH CHOUTHS, BKIIFOUUTEITHO WHCYJIT M MHPAPKT Ha MHOKap/Ia, Clie/l MHTPABUTPEATHO
npuiokeHue Ha naxuomuropu Ha VEGF.
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Hucbk nporieHT Ha 3a00J1eBa€MOCT OT apTepHaIHU TPOMOOEMOOIHMYHN CHOUTHS € HaOIr0aBaH B
KIMHUYHNATE U3NUTBaHus ¢ admmbepuent npu nanuentu ¢ BJM, IME, OPB u muonnuna XHB.
Cpen nmokazaHusaTa He € HabJIoJaBaHa ChIECTBEHA Pa3IuKa MEXy IPyNHUTe, JIEKYBaHU C
a¢ubepuenT U ChOTBETHUTE CPABHUTEITHH TPYIIH.

Kakro mpu Bcuuku TepaneBTHYHH NpoTenHH, ipu Afqlir chiecTByBa BEpOATHOCT 38 MUMYHOT'€HHOCT.

CroO1aBane Ha MOAO3UPAHU HEKEIIAHN PEAKIIAU

Cro0I1aBaHeTo Ha MOI03UPAHU HEKEIIAHU PEaKIlMu CIIe/ pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBESHUS
MIPOJYKT € BaXKHO. TOBa 1MO3BOIISIBA J]a MPOIBIKH HAOIIOIEHUETO Ha CHOTHOMIEHUETO TTOJI3a/PUCK 32
JIEKapCTBeHUs TPOAYKT. OT MEAMIIMHCKUTE CIICIIUAIUCTH CE U3KCKBA J]a ChOOIaBaT BCAKA
M0/I03MPaHa HeXEIaHa PeaKIlus Ype3 HAI[MOHAIHA CUCTeMa 3a ChOOIaBaHe, IOCOUYCHA B

IIpunoxenue V.

4.9 IIpeno3upane

B KIMHWYHN M3MUTBaHMSA Ca U3IIOJI3BAHHM JI03H 10 4 Mg HAa €JHOMECCYHN HHTEPBAIH U ca
HaOJI0JTaBaHK M30JIMPAHHU CIIy4yad Ha Ipelo3upane ¢ 8 mg.

Ipeno3upaHeTo ¢ Mo-royisiM 00eM Ha WHXKEKTHpPaHe MOXKe Jia MMOBUIIH BTPEOYHOTO Haysrane. [1o
Ta3u NPUYMHA B CITy4yail Ha Mpeio3upane TpsOBa Aa ce ciei BbTPEOYHOTO HAISATaHe U Ja ce 3all0vHe
MOIXOJIAIIIO JICYCHHE, aKO CE CUeTe 3a HEOOXO0IMMO OT JICKYBaIIus Jiekap (Bxk. Touka 6.6).

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMHUYHHU CBOHCTBA

dapmakoTepanerTruHa rpymna: OpTaaMOJOTHYHU CPEJACTBA, AHTHHEOBACKYJIAPU3UPAIIH CPEIICTBA
ATC xon: SO1LAO5

Adnubeprient e pekoMOMHAHTEH (DY3MOHEH MPOTEHH, ChCTABEH OT YaCTH OT U3BbHKJICTHYHHUTE
noMeitHr Ha peuentopu 1 u 2 3a 4oBewwku cbaoB eHgoTeneH pacrexxeH gaxkrop (VEGF), cevp3anu ¢
Fc-vacrra Ha yoBenku IgGl.

Adnubeprent e npousseneH B K1 kieTku ot siiunuk Ha kutaiicku xamcrep (CHO) upes
pexombOunanTHa JIHK TexHomorus.

Adnubeprent eficTBa KaTo pa3TBOPHM pelenTop - "mpuMamka', koiTo ce cBbp3Ba ¢ VEGF-A n
PIGF c mo-Bucok apHATET, OTKOIKOTO ECTECTBEHHTE UM PEICTITOPH, KATO IO TO3W HAYWH MOXKE J1a
WHXUOMpa CBBP3BAHETO U aKTUBHPAHETO Ha Te3U cXoAHu peuentopu Ha VEGEF.

Afqlir e Onosorn4yHoO MOA00CH JeKapcTBeH NpoaykT. [loapodHa nHGOpMAaIKs € IpeIoCTaBeHa Ha
yeOcaiita Ha EBpomneiickara areHius 1o JiekapcTpara https://www.ema.europa.eu.

MexaHu3bM Ha JeiicTBUE

CouoBusit ennioreneH pactexxer gakrop-A (VEGF-A) u munanentnust pactexxe dpakrop (PIGF) ca
ysieHoBe Ha ceMeicTBoTO Ha VEGF anrmorennure gpaxkropu, KOUTO MOraT Jia JeHCTBAT KaTO MOLIHU
MUTOTEHHH, XeMOTAaKCUYHH U BIIUSEIU BHPXY ChJIOBHS IIEPMEaOHIUTET (PAKTOPH 32 SHIOTEITHUTE
kietku. VEGF geiictBa upe3 aBe pernienropuu Tupo3ut kuaasn, VEGFR-1 u VEGFR-2, na
NoBBpXHOCTTA Ha eHnotenHuTe kietku. PIGF ce cBbp3Ba camo ¢ VEGFR-1, xoiiTo ce Hamupa cbIio u
10 MOBBPXHOCTTA Ha JIeBKoUTHTE. [IpekoMepHOTO akTHBHpaHe Ha Te3u peuentopu or VEGF-A
MOJKe J1a TOBEJIE J0 MTaTOJIOrMYHa HEOBACKYJIapHu3alivs i PEKOMEPHA ChJI0Ba POITycKIUBOCT. PIGF
Moske aa 0bne cuHepruct Ha VEGF-A B Te3u mnporiecu, a OCBEH TOBa € U3BECTHO, Y€ cliomara 3a
JIEBKOLIUTHATA MHUITPALHS U ChIOBOTO Bh3MaJICHHE.
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dapmMakoAMHAMUIHN ed)eKTI/I

Bnaoswcna B/JIM

Brnaxnara BJIM ce xapakTepusupa ¢ matoiornyHa xopouganHa HeoBackynapmsanus (CNV).
W3tnuaHeTo Ha KPbB M TEYHOCT OT MATOJIOTUYHATA XOPOUIaTHA HEOBACKYIApU3aIlHs MOXE Ja
MIPUYWHY 3a/icOeIIIBaHe WIM OTOK Ha PETHHATA W/WITU CYO/MHTpapeTHHAIHA XeMOoparus, BOJICIa J10
3ary0a Ha 3pUTelHa OCTPOTA.

[Ipu naunenTy, nexKyBanu ¢ aguubdepuenT (e1Ha MHXEKLIUS MECEUHO 3a TPH MOCIIeIOBATEIIHU MECela,
MocJeIBaHO OT €JHa MHKEKIHM Ha BCEKU 2 Mecela), nebennnaTa Ha ueHtpanHara petuna [CRT]
HaMaJIsiBa CKOpO CIIe]] 3alI0YBaHe Ha JICUCHUETO, a CPEAHUAT pa3mep Ha yiezusita ¢ CNV HamansiBa B
CBHOTBETCTBHE C pe3yTaTUTE, HAOMIOAaBaHU IIPH JIedeHue ¢ panubuzymad 0,5 mg Bceku mecell.

B mpoyuBanero VIEW1 nma cpennn Hamanenus Ha CRT mpu ontrdaHO-KOXEpeHTHA TOMOTpadus
(OCT) (cpotBetHO -130 1 -129 MukpoHa B cenMuIia 52 3a rpynure Ha Jieuenne ¢ apmubeprent 2 mg
Ha BCEKH JIBa Mecena U pannbuzymab 0,5 mg Bcexu mecer). M B 52-Ta ceaMuna B Ipoy4BaHETO
VIEW2 nma cpeaan HamaneHnust B CRT npu OCT (crotBeTHO -149 1 -139 MukpoHa 3a rpynuTe Ha
neveHue ¢ apmubeprient 2 mg Ha BCEKH JIBa Mecera U paHuomsymad 0,5 mg BCeKu mMecen).
Hamanenuero Ha pasmepa Ha CNV u Ha CRT o0uuaiiHo ce 3aJppkar U npe3 BTopaTa roJuHa Ha
MIpOy4BaHUATA.

[IpoyuBanero ALTAIR e npoBeneHo npu nmanyeHTH AMOHIHM ¢ HelleKyBaHa BiakHa B/IM u moka3sa
MOI00OHU PE3yJITaTh C Te3u OT npoyuBaHusaTa VIEW, ¢ mpunarane Ha 3 mbpBOHAYAIHU €KEMECCUHU
WHXXEKUIUH adaudepent 2 mg, NOCICABAHU OT €HA MHXKEKIH CIIe OIle 2 Mecella U ciell TOBa
MIPOABIDKABAHE C PEXKHUM Ha JICUCHHE U yIbJDKaBaHE C IIPOMEHIIMBU UHTEPBAIHU (2-CEIMUYHHU

WK 4- ceAMUYHU KOPEKIUH) 0 MaKCUMYM 16-ceIMUYeH WHTepBaj ChITIaCHO MPEABAPUTEIHO
orpeneNieHn Kputepuu. B cenMuiia 52 uMa cpeiHo HaMasleHue Ha JeberHaTa Ha HeHTpaiHaTa
perura (CRT) mpu OCT ¢ -134,4 1 -126,1 MukpoHa CHOTBETHO 3a rpyraTa Ha 2-CeIMHYHA KOPEKITUS
U 3a rpymnara Ha 4- ceamuuHa Kopekuus. [IponienTsT Ha manmenture 6e3 Teunoct npu OCT B
ceamunia 52 e cpoTBeTHO 68,3% 1 69,1% B rpynuTe ¢ 2- u 4-cenMuuHu Kopekiuu. Hamanenuero Ha
CRT B noBeueTo city4au ce 3amas3Ba 1 B JBETE paMEHa Ha JICYEHHE IIPe3 BTOpaTa roJluHa Ha
npoyuBaHeTo ALTAIR.

[IpoyuBanero ARIES e npennazHadueHo 1a u3cieasa He mo-MankaTa e(huKacHOCT Ha JIeYeHHEe 1
MPOABLIDKABAHE HA CXeMaTa Ha Tpuiiaraie Ha agaubeprent 2 mg, 3aoyHaTo BeJHAra Clie/ IpuiaraHe
Ha 3 IbPBOHAYAIIHA MECCUHU MHIKEKIIUU U €[HA JOIThIHUTEIIHA HHKEKIIHS ClIe]] 2 Mecela CIipsiMO
JICUCHUE U MPOIbJKABAHE HA CXeMaTa Ha MpuiiaraHe, 3al0YHaTo CJIe]] €THOTO/UIIIHO JICYCHHUE. 3a
MAIMEeHTH, KOUTO Ce HYXKAAsAT OT MpHiiaraHe no-4ecto ot Q8 MmoHe BeIHBK B X072 Ha MPOYUYBAHETO,
CRT ocraBa mo-Bucok, Ho cpegHoTo HamaneHne Ha CRT oT u3X0qHOTO HUBO 110

cenmuna 104 e - 160,4 MukpoHa, 1o 100HO Ha MAIIMEHTHUTE, JIeKyBaH! Ha Q8 WiIu Mo-peaKu
HWHTEPBAIH.

Omox na maxynama scieocmeue na OL{PB u OPPB

[Tpu OLIPB 1 OPPB ce nonyuaBa ucxeMusi Ha peTHHATA U TS AaBa CUTHAJ 32 0CBOOOXKIaBaHETO Ha
VEGTF, koliTo Ha CBOM pea qecTabuinu3upa 3IpaBUTe BPb3KU U CTUMYJIHpa mposndepanusara Ha
engotenHu kiIeTku. OcBoboxmaBaneTo Ha VEGF e cBBbp3aHO ¢ yCIIOKHEHHS KaTO HapyIIaBaHe Ha
KPBbBHO-PETHHHATA Oapuepa, yBeJIUUeH ChI0B IepMeaduInTeT, OTOK Ha peTHHATA U
HEOBACKYJIapH3aIIHs.

[Ipu naumenTy, 1eKyBaHU ¢ 6 MOCIEAOBATETH MECEYHN MHXKEKIMH aduindepuent 2 mg e
Ha0JI01aBaH ChOTBETCTBAIL, OBbP3 U CHUIIEH MOP(OIOTHYEH OTTOBOP (KOETO € OTYETEHO C MOJ00PEHHS
B cpearaTta CRT). B ceqmuma 24 monmxkenueto B CRT e cTaTucTHYECKH MPEBB3XO0KIAIIO B
cpaBHEHHE ¢ KoHTposara u B Tpute npoyuBanust (COPERNICUS mpu

OLIPB: -457 cpemry -145 mukpona; GALILEO npu OLIPB: -449 cpemty -169 Mukpona; VIBRANT
ipu OPPB: -280 cpemy - 128 mukpona). ToBa Hamanenne ot nzxogHoro HuBo B CRT ce momappxa 10

44



Kpas Ha Bcsiko npoyusane, cenmuma 100 B8 COPERNICUS, cenmumia 76 8 GALILEO u
cenmuna 52 BpB VIBRANT.

Jluabemen maxynen edem

JnabeTHUAT MaKyJIeH eIeM € CIIe/ICTBHAE OT AMa0eTHATA PETHHOIATHS U CE XapaKTepU3Upa C TIOBHIIICH
ChJIOB TIEpMEaOUIINTET U YBPESIKIAHE HA PETUHHHUTE KAITWIIPH, KOSTO MOKE J1a JIOBEIC /10 3ary0a Ha
3pUTEITHA OCTPOTA.

[Tpu naruenTw, JiekyBaHu ¢ aQauOepIienT, IOBEYETO OT KOUTO ¢a OMITH KIIaCU(UITUPAHU KATO
naredTu ¢ auadet tun 11, ce HaOnrogaBa ObP3 U CTa0MIIEH OTTOBOP MO OTHOIICHUE Ha MOP(OJIOTHATA
(CRT, muBo o DRSS).

B npoyusanusta VIVIDPME y VISTAPME ¢ naGnroaBano cTaTUCTUYECKU 3HAYMMO TIO-TOJISIMO CPETHO
namanenue B CRT ot u3xogauTe CTOWHOCTH 10 ceaMuIia 52 TpH MaIeHTH JIeKyBaHu ¢ adaubdeprent
B CpPaBHEHHE C JIA3€PHO KOHTPOJIMPAHUTE, CHOTBETHO -192,4 1 -183,1 MuxpoHa 3a rpynuTre ¢
apmmbepuent 2Q8 u cbOTBETHO -66,2 1 -73,3 MUKpOHA 32 KOHTPOJHHUTE rpynu. B

ceamuua 100 HamaneHueTo € moaxbpxkaHo ¢ -195,8 u -191,1 Mukpona 3a rpynure ¢

admubepuent 2Q8 u ¢ -85,7 u -83,9 MEKpOHA 32 KOHTPOIHUTE TPYITH, ChOTBETHO B IPOYUYBAHUATA
VIVIDPME i VISTAPME,

Hampasena e orieHka, mokaspaia nogoopenue ¢ > 2 crpiku B DRSS no npeasapurenno yrouHen
nauus BbB VIVIDPME 1 VISTAPME, Crenenra Ha mpomsna B ckopa no DRSS e usmepena npu 73,7%
ot nanmentute 86 VIVID PME i 98 3% ot nanuenture BB VISTAPME, B cenmuna 52, 27,7%

u 29,1% ot rpynute ¢ apmubepuent 2Q8, u 7,5% u 14,3% OT KOHTPOIHUTE IPYNH Ca UMAIIH
nonobpenwue ¢ > 2 crernku B DRSS. B ceqmumia 100 crorBeTHUTE TipotieHTH ca ommn 32,6% u 37,1%
ot rpynute ¢ adpmmbepuent 2Q8, u 8,2% u 15,6% 0T KOHTPOIHUTE TPYITH.

[IpoyuBanero VIOLET cpaBHsBa Tpu pa3nuvHA CXEMH Ha MpHiIarane Ha aguuoeprent 2 mg 3a
neuenue Ha JIME cren Hali-Maliko e/1Ha TOIMHA JICYCHHUE ¢ PUKCUPAHU MHTEPBAIIU, KaTO JICICHUETO ©
3aMo4HaTO € 5 MOCeI0BaTeIHU MECEYHH I03H, MTOCIEABAHN OT IIpUjIaraHe Ha Bceku 2 mecera. B
cenmuna 52 u cenmuna 100 oT mpoyyBaHeTo, T.€. BTOpa U TPETa TOAWHA OT JICUYSCHUETO, CPETHUTE
npomenu B CRT ca knuanyHO nmogoOHu 3a jeyenue u npoabibkasane (2T&E), ciopen nyxaute (pro
re nata (2PRN)) u 2Q8, cvoTBeTHO -2,1; 2,2 1 -18,8 MukpoHa B ceamuria 52,

u2,3;-13,9 u -15,5 muxpona B ceamuna 100.

Muonuuna xopoudania Heo8aCKyIApU3AYUSL

MpuonuuHata XopouaiHa HeoBackyiapu3anus (Muonuuna XHB) e yecta mpuunHa 3a 3ary6a Ha
3pEHHE MPHU Bb3PACTHH C ATOJIOrMYHA MUOIHS. Ts ce pa3BUBa KaTO MEXaHMU3bM 3a 3apacTBaHE Ha
paHu, BCICACTBUE HAa PYNITYpH Ha MeMOpaHaTa Ha Bruch u npencrapisBa Hail-uecToTO CHOUTHE,
3aCTpalliaBalio 3pEHUETO, MPH MATOJIOTHYHA MUOTIHSI.

[pu nanmenTy, nexyBanu ¢ aguubdepuent B npoyuBaneTo MYRROR (eqHa nHxeKIust, NpuiioxxeHa B
Ha4yaJI0TO HA TEpaIuATa, C JOIMBIHUTEITHN HHKEKIIUH, TPUIaraHu B CITydall Ha MEPCUCTUPAHE Ha
3abomsiBaneTo Wi peunaus), CRT HamamsiBa ckopo clies 3aroyBaHe Ha JICYCHUETO B [10J13a Ha
admbepuent B ceamuiia 24 (-79 MUkpoHa U -4 MUKPOHA, ChOTBETHO, 3a rpyliaTa 3a JeUeHHUE ¢
adubepiienT 2 mg ¥ 3a KOHTPOJIHATA TPYyIIa), KaTo ce 3ama3Ba 70 ceaMuiia 48.

B nonennenue, cpennusat pazmMep Ha XHB ne3ust HamansBa.

45



Knanangna CQQI/IKaCHOCT 1 0€30IMacHOCT

Bnaoswcna B/JIM

be3onacHocTTa 1 eprKacHOCTTa Ha aQIMOSPIENT ca ONICHEHH B IBE PaHIOMHU3UPAHH,
MHOT'OLIEHTPOBH, IBOMHO-CJIENH, AKTUBHO-KOHTPOJIMPAHU POYYBAHUS NIPU NALUEHTH ¢ BiaxHa B/IM
(VIEW1 u VIEW2) ¢ o610 2 412 nanuenra JIekyBaHu u OllcHsIBaHU 3a eukacHocT (1 817 ¢
admmbepuent). Bp3pactra Ha manmenTuTe Bapupa Mexay 49 u 99 rogunu, cpeano 76 roguau. B Tesn
KIIMHUYHU Tpoy4BaHus, mpuommsurenHo 89% (1 616/1 817) ot mauueHTHTE, paHAOMU3UPAHA 32
nedeHue ¢ ahaubepuent ca OUiIM Ha Bb3pacT 65 TOAMHHU WM MO-BB3PACTHHU, U NpuOIn3uTenHo 63%
(1 139/1 817) ca 6unu Ha BB3pacT 75 TOAWHU WIH NIO-BB3pacTHU. BbB BCSAKO MpOyYBaHe MAallUCHTUTE
ca paHmoMu3HupaHu B choTHOIICHHE 1:1:1:1 Ha 1 OT 4 cXemu Ha MpUITaraHe:

1)  admubepuenT, npuiarad Mo 2 mg Ha BCEKU 8 CeIMUIN cliesl 3 MbPBOHAYAIHU €KEMECEUHU
no3u (adgmbeprent 2Q8);

2) adubepuenT, mpuiaran mo 2 mg Ha Bceku 4 cenmuii (admaubdeprent 2Q4);

3)  admubepuent, npuiarad mo 0,5 mg Ha Bceku 4 cenmunu (agumbepuent 0,5Q4); u

4)  panmbmuzyma0, mpunarad no 0,5 mg Ha Bceku 4 cenmuiy (panubuzymad 0,5Q4).

[Ipe3 BTOpara roguHa Ha NPOYYBAHUATA, TALIMEHTUTE IPOABIDKABAT /1A MOMy4YaBaT MMOJIy4aBatT
I'bPBOHAYATIHO PAaHAOMHU3UpaHaTa 103a, HO 110 MOAU(HUIUpPaHa CXeMa Ha NIpUjlaraHe, BOJACHa OT
OLIEHKAaTa Ha Pe3yJITaTHTE 110 OTHOIIECHHE Ha 3pEHUETO M AaHATOMUYHATA HaX0/Ka ¢ e(UHUPAH 110
MIPOTOKOJI MaKCUMaJIeH UHTEpBaJl Ha Mpujarade ot 12 ceaMuIiy.

U B nBeTe nmpoyuBaHus MbpBUYHATA KpaiiHa TOUKa 332 €PUKACHOCT € MPOLIEHTHT MALlCHTH B
MOIyJIAIMATA 110 IPOTOKOJI, KOUTO MOAIBPIKAT 3pEHHE, T.€. KaTo 3aryda Ha mo-Majko oT 15 Oyksu ot
3pUTeNIHaTa OCTPOTA B CEAMHUIIA 52 CIIPAMO U3XOJHOTO HUBO.

B npoyusane VIEW1 B cenmuna 52, 95,1% ot nanueHTute B rpynara ¢

adubepuent 2Q8 moaabpxKaT 3pEHUETO B cpaBHEHHUE ¢ 94,4% OT manueHTuTe B rpymnara ¢
panubuszymab 0,5Q4.

B npoyusane VIEW2 B cenmuna 52, 95,6% OT manueHTHTE B rpymara ¢

adumbepuent 2Q8 noaabpKaT 3peHUETO B cpaBHEHUE ¢ 94,4% OT manueHTUTe B rpynara ¢
panuduszymad 0,5Q4. B asere npoyuBanus, aauOepIenT e JoKa3aHa KaTo He MO-Maliko epUKacHa u
KIIMHUYHO €KBUBAJIICHTHA Ha Tpymara ¢ paanouzymad 0,50Q4.

[MonpoOHU pe3ynTaTy OT KOMOMHHPAHUS aHAJIM3 HA JBETE MIPOYUYBAHUS € IMOKa3aH B Tabnuna 2 u
¢durypa 1 mo-noiny.
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Tabauua 2: PesynraTtu 3a epukacHOCT B cenmuna 52 (TbPBUYCH aHATN3) U ceaMuiia 96;
KOMOMHHMpPaHHU JaHHH OT npoyusanusta VIEW1 nu VIEW2D

A)

b)

B)

r)
)
E)

Pesyarar 3a Adandepuent 2Q8 Panu6uzyma6 0,5Q4 (panudusym
epuxacHoct (admmbeprient 2 mg Ha a6 0,5 mg Ha Bceku 4 ceqMuIn)
BCEKH 8 CeIMUITH
cies 3 HadallHM €)KeMECEeUHHU (N =1595)
JI03H)
(N=607)

Cenmuma 52 Cenmvuia 96 Cenmuira 52 Cenmvuia 96
Cpenen Opoii
HH)KEKIUH OT 7,6 11,2 12,3 16,5
W3XOJHOTO HUBO
Cpenen Opoii
WHXEKIUH (0T 4,2 4.7
ceammuria 52 1o 96)
[Ipouent

IIaMEHTU ChC
3ary0a < 15 OykBu
oT

HU3XOAHOTO HUBO
(PPS™)

95,33%" 92,42% 94,42% 91,60%

Paznmuka® 0,9% 0,8%
(95% HH)T) ('1:7a 3:5)E) (_2537 358)E)

CpenHa npomsiHa B
BCVA, usmepena
Ype3 OLECHIBAaHE HA
OyKBHTE 11O
ETDRS? ot
H3XOAHOTO HHUBO

8,40 7,62 8,74 7,89

Paznuka B LS A
CpezHa IPOMSHA
(6ykBu 10
ETDRS)?

(95% JIN)"

-0,32 -0,25
(-1,87;1,23) | (-1,98; 1,49)

IIponeHt
MMaIUeHTH C
nomoopeHune 30,97% 33,44% 32,44% 31,60%
> 15 O6ykBu ot
HU3XO0JIHOTO HUBO

Paszmuka® (95% -1,5% 1,8%
HH)F) ('698a 398) (_395a 791)

BCVA: Haii-n00pe xopurupaHa 3puTeiiHa 0OCTPOTa

ETDRS: IIpoyuBane Ha paHHO JieueHue Ha quabetHa peruHonatus (Early Treatment Diabetic
Retinopathy Study)

LS: Cpennu cToifHOCTH 1O METO/A HA Hal-MaJIKUTe KBajgpatH, noirydeHn ot ANCOVA PPS: no
MIPOTOKOIT

Hsanara anannsupana nomynanus (FAS), mpeHacsHe Ha JaHHWTE OT TOCIETHOTO HAOMIOIEHHE
(LOCF) 3a BcuukH aHaIM3M € U3KJIIOYEHNE HA TPOLIEHTA MAlMEHTH, TOLABPKaIY 3pUTETHA
oCTpoTa B ceaMuIia 52, koero npeacrasissa PPS

Pasnukara e cToifHOCTTa 3a Tpymnara ¢ adauOepIenT MUHYC CTOHHOCTTA 3a IrpyIara ¢
pannbusymad. IlonoxxuTenHa CTOMHOCT € B 1oJ3a Ha agaudepuent.

Hoseputenen unatepsai (A1), n3uncien 4pe3 HOPMAIHO TPUOTIKEHHE

Cren 3amovBaHe Ha JIeYEHUE C TPH €KEMECCUHH JI031

JloBepuTeneH nHTEpBaJl, Jexai u3isuio Hal -10%, noka3sa He O-Majka epUKaCHOCT Ha
adumbepuenT crupsaMo paHnonuzymad
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®@urypa 1. Cpegra npomsHa B 3pUTEIIHATA OCTPOTA OT U3XOTHOTO HUBO JI0 ceamuia 96 3a
KOMOWHHUpaHUTE
JaHHU OT nmpoyyBaHusTa Viewl u View?2

ocTtpoTa (byksu)

CpefiHa npoMsiHa B 3puUTenHaTa

0 o] 1 1 1 ] 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 [ 1 ]

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

CeoMmuum

—8— Adrmbepuent 2 mg Q8 —0— Panubusyma6 0,5mg Q4 ceamuL*
ceammumn*

[Tpu xkomOuHMpan ananu3 Ha ganaute oT VIEW1 u VIEW2, adhnubepuent nokassa KITHHAIHO
3HaYUMH MMPOMEHHU OT U3XOJHOTO HUBO B IIPCABAPUTEIIHO I[C(I)I/IHI/IpaHaTa BTOpHUYHa KpaﬁHa TOYKa 3a
e(hMKaCHOCT, U3MEPEHU Ype3 BBIIPOCHUK 3a 3puTeiiHaTa GyHKIUS Ha HarmoHanHus oTaaMoaoruiaeH
nHcTuTyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 kKmTuHUYHO
3HAYMMH Pa3JIuKH ¢ paHUMHU3yMa0. BenmunnaTa Ha T€3u MpoMeHH € 1Mo j00Ha Ha HaOJIr01aBaHaTa B
MyONMKyBaHH MPOYYBaHUs, KOETO ChOTBETCTBA Ha MOA00PsIBaHE HA 3pEHUETO ¢ 15 OyKBH mpH

Hal- oOpe kopurupana 3purtenna ocrpora (Best Corrected Visual Acuity, BCVA).

