IMPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTOSI/I JIEKapCTBEH MPOIYKT MOIJICKH Ha TOIMBITHUTETHO HabmoneHne. ToBa 1e mo3Boim 06p30To
YCTaHOBSIBaHE Ha HOBa HH(OpMAIUs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH Ce
M3KCKBA JIa ChOOIIaBaT BCAKA MMO03UPaHa HeKellaHa peakius. 3a HauMHa Ha ChOoOIaBaHe Ha
HE)KeJIaHU PEaKIuK BIKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUSA ITPOJAYKT

Afglir 40 mg/ml nHXEKIIMOHEH Pa3TBOP B NPEBAPUTEIIHO HAITBIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
1 ml unxekIMoHeH pa3TBop chabpika 40 mg adaudepuent (aflibercept)™.

Bcesika npeaBapuTeHO HAIThIIHEHA CIIPUHIIOBKA ChIBPKa 6,6 Mg admmbepuent B 0,165 ml pa3zTsop.
ToBa ocurypsiBa U3MoJI3BacMo KOJMUYECTBO 3a JJOCTaBsiHe Ha enuHn4Ha 103a 0,05 ml,
chabpKaim 2 mg ahaudepienT.

*(Dy31nOHEH NMPOTEHH, ChCTABEH OT YaCTH OT U3BBHKJIETHYHHUTE JOMEHHH Ha peuentopu 1 u 2 3a
YOBEIIKU ChJI0B eHoTeneH pactexeH pakrop VEGF (Vascular Endothelial Growth Factor), cBbp3anu
¢ Fc-uactra Ha yoBewku IgG1, n npoussenen B K1 knetku ot situnuk Ha kutaiicku xamcrep (CHO)
upe3 pekomOrHanTHa JIHK TexHOMOTHS.

IToMOIIIHO BEIIECTBO C U3BECTHO ACHCTBUE

Bcesika nmocrasena no3a ot 0,05 ml ceabpika 0,02 mg nonucop6at 20 (E 432).

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTC BCUICCTBA BHIXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
WuxexmoneH pa3TBop (MHKEKIIHA)

PaBTBOp’LT € 6I/ICT’Lp, 663LIB6TCH a0 6JI€Z[OKa(1)€HI/IKaBO-)K’LJ'IT 1 U300CMOTHYCH.

4. KJIMHUYHHU JAHHU
4.1 TepaneBTHUYHHU MOKAZAHUS

Afglir e mokasau npu Bb3pacTHU 3a JICYCHHE Ha

o HEeoBacKyJapHa (Bla)kHa) Bh3pacTOBOOOYCIIOBEHA JiereHepanys Ha Makyiara (BJAM) (Bx.
Touka 5.1),
o 3pPHUTEITHO YBPEXKIaHe, IBIDKAIIIO Ce HAa OTOK Ha MaKyJaTa, BCICACTBUE Ha OKITY3Us Ha

perunanHa BeHa (OPB) (okiy3us Ha pa3kiioHeHHe Ha petuHanHa BeHa (OPPB) wiu okimy3us Ha
rienTpanHara perunanta Bera (OL[PB)) (Bx. Touka 5.1),

. 3PUTEITHO YBPEKAAHE, IbJDKAIIO ce Ha AuadeTeH MakysieH eaeM (IME) (Bx. Touka 5.1),

o 3PUTENHO YBpEXKIaHe, IbJDKAII0 Ce Ha MUOITMYHA XOPOUIalHa HeOBacKynapu3anuus (MUOITUYHA

XHB) (Bx. Touka 5.1).

4.2 J1o3MpOBKA M HAYMH HA MPUJIOKEHUE

Afqlir e camo 3a MHTpaBUTpEATHO HHKEKTHPAHE.



Afqlir TpsibBa ma ce mpuiara camo OT JeKap CIIEIMAIKCT C ONUT B MPUIIOKEHHETO HA HHTPABUTPEATHH
WHKEKIIHH.

gOBH[)OBKa

Bnaowcna BIIM
IIpemoppunrennara qo3a 3a Afglir e 2 mg apmubdepuenr, exsuBanentau va 0,05 ml.

Jledenuero ¢ qullr 3arovBa € €AHa MHXXCKIHUA MCCCUHO B TPU IMMOCJICAOBATCIIHA JO3U. CJ'IG)_'[ TOBA,
HUHTCPBAJIBT MCKAY NPUTIOKCHHUATA CC YABJDKABA HA JIBa MECCLiA.

BB3 ocHOBa Ha mperieHKaTa Ha JIeKapsl 3a 3pUTEITHH W/WIH aHATOMUYHU PE3yITaTH, HHTEPBAIBT
MEXTy PUIIOKEHUATA MOXKe J1a Ob/Ie TIOIbPKaH Ha J[Ba Mecela Win Aa 0bJie TOTbIHUTEIHO
YIOBIDKEH, KaTO CE U3I0JI3Ba JICUCHHUE U MTPOIhDKABaHe HA CXeMaTa Ha MpuiaraHe, mpu KOeTo
MHTEPBAJINTE HA UHKEKTUPAHE C€ YIBJDKABAT C 110 2 Wiy 4 ceqMUILM 10 JOCTUTaHE HA CTaOMIHUA
3pUTEITHU W/UIIA aHATOMUYHH PE3YJITATH.

AKO 3pI/ITe.HHI/ITe I/I/I/UII/I AHATOMUYHHUTEC pe3y.IITaTI/I C¢€ BJIomIar, I/IHTepBaJI’bT Ha JICUCHUC Tp$[6Ba aa
ObJle CHOTBETHO HaMaJIEH.

Hsima n3nckBaHe 3a MOHUTOpHpPaHE MEXIy HHXXEKUMUTE. Bb3 OCHOBa Ha MpeLeHKaTa Ha jJeKapsi,
rpaduKbT Ha MMOCEHICHUATA 32 MOHUTOPHPAHE MOXKeE J]a € Ha TI0-MaJIKi HHTEPBAJIN OT ITOCEIICHUTA 32
WHXKEKLIUH.

WnTepBanu Ha jiedeHue, O-TOJIEMH OT YETHPH MECena MU IT0-MaJIKU OT 4 CEAMHLIU MEXIY
UHKEKIIMUTE, HE ca MPOoyyYBaHu (BXK. Touka 5.1).

Omoxk na maxyrama ecieocmeue Ha OPB (OPPB unu OL{PB)

IMpenopbunrtennata g03a Ha Afglir e 2 mg apnmbepuent, exksusanentau xHa 0,05 ml.
Crie rbpBaTa HHXKEKIIMS JICUCHUETO CE MPHUIIara exeMeceqHo. HTepBaIbT MEX/Ty JBE J03H HE
TpsiOBa 1a Ob/Ie IO-KPaThK OT €IUH Mecell.

Axo 3PUTCIIHUTEC U AHATOMUYHHUTE PE3YJITATHU MMOKA3BAT, Y€ MAINUCHTHT HE CC IMOBJIMABA ITOJIOKHUTCIIHO
OT MPOIbIKABAHE Ha JICUeHNEeTo, priaokeHneto Ha Afqlir tpsoBa na ce nmpeycTaHOBH.

EskeMeceyHOTO JieueHue MPOAb/KaBa JI0 JOCTUTaHe Ha MAKCUMAJTHA 3PUTETHA OCTPOTA U/WIIK HE ca
HaJINIIE TIPU3HAIN 33 aKTUBHOCT Ha 3a0o0msBaHeTo. Moxke a ca HEe0OXOANMH TPH WII TIOBEYE
IIOCJIEOBATEIHA MECEYHU NHIKEKIINH.

JledenneTo MOXe J1a IPOABIDKH C TIOCTETIEHHO yAbDKaBaHEe Ha MHTEPBAJINTE, 32 J1a CE TMOAIbPKAT
CTaOWITHY 3pUTEITHU W/IITH aHATOMIYHH PE3YJITATH, BRIIPEKH Ye HAMa JOCTAaThYHO JaHHH, 32 J1a Ce
HAIpPaBH 3aKIIIOYCHHE 33 MPOABIDKUTEITHOCTTa HA HHTEPBAIUTE. AKO 3pUTCITHUTE V/WIIM aHATOMUYHU
pe3yJITaTH ce BJOIIaT, MHTePBaJia Ha JICYCHUETO TPSIOBA CHOTBETHO J1a CE HAMAJIH.

rpa(i)I/IK’bT Ha IpOoCJICAABAHC U CXEMaTa Ha JICUHCHUC ’I’pﬂ6Ba Ja C€ ONpCACIIAT OT JICKYyBalllus JICKApP Bb3
OCHOBA Ha OTTOBOpPa Ha OTACIHUSA MAIIUCHT.

IpocieasiBaHeTO 3a aKTUBHOCT Ha 3a00JISIBAHETO MOXKE [1a BKIIFOUBA KJIMHUYCH TIPETJIC]I, H3CIICABAHE
Ha (PYHKIIMOHATHHUTE MOKA3aTeIM WK 00pa3HU TEXHUKH (HAIp. ONTHYHA KOXEPEHTHA TOMOTrpadust
uiu GayopecleHTHA aHTHorpadus).

Jluabemen maxynen edem

Ipenopruntennara mo3a Afglir e 2 mg apnubepuent, exksuBanentan Ha 0,05 ml.

Jleuenuero ¢ qullr CC 3a1104Ba C €JHA MHXKXCKIUA MCCCYHO 3a IIET IMOCIACAO0OBATCIIHA O03H, U CC
IIpoabJDKaBa C €JHa MHXKXCKIUA Ha BCCKU Ba MECE1a.



B®3 ocHOBa Ha OlLICHKATa Ha JIeKaps Ha 3PUTEIHUTE W/WIN aHATOMUYHH PE3yITaTH, HHTEPBATBT
MEXKIY NPUIIOKEHUATA MOKe /1a ObJIe 3ama3eH Ha 2 Mecella il WHAWBUAYaTU3UpaH, KaTo HampuMep ¢
JIEYEeHUE U MPOABIKaBaHE Ha cXeMaTa Ha Mpuiarate, Ipy KOETO HHTEPBAINTE Ha JIEUECHHUE Ce
yIbJDKaBaT OOMKHOBEHO C 10 2 CEIMHIM JI0 TOCTHI'aHE Ha CTAOMIHN 3PUTETHHU W/MIH aHATOMHYHA
pesynraty. Mima orpaHuueHH JaHHU 32 HHTEPBAIN MEXIY IPHWIOKEHUATA, IO-ABJITH OT 4 Mecena.
AKO 3pUTEITHUTE W/WIH aHATOMUYHUTE PE3YNITATH CE BJIOLIAT, HHTEPBAIBT Ha JIeueHHE TPsOBa Aa
ObJie CbOTBETHO HaMaJIeH.

WHTepBain MeXIy MPUIOKEHUATA, TO-KPATKU OT 4 CeMUIIM, HE ca Mpoy4BaHH (BXK. Touka 5.1).

I'paduxbT 32 MOHUTOpHpaHE TPSAOBA Aa Ce OMpeeNn OT JEKyBaIlHs JIeKap.

B cnyqaﬁ Y€ 3PpUTCIIHUTC U AHATOMHUYHUTC PE3YJITATH COYAT, UC MALNUCHTHT HAMA I10JI3a OT
OpoaABbJDKABAHC Ha JICUCHUCTO, IPHUJIOXKCHUCTO Ha qullr TpH6Ba Ja C€ IpCyCTaHOBU.

Muonuyuna xopouoanua Heo8acKyIApU3AYUsL

IMpenopbuntennara no3a Afqlir e equHUYHA UHTpAaBUTPEATHA HHXKEKIUS Ha 2 mg adudeplernt,
exsuBasienTHy Ha 0,05 ml.

Moske J1a ce PUIIOKaT JOIBIHUTEITHH 1031, aKO 3pUTEIHUTE H/WIM aHATOMUYHHUTE PE3yJITaTH
NIOKa3BarT, ue 3a00JIIBAaHETO MepcucTupa. Penmansure TpsOBa 1a ce mpreMar KaTo HoBa MposiBa Ha
3a00IIIBaHETO.

I'padukbT 32 HAOMOACHNE TPAOBA J1a C€ OMPEACIH OT JICKYBAILUs JIeKap.

WHTepBansT MeX Iy BE A03U He TPsOBa Ja OBb/Ie MO-KPaThK OT €UH Mecell.

Crenuaiay nomyJIaiun

Yeprodpobno u/unu 6v6peuno yspexcoane
He ca mpoBexaHn KOHKPETHH MPOy4YBaHUs ¢ apauOepIenT NPy MalMeHTH ¢ YePHOAPOOHO W/Win
0BOpedTHO yBpEKIaHE.

HanuynuTte naHHU HE NPENoJaraT Hy)K1a OT KOPEKIHs Ha o3ata Ha aduubepent npu Te3u
nanueHTH (BK. Touka 5.2).

Honynayus 6 cmapuecka 6vb3pacm
He ca HeoOxo1umu crieliualiHi CboOpaskeHus. FiMa orpaHuyeH OIUT MPH MAIMSHTH Ha Bb3PacT
Hay 75 roguau ¢ [IME.

Ileouampuuna nonynayus

besonacuoctTa 1 edukacuoctTa Ha Afqlir mpu nena u roHOImM Ha BB3pacT noxa 18 roauHu He ca
ycraHoBeHH. HsiMa choTBeTHa ynoTpeba Ha adumOepuenT B neJuaTpudHaTa Moy Iaus 3a
nokazanusaTa Biakaa B/IM, OLIPB, OPPB, IME u muonmana XHB.

Hauwun Ha OPHUITOKCHUC

HHTpaBUTpeaIHUTE HHKECKIIUK TPSIOBA Jla ¢ U3BBPILBAT ChIVIACHO MEAUIIMHCKUTE CTAHIAPTH U
MIPUJIOKUMUTE PHKOBOCTBA OT JICKap CIEIMAIUCT C OMUT B MPUIOKCHUETO HA HHTPABUTPECATHU
umkekiun. [lo mpuHIUN TpsOBa 1a ce OCUTypH aJIcKBaTHA aHECTE3HS U aCENTHKA, BKIIOYUTEITHO
JIOKAJTHO ITUPOKOCIIEKTHPHO MUKPOOUIIUIHO CPEACTBO (HAIP. IOBHIOH HOJI, HAHECEH BbPXY KOXKaTa
OKOJIO OYMTE, KJICTIAYUTE U OYHATa MOBBPXHOCT). [IpernopbryBar ce Xupyprudna ae3uH(peKInsa Ha
pBIIETe, CTEPUITHN PHKABHIIN, CTEPIITHA TIOKPUBKA M CTEPHJICH CIIEKYITyM 3a Kiernadyn (Win
C€KBUBAJICHT).

HCHOCpe,I[CTBeHO CJIC UHTPABUTPCATHO MHXCKTUPAHC MMALITUCHTUTC TpSI6Ba Ja C€ CICIAT 3a



MIOBHIIIABaHE HAa BRTPEOYHOTO HaJsirane. [loaxoasdioro npociensBane MoXe 1a BKIIOYBa
npoBepsiBaHe Ha repdy3usaTa Ha ONTUYHUS TUCK HITH TOHOMETpUs. TpsOBa Ja uMa Ha pa3nooKeHHe
CTEpUIIHO 00Opy/IBaHE 3a MapareHTe3a Mpu HeoOXOANUMOCT.

Cren MHTpaBUTPEATHO UHXKEKTHPAHE MAMEHTUTE TPsIOBa J]a ObJaT MHCTPYKTHPAHH Jia ChOOIIIaBaT
He3a0aBHO 33 BCAKAKBU CUMIITOMH, HACOYBAILK KbM eHAo(TaIMuT (Hamp. 00JIKa B OKOTO,
3ayepBsBaHE Ha OKOTO, (oTOPOOHUs, 3aMBITICHO 3pEHHE).

Bceska MMpEABAPUTCIIHO HAITBJIHCHA CIIPUHIIOBKA Tp$[6Ba Ja C€ U3II0JI3Ba 3a JICHCHHUEC CaMO Ha €IHO OKO.
MHOFOKpaTHO npujrarad€ Ha 03U OT NPCABAPUTCIIHO HAITbJIHCHATA CIIPUHIIOBKA MOXKE J1a YBCINYHN
PUCKA OT KOHTAaMUWHAIUA U ITOCJICABAllla I/IH(l)eKI_[I/Iﬂ.

[IpenBapuTenHo HarbJIHEHATA CIIPUHIIOBKA ChABPIKa IMOBEUYE OT MPEMOPbUUTEIHATA 1032 2 M(
apmubepuent (exkBuBaneHTHU Ha 0,05 ml nmxekunoneH pa3TBop). Besika npeaBapuTesHo HambiIHEHA
cupunnoBka ¢ Afglir ceabpika 06em ot Hait- manako 0,165 ml u He e mpeaHasHaven na Obae
W3M0J13BaH HATBIHO. M3IUMIIHOTO KOJINYeCTBO TPSIOBA 12 ce OTCTPAHM NMpPeau HHKEKTHPaHe Ha
npenopbYMTEITHATA 103a (BXK. TouKa 6.6).

WmxekTupaneTo Ha 1emvst 00eM Ha MpeIBapUTETHO HAITbJIHEHATa CIIPUHIIOBKA MOXKE Ja JOBEJIE JI0
npeno3upane. 3a a ce OTCTPaHAT Bh3AYIIHUTE MEXypueTa 3aeJHO C N3JIMILIHUS JIEKAPCTBEH MIPOAYKT,
0aBHO HaTHCHETe OYTaJI0TO, JOKATO OCHOBATA Ha CBOJIAa HA OYTaJoTO (HE BbpXa Ha CBOJIA) CE M3PaBHU
C IMHMATA 3a JJO3UpaHe Ha crpuHIoBKarTa (ekBuBajieHTHO Ha 0,05 ml, T.e. 2 mg adaubepuent) (Bk.
touka 4.9 u 6.6).

WmxekuuonHara uria Tpsiosa aa ce BbBene 3,5-4,0 mm 3aq mumba B CTEKIOBUIHOTO TSJI0, KaTo ce
n305rBa XOPU3OHTATHHUAT MEPHIMAH U c€ HACOUBA KbM IIEHTHpa Ha o4HaTa s10biKa. Torasa ce
umkekTrpa 06embT 0,05 ml; mpu mocneaBamuTe HHXKEKIIUN MACTOTO Ha HHXEKTHPAHE B CKIIepaTa
TpsiOBa 1@ ce CMeHsI.

Cren MHXEKTHPAaHE HEN3IOI3BAHUAT MPOYKT TPSAOBA Ja Ce U3XBBPIIH.
3a paboTa ¢ JieKapCTBEHUsI MPOYKT MPEIU NPUIIOKECHUE, BIXKTE TOYKa 6.6.
4.3 IIpoTuBomoka3aHus

CBpPBXUYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO aQIHOSPIEHT WK KbM HIKOE OT TIOMOIIHUTE
BeIeCTBa, H30pOoeHH B TouKa 6.1.

AKXTHBHA OYHA WJIM OKOJIOOYHA HH(DEKIIUSI WIIH ChMHCHHE 32 TaKaBa.

AKTHUBHO T€KKO BBTPEOYHO Bh3MaJICHHE.

4.4 CneuuajHM mpexynpe:kaeHUs U MpeANa3Hu MepKH NpU ynorpeda

IIpocnenumoct
3a fa ce moo0py MPOCIETUMOCTTa Ha OHOJIOTHYHUTE JICKAPCTBEHH MPOYKTH, UMETO U MAPTHTHUAT

HOMEp Ha MPIJIOKEHUS MPOIYKT TPSOBaA SICHO J1a CE 3aIMCBaT.

HuTpaBuTpeaiHy peakiiuy, CBbP3aHU ¢ MIDKEKIUITA

WHTpaBUTpeaTHUTE HHXCKITNH, BKIFOUUTEITHO Te3U ¢ aaubepIienT, ce CBhP3BaT ¢ eHA0(TaIMUT,
BBTPEOYHO BB3MaJICHUE, PErMATOICHHO OTJICIIBAHE HAa PeTHHATA, Pa3KbCBaHE HA PeTHHATA U
SITPOTeHHA TPaBMaTHUHA KaTapakTa (Bxk. Touka 4.8). [Ipu npunarane Ha Afglir Bunaru tps6sa na ce
W3II0JI3BAT MOAXO SN ACENITUYHY TEXHUKY Ha WHXKEKTUpaHe. B AombIIHEHUE, AIIMeHTUTE TPsOBa 1a
ce MpOCeAsiBaT MPe3 CeAMHIIATa CIIe] HHKEKTUPAHETO, KOSTO OU MO3BOJIHIIO PAHHO JICYCHHE, aKO
BB3HUKHE WHOEKITHS.

[TaruenTure TpsOBa 1a ObJAT MHCTPYKTUPAHU J1a ChOOIABAT He3a0aBHO 32 BCSIKAKBUA CUMIITOMH,
HACOYBAIIM KbM €HIO(PTAIMHUT WK HAKOE OT IOCOYEHUTE MO-TOPE CHOUTHUS.