I1pe3 Broparta roguHa Ha MPOYYBaHUATA, €(PUKACHOCTTA KATO IISUI0 C€ MOJIBPIKA JI0 OCIEIHOTO
olleHsABaHE B cenMuIia 96, kato 2-4% OT MaIMeHTUTe ca ce Hy>KJaelld OT BCHYKH WHKEKIUH Ha
MeceuHa 0a3a, a 1/3 oT manueHTuTe ca ce Hy)X/Jaeln Hail-MaJIko OT €JHa MH)KEKIMs C MHTEpBaIl Ha
JICYEHUE OT CaMO €JIMH MecCell.

HamanenueTo Ha cpeaHaTa 110l Ha XOpOHIaJiIHa HEOBACKYJIapU3alHsl € BUIMMO BbB BCHUKH JO30BH
IPyNHY U B ABETE MPOYYBAHHMS.

Pesynrarute 3a epukacHOCT BbB BCHUKHU OLICHSIBAHU IMOATPYNH (HATP. Bb3pacT, MO, paca, 3puTeHa
OCTPOTa Ha U3XOAHO HUBO, BUJI HA JIE3UATA, Pa3MEp Ha JIE3UsITa) BbB BCSIKO MPOYYBaHE U IPU
KOMOWHHMpaHHS aHaJHu3 ca B ChOTBETCTBUE C PE3YNITATUTE B IEITUTE TOMYJIallnH.

ALTAIR e 96-ceaMUYHO MHOTOLIEHTPOBO, PAHAOMHU3UPAHO, OTBOPEHO MPOYyUYBaHEe Npu 247 MauueHTu
STIOHLIM C HeJleKyBaHa BiiaxkHa BJIM, nmpeaHa3HaueHo Aa oueHN e(pUKacHOCTTa M 0€30I1aCHOCTTa Ha
adumbepIenT cie/ IBe pa3InyHN KOPEKIMY Ha HHTepBaia (2-ceMUyYHa U 4-CeIMUYHA) TIPH PEKUM
HAa JICYEHHE U YIbIKABAHE.

Bceuuky nainueHTy nojydyaBaTr MeCceuHHU 1034 aduubeplenT 2 mg B IPOIbIDKESHHE Ha 3 Mecela,
TIOCJIEIBAHO OT €THA MHXKEKITUS CIIeN JOMBIHUTENICH 2-MeceueH nHTepBal. B cemmuria 16 marmenTuTe
ca pagpomusupanu 1:1 B 1Be rpynu Ha JieueHue: 1) aguubeprient, JeueHHE U yIbDKaBaHe

¢ 2-CeaMUYIHH KOpeKIny u 2) agimubeprient, JeUeHne U yabbKaBaHe ¢ 4-CeIMIUIHN KOPEKITHH.

Y 1pbKaBaHETO WK ChKpaIlaBaHETO HAa MHTEPBAJIA HA JICUCHUE € OTPEICIICHO Bh3 OCHOBA Ha
3pUTEITHU W/WIIM aHATOMUYHU KPUTEPHH, OIIPEJICIICHHU C MPOTOKOJI, C MAKCUMAJICH UHTEPBAI

ot 16 cenMuIy 3a 1BeTE rpymnu.
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[IspBryHaTa KpaiiHa ToUYKa 3a e()UKAaCHOCT ¢ cpeanHara npoMsHa B BCVA 0T U3X0HOTO HHUBO J10
ceamuna 52. BropuuHuTte KpaitHu TOUKH 3a e(hUKACHOCT ca MPOLEHTHT Ha MAlMEHTHUTE, TIPU KOUTO
HsIMa BJIOIIaBaHe ¢ >15 OyKBH, M IPOLIEHTHT HA MAIUEHTUTE, IPX KOUTO MMa IOAOOpEHNE C

Haii- manko 15 6yksu npu BCVA 0T U3X0AHOTO HUBO 70 cenqmuna 52.

B cenmmuma 52 manueHTHTE B paMOTO HA JIEYSHHE U YABKaBaHe C 2-CEIMUYHHA KOPEKIINA TOTy4daBaT
cpenHo 9,0 OyKBU OT U3XOJHOTO HUBO B CpaBHEHHE C 8,4 OYKBU 3a TE€3H B Ipynara ¢ 4-CeIMUYHU
kopekmn [Pazmuka B LS B Oyksure (95% CI): -0.4 (-3,8;3,0), ANCOVA]. IIpoueHTsT Ha
MAIUeHTHTE, IPU KOUTO HsAMA BIIOMIaBaHe ¢ >15 OykBH, B IBETE paMeHa Ha JiedeHne e cxojeH (96,7%
B Ipymnara ¢ 2-CeIMUYHH KopeKimu U 95,9% B Ta3u ¢ 4-ceiMUIHN KOpeKIuK). [IporieHThT Ha
MaIUeHTHTE, P KOUTO UMa Nojjo0peHue ¢ >15 Oykeu B ceamuna 52, € 32,5% B rpynara

¢ 2- cemmuunn Kopekumu U 30,9% B Ta3u ¢ 4-ceqMudHN KOopeKiuu. [IponeHThT Ha MalueHTHTe ¢
HWHTEpBaja Ha JICUCHHE, ABIDKEeH 10 12 cenmuiu unu noseue, € 42,3% B rpynara ¢ 2-ceIMUIHI
Kopekiuu 1 49,6% B Ta3u ¢ 4-ceqmMuuHu Kopekunu. OCBEH TOBa, B Tpymnara ¢ 4-ceMUYHU

kopekmun 40,7% OT manueHTHTe ca ¢ MHTepBal, yabDKeH 10 16 ceamumu. [lpn nociaennoro
nocemneHune no ceamuna 52 56,8% u 57,8% OT manueHTHTe CHOTBETHO B TPYIIHTE C 2-CEAMUIHU

U 4-CeIMMYHH KOPEKIUH ca C IJIaHUpaHa CJIeIBalla MHKEKIUS B HHTEPBaJI OT 12 CeIMUIU WU
IoBeue.

[Ipe3 BTOpara romuHa OT IPOYYBaHETO, €PUKACHOCTTA B TOBEUYETO CIIy4au ce 3ama3Ba J0 MOoCiIeHaATa
OLICHKA B ceIMUIIA 96 BKIIIOUMTEIHO, ChC CPETHO MOJO0pEHHEe OT U3X0THO HUBO 7,6 OYKBH 3a rpynata
¢ 2-ceIMUYHH KOpeKIwH 1 6,1 OykBu 3a rpymnata ¢ 4-ceqMuaHu Kopekun. [IporeHTsT Ha
MalKUeHTUTE, KOUTO Ca yIBDKWIM HHTEpBaia Ha JieueHue 10 12 ceamuIu wiu mnoseue, € 56,9% B
rpynara ¢ 2-ceIMUYHH Kopekiuu u 60,2% B rpymnata ¢ 4-ceqmMuunu Kopekuuu. [Ipu mocneaHoro
nocemienue npeau cenmuna 96 64,9% u 61,2% ot nauueHTUTE B TPYIIUTE C 2-CEAMUIHU

U 4- ceAMUYHU KOPEKLHMHU Ca ChOTBETHO C IJIAHUPaHa CJIE€ABAIla MHXEKIKS B HHTEpBaJl

ot 12 cenmunu unu nosede. [Ipe3 BTopara roanHa ot JISYEHUETO MAIUEHTUTE B TPYITUTE

¢ 2-CeIMUYHH U 4-CeIMUYHU KOPEKITUHU T0ydaBaT ChOTBETHO CpeaHo 3,6 u 3,7 MHKEKITUH.

[Ipe3 2-roauiiHus nepuo Ha JIeUeHUE NalMeHTUTe nouaydyaBaT cpeaHo 10,4 nnxexuuu.

3puTeTHATE U CUCTEMHUTE PO Ha 6E30TIaCHOCT ca MOI00HN Ha 0€301MacHOCTTa, Ha0II0JaBaHa B
ocHoBHUTE npoyuBanus VIEW1 u VIEW2.

ARIES e 104-ceqMu9HO MHOTOIICHTPOBO, PAHIOMHU3UPAHO, OTBOPEHO, AaKTUBHO KOHTPOJIUPAHO
poyuBaHe IIpu 269 nanueHTH ¢ HeJleKyBaHa BiaxxHa BJIM, npegHazHayeHo Jja OLIEHH HE NO-MaJlkaTa
e(pMKaCHOCT, KAKTO M OE€30IaCHOCTTA Ha JICUCHHE U MPOIBJDKABAHE HAa CXeMaTa Ha IpUJlaraHe,
3aMmoyvHaTo cjesn 3 Mmocjaea0BaTeIHu MECEYHH JO3H, MTOCIIEABAHM OT yIbJKaBaHEe JI0 IByMECEUEH
WHTEpBaJ Ha JeUYEHHE CIIPSIMO JISYeHHE U TPoIbJKaBaHe Ha cXxeMaTa Ha MpujiaraHe, 3ali04HaTo Ciesl
I'bpBaTa FOAMHA OT JICYEHUETO.

[IpoyuBanero ARIES u3crenBa chiio mporeHTa Ha MalueHTUTe, KOUTO C€ HYXKAAAT OT MO-4eCTO
JIeYeHHE, OTKOJIKOTO Ha BCEKH 8 CEIMUIIN, Bb3 OCHOBA HA PEIIEHUETO Ha U3CIIeI0BaTENs.

Ot 269 nauuentu 62 MalMEeHTHU ca MOJMy4aBalld O-YECTO MPUIIAraHe MOHE BEIHBX 10 BpEME Ha
npoy4BaHeTo. TakuBa MalMeHTH OCTaHaBaT B IPOYYBAHETO U MOIYy4aBaT JICUCHHUE CIIOPE]
Hail-no0paTa KJIMHUYHA MPEIeHKa Ha U3CIIeI0BATENs, HO HE TI0-UECTO OT BCEKU 4 CEIMUIIN U
WHTEPBAJIUTE UM Ha JIeueHHEe Morar 1a ObaT yABIDKEHA OTHOBO ciiel] ToBa. CpeJHUAT HHTEpBaI Ha
JIEYEHUE CIIE]] PEeLICHUETO 3a Mo-uecto JeueHue € 6,1 cenmmuuu. BCVA Ha cenmuna 104 e mo-Hucka
MIpH MAIUEHTH, KOUTO C€ HYXKIAST OT MMO-WHTEH3UBHO JIeUeHNEe MMOHE BEIHHK B X0/1a Ha MPOYYBAHETO,
B CPaBHEHHUE C MALMEHTH, KOUTO HE Ce HYXIaAT, U cpenHaTa npoMsHa B BCVA oT u3X0qHOTO HUBO 110
Kpas Ha mpoyuBaHeTo € +2,3 £+ 15,6 OykBu. OT manueHTure, JeKyBaHH 1M0-4ecto, 85,5% monabpxar
3peHHe, T.€. 3aryoBaT mo-Maiko ot 15 0yksu, a 19,4% nonyyasar 15 uiu noeeue Oyksu. [Tpopunst
Ha 06€301MacHOCT Ha MAIMeHTUTE, JIEKyBaHH MTO-4ECTO OT BCEKH 8 CEIMUITHN, € CPABHUM C JTAHHUTE 32
6e3onacHoct B VIEW 1 u VIEW 2.
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Omox na maxynama eciedocmsue na OL[PB

BezomnacHoctTa 1 epmkacHocTTa Ha ahIMOSPIICTIT Ca OIICHEHHU B JIBE PaHIOMHU3UPaHH,
MHOTOLEHTPOBH, JBOWHOMAaCKHpaHH, IJIane00-KOHTPOIMPaHH POYYBAHUS MPH MAlMEHTH C OTOK Ha
makynara Beaenacteue Ha OLIPB (COPERNICUS u GALILEO) ¢ o6mio 358 maruenTy JeKyBaHd U
TTOAXOMISIIN 3a olleHKa Ha eukacHocTTa (217 ¢ admubepient). Br3pacTTa Ha ManMeHTHTE Bapupa

ot 22 no 89 roaunu, cpeano 64 rogunu. B OLIPB npoyuBanusta, npubnusurenno 52% (112/217) ot
MMalHeHTHTE, PAHIOMHU3HUPaHH 3a JiedeHne ¢ adiaubdeprienT ca OWIM Ha Bb3pacT 65 TOIWHA WIH
M0-BB3pacTHH, U mpubmu3nTenHo 18% (38/217) ca Ounm Ha BB3pacT 75 TOIWHU WITH MO-BB3pacTHH. B
JIBETE TPOYYBaHUs MAMEHTHTE ca Pa3lpeesiCHH Ha CIydaeH MPUHIUI B ChOTHOLICHUE 3:2 B Tpymnara
3a MHKeKTHpaHe Ha admbepuent 2 mg Ha Bcekd 4 cenmunu (2Q4), nim B KOHTPOJIHATA TPyTa 32
WHKEKIINH ¢ T1are60 Ha BCEKH 4 CEIMUIIN, 3a 0010 6 MPHIIOKCHUS.

Cren 6 exxeMeceYH! MHKEKLIUH MAUESHTUTE ca MOTyYaBall JIEYCHHE CaMO aKo ca OTTOBapsyIi Ha
MPEBAPUTEITHO ONPE/ICIICHN KPUTEPHUH 3a JICUCHHUE, C U3KITIOUCHUE HA TTAIIMCHTUTE B KOHTPOJIHATA
rpyna Ha mpoyuBaHeto GALILEO, xonuTo ca mpoabKWIN Ja MOTyYaBar Iuianedo (KOHTpoia Ha
KOHTpoJarta) A0 ceamuna 52. OT Ta3u BpeMeBa TOYKa, BCHYKH MAIEHTH ca OWJIM Ha JICYeHHUE, aKo ca
OTrOBapsyIv Ha MPEBAPUTEITHO ONPEACTICHUTE KPUTEPUH.

U B nBeTe mpoyuBaHus MbpBUYHATA KpaiiHa TOUKA 3a e(UKACHOCT € OMI MPOLEHTHT NallueHTH, KOUTO
ca ce monoOpwiu ¢ moHe 15 0ykeu B BCVA Ha cenmunia 24, B cpaBHEHHE C U3XOJ/IHO HUBO.
Bropuunara mpomeHnrBa 3a epUKACHOCT € OMIa MpoMsHa B 3pUTeITHATa OCTPOTa B ceaMuInia 24 B
CpaBHEHHE C U3XOJIHOTO HHBO.

Paznukara Mexay TepaneBTHYHUTE TPYIH € Orila CTATUCTHYECKH 3HAYMMa B TI0I3a Ha adaubdeprent u
B JIBETE MMPOYYBaHUSA. MaKCHMaIHOTO IMOIOOpPEHHE Ha 3pUTETHATA OCTPOTA € JOCTUTHATO Ha Mecell 3 ¢
MOCJIEABAIO cTaOMIM3upane Ha 3putenHata octpota 1 CRTao mecen 6. CTaTUCTHYECKY 3HAYMMATA
pasiuKa e moaabpIKaHa A0 cenMuua 52.

[ToapoOHu pe3yaTaTi OT aHaM3a Ha ABETE MPOYUYBAHMUS ca NIOKa3aH! B Tabiuna 3 1 Ha
¢urypa 2 mo- soiy.

50



Ta6auna 3: Pesynraru 3a epukacHOCT Ha ceamuua 24, ceamuna 52 u ceamuna 76/100 (Lsuiata ananusupana rpyna ¢ LOCFP) B mpoyusanus COPERNICUS u

GALILEO
Pesyaratu 3a COPERNICUS GALILEO
e(UKaCHOCT
24 ceamunu 52 cexmunu 100 ceqvuu 24 cexmunu 52 ceamunu 76 cenmMunu
Adundepuent | Kontpoaa |Aduubepuent Kontpoaa® | AdunGepuent® | Kontpona’® | Adumdepuent | Kontpona | Adumbepuent | Kontposa |Adumdepuent ® | Kontpona™
2 mg Q4 (N=173) 2 mg (N=173) 2 mg (N=73) 2 mg Q4 (N =68) 2 mg (N =68) 2 mg (N =68)
(N=114) (N=114) (N=114) (N=103) (N=103) (N=103)
IIpouent
MaLUeHTH C
nonobpenne 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
> 15 OykBu OT
H3XOIHOTO
HHBO
Iperersnena 44.8% 25,9% 26,7% 38.3% 27,9% 28,0%
pazmaka™® N (33,0, 56,6) (11,8, 40,1) (13,1, 40,3) (244,52,1) (13,0, (13,3,
(95% aAN) 42,7) 42,6)
p-cToitHOCT p <0,0001 p =0,0006 p=0,0003 p <0,0001 p= p=0,0004
0,0004
Cpenna
poMsiHa
B BCVAP),
H3MepeHa 1o
ETDRS® 17,3 -4,0 16,2 3,8 13,0 1,5 18.0 33 16,9 3.8 13,7 6,2
pesyJrar 3a (12,8) (18,0) (17,4) (17,1) (17,7) (17,7) (12.2) (14,1) (14,8) (18,1) (17,8) (17,7)
OyKBH OT
U3XOHOTO
HHBO
(SD)
Paznuka B LS
cpenHa 21,7 12,7 11,8 14,7 13,2 7,6
croitnoct®B | (17,4, 26,0) (7,7,17,7) (6,7, 17,0) (10,8, 18,7) (8,2, 2.1,
) 18,2) 13,1)
(95% JAN)
p-cToitHOCT p <0,0001 p <0,0001 p< p <0,0001 p< p=0,0070
0,0001 0,0001

A)

Pasnukara e agubeprent 2 mg Q4 cenMuI MHHYC KOHTPOJIa
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b)

B)

)

Y

E)

Xx)

Pa3nukara u nosepurennusat uatepsai (M) ce nzuncisiBart, karo ce usnon3sa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupan 3a peruos (AMeprka CrpsiMo OCTaHajaTa 4acT OT CBEeTa 3a
COPERNICUS u Espomna crpsamo Aznsi/Tuxookeancku pernot 3a GALILEO) u n3xonua xareropust mo BCVA (> 20/200 u < 20/200)

BCVA: Haii-no6pe xopurupana 3purensa octpota (Best Corrected Visual Acuity) ETDRS: IIpoyuBane ¢ panHo iedyenne Ha nuabetHa perunHonarus (Early Treatment Diabetic Retinopathy
Study)

LOCEF: Ilpenacsize Ha nanuuTe OT nocienHoTo Habmoxaenne (Last Observation Carried Forward) SD: CrannapTHO OTKIIOHEHHE

LS: Cpennu cToifHOCTH IO METOa Ha Haii-MalKUTe KBaapartu, noaydeHnu or ANCOVA

Pa3snuka B LS u nosepurenen nnTepsan Ha 6a3ara Ha mogen ANCOVA ¢ dakTopu: rpymna Ha JieueHHe, perioH (AMepuka cripsiMo octaHanaTa dact oT cBera 38 COPERNICUS u EBpomna cripsimo
Asusi/Tuxookeancku peruot 3a GALILEO) u n3xonua kareropus mo BCVA (> 20/200 u < 20/200)

B npoyusanero COPERNICUS narpieHTHTe B KOHTPOJIHATA TPYyIIa ca MOTJIM J1a Moy4aBaT agauleplent Npy Bb3HUKBAHE Ha HYKJa, C YeCTOTa BEHBX Ha BCEKH 4 CEAMUIM OT ceamuua 24 1o
ceqMuIa 52; NaeHTUTe ca MMajld BU3UTH Ha BCEKH 4 CEIMHUIIH.

B npoyuanero COPERNICUS kakTo nanueHTHTE OT KOHTPOJIHATA TPyIIa, TaKa U MalueHTuTe Ha adumbeprent 2 mg, ca noiydaBany adiaubeprent 2 mg Ipy B3HUKBAaHE Ha Hy’)Xa C 4eCTOTa
BE/IHBXK Ha BCEKHU 4 CEeIMHUIM OT cenMuIa 52 1o cenmMuia 96; manueHTuTe ca MMaiy 3aIbJDKUTENTHA BH3UTH Ha 3 Mecella, HO € MOJKeJIo a O'b/IaT IPerJIe)IaH! U Ha BCEKH 4 CEIMUIIM, aKo €
HE0OXOUMO.

B npoyuBanero GALILEO kakTo manueHTUTE B KOHTPOJIHATA TPyTIa, Taka U MalUeHTUTE Ha adumbepuent 2 mg, ca moiydyasain agaudepuent 2 mg npy Hyk1a, Ha BCEKH 8§ CEAMUIIH OT
ceqMuIia 52 10 ceaMuIia 68; MaleHTUTe ca NMaJX 3aJb/DKUTEITHA BU3UTH HA BCEKH § CEIMUIIH.
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®urypa 2: CpenHa IpoMsiHa OT U3XOIHOTO HUBO 10 ceamuiia 76/100 B 3puTeHaTa 0CTpOTa IO IPYIH
Ha jedenue 3a npoyuBanusiara COPERNICUS u GALILEO (Ilsutata ananu3upana rpyra)

ocTpoTa (bykBu)

CpefiHa npomsiHa B 3puTenHa
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Cegmuum
——&—— Adnunbepuent 2 mg ——@—— KoHTtponHa rpyna

X Mokassa npemnHaBaHeTO Ha KOHTponHara rpyna kbM PRN neuenue ¢ acnu6epuent 2 mg

B GALILEO, 86,4% (n = 89) ot rpynata Ha adiubepuent u 79,4% (n = 54) ot rpynata Ha manedo
ca 6mu ¢ OLIPB nepdy3us Ha u3xoaHO HEUBO. B cenmuiia 24, Toea ca 6mnu 91,8% (n = 89) B rpymnara
Ha adumbepuent u 85,5% (n = 47) B rpynata Ha 1uiaie6o. Te3u mponopIuu ce IoAAbPIKaAT B
cenmuna 76, ¢ 84,3% (n = 75) B rpynara Ha adaubepuent u 84,0% (n = 42) B rpynata Ha mianeoo.

B COPERNICUS, 67,5% (n = 77) ot rpynara Ha apaudepuent u 68,5% (n = 50) ot rpymnara Ha
iane6o ca 6wn ¢ OLIPB nepdy3us Ha u3xomHo HUBO. B ceqmuna 24, ToBa ca 6w 87,4% (n=90) B
rpynata Ha adaubepuent u 58,6% (n = 34) B rpynata Ha miane6o. Te3n mponopuuu ce moAIbpKaT B
ceamutia 100, ¢ 76,8% (n = 76) B rpynara Ha adpnubepuent u 78% (n = 39) B rpymnara Ha 1uramne6o.
[NaruenTuTe B rpymnara Ha IIanedo ca UMajM IIPaBo Ja MojiydaBat aQuinoepienT oT ceamuiia 24.
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BnaronpuatHUST epeKT OT JIedeHHETO ¢ aduInOepIenT BLPXY 3puTeHATa (YHKIHUS € IOJJOOCH B
W3XOJHUTE MOJITPYITU OT MaMeHTH ¢ nepdysus u 6e3 nepdysus. EQekturte Ha TeueHHETo BB BCUUKH
OIICHSIEMU TOJTPYIH (HAMp. BB3PacT, MMOJ, paca, 3pUTeIHa OCTPOTa Ha U3XOAHO HUBO,
npoabinkuTeTHOCT Ha OLIPB) BBB BCSIKO OT MPOyYBaHUATA ¢a OMIIM PUHITUITHO ChOTBETCTBAIIM Ha
pe3ynraTuTe B OOIIHUTE MOy IAIIH.

[Tpu ananuza va 0600menuTe nanau ot GALILEO u COPERNICUS agnubepuienT mokasea
KJIMHUYHO 3HAYMMH IPOMEHHU OT U3XOTHOTO HUBO 3a MPEIBAPUTETHO OIpe/ieieHaTa BTOPUYHA KpaiiHa
ToYKa 3a epukacHOCT. BerpocHuk 3a 3purennara ¢pynkus Ha Harmonanaus odraimonorndexH
uHcTuTyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25). Bennunnata Ha Te3u
MIPOMEHU € MoJ00Ha Ha HabIroJaBaHaTa B MyONMKYBaHUTE KIMHUYHH MTPOYUYBAHUS, KOETO
CHOTBETCTBA Ha IprbaBsHe Ha 15 O6ykBu B Hail-moOpe koHTponmpana 3putenHa octpora (Best
Corrected Visual Acuity, BCVA).

Omok Ha maxynama ecnedocmeue Ha OPPB

BesonacHoctTa 1 eprkacHOCTTa Ha ahIMOEPIICIT Ca OIICHEHU B €IHO PaHJIOMU3UPAHO,
MHOT'OLICHTPOBO, IBOHOMACKHUPAaHO, aKTUBHO-KOHTPOJIMPAHO [IPOYUYBaHKE MPH MTALIMEHTH C OTOK Ha
makynara Benencteue Ha OPPB (VIBRANT), koeTo BKiIFOUBa XeMHpETHHATHA OKITY3Hs Ha BeHA.
O6mio 181 manuenTy ca JIeKyBaHU | ca OMITU MOIXOAAIIN 32 OlieHKa Ha edukacHocTTa (91 ¢
adubepuent). Be3pacTra Ha manueHTUTe Bapupa ot 42 10 94 roauHu, cpeaHo 65 roaunu. B
npoyusaneto 3a OPPB, npubnusurenno 58% (53/91) ot nauneHTute, paHAOMHU3UPaHHU 32 JICUEHHUE C
adubepienT ca O Ha Bb3pacT 65 TOJUHM WM [TO-Bb3PACTHH, U npuoau3uTesHo 23% (21/91) ca
OuiM Ha BB3pacT 75 FOAMHYU WM MO-BB3PACTHU. B Mpoy4YBaHETO MallMEHTUTE Ca PAaHIOMHU3UPAHU B
cpoTHOmeHue 1:1 B rpyma Ha adprmubeprient 2 mg Ha BCEKH 8 CEIMUITH cliel 6 HadalTHH MECEUHH
WH)XEKLUH, WIN Ha JIa3epHa (OTOKoaryanus, NpuaokeHa Ha U3X0AHO HUBO (HapeueHa
,»J1a3ep-KoHTponHa rpyna’). [lanuenTrure B J1a3ep-KOHTPOIHATA IPyIla MOTaT Aa MOoIydaT
JIOITBTHUTEITHA J1a3epHa GoTokoarysamnus (HapeyeHa ,,CIIaCUTETHO JIa3ePHO JICYCHHE ), 3armoypaiia B
ceamuua 12 ¢ MUHMMaleH UHTEpBa oT 12 cenmuun. Bb3 0OcHOBa Ha NpeBapUTEIIHO ONPEAEIICHA
KpUTEPHH, MMAIUCHTUTE B TPyIaTa C Jia3ep MoraT Ja MoJy4aT CIIacCUTEIHO JICUCHHE C

agubepient 2 mg oT ceaMuIia 24, mpujiaraia Ha BCeku 4 CeIMHIIM B IIPOAb/DKEHUE HA 3 Mecella,
MOCJIEIBAHO Ha BCEKH § CEAMUILIH.