Hpe)_'[BapHTeJ'IHO HaIlbJIHCHATA CHIPUHIIOBKA CbABPIiKAa MTOBCYC OT NPCHOPHUUTECIIHATA 103a 2 mg



apmmbeprent (exkBuBanenTar Ha 0,05 ml). M3iuIHOTO KOMMYIECTBO TPAOBA [a C€ OTCTPAHH IIPEIH
npunokenue (Bx. Touka 4.2 u 6.6).

[ToBuiieHns: Ha BETPEOYHOTO HAJIATaHE ca HaOIr01aBaHu B paMkuTe Ha 60 MUHYTH clies
HHTPABUTPEATHO HH)KEKTUPaHE, BKIIOYUTEIHO ¢ adaudeprent (Bxk. Touka 4.8). Crerpaainu
MIpeAIa3Hu MEPKHU ca HEOOXOIUMU TIPH MTAllMEeHTH ¢ HenoOpe KOHTPOJIUpaHa riiaykoMa (1a He ce
umkextupa Afglir, nokaro BbTpeounoro Hansarane ¢ > 30 mmHg). ETo 3amo npu BCHYKH caydan
TpsiOBa Ja ce MPOCIIeAIBAT U Ja e JISKYBaT 110 MOIXO/ISI] HAYWH KaKTO BbTPEOYHOTO HaJIsAraHe, Taka
U iepdy3usnTa Ha OIITUYHUS JTUCK.

HUmyHorennoct
Toii KaTo € TepaneBTudeH npotenH, mpu Afqlir cpiecTByBa BEpOATHOCT 32 MMYHOTEHHOCT (BIXK.

Touka 4.8). [latimenTure TpsiOBa 1a ObAAT MHCTPYKTUPAHH Ja CHOOIIABAT 32 BCSAKAKBH MIPU3HALY WM
CHUMIITOMH Ha BTPEOYHO Bh3MalIeHHE, HAMp. 00Ka, poTodoOus nin 3auepBsiBaHe, KOETO MOXE /1a €
KJIMHUYEH NPU3HAK, 00SCHUM ChC CBPBbXUYBCTBUTEIIHOCT.

Cucremuu edexru

CucreMHH HeXellaH! ChOUTHSA, BKIIOYUTETHO U3BFHOYHH KPHBOU3IHUBH U apTEPUATHA
TpOoMOOEMOOTNIHY CHOUTHS, ca ChOOIIABAHM CJICA MHTPABUTPECATHO MH)KEKTUPAHE Ha MHXHUOUTOPH Ha
VEGF u uma TeopeTryeH puck, ue Te MOXe a ca cBbp3anu ¢ naxuoupaneto Ha VEGF. Nma
OTpaHHYCHU JaHHH 32 Oe3omacHocTTa npu Jiedenue Ha naruentu ¢ OLIPB, OPPB, JIME unu
muonryHa XHB ¢ aHamHe3a 32 HHCYNT WK MPEXOIHN MCXEMUYHU aTaKH, KaKToO U 3a HH(apKT Ha
MHOKap/ia B paMKHTE Ha TociieAHnTe 6 Mecena. TakuBa manueHTH TpAOBa Jia ce JICKYBAaT C MOBUIIEHO
BHUMAaHHE.

[pyru
Kaxto npu apyrute unrpasurpeannu antu-VEGF neuenus 3a BJIM, OLIPB, OPPB, /IME u
muonnyHa XHB, B cuna ca u cinegHUTE MOTOKEHUS:

o be3onacHocTTa U e(hUKACHOCTTA Ha JICYCHUETO ¢ aIuOepIenT, IpUIaral ¢THOBPEMEHHO 1 Ha
JIBETE OYH, HE Ca MPOYYBAHU CHCTEMATHYHO (BXK. Touka 5.1). Ako OHUIaTepaTHOTO JICUCHHUE Ce
MPOBEK/A IO ETHO U CHIIO BpeMe, TOBA MOXKE JIa TOBEJE /10 MOBHUINIEHA CUCTEMHA €KCIIO3HITHS,
KO€TO MOXE Jia IOBUIIHN PUCKA OT CUCTEMHU HEXKCIIaHN CHLOUTHS.

. CoopreTBania ynorpeda ¢ apyru antu-VEGF (cbaoB ennoTenen pactexxeH (aktop).

o JluricBaT JaHHM 32 €JHOBPEMEHHOTO M3MOJI3BaHe Ha admubepuent ¢ apyru antu-VEGF
JIEKapCTBEHHU MPOJYKTH (32 CHCTEMHO HJIM BTPEOYHO MPUIIOKEHHE).

o Puckoure aktopu, CBbp3aHH C pa3BUTHETO HA pa3KbCBaHE HA TUTMEHTHHUS SIIUTEN Ha

perunara ciexn antu-VEGF tepamnus 3a Bnaxkaa B/IM, BkimrouBaT 00OMIKMPHO W/WIK BUCOKO
OTJICTIBAHE HA MUTMEHTHHUS eNUTeN Ha petuHara. [Ipu 3anouBane Ha Tepanus ¢ Afqlir e
HEO0XOIMMO MOBHUILICHO BHUMAaHHE TIPH MAIUEHTH C Te3U PUCKOBH (DaKTOPH 3a pa3KbCBaHE HA
NUTMEHTHUS €NHUTEI Ha peTUHATA.
J JleuenneTo TpsOBa A2 ObJE MPEyCTAaHOBEHO MPH MAIMEHTH C PETMAaTOreHHO OTJICIIBAaHE Ha
pEeTHHATA WM MaKyJIHU JYIKH CTaauid 3 mim 4 .
. B ciyuaii Ha pa3kbcBaHe Ha peTHHATA, IPHIIOKEHHETO Ha J103aTa TPsOBa 1a ObJe IPEKPATEHO U
JIEYEHUETOo He TPsI0Ba J1a ce Bb300HOBsIBA NMPEIH a/IeKBaTHO Bb3CTAHOBSIBAHE HA PA3KbCBAHETO.
. Jlo3ara He TpsiOBa a ce mpuIiara u JIe4YeHUEeTo He TpsiOBa Jla ce Bb30OHOBSIBA MO-PaHO OT
CJIE/IBAIIOTO TUIAHUPAHO MPUIIOKEHUE B CITyJail Ha:
. HaMaJsiBaHe Ha Hal-100pe kopurupanara 3putenHa ocrpora (BCVA) ¢ >30 Oyksu B
CpaBHEHHE C [IOCJIeIHATA OLIEHKA Ha 3pUTEeJIHATa OCTPOTa
- cyOpeTHHaIHA XeMOoparus, BKJIIOUBaIla IIEHThpa Ha (oBesTa, HilH, ako pa3MephbT Ha
KpbBOU3MMBa € >50% OT 001Ms pa3Mep Ha Je3usTa.
. Jlo3ata He TpsiOBa Ja ce mpuiiara B paMKHTE Ha MPEAXOAHUTE WM CleBamuTe 28 THH, B
Cilydail Ha U3BbpILIEHA WX TNIAHUPaHa BbTPEOYHa XUPYPruiHA HHTEPBEHIIHS.
o Afqlir ve Tps6Ba 1a ce U3MOII3Ba 1O BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTCHITHAIHATA 110132 HE
HaJIXBBPJIS TOTCHIMAHHS PUCK 32 102 (BXK. Touka 4.6).
. Kenwu ¢ nerepoaen noTeHnMan TpsOBa Aa U3MOI3BAT ePeKTHBHA KOHTPALCTILIUS 110 BpeMe Ha



JIeUeHHE U Hal-MaJIko 3 Mecella Clie/l MOCIEHOTO HHTPABUTPEATHO HHXKEKTHPAHE Ha
adnubeprent (Bx. Touka 4.6).

. Mma orpaHnyeH OIMHUT C JIeueHHEeTo Ha manueHTy ¢ ucxemuyna OLIPB u OPPB. Ilpu manuentn ¢
KIIMHUYHY TIPU3HAIY Ha HeoOpaThMa UCXEMHUYHA 3ary0a Ha 3puTeiIHaTa GyHKIHS JCUSHUE He
ce IpenopbyBa.

Tlonynaiuu ¢ orpaHHYEHN JaHHU

WNmMa orpannyeH onwurt c iedeHrneTo Ha nanueHTy ¢ JIME BciencTeue Ha auadet tun [ wim npu
nanueHTH ¢ muabet ¢ HbAlc nan 12% wnu nponudepaTrBHa TuadeTHa peTHHONATHSI.

Adaubeprient He € MPOyYBaH MPHU HALMEHTH C aKTUBHU CUCTEMHN MH(MEKIIUKU W IIPY MAIUSHTH ChC
CBHITBTCTBAIIHM OYHU HAPYIICHHS KaTO OTJICIIBAHE HAa PETUHATA WM MaKyiIHA Aynka. OCBEH TOBa HIMa
OIHT C JIeYeHue ¢ apaubepIienT npu NaIMeHTy ¢ TuabeT ¢ HeKOHTPOJIMpaHa XUIePTOHUs. Ta3u iurica
Ha uHbOpMaIIs TpsOBa Ja ce UMa MPEABU OT JIeKaps MPH JICUSHNE HA TAKWBA MAITUEHTH.

Hsama omut npu nieuenne Ha muonmaHa XHB ¢ apmubepiient npu nanueHTy, KOUTO HE Ca OT a3HaTCKH
IIpous3xon, MarueHTH KOUTO IMPEAN Ca 6I/IJII/I IIOMJIOKEHHU Ha JICUCHHUE HAa MHUOIITMYHA XHB n IMaluECHTH C
ekcTpadoBeaTHu JIC3UH.

HHbopmalins 3a HTOMOIIHUTE BEIIECTBA
ToBa jekapcTBO ChABPIKA MO-MaNKo 0T 1 mmol Hatpuii (23 mg) Ha 1030Ba CIUHUIIA, T.€. MOXKE J1a CE
KaXKe, 4e MPAKTUIECKH HE ChIbpKa HATPUH.

Tosa nmexapctBo chappika 0,02 mg momucopoat 20 BBB Beska goctaBeHa go3a ot 0,05 mi
(50 muxpomutpa) pasreop. [lomucopbarute Morat fa NPUUUHAT aNepruvnu peakiuu. [lonuraiite
MAIMCHTA CH JTAIM UMa YCTAHOBEHH aJICPTHH.

4.5 B3zaumopeiicTBHe ¢ IPYrH JeKapCTBeHN MPOAYKTH U APYru (popMH Ha B3auMoJelicTBHe
He ca nmpoBexxnanu mpoyduBaHus 3a B3aUMOJICHCTBHATA.

EnnoBpemenHnoTo npuiioxenne Ha GoronuHamuaHa Teparnus (PDT) ¢ Beprenopdun u adiaubepent
HE € MMPOYYBAHO U IO Ta3W NPUYMHA HE € YCTAHOBEH NMpOo(ui Ha OE301MacHOCT.

4.6 @epTuauTeT, GPEMEHHOCT U KbPMEHe

KeHu ¢ geTepoaeH NOTEHIIHAI

JKenwnte ¢ geTepoaCH MOTEHITHAN TPSOBA 1a M3MOI3BaT e(hEeKTUBHA KOHTPAIICIIIHS 110 BpeMe Ha
JICYCHUE W Hal-MaJIko 3 Mecela Clie]] IOCJICHOTO HHTPABUTPEATHO WHXKEKTUPaHe Ha adumbeprenT
(Bk. Touka 4.4).

Bbpemennoct
JluricBaT naHHu 3a ynoTpebaTa Ha adauOepUenT NpH OPEMEHHH JKEHH.

IIpoyuBaHusATa [IPH JKMBOTHH ITOKa3BaT eMOpHO(ETaTHA TOKCHIHOCT (BXK. To4Ka 5.3).

BoIpeku ue cucTeMHATa SKCIO3UITHUS CIIe]] OYHO MpUiiokeHue ¢ Muoro Hucka, Afglir ve tps6sa na ce
W3M0JI3Ba 110 BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTCHITUATHATA T10J13a He HAJIXBBPIIS TIOTCHITUATHHS
PHCK 32 TUIOJIA.

Kopmene
BB3 0cHOBa Ha MHOTO OTpaHWYCHHU JaHHH MPU Xopa, ahubdeprenTt Moxe 1a ce eKCKpeTnpa B KbpMaTa

B HUCKM HUBA. AQrubOepLent e rojasma MpoTenHOBa MOJIEKYJIa M KOJINUECTBOTO Ha JEKapCTBOTO,
abcopOupaHo MpH KbpMayueTo, ce 0YakBa Ja 0bae MuHuManHo. Edekrute Ha ahaubepuent BbpXy
KBPMEHO HOBOPOICHO/KBPMAUETO HE Ca U3BECTHHU.

Kato npenmasna Msipka, He ce IpernopbyBa KbpMEHE 1o Bpeme Ha ynotpedata Ha Afqlir.

DepTunurer



Pesynrature oT mpoy4YBaHUATA MPU )KUBOTHU C BUCOKA CHCTEMHA CKCIIO3UIIHS TIOKa3BaT, ye
ahubepIIenT MOKE 1a HapyIIH (GePTHINTETA U TIPH MBXKHTE, U TIPH KEHCKUTE (BXK. Touka 5.3).
[TomoOHM edekTH HEe ce OYaKBaT CIIE] OYHO MPUIIOKESHUE C MHOTO HACKA CUCTEMHA CKCIIO3HIINS.

4.7 EdexTn BbpXY CIOCOOHOCTTA 3a mopupaHe U padoTa ¢ MAIIMHU

Hmxextupaneto ¢ Afglir nosiusBsa B Manka cTerneH cmocoOHOCTTA 3a Mo upaHe U padboTa ¢ MaIluHH,
Mopajv Bb3MOKHA BPEMEHHHU 3PUTEIHH CMYILEHHUS, CBbP3aHH WM ¢ HHXKEKIIUATA HIIH C OYHHUS
npernen. [lanmenture He TpsaOBa ga modupaT win ga padoTAT ¢ MaITMHH, TOKATO 3PUTEITHATA UM
(hyHKIUS HE Ce BH3CTAHOBH B JIOCTATHYHA CTETICH.

4.8 Hexenanm JiekapcTBeHH peaKuH

Pesrome Ha mpodumiia Ha Oe30macHOCT

ITonynamnusra 3a 6e30macHOCT B oceMTe npoyuBanus ¢asza Il ce cberoun ot 0610 3 102 narnuentu. Ot
Tsx 2 501 manmeHTH ca JeKyBaHH ¢ MPpeNopbUMTeNHAaTa 103a OT 2 MJ.

Cepro3HH OYHM HEXETaHHU PEaKIU B N3CJICABAHOTO OKO, CBbP3aHHU C MPOLeypaTa Ha HHKEKTHPaHe,
ca Bb3HUKHaIM npH no-Mainko ot 1 Ha 1 900 unTpaBUTpeanHn HHKEKIUH Ha aduuOeplenT u ca
BKJIIOUBAJIM CJICNIOTA, EHAO(TAIMHUT, OTICTIBaHE HA pETHHATA, TPAaBMAaTUYHA KaTapaKTa, KaTapakra,
KPBBOUINIMB B CTHKIOBHIHOTO TSIIO, OTJICNIBAHE HA CTHKIIOBHHOTO TSJIO U MIOBHUIICHO BHTPEOYHO
HaunsArane (Bxk. Touka 4.4).

Haii-yecto HabroiaBaHUTE HEXKETIAHU JICKAPCTBEHH Peakiuy (pu Hal-Manko 5% OT malueHTure,
JIeKyBaHM ¢ aduInOepIenT) ca KOHIOHKTHBaIHA XeMoparus (25%), perunanna xemoparus (11%),

HamasieHa 3purtenaa octpora (11%), 6onka B okoto (10%), kaTapakra (8% ), MOBHIIIEHO BETPEOYHO
HansraHe (8%), oTJenBaHe Ha CTHKIOBHIHOTO TsIO (7%) M MBTHUHH B CTHKJIOBUAHOTO TSUIO (7%).

CrunchbK Ha HEXKEIIAHUTE JICKApCTBCHHU PCAKIIMH B TaOIUYCH BU

JlarHuTe 3a 6€30MaCHOCT, ONMMCAHU TI0-JI0TY, BKIIFOUBAT BCUYKH HEXKEJIAHH JICKAPCTBEHU PEaKIHU OT
ocemTe npoyuBanus (aza Il npu mokazanusaTa Biaxxkua BJIM, OLIPB, OPPB, JIME n muonmuaa XHB
C TIPUEMIIMBA BEPOSATHOCT 3a MPUYMHHO-CIIEICTBEHA Bph3Ka C POIlelypaTa Ha WHXXCKTHPAHE WK
JIEKapCTBEHUS MPOIYKT.

Hexenanute nexkapcTBEHU peakivu ca N30POEHH 10 CHCTEMO-OPTaHeH KJlac U YeCTOTa C M3MOI3BaHe
Ha cJIeAHATa KOHBEHIIU:

MHoro uectr (>1/10), wectu (>1/100 mo <1/10), vewectr (>1/1 000 mo <1/100), peaxu (>1/10 000 mo
<1/1 000), ¢ Hen3BeCcTHA YeCTOTa (OT HAJTMIHUTE JJAHHU HE MOJXKE Ja ObJic HalpaBeHa OLECHKA).

B pamxuTe Ha BCSKO TpyMHpaHe M0 YeCTOTA, HEXKEIAHUTE JICKAPCTBEHU PEaKITHH ca MPEACTABECHHU B
HU3XOJISI PEJI 110 OTHOIICHHUE Ha TAXHATA CEPUO3HOCT.



Tabauua 1: Bcruky CBBP3aHU C JICUCHUETO HEXKEIaH! JIEKAPCTBEHU PEAKIIUU, ChOOIIaBaHU TIPH
manueHTy B npoyuBanus ¢asa Il (cOopuu manuu ot npoyusanus (asa Il 3a mokazaHusATa BiiakHa
B/JIM, OLIPB, OPPB, IME u muonuuna XHB) niu no Bpeme Ha MOCTMAapPKETHHIOBOTO HAOJIIOJICHNE

CucreMo-opraseH KJjac YecroTa Heskesana peakuus

Hapymenusi Ha umyHHaTta | Heuectn CBpPBXIYBCTBUTEITHOCT***

cucTeMa

Hapymenns Ha ounTe MHoro yectn Hamanena 3putenna octpora, Petunanna

xeMoparus, KoHIOHKTHBaIHA XeMOoparus,
Bboinxka B okoToO

UecTtu Pa3kbcBane Ha MUTMEHTHUS €MUTEIN Ha
petunara*, OTienBaHe Ha MUTMEHTHUS
enmuTeN Ha peThHata, [lerenepanus Ha
petunata, KpbBOU3NIHB B CTHKIOBUIHOTO
tano0, Katapakra, KopTukanna katapakra,
Hyxieapha karapakra, CyOkancynapHa
kaTtapakTta, Kopneanna epo3us, KopHeanna
abpaswus, [loBHIIIEHO BTPEOYHO HANATAHE,
3amMbriaeHo 3peHne, MbTHUHHU B
CTBKIIOBUAHOTO Tsu10, OTIIENIBaHE HA
CTBKJIOBUAHOTO Ts1110, bojika Ha MACTOTO Ha
MHXEKTHUPaHE, Y celllaHe 3a Uy IO TSJIO B
ounrte, [ToBummena makpumarrus, OTOK Ha
KJIeraya, XeMoparusi Ha MacTOTO Ha
UHXEKTUpaHe, TOUYKOBUIECH KEPaTUT,
KontonkruBanna xunepemusi, OuHa
XUTEepeMUs

Heuectn Ennodranmut**, OTnenBane Ha peTHHATA,
PazkbcBane Ha perunara, Uput, YBeur,
Hpunouuxnut, [TombTHsIBaHE Ha Jemiara,
Jedekr Ha enuTeNa Ha POrOBUIIATA,
Jpa3HeHe Ha MSCTOTO HA UHXKEKTUPAHE,
HeoOuuaitno ycerane B okoto, JIpa3HeHe Ha
kienayva, [lonoxureneHn TuHaan B mpegHaTa
kamepa, OTOK Ha pOTOBHIIATA.

Penxu Crnenora, TpaBmatnuHa KatapakTa, Burpeur,
XHUIOHOH

C Hem3BecTHA Crepur®***

yecToTa

Hapymenus, 3a KOUTO € H3BECTHO, Y€ ca CBbp3aHu ¢ BiaxxHa BJ/IM. HaGnronaBanu ca camo B
MpoyuBaHus Npu Biaxkna BJIM.

Kyarypa-moioskuTesieH ¥ KyJITypa-oTpHIaTeIcH eHA0(TaIMHUT.

[To BpeMe Ha MOCTMAPKETHUHTOBUS IEPUOJ], ChOOIICHHUS 33 CBPBXYyBCTBUTEITHOCT BKIIFOUHUTEITHO
00pHB, CHPOEK, YPTUKAPHS U OTACIHHU CIydad Ha TKKHM aHaGUITaKTHYHH/aHA(DUIaKTOUTHI
peaKIIum.

****  OT MOCTMApKETUHTOBU CHOOIIICHUS.

**

**%x

Onucanue na u36paHu Heofce/lanUu 1ekapcmeeHu peakyuu

B npoyusanus ¢asza Il npu Bnaskna B/IM, ce HaOnronaBa noBHIeHa YeCTOTa HA KOHIOHKTHBAJIHA
XeMOparus Ipy MaueHTH, TpueMalii aHTUTPOMOOTHUYHH cpecTBa. Ta3n MOBUIIIEHA YeCTOTa €
CpaBHUMA MEXY TMallUCHTUTE, JICKyBaHU ¢ paHuOM3yMal u aguubdepuent.

Aprepuannaute TpomboeMbonnunu crouTus (ATC) ca Hexkenanu ChbOUTHS, KOUTO Ca IOTEHIIMAITHO
CBBbp3aHM chc cucTeMHo nHxuOMpane Ha VEGF. CobiecTByBa TeOpeTHUEH PUCK OT apTepUaTHU
TpoMOOEMOOINYHN CHOUTHS, BKIIOUUTEIHO HHCYIIT U MH(APKT HA MUOKapAa, Cle HHTPABUTPEATHO
npusoxeHue Ha naxuouropu Ha VEGF.



Huchk nporeHT Ha 320071€Ba€MOCT OT apTePUATHHA TPOMOOEMOOINIHN CHOUTHS € HaOJII0JaBaH B
KJIMHAYHUTE U3MUTBaHus ¢ apmubepuent npu natmentu ¢ BJM, IME, OPB, muonnuna XHB u PH.
Cpen nmokazaHusATa He € HaOJI01aBaHa ChILECTBEHA Pa3linKa MEXIy IPyNHUTE, JIEKYBaHHU C
amubepIenT 1 ChOTBETHUTE CPABHUTEITHH TPYIIH.

KakTo npu BCHYKM TepaneBTU4HY MpoTerHu, npu Afqlir cbiiecTByBa BEpOSATHOCT 32 UMYHOTE€HHOCT.

C306maBaHe Ha ITOA03UPAaHN HCXKCIIaHU PCAKIINH

Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIe]] pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaykHO. TOBa MM03BOJIABA Ja MPOIBIKHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCcTBEHUS NPoAyKT. OT MEIUIIMHCKUTE CIICUAIMCTH CE U3MCKBA J]a ChOOIIaBaT BCKa
MOTO3UPaHa HEXKEaHa PeaKins Ype3 HAIMOHAIHA CUCTEMa 3a ChOOIaBaHe, IIOCOYCHA B

IIpunoxenue V.

4.9 Ilpepo3upane

B KIMHMYHM U3NUTBAHMS ca U3I0JI3BAHU JI03H 10 4 mg Ha €THOMECEYHH UHTEPBAJIM U ca
HaOJIr01aBaHU M30JUPaHH CITydad Ha mpeno3upane ¢ 8 mg.

[Ipeno3upanHeTo ¢ mo-roysiM 00eM Ha WHIKEKTUPaHEe MOYXKe J]a MTOBHIITHM BhTPEOYHOTO Hansrane. [1o
Ta3u NPUYUHA B CIIy4yail Ha IpeJo3upane TpsiOBa aa ce cieu BbTPEOYHOTO HAIATaHe U Ja Ce 3aIll04He
HOAXOAIIO JICYSHHUE, aKO e CYeTe 32 HEOOXOJMMO OT JICKYBAIHs JieKap (BXk. Touka 6.6).

5. ®APMAKOJIOTUYHU CBOMCTBA

51 @apmakoguHAMUYHH CBOMCTBA

®dapmakoTepaneBTHYHA Tpyma: OPTaAIMOIOTHYHA CPECTBA, AHTHHEOBACKYIAPH3UPAIIH CPEIICTBA
ATC kox: SOILAOS

Admubeprent e pekoMOHHAHTEH (PY3HMOHEH MMPOTEUH, CHCTABEH OT YaCTH OT U3BHHKJIETHYHHUTE
JloMeliHu Ha perientopu 1 u 2 3a 4oBeIikyu ¢h0B eHaoTeNeH pactexeH dakrop (VEGF), cebp3anu ¢
Fc-yactra Ha yoBemku IgG1.

Admubeprent e npomsBeaeH B K1 kiretkn ot situank Ha kuTaiicku xamcrep (CHO) upes
pexomOunanTHa JIHK TexHomorus.

Adnubeprient feiicTBa KaTo pa3TBOPUM pelenTop - "mpuMamka”, KoiTo ce cebp3Ba ¢ VEGF-A u
PIGF c mo-Bucok apuHHTET, OTKOJIKOTO €CTECTBEHUTE UM PELETNTOPH, KaTO 10 TO3M HAYMH MOXKE A2
MHXUOUpa CBBP3BAHETO U aKTHMBHPAHETO Ha Te3W cXoAHU penentopu Ha VEGF.

Afqlir e 6uostornyHo 1O100€H JiekapcTBeH NpoayKT. [TogpoOHa uHdopmarims e npeaocTaBeHa Ha
yeOcaiita Ha EBpormeiickara arennus mo jekapcrsara https://www.ema.europa.eu.

MexaHu3bM Ha JSHCTBHE

Coposusr enporener pacrexer paxtop-A (VEGF-A) u mnanentraust pacresxen pakrop (PIGF) ca
yieHoBe Ha ceMeiicTBoTo Ha VEGF anruorennure akropu, KOUTO MOrar Ja JeiicTBaT KaTo MOIIHU
MUTOT'CHHH, XeMOTAKCUYHU H BIHUACIIN BbPXY ChIOBUS IEPMEaOMITHTET PaKTOPH 32 SHIAOTEITHUTE
kietkn. VEGF neticTsa upes nBe pernentopuu Tupos3uH kuHaszu, VEGFR-1 u VEGFR-2, na
MOBBPXHOCTTA Ha eHaorennute kietku. PIGF ce cepp3sa camo ¢ VEGFR-1, koiiTo ce Hamupa ChIlo U
0 MMOBBPXHOCTTA Ha JieBKoruTHTe. [IpekoMepHOTO akTHBHpaHe Ha Te3u penentopu oT VEGF-A
MOJKe J1a JIOBEJIE JI0 MMaTOJOTHYHA HEOBACKYIapHu3allvsl U MpeKOMepHa ChlIoBa npomyckiuBocT. PIGF
Moke na 0bne cuaepruct Ha VEGF-A B Te3m mporiecu, a OCBEH TOBa € M3BECTHO, Ue CrioMara 3a
JIEBKOIIMTHATA HHOUITPAIUS U CHJIOBOTO Bh3MAJICHUE.
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dapMakoIMHAMAYHU ePEKTH

Bnraoscena BIIM

Bnaxxaara BJ/IM ce xapakTepu3upa ¢ maToJIorudHa XopouaaiaHa HeoBackynapuszaius (CNV).
W3TryaneTo Ha KPBB M TEYHOCT OT MMATOJOTUYHATA XOPOUJATHA HEOBACKYIAPU3AIIHS MOXKE Ja
NPUYHHY 3a]1e0esiBaHe WM OTOK Ha PETHHATA W/WIIK CyO/MHTpapeTHHAIHA XeMOPAarus, BoJea 10
3ary0a Ha 3puTelTHa OCTPOTA.

[Ipu nauuenTy, nexkyBanu ¢ agundepuent (e1Ha HHXEKLUS MECEUHO 3a TPH MOCIIeJ0BATEIIHN MECeIa,
MOCJIe/IBAHO OT €/JHa MHXKEKIIUS Ha Bceku 2 Mecela), iebennnaTa Ha neHrpanHara petuHa [CRT)
HaMaJIABa CKOPO CJIE/ 3all0YBaHE Ha JISYEHUETO, a CPEIHUAT pa3Mep Ha je3usita ¢ CNV HaMansaBa B
CBHOTBETCTBHE C pe3yATaTUTE, HAOIIOJaBaHu MpH JeueHue ¢ pannouzymad 0,5 mg Bceku mecer.

B npoyuBanero VIEW1 uma cpennu Hamanenus Ha CRT npu onTruyHO-KOoXepeHTHa ToMorpadus
(OCT) (cpotBetHo -130 1 -129 MukpoHa B cenMuiia 52 3a rpynute Ha JedeHue ¢ adpiaubepuent 2 mg
Ha BCEKH JiBa Mecela U pannou3ymabd 0,5 mg Bceku mecen). M B 52-ta ceamuiia B Ipoy4BaHeTo
VIEW?2 uma cpennu namanenus B CRT npu OCT (cporBetHO -149 1 -139 Mukpona 3a rpynure Ha
nedenue ¢ adgaubeprent 2 mg Ha BCEKH J1Ba Mecena u pannonzymab 0,5 mg Bcekn Mecer).
Hamanenuero Ha pa3mepa Ha CNV u Ha CRT oOunuaiiHo ce 3aabpskaT U npe3 BTopaTa roAnHa Ha
NPOYYBaHUITA.

IIpoyuBanero ALTAIR e npoBeAeHO MpHu NALMEHTH AMNOHIM C HeJIeKyBaHa BiaxHa B/IM u noka3Ba
MoTIOOHU Pe3yNTaT ¢ Te3u oT npoyuBanusTa VIEW, ¢ npunarane Ha 3 mbpBOHAYAIHH €KEMECCUHU
WHKEKIUH aduOeprent 2 mg, MOocieBaHu OT €Ha MHXEKIIHUS CIIE OIle 2 Mecella U Clie]] TOBa
MPOABIDKaBaHE C PEXKHUM Ha JISYCHNE U YAbDKaBaHEe C MPOMEHIIVBY UHTEPBAIH (2-CEAMUIHU

WK 4- ceIMIYHY KOPEKITUH) 0 MaKCUMyM 16-ceMU4eH HHTepBa ChIIIaCHO NIPEIBAPUTEITHO
ompezeneHu kputepuu. B cenmmuiia 52 nma cpeiHo HaMajeHHE Ha JeOesMHaTa Ha [ICHTpaiHaTa
petrra (CRT) mpu OCT ¢ -134,4 u -126,1 MukpoHa CbOTBETHO 3a rpylaTa Ha 2-CeIMIYHA KOPEKITUS
W 3a rpymnara Ha 4- cenMuaHa Kopekius. [IporenTsT Ha manuenTure 6e3 reqnoct mpu OCT B
ceamuiia 52 ¢ chorBeTHO 68,3% 1 69,1% B rpynure ¢ 2- u 4-ceamuuHN Kopekiui. HamanenueTo Ha
CRT B moBeueTo ciy4au ce 3ara3Ba v B IBETE paMeHa Ha JIeUeHHUe Mpe3 BTopara roJJuHa Ha
npoyuBaneto ALTAIR.

[IpoyuBanero ARIES e mpennasnadeHo Ja n3cieqBa He MO-Mankara e(UKacHOCT Ha JICUeHHE U
NpoIbKaBaHE HAa cCXeMara Ha Tpuiiarane Ha apmubeprient 2 mg, 3a0YHATO BeJJHATA CIIe]| IpHUilaraHe
Ha 3 MbPBOHAYAITHY MECEYHN MHXKCKIMH U €JHA JOITBIHATEITHA WHXXEKIUS cie] 2 Mecera CIpsMo
JieueHHe U MPOABIDKaBaHE Ha CXeMaTa Ha Mpuiiarane, 3aloyHaTo ciel] eAHOTOIUIIIHO JeYeHue. 3a
MAIMEHTH, KOUTO CE HYXIasAT OT MpUiiarane no-uecto or Q8 moHe BeJHBXK B X0/1a Ha IPOYYIBAHETO,
CRT ocraBa mo-Bucok, Ho cpeaHoTo Hamamenne Ha CRT oT u3xo1HOTO HUBO 10

ceamuna 104 e - 160,4 mukpoHa, Mo100HO Ha MAIIMEHTUTE, JIeKyBaHU Ha Q8 wiu no-peaKu
WHTEPBaJIH.

Omox na maxyrama ecieocmeue va OL{PB u OPPB

IIpu OLIPB u OPPB ce mosy4aBa ucxemusi Ha peTHHATA U TS JaBa CUTHAJ 32 0CBOOOKIaBaHETO Ha
VEGF, koiiTo Ha CBO# pel AecTaOMIn3upa 3paBUTe BPb3KU U CTUMYJIMpa npoirdepanusra Ha
ennorennu knetku. OcBoboxnaBaneto Ha VEGF e cBbp3aHo ¢ yclnoKHEHUs KaTo HapyllaBaHe Ha
KPBBHO-PETHHHATA Oapuepa, yBeJIHMUeH ChI0B IIEPMEa0MINTET, OTOK HA peTUHATA 1
HEOBACKyJIapu3alysl.

[Ipu nauuenTy, 1eKyBaHu ¢ 6 MOCIEOBATETHN MECEUYHN MHKEKINH adindepuent 2 mg e
HaOJIr0/1aBaH ChOTBETCTRAIL, ObP3 M CHIIEH MOP(HOJIOTHYEH OTIOBOP (KOETO € OTYETEHO C MOJJ00peHHS
B cpeanata CRT). B cenmunia 24 nonmwxkenuero B CRT € cTaTUCTUYECKH MPEBH3X0KIAIIO B
cpaBHeHME ¢ KoHTpojarta u B Tpute npoyusanust (COPERNICUS npu

OLIPB: - 457 cpemy -145 mukpona; GALILEO npu OLIPB: - 449 cpemy -169 mukpona; VIBRANT
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upu OPPB: - 280 cpemty - 128 mukpona). ToBa Hamanienue oT u3xoaHoTo HUBO B CRT ce moaabpika
110 Kpas Ha Bcsko mpoyusane, ceamuia 100 B8 COPERNICUS, cenmuna 76 8 GALILEO u
ceaqmuia 52 ssB VIBRANT.

Jluabemen maxynen edem

JlnabeTHUAT MaKyJIeH eieM € CIISACTBHE OT JuadeTHaTa PETUHOIMATHS U CE XapaKTepu3nupa ¢ MOBHUIIEH
CBHOB IMMEPMEAOIIINTET U YBPEKIaHE HA PETUHHUTE KAIMWISIpY, KOETO MOXKE J1a JOBEIe JI0 3aryoa Ha
3pUTEITHA OCTPOTA.

[Ipu manmenTwH, texkyBanu ¢ adauOepIenT, IOBEYETO OT KOUTO ca OMITH KiIacU(UITUPAHU KATO
naueHTy ¢ nuaodet tun I, ce HabmronaBa ObP3 U CTAOMJICH OTIOBOP II0 OTHOIIIEHUE HAa MOPGOJIOTUsITa
(CRT, auBo o DRSS).

B npoyusanusara VIVIDPME g VISTAPME ¢ pabnronaBaHo cTaTHCTUYECKH 3HAYMMO HO-TOJISAMO CPEJHO
HamasieHne B CRT oT U3X0qHNTE CTOMHOCTH 10 ceaMHuIIa 52 MpH MaIrleHTH JIeKyBaHU ¢ aaudeprent
B CpaBHEHHE C JIa3ePHO KOHTPOJMPAHHUTE, ChbOTBETHO-192,4 1 -183,1 Mukpona 3a rpynure ¢
apaudepuent 2Q8 u cboTBETHO -66,2 1 -73,3 MUKPOHA 3a KOHTPOJIHHUTE Ipynu. B

ceamuna 100 HamaneHueTo ¢ mogabprxkaHo ¢ -195,8 u -191,1 MukpoHa 3a rpynure ¢

apmubepuent 2Q8 u ¢ -85,7 u -83,9 MukpoHa 3a KOHTPOJIHUTE I'PYIH, ChOTBETHO B IPOY4BaHUITA
VIVIDPME i VISTAPME,

Hampasena e oneHka, mokaspaina nojgoopenue ¢ > 2 crbiku B DRSS no npensapurenno yrouneH
nauns BbB VIVIDPME y VISTAPME, Crenenta Ha npomsna B ckopa no DRSS e nsmepena npu 73,7%
ot nanuentute BB VIVIDPME 11 98,3% ot nanuenture BB VISTAPME, B cenmuna 52, 27,7%

u 29,1% ot rpymute ¢ adpaubeprent 2Q8, u 7,5% u 14,3% 0T KOHTPOIHUTE TPYITH ca NMaJH
nogobpenue ¢ > 2 creiku B DRSS. B cenmuna 100 croTBeTHHTE MponieHTH ca Omn 32,6% u 37,1%
ot rpynure ¢ apmubdeprent 2Q8, u 8,2% u 15,6% OT KOHTPOIHHUTE TPYIIH.

[IpoyuBanero VIOLET cpaBHsBa Tpu pa3nuyH{ CXEMH Ha Ipujiarane Ha agnudepuent 2 mg 3a
neuenne Ha IME crnen Haii-manko eHa roguHa jieueHue ¢ (pUKCUpaHu MHTEPBAU, KaTo JICYCHUETO €
3aroYHaTo ¢ 5 MOCie0BaTeTHH MECEYHH JI03H, TTOCJIEeIBAHN OT NpHUIIaraHe Ha Bceku 2 Mecera. B
ceamuia 52 u ceamuia 100 oT npoy4dBaHeTo, T.€. BTOpa M TPETa T'OJAMHA OT JICUCHUETO, CPEIHUTE
npomenu B CRT ca knuan4yHO nooOHM 3a nedenue u npoabibkaBane (2T&E), copex nHyxnaute (pro
re nata (2PRN)) u 2Q8, cvotBetHO -2,1; 2,2 1 -18,8 MukpoHa B ceamuiia 52,

u 2,3; -13,9 u -15,5 mukpona B

cenmuia 100.

Muonuuna xopouoanna Heo8acKyIApUIAYUL

MpuonuuHara XxopouanHa HeoBacKyaapuzanusa (Muonnyna XHB) e yecta npuunna 3a 3ary0a Ha
3peHHe MPH Bb3PACTHU C TAaTOJIOTMYHA MUOMHS. 151 ce pa3BHBa KaTO MEXaHMU3bM 3a 3apacTBaHE Ha
paHu, BCIeICTBHE Ha PYNTypy Ha MeMOpaHara Ha Bruch u npencrapnsiBa Hali-uecToTo CHOUTHE,
3acTpalaBamnio 3peHUETo, MPX NaTOJIOTMYHA MHOIIHSL.

[Mpu manmenTy, nexyBanu ¢ apnubepuent B npoyuBaHeto MYRROR (eqHa MHKEKIHS, TPUIIOKEHA B
HAyYaJIo0TO Ha TepanusiTa, C JOIbJIHUTEIHN HHXEKINH, IPUIaraHy B clydail Ha EpCUCTUPAHE Ha
3abomsiBaneTo win peuuans), CRT HamansiBa ckopo ciief] 3arouBaHe Ha JICUYCHHUETO B 110J13a Ha
apnubeprient B ceamuiia 24 (-79 MukpoHa u -4 MUKpPOHaA, ChOTBETHO, 3a TPyIaTa 3a JICYCHHUE ¢
admubeprent 2 mg U 3a KOHTPOJIHATA TPYIIA), KaTo ce 3amasBa Jo ceamuia 48.

B nonbnnenue, cpennusT pazmep Ha XHB ne3us namansisa.

Knnanuna edukacHocT ¥ 0€300aCHOCT

Braosena BIIM

bezonacHocTTa 1 C(l)I/IKaCHOCTTa Ha a(l)J'II/I6€pLICHT Ca OLICHCHU B JIBC paHAOMU3UPAHU,
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MHOT'OIIEHTPOBH, JBOHHO-CIIETN, AKTUBHO-KOHTPOJIMPAHHU MTPOYUBaHUs MIPHU MALIMEHTH ¢ BiaxHa BJIM
(VIEW1 u VIEW?2) ¢ 06m1o 2 412 nanneHTa IeKyBaH! M olieHsBaHK 3a edukacuocT (1 817 ¢
apnubepuenTt). Be3pactra Ha naunenTute Bapupa Mexxay 49 u 99 rogunu, cpeano 76 ronunu. B Te3n
KJIMHUYHU TIpoy4Banust, mpuomusurenHo 89% (1 616/1 817) ot nauueHTUTe, paHIOMU3ZUPAHH 32
nedeHue ¢ adauOepIent ca 0K Ha Bb3pacT 65 roJuHu WK [T0-Bb3PACTHH, U MPpUOIU3uTeIHO 63%
(1 139/1 817) ca 6unu Ha BB3pacT 75 TOAWHY MK TI0-Bb3pacTHU. BBB BCAKO IPOyUBaHE MAI[EHTHTE
ca pannoMusupanu B cboTHOmeHue 1:1:1:1 Ha 1 ot 4 cxemu Ha npuiarase:

1) agubepienT, mpuiIarad 1mo 2 mg Ha BCEKU 8 ceAMMIIM clie]] 3 MbPBOHAYAIIHN €KEMECCUHN
no3u (admudepuent 2Q8);

2)  adnubepuent, npunarad mo 2 mg Ha Bceku 4 ceamunu (adiubepuent 2Q4);

3)  adummbepuent, npunaran o 0,5 mg Ha Bceku 4 cemmunu (adaubeprient 0,5Q4); u

4)  panubusymad, npunaras o 0,5 mg Ha Bceku 4 ceqmunu (panndusymad 0,5Q4).

IIpe3 BTOpara roarHa Ha NPOYYBAHUATA, TALIMEHTUTE IPOABIDKABAT Ja [0Iy4YaBaT I'bPBOHAYAIHO
paHIOMU3UpaHaTa 71032, HO 110 MOAM(UIIMpaHa CXeMa Ha IIpUjlaraHe, BOJCHA OT OLICHKATa Ha
pe3yATaTUTE IO OTHOLICHHE Ha 3pEHUETO U aHaTOMHYHATA HaxoAKa ¢ Ae(UHUPaH IO IPOTOKOI
MaKCHUMaJIeH HHTEPBaJ Ha mpuijiarade ot 12 ceamuiy.