B knmuangnHOTO MpoyuBane VIBRANT, mbpBUUHaTa KpaiiHa TOUKa 32 e(UKacHOCT € OWJI MPOIEHTHT
MAIUeHTH, KOUTO ca ce nmofoopwin ¢ one 15 6yksu B BCVA Ha cenqmuiia 24 B cpaBHEHUE C
M3XO0JIHOTO HUBO KaTO Tpynara Ha aprudeprient mpeBb3XoK/a Ta3H Ha JIa3epHHSI KOHTPOJL.

Bropuunara kpaiiHa Touka 3a euKacHOCT Oellie MpoMsHa B 3pUTEIHATa OCTPOTA B cenMuIa 24 B
CpaBHEHHE € U3XOJHOTO HUBO, KOSITO € OMJIa CTATHCTHYECKH 3HAYMMa B 110J13a Ha auinOepuenT B
npoyuBaneto VIBRANT. [TogoGpeHne Ha 3puTeIHaTa OCTPOTA € HACTHIIWIO OBP30 U IOCTUTHATO Ha
Mecell 3 ¢ mocieBamio moyIbpkane Ha edexra 10 mecerl 12.

B rpynara Ha nazepeHo JieueHune, 67 MalyueHTH ca MOTyYUIH CIIACUTEIHO JIeueHHe ¢ adpaubepIient,
3armoyBaiio B ceamuiia 24 (akTUBHA KOHTpoJa/Tpyma Ha admubeprient 2 mg), KOETO BOAH JI0
oI00peHHEe B 3pUTEIHATA OCTPOTA C OKOJIO 5 OyKBH OT ceamuiia 24 10 ceamuiia 52.

[MonpoOHM pe3ynTaTy OT aHANKM3a Ha KIMHUYHOTO npoyuBane VIBRANT ca nokazanu B Tabmuna 4 u
Ha ¢urypa 3 mo-uoiy.
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Tabauua 4: PesynraTtu 3a epukacHocT B ceamuria 24 u cenmuna 52 (Is1ata aHanu3npaHa MOy Iamis
¢ LOCF) B ximangHO0TO TipoyuBane VIBRANT

A)
b)

B)

r

n

E)

Pe3yarartu 3a epukacHocT VIBRANT
24 ceqMUIH 52 ceqMUIH
Adanbéepuent 2 mg | AxtuBHa | Aduubepuent AKTHBHA
Q4 KOHTPOJIa 2 mg Q8 KOHTpOJIa
(N=91) (a1azep) N=91)D (;1azep/Aduinbepuent 2
(N =90) mg”)
N=90)
[TpoueHT nauenTH ¢
momobpenue > 15 OykBu OT 52,7% 26,7% 57,1% 41,1%
HU3X0AHOTO HUBO (%)
Tperernena paznuka™® % 26,6 16.2%
(95% aAn) (13,0, 14,1) (2,0, 30,5)
p-cToiiHOCT p=0,0003 p=0,0296
Cpenna mpomsina B BCVA,
u3mepena upe3 ETDRSC 17,0 6,9 17,1
CKOp 3a OYKBHU OT (11,9) (12,9) (13,1) 12,2 (11,9)
H3XOJHOTO HUBO (SD)
Pasnuka B LS cpenna 10,5 52
croitrocT®) (7,1, 14,0) (1,7, 8,7)
(95% ON) p<0,0001 p=0,0035%)
p-CTOMHOCT

Pasmmkara e apmubepuent 2 mg Q4 ceaMuI MUHYC KOHTpoOIIa (J1a3ep)
Paznuxkara u 95% nosepurennusat uatepsai (1) ce u3uucnapat, kaTto ce U3MOI3Ba TECT HA
Mantel-Haenszel, kopurupas 3a peruoH (CeBepHa AMepuka cripsMo SIHOHHS 1 U3X0/IHa KaTeTOpHs 110

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

Paznuka B LS 1 95% noseputencH untepBai Ha 6a3ata Ha Moaeinr ANCOVA c rpymna Ha JiedeHue,
nzxonHa kateropusi mo BCVA (> 20/200 u < 20/200) u peruon (CeBepHa AMeprka crpsiMo Snonus)
KaTo JBITOTPaifHN eeKTH U m3xomHa Kateropus no BCVA kaTto koBapuara.
Ot cenqmuna 24 uHTEpBala Ha JeUeHHE B IpylaTa Ha jJedeHue ¢ ahaubepuent e yAbIDKEH 3a BCHIKH
MAaUUEHTH OT 4 CEAMMIIM Ha 8 CeMUIIM Mpe3 ceamuLa 48.
B nawanoTo Ha ceqMuna 24 nanypeHTUTE B rpynaTa Ha Je4eHHe C JIa3ep MOorar Jia IoJIy4aT cliacuTeHa
Tepanus ¢ aguIMOEepIenT, ako JOCTUTHAT MOHE eIMH MIPEABAPUTEITHO ONpeeNIeH KPUTEPHi 3a
npurogHocT. OO 67 ManKueHTH B Ta3y Ipyma ca MOoJIydWIn CIIACUTEIHO JedeHue ¢ aduubeprent.
dukcupanaTa cxema Ha JieueHue ¢ aduuoepLent e Tpu bty adaudepiienT2 mg Ha BCEKH 4 CEIMMUIIH,

TIOCJICABAHO OT MHXXCKIIMHU HAa BCCKU 8 CCIMMUIIN.

Homunanua p-cToitHOCT
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®@urypa 3: Cpexnna npomsaa B BCVA, mamepena upes ckop 3a 0yksu o ETDRS ot uzxonHoTo HUBO
10 cenmMuIia 52 B KIIMHAYHOTO Tipoy4uBade VIBRANT

20 VIBRANT

ocTpoTa
(6ykBK)

CpefiHa npomsiHa B 3puTenHa

0 ( L L ' i i L L L i i L 1

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

+ Adonnbepuent 2 mg —0O— JlazepHo KOHTpOrHa rpyna

Ha u3x01H0 HUBO JeIbT HA MAMEHTUTE ¢ iepdy3us B rpymnata ¢ adauOepIenT U rPynuTe Ha JICUCHHUE
c nazep e cpoTBeTHO 60% 1 68%. B cenmuna 24 te3u asnose ca cboTBeTHO 80% 1 67%. B rpynara Ha
nedenue ¢ aduuOepUenT NPOIeHTHT Ha MAMEeHTH ¢ rep@y3us ce 3ama3Ba 10 ceamuia 52. B rpynara
Ha JICUEHHE C Jla3ep, KbJETO MalMeHTHTE ca OUIHM MOJAXOISIIH 32 CIIACUTEIIHO JIedeHue ¢ aundepuenT
OT ceaMHMIIA 24, eNTbT Ha MAIMeHTUTE ¢ epdy3us ce ¢ yrenudwi 10 78% B cenmuna 52.

Jluabemen maxynen edem

BeszomnacHocTTa 1 emkacHOCTTa HA adhIOSPIIETIT Ca OIICHEHH! B JIB€ PaHIOMHU3HPAHH,
MHOTOIIEHTPOBH, JIBOHHO3ACTIENIeHH, aKTUBHO-KOHTPOIIMPAHU poy4YBaHus rpu manueHTn ¢ JJME
(VIVIDPME i VISTAPME), O6m10 862 narnmenTu ca OWiM JEKyBaHH U OLIEHIEMH 32 epUKACHOCT, 576 ¢
adiubepuent. Be3pacTra Ha manuenTUTe Bapupa ot 23 g0 87 ronuHu, cpenHo 63 roanan. B
npoyuBanusTa 3a IME, npubnusurenno 47% (268/576) ot nauueHTuTe, paHIOMHU3MPAHU 32 JICUCHHUE
¢ adunbeplienT ca OUIM Ha Bh3pacT 65 TOAMHU WX T10- Bb3PACTHH, U pudim3utenno 9% (52/576) ca
OuiM Ha BB3pacT 75 TOAMHYU WM MO-BB3PacTHU. [loBeUeTO MaeHTH B ABETE MPOYYBAHHS ca OUIH C
nuaoet tum I1.

B nBere npoyuBaHus MalMEHTHTE ca OWIIM pas3npe/ielieHH Ha CIyYaeH MPUHIUI B

cvotHomieHue 1:1:1 B 1 ot 3 cxemu Ha go3upane:

1)  adunubepuent, npuiiarad o 2 mg Ha BCEKU 8 CEAMHLM ciiell S HayallHU €KEeMECeUHH MHKEKLUH
(admmbepuienT 2Q8);

2)  adumbepuenT, npuiarat no 2 mg Ha Bceku 4 cenmuuu (adaudepuent 2Q4); u

3)  nasepHa QoTOKOaryjanus Ha MaxKyjara (AKTUBHA KOHTPOJIA).

Karo ce 3amoune B cenmuna 24, manieHTUTe, EKBUBAJIEHTHH HAa TPEBAPUTEIHO ONPEIENIEH Ipar Ha
3ary0a Ha 3peHHeTO, ca OMIM MOAXOISIIH 32 [TOJyYaBaHe Ha JOIBIHUTEIHO JICUEHHUE: AIIUeHTHTE B
rpynute Ha ahauOepIenT e MOKEIOo Ja MoyvYaBar JieueHue C Jla3ep, a NalueHTUTe B KOHTPOJIHATA
rpyra e MOXello Jia oidy4aBaT a(auOepIernt.
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B nBete npoyuBanns ocCHOBHaTa KpaifHa ToYKa 3a e()MKacHOCT € Oujia cpeHaTa MPOMSHa OT U3X0JHO

uuBo Ha BCVA B ceamuia 52 xato asete rpymnu adaudeprent 2Q8 u
adpmmbepuent 2Q4 1eMOHCTpUpAT CTATUCTHYECKA 3HAUMMOCT U TO TIO-BUCOKA OT Ta3M MpH
KOHTpOJIHATa rpymna. Ta3u nomnsa e 3anaseHa qo ceamuua 100.

[ToapoOHM pe3yiraty oT anaausa Ha npoyusanusta VIVIDPME u VISTAPME ca nokasanu B
Tabnuna 5 u ¢purypa 4 mo-aomy.
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Tabauua 5: PesynraTu 3a epukacHocT Ha ceaqmuna 52 u ceamuna 100 (Lsnara ananusupana nonynamus ¢ LOCF) B mpoyusanus VIVIDPME y VISTAPME

Pesyaratu 3a VIVIDPME VISTAPME
euxacHoct
52 ceamuuu 100 cenmuu 52 ceamunu 100 cenmunu
Adummdepy | Adpaudepin AKTHBHA Admudepun | Adandepue AKTHBHa Adaudepue | Adaubepue AKTHBHa Adummdepue | Aduudepue AKTHBHa
enT enT KOHTpoOJIa enT nr KOHTpoOJIa nr nr KOHTpoOJIa nT nr KOHTpoOJIa
2mg Q84 2 mg Q4 (/1azep) 2 mg Q8 4 2 mg Q4 (;1azep) 2 mg Q8 4 2 mg Q4 (s1azep) 2 mg Q82 2 mg Q4 (s1azep)
(N=135) (N =136) (N=132) (N =135) (N =136) (N=132) (N=151) (N=154) (N=154) (N=151) (N=154) (N=154)
CpenHa nmpomsiHa
B BCVA,
n3MepeHa 1o
s
ETDRS" ciop 3a 10,7 10,5 1,2 9,4 11,4 0,7 10,7 12,5 0,2 11,1 11,5 0,9
OYKBH OT
H3XOHOTO HHBO
Paznuka B LS
e CTOHHOCT 9,1 93 8,2 10,7 10,45 12,19 10,1 10,6
(97,5% ITH) (6,4, 11,8) | (6,5;12,0) (5.2, 11,3) | (7,6;13,8) (7,7;13,2) (9,4;15,0) (7,0; 13,3) (7,1;14,2)
[IpoueHt
MTAUEHTH C
noobpeHue o o o o o o
> 15 6yxBu OT 33% 32% 9% 3L1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
HN3XO0JHOTO HUBO
Kopurupana o 23% 34% N o
Y 24% 23% 19.0% || 422?13/; 5 (13.5; 24,1; (92607; g’ o | a 52?f83/é’ 6
(97,5% AN) (13,5;34,9) | (12,6;33,9) (8,0; 29,9) T 33,1) 44.4) o T

Cren 3amouBaHe Ha JICYCHHE C 5 eXEeMeCeUHH HHKEKIIMU

LS cpenHa cTOIfHOCT M JOBepUTEIIeH HHTepBall Ha Oa3arta Ha Mozen ANCOVA ¢ BCVA onpezensiHe Ha M3X0JHO HUBO KaTo KoBapuara i (hakTop 3a rpymna Ha jedenue. OCBeH ToBa 3a
VIVIDPME karo dakrop e BmoueH peruonst (EBpona/Ascrpanust cpsmo Snouus), a 3a VISTAPME karo dakrop e Briouena anamuesa 3a MU w/win CVA

Pasnukara e rpynara ¢ agaubeplent MHHYC rpynara ¢ akTHBHaTa KOHTpoJIa (Jia3ep)

Pa3mmxkara ¢ nosepurener untepsai (M) 1 cTaTHCTHYECKH TECT Ce M3UNCIIBAT, KaTo ce M3Mo3Ba cxeMa Ha Mantel-Haenszel, kopurnpana 3a pernon (EBpona/ABctpanus cnpsimo SmoHus) 3a
VIVIDPME i1 anamuesa 3a MU w/umu CVA 3a VISTAPME
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BCVA: Haii-no6pe xopurupana 3purenna ocrtpora (Best Corrected Visual Acuity)
ETDRS: IlpoyuBane ¢ paHHO jeueHne Ha nuaberHa pernHonartus (Early Treatment Diabetic Retinopathy Study) LOCF: Ilpenacsine Ha nanHuTe 0T ocienHoTto Habmonenue (Last Observation

Carried Forward)
LS: Cpennu croiiHOCTH 110 METOJa Ha Hal-ManKkuTe KBaaparty, noiaydeHu or ANCOVA JIU: JloBeputeneH HHTEpBal
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®urypa 4: Cpenna npomsHa B BCVA, u3mepena upe3 ckop 3a 6yksu mo ETDRS oT u3x01H0 HEBO 110
ceamuna 100 B npoyusanusra VIVIDPME g VISTAPME

©
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Ceamuum

VISTA

CpegHa npomMsiHa B 3pUTenHa ocTpota
(6ykBwn)

Ceamnum

—l— Adrmbepuent2mg Q8 —d—— AdpnuBepuent 2 mg Q4 ceamuum

cegMmumn
INasepHo kKoHTponHa rpyna

Edextute OT JIe4eHUETO B OLICHAEMUTE MMOATPYIH (HAIp. Bb3PacT, 1o, paca, HbAlc Ha u3xomHO
HUBO, 3pUTEIIHA OCTPOTA HA U3XOAHO HUBO, IpeaxoaHa anTu-VEGF Tepamnus) BBB BCAKO MpOydIBaHE U
B KOMOWHHpPaHUSI aHAIN3 KaTo I5UT0 ca OMITM B ChOTBETCTBHUE C PE3YJITATHTE B OOIINTE TIOMYJIIAINH.

B npoyusanusra VIVIDPME y VISTAPME croreTno 36 (9%) u 197 (43%) nauuenTy ca moayvaBajiu
npenxoaHa anTu-VEGF Tepanus, ¢ 3-MecedeH Wi No-IbIbT epuo] Ha ouncTBaHe. Edexture ot
JISYEHUETO B MIOJI'PYTIaTa MAalUeHTH, KOUTO ca JiekyBaHu ¢ maxuoutop Ha VEGF, ca Ounm momoOHu Ha
Ha0JII0/JaBAHUTE MTPY MAIMCHTH, HeJIeKyBaHu ¢ mHXuouTop Ha VEGF.

[Naruenture ¢ OunarepanHo 3a0omsBaHe ca OwaH moaxosany 3a antu-VEGF nedenne Ha npyroro
0KO, aKO TOBa € OMJIO OLIEHEHO KaTo HEOOX0aMMO OT jiekaps. B npoyusanero VISTAPME 217 (70,7%)
OT MaIMeHTHUTe Ha ad)IMOepIenT ca MoJIydaBajiy IByCTPAaHHH HHKEKIMH adauOepIernT 10

cenmuia 100; B mpoyusanero VIVIDPME 97 (35,8%) ot nanuenTuTe Ha adaubepLent ca morydaBaiu
pasnmuuno aHTu-VEGF nedenne B 1pyroTo oKo.
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He3saBucumo cpaBuurenso npoyusane (DRCR.net Protocol T) e u3mon3paio rbBKaBa cxema Ha
no3upane, 6asupana Ha ctporu OCT u 3puTeTHN KPpUTEPUH 32 IOBTOPHO JieueHue. B rpymnara Ha
neudenue ¢ apaubepuent (n = 224) Ha cenMuna 52, TO3U PEXHUM Ha JICYSHUE € Aajl pe3yTaT npH
MAaIUEHTH, TIOTyYaBaIly CpeAHO 9,2 HHKEKIHH, KOSTO € IT0JI00H0 Ha MPHIIOKEHHUS Opoi 103U B
rpynara adiubepuent 2Q8 8 VIVIDPME 4 VISTAPME okaro o61ara eukacHocT B rpymnara Ha
nedenne ¢ apmubepuent B Protocol T e cpasuuma ¢ rpynara adgaubepuent 2Q8 B VIVIDPME 4
VISTAPME B Protocol T e nabmonaBano cpeano nopodpenue ot 13,3 6yksu kato 42% ot
MAIUeHTHTE TI0JJ00PABAT 3PEHUETO CH C Hal-MaJIKo 15 OyKBHU CHIpsSMO M3XOIHOTO HUBO. Pe3ynrarure,
CBBP3aHU ¢ 0€30MacCHOCTTA, IIOKA3BaT, Ye 00IIaTa YecToTa Ha HeXKeJlaH! ChOUTHS KaKTO CBBbP3aHH,
Taka U HecBbp3aHu ¢ ounte (BKiountesHo ATC) ca cpaBHUMU MKy BCHUYKHU TPYITH HA JICUCHUC BHB
BCSIKO OT MPOYYBAHUATA U MEXK]Ty TPOYYBAHUSATA.

VIOLET, 100-ceAMUYHO MHOTOIIEHTPOBO, PaHJOMHU3UPAHO, OTBOPEHO, AKTUBHO KOHTPOJIUPAHO
npoyuBaHe npu nanuentu ¢ JIME, cpaBHsiBa TpH pa3IuyHU CXEMU Ha pUaraHe Ha

admmbepuent 2 mg 3a neyenne Ha JIME cnen Haif-Manko eaHa roAwnHa jJedeHue ¢ GUKCHpaHn
HWHTEPBAJIM, KaTO JEUEHHUETO € 3aII0YHATO C 5 MOCIEA0BATEIHN MECEUHH 03U, IOCIEABAHU OT
npuiarane Ha Bceku 2 mecena. [[poyuBaHeTo oleHsBa He O-MaiKaTa e(uKacHOCT Ha

adubeprent 2 mg, MpUIIaraH Mo PEKUMa JICUCHHE U TPOIbDKAaBaHe Ha CXeMaTa Ha TIpujiaraHe
(2T&E, iput K0eTo HHTEpBATTUTE MEXKAY MHKEKIIUUTE ca TIOJAbPKaHd Ha MUHUMYM 8 CEIIMUIIH U ca
yABIKaBaHU TIOCTETIEHHO Bb3 OCHOBA HA KIIMHUYHHUTE @ aHATOMUYHUTE Pe3yITaTh) U

adnubepuent 2 mg, npuiaran cropen Hyxxaute (2PRN, npu koeTo nanmeHTuTe ca HaOMr01aBaHu Ha
BCEKH 4 CeIMUIIN 1 MHKEKTUPAHH MTPH HEOOXOAMMOCT Bb3 OCHOBA Ha KIIMHUYHHUTE ¥ aHATOMUYHHUTE
pe3yJiTaTH), B cpaBHEeHUE ¢ aduubeplenT 2 mg, Npuiiarad Ha Bceku 8 cenmuiy (2Q8) npe3 BTopara u
TpeTara ToAMHA OT JICYEHHETO.

[IspBruHaTa KpaitHa Touka 3a eukacHocT (mpomsiHa B BCVA 0T u3X01HO HUBO 710 ceamuIa 52) e
6una 0,5 + 6,7 6ykeu B 2T&E rpynarta u 1,7 £+ 6,8 6yksu B 2PRN rpynara B cpaBHeHHE

¢ 0,4+ 6,7 Oyksu B 2Q8 rpymnara, KaTo ce IOCTUIa CTATUCTUYCCKH HE MO-MaJikaTa ePUKaCHOCT
(p<0,0001 3a mBeTe cpaBHEHHS; TPaHUIA HA HE MTO-MalkaTa eQukacHoCT 4 OykBu). [I[pomeHuTe B
BCVA ot u3xoano HuBO 10 ceamuiia 100 ca Ouim KOHCHCTEHTHH C PE3YJITaTUTE Ha

cenmuna 52: -0,1 = 9,1 6yksu B 2T&E rpynara u 1,8 £ 9,0 6yksu B 2PRN rpymnara B cpaBHeHHE

c 0,1 + 7,2 O0yxsu B 2Q8 rpynata. Cpeguusr Opoit nmxexkunu 3a 100 ceamuu ca 6unu

crorBeTHO 12,3, 10,0 m 11,5 3a 2Q8fix, 2T&E u 2PRN.

3pUTETHNUTE U CUCTEMHHUTE PO MK Ha 6€30IIaCHOCT BB BCHUKM 3 TPYIH Ha JIeUeHHUE ca MOJO0HH Ha
Te3H, HabmronaBaHu B ocHoBHUTE npoyuBanust VIVID and VISTA.

B 2T&E rpynara, yBenn4aBaHeTO ¥ HAMAJISIBAHETO Ha MHTEPBAIMTE MEXKITy WHXKEKITUUTE ca OWIIH IO
MpEeLleHKa Ha U3CJIE0BATENS; B IPOYYBAHETO €A MPEMOPBYBAHN YBEITUYEHHUS OT 2 CEAMMUIIH.

Muonuuna xopoudana Heo8aCKyIApU3AYUSL

BeszomnacHocTTa 1 emkacHOCTTa HA adhaOEPIIETIT ca OIICHEH! B paHIOMU3UPAHO, MHOTOIICHTPOBO,
JIBOWHO- MacKHUPaHo, Iane00-KOHTPOIMPaHO POyYBaHe [IPH HEeJIEKYyBaHU MPEIU TOBA NAIlUEHTH OT
aszuatcku npousxoxa ¢ muonmuaa XHB. O6mio 121 manueHTH ca JIKYBaHU | Ca OLCHSIEMH 3a
edpuxacnoct (90 ¢ apmmbepuent). Br3pacTra Ha nauneHTruTe Bapupa Mexay 27 u 83 roauHuy,

cpenno 58 ronunn. B mpoyuBanero 3a muonmuna XHB, npubnmsurtento 36% (33/91) ot manuenture,
PaHIOMU3UPAHU 3a JeueHue ¢ adumobepIenT ca OWIK Ha BB3pacT 65 TOAWHY WK TI0-Bb3PACTHH, U
npubn3uTenHo 10% (9/91) ca 6unu Ha BB3pacT 75 TOJUHY WM MTO-BB3PACTHH.

[TanmenTHTe ca pa3npeneiacHn Ha CITydaeH MPUHINI B choTHOMEHre 3:1 1a moirydaBart uiu 2 mg
adubepenT MHTPABUTPEATHO, WITH WHKEKITUH C TUIane0o0, MpUIaraid BEAHBX B HAYAJIOTO Ha
MIPOYYBAHETO, C IOTBTHUTEITHA WHKEKIIMH, TIPUJIaraHu eXeMECEUHO B CIIydall Ha MePCUCTUPAHE WIIH
penuauB Ha 3a00JIIBAHETO, IO CeAMHUIIA 24, KOTaTo € OIleHeHa IMbpBUYHATA KpaitHa Touka. Ha
ceaMuIa 24 ManueHTUTe, PaHAOMU3UPaHH IbPBOHAYAIHO Ha I11ane0o, ca OWIIH MOIXOISMIIHN J1a
MoJTy4daT mbpBaTa jgo3a admubdepuent. Crien TOBa, MANMEHTUTE U B IBETE TPYITU Ca MPOIBIDKIIIH J1a
ObJIaT MOAXO/IAIIM Ja [T0JTy4aBaT JOIBIHUTECIHN HHKCKIIUH B CIy4ai Ha IePCUCTUPAHE WU PEIUIUB
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Ha 3a00JIIBaHETO.

Pasznukara Mexay rpynure 3a JIYCHHUE € CTATUCTHYSCKU 3HAYMMa B 110713 Ha adaulepiient 3a
II’bpBUYHATA KpaliHa Touka (mpomsHa B BCVA) 1 noTBspauTenHa BTOpUYHA KpaliHa TOYKa 3a
euKacHOCT (TIPOLEHTHT MAIMEHTH, KOUTO ca ce mogobpwu ¢ 15 Oyksu B8 BCVA) Ha ceamua 24, B
CpaBHEHHE C U3XOJHOTO HUBO. Pa3nukuTe 3a ABeTE KpaliHH TOYKH Ca ce 3amas3iii o cenmuna 48.

[HonpoGuu pesynraTu oT aHanm3a Ha mpoyuBaHeTo MYRROR ca nokazanu B Tabnuma 6 u
®urypa 5 no- goay.

Tadmmna 6: Pe3ynratu no oTHoOIIEHUE HAa e()UKACHOCTTA Ha cenMulia 24 (IbpBUYCH aHAIH3) U
cenvuna 48 B mpoyusaneto MYRROR (ITnen Ha6op 3a anams ¢ LOCFY)

A)
B)

B)
)
iy

E)

Pe3y.J'ITaTl/l 0 OTHOIICHME HA

MYRROR

epuxacHocTTa 24 cexMuIHU 48 ceamunu
Adsmodepuent 2 mg | Ilnanebo Admobdepuent 2 mg ILnane6o/
(N=90) (N=31) (N=90) Admaubdepuent 2 mg
(N=31)

Cpenna nmpomsna B BCVAP),
OIICHKaTa Ha OyKBUTE 12,1 -2,0 13,5 39
n3mepena ype3 ETDRS or (8,3) 9,7) (8,8) (14,3)
n3xoaHO HUBO (SD) P

Pasnuka B cpenna

croitHoct Ha LS BT 14,1 9,5

(95% JI) (10,8;17,4) (5:4;13,7)
[IpoueHT manueHTy ¢
noxoopeHue > 38,9% 9,7% 50,0% 29,0%
15 OyKBH OT M3X0JIHO HUBO

Ipeternena pasmuaka "8 29.2% 21,0%

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

LOCEF: Ilpenacsue Ha nanauTe 0T nocneanoro Hadmoaenue (Last Observation Carried Forward)
BCVA: Haii-no6pe kopurupana 3putenna octpora (Best Corrected Visual Acuity)
ETDRS: INpoyuBane ¢ panHo jedyeHue Ha quabetHa perunonarus (Early Treatment Diabetic Retinopathy Study) SD:

CraHIapTHO OTKIOHEHUE

Cpenna LS: Cpensu cTOHHOCTH IO METO/Ia Ha Haii-MallKUTe KBaApaTy, noiydeHu oT monen ANCOVA

JU: JloBepuTeneH UHTEpBa

Pa3muka B LS n 95% JIU Ha 6a3ara Ha mogen ANCOVA c¢ rpyma Ha iedeHHe U AbpxkaBa (0003HaUEHHUS 3a AbP)KaBa)
kaTo (ukcupann edextn, 1 BCVA Ha U3X0JJHO HHBO, KaTO KOBapHaHTa.
Paznukara u 95% /11 ce nzumcinsBar, kato ce usnonsa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupas 3a
IbpxaBa (0003HaYEHHUS 32 IbPIKaBa)
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®durypa 5: Cpexna npomMsiHa oT u3xXoaHo HUBO A0 Cemmuria 48 B 3puTeIHATa OCTPOTA IO TpyTia Ha
nedenue B mpoyuBaneTro MYRROR (ITwen Habop 3a ananu3, LOCF)

15 MYRROR
I -+13,5
il
2
8
o 10
3
s -
&8
m x
2 7 43,9
m b}
3
g 32 36 40 44 48
g 0] € J . L L 3 % P
§_ M 28
1 -2,0
5= Ceamuum
—l— Adrmbepuent 2 mg ——@—KoHTponHa rpyna

IlenqnaTpuyHa nonyJianus

EBporeiickaTa areHnus mo jJekapcTBaTa 0CBOOOKIaBa OT 3aIbJDKEHUETO 32 IPEOCTaBsSHE Ha
pe3yNTaTUTE OT MPOYYBAHUATA C pepepeHTHHS JTeKapCTBEH MPOIYKT, ChABPIKAII adhaudepIenT, BB
BCHUKH MOATPYIH HA MeuaTpuuHaTa nomyiamnus npu Baaxaa BJIM, OLIPB, OPPB, IME u
nomynanuu ¢ MuonmaHa XHB (Bxk. Touka 4.2 3a nHbOpManys OTHOCHO yroTpedara B eAUaTpUsITa).

5.2 ®apmakokMHETHYHHU CBOHCTBA

A(l)J'II/I6epI_I6HT CC Mpujrara JUPEKTHO B CTBKIIOBUAHOTO TAJIO, 3a 1a OCBIICCTBU JIOKAJTHH eq)eKTI/I B
OKOTO.

AOcopOmus/Pasopenenenne

Admubeprent ce abcopbupa 0aBHO OT OKOTO B CHCTEMHOTO KPhBOOOPBIIIAHUE CIIET MHTPABUTPEATHO
MPWIOKEHUE U ce HAOII0/IaBa B CUCTEMHATA IIUPKYJIalUs MPETUMHO KaTO HEaKTHBEH CTaOHJICH
koMmiuiekc ¢ VEGF; o6aue camo cBoOOgHUAT adhaubepiienT uMa ClioCOOHOCTTA Ja Ce CBBhP3Ba €
ennorennust VEGEF.

B enHO (papMakoKMHETHYHO OANPOYUYBaHE MPH 6 MAIMEHTH C HeoBacKyapHa BiakHa B/IM c wecto
B3eMaHe Ha MPOOH, MaKCHUMAITHUTE TNIAa3MEHH KOHIIEHTPAIMU Ha cBoOoieH adnubepuent (cucreMHa
Cinax) Ca HUCKH, ChC CpeJiHa CTOMHOCT npubmusutento 0,02 mukporpama/ml (muanason ot 0 go 0,054)
B paMkuTe Ha | 710 3 qHU ciel MHTPaBUTPEaTHO MHKEKTUPaHe Ha 2 mg U ca HEOTKPUBAEMH JIBE
CEeJIMUIIM CJIEJI TTOTy9YaBaHe Ha J103aTa MU IMOYTH BCUYKU NanueHT. AdQiaubeplent He KyMyJiupa B
IU1a3MaTa Ipu UHTPABUTPEATHO MPUIOKEHHUE Mpe3 4 ceAMULIH.
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CpennaTta MaKcHMaHa TUIa3MEeHa KOHIICHTPAITUS Ha CBOOOCH adumbepIienT e

npubu3uTenHo 50 1o 500 nbTH 10/ KOHIIEHTpanusaTa Ha adaudepienT, HeoO0XoIuMa 3a HHXHOUpaHe
Ha OuosiornyHara aktuBHOCT Ha cucteMHus VEGF ¢ 50% B xuBotuHCcKM Monenu [Ipu Ts1x ca
HaOJII0/JaBaHU MPOMEHHU Ha KPHBHOTO HAJSITAHE CJIE/ KaTO HUBATa Ha CBOOOICH adinbeplienT B
KPBBOOOPBIIEHUETO Ca MOCTUTHATN NpuOIu3nTeHo 10 Mukporpama/ml ¢ BpbIIane 10 U3XOIHOTO
HHBO CJIe] MTajjaHe Ha HUBaTa M0 Mo npuOau3uTenHo 1 mukporpam/ml. M3ancneno e, ge ciuexn
WHTPAaBUTPEAITHO MPUJIOKEHHE HA 2 Mg NPU NAIMCHTH, CPEIHATAa MAKCHMAJTHA TJIa3MeHa
KOHIIEHTpaIus Ha cBoboaeH admbeprent e moBede oT 100 mbTH MO-HUCKA OT KOHIICHTPAIUITA Ha
adubeprent, He0OX0MMa 3a MOJTy-MaKCHMaTHO CBbp3BaHe Ha cuctemMHuTte VEGF

(2,91 muxporpama/ml) pu mpoyuBane cbe 3ApaBu J00poBoy. CenoBaTeHO ca MAIKO BEPOSATHH
CUCTeMHH (hapMaKOJMHAMUYHH e()EKTH KaTO MPOMEHH B KPBBHOTO HAJISTAHE.

B®B papmakokuneTnynn noanpoyuBanus npu nanuenta ¢ OLPB, OPPB, IME wiu muonuuna XHB
cpenaa Cmax Ha cBoOoaeH apbeprenT B Imia3mMara ca OMIIM CXOIHH, ChbC CTOMHOCTH B AMana3oHa
ot 0,03 1o 0,05 Mukporpama/ml U HHIUBHIYATHH CTOMHOCTH, KOUTO HE

Hagsumasar 0,14 mukporpama/ml. Cieq ToBa, TUTa3MEHUTE KOHIICHTPAIIMHA HA CBOOOICH
adubeprenT cagaT 0 CTOWHOCTH TOJT MIIA OJTM3KH JI0 JOJTHATA TPaHHIIA Ha KOJMYEeCTBEHO
orpeselsiHe OOMKHOBEHO B pAMKHUTE Ha €JHA CEIMHIIA: HEOTKPUBACMHU KOHIIEHTPALIUH C€ TOCTUTAT
MIpenu CIIEABAIIOTO NPUIIOKEHHE ciiel 4 CeIMUIU PH BCUYKH MaIleHTH.

EnuMunupane
Twii kato adaubdepIienT e TepaneBTHYHO CPEJCTBO HA OCHOBATA HA MPOTEHH, HE ca MPOBSKIAHH

Mpoy4BaHus 3a MeTabonu3ma My.

CobomuusT apumbepuent ce cebp3Ba ¢ VEGF, kato oOpasysa crabuien nHepreH komiuiekc. Kakro
IpH APYTUTE MPOTEHHHU C TOJIIMA MOJIEKYJIa, CE& OYaKBa M CBOOOIHHSAT, ¥ CBBP3aHUAT adinbepient a
ce eIMMHHHPAT Ype3 MPOTEOTUTHICH KaTabOIU3bM.

Br0Opeuno yBpexxaane
He ca npoBexaann crienuaiHu MpoydBaHus ¢ apaudepIenT mpy NaeHTy ¢ 00pedHo YBpEkKIaHe.

dapMaKOKMHETHYHUSAT aHAIN3 Ha NaruenTuTe B npoyusanero VIEW2, 40% ot kouto ca nmanu
0b0peuno yBpexaane (24% nexo, 15% ymepeno u 1% Texko), moka3Ba JUICa HA PA3IUKH 110
OTHOLICHUE Ha IJIa3MEHUTE KOHIIEHTPALMK Ha aKTUBHOTO JICKAPCTBO CJIEI HMHTPABUTPEAIHO
MIPUIIOKEHUE TIpe3 4 WiIH § CeIMHUIIH.

[lono6uu pe3ynraTtu ca HabaromaBanu npu nauuertu ¢ OLIPB B npoyusanero GALILEO, npu
naruenTu ¢ JIME B npoyusanero VIVIDPME u nipu nanuentn ¢ Muonnuna XHB B npoy4BaneTo
MYRROR.

5.3 IlpenkJMHUYHHU JAHHHU 32 0€30MACHOCT

HpI/I HCKIIMHUYHUTC MIPOYUBAaHUS 3a TOKCUYHOCT P MHOT'OKPATHO IIpUJIaraHe eq)eKTI/I ca
Ha6J'IIO,Z[aBaHI/I CaMO IIpU CUCTEMHHU CKCIIO3UIHNH, 3d KOUTO CC CUNUTA, UC 3HAUUTCIIHO HAaJIBUIIIaBAT
MaKCUMaIHaTa €KCIIO3UIUA IPU XOpa CJIC MHTPABUTPCATHO IMPUIIOKCHUEC B IMTPEABUCHATA KIIMHUYHA
J103a, KOCTO ITOKa3Ba MAaJIKO 3HAYCHHUE 34 KIIMHHUYHATa YHOTpe6a.

Epo3uu u yiiepaliyu Ha peCUpaTOPHUS €IUTEN B HA3aIHUTE X0I0BE HA MalMYHH, JIEKYBaHH C
aduOepLenT UHTPABUTPEATHO, Ca HAOIF01aBaHU IPYU CUCTEMHHU SKCIIO3MIINY, HaIBUIIIABAIIU
MaKCHMaJIHaTa eKCIO3MLMUs Ipu Xopa. CucTeMHaTa eKCIo3uuus Bb3 0cHOBA Ha Cpu 1 AUC 32
cBoOoieH adumbeprienT ca choTBEeTHO 0K0J10 200 1 700 IbTH 1MO-BHCOKA B CPABHEHHUE ChC
CHOTBETHUTE CTOWHOCTH, HAOJIFOJaBaHU TIPU XOpa CJIe]] HHTPABUTPEAIHO MIPUIIOKEHUE Ha 7032 2 mg.
[Ipu HuBOTO O€3 HabmonaBaHu Hexxenanu epektu (No Observed Adverse Effect Level, NOAEL)

ot 0,5 mg/0Ko 1pr MaliMyHH CHCTEMHATA €KCIIO3HIHMs € 42 ¥ 56 IIbTH 110-BUCOKA Bb3 OCHOBA
croTBeTHO Ha C,, 1 AUC,

He ca npoBexnanu mpoy4YBaHus 3a MyTareHeH WIH KapIUHOT€HEH MMOTEHIHAT Ha adIrOepIerT.
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Hab6monaBan e edext Ha ahaudepIienT BPXy BBTPEMATOYHOTO PA3BUTHE B MMPOYYBAHUS Ha
eMOpHo- (eTaTHOTO pa3BUTHE IpU OpeMeHHH 3aiiuy ¢ nHTpaBeHo3Ho (3 1o 60 mg/kg), kakTo n
noakokHO (0,1 1o 1 mg/kg) npunoxxkenne. NOAEL npu maiikute e nipu go3a ot 3 mg/kg nnn
croTBeTHO 1 mg/kg. NOAEL 1o oTHOmEHHEe Ha TOKCHYHOCT 32 PA3BUTHETO HE € omnpeaeneHo. [pu
no3a 0,1 mg/kg, cucreMHuTe EKCIIO3MIMU Bb3 0CHOBAa Ha Cmax u KymynatuBHa AUC 3a cBoOoaeH
ambepuenT ca CbOTBETHO OKOJIO 17 1 10 bTH MO-BHCOKH B CPABHEHUE ChC CHOTBETHHUTE
CTOMHOCTH, HaOII0AaBaHU [IPH XOpa CIiel UHTPABUTPEATHO MPUIIOKEHHE Ha 71032 2 mg.

Edexrure BbpXy GpepTuiuteTa Npu MBXKKHU U )KEHCKH KMBOTHH Ca OLIEHABAHM KaTO 4acT

OT 6-MeCe4YHO NPOYyYBaHE NPU MaMyHH C HHTPABEHO3HO NPHIIOKEHHE Ha adinOepLenT B 1031

ot 3 1o 30 mg/kg. IIpu Bcuuky 1030BM HUBA ca HAOJII0AAaBaHU JIMIICA HA MEHCTPYallUs WIIM HEPEJOBHU
MEHCTPYaJIHH LIMKIIH, CBBP3aHH C IPOMEHH B HUBAaTa Ha KEHCKUTE MOJIOBU XOPMOHH, U IPOMEHH B
Mop¢oorusaTa u MOJBMKHOCTTA Ha criepMaTosouaure. Be3 ocnosa Ha Cmax n AUC 3a cBo60IcH

amubepuent, HabI01aBaHK IPU HHTPABEHO3HO NPHIOKEHHE Ha 1033 3 mg/Kg, CHCTEMHUTE
€KCIO3UIIMH ca ChOTBETHO 0K0JIO 4 900 bt ¥ 1 500 mbTH MO-BUCOKHU OT €KCIO3UIIUATA,
HaOIr0/JaBaHa MPH X0pa CIiel MHTPAaBUTPEaTHO MPUJIOKEeHHEe Ha 1032 2 mg. Beuuku mpomenu ca 6umu
obOpatumu.

6. OAPMAIIEBTUYHH JAHHU

6.1 Chnucnbk Ha NIOMOIIHHUTE BellecTBA
[Momucopo6ar 20 (E 432)

XUCTUINH

L-xucTuANHOB MOHOXUAPOXJIOPUI MOHOXUAPAT
Tpexano3a guxuapar

Hatpues xunpokcun (3a kopexmus Ha pH)
XJ10poBOAOPOAHA KHCETHHA (3a Kopekuus Ha pH)
Bopa 3a umxexkuun

6.2 HecbBMEeCTHMOCTH

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

6.3 Cpoxk Ha rogHoCT

3 roguHU

6.4 CrnenuajaHu yclI0BHA Ha CbXPaHeHHUe
Ja ce cpxpansBa B xnmaamiHuK (2 °C go 8 °C).
[a He ce 3ampaszsiBa.

lla CC ChbXpaHsBa B OpUTMHAIHATa OIIaKOBKa, 3a J1a CC MPEAIasu OT CBETIINHA.

HeotBopenusr ¢iakoH Moxe J1a ce chxpaHsaBa u3BbH xuaguHuK moa 30 °C no 14 gau. Cnen oTBapsiHe
Ha (h1akoHa J1a ce padoTH B aCEITHYHH YCIIOBHSL.
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6.5 Buau chabp:KaHHE HA ONIAKOBKATA

PastBop BBB (iakoH (cTrkio Tun 1), cbe 3anmymanka (enactomepHa ryma) u 18 G puntbpHa urina.
Bceku dnakon chabpika 0o0em 3a mbiaHeHe oT Hai-mainko 0,100 ml. OnakoBka ot 1 daakoH

+ 1 ¢unTppHAa UTIA.

6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBbPJIsiHE H padoTa

DaKoHBT € caMo 3a eIHOKpaTHa yHoTpeda B €IHO OKO.

OnakoHBT CHIBPKA IOBEYE OT NPENOPBUNTENHATA 1032 2 mg aguubepuenT (€KBUBAJICHTHU

Ha 0,05 ml). M3numHOTO KONMMUecTBO TPsIOBa 1a ce OTCTPaHU MpeAr IPUIIOKEHHE.

Ykaszanus 3a ynompeba na ¢aaxona:

CbxpaHeHue U MpoBepKa

CoxpansBaiite Afqlir B xmagumauk npu 2 °C — 8 °C; 1a He ce
3ampaszsaBa. CpxpaHsaBaiiTe (hakoHa B KapTOHEHATa OIAKOBKa, 3a Ja
ce IpeIas3y OT CBETIMHA.

[penu ynotpeba HeorBopeHuat ¢uakon ¢ Afglir moxxe na ce
chxpansBa mnpu Temneparypa moxa 30 °C go 14 nuu. Cien oTBapsiHe
Ha ¢1akoHa padoTeTe B ACENTHYHH YCIIOBUSI.

Afqlir e OucTbp u Oe31BeTeH 0 OeoKa(EeHNKABO-KBIT Pa3TBOP.

Afqlir TpsiOBa a ce mpoBepu BU3yalTHO 33 BCAKAKBYU UYyKIU YACTHIIH,
MOMBTHSBAaHE W/WJIM IPOMSIHA B [[BETA WJIM BCSIKAKBA ITPOMSIHA BHB
BBHHIITHHS BUJI TIPS PUIIOKeHHe. B ciyyaii ue ce HabmroiaBat
TakuBa, n3xBbpiere Afqlir.

He u3non3Baiite, ako onakoBKaTa, QJIaKOHBT W/WIN APYTH
NPeI0CTaBeHN METUIIMHCKN M3 Ca TOBPEACHH WITH C U3TEKbII
CPOK Ha T'OJTHOCT.

IMoaroroBka u NpuUJI0:KeHUE

Bceku duakon TpsiOBa Aa ce U3I0I3Ba 3a JIeUeHHe CaMo Ha €THO OKO.

3a MoATrOTOBKA U MHTPABUTPEATHA MHXKEKIIUS Ca HEOOXOMMH CIIETHUTE MEIUIIMHCKH U3JIEIHS 32
eJHOKpaTHa yrnoTpeba:

e 5 um tena ¢unrhpHa urna (18 G x 1!/, uaua), crepunna, gocraBena ¢ (aakona

e Cmpurnoska ot 1 ml ¢ mapkupoBka 3a go3a 0,05 ml, crepuinna
e Urna 3a umxektupane ot 30 G x /2 uHYa, cTepuiHa.

H3nomn3BaiiTe acenTudHa TCXHHUKA, 3a 1da U3BBPUIUTC CICAHUTC IMOATOTBUTCIHU CTHIIKU.
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IIpouenypa no uH:KeKTHPaHe

OTCTpaHCTe npeanasHara rmiacTMacoBa Kaladyka OT (bJ'IaKOHa.

[MouncreTe ropHaTa YacT Ha (JIAKOHA C TAMIIOH, HAIIOCH ChC
CIIHPT.

I[Mpukpenere punrbprara uria 18 G x 1!/, unua, 5 Mukpomna,
KBM CTEPHJIHA CIPUHIIOBKA C JTyep-JIOK.

BwBenere punrppHaTa Uria B ICHTHpA HA 3alylIaiKara Ha
(1akoHa, TOKaTO WIJIaTa BiIe3€ U3ILUIO BBB (IIAKOHA
BBPXBT JIOKOCHE JHHOTO WU JTOJHUS ph0 Ha (rakoHa.

KaTo u3nomnsBare acenTHYHa TEXHUKA, U3TETJIETe LSIOTO
chabpkaHue Ha ¢urakoHa ¢ Afqlir B cipuHIioBKaTa, KaTo
IbpxKUTE (PIAKOHA B N3MPABEHO MOJIOKEHUE, JIeKO HAKJIOHEH
¢ IeJ1 yJIeCHsIBaHe HA MbJIHOTO H3TerJisiHe. 32 J1a ce
BB3IPEMNATCTBA HABIM3AHETO Ha BB3yX CKOCEHUST BPbX Ha
¢unThpHaTa Uria TPSAOBA J1a € MOTOINEH B TEYHOCTTA.
[MpoabrkaBaiiTe 1a HaKJIOHABATE (JIAKOHA IO BpEeMe Ha
M3TETJITHETO, KaTo IbP)KUTE Kpas Ha QuiThpHATA UIJIa,
MOTOTEH B TEYHOCTTA.

Koraro u3npaspare ¢jiakoHa, yBepere ce, ue OyTaioTo ¢
M3TETJICHO JOCTaThYHO Ha3aJl, 3a J1a H3IPA3HUTE HAITBIHO
bunThpHATA HIIA.

OTCTpaHeTe (I)I/IJ'IT'BpHaTa Hrja OT CIIpUHIIOBKAaTa " s
HU3XBBPJICTEC 110 MMPABUJICH HAYHH.

3atenexka: unThpHaTa UTTIA HE TPSOBA 1A CE U3IMOI3BA 3a
HWHTPaBUTPCATHO MHKXCKTHUPAHEC.

[Ipukpenere urnara 3a umwkekrupane 30 G x 2 uHYA KM
CIPUHIIOBKATa, KaTO 3aBbPTUTE 3/[PaBO HHKEKIIMOHHATA UIJIa
KbM BbPXa Ha CIPUHIIOBKATA JIyep-JIOK.

BHumarenHo oTcTpaHeTe KanaykaTa Ha UTJaTa, KaTo s
W3bpIaTe HaIlpaBo.
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Kato nbpkuTe cCipuHIIOBKATa ¢ HACOUYEHA HATOPE UTIa, S
MPOBEPETE 3a HATMYME HA BB3AYLIHU MeXypueTa. AKO uMa
MeXypueTa, BHUMATEIIHO NOTyHaiTe CIPUHIIOBKATA C IIPBCT,
JIOKaTO MeXypdeTaTra ce U3AUTHAT JI0 TOpHaTa i J9acT.

10 OTtcTpaHeTe BCUYKM MEXypyueTa U U3TJIacKanTe U3MUIIHUS
JIEKapCTBEH NPOIYKT, KaTo 0aBHO HaTHcKaTe OyTanoTo, Taka
4ye BbPXbT Ha OyTaJO0TO /Aa ce MOAPAaBHU C AEIECHHUETO,

o6o3nraygasamo 0,05 ml Ha cripuHIIOBKATA.

3alesexka: HHKEKTHPAHTE HEMOCPEACTBEHO CIIE
MPUTOTBAHC.

11 Wmxextupaiite 6aBHO, TOKATO Ii1aBata Ha OyTanoTo
JOCTHUTHE Kpasi Ha CIIPUHIIOBKATA, 3a /1a TIOJIy4UuTe 00eM OT
0,05 ml. IToTBBpAETE 1OCTABSIHETO HA MBJIHATA 1032, KATO
MPOBEPUTE AN riaBara Ha OyTanoTo € JOCTUTHAJIA Kpas Ha
IJIMHIBPA Ha CIIPUHIIOBKATA.

12 ®dI1akoHBT € caMo 3a eTHOKpaTHa yrnoTpeda. MHOTOKpaTHO
MpuJIaraHe Ha JI034 OT eUH (HITaKOH MOKE JIa YBEJINYN PUCKA
OT KOHTaMUHALWSA M MOCIIEABAINA HHPESKIHU.

Heusnon3panusr JICKApCTBCH NPOAYKT WJIM OTHHAABbYHUTE
MaTepuain OT HETO TpSI6Ba Ja C€ U3XBBHPJIAT B CbOTBCTCTBUC
C MCCTHUTC U3 CKBAHU.

7. INPUTEXATEJI HA PASPEILIEHUETO 3A YIIOTPEBA

Sandoz GmbH

Biochemiestr. 10

6250 Kundl

ABcTpus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1867/002

9. JATA HA ITbPBO PAZPEINTABAHE/ITIOJHOBSIBAHE HA PASPEIHIEHHUETO 3A
YHOTPEBA

JaTa Ha mepBO paszpemanane: 13 HoemBpu 2024 1.

10. JATA HA AKTYAJIMN3BUPAHE HA TEKCTA

[NoapoOna unpopmanus 3a TO3M JEKapCTBEH NMPOAYKT € NIpeAocTaBeHa Ha yebcaiita Ha EBpomneiickara
areHnus 1o JekapcTBaTa https:/www.ema.europa.eu
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MPWIOKEHME I
MPOU3BOJUTEJ HA BHOJIOTMYHO AKTUBHOTO BEIIECTBO U
MMPOU3BOUTEJ, OTTOBOPEH 3A OCBOBOKJABAHE HA
MAPTUIU
YCJIOBUSI WJIM OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYI'N YCJIOBUSA N UBUCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJI0BUA NN OTPAHUYEHUS 3A BE3OITACHA U E@EKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. NPOU3BOAUTEJI HA BUOJOI'MYHO AKTUBHOTO BEHIECTBO U
IMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOXJABAHE HA ITAPTUIN

HMe u aapec Ha IPOU3BOAUTEIS Ha OMOJIOTUYHO AKTUBHOTO BC€IICCTBO

Novartis Pharmaceutical Manufacturing LLC,
Business unit Menges

Kolodvorska cesta 27

1234 Menges

CnoBenus

Boehringer Ingelheim Fremont Inc.
6701 Kaiser Drive Fremont
California 94555

CAIIl

HMe 1 agpec Ha IPOU3BOAUTENSA, OTTOBOPEH 32 OCBOOOYKIaBAHE HA MAPTHINTE

Novartis Manufacturing
Rijksweg 14
Puurs-Sint-Amands, 2870
benrus

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpus

Lek Pharmaceuticals d.d.

Verovskova ulica 57

1526 Ljubljana

CioBeHus

[eyaTHaTa TUCTOBKA Ha JIEKAPCTBEHUS MPOYKT TPSAOBA Jia ChIbPIKa UMETO U ajpeca Ha
MIPOU3BOMTEIS, OTTOBOPEH 32 OCBOOOKIaBAHETO HAa ChOTBETHATA MAPTHIA.

b. YCJIOBUSA WIN OTPAHUYEHUA 3A TJOCTABKA U YIIOTPEBA
JlekapCTBEHUAT MPOAYKT CE€ OTITyCKA IO OrPAHUYUCHO JIeKapcko npeanucanue (Bx. [Ipunoxenue I:

Kparka xapakTepucTrika Ha IpOAyKTa, TOUKa 4.2).

B. JAPYI'H YCJIOBUSA N U3BNUCKBAHUSA HA PASPELHLIEHUETO 3A YIIOTPEBA
. IleprnonnyHu akTyaJIn3upanu JokJaaam 3a 6esonacuoct (ITAJB)

N3uckBanusra 3a nonasane Ha [TAJIb 3a To3u JlekapcTBEH MPOAYKT ca MOCOYEHH B CIIMCHKA C
pedepentauTe natu Ha EBponetickus cpio3 (EURD criucek), npensuaex B wi. 1078, an. 7 ot

Hupextrea 2001/83/EO, 1 BB BCHUKH CIIEIBAIIN aKTyaTU3aliH, yOJUKYBaHU Ha €BPOIIEHCKUS
yeOropTai 3a JeKapcTBa.

. YCI0BUs WIN OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TPOAYKT
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. IInan 3a ynpaBienue Ha pucka (ITYP)

[IpurexarensT Ha pa3pemennero 3a ynorpeda (IIPY) tpsdsa na n3BbpIBa H3UCKBAaHUTE AEHHOCTH U
JeWCTBUS, CBBP3aHH C MIPOCIE/sIBaHe Ha JIeKapcTBeHaTa 0€30MacHOCT, mocoyeHu B ogoopenus [1YP,
npencrased B Mozyn 1.8.2 Ha pa3penieHneTo 3a ynotpeda, KakTo U BbB BCUUKH CIEABAIIH 0100peHU
aktyanusauuu Ha ITYP.

Axryanmsupan [IYP Tpsa6Ba na ce monasa:

. 10 UCKaHe Ha EBpornelickaTta areHuus 1o JeKapcTeara;

. BUHArH, KOraTo ce U3MeHs CUCTeMaTa 3a yIpaBJIeHHe Ha pUCKa, 0COOEHO B pe3yiTaT Ha
[0JTy4aBaHe Ha HOBA MH(OpManys, KOATO MOXeE Aa JOBEAE A0 3HAYMMHU IIPOMEHU B
CHOTHOILLICHUETO I0JI3a/PUCK, WU CIIeX JOCTUTaHE HA Ba)KEH eTarl (BbB BPb3Ka C MPOCIICAsIBAHE
Ha JIeKapCcTBeHaTa 0e30MacHOCT WM CBEXIAaHE Ha PUCKA 0 MUHUMYM).