U B nBere mpoyuyBaHUs MbPBUYHATA KpaliHA TOYKA 32 €(UKACHOCT € POICHTHT MMAIUEHTH B
TMIOITYJIANIKATA TI0 TIPOTOKOJI, KOUTO TMOIBPIKAT 3pEeHUE, T.€. KaTo 3aryda Ha mo-mMaiko ot 15 Oyksu ot
3pHUTEHATA OCTPOTA B CEAMHUIIA 52 CIIPSIMO W3XOAHOTO HUBO.

B npoyusane VIEW1 B cenmuna 52 95,1% ot manuentute B rpynara ¢ agpiubdepuent 2Q8 noaappxar
3peHueTo B cpaBHeHHE ¢ 94,4% oT maneHTuTe B rpynara ¢ panuousymat 0,5Q4. B nmpoyuBane
VIEW2 B ceamuna 52 95,6% ot naruentute B rpynara ¢ agumobepiient 2Q8 momabpixar 3peHHeTo B
cpaBHenue ¢ 94,4% ot mauuenture B rpynara ¢ paunouszymad 0,5Q4. B nBete npoyuBaHus
adubeprienT e [oKa3aHa KaTo He MO-MaJKo e(UKacHa M KIMHUYHO €KBHBAJICHTHA HA Ipymara ¢
panubuzymat 0,5Q4.

[MoapoOHU pe3ynTaTi OT KOMOMHHPAHUS aHAIHM3 Ha JIBETE POYYBaHUS € TI0Ka3aH B Tabnuna 2 u
¢durypa 1 nmo-momy.

Ta6auna 2: Pesynratu 3a epukacHocT B ceMuna 52 (mbpBUveH aHanu3) u cenmuia 96;
KOMOWHHMpPaHU JaHHu oT npoyusanusta VIEW1 u VIEW2D

Pesyarar 3a epuxacHoct Adaundepuent 2Q8 Y Panu6usymat 0,5Q4
(a¢mmbepuent 2 mg Ha BceKu (panu6buzymab 0,5 mg na
8 cenmury cien 3 HaYaTHH BCEKH 4 CeMUIIM)
€KEMECETHH JT03H)
(N =607) (N =595)
Cenmurna 52 Cenmuria 96 Cenmurna 52 Cenmurna 96
Cpenen 6poit HHKEKITHH 7.6 112 123 165
OT M3XOJIHOTO HUBO
CpeneH Opoii HHXEKITNH 49 47
(ot ceamuria 52 1o 96) ' '
IIpolnieHT maueHT! che
3ary6a < 15 GykBu oT 95,33%" 92,42% 94,42% B 91,60%
u3x0H0TO HUBO (PPSA)
Paznuka® 0,9% 0,8%
(95% ) (-1,7; 3,52 (-2,3; 3,8)P
CpenHa npomsiHa B
BCVA, uzmepena upes
OLICHsIBaHE Ha OYKBHUTE IO 8,40 7,62 8,74 7,89
ETDRS* ot u3xoaHoTo
HUBO
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A)

B)

B)

r)
Y]
E)

Pasnuka B LS # cpenna

npoMsiHa (OyKBH 110 -0,32 -0,25

ETDRS)® (-1,87; 1,23) (-1,98; 1,49)

(95% A"

ITpoIieHT MaIUeHTH ¢

rogoopenue > 15 OykBH 30,97% 33,44% 32,44% 31,60%
OT M3XOJHOTO HHUBO

Paznuxa® -1,5% 1,8%

(95% A" (-6,8; 3,8) (-35;7,1)

BCVA: Haii-nobpe xopurupaHa 3puTeiiHa OCTPOTa
ETDRS: I[IpoyuBaHe Ha paHHO JicueHue Ha quadetHa petuHonatus (Early Treatment Diabetic

Retinopathy Study)

LS: Cpennu cToifHOCTH IO METOJja HA Hali-MaJKUTE KBaapatu, moaydenu or ANCOVA PPS: o

MPOTOKOI

Lsnara ananusupana nomynanus (FAS), npenacsiHe Ha JaHHUTE OT TOCJIEAHOTO HAOIOACHUE
(LOCF) 3a BcuukH aHaNM3M € U3KITIOUYCHUE HA MPOLIEHTA NAMEHTH, TOAIbPIKAIIN 3pUTeTHA
OCTpOTa B CeAMHMIIA 52, KOETo npeacTaBisiBa PPS
Paznmkara e cToHOCTTA 3a rpymnara ¢ ahaudepIienT MUHYC CTOHHOCTTA 3a TpyTiaTa ¢
panubu3ymad. [lonoxxutenHa cTOHHOCT € B MoJ3a Ha agaudepLent.
Hosepurenen uaTepsai (1), n3uncieH upe3 HOPMATHO MPUOITIKEHNE
Cren 3armo4BaHe Ha JISYEHHE C TPH €KEMECEUHH TO3U
JoBepureneH nHTEepBall, Jaexain u3Lsuio Hax -10%, moka3sa He o-Majka eUKaCHOCT Ha
adnubepuenT crpsMo paHuou3ymad
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®@urypa 1. Cpegna npomsiHa B 3pUTEIIHATA OCTPOTA
OT HU3XOJIHOTO HHUBO JI0 ceamuiia 96 3a KOMOMHHUPAHHUTE
JaHHU OT npoyyBaHusATa Viewl un View?2

ocTpoTa (bykBu)

CpefaiHa npoMsiHa B 3puTenHaTta

0 o) 1 1 1 [l 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

Cegmuum

—@—Adnubepuent 2 mg Q8 ——{—— Pannbusymab 0,5 mg Q4 ceammuu
ceaMuLn

[Tpu xomOuHMpaH ananu3 Ha qanauTe oT VIEW1 n VIEW2, adpnubeprient nokassa KITHHUYHO
3HAYMMH TIPOMEHH OT U3XOJHOTO HUBO B IIPEIBAPUTEIHO JAe(UHUpAHATA BTOPUYHA KpaiiHa TOYKa 3a
e(pMKacHOCT, I3MEPEHHU Upe3 BIPOCHHK 3a 3puTeNHaTa QyHKIus Ha Harmonamaus opraaMonorndexH
urctutyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 63 KIMHUYHO
3HAYMMH Pa3IMKH C paHUMHU3yMab. BennunHaTa Ha TE3W MPOMEHH € 1o/Io0Ha Ha Habo1aBaHaTa B
myOMKyBaHU MTPOYYBaHUs, KOETO ChOTBETCTBA HA MO0OpsBaHe Ha 3peHueTo ¢ 15 OykBu npu

Haii- moOpe kopurupana 3putenHa octpora (Best Corrected Visual Acuity, BCVA).

ITpe3 BTopara rogiMHa Ha NPOYYBAHUATA, €PUKACHOCTTA KaTO ISJI0 C MOIBbPIKA A0 MOCISTHOTO
oleHsABaHe B ceamuna 96, kato 2-4% OT MAMEHTHTE ca ce HYXK/Iaell 0T BCHYKH HH)KEKIINH Ha
MecedHa 0a3a, a 1/3 oT maimeHTuTe ca ce Hy)KAaellu Hail-MaJIKo OT €IHa MHKEKIMS ¢ MHTepBall Ha
JIe4EHHE OT CaMO eIMH Mecell.

Hamanenuero Ha cpeaHara IO HAa XOPOUJAIHA HEOBACKYJIapH3al|sl € BUJUMO BbB BCUUKH JJO30BU
TPyNH U B IBETE MPOYYBAHHS.

Pesynrarute 32 euKacHOCT BbB BCHUKH OIEHSIBAHH MOATPYIH (HAMIp. BH3PACT, IIOJI, paca, 3pUTeTHa
OCTpOTa Ha U3XOJHO HUBO, BUJ HA JIE3UAITA, pa3Mep Ha JIE3UATa) BB BCSIKO MPOYYBAHE U IIPU
KOMOWHHPaHUS aHAJIN3 Ca B CbOTBETCTBHE C PE3YNITATUTE B IEINUTE TOITYIAIHH.

ALTAIR e 96-ceMU4YHO MHOTOIIEHTPOBO, PaHAOMHU3UPAHO, OTBOPEHO MPOYYBaHEe MMpH 247 manueHTH
SITTOHITN ¢ HeJIeKyBaHa BiiaxkHa BJIM, npeaHa3HaueHo Aa olieHn e()MKacHOCTTa U O€30IMacHOCTTa Ha
amubepIenT ciaex I8¢ pa3IudHN KOPEKIINY Ha HHTepBaa (2-ceaMudHa U 4-ceMUYIHA) PU PEKAM
Ha JICYCHHE U YIbJDKaBaHe.

Bcuuky nanueHTH noigy4aBaT MeceuHH 1031 adaubeprenT 2 mg B NPOJbIDKEHUE Ha 3 Mecela,
HIOCJIC/IBAHO OT €/1HAa MHKECKLUS CIIe JOITBJIHUTEINICH 2-MeceueH nHTepBai. B cenqmuia 16 nannenture
ca panzomusupanu 1:1 B 1Be rpynu Ha sieueHue: 1) apmubepiient, ieueHne H yabKaBaHe

C 2-CeIMMYHH KOPEKINH U 2) ahnOepIenT, JeUeHne U yIb/KaBaHe ¢ 4-CeqMUYHN KOPEKITHH.

VY abmKaBaHeTO WM ChKpallaBaHETO Ha MHTEpBaJia Ha JICUeHHE € OTPEJICIIeHO Bh3 OCHOBA Ha
3pUTETHN W/UIIN aHATOMUYHN KPUTEPUH, OTIPEICIIEHH C IIPOTOKOJI, C MAKCUMaJIeH HHTEPBa

ot 16 ceamuIy 3a ABETE IPyIH.
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IIspBruyHaTa KpaitHa To4Ka 3a ehukacHOCT € cpenHara npomMsaa B BCVA 0T H3X01HOTO HUBO 10
ceamuia 52. BropuunuTe KpaiiHu TOUKH 32 €()UKACHOCT Ca MPOLIEHTHT Ha MAIIMEHTUTE, IIPU KOUTO
HsIMA BJIOIIAaBaHE C >15 OyKBH, U MPOIICHTHT HA MAIUCHTUTE, TPH KOUTO UMa IOJA00pEHHE C

Hali- Mmanko 15 6yksu mpu BCVA 0T U3X0MHOTO HUBO 70 cenmMuIia 52.

B cenmuna 52 manueHTHTE B paMOTO HA JICYCHHE U YABIDKABAHE C 2-CEIMUYHN KOPEKIMH TT0JIydaBaT
cpeano 9,0 OykBHM OT U3XOAHOTO HUBO B CpaBHeHHE ¢ 8,4 OyKBH 3a Te3H B Ipynara ¢ 4-ceIMUYHU
kopekiun [Pasnuka B LS B 6yksure (95% Cl): -0,4 (-3,8;3,0), ANCOVA]. IIpoueHTsT Ha
MaIMeHTUTE, TP KOUTO HIMa BIIOIIaBaHe ¢ >15 OykBH, B IBETEe paMeHa Ha JiedeHue € cxojieH (96,7%
B Ipynara ¢ 2-ceAMUYHU Kopekuuu u 95,9% B Tazu ¢ 4-cenMuuHu Kopekuuu). IIpoueHTsT Ha
NanueHTHUTe, MpYU KOUTO UMa nogodpenue ¢ >15 Oyksu B ceamuna 52, e 32,5% B rpynata

¢ 2- cenmuunu Kopekiuu 1 30,9% B Ta3u ¢ 4-ceaMuUHU KOpeKIuu. [IpoleHThT Ha MAIIUEHTHTE C
MHTEpBajia Ha JIeueHUe, yabKeH 10 12 ceamuny nnu noseue, € 42,3% B rpynara ¢ 2-CeIMUYHH
Kopekuun u 49,6% B Tasu ¢ 4-ceqmuyunn Kopekuun. OcBeH TOBa, B Tpynara ¢ 4-ceAIMUYHU

kopekiuu 40,7% OT MalMeHTUTE ca ¢ UHTePBa, yabibkeH 10 16 ceamunu. [Ipu nocneaHoTo
nocenieHue a0 ceamuua 52 56,8% u 57,8% 0T manpeHTHTe ChOTBETHO B IPYIUTE € 2-CEAMUYHH

U 4-CeIMMYHU KOPEKIMH Ca C TUITAHWPaHa Clie/IBallla MHKEKIMS B MHTEPBAI OT 12 cenMuny mwin
noBeve.

[Ipe3 BTOpara roguHa OT MPOYYBAHETO, EPUKACHOCTTA B ITOBEYETO CITyYaH Ce 3ara3Ba JIo MocieHaTa
OIIeHKa B ceamuIa 96 BKIIIOUHUTEHO, ChC CPEAHO TOA00pEHUE OT U3XOAHO HUBO 7,6 OyKBU 3a rpymnara
¢ 2-ceqMuyHH KopeKiun 1 6,1 OykBu 3a rpymnata ¢ 4-ceAMHUYHNA KOpeKIH. [[poleHThT Ha
MAIMEeHTHTE, KOUTO Ca YABIDKIIIN HHTEpBala Ha JedeHue 10 12 ceamuny i nosede, € 56,9% B
rpynara ¢ 2-ceaMu4uHu Kopekimu u 60,2% B rpymara ¢ 4-ceqmMudHN Kopeknuu. [Ipu mocieqHoTo
nocemieHue npeau ceamuna 96 64,9% u 61,2% ot nanpeHTUTe B rpynuTe ¢ 2-CEAMUYHH

U 4- CeIIMUYHU KOPEKIIMU Ca ChOTBETHO C TUTAHUPAHA CIIEIBAIA WHKEKIIHS B UHTEPBAJ

ot 12 cenmurn nnm ioBede. [Ipe3 BTopara rognHa OT JICUEHHETO MAMEHTUTE B TPYIIATE

¢ 2-CeIMUYHH U 4-CeIMUYHH KOPEKIIUH ITOJTy9aBaT CbOTBETHO CPeAHO 3,6 1 3,7 HHKEKIUH.

[Ipe3 2-roaumrHust eproz Ha JICYCHHUE MAIUSHTUTE MoTy4aBat cpeaHo 10,4 nmkekimu.

3pUTEINHNTE U CUCTEMHUTE PO Ha OE301MacHOCT ca MoA00HH Ha 0e30macHOCTTa, HabIroJaBaHa B
ocHosuute npoyuBanus VIEW 1 u VIEW 2.

ARIES e 104-ceqMUYHO MHOTOIIEHTPOBO, PAHJIOMH3HPAHO, OTBOPEHO, AKTUBHO KOHTPOIUPAHO
npoy4BaHe npH 269 manueHTH ¢ HeneKyBaHa BiaxHa BJIM, npenHazHaueHo a OLIEHU He TI0-MajlKaTa
e(pUKacCHOCT, KaKTO 1 0€30IacHOCTTA Ha JIeUeHHE U MPOJAbKaBaHe Ha cCXeMaTa Ha TIpUlaraHe,
3alI0YHATO cJIeA 3 MOCIeIOBATEeTHA MECEYHH JI03H, MTOCIIEABAHH OT yABbJDKAaBaHE /10 AByMECCUCH
MHTEPBAJI Ha JICYEHUE CIIPAMO JICYSHNE U IPOIbJKaBaHe HA cXeMaTa Ha IpuiaralHe, 3all09HaTo ClIek
IbpBaTa ro/IMHA OT JICYEHUETO.

IIpoyuBanero ARIES m3cnensa chio mporeHTa Ha MalueHTHTe, KOUTO C€ HYXKIAsT OT MO-4eCTO
JIeYeHNe, OTKOJIKOTO Ha BCEKH 8 CEIMHUIIH, Bb3 OCHOBA Ha PELICHUETO HA M3CIIEI0BATEIS.

Ot 269 nanuenTn 62 maueHTH ca MoJTydaBaliv MO-4eCTO NpUilarane MoHe BEAHBK 10 BpeMe Ha
npoy4BaHeTo. TakuBa MaMeHTH OCTaHABAT B MPOYYBAHETO U MOJIyYaBaT JEeYCHUE CIIOpEN
Haif-go0paTa KIMHUYHA NIPELIeHKa Ha M3CIeI0BaTes, HO HE II0-UeCTO OT BCEKU 4 ceIMULIU U
HMHTEPBAIUTE UM Ha JIeueHHe Morar a ObAaT YABIDKEHH OTHOBO ciief] ToBa. CpeJHHUSAT MHTEpBaNI Ha
JICYCHUE CIIe/] PEIISHUETO 3a mo-uecTo jeueHue ¢ 6,1 ceaqmumm. BCVA Ha cenmunia 104 e mo-Hucka
IpU MaLUEHTH, KOUTO C€ Hy>KIasT OT II0-MHTEH3UBHO JI€UCHHE TIOHE BEHBX B X0J1a Ha IIPOYYBAHETO,
B CpPaBHEHHUE C [AIIMEHTH, KOUTO HE C€ HYXKAAAT, U cpenHaTa nmpomsiHa B BCVA o1 u3X01HOTO HUBO 10
Kpas Ha npoyuBaHeTo ¢ +2,3 *+ 15,6 OykBu. OT mauueHTure, JIeKyBaHu o-4ecto, 85,5% monabpxkat
3peHue, T.e. 3aryoBat no-manko ot 15 Oyksu, a 19,4% momydgasar 15 wnu nosede 6yksu. [Ipodunst
Ha 0e30MacHOCT Ha MaUEeHTHUTE, JIEKYBaHU MT0-9€CTO OT BCEKH 8 CeJIMUIIM, € CPABHUM C JIaHHHUTE 32
6e3onacHoct B VIEW 1 u VIEW 2.
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Omox na maxynrama ecreocmsue na OL[PB

BesonacnoctTa u euracHoCTTa Ha aIUOEPLENIT ca OLEHEH! B IBE PaHIOMU3UPaHH,
MHOTOLICHTPOBH, ABOHHOMACKHPaHH, MJ1a1e00-KOHTPOIMPAHU IPOYYBaHUs IPHU NALIMEHTH C OTOK Ha
maxkynara Beieacteue Ha OLIPB (COPERNICUS u GALILEO) ¢ 06110 358 narueHTy JIeKyBaHU
MOJIXOISIIN 32 OlleHKa Ha eukacHocTTa (217 ¢ aduubepuent). Bp3pacrra Ha nalMeHTUTEe Bapupa

ot 22 no 89 roaunu, cpenHo 64 rogunu. B OLIPB npoyuBanusra, npubnusurento 52% (112/217) ot
MAIMEHTUTE, PaHIOMHU3UPAHU 3a JiedeHue ¢ adaudepiient ca Ouim Ha Bb3pacT 65 rouHu uiu
N0-BB3PACTHU, U ipuoIu3uTenHo 18% (38/217) ca 6unm Ha BB3pacT 75 TOAWHU WK NIO-Bb3pacTHU. B
JBETE NPOYYBaHUs MALMEHTUTE ca pa3NpeesieHH Ha CIy4aeH NPUHLUI B CbOTHOLIEHKE 3.2 B Tpymara
3a MHKeKTUpaHe Ha admbepuent 2 mg Ha Bceku 4 cenmuuy (2Q4) niny B KOHTpoJIHATa Tpyna 3a
WHKEKITUH C TU1a1e00 Ha BCeKH 4 ceIMUIIM 3a 00110 6 MpHI0oKEHUS.

Cren 6 exxeMeceYHN MHXEKIMH MMalUeHTUTE ca MOyYaBajy JEUSHUEe caMo aKo ca OTTOBapsUTH Ha
MIPEeIBAPUTETHO OIIpeIelIeHH KPUTEPHH 32 JICUEHHE, C M3KIIIOUEHIE Ha MallUeHTUTE B KOHTPOJIHATA
rpyna Ha npoyuBaHeTo GALILEO, xouTto ca mpoab/HKUiIH J1a odydaBar rianebo (KOHTposa Ha
KOHTpoJara) 10 ceamuna 52. Ot Ta3u BpeMeBa TOUKa, BCHUKH MALMCHTH ca OWIK Ha JIeYeHue, ako ca
OTTOBAPSUIM Ha TPEABAPUTEIIHO ONPEEIIEHUTE KPUTEPUH.

U B nBeTe mpoyYBaHUs MbPBUYHATA KpaiiHA TOYKA 332 ePUKACHOCT € OMJI MPOICHTHT NAIUEHTH, KOUTO
ca ce mono6puiu ¢ moHe 15 6ykeu B BCVA Ha ceamuna 24 B cpaBHEHHE ¢ U3XOHOTO HUBO.
Bropuunara npomeHniuBa 3a erkacHOCT € Onia mpoMsiHa B 3pUTEIHATA OCTPOTA B ceIMUIIa 24 B
CpaBHEHHE C U3XOJHOTO HUBO.

Pasnukara Mexy TepaleBTHUHUTE TPYIU € OWla CTATUCTHYSCKY 3HAYMMa B T10J13a Ha aaudepent u
B JIBETE NMPOYyYBaHUsL. MaKCUMaJIHOTO NOJOOpEHUE Ha 3pUTEITHATa OCTPOTA € JJOCTUI'HATO Ha Mecell 3 ¢
TocIeBaIo cradbmnusrpane Ha 3purenaara octpota 1 CRT o mecen 6. Cratuctuuecku 3HaunMata
pas3iuKa € moIbpiKaHa 0 CeIMuIia S52.

[TonpoOHU pe3ynTaT OT aHaIH3a Ha JBETE MPOYYBaHUS Cca IMOKA3aHU B Ta0nHIa 3 1 Ha
¢urypa 2 no-nomy.
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Tabauna 3: Pesynraru 3a epukacHOCT Ha ceamuna 24, cenmuna 52 n ceqmuna 76/100 (LismaTta anamusupana rpyna ¢ LOCF?) B npoyusanns COPERNICUS u

GALILEO
Pe3yaraTu 3a COPERNICUS GALILEO
epuxacHoct
24 ceqmuun 52 ceqmunu 100 ceamumm 24 ceqmuun 52 cexmunn 76 cexmunu
Admodep Konrpoaa Adimode Kourpoaa® | Aduiuéepue | Kourpo- | Aduiuéep | Kourpo- Adan Kontpo- AdpauGepy | Kourpo-
ent puenr 2 ) ™) ment Ja Gepue Ja ent ™ x)
2mg Q4 (N=73) mg (N=73) 2 mg (N=73) 2mg Q4 (N =68) nr 2 (N =68) 2mg (N = 68)
(N =114) (N =114) (N=114) (N =103) mg (N =103)
(N =103)
[Ipouent nanuentu
¢ mogoopeHue 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
> 15 Gyxsu oT
H3XOJHOTO HUBO
Ilperernena 44,8% 25,9% 26,7% 38.3% 27,9% 28,0%
paznuka®5 J) (33,0, 56, (11,8, 40,1) (13,1, 40,3) (24.4,52, (13,0, 42,7 (13,3, 42,6)
(95% ) 6) 1) )
p-cToitHOCT p <0,0001 p = 0,0006 p=0,0003 p <0,0001 p = 0,0004 p=0,0004
Cpenna npoMsiHa B
BCVAP), usmepena 17,3 -4,0 16,2 3,8 13,0 15 18.0 3,3 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)
pe3yarTart 3a OyKBU
OT M3XOHOTO HUBO
(SD)
Pasmmka 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)
croitocrA-B.I, ) 0) 7 18,2)
(95% A1)
p-croitHOCT p <0,0001 p <0,0001 p <0,0001 p <0,0001 p <0,0001 p=0,0070

A)
b)

B)

)

Pasnukara e admnubepuent 2 mg Q4 ceaMuuy MUHYC KOHTpOJIA
Pasnukara u noBeputeinusT uaTepsain (JIN) ce uzuncissar, karo ce usnonssa rect Ha Cochran-Mantel-Haenszel (CMH), kopurupas 3a perrioH (AMepHKa CIpsIMO OCTaHajlaTa 4acT OT CBEeTa 3a
COPERNICUS u Espona cripsimo Asusi/Tuxookearncku peruot 328 GALILEO) u uzxoaua kareropust o BCVA (> 20/200 u < 20/200)
BCVA: Haii-no6pe xopurupana 3purenta ocrpora (Best Corrected Visual Acuity)
ETDRS: Ilpoyusane ¢ panHo jeueHne Ha nuaberHa peruHonarus (Early Treatment Diabetic Retinopathy Study)
LOCF: Ilpenacsae Ha nanauTe 0T nocseaHoto Habmonenue (Last Observation Carried Forward)

SD: CrannapTHO OTKJIOHEHHE

LS: CpeHr CTOMHOCTH IO METOa Ha Hali-MaJIKHUTE KBaIpaTH, nonydenu ot ANCOVA
Pa3muxka B LS u nosepurenen nnTepsan Ha 6a3ara Ha Mogen ANCOVA c dakropu: rpyma Ha JieueHue, periHoH (AMeprka cipsiMo octaHanara yact ot ceera 38 COPERNICUS u EBpomna cripsimo
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Asus/Tuxookeancku peruos 3a GALILEO) u usxozna kateropus no BCVA (> 20/200 u < 20/200)
D B npoyusanero COPERNICUS nauneHTHTe B KOHTPOJIHATA IPyIIa ca MOTJIH 2 Mmojy4aBat aduiOeplenT Mpy Bb3HUKBAHE HA HYXK/a, C YeCTOTa BEAHBXK Ha BCeKH 4 ceqMUIM OT cenmuia 24 1o
ceaMHIIA 52; MalMEeHTUTE ca UMaId BU3UTH Ha BCEKH 4 CEIMMUIIU.
B npoyusanero COPERNICUS kakTo maiueHTiTe 0T KOHTPOJIHATA IPYIIa, TaKa M NalieHTuTe Ha aduubepient 2 mg, ca noiay4vaBain aduubepuent 2 mg npy Bb3HUKBAHE Ha HYX/a C 4eCTOTa
BEJIHBK Ha BCEKH 4 CeIMHULIM OT ceaMuLa 52 1o cenmuia 96; NalueHTUTE ca UMalIM 3aIbJDKUTEIIHN BU3HTH Ha 3 MEcella, HO € MOXKeJIo J1a ObAaT MPEeriIek/1aHy ¥ Ha BCEKU 4 CEIMHUIIM, aKo €
HEO0OXO0IMMO.
B npoyusanero GALILEO kakTo marnueHTHTe B KOHTPOJIHATA TPy, Taka ¥ MaMeHTuTe Ha adumbeprent 2 mg, ca mosryyaBany adimubepent 2 mg npu Hyxk/1a, Ha BCEKH 8 CEMUIIN OT
ceqMuIia 52 1o cenmuIia 68; MaeHTUTE ca UMaJH 3aJbDKUTEITHA BU3UTH Ha BCEKH 8 CEIMUIIN.

E)

)
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®urypa 2: CpeaHa mpoMsiHA OT M3XOIHOTO HUBO 10 ceamuiia 76/100 B 3puTenHaTa ocTpoTa 1o rpyImm
Ha jedenne 3a npoyuBanusata COPERNICUS u GALILEO (Ilsutata ananu3upana rpyra)

20

v

ocTpoTa (6ykBwm)
o

u

CpepnHa npoMsiHa B 3puTeriHa

20

— —
o [0y}

vl

CpenHa npoMsiHa B 3puTeriHa
ocTpoTa (6ykBwm)

COPERNICUS
|
+17,3
+13,0 '
o MKCUpaHa
¢Mecefua PRN ¢ Mece4Hu PRN ¢ yALmkeHHn
oaa UHTEepBanu Ha MHTepBanu Ha
Aosa MOHUTOPUHI MOHWUTOPMHI

o-0-0 ® -4,0
0 4 8 12 162021'42832 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96100

Ceamuum

GALILEO

+13,7

tvkcupaHa PRN ¢ mecey4Hu PRN c yabmxeHu
i MeceyHa WHTepBanu Ha WHTepBanu
MOHWUTOPVUIHI Ha MOHUTOPUHI

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

¥ Mokassa npeMnMHaBaHeTO Ha KOHTpONHaTa rpyna kbM PRN nevenue ¢ acdonu6epuent 2 mg

B GALILEO, 86,4% (n = 89) or rpymara Ha adymbeprient u 79,4% (n = 54) ot rpynara Ha miamnebo
ca 6w ¢ OLIPB nepdy3ust Ha usxoaHo HUBO. B cenqmuna 24, Tosa ca 6umm 91,8% (n = 89) B rpynara
Ha admbeprient u 85,5% (n = 47) B rpynara Ha miane6o. Te3u IpomopIyHK Ce MOTbPXKAT B

cenmuiia 76, ¢ 84,3% (n = 75) B rpynara Ha adimbepuent u 84,0% (n = 42) B rpynara Ha ruiare6o.

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

miaeodo ca

owm ¢ OLIPB niepdysus Ha n3xoaHo HHBO. B ceamuna 24, ToBa ca 6unmm 87,4% (n = 90) B

rpymnata Ha admbeprent u 58,6% (n = 34) B rpymnara Ha miane60. Te3u MPOmoPIMHK Ce OTBPXKAT B
ceamuna 100, ¢ 76,8% (n = 76) B rpynata Ha apmubepuent u 78% (n = 39) B rpynara Ha miare6o.
[ManmenTHTe B rpymnara Ha miamne0o ca uMaiH MpaBo Ja noxyyasar apaubepuent ot ceamuia 24.
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BnaronpuatHUsT eQeKT OT JiedeHneTo ¢ ahpaubepIenT BEPXy 3pUTeIHaTa QYHKIIHS € M0JI00CH B
W3XOAHUTE MOATPYIH OT MAlMeHTH ¢ nepdy3ust u 6e3 nepdysus. EQexrrure Ha neueHHETO BB BCHUKH
OLIeHsIeMHU TIOATPYNH (HAamp. Bb3pacT, MOJI, paca, 3puTesiHa OCTPOTa Ha U3XOJHO HUBO,
npoabibkuTeTHOCT Ha OLIPB) BBB BCSKO OT MpOydYBaHUATA ca OMIIM IPUHITUITHO ChOTBETCTBAIIH Ha
pe3ynraTuTe B OOIIUTE MOy IAIIH.

[Tpu ananu3a Ha 0600menuTe nanau ot GALILEO u COPERNICUS, adubepiient nmokaspa
KIIMHUYHO 3HAYMMU TIPOMEHH OT U3XO/IHOTO HUBO 32 TPEIBAPHUTEIIHO OIpe/ielieHaTa BTOpUYHA KpaliHa
TouKa 3a epukacHOCT. BrnpocHuk 3a 3putennara ¢pynkuusa Ha Hanponanuus odranMosnoruyexn
nactutyT (National Eye Institute Visual Function Questionnaire, NEI VFQ-25). Bennunnara Ha Te3u
MPOMEHH € MoJ00Ha Ha HaOJro/1aBaHaTa B MyONMKYBAaHUTE KIMHIUYHY MTPOYYBAHUS, KOETO
CHOTBETCTBA Ha npubassiHe Ha 15 Oyksu B Haif-1o6pe koHTpoaupana 3putenHa ocrpota (Best
Corrected Visual Acuity, BCVA).

Omox na maxynama éciedocmsue na OPPB

BesonacHoctTa 1 epukacHoCTTa Ha ahUOEPIICNT ca OIEHEHH B €JHO PaHIOMHU3HUPAHO,
MHOTOI[EHTPOBO, IBOMHOMACKHUPaHO, aKTHBHO-KOHTPOJIMPAHO MPOYYBAHUE MPH MAIKUEHTH C OTOK Ha
Mmakynata Beseactsue Ha OPPB (VIBRANT), koeTo BKIII0UBa XeMUpPETHHAIHA OKITY3Hs HA BEHA.
O6m1o0 181 manmeHTH ca JIeKyBaHU U ca OWIIN ITOAXOIAIIN 32 OIIEHKa Ha eukacHocTTa (91 ¢
aduubepiient). Be3pactra Ha manuenTute Bapupa ot 42 1o 94 roguuu, cpeano 65 rogunu. B
npoyusaneto 3a OPPB, npubnusurenno 58% (53/91) ot nauneHTHTe, paHAOMHU3UPAHHU 32 JICUEHHUE C
adnubepuent ca OMIKM Ha Bb3pacT 65 rOAMHU WK O-BB3PACTHHU, U pubau3uTenHo 23% (21/91) ca
OuiM Ha BB3pacT 75 TOAMHU WM MO-BB3PACTHU. B Mpoy4YBaHETO MallMEHTUTE Ca PAaHJOMU3UPAHU B
cboTHomeHue 1:1 B rpymna Ha admbepiienT 2 mg Ha BCEKU 8 ceAMMIIU clie]] 6 HauyalHU MECEUHU
WHXEKIUH, WIH Ha JTa3epHa (JOTOKoarymamnus, MpUIoKeHa Ha U3XOIHO HUBO (HapeueHa
,»J1a3ep-KOHTpoHa rpyna‘). [lannenTTe B 1a3ep-KOHTPOIHATA TPYTIa MOTAT J1a TOTydatT
JOIBTHUTEIIHA Jla3epHa (oToKoaryamus (HapeueHa ,,CIaCUTETHO JIa3epHO JieueHue ), 3aroyBaIia B
cenMuna 12, ¢ MUHAMaleH HHTepBal oT 12 cenmuiy. Bb3 ocHOBa Ha MpeaBapUTETHO ONPE/CTICHH
KpUTEpHUH, MMalMEHTUTE B TPyIIaTa C jJa3ep MOraT Jia ToIydar CIIaCUTETHO JICUEHHE C

agumbepuent 2 mg ot ceAMUIA 24, IPUIaraHa Ha BCEKH 4 CeIMUIIM B ITPOBIDKCHUE Ha 3 Mecela,
MOCJeIBAaHO Ha BCEKH 8 CeAMUIIH.

B xnuanunoTO npoyuBane VIBRANT, mppBuuHaTa KpaiiHa TOUKa 32 €(UKacCHOCT € OWIJI MPOLEHTHT
MAIUeHTH, KOUTO ca ce moAoopunu ¢ none 15 Oykeu B BCVA Ha ceqmuia 24 B cpaBHEHHE ¢
M3XOJTHOTO HHUBO KaTO TpyTmara Ha aduOepIrienT MPeBb3X0K/Ia Ta3H Ha JIa3epHUS KOHTPOI.

Bropuunara kpaiiHa Touka 3a epuKacHOCT Oelle MpoMsHa B 3pUTETIHATa OCTPOTa B ceAMulia 24 B
CpaBHEHHE € U3XOJHOTO HUBO, KOSITO € OMJIa CTATUCTUYECKH 3HAYMMA B TI0J13a Ha aduiubepIient B
npoyuBaneTo VIBRANT. IlomoOpeHne Ha 3puTeIIHATAa OCTPOTA € HACTHITHIIO ObP30 M TOCTUTHATO Ha
Mecer 3 ¢ mocie1Balo noaabpkaHe Ha edexra 10 mecer 12.

B rpynara Ha na3zepeHo JiedeHue, 67 manueHTH ca MOTYYHIIN CIIACUTEIIHO JieueHue ¢ adumbepient,
3armo4Baiio B ceaMuIa 24 (akTHUBHA KOHTpOJIa/Tpyna Ha aduoepient 2 mg), KOETO BOIH 10
moioOpeHue B 3pUTEIHATa OCTPOTA C OKOJIO 5 OyKBH OT ceamunia 24 1o ceamuiia 52.

[ToapoOHM pe3ynTaTh OT aHAIN3a Ha KIIMHAYHOTO TIpoyuBaHe VIBRANT ca mokaszanu B Ta0nuima 4 u
Ha ¢urypa 3 mo-aoiay.
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Tab6umna 4: Pesynratu 3a epukacHoct B cenmuiia 24 u ceamuna 52 (Ismata ananusupana nonynanus ¢ LOCF)
B KITMHUYHOTO npoyuyBaHe VIBRANT

Pesyara-tn
3a edukac-
HOCT

VIBRANT

24 cepMuIHM

52 cexmMuun

Ad¢audepuent 2 mg

Q4

(N = 91)

AKTHBHA
KOHTpPOJ1a
(1a3ep)
(N =90)

Adaunbdepuent
2mg Q8
(N=91)D

AKTHBHA KOHTpPOJIa
(mazep/Adandepuent 2 m
o)

(N =90)

[IpoueHT
MAIUEHTH C
nmoo0peHue
> 15 OykBu
oT
H3XO/IHOTO
HuBo (%)

52,7%

26,7%

57,1%

41,1%

IIperernen
a

pazmuka’™P
%

(95% 1)
p-croitHoC
T

26,6

13,0, 14,

p=0,0003

1

16.2%
(2,0, 30,5)

p=0,0296

Cpenna
MpOMsHA B
BCVA,
n3MepeHa
4pe3
ETDRSC
CKOp 3a
OyKBH, OT
H3XO/IHOTO
HuBo (SD)

17,0
(11,9)

6,9
(12,9)

12,2 (11,9)

Pasnuka B

LS cpenna
croiHocT™
B)

(95% ON)

p-croitHoc
T

10,5

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

52

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

A)
b)

B)

)

)y

E)

Pasmukara e admmbepuent 2 mg Q4 ceamuiy MuHYC KOHTpOJIa (Jiazep)
Paznukara u 95% nosepurennust unrepsain (JI1) ce u3uucnsaBar, Kato ce U3MOJI3BA TECT HA

Mantel- Haenszel, kopurupan 3a pernon (CeBepra AMepuka cripsaMo SIIOHKS U U3XO/HA KaTeropys o
BCVA (> 20/200 u < 20/200)
Pasnuka B LS n 95% nosepurenen unrepsan Ha 6azata Ha mojie1 ANCOVA c rpyna Ha jedeHue,
usxojHa kateropus mo BCVA (> 20/200 u < 20/200) u pervion (CeBepHa AMepHKa CIpsaMo SImoHms)
KaTo JABITOTpaiiHu eekTH 1 n3xoaHa kateropus no BCVA karo koBapuara.

Ot cenmuna 24 yHTEpBasia Ha JICYEHHUE B TpylaTa Ha JiedeHue ¢ admbeplent e ybDKEeH 3a BCHUKU
HaIyeHT oT 4 ceamunu Ha 8 ceaMuIy mpe3 ceamuna 48.
B Hawanoro Ha ceqMuia 24 nanyeHTUTE B rpynaTa Ha Jed4eHHe C Jla3ep Morar Jia IoJiy4ar CliacCHTeHa
Tepanus ¢ agauOepLenT, ako JOCTUIHAT [TOHE €AMH NPEBAPUTEIIHO ONpE/IesIeH KPUTEpHil 3a
npurogHoct. O6o 67 manyueHTy B Ta3y rpyma ca Mojy4uiIy CIaCUTENHO JieyeHue ¢ aduubeprent.
dukcupanaTa cxema Ha JiedeHue ¢ aduiOepLenT e Tpy bTH agaudepent 2 mg Ha BCEKH 4 CeMHULIH,
MOCTIEIBAHO OT MHKEKITUHU HA BCEKH 8 CEMMUIIN.
Homwunanua p-ctoitHOCT
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+17,1

+12,2

®urypa 3: Cpenna npomsiHa B BCVA, nsmepena upes ckop 3a 6yksu mo ETDRS oT u3xomH0TO HUBO
10 ceaMHMIa 52 B KIMMHUYHOTO npoyuBaHe VIBRANT

20 VIBRANT
+17.0

+17.1
15

I

I

I

: O +12.2
10 I

+6.9
@

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

—A— Adrnmbepuent 2 mg —O— JlasepHo KoHTporHa

rpyna

Ha u3x0/1HO HMBO JIeNbT HA MAIMEHTHUTE C Nepdy3usl B TpynaTa ¢ aduimOepIenT U IPYIHUTE Ha JICUCHUES
c nmaszep e croTBeTHO 60% 1 68%. B cenmuiia 24 te3u asose ca cborBeTHO 80% 1 67%. B rpynara Ha
nedeHue ¢ ahmOepIenT MPOICHTHT Ha MAIMEHTH ¢ epdy3us ce 3amaspa 70 ceamuna 52. B rpynara
Ha JICUCHHE C Jla3ep, KbJCTO MAIMeHTHTE ca OMIIH MOIXOIAIIH 3a CIIACUTENHO JICYCHUE ¢ adaudepent
OT ceAMHMIIA 24, IENTBT Ha MAIMEHTUTE ¢ iepdy3us ce ¢ yBenmuuwi 10 /8% B ceamuria 52.

Huabemen maxynen edem

BesomnacHoctTa 1 eukacHoCTTa Ha aduIMOEPIIENT Ca OICHEHH B JIBE PaHJIOMHU3UPAHH,
MHOT'OLIEHTPOBH, IBOMHO3ACJIENEHN, aKTUBHO-KOHTPOJIMPAaHHU NpOy4YBaHus npu nanueHTu ¢ [JME
(VIVIDPME 1 VISTAPME) 0610 862 nauuenTtu ca 61 1eKyBaHHU M OLEHSIEMH 3a e()UKacHOCT, 576 ¢
a¢umbepuent. Br3pactra Ha marueHTUTe Bapupa ot 23 10 87 roaunu, cpeano 63 rogunu. B
npoyuBanusTa 3a JIME, npubmmsurenno 47% (268/576) ot manueHTUTe, paHIOMUA3UPAHU 32 JICUCHHE
¢ adnumbepuenT ca OMIM Ha BB3PAcT 65 rOIUHM WK MO-BB3pacTHH, U mpubim3nuTenHo 9% (52/576) ca
OWIM Ha BB3PACT /5 TOIUHM WX TTO-Bb3pacTHH. [loBeYeTO MaIrueHTH B ABETE MPOYUBAHUS ca OWIIH ¢
nuader tum I1.