Axo nogaBanero Ha [IAJIb u aktyanusupanero Ha [IYP cbBmanar, Te MoXxe aa ce moganat
€IHOBPEMEHHO.

CucreMa 3a JIeKapcTBeHa 0€30IaCHOCT

[TPY tpsiOBa na rapaHTHpa, Y€ cUCTEMaTa 3a JIeKapcTBeHa 0e30IIaCHOCT, IIPEICTABEHA B
Monyn 1.8.1 Ha Pa3pemenneTo 3a ynotpeba e BHeApeHa u (YYHKIIMOHUPA MTPETU U JJOKATO
JIEKapCTBEHUSAT IPOAYKT € Ha Ma3apa.

. JloIbJIHUTEJIHM MEPKH 32 CBeKIaHe HA PUCKA 10 MUHUMYM

[IPY ce cpriacsiBa ma mpenocraBu o0yuuteneH marepuan 3a Afqlir 3a tepuropusita Ha EBponeiickus
cbto3. [Ipean myckaHe Ha MPOAYKTA HA MMa3apa U B PAMKHUTE Ha )KU3HEHHS MY IIUKBJ BbB BCSIKa
IbpkaBa wieHka, [IPY me chrimacyBa okoHUaTeTHUS 00YUYUTENEH MaTeprall C HAIIHOHATTHUTE
KOMIIETEHTHHU OPTraHu.

[IPY rapanTtupa, 4e cien oOCHKIaHe U IOCTUTAaHE Ha ChITIACHE C HAIIMOHATHUTE KOMIIETEHTHU
OpTaHM BB BCSIKA bpKaBa WICHKa, KbAeTOo ce npoaasa Afqlir, o4HNTEe KITMHUKH, KBJIETO CE€ OYaKBa
Afqlir na ce u3non3Ba, ca CHabAEHH ¢ aKTyaqTu3upaH HHPOPMALMOHEH MTAKET 32 JIEKapH, ChIbPrKalll
CJICAHUTE EJIeMEHTH:

. Wndopmarnus 3a nekapu

. Buneo Ha npouenypata 3a HHTPaBUTPEATHO HHXEKTUPAHE

. [TukTorpama Ha npouenypara 3a HHTPaBUTPEATHO HHKEKTHPaHe
. WHdopmamoHH NaKeTH 3a MalueHTH

Nudopmanusta 3a iekapy B 00y4UTETHHIS MaTepHal ChIbpPKa CICAHUTE OCHOBHH CIIEMEHTH:

. TexHUKH 32 MHTPAaBUTPEATHO UHKEKTHPaHe, BKIIOYUTETHO u3nona3Bane Ha 30 G urna u
CHOTBETHUS BI'bJ HA HH)KEKTHPaHE

o [IpenBapuTeIHO HAaITBIIHEHATA CIPUHIIOBKA M (JIAKOHBT Ca CaMo 32 €IHOKpaTHa yrnorpeda

o HeoOxoanmocTTa 1a ce M3XBBPIIN U3JIHIIHUAT 00EM OT CIIPHHIIOBKATA MPEIH Ja C& HHKEKTHpa
Afqlir, 3a 1a ce u30erHe npemo3upaHe

. Habnronenue Ha manueHTa cie] MHTPaBUTPEaTHO MHXXEKTUPAHE, BKIIOYUTEIIHO MPOCIIeIiBaHe
HAa 3pUTeNTHaTa OCTPOTA M MOBUIIIABAHETO HA BETPEOYHOTO HAJISITAHE CJe]] HH)KEKTUPAHETO

. OCHOBHHM NIPU3HAIM U CHMIITOMH Ha HEXEJaH!U CHOUTHS, CBbP3aHHU C MHTPABUTPEATHO

WH)KEKTUPaHe, BKIIOUYUTEIIHO eHA0(TAIMUT, BBTPEOUHO Bb3MaJICHNE, IOBULICHO BETPEOYHO
HaJIsIraHe, pa3KbCBAHE Ha MUTMEHTHMSI EMTUTEIN HAa pETHHATA U KaTapakTa

. [TanmenTKHUTE C AETEPOACH MOTEHIMAN TPsiOBa 1a npuiarat eeKTUBHA KOHTpALeNys, a
OpeMeHHUTE KeHU He TpsiOBa ja m3nomssar Afqlir
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HNHpopManmoHHUSIT TAKET 3a MalieHTa OT 00yYUTETHUS MaTEepUa 3a Bb3pacTHATA MOITyJIAIHs
BKITIOYBa HHPOPMAIIIOHHO PHKOBOJICTBO 3a MMAIlUeHTa U HeroBaTa ay o Bepcus. MapopMamoHHOTO
PBKOBOJICTBO 3a MAIMEHTa ChAbPKA CICTHUTE OCHOBHU CIEMEHTH:

JlucroBka ¢ uHdOpMAaIHs 3a MaUeHTA

Koit Tpsi6Ba na ce nexysa ¢ Afglir

Kaxk na ce moarorsute 3a neuenne Afqlir

Kaxswu ca creikute cien gedenue ¢ Afqlir

OCHOBHHM TIPU3HAIA U CHMIITOMH Ha CEPUO3HH HEXKEJIAHU ChOUTHS, BKITFOUUTEITHO
eHI0()TAIMUT, BBTPEOYHO BB3MAJICHUE, YBEIIMYaBAHE HA BBTPEOYHOTO HAJISATAHE, Pa3KhCBAaHE Ha
MUTMEHTHUS eITUTEN Ha pETHHATA U KaTapakTa

Kora a moTepcAT CrienHa moMolil 0T CBOS JIEKap

[TanmeHTKHUTE C AETEPOICH MOTEHIMAT TPSAOBA J1a MpuiIaraT e)eKTUBHA KOHTPALSIIIHS, a
OpeMeHHUTE )KeHU He TpsOBa na usnomssar Afqlir
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MNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbJbPKA BTOPUYHATA OITAKOBKA
KAPTOHEHA KYTHUS
[IpenBapuTeTHO HATBJTHEHA CIPUHIIOBKA

‘ 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Afglir 40 mg/ml nHXEeKIMOHEH Pa3TBOP B MPEIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA
admubeprernT

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

Bcesika mpeaBapuTelHO HaITbJTHEHA CIIPUHIIOBKA ChIBPkKa 6,6 mg admmbepuent B 0,165 ml pazrop
(40 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

[Momomrau BemectBa: monucop6ar 20 (E 432), xuctuanH, L-XuCTHANHOB MOHOXUAPOXIIOPHT
MOHOXUJIpAT, TPeXajlo3a JUXUAPAT, HATPUEB XUAPOKCU, XJIOPOBOAOPOIHA KUCEINHA, BOJA 32
WH)XEKLUU

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

WHxeKIuoHeH pa3TBop

1 mpeBapUTETHO HATBJIHEHA CIIPUHIIOBKA Chabpxka 0,165 ml.
Enguangna mosa ot 2 mg/0,05 ml.

5. HAYUH HA TPUIOKEHUE U IbT(MIIA) HA BBBEXX/IAHE

WnTpaBuTpeasHo npuioxeHne

Camo 3a eTHOKpaTHa ynorpeoa.

[Ipenu ynoTtpeba mpoyerere TUCTOBKATA.

OtBopeTe cTepyITHUS OIHUCTEP caMo B YMCTA CTas 3a IPHIIOKEHHE.
WznumuausaTt o6eM TpsAOBa Aa ce OTCTpaHH MPEa WHXEKTHPaHE.

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA IELIA

Jla ce cpxpaHsIBa Ha MSICTO, HEAOCTHITHO 34 JICTIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXKIEHUSA, AKO E HEOBXOANUMO
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‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen mo:

| 9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE

Ja ce cpxpaHsaBa B XJIQAHITHUK.
a He ce 3ampassiBa.
Jla ce cpxpaHsBa B OpUTMHAIHATA ONAKOBKA, 32 Ja Ce MPeAMNa3y OT CBETJIMHA.

10. CIHENUWAJIHM IPEAITIA3HU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JJEKAPCTBEHUTE NPOAYKTHU WJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJPEC HA ITPUTEXKXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1867/001

13. HNAPTUJAEH HOMEP

[TapTuna:

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHWI 3A YIIOTPEBA

| 16. MHOOPMAILIMSI HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHKE J1a HE ce BKIOUM nH(popManus Ha bpaiinosa a30yka.

‘ 17. YHUMKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP
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18. YHMKAJIEH WIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JJIA CbABPXKAT BJIUCTEPUTE U JIEHTUTE
BJIMUCTEPHO ®0JINO
IIpenBapuTeHO HANTbJIHEHA CHPUHIOBKA

‘ 1. UME HA JIEKAPCTBEHUS NPOAYKT U I'bT HA BBBEK/IAHE

Afglir 40 mg/ml nmxexus
agnubepient
WnTpaButpeaino npuioxeHne

‘ 2. HUME HA ITPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA
‘ 3. JATA HA U3 TUYAHE HA CPOKA HA I'OJHOCT

Tonen no:

4. HNAPTUAEH HOMEP

[TapTuna:
5. IPYTO

0,165 ml
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MUHUMYM JAHHU, KOUTO TPABBA JIA CbABPKAT MAJIKUTE EJIUHUYHU
II'bPBUYHHU OITAKOBKHU

ETUKET

IIpenBapuTeHO HANTbJIHEHA CHPUHIOBKA

‘ 1. HUME HA JIEKAPCTBEHMUSA NPOAYKT U IIBT(MIIA) HA BBBEKJIAHE

Afqlir 40 mg/ml umxexuus
adnubepient
HuTpaBuTpeaino NpuiioxeHue

‘ 2. HAYYH HA ITPUJIOKEHUE

‘ 3. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

5. CBABPKAHUE KATO MACA, OBEM WJIN EJUHULIN

0,165 ml

6. JIPYTO
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUUHATA OITAKOBKA
KAPTOHEHA KYTHUA
dakoH

‘ 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Afqglir 40 mg/ml nmKeKIMoHeH pa3TBOP BB (IIakoH
admubeprernT

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

Bcexn dmakon cpappika Hail-manko 4 mg admubdepnent B 0,1 ml pasrBop (40 mg/ml).

3. CHUCBHK HA NOMOUIHUTE BEIECTBA

[Homormmawm BemectBa: monmcop6ar 20 (E 432), xuctunuH, L-XUCTUINHOB MOHOXUAPOXIOPH]
MOHOXHUIpAT, Tpexano3a AUXUAPAT, HaTPUEB XUIPOKCH, XJIOPOBOJOPOIHA KUCEIHNHA, BOAA 3a
WHXEKIIUH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HMuxexunoHeH pa3TBop

1 ¢pmakon ot Haii-manko 0,1 ml, 18 G punrspra urna
Enunanyna no3a ot 2 mg/0,05 ml.

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

HHTpaBUTpEeaIHO IPUIIOKECHHE

Camo 3a eTHOKpaTHa ynorpeoa.

[Tpenun ynorpeba mpoyerere JTMCTOBKATA.

Wznumausat o6eM TpsOBa Ja ce OTCTpaHH MPer WHKEKTHpaHe.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TEIIA

Jla ce cpxpaHsIBa Ha MSICTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOAUMO
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‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

| 9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE

Ja ce cpxpaHsaBa B XJIQAHITHUK.
a He ce 3ampassiBa.
Jla ce cbxpaHsaBa B OpUTMHAIHATA OTAKOBKA, 32 Ja C€ MPEAMNa3u OT CBETIMHA.

10. CIHENUWAJIHM IPEAITIA3HU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BBAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJPEC HA ITPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1867/002

13. HNAPTUJAEH HOMEP

[TapTuna:

| 14. HAYHMH HA OTIIYCKAHE

‘ 15. YKA3AHWI 3A YIIOTPEBA

| 16. MHOOPMAILIMSI HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHKE J1a HE ce BKIOUM nH(popManus Ha bpaiinosa a30yka.
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‘ 17. YHUMKAJIEH NJEHTU®UKATOP — IBYU3MEPEH BAPKO/

JBym3mepeH 0apKo/I C BKIIFOUEH YHUKAJICH UACHTH(DHUKATOD

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

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPSIABBA A CbABPKAT MAJIKUTE EJJMHUNYHU
ITbPBUYHH OITAKOBKH

ETUKET

®1aKkoH

1. MME HA JEKAPCTBEHMSI IPOJYKT U MbT(MIIIA) HA BbBEXKIAHE

Afglir 40 mg/ml nmxexus
agnubepient
WnTpaButpeaino npuioxeHne

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

EXP

4. MHAPTUJAEH HOMEP

Lot

5. CBABPKAHUE KATO MACA, OBEM WJIN EJUHULIN

O6eM 3a mbIHEHE OT Hali-manko 0,1 ml

6. JIPYTO

83



b. IUCTOBKA
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JlucToBKAa: I/lH(l)OpMaIll/Ifl 3a manMeHTa

Afqlir 40 mg/ml nHKeKIMOHEH Pa3TBOP B MPeABAPUTEHO HAITbJIHEHA CIPUHI[OBKA
apmmbepuent (aflibercept)

vTo3n JICKapCTBEH MPOIYKT MOJICKH Ha JOMBIHUTEIHO HabmoaeHre. ToBa 11 mo3BoJH 6bp30TO
YCTaHOBSIBaHE Ha HOBa MH(pOpMAIIUs OTHOCHO Oe30macHOCTTa. MOoKeTe Ja ajieTe CBOs PHHOC KAaTo
CHOOIINTE BCSIKA HEXENIAaHa PEaKIIUs, KOSATO CTE TIOYYWIH. 32 HaYWHA Ha ChOOIaBaHe Ha HEXETaH!
peakIuy BIKTE Kpast Ha Touka 4.

IIpouyeTeTe BHUMATETHO LSLJIATA JIMCTOBKA, Mpeau 1a Bu 0b/e NpUJI0KeHo TOBA JeKapCTBO, Thid
KaTO TH ChAbp:Ka Ba:xkHA 32 Bac nnpopmanus.
- 3ana3eTe Ta3u JUCTOBKA. MoKe /1a ce HaJIOXKU J1a 51 POYETETE OTHOBO.
- AKO MMate HIKaKBH JOIBIHATEIHN BBIIPOCH, TToTATaiTe Bammms nexap.
- AKO NOJTy4yHuTe HAKAKBU HEXEJIaHU JIEKAPCTBEHU peaklnH, yBegomere Bamms nexap. Tosa
BKJIFOUBA M BCUUKH Bb3MOKHU HEKEJIAHU PEaKIIMH, HEONMUCAHU B Ta3u JIMCTOBKA. Bukre
TOUYKa 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Kaxso mpencrasnssa Afqlir 1 3a KakBo ce U3MOI3BA

Kakgo Tps0Ba na 3Haere, npeau na Bu 0b1e npunoxen Afqlir
Kak me Bu 0bne npunaran Afglir

BB3MOXHU HE)KENTaHN peaKuy

Kak na cexpansiBare Afqlir

ChbabpxaHue Ha OTIAKOBKATa M JOMBIHUTENHA HHPOpMALIUS

AN S e

1. Kakso npeacraBassa Afqlir n 3a kakBo ce u3nosa3Ba

Afqlir e pa3TBOp, KOITO CE€ MHXEKTHPA B OKOTO 3a JICUCHUE Ha OYHH 3a00JIIBaHUs IPU BH3PACTHH,

Hape4YeHu

- HEOBacCKyJapHa (BJIa)KHA) Bb3PpacTOBOOOYCIIOBEHA JiIereHepalns Ha Makysiarta (BiaxHa BJIM),

- YBPEICHO 3pEHHE, IbJDKAII0 Ce Ha OTOK Ha MakyJiaTa, BCIEJACTBHE Ha OKIIy3Hs (3amylIBaHe) Ha
perunanHa Bera (OPB) (oxiy3us Ha paskioHeHue Ha peruHanHa BeHa (OPPB) nnu oxirys3ust Ha
LeHTpaigHara peruHanHa BeHa (OLIPB)),

- YBPEICHO 3peHHe, IbJDKAIIO ce Ha AuadeTeH MakylieH oTok (JIMO),

- YBPEICHO 3pEHHE, IBJDKALI0 C€ HAa MHONHMYHA XOpOoWJajHa HeoBacKynapuzauus (MUONHMYHA
XHB).

Admubeprent, akTuBHOTO BemiecTBo B Afglir, O10knpa akTHBHOCTTA Ha rpyna (pakTopu, N3BECTHH
KaTo ChJ0B eHzjoTeseH pactexeH paktop A (VEGF-A) u mnanenren pactexen ¢gakrop (PIGF).

[Tpu naruenTu ¢ BiaxxHa BJIM u muonmuna XHB, Te3u dakropu, KoraTto ca B MpeKOMEPHO TOJISIMO
KOJINYECTBO, Ca CBBbP3aHH ¢ a0HOPMHO 00pa3yBaHe Ha HOBU KPBBOHOCHHU CBHAOBE B OKOTO. Te3n HOBU
KPBBOHOCHH CBHJIOBE MOTaT Jja MPUUMHAT U3THYaHEe Ha KPHBHU KOMIIOHEHTH B OKOTO M €BEHTYaITHO
yYBpEkKIAaHE HA OYHUTE THKAHU, OTTOBApPSIIHU 33 3pEHHUETO.

[Tpu marmentn ¢ OLIPB ce mosiydaBa 6i10Kkupane Ha OCHOBHHUSI KPbBOHOCEH ChJl, KOWTO OTBEXa
KpBBTa OT peTHHATa. B pe3ynraT Ha ToBa ce moBumaBat HuBaTa Ha VEGF, koeTo nprnunasBa
W3THUYaHE Ha TEYHOCT B PETHHATA, BOJCILIO 10 OTOK Ha MaKyJjara (4acTTa OT peTHHATa, OTTOBOPEHA 32
00OpOTO 3peHue), KOMTO ce Hapyuda MaKkyJeH oTok. IIpu oToka Ha MakyJsarta, IEHTPAJIHOTO 3pEHHUE Ce
3aMBbIJIsBA.

[Ipu nammentu ¢ OPPB, eaHo niu noBeue pa3kIOHEHUs HA MIaBHUS KPHbBOHOCEH ChJI, KOUTO
TpaHCTIOPTHpPA KPBB OT peTHUHATA, € OoKupaHo. B pesynraT Ha ToBa ce moBumiasat HuBaTa Ha VEGF,
KOETO IIPUUYWHSBA U3THYAHE HA TSYHOCT B PETUHATA, BOJIEIIO /IO OTOK HA MaKyJara.
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JnaOeTHUAT OTOK Ha MaKyJaTa MpeACTaB/IgBa OTOK Ha pETHHATA, KOWTO ce MOoy4yaBa MpH MalueHTH ¢
nua0eT, BCIICACTBAC HAa M3TUYAHE HA TEUHOCT OT KPHBOHOCHHUTE ChOBE B MaKyJaTa. Makylata € Ta3u
YacT Ha PeTUHATA, KOSITO € OTTOBOPHA 3a 100poTo 3peHue. Koraro MakynaTa ce mojaye oT TeYHOCT,
LIEHTPATHOTO 3pEHHE Ce 3aMbIJIsIBa.

JokazaHo e, ue Afqlir ciupa pacreska Ha HOBU aOHOPMHU KPBbBOHOCHHU CHJIOBE B OKOTO, KOUTO YE€CTO
BOJUAIT JI0 M3THYAHE Ha TEUHOCT WX A0 KbpBeHe. Afqlir Moske 1a moMorHe 3a cTabuiIu3upane, a B
MHOTO CIIy4au U Ja mono0pu 3ary0bara Ha 3peHue, cBbp3ana ¢ BnaxHa BJIM, OLIPB, OPPB, IMO u
muonuuHa XHB.

2. KakBo TpsioBa n1a 3HaeTe, mpeau A1a Bu 0b1e npuiioxen Afqlir

Afqlir uama na Bu 6bae npuioxen

- aKo CTe aJIeprM4HH KbM aduinOeplenT Uik KbM HAKOS OT OCTaHAJIUTE ChbCTaBKH HAa TOBA
JIeKapcTBO (M30POEHHU B TOUKA 6)

- aKO UMaT¢€ aKTHUBHa I/IH(beKIlI/I}I WJIN CBbMHCHUC 3a I/IH(l)CKHI/ISI B OKOTO WJIN OKOJIO HETO (qua HIIn
OKOJIOOYHA MH(EKITHS)

- aKO MMaTe TeKKO Bb3MaJIeHHe Ha OKOTO (IIPOSBSABAIIO Ce ¢ OOJIKa MITH 3a4ePBSIBAHE).

[pexynpesxaennsi u npeanasHu MepKu

I'oBopere ¢ Bamus nexap, npenu aa Bu 061 npunoxen Afglir

- aKo MMaTe TIayKoma

- aKO CTC UMaJid CJiydau Ja BHXKIATC UCKPU WM MBbTHHUHHA U IIPU BHC3AIMHO YBCIMYCHUEC HaA
pa3sMepa u Opost HA MBTHUHHUTE

- ako Bu e npaBeHa M 3atuiaHyBaHa OIepanus Ha OKOTO, B PAMKUTE HA MPEIIIECTBALINTE TN
CIICABALINTE YETHPH CEAMUIIH

- ako umare Texka popma Ha OLIPB nnu OPPB (ucxemuuna OLIPB unu OPPB), He ce
npernopbuBa Jeuenue ¢ Afqlir.

OcBeH TOBa € BayKHO J1a 3HAaeTe, 4e

- 0e30MacHOCTTa M ePUKACHOCTTA Ha aIMOSPIIeNT, KOraTo ce mpuiiara B ABETe OUYH
€IHOBPEMEHHO, HE Ca N3CJICIBAHM M aKO CE U3II0JI3BA [10 TO3U HAUMH, MOXKE J1a JOBEE 10
MOBHIICH PUCK OT MOSBA HA HEXKEJIAHN PEaKI1H.

- uHKekTupanero Ha Afqlir Moxe 1a mpequ3BHKa MMOBHIIABAaHE HA OYHOTO HAJISTaHe (BBTPEOYHO
HaJIsIraHe) MPY HAKOM MaIlMeHTH B paMKuTe Ha 60 MHHYTH OT MHXXEKTHUpaHeTo. Bammusr exap
I11€ CJIEU TOBA CJIEJ BCSIKA MHKEKIIUSL.

- aKo pa3BueTe MHQEKIHs WK Bh3MaJIeHHE B OKOTO (€HI0(TAIMHT) MITH APYTH YCIOKHEHHS,
MOXe J1a IOYYBCTBATe OOJIKA WM TTO-CHJICH IUCKOM(OPT B OKOTO, BIIOIIABAIIO CE 3aUepBsIBaHE
Ha OKOTO, 3aMbBIJICHO WJIM OTcIa0eHO 3pEeHHUE U MIOBHUILICHA YYBCTBUTEIIHOCT KbM CBETIIMHA.
BaxxHo € BcHUKkH CHMIITOMH J]a ObJaT AMATHOCTUIIMPAHU U JIEKYBaHH Bh3MOXKHO Hal-CKOPO.

- Bammsr siexap 1me npoBepy Tajid uMate Jpyrd PUCKOBH (DaKTOPH, KOMTO MOTAT J1a yBEIUYaT
BB3MOXKHOCTTA OT Pa3KbCBAaHE WM OTJICIIBAHE HA €IUH OT CJIOEBETE B 33JJHATa YacT Ha OKOTO
(oTyIenBaHEe WM pa3KbCBaHE HA PETHHATA, U OTJIETIBAHE HIIM Pa3KbCBaHE HA ITMTMEHTHHUS
enuTeIN Ha peTHHaTa), B KoiTo ciyyait Afqlir Tpsa6Ba fa ce npuiara ¢ HOBUIIEHO BHUMAaHHE.

- Afqlir He TpsOBa Aa ce mpuiara 1o BpeMe Ha OPeMEHHOCT, OCBEH aKo MOTEHLHAIHATA 110132 He
MPeBHUIIIaBa MOTCHITUATHHS PUCK 32 TI0JIA.

- EHH C JIeTepO/IeH MOTeHIMAal TpsiOBa J1a U3M0JI3BaT e(peKTHBHA KOHTpALENIHs 10 BpeMe Ha
JICUEHHETO U Hal-MaJIKO TP Mecela cliesl ocieanaTa nmkekuus Afqlir.

Cucremnara ynotpeba Ha uaxuouropu Ha VEGF, BeiecTBa, mo100HN Ha OHE3U, KOUTO C€ ChIbpKAT
B Afqlir, € moTeHIIMAIHO CBBP3aHa C PUCK OT KPbBHU ChCUPEIIH, 3aMyIIBAIIA KPHPBOHOCHUTE ChJIOBE
(aprepuanau TPOMOOEMOOIUYHH CHOUTHS), KOETO MOKE J1a JIOBE/IE /10 ChpACUYCeH UH(PAPKT UITH J0
uHCYAT. ChIIECTBYBa TEOPETUUCH PUCK OT TaKMBa ChOUTHS Clie]] MHXKeKkTupaHe Ha Afqlir B okoTo.
Nwma orpannyenu nanHu 3a 6e30macHOCTTa IpH JedeHue Ha naruentu ¢ OL[PB, OPPB, IMO u
muonmyHa XHB, kouTo ca MManu WHCYNT WM MUHUA UHCYNT (TIPEeX0HA NCXEMHUYHA aTaKa) WU
chbpieueH MH(ApKT B paMKUTE Ha MOCIeTHUTE 6 Mecena. AKo HsKoe OT M30poeHHTe ce oTHacs 3a Bac,
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Afqlir 11e ce nmpuara ¢ MOBHIIICHO BHUMaHHUE.

Wwma orpaHnYeH OMHUT C JICYCHUETO Ha

- naruentu ¢ JIMO BcnencTBue Ha guadet Tui 1.

- IrabeTHI ¢ MHOTO BUCOKH CpeTHY HUBa Ha KpbBHA 3axap (HbAlc nag 12%).

- THAOCTHUIM C OYHO 3a00JIIBaHe, MPUIMHEHO OT qruadeTa, HapedeHo mpoaudepaTiBHa 1HadeTHa
PETHUHOTIATHSL.

JIumicea onuT ¢ 1eyeHue Ha

- MAIMEHTH C OCTPU UHPEKIHH.

- MAIMEHTH C IPYTd OYHM 3a00JI1BaHMsI KATO OTJICTIBAaHE HA PETHHATA WM IyTKa B MaKyJjaTa.

- Ta0eTUI ¢ HEKOHTPOJIMPAHO BUCOKO KPHBHO HAIIATAHE.

- MAIMEHTH, KOMTO HE ca OT a3uaTcKu npousxoj, ¢ MuonuyHa XHB.

- MaLMEHTH, JIEKyBaHU Npeau 3a MuonuyHa XHB.

- MAIUEHTH C YBPEXK/IaHEe N3BBH [IEHTPATHATA YacT Ha MaKyJaTa (eKcTpadoBeaTHH JIE3UH) 3a
muonuyHa XHB.

AKo HiKOE OT m30pOeHuTe Mo-rope ce oTHacs 3a Bac, BamusT nekap e B3emMe mpeaBul Ta3u JUTIca
Ha uH(pOpManus rpu JedeHento Bu ¢ Afglir.

Jlena v roHOIIM

Ynorpebara va Afqlir mpu mena wim roHOIIM Ha BB3pacT mox 18 ronnHu He e Omila mpoyvBaHa,
3amoro BiaxHara B/IM, OLIPB, OPPB, IMO u muonuuna XHB ce cpemaT oCHOBHO NpH Bb3pacTHH.
[lopanu ToBa, HIMa CHOTBETHA YIOTPeOa B Ta3W Bb3pacToBa rpyra.