B 1BeTe npoyuyBaHus ManueHTUTE ca OWIM pa3NpeaeieH: Ha CiIy4aeH MPUHIINI B

cpotHomeHue 1:1:1 B 1 ot 3 cxeMu Ha J03UpaHe:

1)  adnubepuent, mpuiaras mo 2 mg Ha BCEKH 8 CEIMMUIIM CIIe/ 5 HaYaTHH €KEMECCUHN HHKCKIIHN
(adpmaGeprient 2Q8);

2)  adambepuent, mpuiaaran mo 2 mg Ha Bceku 4 cenmuru (apaubepuent 2Q4); u

3)  masepHa oTOKOAryganus Ha MaKysara (aKTHBHA KOHTPOJIA).

Karo ce 3amoune B cenmuiia 24, naleHTHTE, EKBUBAJICHTHN Ha MPEIBAPUTEIHO ONPE/IEIICH Ipar Ha
3ary0a Ha 3pe€HHMEeTO, ca OMIM IOAXO AN 3a [10JIyyaBaHe Ha JOIbJIHUTEIIHO JICUEHUE: TAI[UEHTUTE B
rpynute Ha adauOepLenT € MOXKENOo J1a MoJTyyaBar JISUeHHUE C JIa3ep, a MAlMEeHTHTE B KOHTPOJIHATA
rpymna e MOKeJo Jia Moiay4aBaT aduOepLenT.

B aBere npoyuBaHusi OCHOBHATA KpaifHa TOYKa 3a ePUKACHOCT € OMJIa CpeiHATa MPOMSIHA OT M3XOTHO
HuBo Ha BCVA B ceamuma 52 xato asete rpynu adumodepuent 2Q8 u

adumbepuent 2Q4 n1eMOHCTpHUpAT CTATUCTHYECKA 3HAYMMOCT U TO TO-BUCOKA OT Ta3u NpHU
KOHTpOJIHAaTa rpyma. Tasu moinsa e 3anazeHa no cenmuna 100.

[ToxpoGHu pe3ynTatu oT ananu3a Ha npoyusanusTa VIVIDPME y VISTAPME ca nokasanu B
Tabnuma 5 u ¢purypa 4 mo-moiy.
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Tabauna 5: PesynraTu 3a epukacHocT Ha ceqmuna 52 u cenvuna 100 (Isnara ananusupana nonynanus ¢ LOCF) B mpoyusanus VIVIDPME i VISTAPME

PesyaraTu 3a VIVIDPME VISTADPME
eukacHoct
52 ceamuuu 100 ceqmunm 52 ceamuuu 100 cexmuum
Adaubepuent Ad¢audepuent AKTHBHA Ad¢audepuent Adaudepuent AKTHBHA Adaubepuent | Adaudepuent AKTHBHA Adaubepuent | Aduubepuent AKTHBHA
2mgQ8” 2 mg Q4 KOHTpOJ1a 2mgQ8A 2 mg Q4 KOHTpOJ1a 2mgQ8A 2 mg Q4 KOHTpOJIa 2mgQ8A 2 mg KOHTpOJ1a
(N =135) (N =136) (;1azep) (N =135) (N =136) (;1azep) (N =151) (N =154) (;1azep) (N=151) Q4 (N=154) (;1azep)
(N=132) (N=132) (N =154) (N=154)
Cpenna
IIpoOMsHaA B
BCVA,
U3MepeHa 1o
ETDRSA cxop 10,7 10,5 1.2 9,4 114 0,7 10,7 12,5 0,2 111 115 0,9
3a OyKBH OT
U3XOJHOTO
HHUBO
Paznuka B LS
cpenHa 107
croiiHoct BBA 9,1 9,3 8,2 (7 6 10,45 12,19 10,1 10,6
(97,5% JIN) (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
IMaIuCHTHU C
nozoGpene 33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
> 15 GykBu oT
HU3XOIHOTO
HHUBO
Kopurupana
pazmuka I, B, o 0 0
T1(97.5% J) 24% 23% 19,0% %‘15;118/? (ﬁ/g (32’1/1"_ 20,1% 25,8%
(13,5; 34,9) (12,6; 33,9) (8,0; 29,9) 37,5) 33.1) 44.4) (9,6; 30,6) (15,1; 36,6)
Crex 3amouBaHe Ha JICYEHHE C 5 eXKeMECeUHN HHXKeKIUT
b LS cpenna croiiHoct u moBepuTeneH HHTepBai Ha 6a3zara Ha Moje1 ANCOVA ¢ BCVA onpeznensiHe Ha M3X0JHO HUBO KaTo KoBapuara 1 ¢akTop 3a rpyna Ha jedenue. OCBeH TOBa 3a

VIVIDPME kato (akrop e Bxmoden peruonsT (EBpona/ABctpanus cripsamo SInonns), a 3a VISTAPME xato paxrop e Brtrouena anamuesa 3a MU w/umn CVA.

B Pa3nukara e rpymara ¢ a¢umOeprenTt MIHYC rpymara ¢ akTHBHaTa KOHTpOJIa (J1a3ep)
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Pa3muxkara ¢ qosepurener unTepsai (M) 1 cTaTHCTHYECKH TECT Ce U3UUCIIABAT, KaTo Ce M3Moi3Ba cxeMa Ha Mantel-Haenszel, kopurupana 3a pernos (EBpona/ABctpanus cipsivo Snonus) 3a
VIVIDPME 4 anamuesa 3a MU n/unun CVA 3a VISTAPME
BCVA: Haii-no6pe xopurupana 3purenta ocrpora (Best Corrected Visual Acuity)

ETDRS: IIpoyuBaHe ¢ paHHo jeueHne Ha auaberHa peruHonarus (Early Treatment Diabetic Retinopathy Study)
LOCF: Ilpenacsue Ha nanauTe 0T nocieanoro Habmoaenue (Last Observation Carried Forward)

LS: Cpenuu croifHOCTH IO METO/Ja Ha Hail-MaJKkuTe KBaapaTH, noiaydeHn or ANCOVA

JIU: loBepuTeneH HHTepBa
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®durypa 4: Cpenra npomsHa B BCVA, u3mepena upe3 ckop 3a 6yksu mo ETDRS oT u3x01H0 HEBO 110
cenmuna 100 B mpoyusannsara VIVIDPME g VISTAPME
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Cegmuum
—l— Adrmbepuent 2 mg Q8 —— Adnmbepuent 2 mg Q4 ceammum
cenmuun ®—TasepHo koHTponHa rpyna

EdexTure oT neuenneTo B onieHseMuTe NOATrpynH (Hamp. Bb3pacT, 1o, paca, HbAlc Ha u3sxonHo
HHBO, 3pUTEIIHA OCTPOTA HA M3XOJHO HUBO, peaxoana antu-VEGF Tepanus) BbB BCAKO NpOydYBaHE U
B KOMOWHHMPAHUS aHAIN3 KaTo ISUI0 ca OWIN B CHOTBETCTBHE C PE3YJITATUTE B OOIIUTE TTOITy AN,

B npoyusanusTa VIVIDPME g VISTAPME croteetnO 36 (9%) 1 197 (43%) nanuenTy ca noayyaBaim
npenxoaHa antu-VEGF Tepanus, ¢ 3-MecedeH wiv Ho-IbTbl MepHo;] Ha ounucTBane. Epektute ot
JICYCHUETO B MTOATPYIIaTa MAIMEHTH, KOUTO ca JieKyBanu ¢ naxuoutop Ha VEGF, ca 6w momo6Hu Ha
HaOII0aBaHUTE TIPH MTAIMEHTH, HeJIeKyBaHu ¢ naxuoutop Ha VEGF.

[TanmenTtuTe ¢ GrIaTepaTHo 3a00JsIBaHe ca OMIM OAXO0asIIHY 3a aHTU- VEGF neuenue Ha npyroTo
0KO, aKO TOBA € OUJIO OLIEHEHO KaTO HEOOXOAMMO OT Jiekapsi. B npoyusanero VISTAPME 217 (70,7%)
OT MaIMeHTUTE Ha adIMOepLenT ca Moay4aBaiy JBYCTPaHHH HHXEKIUH adiudeprent 10

cenqmuna 100; B npoyusanero VIVIDPME 97 (35,8%) ot nanmentute Ha admmubepLenT ca moyyaBaim
pasznmuuHo aHTh-VEGF nedenne B IpyroTo oKo.

He3zaBucumo cpaBaurenso npoyuBane (DRCR.net Protocol T) e usnon3pano reBkaBa cxema Ha
no3upane, 6asupana Ha ctporu OCT u 3puTeTHN KpUTEpUH 3a IOBTOPHO JieueHue. B rpymnara Ha
neuenue ¢ adaudeprent (n = 224) Ha ceamuiia 52, TO3U PEIKUM Ha JICUCHHE € Jajl pe3yJITaT MPU
MAIUeHTH, TOTyYaBally CpeaHo 9,2 HHXKEKINH, KOETO € ITOJ00H0 Ha MPHUIIOKEHUS Opoi 1031 B
rpynara agmmbepuent 2Q8 B VIVIDPME y VISTAPME, nokaro obmiara epukacHocT B rpynara Ha
neuenue ¢ adpmubepuent B Protocol T e cpaBauMa ¢ rpynara admu6epuent 2Q8 B VIVIDPME i
VISTAPVME B Protocol T e nabmronasano cpeano nopodpenue ot 13,3 6yksu kato 42% ot
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MAIUCHTHTE TTOI00PSBAT 3PEHUETO CH ¢ Hal-MaiKko 15 OyKBu cIIpsMO M3XOTHOTO HUBO. Pesynrarure,
CBBP3aHM ¢ OE30MaCHOCTTA, TIOKA3BaT, 4e 00IIaTa 4eCToTa Ha HeXKeJIaH!H CHhOUTHS KaKTO CBBhpP3aHH,
Taka U HecBbp3aHu ¢ ounte (BirounteiHo ATC), ca cpaBHUMHU MEXTy BCHUKHU TPYITU HA JICUCHUC BHB
BCSIKO OT MIPOYYBaHUATA U MEXK]Ty TPOYIBAHUSATA.

VIOLET, 100-cenMUYHO MHOTOLIEHTPOBO, PAHIOMU3UPAHO, OTBOPEHO, AKTUBHO KOHTPOJIUPAHO
npoyuBaHe npu nanueHTy ¢ JIME, cpaBHsBa Tpu pa3u4yHU CXEMH Ha MpHUIIaraHe Ha

agumbepuent 2 mg 3a neueHue Ha JIME cnen Haifi-mManko eqHa roguHa jgedeHue ¢ GUKCHpaHu
WHTEPBAJU, KaTO JICYCHUETO € 3aII0YHATO C 5 IMOCIeI0BATEIHA MECEUYHH JIO3H, TIOCIIEIBAHU OT
npuiaraHe Ha BCEKH 2 Mecella.

[IpoyuBaneTo oleHsBa He MO-MaJikaTa eyuKacHOCT Ha adumlepLent 2 mg, mpuiarad Mo pexxuMa
JIeYeHre U IpobJKaBaHe Ha cxemaTa Ha npuiarade (2T&E, npu KoeTo HHTepBauTe MEXKIY
WH)KEKLUHUTE ca MOJAbPKAHN Ha MUHUMYM 8 CEIMHIIN U Ca YABKaBaH!U MOCTEIICHHO Bb3 OCHOBA Ha
KIIMHUYHUTE a aHATOMUYHHTE Pe3yiTaTh) u aguudepuent 2 mg, npuiaral cropen Hyxaute (2PRN,
MIPU KOETO MAIMEHTUTE ca HaOII0JaBaH! HA BCEKH 4 CEIMUIINA U WHKEKTUPAHHU MPU HEOOXOTUMOCT
BB3 OCHOBA Ha KJIMHUYHUTE U aHATOMUYHHUTE PE3yJITaTH), B cpaBHEeHuUe ¢ adubepuent 2 mg,
mpuiiara Ha Bceku 8 cemmutin (2Q8) mpe3 BTopara u TpeTara ToANHA OT JIEUSHUETO.

[TbpBUYHaTa KpaiiHa Touka 3a edukacHoCT (mpomsiHa B BCVA oT U3X0JHO HHBO J10 cenMuIia 52) e
6una 0,5 + 6,7 6ykBu B 2T&E rpynarta u 1,7 + 6,8 Oyksu B 2PRN rpynara B cpaBHeHUE

¢ 0,4 + 6,7 6ykBu B 2Q8 rpymnara, KaTo ce MoCTUTa CTATUCTUYECKH HE TI0-MallkaTa e(pUKaCHOCT
(p<0,0001 3a nBeTe cpaBHEHMS; TpaHMIA HA HE MO-MajKaTta epukacHocT 4 Oyksu). [IpomeHuTe B
BCVA ot m3xomn0 HEBO 10 cenmuiia 100 ca Omnm KOHCHCTEHTHH C Pe3yITaTUTE Ha

ceamuma 52: -0,1 + 9,1 6yxsu B 2T&E rpymara u 1,8 + 9,0 6yksu B 2PRN rpymara B cpaBHEHHE

¢ 0,1+ 7,2 6ykBu B 2Q8 rpynara. Cpennust Opoii nmkekimu 3a 100 ceamuny ca Ownm

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

3pUTENHATE ¥ CHCTEMHHTE TTIPOQUIN Ha 0€30TIaCHOCT BHB BCUYKH 3 TPYITH HA JIeUeHHe ca TIOJOOHU Ha
Te3u, HabmoaBaHu B ocHOBHUTE nipoyuBanusi VIVID and VISTA.

B 2T&E rpynara, yBennuaBaHeTO ¥ HAMAISIBAHETO HA MHTEPBAIUTE MEXKy HHKEKIIMHUTE ca OMIIH TI0
MpeleHKa Ha M3CIIeIOBaTells; B MPOYYBAHETO Ca MPENOPBHUBAHH YBEIUUEHHS OT 2 CEIMUIIH.

Muonuuna xopoudanna HeogacKyIapu3ayusl

BezonacHoctTa n epukacHOCTTa Ha aIUOEpLENT ca OLIEHEH! B PaHIOMU3UPAHO, MHOTOLIEHTPOBO,
JIBOWHO- MACKUPAaHO, IJae00-KOHTPOIUPAHO MPOYyYBaHe MTPH HEJIEKYBaHU MPEIU TOBA MAIIUEHTH OT
aszuarcku npomsxo]] ¢ muonmyHa XHB. O6mo 121 nanueHTy ca JeKyBaHH U ca ONCHIEMH 3a
epukacHoct (90 ¢ agmubeprient). Bp3pacTTa Ha manueHTHTE Bapupa Mexkay 27 u 83 roauHH,

cpenno 58 ronunu. B mpoyusanero 3a muonmuHa XHB, nputimsurtento 36% (33/91) ot nanueHTure,
paHIOMHU3UPAHU 3a JieueHue ¢ adaubeprent ca OuiIn Ha Bb3pacT 65 roAMHN WK M0-Bh3PACTHU, U
npubn3utenHo 10% (9/91) ca 6uim Ha BB3pacT 75 TOAMHU WIH MO-Bh3PACTHH.

[NarueHTHTe Ca pasnpe/e/icHd Ha CIy4YacH IPUHIKI B ChOTHOIIeHKE 3:1 1a mojyJaBar wim 2 mg
adumbepuenT HHTPABUTPEAITHO, T HHKEKITUH C TUIane00, IpUIaraHi BEIHBK B HAYAIOTO Ha
MPOYYBAHETO, C OMBIHUTEITHA WHXCKIIMH, IPUJIaraHu eXEMECEUHO B CITy4ail Ha MePCUCTUPAHE WK
pEeLUANB Ha 3a00JISIBAHETO, J0 CEeAMHUIIA 24, KOraTo € OILICHEeHA IIbPBUYHATA KPaliHa TOYKa.

Ha cenmMuria 24 manueHTHTEe, paHAOMU3MPAHU IIbPBOHAYAIHO Ha I11a1e00, ca OWIIM HMOIXOISlIIH 1a
MOJTy4daT wbpBaTa go3a aduodeprent. Ciem ToBa, MAIMSHTUTE U B ABETE TPYIH Ca MPOIBIDKWIH A2
6’bllaT moaxoasmy aa HonyanaT JOIIBJIHUTCIIHU MHXXCKIIUU B cnyqaﬁ Ha HepCI/ICTI/IpaHe NN peHI/IlII/IB
Ha 3a00JIIBaHETO.

Paznukara Mexay rpynuTe 3a JIeUeHUE € CTAaTUCTUYECKU 3HaYMMa B 10132 Ha aduuleprent 3a
IbpBUYHATA KpaiftHa Touka (mpomsiHa B BCVA) 1 moTBspauTenHa BTOpUYHA KpaiiHa TOYKa 32
epHUKacHOCT (MMPOIEHTHT NAIMEHTH, KOUTO ca ce mooopwiu ¢ 15 6ykeu B BCVA) Ha cenqmuna 24, B
CpaBHEHHE C U3XOAHOTO HUBO. Pa3nukuTe 3a ABeTE KpallHU TOUKH ca ce 3ama3uiu 4o ceamuna 48.
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[MoapoGuu pe3yntaT OT aHanu3a Ha mpoyuBaHeTo MYRROR ca nokazanu B Tabmuia 6 u
®dwurypa 5 mo-moiry.

Taoauna 6: Pesynraru no oTHomeHne Ha ehpukacHOCTTa Ha ceamuna 24 (TbpBUYCH aHATU3) U
cenmuna 48 B npoyusanero MYRROR (ITnen Ha6op 3a ananus ¢ LOCFY)

Pesyaratn no MYRROR
OTHOLIEHUE HA 24 cexMuiu 48 cemMuIH
euKacHocTTa A¢uanbepuent Inane6o Adaunbepuent Inane6o/
2mg (N =231) 2mg Admbepuent 2 mg
(N =90) (N =90) (N=31)
Cpenna nmpomsiHa B
BCVAD, onerkata Ha 121 20 135 39
OYKBUTE H3MepeHa : . : .
ype3 ETDRS ot (8.3) ©.7) (8.8) (14,3)
u3xozHo HuBo (SD) P
Pasnuka B cpeana
croitroct Ha LS BIA 14_"1 9'5
(95% JIH) (10,8; 17,4) (5,4; 13,7)
IIpoueHT nanuenTu ¢
noAo0perie 38,9% 9,7% 50,0% 29,0%
> 15 6yKkBH OT H3XOTHO
HHUBO
Ipereriena pa3nnrl’<; 29.2% 21.0%
(95% W) (14,4; 44,0) (1,9; 40,1)
A)

LOCEF: Ilpenacsine Ha naHHHTE OT nocienHoTo HabmoneHue (Last Observation Carried Forward)
BCVA: Haii-no6pe xopurupana 3purensa octpora (Best Corrected Visual Acuity)

ETDRS: [IpoyuBane ¢ panHo seueHue Ha nuadetna peruHonarus (Early Treatment Diabetic Retinopathy
Study) SD: CranmapTHO OTKJIOHEHHE

Cpenna LS: Cpeaau cTOHHOCTH TI0 METO/Ia HA Hali-MaJIKUTe KBaapaTH, moydenu ot moaen ANCOVA
JU: JloBepuTeneH HHTEpBaI

A Paznuka B LS 1 95% JIU Ha Ga3ara na moxen ANCOVA c rpymna Ha JiedeHue u JbpikaBa (0003HauSHHUs
3a IbprkaBa) KaTo pukcupanu epextd, ¥ BCVA Ha H3X0HO HUBO, KaTO KOBapHaHTA.

Pasmukara u 95% JIU ce usumcnssar, kato ce n3nonssa tect Ha Cochran-Mantel-Haenszel (CMH),
KOpHUTHpaH 3a JIbp)kaBa (0003HaYeHNUs 3a AbpHKaBa)

b)

)]

E)

®durypa 5: CpegHa npoMsiHa OT U3X0JHO HUBO JI0 cenmuna 48 B 3puTeNHaTa OCTPOTa MO Tpyma Ha
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nedenue B mpoyuBaneTro MYRROR (ITwnen vabop 3a ananus, LOCF)

15 — MYRROR
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5L Cegmuum

—l—Adnunbepuent 2 mg ——O—KoHTponHa rpyna

[NennaTpuyHa nonymanys

EBpomnelickaTa areHIus no JiekapcTBaTa 0CBOOOXKIaBa OT 3aABIDKCHUETO 32 MPEJOCTaBsIHE Ha
pe3ysITaTuTe OT MPOYYBAHMATA C pehepEeHTHHS JIEKApCTBEH MPOIYKT, ChAbprKam] adIrnOepLenT, BbB
BCHYKH IMOATPYIH HA ITeIHaTpHIHAaTa TomyIamnus npu Baaxda BJIM, OIIPB, OPPB, /IME u
nomynanuu ¢ MuonmuHa XHB (Bxk. Touka 4.2 3a nuHdopManys OTHOCHO ynotpeda B IEIUATPHUATA).

5.2 dapMaKkoKHHETHYHM CBOIiCTBA

A(bHH6epH€HT CC Mpwjrara JUPEKTHO B CTBKIIOBUAHOTO TAJIO, 3a a OCBIICCTBU JIOKAJTHU e(i)eKTI/I B
OKOTO.

AOcopOuus/pasnpeaeacHue

Admmbeprent ce abcopbupa 6aBHO OT OKOTO B CHCTEMHOTO KPHBOOOPBIIIAHUE CIIC]T MHTPABUTPEATHO
MPWIOKEHHUE U ce HaOJIF0/1aBa B CHCTEMHATA [IMPKYJIAIUS IPEAMMHO KaTO HEaKTUBEH CTaOMIICH
komruiekc ¢ VEGF; o6aue camo cBOOOTHUAT adhubepiient uMa CriocOOHOCTTa Jla ¢e CBBhpP3Ba ¢
egnorennus VEGF.

B enHO papMakOKMHETHYHO MOIIPOYYBaHE MPH 6 MalMeHTn ¢ HeoBacKyaapHa BiakHa BJIM ¢ gecto
B3E€MaHe Ha NMPoOU, MAaKCUMAJIHUTE TIa3MEHH KOHICHTPAIMU Ha cBOOOIEH admbeplent (CHcTeMHa
Cmax) ca Hucku, cbe cpeana croinoct npudmmutesnHo 0,02 mukporpama/ml (quana3ox

ot 0 10 0,054) B pamkuTe Ha 1 10 3 HHU CJIE/l MHTPABUTPEATHO MHKEKTHPAHE HA 2 Mg U ca
HEOTKPHBAEMHU JIBE CEJIMUIIM CJIE]] ITOJyYaBaHe Ha J03aTa MPH ITOYTH BCUYKH MAI[HCHTH.
Admubepuent He KyMyJupa B Iuia3Mara Ipyu HHTPaBUTPEATHO PUIOKEHUE MPe3 4 CeAMUIIH.

CpenHata MakCHMMasIHa Ijla3MeHa KOHIISHTpaIlis Ha CBOOOICH adinOeplenT ¢

npubnuzutento 50 go 500 mbTH MO KOHLIEHTpalusITa Ha adnbepuenT, HeoOXoJuMa 3a HHXHOHpaHe
Ha OuonornyHara aktuBHOCT Ha cucteMHust VEGF ¢ 50% B xuBotuHCcKr Moaenu. [Ipu tax ca
HaOJr01aBaHK MPOMEHHU Ha KPBBHOTO HAJISITaHE CJIe]] KaTO HUBaTa Ha cBOOOICH aduinOepIenT B
KPBBOOOPBIEHUETO ca JOCTUrHAIU nMpubau3nuTesiHo 10 MukporpaMa/ml ¢ BpbIiaHe 10 U3XOIHOTO
HUBO CJIeJ] TalaHe Ha HUBaTa A0 oA npubnausurenano 1 mukporpam/ml. M3uncneHo e, ue ciexn
WHTPABUTPEATHO MPHIOKEHUE HA 2 Mg MPU MAalMeHTH, CpeJHaTa MaKCHMallHa I1a3MeHa
KOHIIEHTpaIus Ha cBoOoieH aduinbepiienTt e noeue oT 100 mbTH mo-HUCKA OT KOHIIEHTpAIUsATa Ha
adumbepuenTt, He0OX0aMMa 3a MOJTy-MaKCUMaIHO CBbp3BaHe Ha cuctemMHute VEGF

(2,91 mukporpama/ml) npu nmpoyuBaHe cbe 3apaBu 100poBoiH. CIeI0BaTEIHO ca MAIKO BEPOSTHU
cUCTeMHH (hapMaKkoJIMHAMUYHHU €(PEeKTH KaTo MPOMEHH B KPHBHOTO HaJIsITaHE.

29



BbB hapmakokuHeTHyHM moanpoyuBanus npu namuentd ¢ OL[PB, OPPB, IME wunu muonuuna XHB
cpenna Ci, Ha cBOOOACH apmbepiienT B I1a3Mara ca OMIId CXOHHU, ChC CTOMHOCTH B AUaNa3oHa

ot 0,03 g0 0,05 mukporpama/ml ¥ HHAUBHUIYATHH CTOMHOCTH, KOMTO HE

naasumasar 0,14 mukporpama/ml. Cien ToBa, TiIa3MEeHUTE KOHIIEHTPAIIUU Ha CBOOOICH
adumbepIenT crnajaT [0 CTOMHOCTY O/ WK OJIM3KY JI0 JOJHATA TPaHHIA HA KOJTHYECTBEHO
oTpesieNisiHe OOMKHOBEHO B PAMKHUTE Ha €/IHA CeIMHUIIa: HEOTKPUBAEMH KOHIICHTPALIMU CE TOCTUTAT
MpPeIu CIICABAIIOTO MPUIIOKEHHE Ciie]] 4 CeIMUITY, IPY BCUYKH TAIllUSHTH.

Enumunupane
Tbit kato aguuOEpIENT € TePANeBTHYHO CPEIICTBO HA OCHOBATA HA MPOTEHH, HE Ca MPOBESKIAHH

MMpOoy4YBaHUA 34 MeTaboIn3Ma My.

CoOonumsT adnmbepuent ce cebp3Ba ¢ VEGF, kato o0pasyBa crabuien nnepreH komiuiekc. Kakro
MpU APYTHUTE MPOTEHHU C TOJIIMa MOJIEKYJia, C€ 04aKBa U CBOOOTHUSAT, M CBbP3aHUAT aduubepuent aa
ce eJIMMUHHpPAT Ype3 NPOTCOIUTHYEH KaTaboIn3bM.

Bbr6peuno yBpexxaane
He ca npoBexnanu cnenyainy npoyyBaHus ¢ ahauOeplent Npy NanueHTH ¢ ObOpeyHo yBpexaaHe.

DapMaKOKMHETUYHUSAT aHAU3 Ha nanueHTuTe B npoyusaneto VIEW2, 40% ot xouto ca umanu
0p0peuno yBpexaane (24% nexo, 15% ymepeno u 1% Texko), moka3pa JUIca Ha Pa3IuKH 110
OTHOUICHHUE Ha IJIa3MEHUTE KOHLIEHTPALMK Ha aKTUBHOTO JICKAPCTBO CJIE/l HMHTPABUTPEAIHO
HpUIIOKEeHUE npe3 4 win 8 ceaMuny.

[MomoOHu pe3yaTaru ca HabmogaBanu npu manmeaT ¢ OLIPB B npoyuBanero GALILEO, npu
nanuenTu ¢ JIME B npoyusanero VIVIDPME i npu nanmenTn ¢ Muonmura XHB B npoy4saneTo
MYRROR.

5.3 IlpenkIMHUYHM JAHHU 32 0€30MACHOCT

HpI/I HCKIIMHUYHUTC MPOYUBAHUS 3a TOKCUYHOCT P MHOT'OKPATHO IIpUJIaraHe e(l)eKTI/I ca
Ha6HI-OlIaBaHI/I CaMoO IIpu CUCTEMHU €KCITO3UIINH, 3a KOUTO CC CUNTA, Y€ 3HAYUTCIIHO Ha/IBUIlIaBaT
MakCUuMaiHaTa €KCIIO3UIUA ITIPU XOpa CJIC MHTPAaBUTPCATHO IMPUIJIOKECHUEC B IMTPEABUICHATA KIIMHUYHA
J03a, KOCTO IIOKa3Ba MaJIKO 3HAYCHHUE 3a KIIMHHUYHaTa yHOTpe6a.

Epo3un u ynuepaiuu Ha pecriupaTOpHUS €IUTEI B HA3aIHUTE X0J0BE Ha MaliMyHH, JICKYBaHH C
a¢ubepuenT UHTPABUTPEATHO, ca HAOMIOAaBaHHU MIPH CUCTEMHH SKCTIIO3UIMH, HaBUILIABALIN
MaKCUMaJIHATA €KCIO3UIIUs Py Xopa. CUCTeMHATa eKCIIO3HIMs Bb3 0CHOBA HA Cax 1 AUC 3a
cBoOozeH adrbepienTt ca choTBeTHO 0K0J10 200 1 700 IbTH [M0-BHCOKA B CPABHEHHE ChC
CHOTBETHUTE CTOWHOCTH, HAaOII0JaBaHK NP XOpa CJIeA MHTPABUTPEATHO NPHIOKEHHE Ha 1032 2 M(.
[Ipu HuBOTO Oe3 HaOmonaBanu Hexenanu epext (No Observed Adverse Effect Level, NOAEL)

ot 0,5 mg/oko npu MaiiMyHu cucTeMHaTa eKcrio3unus € 42 1 56 IbTH 110-BUCOKA Bb3 OCHOBA Ha Cray
n AUCchoTBeTHO.

He ca npoBexnany mpoy4YBaHus 3a MyTareHEH WIH KapIUHOTEHEH MOTEHIHAT Ha adIrOepIerT.

Hab6monaBan e edekt Ha ahaubepIienT BPXy BPTPEMATOYHOTO PA3BUTHE B POYYBAHUS Ha
eMOpHOo- (eTaTHOTO pa3BUTHE TPU OpeMeHHH 3aiiny ¢ nHTpaBeHo3Ho (3 o 60 mg/kg), kakro n
noakoxHoO (0,1 1o 1 mg/kg) npunoxenue. NOAEL npu maiikute e npu 103a ot 3 mg/kg nnm
cpotBeTHO 1 MQ/Kg.

NOAEL 1o oTHOIIICHHE Ha TOKCHYHOCT 3a Pa3BUTHETO He e onpeeneHo. [Ipu no3a 0,1 mg/kg,
CHUCTEMHHUTE €KCIIO3MIIMU Bb3 ocHOBa Ha Cmax u kymyisiatuBHa AUC 3a cBoOoeH adiubepiient ca
cbOTBETHO 0K0JI0 17 1 10 mbTH MO-BUCOKH B CpaBHEHUE ChC CHOTBETHUTE CTOWHOCTH, HAOIIOJaBaH!
MIPY XOpa ciiell HHTPaBUTpeasTHO NPHIIOKEHHE Ha 03a 2 Mg.
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Edextute BbpXY QepTHINTETA IPH MBKKH M KEHCKH YKUBOTHHU Ca OICHSIBAHH KaTO YacT

0T 6-Mece4HO MPOoyYBaHe MPHU MAaHMYHH C MHHTPABEHO3HO MPUIOKEHUE Ha adIMOEpLET B 103U

ot 3 1o 30 mg/kg. [Ipu Bcuukm 1030BH HUBA ca HAOIIOJaBaHY JTUIICA HA MEHCTPYAIlHsl I HEPEIOBHU
MEHCTpYyaJTHU IMKJIM, CBbP3aHU C TPOMEHHU B HABATa HA KEHCKUTE MOJIOBH XOPMOHH, W IPOMEHHU B
MopdoJorusaTa u NOABKHOCTTA Ha criepmaro3ouante. B3 ocHoBa Ha Cmax u AUC 3a cBoGoaen
adubepliienT, Ha0JII0IaBaHU MPH MHTPABCHO3HO MPHIIOXKEeHKE Ha 1033 3 mg/kg, cucteMHuTe
excrno3unuu ca cboTBeTHO 0K0JI0 4 900 et 1 1 500 nbTH MO-BHCOKHU OT €KCITO3UIIMSITA,
Ha0JIr0/JTaBaHa MPH X0pa CIIe] MHTPABUTPEATHO MPUIIOKEHNE Ha 1032 2 mg. Bcudku mpoMeHu ca Omimn
00paTHMHU.

6. OAPMAIEBTUYHU JAHHAU
6.1 Cnucbk Ha IOMOIIHHUTE BelIeCTBA

IMomucop6ar 20 (E 432)

XUCTUIUH

L-XHCTUAMHOB MOHOXUAPOXJIOPH]T MOHOXUAPAT
Tpexanosza guxuapar

Hatpues xunpoxcus (3a kopekrus Ha pH)
XnopoBoaopoHa KucennHa (3a Kopeknus Ha pH)
Bopna 3a nnxkexkuuu

6.2 HecbBMeCcTHMOCTH

[Tpu nunca Ha Mpoy4YBaHUs 32 HECHBMECTUMOCTHY TO3H JIEKAPCTBEH MPOAYKT HE TPsiOBa Jla ce CMecBa C
JIPYTH JIEKApPCTBEHHU TPOITYKTH.

6.3 Cpok Ha romHocT

3 roguHU

6.4 CnenmaJiHu ycJa0BHUSI HA ChXpaHeHUe
Ia ce cpxpansiBa B xiaamwiHuk (2 °C go 8 °C).
Jla He ce 3ampassiBa.

I[a CC ChbXpaHsiBa B OpUTHHAJIHATa OIIAKOBKA, 3a JIa CC MPEAIIasu OT CBCTIMHA.

HeotBopenusr 6muctep Moxe Jia ce chxpansiBa u3BbH xiaauauk moja 30 °C no 14 nuu. Crnen
OTBapsiHe Ha OymcTepa Aa ce padOTH B aCENTHYHU YCIIOBUSL.

6.5 Buau chIbpiKaHHe HA ONIAKOBKATA

Pa3TBOp B IpeABapUTEIIHO HAITBJIHEHA CIPUHIIOBKA (CTHKIIO THI I), MapkupaHa ¢ TMHHSA 3a 7103aTa, ¢
r1aBa Ha OyTalio (emacToMepHa TyMa) U JIyep-JIOK aIanTop ¢ Karmadka Ha BbpXa (eracToMepHa ryma).
Bcesika npeaBapuTeNHO HaTBJIHEHA COPUHIIOBKA chabpka 0b6eM oT 0,165 ml. OnakoBka

ot 1 npeaBapuTeNHO HATbJIHEHA CIIPUHIOBKA.

6.6 CnenmaJHu npeana3sHu MEPKH NPH U3XBBPJIsiHe U padoTa

[IpenBapuTenHO HaTbITHEHATA CIPUHIIOBKA € CaMO 32 €JHOKpaTHa yroTpeba B €JJHO OKO.
MHOTOKpaTHOTO U3TETJISIHE HA JIO3H OT €/IHA TPEJIBAPUTEITHO HAIThIIHEHA CIIPHHIIOBKA MOXKE J1a

YBCJIWYHA pUCKA OT KOHTaMHUHALWA U ITOCJICABAIla I/IH(beKI_II/ISI.

[IpeaBapuTETHO HAITBIHEHATA CIIPUHIIOBKA ChBPIKA ITOBEUYE OT MPEMOPhYUTEIHATA 1033 2 M(
admubepuent (ekBuBaieHtHu Ha 0,05 ml).
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Ykazanusn 3a ynompe6a Ha npedsapumefmo Hanv/IHEHama CRpUHUO6KA:

CbxpaHeHue U POBepPKA

CoxpansBaiite Afglir B xnaguiauk npu 2 °C — 8 °C; na He ce
3ampassiBa. CbxpaHsBaiiTe MpeABapUTEIHO HAITBIHCHATA CIIPUHIIOBKA
B KapTOHEHATa OMAKOBKa, 32 JIa CE MPEANAa3u OT CBETINHA.

[Ipenu ynotpeba HeotBopenusat Onucrep Ha Afqlir moxe na ce
chXxpansaBa rmpu Temneparypa moxa 30 °C go 14 qgau. Cnen oTBapsHe
Ha OncTepa paboTeTe B aCeNTUYHH yCIOBHS.

== ';H*

Afqlir e 6ucTbp u Oe3nBeTeH 10 O1eM0KadESHUKABO-KBIT Pa3TBOP.

Pa3TBOpBT TpsiOBa a ce MPOBEPH BU3YaTTHO 32 YUYW YaCTHUIIH,
MMOMBTHSABAHE W/WJIK IPOMSIHA B I[BETA WM BCIKAKBa IPOMSIHA BbB
BBHIITHUS BUJ TIPEIN IPHIIOKeHHE. B cirydaif ue ce HabmrogaBat
TaKWBa, JICKAPCTBESHUAT ITPOYKT TPSIOBA Ja Ce U3XBBPIIH.

He H3HOH3BaﬁTe, AKO OIIaKOBKaTa WUJIH IIPEABAPUTCIIHO HAIIbJIHEHATA
CIIPUHITIOBKA Ca MOBPCACHU WJIM C U3TCKBJI CPOK HA TOAHOCT.

IToaroroBka u NMPUJIOKCHUEC

Bceska MPpEABAPUTCIIHO HAITBJIHEHA CIIPUHIIOBKA Tp}I6Ba Ja C€ MU3I10JI3Ba 3a JICUCHHUEC CaMO Ha €HO OKO.
He OTBapHﬁTG CTCPpUIIHUA 6J'II/ICTep C MPCABAPUTCIIHO HAIIbJIHCHATA CIIPUHIIOBKA NU3BBH YHCTa CTad 3a

MIPHIIO’KEHHE.

3a MHTPAaBUTPEAIHO HHKEKTHPaHe TPpsiOBa fa ce u3noia3Ba 30 G X Y2 nHUa HHXKEKIIMOHHA UIJIa.
W3znon3BaiiTe acenTryHa TEXHHUKA, 32 J]a M3ITBITHUTE CICTHUTE CTHIIKH.

Onucanue Ha NpeaABaAPUTETHO HAITBJIHEHATA CIIPUHIIOBKA

Kana4yka Ha cnpuHLIOBKa

MscTo 3a npbcTute

MapkupoBka 3a |
posarta ot 0,05 ml

ol FlA

Jlvep-nok

ol

maBa Ha ByTano

bytano

Koraro cte rotoBu na npunoxwure Afglir, orBopete
KapTOHEHATa OMAaKOBKA M M3BAJICTE CTEPHIM3UpaHATa
omakoBka (O6mucrep). BHuuMareaHo oTienere
CTepUIN3UpPaHaTa OmakoBKa (OJrcTep), OCUTypsIBaliku
CTEPWJIHOCTTA Ha HEHHOTO ChIbpiKaHue. J[pbxre
CIPHHIIOBKATa B CTEPHIIHATA Ta0Jla, JOKATO CTAHETE TOTOBH
3a CIII00SBaHETO M.
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KaTo u3mos3Bare acentHuHa TEXHUKA, U3BAICTE
CIPUHIIOBKATA OT CTEPHIN3MpaHaTa onakoBka (ommcTep).

3a 72 MaxHeTe KaraykaTa Ha CIIPUHIIOBKATA, APHKTE
CIIPUHIIOBKATA B €{HATA CU PbKa, KaTO C JIpyrara XBaHETe
Karaykara Ha CIIPUHIIOBKATA C Mayiela 1 IoKasaiena cH.
Cuymnere (Henelire na 3aBbPTATE WM YCYKBATE) Karmaykara Ha
CIIPUHIIOBKATA.

3abenexka: 3a 1a n36eraeTe HapyIIaBaHe Ha CTEPHUITHOCTTA
Ha MPOJYKTAa, He U3TETIISITEe Ha3a OyTanoTo.

M3non3Baiiku acenTHyHa TEXHUKA, 3aBUHTE IITHTHO
nmkeknronHaTa uria 30 G x %2 uHYa KBM JTyep-JIOK BhpXa
Ha CIIPUHIIOBKATA.

Karo nppkuTe CripHIIOBKATa C HACOUEHA HArOPE WIJIA, 5
MIPOBEPETE 32 HAIMYKE HA BB3AYIIHH MEXypUeTa.

AKO UMa Mexyp4eTra, BHUIMATEIHO MOTYIIaiTe CIIPHHIIOBKATA
C TIPBCT, AOKATO MEXypUueTaTa ce U3JUTHAT JI0 ropHaTa i
4acT.

BuuMarenHo OoTCTpaHeTe KalmaykaTa Ha uriaTa, KaTo s
M3IBpIIATe HAIIPABO.

OTcTpaHeTe BCHUKH MEXypUeTa U U3TIacKalTe N3ITHITHOTO
JIEKapCTBO Upe3 0aBHO HaTHCKaHE Ha OyTalioTo, 3a 1a
W3paBHUTE OCHOBATa Ha CBOja Ha OyTaJoTO ¢ YepHATa JIMHHUS
3a J103aTa Ha CIIPUHIIOBKATa (€KBUBAJICHTHO HA

50 MukpoiutTpa).

3atesexkka: xekTupaiiTe BeHara ciej HalrbJIBaHe Ha
CIIPUHITOBKATA.

HmkekTupaiite 6aBHO, TOKATO IiIaBaTa Ha OyTaIOTO
JIOCTUTHE Kpasi Ha CIIPUHIIOBKATA, 32 Ja MMOJIy9UTe 00eM OT
0,05 ml. TloTBBpETE TOCTABSIHETO HA MBJHATA 103a, KATO
MPOBEPUTE JAJIH TTIaBaTa Ha OyTaJoToO € JOCTUrHalla Kpas Ha
IWIMHBPA Ha COPHUHIIOBKATA.

[IpenBapuTenHo HaTbIIHEHATA CIIPUHIIOBKA € CaMO 3a
eIHOKpaTHA ymoTpeoa.

MHOTOKpaTHO NpUJIaraHe Ha JI0O3U OT MPEBAPUTEITHO
HaIbJTHEHATA CIIPUHITOBKA MOXE J]a YBEIMYU PUCKA OT
KOHTaMHUHAIIUS M TIOCHIeBaNIa HHPEKITHSL.
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Hewnsnon3panusr JICKApPCTBCH MPOAYKT WJIN OTHAABYHUTC
MaT€pualid OT HETO TpH6Ba Ja C€ U3XBHPJIAT B CbOTBETCTBUC
C MCCTHHUTC M3MCKBAaHM.

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Sandoz GmbH

Biochemiestr. 10

6250 Kundl

ABcTpus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1867/001

9. JATA HA ITbPBO PAZPEINABAHE/ITIOJHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEFA

JlaTa Ha epBO pazpemanane: 13 HoemBpu 2024 1.