Apyru nexkapcrBa u Afglir
Tpsi6Ba na xaxere Ha Bamms siekap, ako U3M0JI3BaTe, HACKOPO CTE U3IMOJI3BAIN WIN € Bb3MOXKHO J1a
U3I0JI3BaTe APYyTH JIEKapCTBa.

BpemenHocT u KbpMeHe

- XKenu c nereposeH NoTeHIMaN TpsOBa 1a H3MoI3BaT epeKTUBHA KOHTPAIICTIIHS 10 BpeMe Ha
JICYCHUETO U HAl-MaJIKO TPH Mecela ciel mocieanara nmkekus Afqlir.

- Hsma ormt B m3non3BaneTo Ha aduubeprient rnpu OpeMeHHM xeHu. Afqlir He TpsOBa na ce
U3I0JI3Ba 110 BpeMe Ha OpEeMEHHOCT, OCBEH aKO MOTEHIMAIHATA 110J13a He NIPEBUILIABA
MOTEHIIMATHUS PHUCK 3a IuIoJa. AKO cTe OpeMeHHa WM TUIaHupaTe OpeMEeHHOCT, TIOChBETBATE
ce ¢ Bamms nexap npenu neuenue ¢ Afglir.

- Mauku xonmuectBa Afqlir Moxe 1a npemMuHaT B KbpMaTa. EQekTuTe BbpXy KbpMEHUTE
HOBOpOJICHI/KbpMadeTaTa He ca u3BecTHH. Afqlir He ce mpemopbuBa MO BpeMe Ha KbpPMEHE.
AKo cTe KbpMauKka, 00ChIeTe ToBa ¢ Bamms nekap npenu seuenue ¢ Afqlir.

Hlodupane u padoTa ¢ MAIIUHU
Crnen nmxexnusta ¢ Afglir Moxke 1a UMaTe BpeMeHHU 3puTeltHu cMmylienus. He modupaiite u He
paboTeTe ¢ MaluHK, TOKATO T€ Ca HAJHIIE.

Afqlir cbabpika

ToBa sekapcTBO ChIBPKa MO-MaIko oT 1 mmol Hatpuii (23 mg) Ha 7030Ba €AWHUIIA, T.€. MOXKE Ja Ce
Kake, 4e TMPAKTUIECKH He ChIbpKa HaTPHH.

Tosa nexapcrBo cpabpka 0,02 mg nonucopbat 20 BbB Beska goctaBeHa go3a ot 0,05 ml

(50 muxponutpa) pa3rop. [TonmucopbaTure MoraT Jja MPUIMHAT aJepruIHy peakiyn. TpsoBa aa
KakeTe Ha Bammms nexap, ako UMaTe YCTAaHOBEHH aJIepTHH.

3. Kaxk me Bu 0bae npuaaran Afglir

Jlexap c onuT B puUjIaraHeTo Ha OYHU MHXKEKUMH 11e nHkektupa Afqglir B okoro Bu B acentnynn
(Y4MCTH ¥ CTEPUITHN) YCIOBHSI.
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[Ipenoppuntennara f03a € 2 mg apiudepuent (0,05 ml).
Afqlir ce mpunara kaTo HHXEKIHUS B OKOTO (MHTPABUTPEATHA HHKEKIINS).

[Ipenn nmxekTrpaneTo BammsaT nekap 1e u3moi3Ba Ae3nH(PEKIIpaIio CpecTBO 328 BHUMATEITHO
MOYMCTBaHe Ha OKOTO B ¢ 1ien mpenoTBpaTsBane Ha HHPEKIHs. BammsaT nexap mie mpuiioxu u
MECTHa YIOWKa, 3a J1a HaMaJli WJIM TPEJ0TBPATH BCsAKA 0OJIKa, KOSITO OUXTE MOTJIX J1a TTIOYyBCTBATE
MIPH HHXEKTUPAHETO.

Bnaowcna BJIIM

[Naruentu ¢ BnaxxHa BJIM 1mie Ob1aT JeKyBaHU C €IHA HHKEKIIMS Ha MeCell B IPOIbIDKCHHUE HA TPU
MIOCIIEZIOBATENHN 03U, TIOCIEIBAHU OT APYTra HHKEKIW CIie/I JOIIBIHUTEIHH IBa MEcela.

Cnen ToBa BamusT nekap 1ie peiu,1aal HHTEPBATBT MEXKTy HHKCKIUUTE MOXKE JIa Ce MOAIbpKa Ha
JIBa MECella WU MOCTETNICHHO J1a Ce yIbIDKaBa C Mo 2 WK 4 CEIMUIIH, aKO ChCTOsTHIETO Bu e
CTaOMITHO.

AKoO cbcTosTHEETO Bu ce Biomm, HHTEpBATBT MEXKIY WHKEKIIMATE MOXe J1a Obae ChKpaTeH.

He ce namara ga rmoceniaBare Bamus JICKap MCXKXAY OTACITHUTC MHKXCKIUH, OCBCH aKO UMATC HAKAKBU
HpO6JICMI/I WM CT€ TTOCHhBETBAHU OT Barus JICKap.

OTtok Ha makyaarta BeieacTeue Ha OPB (OPPB uau OLIPB)
Bammsr nekap e onpeeny Hau-moaxoAsiara cxema Ha jgedyeHue 3a Bac. Bue e 3anounere
JIEYeHNE ChC Cepus OT exkeMeceuHr nHxeknnu ¢ Afqlir.

WHTepBanbT MEXIy IBE MHXKEKIIMU HE TPsIOBA Ja ObJie O-KbC OT €IMH MECEII.

BammusT nexkap Moxxe aa pemu aa crpe sedernero ¢ Afglir, ako ceerostHEeTO BU He ce mogo6pu npu
IPOIbIDKABAHE HA JIEUEHHUETO.

Bamrero neuenue e MpoABIJIKU € CXKEMECCUHN MHIKCKIIUHN, TOKATO CbCTOSHUCTO Bu crane crabuiHo.
Moxe Ja ca H606XO,I[I/IMI/I TPpHU WJIH TTOBEYC CIKEMCCCUHHN NHIKCKIUU.

Bammsr JICKap HIe mnmpocieasaBa Bamms OTTOBOP Ha JICHCHUCTO U MOKE Aa IIPOABJLKU JICUCHHUCTO YPE3
MOCTCICHHO YBCINYAaBAHC HA UHTCPBAJIa MCIKAY MHXCKIIUUTEC, 3a a CC MMOAAbpiKa CTaOUITHO
chCTOsIHKME. AKO ChCTOSIHMETO Bu 3amoune Ja C€ BJjIomaBa IpH MO-AbJIBI' UHTECPBAJI HA JICUCHUE,
Bammsar JICKap e HaMaJIn CbOTBETHO MHTCPBAa.

B®3 ocHoBa Ha Bamms otroBop Ha JieueHueTo, BammsT gekap 1ie pemy KakbB Aa € rpaduKbT Ha
IIperyieINTe 3a Npocie/siBaHe U CXeMaTa Ha JICUeHHe.

Huabemen maxynern omok (JIMO)
[Maruentu ¢ JIMO TpsOBa J1a ce JICKYBAT € €IHA MHXKEKIIMSA MECEUHO 32 ITbPBUTE MET MOCIICIOBATCIHU
J1034, MOCJIEBaHU OT €/IHAa MHXKEKIMS Ha BCEKHU JIBa Mecella CJIe] TOBA.

WHTepBanbT Ha IpUiIaraHe MOXKe J1a Ce 3alla3d BeJHbX Ha BCEKU JBa Mecella MM Ja Ce aJalTupa Bb3
OCHOBa Ha Tperyie/ia Ha Bamms nexap. Bammsrt nekap 1ie penm KakbB J1a € TpaQuKbT 32
MpOCJIeIABaIIy PETIeIu.

Bammsr nekap Moxe aa penu aa cnpe nedeHunero ¢ Afqlir ako ce yctaHoBH, e HsIMATE 1M0Ji3a OT
MPOJBILKUTEIHO JICUEHHE.

Muonuyna XHB

[Maruentu ¢ muonuuna XHB 111e ObaaT JeKyBaHH CaMO C €/IHA MHXKEKIUA. JJOIbIHUTETHH HHKCKIUH
e Bu ce moctaBaT camo, ako nperienure npu Bamus nekap nokaxar, ye cbcTosiHueTO Bu He ce e
o000 pIITO.
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HHTepBaTbhT MEXIY BE MHXEKIIMH HE TPsiOBa 1a OblIe MO-KBC OT €AMH MECEII.

Ako 3a0onsBaneTo Bu OTIOYyMsBA U CJICI TOBA CC BPbIIIA, Bammusar JICKap MOKE€ Aa IMMOJHOBU
JICYCHUCTO.

Bammsr nekap mie onpeaeny rpaduka Ha IperyieuTe 3a MPOoCcieasiBaHe.

[lonpoOHu yka3aHus 3a yrnoTpeda ca JaaeHu B Kpasi Ha JIHCTOBKaTa clie ,, Y Ka3aHus 3a yrmoTpeda Ha
MPEIBAPUTEITHO HAITbJTHEHATA CIPUHIIOBKA: .

Ako e nponycHaTa n103a Afqlir
3anuuiere ce 3a HOBO TMOCELICHNUE 3a MPEerJie/l U HHKEKIIHSI.

AKo cTe cpesu npuema Ha Afglir
KoHncyntupaiite ce ¢ Bamus nexap npenu aa CupeTe JICYEHUETO.

AKO “MaTe HSIKaKBH JOMBJIHUTEIHN BBIIPOCH, CBBP3aHU C yHOTpebaTa Ha TOBa JIEKapCTBO, IONUTANTE
Bamwus nekap.

4. Bb3MOXKHU HeKeJIaHU peakluu

KakTro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NIPEAMN3BHUKA HEKECIIAHNU PCAKIIUU, BBIIPEKU Y€ HC
BCCKHU I'Ml T1OJTy4aBa.

[ToreHumanHo Morar Aa Bb3HUKHAT aJIePrUYHM peakuuu (peakluy Ha CBPpbXUyBCTBUTENHOCT). Te
MOrar ia 0bAaT CepHO3HH H [a HAJIArarT Ja ce CBbpakeTe He3a0aBHO ¢ Bamms jexap.

[Tpu npunoxxeHurero Ha adIUOEpIENT MOTAaT Jla c€ Pa3BUAT HIKOH HEXKENaHU PEaKIIiH, 3acCsATalln
OYHTe, KOUTO Ce ABJDKAT Ha Mpolle/lypaTa Ha HHKeKTHpane. HIKou oT TsX Morar ja ObaaT cepuo3HH
1 BKJIIOYBAT CJ1€MO0TA, CEPUO3HA MH(EKLM WM Bb3IaJIeHHe HA 0KOTO (€HI0(PTaIMHUT),
oT/IenBaHe, pa3KbCBaHe WM KbpPBeHe HA CBETJI0YYBCTBUTEIHMS CJ10i B 3aHATA YAaCT HA OKOTO
(oTnenBaHe WM pa3KbCBaHE HA peTHHATA), MOMbTHSABAHE HA JelaTa (KaTapakTra), KPbBOU3JINB B
OKOTO (KPBBOM3JIUB B CTHKJIOBUIHOTO TSUJIO), OTJIeNIBaHe HA NMOJ00HOTO HA Kejle BelleCTBO BbB
BBTPELIHOCTTA HA OKOTO OT peTHHAaTa (OTJICNBaHE HAa CTHKIOBUAHOTO TSUIO), ¥ MOBUIIABAHE HA
HAJIATAHETO B OKOTO, BIDKTE TOuKa 2. Te3u cepro3HU HEXKEIaHU PeaKluu, 3acAraiiy OuuTe, ca ce
pa3BuiH npH no-mMaiko ot 1 Ha 1 900 umxeKuMy B KIMHUYHUTE MTPOYUBaHUS.

CBmeeTe ce ¢ Bamus JIEKap He3aﬁaBHO, AKO IMOJYYUTC BHE3AITHO HAMAJICHUEC HAa 3pCHUCTO, NI
3acHIBaHe Ha OoJIKaTa u 3a4C€pBABAHC HAa OKOTO CJIC] MHIKCKIUATA.

CnHCcBbK HA HeKeJIaHW PeaKIuu

CrenBa clIUChbK Ha HEXXEJIaHUTE PEAKLUK, KOUTO ca ChOOILABaHU KAaTO BEPOSTHO CBbP3aHU C
npoleaypara Ha HHKEKTHpPaHe WU ¢ JIeKapcTBOoTO. Mouis, He ce Oe3nokoiite, Bue Mosxe na He
MOJTyYUTE HUKOS OT TAX. BUHaru oOChxkaiTe BCSIKAKBHY MMOI03UPAaHH HEXXENaHU peakunu ¢ Bamms
JeKap.

MHoro 4ecTH He:KeJIaHU peaknuu (Morar Ja 3acerHar mosede ot 1 Ha 10 gymm):

- BIIOIIIABaHE HA 3PCHUETO

- KPBBOM3IIMB B 33/THATA YaCT Ha OKOTO (KPHBOM3IIUB B PETHHATA)

- KpBBSICBAaHE Ha OKOTO, MPUYMHEHO OT KbPBEHE OT MAJIKUTE KPbBOHOCHU ChJIOBE BHB BHHIITHUTE
CJIOE€BE Ha OKOTO

- 00JKa B OKOTO
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YecTH HexxeJaHU peaknuu (Morat fa 3acertar o 1 Ha 10 gymm):

- OTJIETIBaHE WJIM Pa3KhCBaHE Ha €IUH OT CJIOEBETE B 3a/JHATa 4acT Ha OKOTO, KOETO BOIH O
MpOOJIICHIIM C MBTHHHH, TIOHSKOTa IPOTrpecHpainy J0 3aryda Ha 3peHueTo (pa3KbCBaHE Ha
PETUHAITHUS MUTMEHTEH SIHUTEN*/0TIICIBaHe, OTICIIBAHE HA PETUHATA/Pa3KhCBAHE)

* CBCTOSIHUSA, 32 KOUTO € M3BECTHO, Y€ ca CBBbp3aHM ¢ BiIakHa B/IM; HabaromaBanu camo mpu
MMaIeHTy ¢ Brakaa BJIM.

- JICTCHEpallMs Ha pETHHATA, IPUYMHSBAIIA HAPYIIICHO 3pSHUE

- KPBBOM3IINB B OKOTO (KPHBOM3IHUB B CTHKIIOBHIHOTO TSJIO)

- HAKoW (opMHU Ha 3aMBITIIBaHE Ha Jelmara (KaTapakTa)

- YBPEKIaHE Ha MPEIHUS CJIOM Ha ouHaTa S0bJIKa (POTOBHUIIATA)

- MOBUINICHUE HA HAIATAHETO B OKOTO

- JBIDKEITH CE TTETHA B 3pUTEITHOTO 1MOJIe (MBTHHUHN)

- OTJICTIBaHE Ha TOJJOOHOTO HA JKEJIe BEIISCTBO BhB BHTPEIIHOCTTA HA OKOTO OT PeTHHATA
(oTnenBaHe Ha CTHKIOBUIHOTO TSIIO, BOJCIIO IO MPOOJIACHIU ¢ MbTHUHH)

- ycelaHe, 9e Ma HEello B OKOTO

- MTOBHIIIEHO 00pa3yBaHe Ha ChI3U

- MoJlyBaHe Ha Kjlemaya

- KbpPBEHE Ha MSCTOTO HA MHXKEKTHPaHE

- 3adepBsBaHe Ha OKOTO

HeuecTu He:kenanu peakuuu (Morar fqa 3acersHat 1o 1 va 100 qymm):
- QJIEPTUYHU PEaKIUH (PeaklK Ha CBPBXYyBCTBUTEIHOCT)**
** JIma chOOIIEeHUS 3a aJISpTUYHU PEaKIUy KaTo 00pHUB, ChpOek (IPYPHUTYC), KOTIPUBHA

Tpecka (YpTHKapHs), KaKTO U HAKOJIKO CITydan HA TEKKU aJeprHIHH
(anadunmakTHdHN/aHADUITAKTONIHN) PEAKIIUH.

- CEpHO3HO Bh3IMANICHNE WM HH(PEKIUI BB BTPELUTHOCTTA HA OKOTO (€HIO(TAIMUT)

- BB3MAJICHNE HA PUCA UK APYTH YacTH HA OKOTO (UPUT, YBEUT, UPUIOLUUKIIUT, THHIIAI B
MpeIHaTa Kamepa)

- HEOOWYaHO yCellaHe B OKOTO

- JpazHeHe Ha Kiernaya

- MOlyBaHe Ha MPEHNUS CIIO0H Ha OYHATA S0BJIKA (POroBUIIATA)

Peaxu Hexxenanu peakuuu (Morart ga 3acerrar o 1 ga 1000 gymmm):

- cJernoTa

- MOMBTHSBAHE HA JICIaTa MOPay TpaBMa (TpaBMaTHYHA KaTapaKTa)

- BB3MAJICHUE Ha MO00HOTO Ha JKEJI€ BELICCTBO BbB BHTPEIIHOCTTA HA OKOTO
- THO# B OKOTO

C Hen3BeCTHA 4eCcTOTA (OT HATMYHUTE JIAHHU HE MOJKE J1a ObJIc HallpaBeHa OIICHKA Ha YeCTOTAaTa):
- BB3MAJICHHE Ha Os1aTa 4acT Ha OKOTO, CBBP3aHO ChC 3auepBsiBaHe U 00JIKa (CKIICPHUT)

B xnmHUYHNTE M3NHUTBaHUS ce HaOMI01aBa MOBHIIEHA YeCTOTA Ha KbPBEHE OT MAJIKHUTE KPHBOHOCHH
CBHJIOBE BbB BHHIIHUTE CIIOEBE Ha OKOTO (KOHIOHKTHBAJICH KPHBOM3IIHMB) NPH MMAIUCHTH C BIIaXKHA
B/IM, npuemaru ekapcTBa 3a pa3pexxJaHe Ha KpbBTa. Ta3u MOBUIICHA YECTOTA € CPABHUMA MEXLY
MalMeHTHTE, JIeKyBaHH ¢ paHHOU3yMad u aduubepient.

Cucremnara ynotpeba Ha uaxuouropu Ha VEGF, BemecTsa, mogo0Hu Ha chabpikainiure ce B Afglir, e
MOTEHIIMAIHO CBbP3aHa C PUCKA OT KPbBHU ChCUPELH, 3aMyIIBAIIA KPHbBOHOCHUTE ChIOBE
(apTepuanau TPOMOOEMOOIUYHH CHOUTHS), KOETO MOKE J1a JIOBE/IE /10 ChpACUYEeH HH(PAPKT UITH J0
uHCYAT. ChIIECTBYBa TEOPETUUCH PUCK OT TaKMBa ChOUTHS Clie]] MHXKeKkTupane Ha Afqlir B okoTo.

Kakro mpu Bcuku TepaneBTHYHH NPOTEUHH, TIPH NpuiioxkenneTo Ha Afqlir cbiiecTByBa B3MOKHOCT
OT UMyHHA peaknus (00pa3yBaHe Ha aHTUTENA).
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Chob1aBaHe HA HeKeJIaHU peaKkIuu

AKO TIOJTyuHTe HAKaKBH HEXEJIaHU JIEKAPCTBEHU PeaKiny, yBeqomere Bamms nexap. ToBa BkIouBa
BCUYKH BH3MOXKHU HEONMCAHU B Ta3H JIMCTOBKA HEXEIaHU peakiuu. MoxKeTe ChINo J1a ChOOIUTE
HEXEJIAaHU PEaKIuu TUPEKTHO Upe3 HallMOHAJHATA CUCTEMa 33 ChOOIaBaHe, IOCOYCHA B
[Ipunoxenune V. Kato crobmaBare HeXXEIIaHA PEaKIIUN, MOKETE Ja aeTe CBOSI PHUHOC 3a
MoJTydaBaHe Ha IMoBede WHPOpMAaIHs OTHOCHO O€30MacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansiBate Afqlir
. Jla ce chXpaHsBa Ha MSCTO, HEJIOCTBITHO 32 JieTa.
. He u3non3BaiiTe ToBa JIeKapcTBO ClIe]] CPOKA HA TOJHOCT, OTOEINA3aH BhPXY KapTOHEHATa

OITaKOBKa U e€THKeTa cien ,,[ oneH n0:*/,,EXP“. CpokbT Ha TOJJHOCT OTrOBapsi Ha TIOCJICIHUS JICH
OT TTIOCOYEHHS MECEII.

a ce cpxpanssa B xmagmmHuK (2 °C mo 8 °C). [la He ce 3ampassba.

HeoTBopeHnusT O1icTep MOXKE 11a ce ChXpaHsaBa N3BbH XiamauiaHuK mox 30 °C go 14 qau.

Jla ce cpxpaHsaBa B OpUTHHATHATA OMAKOBKA, 3a Ja C€ MPEAIa3y OT CBETIHHA.

He u3xBbpisiiTe tekapcTBaTa B KaHAIH3AIMITA WIA B KOHTEWHEPA 33 JJOMAIIHHA OTIIAbIIH.
[NonuTaiite Bammst hapManeBT Kak Aa U3XBHPISTE JIEKapCcTBaTa, KOMTO BEUe HE U3MOJI3BATe.
Te3u Mepku 1€ CIIOMOTHAT 32 OIla3BaHe HAa OKOJIHATA Cpejia.

6. CLm)pmalme Ha ONaKOBKaTa U JO0IIbJHHUTEC/IHA HH(l)OpMaIII/Iﬂ

Kakso cbabpaxa Afqlir

- AXTHUBHO BemecTBO: adubeprent. Beska npeaBapuTeNHO HATBJIHEHA CIIPUHIIOBKA ChIbPKa
6,6 mg admubepuent B 0,165 ml pasrBop. ToBa ocurypsiBa U3MoI3BacMO KOJIHYECTBO 32
JIocTaBsHe Ha equHmYHA 1032 oT 0,05 ml, ceappxama 2 mg apiubeprent.

- Hpyru ceeraBku: nonucop6at 20 (E 432), xuctunns, L-XUCTUANHOB MOHOXUAPOXIOPHT
MOHOXU/IpaT, HaATPUEB XUAPOKCH (32 Kopekuus Ha pH), XopoBoopoHa KucenuHa (3a
Kopekuus Ha pH), Boza 3a MH)XEKLIUY.

Bmxre ,,Afqlir chappika® B Touka 2 3a moBede WHGOpMAIHSL.

Kak n3raexna Afqlir 1 KakBo cbIbp:Ka 0NIAKOBKATA

Afqlir e wHXEKIIMOHEH pa3TBOpP (MHXKEKIHA) B TPEABAPUTEITHO HAITBIIHEHA CTIPUHIIOBKA (CTHKIIO

tun I), MapkupaHa ¢ IMHUS 3a J03aTa, C TJ1aBa Ha OyTasio (e1acToMepHa ryma) H JIyep-JIOK afanTop ¢
Karavka Ha Bbpxa (emacromepHa ryma). Pa3rBopbT e OUCTB, Oe3lBeTeH 10 OneokadeHUKaBO-KbIIT.
OmnakoBka OT 1 mpeaBapuUTETHO HAIThJIHEHA CIIPUHIIOBKA.

IIpuTexaTes1 Ha pa3pelieHUETO 32 yNoTPeda
Sandoz GmbH

Biochemiestr. 10

6250 Kundl

ABcTpus

IIpoussoaure

Novartis Manufacturing
Rijksweg 14
Puurs-Sint-Amands, 2870
benrus
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3a mombIHUTENHA HH(GOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJISL, CBBPKETE CE€ C JIOKATHUS
TIpeICTaBUTEl Ha MIPUTEXATENs Ha pa3pelieHneTo 3a ynorpeoa:

Belgié/Belgique/Belgien
Sandoz nv/sa
Tél/Tel: +32 2 722 97 97

Bbbarapus
Canno3 bearapus KUT
Ten.: +359 2 970 47 47

Ceska republika
Sandoz s.t.0.
Tel: +420 234 142 222

Danmark/Norge/island/Sverige
Sandoz A/S
TIf./TIf/Simi/Tel: +45 63 95 10 00

Deutschland
Hexal AG
Tel: +49 8024 908 0

Eesti
Sandoz d.d. Eesti filiaal
Tel: +372 665 2400

EAlhada

SANDOZ HELLAS MONOITPOXQIIH A.E.

TnA: +30 216 600 5000

Espaiia
Sandoz Farmacéutica, S.A.
Tel: +34 900 456 856

France
Sandoz SAS
Tél: +33 149 64 48 00

Hrvatska
Sandoz d.o.o.
Tel: 4385123 53 111

Ireland
Rowex Ltd.
Tel: + 353 27 50077

Italia
Sandoz S.p.A.
Tel: +39 02 81280696

Kvnpog

SANDOZ HELLAS MONOITPOXQIIH A.E.

(EXGd0)
TnA: +30 216 600 5000

Latvija
Sandoz d.d. Latvia filiale
Tel: +371 67 892 006

Lietuva
Sandoz Pharmaceuticals d.d filialas
Tel: +370 5 2636 037

Luxembourg/Luxemburg
Sandoz nv/sa (Belgique/Belgien)
Tél/Tel.: +32 272297 97

Magyarorszag
Sandoz Hungaria Kft.
Tel.: +36 1 430 2890

Malta
Sandoz Pharmaceuticals d.d.
Tel: +35699644126

Nederland
Sandoz B.V.
Tel: +31 36 52 41 600

Osterreich
Sandoz GmbH
Tel: +43 5338 2000

Polska
Sandoz Polska Sp. z o.0.
Tel.: +48 22 209 70 00

Portugal
Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00

Romaénia
Sandoz Pharmaceuticals SRL
Tel: +40 21 407 51 60

Slovenija
Sandoz farmacevtska druzba d.d.
Tel: +386 1 58021 11

Slovenska republika
Sandoz d.d. - organiza¢na zlozka
Tel: +421 2 48 200 600

Suomi/Finland
Sandoz A/S
Puh/Tel: +358 10 6133 400

I[aTa Ha MOCJICAHO NMpepasrijckaane Ha JIMCTOBKaTa



[Toapo6Ha wHGOpPMAIIHS 32 TOBA JICKAPCTBO € IIPeIoCTaBeHa Ha yeOcaiita Ha EBporeiickaTa areHus
10 JIeKapcTBaTa: https://www.ema.europa.eu.

ITocovenara mo-no1y MH(GpoOpManus e MpeJHA3ZHAYEHA CAMO 32 MeIMIMHCKH CIIeNHATNCTH.
[IpenBapuTenHo HabJIHEHATa CIPUHIIOBKA ChABPIKA [IOBEYE OT NPEHOPhUNTENIHATA 1032 2 Mg
apmmbepuent (exBuBasieHTHU Ha 0,05 ml). M3MumHOTO KONMMYeCTBO TPsIOBA Aa ce OTCTPaHH Mpeau
MIPUJIOKEHUE.

Ykazanusa 3za ynompeﬂa Ha npet)eapumeﬂuo HanviHeHama CRPpUHUO6KA:

CbxpaHeHue U MpoBepKa

CoxpansBaiite Afqlir B xmangunauk npu 2 °C — 8 °C; na He ce
3ampassiBa. CbxpaHsBaiiTe MpeaBapUTEITHO HAITBIHEHATA CIIPUHIIOBKA
B KapTOHEHATa OIAaKOBKa, 3a Ja Ce MPe/Ia3y OT CBETIHHA.

[penu ynotpeba HeorBopeHust oaucrep Ha Afqlir Moxe na ce
chxpansBa mnpu Temneparypa moa 30 °C no 14 nuu. Cien oTBapsiHe
Ha O6nucTepa paboTeTe B aCeNITHYHH YCIIOBUSI.

Afqlir e OucTbp u Oe31BeTeH 0 OeoKaPEeHNKABO-KBIT Pa3TBOP.
Eﬂ I ==

PasTBOpBT TpsiOBa Ja ce MPOBEPU BU3YATHO 32 YK YaCTHIIN,
MOMBTHSABAHE W/ NPOMSHA B [IBETA WM BCSIKAKBa IIPOMSIHA BbB
BBHILIHUS BUJ IIpeay MpuiIokeHue. B cinyyaii ye ce HaOmronaBar
TaKUBa, JIEKAPCTBEHUSIT MPOYKT TPOBA Jia C€ U3XBBPIIH.

He H3HOJ’I3BaﬁTe, AaKO OIIaKOBKaTa WJIU IIPCABAPUTCIIHO HAIIbJIHCHATA
CIIPUHITIOBKA Ca MOBPCACHHU WJIM C U3TCKBJI CPOK HA TOAHOCT.

IMoaroroBka u NpuUJI0:KeHUE

Bcesika npeaBapuTenHO HaITbJIHEHA CIPUHIIOBKA TPSIOBa /1a ce M3I0JI3Ba 3a JICUSHHUE CaMo Ha €HO OKO.
He oTBapsiite crepunHus O61ucTep ¢ MpeJBapUTEITHO HATBIIHEHATA CIPUHIIOBKA M3BBH YMCTA CTas 32
MPUIOKEHHE.

3a HHTpaBUTPEATHO HHXKEKTUpaHe TpsaOBa 1a ce u3noisea 30 G X 2 MHYA MH)KEKLIMOHHA UTJIa.
H3non3BaiiTe acenTyHa TEXHHUKA, 3 Ja U3NBIHUTE CIICTHUTE CTHIIKH.
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Onucanue Ha NPpEeABAPUTE/IHO HAIIbJHCHATA CIIPUHIIOBKA

Kanayka Ha cnpuHLUOBKa MscTo 3a npbuCcTUTE

MapkupoBka 3a
posarta ot 0,05 ml

.

| "naBa Ha ByTano
Jlyep-nok

el

byTtano

Koraro cre rorosu na npunoxute Afqlir, orBopere
KapTOHEHATa ONIaKOBKA U U3BaJeTe CTEPHIM3UpaHaTa
omnakoBka (0nmucrep). BuumarenHno otienere
CTepUIM3UpaHaTa OMaKoBKa (OIHCTED), OCUTYPSIBAUKH
CTEPUJIHOCTTA Ha HEUHOTO ChAbpkKaHUE. [[pbiKTe

CIPUHIIOBKAaTa B CTepHIHAaTa Tabjia, JOKaTo CTaHETE TOTOBU
3a CIVIO0SIBAHETO H.

KaTo u3mos3Bare acenTHYHa TEXHUKA, H3BAICTE
CIPUHIIOBKATa OT CTEPHJIN3MPAHATa OMAaKOBKa (OIucTep).

3a 1a MaxHeTe KaraJykaTa Ha CIPUHIIOBKATa, APHKTE
CIPUHILIOBKATa B €IHaTa CH PbKa, KaTo ¢ Apyrara XBaHEeTe
KalaykaTa Ha CIPUHLIOBKATA C Majelna U IoKasaiewna cu.

Cuynere (HemelTe Ja 3aBbpTaTE WM YCYKBaTe) KaradkaTta
Ha CIPUHIIOBKATA.

3abenexka: 3a 1a u30erHeTe HapyIlIaBaHe Ha CTEPUIIHOCTTA
Ha MPOJYKTa, HE U3TETJISITE Ha3a)] OyTaJIoTO.

Wznon3Baiiky acenTHYHA TEXHUKA, 3aBUHTE TUTHTHO

nmkekronnara uria 30 G x %2 uHYa KbM JTyep-JIOK BbpXa
Ha CIPUHI[OBKATA.
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Kato nbpkuTe CipuHIIOBKATa C HACOUYEHA HATOPE UTIa, S
MIPOBEpETE 3a HAIMYKE HA BH3AYIIHA MEXypUeTa.

AKO UMa MexypyeTa, BHUMATEIIHO MOTyHaiTe CIIPUHIIOBKATA
C IIPBCT, I0KATO MEXypUueTara ce U3UTHAT JI0 TOpHAaTa i
4acT.

BruMarenHo OoTCTpaHeTe KarmadkaTa Ha UriiaTa, KaTo s
U3AbpIIaTEe HAPaBo.

OtcTpaHeTe BCHYKH MEXypUeTa U M3TJIaCKaWTe U3JIUIIHOTO
JIeKapcTBO upe3 6aBHO HATUCKaHe Ha OyTanoTo, 3a 1a
M3paBHUTE OCHOBATA HA CBOJIA Ha OyTalOTO C YepHaTa JINHUS
3a J103aTa Ha CIPHHIIOBKATA (CKBHBAJIICHTHO Ha

50 MHKpOJHTPA).

3alesie:kka: MHxeKkTUpaliTe BeHara cje/l HalrbJIBaHe Ha
CIIPUHIIOBKATA.

Wmxextupaiite 6aBHO, TOKATO Ii1aBata Ha OyTanoTo
JIOCTUTHE Kpasi Ha CIIPUHIIOBKATA, 32 J]a MIOJIyIUTe 00eM OT
0,05 ml. IloTBBbpAETE JOCTABSIHETO HA MBJIHATA /1032, KATO
MIPOBEPUTE Jallv TJaBaTa Ha OyTajloTO € JOCTUTHAIA Kpas Ha
LWJIMHABPA HA COPUHIIOBKATA.

[IpenBapuTeIHO HAIBJIHCHATa CHOPUHIIOBKA € CaMo 32
€JHOKpaTHa yrnoTpeoa.

MHOTOKpaTHO TMpWaraHe Ha JO3H OT IPEABAPHUTEITHO
HAITbJIHCHATa CIPHHIIOBKA MOXE Ja YBEIHYH PHCKA OT
KOHTaMHUHaIKs U TTOCTIe/BaIa HHOEKIHS.

Hewusnon3sanusar JICKaApCTBECH NPOAYKT WM OTIHaAbYHUTE
MaTepuaii OT HEro TpIOBa Jia ce U3XBHPJIST B ChOTBETCTBHE
C MECTHHTE M3HUCKBAHHUSI.
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JlucToBKAa: I/lH(l)OpMaIll/Ifl 3a manMeHTa

Afqlir 40 mg/ml nHKxeKIMOHEH Pa3TBOP BbB (IaKOH
ammbepuent (aflibercept)

vTo3n JICKapCTBEH MPOIYKT MOJICSKH Ha AOMBIHUTEIHO HabmoaeHre. ToBa 1iie mo3Boau 6bp30To
YCTaHOBSIBaHE Ha HOBa MH(pOpMaIIUs OTHOCHO Oe30macHOCTTa. MOoKeTe Ja JajieTe CBOs PHHOC KAaTo
ChOOINUTE BCSIKA HEXKEIIaHA PEAKIIUS, KOSITO CTE MOJYYHIIM. 3a HauMHa Ha ChOOIaBaHE HA HEXEIaH!
peaKIuy BIKTE Kpasi Ha Touka 4.

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, MpeaH 1a Bu 0bie NpUII0KEeHO TOBA JIEKAPCTBO, Thil
KaTO TH ChAbp:Ka Ba:kHA 32 Bac nnpopmanus.
- 3amasere Ta3u JUCTOBKA. MOXKe 1a ce HAJIOKH Jia 1 IPOYETETe OTHOBO.
- AKO UMate HAKaKBH JOIBIHUTEIHN BBIPOCH, oNUTalTe Bamms nekap.
- AKO NOJTy4yHTe HAKAaKBU HEXEJIaHU JIEKAPCTBEHU peakunH, yBegomere Bamms nexap. Tosa
BKJIFOYBA ¥ BCUYKH Bb3MOKHU HEKEIAHH PEAKIIMH, HEONMCAHH B Ta3M JINCTOBKA. Brkre
TOUKa 4.

Kakso CbAbPiKa Ta3u JUCTOBKA

Kakso npencrasnsia Afglir u 3a kKakBo ce H3MM0JI3Ba

Kakgo Tps0Ba na 3Haere, npeau na Bu 0b1e npunoxen Afqlir
Kak me Bu 6p1e mpunaran Afqglir

BB3MOXHU HEXKETaHU PEAKIUU

Kak na cexpansiBare Afqlir

ChbabppxaHue Ha ONIAKOBKATa U AOIBIHUTENIHA HHPOPMALUS

AN e

1. Kakso npencrasasipa Afqlir u 3a kakBo ce u3nos3sa

Afqlir e pazTBOp, KONTO CE MHKEKTHPA B OKOTO 32 JICUCHHE Ha OYHH 3a00JIIBaHUS [P BH3PACTHH,
Hape4YeHu

- HEoBacKyJiapHa (BJIa)KHa) Bb3pacTOBOOOYCIIOBEHA AereHepalus Ha Makynata (Biaxua BIIM),

- YBpEIEHO 3peHHe, TBIDKAIIO CE Ha OTOK Ha MaKyJiaTa, BCIIEJCTBUE Ha OKJIy3us (3amyliBaHe) Ha
perunanHa Bera (OPB) (oxiy3us Ha paskioHeHue Ha peruHanHa BeHa (OPPB) nnu oxirysus Ha
neHTpanHara pernHanHa BeHa (OLIPB)),

- YBPEIEHO 3peHHE, Ab/DKAII0 ce Ha AnadeTeH MakyJieH oTok (JIMO),

- YBpEICHO 3peHHe, IbIDKAIO0 ce Ha MHONMYHA XOpOWJaliHa HeoBacKylapHu3auus (MHOTMHYHA
XHB).

Admubeprent, akTHBHOTO BetlecTBo B Afglir, OJiokMpa akTHBHOCTTA Ha Tpymna (akTopH, U3BECTHH
KaTo cbJ10B eHxoTeneH pactexeH daktop A (VEGF-A) u minauenten pacrexen gaxrtop (PIGF).

[pu nanmentyn ¢ BnaxxHa B/IM u muornmuna XHB, Te3u dakropu, koraro ca B mpeKOMEpPHO TOJISIMO
KOJINYECTBO, Ca CBbP3aHH ¢ a0HOPMHO 00pa3yBaHe Ha HOBU KPBBOHOCHHU CBHAOBE B OKOTO. Te3n HOBU
KPBBOHOCHM CBJIOBE MOTaT J1a IPUYHUHAT U3TUYAaHE HA KPbBHU KOMIIOHEHTH B OKOTO U €BEHTYaIHO
YBpEXAAaHE HA OYHUTE ThKAaHU, OTTOBAPSIIIN 3 3PEHUETO.

[Ipu naumentu ¢ OLIPB ce nonydaBa 010KupaHe Ha OCHOBHHS KPHBOHOCEH ChJl, KOMTO OTBEXAa
KpBBTa OT peTHHATa. B pe3ynraT Ha ToBa ce moBumiaBat HuBaTa Ha VEGF, koeTo nprnunasBa
M3TUYaHE Ha TEYHOCT B PETHHATA, BOJELIO 10 OTOK Ha MaKyJjarta (4acTTa OT peTHHAaTa, OTTOBOPEHA 3a
n00pOTO 3peHne), KOMTO ce Hapuda MaKkyJeH oTok. [Ipu oToka Ha MakyJara, IEHTPAIHOTO 3pEHHUE ce
3aMBbIJIABA.
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[Ipu narmuenTn ¢ OPPB, eqHO nn moBede pa3kiIOHCHSI Ha TIIABHUS KPHBOHOCEH ChJI, KOHUTO
TpaHCIOPTHpPa KPbB OT peTHUHaTa ¢ Oj0KupaHo. B pesynrar Ha ToBa ce mopuiaBaT HuBata Ha VEGF,
KOETO MPUYMHSBA U3THUAHE HA TEUHOCT B PETHUHATA, BOJCIIO /IO OTOK HA MaKyJara.

I[I/Ia6CTHI/IHT OTOK Ha MaKyJiaTa NpE€ACTaBIgIBa OTOK Ha p€TUHATa, KOKTO ce TojIiydaBa Ipyu Nalue€HTH C
I[I/IaGCT, BCJICACTBUC HAa U3TUYAHC HA TEYHOCT OT KPbBOHOCHUTE CHJOBEC B MaKyJiaTa. MaKynaTa € Tasu
4acCT Ha p€TUHATa, KOsATO € OTTOBOPHA 3a IlO6pOT0 3pCHUC. Koraro MaKyJiaTa ¢c€ noaye€ OT TECYHOCT,
LHEHTPAIHOTO 3pCHHUE CE€ 3aMbBIJIsABaA.

Jlokazano e, ue Afqglir ciupa pacreska Ha HOBU aOHOPMHU KPBbBOHOCHHU CHJIOBE B OKOTO, KOUTO Y€CTO
BOJISIT JIO U3TUYAHE Ha TSYHOCT WU IO KbpBeHe. Afqlir Moke 1a moMOTHeE 3a cTa0MIIM3HUpaHe, a B
MHOTO CIIy4au U Ja moxo0pu 3arybara Ha 3peHue, cBbp3ana ¢ BiaxHa BJIM, OLIPB, OPPB, IMO u
muonuuHa XHB.

2. KakBo TpsioBa 1a 3HaeTe, mpeau 1a Bu 0b1e npuiioxen Afqlir

Afqlir ussma na Bu 0bae npusioxeH

- aKo CTE aJePIrHYHM KbM aInOepLenT Wik KbM HIKOS OT OCTaHAJINTE ChCTAaBKH HA TOBA
JIeKapcTBO (M30pOEHU B TOUKa 6).

- aKO UMaT¢€ aKTHUBHa I/IH(I)GKHI/ISI WJIN CBMHCHUC 3a I/IH(I)CKHI/IH B OKOTO WJIN OKOJIO HETO (O‘-IHa 500041
OKOJIOOYHA MH(EKITHS).

- aKo MMaTe TEXKKO Bh3MaJIeHHE Ha OKOTO (IPOSBABALIO ce ¢ OOJIKa WK 3a4EePBSIBAHE).

IIpenynpesxieHus v MpeanasHu MepKH
I'oBopete ¢ Bamms nekap, npeau aa Bu 0b1e npunoxen Afqlir:

- aKo UMare IiIayKoMa.

- aKo CTe MU CIy4au J1a BIKAATe UCKPH WIIM MBTHHHH U TIPU BHE3AITHO YBEJIHYCHUE Ha
pa3mMepa u Oposi Ha MBTHUHUTE.

- ako Bu e nmpaBeHa niM 3atuiaHyBaHa OIepanus Ha OKOTO, B PAMKUTE Ha MPEIIIeCTBALINTE TN
CJICABALIUTE YETHPH CEAMUILIH.

- ako umare Texka popma Ha OLIPB nnn OPPB (ucxemuuna OLIPB unu OPPB), He ce
npernopbuBa Jeuenue ¢ Afqlir.

OcBeH TOBa € Ba)KHO Ja 3HacTe, 4e

- 0e30MacHOCTTa M ePUKACHOCTTA Ha aIMOePIIeNT, KOraTo ce mpuiiara B ABETe OUYH
€IHOBPEMEHHO, HE Ca W3CJICIBAHU M aKO CE U3II0JI3BA [10 TO3U HAUMH, MOXKE J1a JOBEE 10
MOBHIICH PUCK OT MOSBA HA HEXKETIAHN PEaKI1H.

- uHKekTupanero Ha Afqlir Moxe 1a mpequ3BHKa MMOBHIIABAaHE HA OYHOTO HAJISTaHe (BBTPEOYHO
HaJIsIraHe) MPY HAKOM TMAIlMeHTH B paMKuTe Ha 60 MHHYTH OT HHXXEKTHUpaHeTo. Bamusr exap
I1I€ CJIEU TOBA CJIEJ BCSIKA MHKEKIUSL.

- aKo pa3BHeTe HHPEKIHS WK Bb3MAJCHUE B OKOTO (€HAO(PTATIMHUT) WX APYTH YCIOKHEHUS,
MOKE J]a TOYyBCTBATE OOJIKA MIIM MO-CUJIEH TUCKOM(OPT B OKOTO, BIIOLIABAIIO CE 3aUEPBIBAHE
Ha OKOTO, 3aMbBIJICHO WIIM O0TcIa0eHO 3pEeHHUE U MIOBUILICHA YYBCTBUTEIIHOCT KBM CBETIIHHA.
BaxxHo € BCUYKH CHMITTOMH J]a ObJIaT AUATHOCTUIIMPAHU U JIEKYBaHH Bh3MOXHO Hal-CKOPO.

- Bammsr nekap 1ie npoBepH Aajii ©UMaTe APYTH PUCKOBH (HaKTOPH, KOUTO MOTaT Aa yBeIuyar
BB3MOXKHOCTTA OT Pa3KbCBAaHE WM OTJICIIBAHE HA €IMH OT CJIOEBETE B 33JJHATa YacT HA OKOTO
(oTyIenBaHe WK pa3KbCBaHE HA PETHHATA U OTJICTIBAHE WM Pa3KbCBaHE HA MUTMEHTHUSI SITUTEN
Ha peTHHaTa), B KoiTo ciydail Afqlir TpsiOBa na ce mpuiiara ¢ MOBHUILEHO BHUMaHHUE.
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- Afqlir He TpsOBa 1a ce mpuyIara o BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTCHIIMAIHATA 10J13a He
MPEeBHUIIIaBa MOTCHITUATHHS PUCK 32 TUI0JIA.

- JKEHHU C JICTEPOJICH MOTCHIIMAN TPsiOBa Ja N3MONI3BaT e(heKTHUBHA KOHTPAIICTIIIUS 110 BpEMe Ha
JICYCHUETO U Ha-MaJIKO TPU Mecela Ciie]] mocieaHara nmkekmus Afqlir.

Cucremnara ynotpeda Ha naxuouropu Ha VEGF, BemecTBa, momoO0HN Ha OHE3U, KOUTO C€ ChIbpKAaT
B Afqlir, e moTeHIIMATHO CBBp3aHa C PUCK OT KPBBHH ChCUPELH, 3aITyIBAIH KPHbBOHOCHHUTE ChAOBE
(apTepuanan TPOMOOEMOOTMIHH CHOUTHS ), KOETO MOYXKE Ja TOBEAE IO ChpAcUeH HHMAPKT W 10
nHCYNT. ChIIecTBYBa TEOPETUUEH PHCK OT TaKMBa CHOUTHS ciiel] mHxeKkTupane Ha Afqlir B okoTo.
Nma orpannvenu JaHHU 3a 6e30MacHOCTTa MpH Jedenue Ha manuentu ¢ OLIPB, OPPB, /IMO u
muonuuHa XHB, KouTo ca uMany WHCYNT WM MUHHU HHCYINT (TIPEX0Ha UICXeMHYHA aTaKa) Wil
CchpaeueH HHPAPKT B paMKUTE Ha MTOCIEIHATE 6 Mecerma. AKO HAKoe OT H30pOoeHHTE ce oTHacs 3a Bac,
Afqlir me ce nmpunara ¢ NOBUIIEHO BHUMAaHUE.

Wma orpaHUYeH OMUT C JICYCHUETO Ha

- manuenTy ¢ JIMO BcniencTBue Ha AuadeT T 1.

- JTa0eTUI ¢ MHOTO BUCOKH Cpe/IHU HUBa Ha KpbBHA 3axap (HbAlc nax 12%).

- TabeTUI ¢ 09HO 3a00MsBaHe, MPUYMHEHO OT AradeTa, HapeueHo nponrdepaTuBHa JHadeTHa
PETHHOTIATHSI.

Jlumncea onuT ¢ 1eUeHUE HA

- MAIUEHTH C OCTPU WHQPEKITHIH.

- IIalTUCHTH C prrl/l OYHU 3a6OH}IBaHI/I$I KaToO OTJICIIBAHC Ha peTI/IHaTa 1501050 [IYHKa B MaKy.HaTa.

- )11/1a6eT1/1u1/1 C HCKOHTpOJ'II/IpaHO BHCOKO Kp’bBHO HaJIsiraHe.

- MalKEeHTH, KOUTO HE ca OT a3MaTCKU Npou3xol, ¢ MuonuyHa XHB.

- MalKEeHTH, JIEKyBaHU npeau 3a Muonuuna XHB.

- MAaIUEHTH C YBPEXK/IaHE U3BBH LICHTPAIHATA YaCT Ha MaKyJiata (eKcTpadoBeaTHH JIC3UH) 3a
muonnyHa XHB.

AKO HsIKOE OT U30pOCHUTE TIO-TOpe ce OTHAcs 3a Bac, Bamusr nekap mie B3eMe npenBua Ta3u JUca
Ha uH(opMarus npu jeueHento Bu ¢ Afqlir.

Jeua u roHoumu

VYnorpebara Ha Afqlir mpu nena WM FOHOIIN Ha BB3pacT 1o 18 roanHu He e Ouiia Mpoy4BaHa,
3amoro BiaxHara BJIM, OLIPB, OPPB, JIMO u muonuuna XHB ce cpemar 0oCHOBHO NpH BB3pacTHH.
[lopanu ToBa, HsIMa CHOTBETHA yIOTpeOa B Ta3u Bb3pacToBa rpyra.

JApyru nexapctBa u Afglir
Tps6Ba na kaxere Ha Bamms nekap, ako U3M0I3BaTe, HACKOPO CTE MU3MOI3BAIN WIH € Bb3MOXKHO A2
U3I0JI3BaTe APYyTH JEKapCTBa.

BpeMeHHOCT 1 KbpMeHe

- JXenu ¢ nereponeH noTeHMan TpsOBa a U3MOI3BAT e(PEKTUBHA KOHTPAIICIIIUS 110 BpeMe Ha
JICYCHUETO W Hal-MaJIKO TPU Mecelia cliel] mocieaHara umkekmus Afqlir.

- Hsma onut B n3non3BaneTo Ha agnubepuent npu 6pemennu xxenu. Afqlir ve TpsiOBa na ce
U3II0JI3Ba 110 BpeMe Ha OPEMEHHOCT, OCBEH aKo MOTEHIMAIHATA 10132 HE PEeBHIIaBa
MOTEHIIMATHUS PUCK 3a TUI0/1a. AKO cTe OpeMeHHa WITH TUTaHupaTe OPEMEHHOCT, TOChBETBANTE
ce ¢ Bamus nexap npenu neuenue ¢ Afglir.

- Mauku xonmuectBa Afqlir Moxxe 1a npeMuHAT B KbpMaTa. EQekTuTte BbpXy KbpMEHUTE
HOBOpOJICHW/KbpMadeTaTa He ca u3BecTHH. Afqlir He ce mpemnopbyBa 1Mo BpeMe Ha KbpPMEHE.
Axo cTe KbpMadka, o0ch/ieTe ToBa ¢ Bamus nekap npeau sieuenue ¢ Afqlir.

Hlodupane u padora ¢ MAIIUHU

Crnen nmxeknusita ¢ Afqlir Moxke 1a umMare BpeMEHHU 3pUTeTHN cMylieHus. He modupaiite u He
paboTere ¢ MalllHU, JOKATO T€ Ca HaIMLIE.
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Afqlir cbabpika
Tosa sekapcTBO ChABPKA MO-MaIKo oT 1 mmol Hatpuii (23 mg) Ha 7030Ba €MUHUIIA, T.€. MOXKE JIa CE&
KaKe, Ue TPAKTUICCKU HE ChIbpKa HATPHI.

Toga nexapctBo chappka 0,02 mg momucopdat 20 BBB Beaka moctaBeHa no3a ot 0,05 ml
(50 mukponutpa) pazrBop. [lomrcopbaTute MOraT na MPUYUHAT AePTHIHH peakiny. TpsOBa ma
KaxeTe Ha Bamwst nekap, ako UMaTe YyCTAaHOBEHU aJIepTHH.

3. Kaxk me Bu 0bae npuaaran Afglir

Jlexap ¢ oMt B IpHITaraHeTo Ha OYHH WHKEKIHH IIe HHkekTupa Afqlir B okoto Bu B acenTuanam
(4UCTH U CTEPUITHU) YCIOBUS.

[IpemoppuntenHara fgo3a e 2 mg apmmodepuent (0,05 ml).
Afqlir ce mpunara KaTo HHKEKITHSA B OKOTO (MHTpaBUTPEaTHA HEKCKITHS ).

[Ipenn nmxekTrpaneTo BamusT nekap e u3moi3Ba Ae3uH(EKIIpaIio CpecTBO 32 BHUMATEITHO
MOYMCTBaHe Ha OKOTO B ¢ 11en mpenoTBpaTsBane Ha HHPEKIsA. BammsaT nexap 1ie mpuiioxu u
MECTHa YIOHKa, 3a Jja HaMaJlk WK TPeIOTBPaTH BCsKa 00JIKa, KOSTO OMXTE MOTIIH /1a TIOYyBCTBATE
MIPU UHKEKTUPAHETO.

Bnaowcna BJIIM

[NaruenTn ¢ Braxxaa BJIM e 6b1aT JeKyBaHH ¢ eIHA HHXKEKINS Ha Mecel| B IIPOIbIDKEHIE Ha TPU
MOCJIEI0BATENIHU 03H, IOCIEIBAHN OPYyra MHXEKLHUS CIIe[ JOIIbIHUTETHH J]Ba MECeLa.

Crnen ToBa Bamusr nekap 1mie pemu Jaiu UHTEPBATbT MEXKIY WHKEKIIMUTE MOXKE JIa Ce MOIbpKa Ha
JIBa MeceLa WK MOCTENEHHO Ja Ce YAbJDKAaBa ¢ 10 2 WK 4 ceIMHILIH, aKO CbCTOSHUETO Bu e
CTaOMIHO.

Axo cecTostHEeTO BH ce BJIONIN, UHTCPBAJIBT MCIKAY MHXXCKIUUTC MOXKE [1a 6’B,[[6 CbKpATCH.

He ce manara ga mocemniaBate Barmmms iekap Mexay OTICTHUTE HHXKEKIIUH, OCBEH aKO UMaTe HIKAKBU
po0JIeMH WK CT€ MOCHBETBAHU OT Barms nekap.

Omox na maxynama ecaeocmeue ha OPB (OPPB unu OLIPB)

Bammmsr siexap e onpeaeny Hail-noAxozsiiara cxemMa Ha jieueHne 3a Bac. Bue me 3anounere
JieueHHe ChC CepHsl OT exxeMeceuHH nHkeku ¢ Afglir.

WHTepBanbT MeX Iy 1BE MHKEKIUU He TPsiOBa Jja ObJie IO-KBC OT €IMH MECeIl.

Bammwsr nexap moxe aa pem Aa cnpe nedenrero ¢ Afqlir, ako cecrosiareTo Bu He ce mogo0pu npu
MPOABIDKABAHE HA JICYCHUETO.

BarieTo jieueHue 111e MPOIb/DKH C SKEMECCUHN UHKEKIINH, TIOKAaTO ChbCTOSIHUETO Bu cTaHe cTaOuiiHO.
Moske n1a ca He0OXOIUMHU TPH WJIH TIOBEUES €KEMECCUHN WHKEKITHH.

Bammsit nexap e mpocneassa Bammist 0OTTOBOp Ha JICUSHHETO W MOXKE J1a TIPOIBIDKH JICUCHUETO Upe3
TIOCTETIEHHO YBEIMYaBaHe Ha MHTEPBajla MEXKy HHXKEKIINHTE, 3a J1a CE TOIAbpKa CTAOMITHO
CBhCTOSIHUE. AKO ChCTOSIHMETO B 3amoyHe fa ce BioiaBa Mnpu No-IbJIbI KHTEPBAJ Ha JICUEHUE,
Bamusit nexap me HaManu ChOTBETHO HHTEpBaa.

B®3 ocHoBa Ha Bamms otroBop Ha JieueHueTo, BammsT gekap 1ie pemy KakbB Ja € rpaduKbT Ha
HperiieuTe 3a IPOCIeAIBaHE U CXeMaTa Ha JICYEHHE.
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Juabemen maxynen omok (IIMO)

IlamuenTu ¢ I[MO ’I’pH6Ba Ja C€ JICKYBAT C €1Ha MHXXCKIHA MECCUYHO 3a MBPBUTC IET MMOCICIOBATCIIHA
J03H, IMOCJICABAaHU OT €1Ha MHXKCKIMA Ha BCCKH JIBa MECC1la CJIC TOBA.

HHTepBanbT Ha MpHIIaraHe MOXKE Ja Ce 3ara3d BeIHBK Ha BCEKH JIBa MeceIla WiIH J1a ce afanTHpa Bb3
OCHOBA Ha mperiie/a Ha Bamus nexap. Bammust nekap 1ie pemy KakbB 1a € TpaguKbT 3a
TIPOCIIEBAITH TIPETIICIIH.

Bammusr JICKAap MOKE a peIlu aa Crpe JICYCHUCTO C quhr AdKO CC€ yCTaHOBH, UC HAMATE 110J13a OT
MMPOABIIKUTEIIHO JICUCHUC.

Muonuuna XHB

[NarmenTn ¢ muonmaaa XHB mie 6b1aT TeKyBaHM caMO € eTHa MHKEKIUA. J|OTTbIHUTETHH HHKEKIIH
e Bu ce mocTaBat camo, ako nperieauTe npu Baius jiekap mokaxar, 4e ChbCTOsIHUETO Bu He ce €
o100puIIo.

WuTepBanbT MeX Iy [BE MHXKEKIUU He TPsiOBa Ja Ob/ie IO-KBC OT €IUH MECeIl.

Ako 3a00s1sBaHeTO Bu oTIIyMsiBa ¥ ciiel TOBaA ce BpbIla, Bammsar iekap Moxe Jia IOJHOBU
JIEUEHUETO.

Bammsr nekap mie onpeaeny rpaduka Ha IpeTiieuTe 3a MPOoCieasiBaHe.

Axo e nponycHara go3a Afqlir
3anuiiere ce 3a HOBO IIOCELICHUE 3a [IPErJie/l U MHXXEKLUA.

AKko cte cupesin npuema Ha Afqlir
Koncynrupaiite ce ¢ Bamms nexap npeny aa crpeTe JICYSHUETO.

AKO MMaTe HSIKaKBH JIOMBJIHUTEIHN BBIIPOCH, CBBP3aHM C yHOTpebaTa Ha TOBa JIEKapCTBO, IONUTANTEe
Bamus nekap.

4. Bb3MOXKHHN HelKeJIaHU peakluun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NIPEAMN3BHUKA HEKECIIaHU PCaKIIUH, BBIIPEKU Y€ HC
BCCKU I'1 TIOJIy4aBa.

[ToreHumanHo Morar a Bb3HHKHAT aJIePrUYHM peakuuu (peakiuy Ha CBPbXUyBCcTBUTENHOCT). Te
MOrar Aa 0bJaT CePMO3HM U /1a HAJIAraT /1a ce CBbpKeTe He3a0aBHO ¢ Bammus nekap.

[pu npunoxxenuero Ha Afqlir MoraT a ce pa3BUSAT HIKOM HEXKEJIAHU PEAKIIMH, 3acsTalld OYHTe,
KOHUTO ce€ IBJDKAT Ha MpOoIeayparTa Ha HHKeKTHpane. Hakou ot Tsx Morat 1a Ob1aT CepHO3HH U
BKJIIOUBAT CJIeNOTa, ceprHo3Ha HH(EeKIUs WU Bb3NaJeHue HA OKOTO (€HA0(PTAIMUT), OTJIeNBaHe,
pa3KbCBaHe WM KbpPBeHe HA CBETJIOUYBCTBUTEIHUS CJI0H B 32JHATA YACT HA OKOTO (OTJIETTBaHE
WM pa3KbCBaHE HA PeTHHATA), MOMbTHSIBaHe Ha JielaTa (KaTapakTa), KpbBOM3JIUB B OKOTO
(KpBBOU3IHB B CTHKIOBUAHOTO TSUI0), OT/IENBAHE HA MOJ00HOTO HA KeJjle BellleCTBO BbB
BBTPEIIHOCTTA HA OKOTO OT peTHHATa (OTJENBaHe Ha CTHKIOBHUIHOTO TSJIO), M MOBHIIIABaHE HA
HAJIATAHETO B OKOTO, BIDKTE TOuKa 2. Te3u cepro3HU HEXEIaHU PeaKluu, 3acAraliy OuuTe, ca ce
pa3BUIM NpH MO-Manko oT 1 Ha 1 900 nHXeKIMK B KIIMHUYHHUTE ITPOYYBAHUS.

CB'bp?KeTe ce ¢ Bamus JIEKap He3aﬁaBl—[0, AKO IOJIYYUTEC BHE3AITHO HAMAJICHHUEC HAa 3pCHUETO, UIIN
3acuiIBaHe Ha O00JIKaTa U 3a4C€pBABAHC HAa OKOTO CJIC] MHKCKIUATA.
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Cnuchbk Ha HesKeJIaHU PeaKIHH

CrenBa cIIMChK Ha HEKEJIAHUTE PEAKLMH, KOUTO ca ChOOIaBaHN KAaTO BEPOSATHO CBBP3aHU C
npoleaypaTa Ha HHKEKTHpaHe W ¢ JIeKapcTBOoTO. Mo, He ce Oe3mokoiite, Bue Mosxe na He
MOJTyYUTE HUKOS OT TAX. BUHAru oOChxKAalTe BCSIKAKBY MOJ03UPAaHH HEXKENaHU peakuuu ¢ Bamms
JeKap.

MHOro yecTH HeKeJAHW Ppeakuuu (Morat Ja 3acertar noseye ot 1 va 10 gymmn):

- BIIOIIIABAaHE HA 3PEHUETO

- KPBBOM3IIMB B 33 JHATa YacT Ha OKOTO (KPHBOM3IHB B PETHHATA)

- KpBBSICBAHE Ha OKOTO, MPUYMHEHO OT KbPBEHE OT MAJIKUTE KPHbBOHOCHU CHJIOBE BHB BHHIITHUTE
CJIOEBE Ha OKOTO

- 00JKa B OKOTO

YecTu Hexxke1aHu peakuuu (MoraT Aa 3acerHar fo 1 va 10 mymm):

- OTJIETIBaHE WJIM Pa3KhCBaHE HA €IMH OT CIOEBETE B 3a/IHATa YaCT HA OKOTO, KOETO BOIH O
MpOOJIACHII ¢ MBTHHHH, TOHSKOTa TPOTPEcHpamiy 10 3arydba Ha 3peHueTo (pasKbCBaHe Ha
PETUHAITHUS MUTMEHTEH ST */0TIICNIBaHe, OTJCIIBAHE HA PETUHATA/Pa3KbCBAHE)

- JeTeHepanys Ha peTHHaTa (IPHYUHIBA HAPYIIEHO 3PSHHE)

- KPBBOM3IIUB B OKOTO (KPHBOM3IHUB B CTHKIIOBHIHOTO TSJIO)

- HsIKOW (hOPMU Ha 3aMBIJISIBAHE HA JienaTa (KaTapakTa)

- yBpeXJaHe Ha MPeHHs CIIOW Ha ouHaTa s0bJIKa (pOroBUIIaTa)

- MTOBUIIIEHUE HAa HAIATAHETO B OKOTO

- JIBMDKEIH Cce MIETHA B 3pUTEITHOTO 10JIe (MbTHUHHU)

- OTJIETIBaHE Ha MOJOOHOTO Ha eJie BEIIECTBO BbB BHTPEIIHOCTTa HA OKOTO OT PeTHHATA
(oTnemnBaHe Ha CTHKIOBUIAHOTO TSUIO, BOJEIIO IO MPOOIISACHIN C MBTHHHH)

- ycelaHe, 9e Ma HEello B OKOTO

- MOBHIICHO 00pa3yBaHe Ha ChII3H

- MoJTyBaHe Ha Kiernada

- KbpPBEHE Ha MSICTOTO HA HHXKEKTHPaHE

- 3a4epBsiBaHE HA OKOTO

* ChCTOSIHUSA, 32 KOMTO € U3BECTHO, Y€ Ca CBbp3aHu ¢ BiaxHa BJIM; HaOmo1aBaHu caMo MU
MManyeHTy ¢ Brakaa BJIM.

HeuecTu HexxenaHu peakuuu (Morat jaa 3acerHar g0 1 va 100 gymm):

- QIEePTUYHY peakiuy (peakiuy Ha CBPhXUYBCTBUTEITHOCT)**

- CEpPHO3HO Bh3NaJICHUE WM NH(EKIUS BbB BbTPELIHOCTTA HA OKOTO (€H10(TaIMHuT)

- BB3MAJIEHNE HA UPUCA UK APYTH YacTH HA OKOTO (MPUT, YBEUT, UPUIOLUKIIUT, THHIA B
mpeaHaTa Kamepa)

- HeoOn4JaifHO ycelane B OKOTO

- JpazHeHe Ha Kiernaya

- MIOyBaHE Ha MPEIHMSI CJION Ha OYHATA 0BJIKA (POTOBUIIATA)

** JImMa chOOIIEeHus 3a alepTUYHN peakiny KaTo 00puB, chpOex (IPypUTYC), KOTIPHBHA

Tpecka (YpTHKapHs), KaKTO U HAKOJIKO CITydan Ha TEXKKHU aJepruuHH
(anagwmnakTHUHW/ aHAUIAKTOUHN) PEAKIIHH.

Penku Hexenanu peaknun (Morart jaa 3acersar jo 1 Ha 1 000 gymm):

- clenoTa

- IIOMBTHSIBAHE HA JIeTaTa IOpaJan TpaBMa (TpaBMaTHYHA KaTapaKTa)

- BB3IMAJICHHE HA MMOJ00HOTO Ha JKEJE BEIECTBO BbB BHTPEIIHOCTTA HA OKOTO
- THOU B OKOTO

C Hen3BeCcTHA YeCcTOTA (OT HaJIMYHUTC JaHHHU HC MOXKE Ja 6’]:,[[6 HallpaBCHa OILICHKA Ha ‘leCTOTaTa)Z
- BB3IaJICHHE Ha Os1aTa 4acT Ha OKOTO, CBBbP3aHO CHC 3aUCPBABAHC U Oonka (CKJ'IepI/IT)

B kuHUYHNTE N3IUTBAHUS CE Ha6HIO,ZIaBa IMMOBUIICHA YE€CTOTA HAa KHbPBCHE OT MAJIKUTC KPbBOHOCHU

CHJIOBE BbB BHHIITHHUTE CIIOEBE HAa OKOTO (KOHIOHKTUBAJICH KPHBOU3JIMB) MPY MAIUSHTH C BIIaXKHA
BJIM, npuemaiu jgexkapcTBa 3a pa3pex/aHe Ha KpbBTa. Ta3u MoBUIlieHa YECTOTA € CPaBHUMA MEXKTY
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MAalUEHTHTE, JICKYBaHH ¢ PaHUOM3yMad u adaudepIienT.

Cucremnara ynotpeba Ha uaxuouropu Ha VEGF, BemecTBa, mogooHu Ha chabpkamniure ce B Afqlir, e
MOTCHIMAIIHO CBbP3aHa C PHCKa OT KPhBHU ChCUPEIIHY, 3aIlyIBAINA KPHBOHOCHUTE ChJI0BE
(apTepuanan TPOMOOEMOOTMYHH CHOUTHS ), KOETO MOYXKE Ja TOBEAE IO ChpAcUeH HH(APKT WIH 10
nHCYNT. ChIIecTBYBa TEOPETUUCH PHCK OT TaKMBa CHOUTHS ciiel] mHxeKkTupane Ha Afqlir B okoTo.

KaxTo nipy BcH4K# TeparneBTHYHH MTPOTENHH, TIPY TipriioxkeHneTo Ha Afqlir ceiiecTByBa B3MOKHOCT
OT UMYyHHA peaknus (00pa3yBaHe Ha aHTUTENA).

Cho01iaBaHe HA HeKeJIAHU peakIuu

AKO TIONTy4YHTe HAKaKBH HEXEJIaHU JIEKAPCTBEHH peakiny, yBeqomere Bamms nexap. ToBa BktouBa
BCUYKH Bh3MOXKHU HEONMCAHU B Ta3H JIMCTOBKA HEXEIaHU peakiuu. MoxKeTe ChINo J1a ChOOIUTE
HE)KeJIaHU PeaKlMy AUPEKTHO Ype3 HallMOHATHATA CHCTEMa 32 ChOOIIaBaHe, TIOCOYCHA B
[Ipunoxenue V. Kato crobmaBare HexXEIIaHA PEaKIIUN, MOKETE Ja afeTe CBOSI MPUHOC 3a
MoJTydaBaHe Ha IMoBede HHPOpMAaIHs OTHOCHO O€30MacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na coxpansiBare Afqlir
. Ha ce chxpaHsiBa Ha MsICTO, HEAOCTBITHO 32 JIela.
. He u3non3Baiite ToBa 1€KapcTBO Cllel CPOKA HA TOAHOCT, OTOENA3aH BEPXY KapTOHEHATa

OITaKOBKa U e€THKeTa ciex ,,l oneH 10:*/,,EXP“. CpokbT Ha FOJJHOCT OTrOBaps Ha MOCJICIHUS JICH
OT IIOCOYCHUS MECEII.

Ha ce cpxpansiBa B xnagmwiHuk (2 °C — 8 °C). Jla He ce 3aMpa3siBa.

HeotBopeHusaT ¢iakoH MOXKe J1a ce ChXpaHsiBa U3BbH xiaaquiHuk mox 30 °C no 14 nHu.

Ja ce cbxpaHsiBa B OpUrHHAIHATA OTIAKOBKA, 32 J]a CE MPEa3y OT CBETINHA.

He u3xBbpasiiTe nekapcTBaTa B KaHAIM3ALMATA WM B KOHTEMHEPA 32 JIOMAIIHU OTHAAbIIH.
[lonmraiite Bamms dapmaneBT Kak ga H3XBHPIATE JIEKapCTBaTa, KOUTO BEUe HE U3ITONI3BATE.
Te3u Mepku Iie CIIOMOTHAT 32 OIla3BaHe HAa OKOJIHATA Cpejia.

6. ChabpkaHHe Ha OIIAKOBKATA M JONBJIHUTEJIHA HH(POpMALHS

KakBo cbabpaxa Afqlir

- AxTuBHO BemecTBo: admbepuent. Equn ¢uakon cbappika 00eM 3a ITbJIHEHE OT Hai-Majiko
0,1 ml, otroBapsiiu Ha Hail-Manko 4 mg agumbepuenTt. ToBa ocurypsiBa H3MOI3BAEMO
KOJIMUYECTRO 3a J0CTaBsHE Ha eAuHU4Ha j03a oT 0,05 ml, chappkaiia 2 mg agaudepiient.

- Hpyru ceeraBku: nmonmcop6ar 20 (E 432), xuctunvH, L-XUCTUAMHOB MOHOXUAPOXIIOPHT
MOHOXH/JIpaT, HaTpUEB XUAPOKCH (3a Kopekuus Ha pH), XxstopoBoopoiHa KUCeTHHa (32
Kopekuus Ha pH), BoJia 3a WHKEKIINH.

Bmxre ,,Afqlir chappika® B Touka 2 3a moBede WHGOpMAIHSL.

Kak n3rnexna Afglir u kakBo chbabp:ka ONaKOBKAaTa

Afqlir e mHKEKIIMOHEH pa3TBOp (MHKEKIUS) BbB (iakoH (CTHKIIO T I), Che 3amymanka
(emacromepna ryma) u ¢puinTbpHa uria 18 G. Pa3tBopsT e 6ucTbp, 6e3uBeTeH 10 O1enokadeHnKaBo-
XBaT. OnakoBka ot 1 ¢guakon + 1 ¢puntspHa Uria.

IpuTexkaTes HAa pa3pelIeHUETO 32 ynoTpeda
Sandoz GmbH
Biochemiestr. 10

6250 Kundl
ABcTtpus

IIpoussoaure
Sandoz GmbH
Biochemiestr. 10
6250 Kundl
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ABcTpus

Lek Pharmaceuticals d.d.
Verovskova ulica 57
1526 Ljubljana
CrnoseHus

3a mompHUTETHA WHGOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JIOKATTHUS
TIpeICTaBUTell Ha MPUTEXATEIs Ha pa3penieHneTo 3a ynorpeoda:

Belgié/Belgique/Belgien
Sandoz nv/sa
Tél/Tel: +32 2 722 97 97

Bbbarapus
Canno3 bearapus KUT
Ten.: +359 2 970 47 47

Ceska republika
Sandoz s.r.0.
Tel: +420 234 142 222

Danmark/Norge/island/Sverige
Sandoz A/S
TIf./T1f/Simi/Tel: +45 63 95 10 00

Deutschland
Hexal AG
Tel: +49 8024 908 0

Eesti
Sandoz d.d. Eesti filiaal
Tel: +372 665 2400

EArada

SANDOZ HELLAS MONOITPOXQIIH A.E.

TnA: +30 216 600 5000

Espaiia
Sandoz Farmacéutica, S.A.
Tel: +34 900 456 856

France
Sandoz SAS
Tél: +33 149 64 48 00

Hrvatska
Sandoz d.o.o.
Tel: +385 123 53 111

Ireland
Rowex Ltd.
Tel: + 353 27 50077

Latvija
Sandoz d.d. Latvia filiale
Tel: +371 67 892 006

Lietuva

Sandoz Pharmaceuticals d.d filialas

Tel: +370 52636 037

Luxembourg/Luxemburg
Sandoz nv/sa (Belgique/Belgien)
Tél/Tel.: +32 272297 97

Magyarorszag
Sandoz Hungaria Kft.
Tel.: +36 1 430 2890

Malta
Sandoz Pharmaceuticals d.d.
Tel: +35699644126

Nederland
Sandoz B.V.
Tel: +31 36 52 41 600

Osterreich
Sandoz GmbH
Tel: +43 5338 2000

Polska
Sandoz Polska Sp. z o0.0.
Tel.: +48 22 209 70 00

Portugal
Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00

Roménia
Sandoz Pharmaceuticals SRL
Tel: +40 21 407 51 60

Slovenija
Sandoz farmacevtska druzba d.d.
Tel: +386 1 58021 11
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Italia Slovenska republika

Sandoz S.p.A. Sandoz d.d. - organiza¢na zlozka
Tel: +39 02 81280696 Tel: +421 2 48 200 600

Kvnpog Suomi/Finland

SANDOZ HELLAS MONOITPOZQIIH A.E. Sandoz A/S

(EALG00) Puh/Tel: +358 10 6133 400

TnA: +30 216 600 5000
JlaTa Ha nmocJIeAHO Npepasrie:kaaHe Ha JIHCTOBKAaTa

[NonpoGHa mH(OpMaIs 3a TOBa JIEKAPCTBO € IMpeAoCcTaBeHa Ha yeOcaiita Ha EBporelickaTta areHnus
10 JIeKapcTBaTa: https://www.ema.europa.eu.

ITocouenara mo-x0Jay I/IH(I)OpMaIII/Iﬂ € MpeaHasHayeHa camMo 3a MEAUIIUHCKHA CIICHHAJINCTH.

OnakoHBT CHIBPIKA TIOBEYE OT MPEMOPHUNTENTHATA 1032 2 mg aguudepuenT (CKBUBAIICHTHU
Ha 0,05 ml). M31uurHoTo KONMMYECTBO TPIOBa 1a C€ OTCTPaHH MPEAU NPUIOKCHHE.

Ykazanusa 3a ynompeoa na praxona:

CbxpaHeHHe U MPOBepKa

Croxpanssaiite Afqlir B xmagnmauk mpu 2 °C — 8 °C; na He ce
3ampassBa. CbxpaHsaBaiiTe (akoHa B KapTOHEHATa ONIAKOBKa, 3a J1a
ce Ipeanasy OT CBETIHHA.

[Ipenu ynotpedba HeoTBopeHusT ¢uiakoH Ha Afqlir moxe na ce
cbXxpassBa mpu tremnepatypa nox 30 °C no 14 qau. Cnen oTBapsiHe
Ha (h1akoHa paboTeTe B ACENTUYHH yCIOBHS.

Afqlir e OucTbp u Oe31BeTeH /10 0y1e10 KahEeHUKABO-KBIIT Pa3TBOP.

Afqlir TpsibBa 51a ce mpoBepH BU3yaTHO 32 BCAKAKBH TY>KIH YaCTHUIIH,
MOMBTHSBAaHE W/WJIM IPOMSIHA B [[BETA WJIM BCSIKAKBA [TPOMSIHA BHB
BBHIIHUS BUJI IPEIU NTpUIIoKeHue. B cirydaii 4e ce HabmronaBar

@ TakuBa, u3xpbpiere Afqlir.

He u3non3Baiite, ako onakoBkaTa, QJIAaKOHBT W/WIN APYTH
MIPEIOCTABEHN MEULIMHCKH U3/IETHS Ca MTOBPEAECHH WIH C U3TEKBII
CPOK Ha T'OJIHOCT.

IloaroroBka u NpuiIOKeHNe
Bcexu ¢akon TpsiOBa 1a ce U3I0JI3Ba 3a JISYeHHE CaMo Ha €THO OKO.

3a MOAroTOBKA M MHTPABUTPEATHA HHXEKIIMS Ca HEOOXOJUMH CIICHUTE MEIUIIMHCKN U3/IEHs 32
¢JHOKpaTHa yrnoTpeba:

e 5 um tena ¢unrepHa urna (18 G x 1!/, uaua), crepunna, gocraBena ¢ (akona

e Cmpurnoska ot 1 ml ¢ mapkupoBka 3a go3a 0,05 ml, crepuiana

e Urna 3a umxektupane ot 30 G x 2 uHYa, cTepuiHa.
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M3nomn3BaiiTe acenTudHa TCXHHKA, 3a Ja U3IIBJIHUTEC CIICIHUTC CTHIIKH.

IIponenypa nmo MHKEKTHPaHe

OrtcTpaHeTre mpeAmna3HaTa IuracTMacoBa Kamadka oT ¢IaKkoHa.

[MouncreTe ropHaTa YacT Ha (JIAKOHA C TAMIIOH, HAIIOCH ChC
CIIHPT.

I[Ipukpenere punrbprara urna 18 G x 1!/, unya, 5 Mmukpona,
KBM CTEPHJIHA CIPUHIIOBKA C JIyep-JIOK.

BwBenere punaThpHaTa Uriia B IEHTHpa HA 3aIlyllaiKaTa Ha
(bnakoHa, IOKATO UIJiaTa Bie3e U3II0 BbB (PJIaKOHA U
BBPXBT JJOKOCHE JIBHOTO WJIM JOJIHUS pPhO Ha (IiaKkoHa.

KaTo u3nomnsBare acenTHyHa TEXHUKA, U3TETJIETe LSIOTO
chIbpkanue Ha (prakoHa ¢ Afqlir B cipuHIlOBKaTa, Kato
IbpxKUTE (PIAKOHA B N3MPABEHO MOJIOKEHUE, JIeKO HAKJIOHEH
¢ IieJ1 yJIeCHsIBaHe HA bJIHOTO H3TerJisiHe. 3a J1a ce
BB3MPEISATCTBA HABIM3AHETO HA BB3IyX CKOCEHUST BPBX Ha
¢unTepHaTa Ura TPSAOBA J1a € MOTOINEH B TEYHOCTTA.
[MpoabrkaBaiiTe 1a HaKJIOHABATE (JIAKOHA IO BpEeMe Ha
W3TETISIHETO, KaTo IbPXKUTE Kpasi Ha QUAThPHATA UTJIa,
MOTOTEH B TEYHOCTTA.

Koraro usnpaspare ¢jiakoHa, yBepere ce, ue OyTajioTo ¢
H3TETJICHO JOCTAThYHO HA3al, 3a Jia U3MPA3HUTE HAITBJIHO
¢bunThpHaTa HMIIIA.

Otcrpanere GUITHPHATA UIJIa OT CIIPUHIIOBKATA U S
HU3XBBPJIETE IO PABUIIEH HAUMH.

3at0enexka: unThpHaTa UTTIA HE TPSOBA A CE U3IMOI3BA 3a
HWHTPaBUTPCATHO MHKXCKTHUPAHEC.
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[Ipuxpenere urnara 3a uwkekrupane 30 G x 2 ©HUA KbM
CIIPHUHIIOBKATa, KaTo 3aBbPTHUTE 3[PaBO MHKEKIIMOHHATA UTJa
KbM BbpXa Ha CIPHUHIIOBKaTa JIyep-JIOK.

BHumarenHo oTcTpaHeTe KanaykaTa Ha UIJIaTa, KaTo s
H3IbpIaTe HaIllPaBo.

10

Kato nppuTe cipuHIlOBKaTa ¢ HACOUEHA HArope Uria, s
MPOBEPETE 3a HATMYKE HA BB3AYLIHU MeXypueTa. AKO uMa
MeXypueTa, BHUMAaTEITHO MOTYIaiTe CIIPUHIIOBKATA C MPBCT,
JIOKATO MeXypdeTara ce U3AUTHAT JI0 TOpHaTa i JacT.

OrcTpaHeTe BCHYKU MEXypueTa M H3TIACKaNTe U3IUIITHUS
JIEKapCTBEH MPOAYKT, KaTo GaBHO HATHCKAaTe OyTalOTO, TaKa
4e BbPXBT Ha OYTaJOTO Jia Ce MOAPABHH C JICICHUETO,
o6o3navasaio 0,05 ml Ha cipuHIIOBKATA.

3afese:kKa: MHKCKTUPAKTE HEMOCPEICTBEHO CIIC]
MPUTOTBSIHE.

11

Wmxextupaiite 6aBHO, TOKATO Ii1aBata Ha OyTainoTo
JOCTHUTHE Kpasi Ha CIIPUHIIOBKATA, 32 /1a IIOJIy4uTe 00eM OT
0,05 ml. IloTBBHpAETE TOCTABSIHETO HA MBJIHATA 1033, KATO
MIPOBEPUTE JaJH IJlaBaTa Ha OyTaJoTO € JOCTUTHAIA Kpas Ha
MJIMHABPA HAa CIPUHIIOBKATA.

12

®dJ1akOHBT € caMo 3a eIHOKpaTHa yrnoTpeda. MHOrOKpaTHO
MpUiarane Ha JI034 OT €IMH ()JIAKOH MOXKE Jla YBEJIMYH PUCKA
OT KOHTAaMHHAIIUS U TTOCIIeBAIIa HHPEKITUS.

Hewnsnon3BaHUAT JIeKapCTBEH NMPOIYKT WU OTHAABUYHUTE
MaTepHali OT Hero TPsOBa Ja C€ U3XBBPIIAT B ChOTBETCTBHUE
C MECTHUTE U3UCKBAHMUSI.
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