10. [JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Monpo6Ha nH(OpMans 3a TO3M JIEKapCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcaliTa Ha EBpomneiickara
areHuus no Jiekapcraata https://www.ema.europa.eu.
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vT03H JIEKapCTBEH MPOIYKT MOJIJICKH Ha JOIMBIHUTEIIHO Hab o meHrne. ToBa e mo3Boid 0bp30TO
YCTaHOBSIBAaHE HAa HOBa MH(OpMAIUsl OTHOCHO Oe3omacHOCTTa. OT MEIUIIMHCKHUTE CIICIIUAINCTH CE
M3KCKBA JIa ChOOIaBaT BCSIKA MO03MPpaHa HeXellaHa peakius. 3a HaunHa Ha ChOOIaBaHe Ha
HEXEJIaHU PEaKIliu BIKTE TouKa 4.8.

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Afqglir 40 mg/ml nHXeKIIMOHEH Pa3TBOP BHB (HIAKOH

2. KAYECTBEH U KOJIMYECTBEH ChCTAB
1 m] MUTHIIUTBP MHXKEKIIMOHEH pa3TBOp chabpika 40 mg aguubepuent (aflibercept)*.

Bceeku ¢uakon cpappka 9,6 mg adpmaubepuent B 0,240 ml pazrBop. ToBa ocurypsisa u3noia3BacMo
KOJIMUYECTRO 3a JOCTaBsiHe Ha eauHuyHa 103a oT 0,05 ml, ceappkanu 2 mg adgaudeprient.

*(Dy31OHEH MPOTEHH, CbCTABEH OT YacTH OT U3BBHKIIEThYHHUTE JOMEHHH Ha peuentopu 1 u 2 3a
YOBEIIKH ChJ0B eHjoreneH pacrexel gakrop VEGF (Vascular Endothelial Growth Factor), cBbp3anu
¢ Fc-uactra Ha woBewku IgG1, u npousBeaex B K1 kietku ot aiuHuk Ha kutaiicku xamcrep (CHO)
ype3 pexkomOuHaHTHA J[HK TexHomOTHS.

IToMOIIHO BEIIECTBO C U3BECTHO JICHCTBUE

Bcsika nocrasena no3a ot 0,05 ml ceappika 0,02 mg nmonmucopoat 20 (E 432).

3a IIBJIHUA CIUCHK Ha IIOMOIIHUTE BELIECTBA BIKTE TOUKa 6.1,

3.  JIEKAPCTBEHA ®OPMA
WmxexkunoHeH pa3TBop (MHKEKIHs)

Pa3tBOpBT € OUCTBHp, Oe31BeTeH 10 OeoKapeHUKaBO-XbIAT U U300CMOTHYEH.

4. KJIMHUYHU JAHHHU
41 TepaneBTHYHU NOKA3AHUS

Afqglir e mokasaHn nmpu Bb3pacTHU 3a JIeUeHHE Ha

. HEOBacKyJiapHa (BJIaXKHa) Bh3PacTOBOOOYCIIOBEHA JiereHepaius Ha MakyJjaTta (BJAM) (Bxk.
Touka 5.1),
. 3pUTEITHO YBPEXKIaHe, JHIDKAIIO Ce HAa OTOK Ha MaKyJiaTa, BCIIEJACTBHE Ha OKIY3Hs Ha

perunanHa BeHa (OPB) (oximy3us Ha paskioHeHue Ha peTuHaiHa BeHa (OPPB) wnu oxmy3us Ha
neHTpanHara perunaina BeHa (OL[PB)) (Bxk. Touka 5.1),

. 3PHUTEITHO YBPEKIaHE, AbJDKAIIO ce Ha AuadeTeH makyieH eaem (IME) (Bxk. Touka 5.1),

o 3pUTEHO YBPEXKIaHE, JBJDKAIIO Ce HA MUOIIMYHA XOPOUAAIHA HEOBACKYIapH3anus (MAOIINYHA
XHB) (Bx. Touka 5.1).

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Afglir e camo 3a HHTpaBUTPEATHO HHKEKTHPAHE.

Afqlir TpsiOBa na ce mpuiiara camo OT JIeKap CIICIMAIUCT C OMUT B MPHIOKESHUETO HA HHTPABUTPEATHU
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HWHXXCKIHH.

EO3I/IQOBK3

Bnaowcna BIIM
[Tpenoppunrennara no3a 3a Afglir e 2 mg agmubepuent, exkBuBanenTau Ha 0,05 ml.

Jleuennero ¢ Afqlir 3amousa ¢ eHa HHKEKIMS MECEYHO B TPH IocienoBareann g03u. Cies ToBa,
HMHTEPBAIBT MEXy PHIOKEHHSTA CE yIb/DKABA Ha JBa MeCella.

Bb3 ocHOBa Ha mpelieHKaTa Ha JIeKapsi 3a 3pUTEIHHA W/WIM aHATOMUYHU PE3YJITaTH, UHTEPBAIBT
MeX/Ty PUIOKEHUATA MOXKe J1a ObJie TOTbPIKAaH Ha JIBa MeCella WK Ja Ob/ie JOIIBIHUTEITHO
YIOBIDKEH, KaTO C€ M3MO0J3Ba JICUCHHUE U MIPOIBIKABAHE HA CXeMaTa Ha MpUJIaraHe, npu KOeTo
HMHTEPBAJIUTE HA MHXKEKTUPAHE CE YABIDKABAT C 10 2 WK 4 CeMUIIM JI0 TOCTUTaHE HA CTA0MITHU
3PUTEITHU W/WJIH aHATOMHYHH PE3yJITaTH.

AKO 3pUTEITHUTE W/WIH aHATOMUYHUATE PE3YJITaTH CE BIIOIIAT, MHTEPBAIHT Ha JIeUeHUe TPsOBa 11a Obie
CHOTBETHO HaMaJIeH.

Hsima m3nckBaHe 32 MOHUTOpPHpaHE MEXy HH)KEKIMUTe. Bb3 0CHOBa Ha mperieHKara Ha Jiekapsi,
rpadUKbT Ha TOCENIEHHATAa 32 MOHUTOPUPAaHE MOXKE JIa € Ha IT0-MaJIKi HHTEPBAJIM OT MOCEUICHHATA 32
WHKEKIIUH.

WHTepBany Ha JeYeHUE, TO-TOJIEMH OT YETUPH Mecela MITH MO-MaJIKH OT 4 CeIMHUIIN MEXIY
HHKCKIIMUTE, HE ca MPpoy4YBaHu (BXk. Touka 5.1).

Omox na maxyrama scnedocmeue na OPB (OPPB uau OL{PB)

IMpenopbunrtennara no3a va Afglir e 2 mg adpnubepuent, exkBuBanentau uHa 0,05 ml.
CHC}I II'bpBaTa MHXCKIUA JICUCHUECTO CC Mpujiara €XEMECCYHO. I/IHTepBaﬂ'bT MCXKAY ABC 103U HE
TpsiOBa a ObJE MO-KPaTHK OT €IUH MECEII.

AKO 3pHUTEITHUTE U AHATOMUYHHTE PE3YJITATH MMOKA3BaT, Y€ MAIMEHTHT HE CE MOBJIUSIBA MOJIOKUTEIHO
OT MpOIbJDKABAHE Ha JICUCHUETo, npuiokeHueTo Ha Afglir TpsioBa na ce npeycraHOBH.

ExxemeceuHoTo JIcucHUE npoabjKaBa 10 JOCTUTIaHC Ha MaKCHUMaJlHa 3pUTCIIHA OCTPOTa H/WIIH HE ca
HaJIMIC MpU3HalH 3a aKTUBHOCT Ha 3a0omaBaneTo. Moxke Ja ca HCO6XOI[I/IMI/I TPpU WJIA TIOBCYC
IOCIICA0OBATCIIHN MCCCYHHN MHKCKITUH.

JleueHueTo MoXxe Aa MMPOABIIKU C MOCTEIICHHO YABJKABAHC HAa UHTCPBAJIUTEC, 3a 1a CC MOAABPIKAT
CTaOWITHH SPUTCIIHU W/WMIIH aHATOMUYHU pe3yiaTaTu, BHIIPEKU Y€ HAMA JOCTATHbYHO JaHHH, 3a J1a C€
HaIrrpaBy 3aKJIHOYCHUC 3a IPOABJDKUTEIIHOCTTA HA HHTCPBAJIUTE. Axo S3PUTCITHUTEC U /MM aHATOMUYHU

PE3YJTaTH CC BJIOLIAT, MHTCPBAJia HA JICUCHUCTO TpiI6Ba CBbOTBCTHO Jla CC HaMaJIu.

I'padmkbT Ha IpOCITENIBaHE M CXEMaTa Ha JieueHue TPsOBa Jja ce OMPEAeTAT OT JeKyBaIlus JIeKap Bb3
OCHOBAa Ha OTTOBOPAa Ha OTJICITHUS MAIUCHT.

[TpocnensiBaHeTo 3a AKTUBHOCT HA 3a00JIIBAHETO MOXKE J1a BKIIFOUBA KIIMHUYCH IPETIIe, H3CIeIBaHe
Ha (QYHKIIMOHATHUTE TTOKa3aTeNN WIN 00pa3HU TeXHUKHU (HAIp. ONTHYHA KOXEPEHTHA TOMOTpadus
unu ¢GiyopecueHTHa aHruorpadus).

Jluabemen maxynen edem

[penoppunrennara nosa Afglir e 2 mg agpnmbepuent, exsuBanentan ua 0,05 ml.

Jleuenuero ¢ Afglir ce 3amouBa ¢ ejHa MHKEKITHS MECEUHO 3@ MET TOCIeI0BATEIHU JI03H, U Ce
NPOJBJDKaBa C €IHA WHXKEKIIMS Ha BCEKH J[Ba Mecella.
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B®3 ocHOBa Ha olleHKaTa Ha JieKapsl Ha 3pUTCITHUTE W/MIIM aHATOMHYHH PE3YJITaTH, HHTEPBATHT
MEX]Ty IPUIIOKEHHUATA MOXKe Jia O'bJie 3aa3eH Ha 2 Mecenla WU HHAWBUAYaIU3UpaH, KaTo HarpuMep ¢
JIeYeHUE U MPOIbIKaBaHEe HA CXeMaTa Ha Mpujlarane, Ipu KOeTO MHTEPBAIIUTE HA JICUCHUE CE
YABIDKaBaT OOMKHOBEHO C 110 2 CEIMHUITH JI0 IOCTUTAHE Ha CTAOMIIHU 3PUTEITHHA W/WIIA aHATOMUYIHUTE
pesynratu. iMa orpaHu4eHn TaHHU 33 HHTEPBAIN MEXKIY MPUIOKEHHUATA, TIO-ABITH OT 4 Mecera.
AXO 3pUTEITHHUTE H/WIM aHATOMUYHUTE PE3YJITATH CE BIIOIIAT, MHTEPBAIBT Ha JIcUeHUE TpsiOBa 1a Oblie
CHOTBETHO HaMalleH.

WHTepBain MEX/Iy MPUIOKSHUATA, TO-KPATKH OT 4 CeIMUIIM, HE ca Mpoy4BaHH (BXkK. Touka 5.1).
I'paduxbT 32 MOHUTOpHpPaHE TPSAOBA Aa Ce ONPENeNH OT JISKYBaIIHs JIeKap.

B cnyqaﬁ Y€ 3PUTCIIHUTC U AHATOMUYIHHUTC PE3YJITATH COYAT, YC MALIUCHTHT HAMA I10JI13a OT
npoAbJIZKaBaHC Ha JICUCHUCTO, ITPUTIOKCHHUCTO HA qullr TpH6Ba Ja c€ IpCyCTaHOBH.

Muonuuna xopoudantia Heo8acKyrapu3ayus

[penopbunrtennara no3a Afqlir e eauHMYHA HHTpaBUTPEaTHA HHXKEKIUS Ha 2 mg aduinbeplient,
exsuasienTHy Ha 0,05 ml.

Mose Ja ce MPUIIOKAT JOMBIHUTEITHY 031, aKO 3PUTCITHUTE W/UIX aHATOMUIHUTE PE3YIITATH
MOKa3Bar, ue 3ab0JIIBaHeTO MepCUCTHpa. PernanBuTe TpssOBa Ja ce mpreMaT KaTo HOBa MposiBa Ha
3a00IIBAaHETO.

I'paduksT 32 HaOMIOIEHKE TPSIOBA J1a CE OMPEACIIU OT JISKYBAIIUs JIeKap.

WuTepBanbT Mex Iy 1Be 103U HE TPsiOBa 1a Ob/ie MO-KPaThK OT €IUH MEecell.

CrernuaiHu DOIyJIaHuu

Yeprodpobro u/unu 6vbpeuno yepedcoane
He ca npoBexaHu KOHKPETHH MPOyYBaHUs ¢ aauOepIenT MPH MAMEHTH ¢ YePHOAPOOHO W/HiTH
OBOpETHO YBPEKIAHE.

HanuynuTe naHHU HE TpEosaraT Hy)Ka OT KOPEKIHMs Ha J103aTa Ha adinOepIenT npu Te3u
nanueHTH (BK. To4ka 5.2).

Ionynayus 6 cmapuecka 6b3pacm
He ca HeoOxoaumHu crieliuaiig choOpakeHus. FiMa orpaHuyeH OMMT NPH MAI[MEHTH Ha Bb3pacT
Hax 75 rogunu ¢ JIME.

Tleouampuuna nonynayus

Besomnacuocrra n epuxacHoctra Ha Afglir mpu mera u roromu He ca ycraHoBenu. HsiMa choTBeTHA
ynotpeba Ha adpnubepLenT B neAnaTpuIHaTa NOIMyJanus 3a mokasanusara snaxksa B/IM, OLIPB,
OPPB, IME u muonmana XHB.

Hauwun Ha OPUITOKCHHEC

WuTpaBuTpearHuTe HHXEKIUU TPsiOBa J1a ce U3BBPIIBAT CHITIACHO MEJIUITUHCKUTE CTAHJIAPTH U
MPIWIOKUMUTE PHKOBOJICTBA OT JICKApP CIEIUAIUCT C OMUT B MPWIOKCHUETO HA MHTPABUTPEATHU
nmxekiuy. [1o npuHIMI TpsOBa 1a ce OCUTypH aJIcKBaTHA aHECTE3US U aCENTHKA, BKIIOYHTEITHO
JIOKAJTHO MUPOKOCTIEKTHPHO MUKPOOUITUIHO CPEICTBO (HAIp. TIOBUIOH HOJl, HAHECEH BhPXY KOXKaTa
OKOJIO OYHTE, KICTAaYUTe U OYHATA MMOBBPXHOCT). [IpenopbuBaT ce Xupypruyia ae3uH(eKIus Ha
phIleTe, CTEPUIIHN PhKABUIY, CTEPIITHA IIOKPUBKA M CTEPHUIICH CIIEKYJIYM 3a Kienadn (MIn
€KBUBAJICHT).
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WuxekimonHaTa uria TpssoBa 1a ce pbBene 3,5-4,0 mm 3ax nuMba B CTHKIOBUIHOTO TAJI0, KATO €&
n305TBa XOPU30HTAIHUS MEPUIMAH U C€ HACOYBA KbM IICHThPA Ha OYHaTa s0bjaKa. ToraBa ce BbBEXKIA
UHXEeKIMOHHUAT 00em oT 0,05 ml; mpu nocnensamuTe MHXEKIUH, HHXKEKIIMOHHOTO MSCTO Ha
CKJIepaTa TpsiOBa J1a ce CMEHS.

HenocpezacTeeHo ciien HMHTPABUTPEATHO HH)KEKTUPaHe MAllMEHTUTE TPsiOBa /1a ce CIeadT 3a
MOBHILIABAHE HA BETPEOYHOTO HasArane. Ilogxoadmoro npociensBaHe MOXKeE J1a BKIHOYBA
MpoBepsiBaHe Ha nepdy3nsaTa Ha ONTUIHMS JUCK WM TOHOMeTpHs. Tps6Ba 1a uMa Ha pas3moIoKeHne
CTEPIITHO 00OPYIBaHE 3a MapaleHTe3a Mpu HeoOXOTUMOCT.

Cren MHTpaBUTPEATHO MHKEKTHPAHE MTALIMEHTUTE TPAOBa Ja ce€ MHCTPYKTUPAT J1a ChOOIIABaT
He3a0aBHO 3a BCSIKAKBU CUMIITOMHM, HACOYBAIN KbM eHI0(TaIMuUT (Harp. 60JIka B OKOTO,
3ayepBsiBaHe Ha OKOTO, (GoTo(oONUs, 3aMBITICHO 3pCHHE).

Bceku duakoH TpsOBa Ja ce U3I0J13Ba 3a JICUSHUE CaMO Ha €IHO 0KO. MHOTOKPATHO MpHJIaraHe Ha
JI03H OT €IuH (PJIaKOH MOXKE Jla YBEIMYHM PUCKA OT KOHTaAMUHAIMS U TTOC/IeABaIa HHEKITHs.

OnakoHBT CHIIbpPIKA IOBEYE OT MPENOPBHUNTENHATA 1032 2 mg aduubepuenT (€KBUBAJIICHTHU

Ha 0,05 ml umwkeknnonen pas3rsop). Beeku duakon Afglir ceaspixa odem ot 0,240 ml u He e
npeHa3HavYeH 1a Obje U3I0I3BaH HalbJHO. 3/IMIIHOTO KOJIMYecTBO TPAOBA Aa ce OTCTPAHH
npeau MHKEKTHPaHe HA MpPenopbYuTeHATA 1032 (BXK. Touka 6.6).

NmxekTupaHeTo Ha 1enus ooeM Ha (GrakoHa MOKe Jia oBee 0 Tpeao3upaHe. 3a 1a ce OTCTPAHST
BB3/YIIHUTE MEXypUeTa 3a¢JIHO ¢ U3JHIIIHUS JICKApCTBEH MPOIYKT, 0aBHO HATHCHETE OyTAN0TO,
JTIOKATO TUIOCKUS ph0O Ha OyTalloTO ce U3paBHU ¢ JiMHUATA, oTOeasaBBaiia 0,05 ml, Ha cipuHIlOBKaTa
(exBuBanentHo Ha 0,05 ml, T.e. 2 mg adaubeprient) (Bxk. Touka 4.9 u 6.6).

Cre MHXKEKTUpaHe HEU3IOJI3BAaHUS IIPOAYKT TPSAOBA J1a c€ M3XBBHPIIH.
3a paboTa ¢ 1eKapCTBEHU MPOIYKT MPean NpUIoKeHne, BIKTE Touka 6.6.
4.3 TIlpoTruBOmOKAa3aHUsI

CBpPBXYyBCTBUTEIHOCT KbM aKTHBHOTO BEHIECTBO a)IMOEPIEHIT MM KbM HIKOE OT IIOMOIITHUTE
BeleCTBa, U30pocHH B Touka 6.1.

AKTHBHA OYHA WM OKOJIOOYHA HH(DEKIINS WIH ChMHEHHE 32 TakaBa. AKTHBHO TEKKO BTPEOYHO
Bb3IMaJICHHE.

4.4 CpneuuajHu mpeaynpe:kaeHUs U Mpeana3Hu MepKH NpH ynorpeda

IIpocaenumoct
3a ma ce momo0pH MPOCICANMOCTTA Ha OMOIOTHIHHTE JIEKAPCTBEHH IIPOIYKTH, HIMETO M TTAPTHIHUSAT

HOMeEp Ha MPUIOKEHUS MPOIYKT TPSOBA SICHO J1a CE 3aIrCBar.

WnTpaBUTpeaHu peakiini, CBbP3aHH ¢ MHKEKINATA
WNHuTpaBuTpeamHuTe MHXXEKIMH, BKIIOYUTETHO Te3u ¢ adaudepIenT, ce CBbP3BaT ¢ eHI0PTAIMUT,

BBTPEOYHO BB3MAJIEHUE, PETMAaTOTCHHO OTJIETIBAHE HA PETHHATA, pa3KbCBAaHE HA PETHHATA U
ATPOTCHHA TpaBMaTH4YHa KaTtapakTa (BkK. Touka 4.8). [Ipu npunarane va Afqlir Bunaru Tpsiosa na ce
U3I0JI3BAT MTOIXOAAIIN aCEITUYHN TEXHUKU Ha MHXKEKTHpaHe. B nonbiHeHue, nanueHTuTe TpsiOBa 1a
ce MpocieAsBaT Mpe3 CeAMULATa CIIeA NHKEKTUPAHETO, KOETO O MO3BOIMIIO PaHHO JICUCHHE, aKO
BBb3HUKHE nHeku. [lanuenture TpsOBa qa ObJaT HHCTPYKTHPAHHU J1a ChOOIIaBaT He3a0aBHO 3a
BCSIKAKBH CIMIITTOMH, HACOYBAIIHM KbM €HIOPTAIMHT MM HIKOE OT IOCOYCHUTE MO-TOPE CHOUTHSI.

OnakoHBT CHIBPKA MOBEYE OT NPENopbUnTENHATa 103a 2 mg agnudepuent (€KBUBAJICHTHU

Ha 0,05 ml). MznumHoTO KONMMUecTBO TPsIOBa /1a ce OTCTPaHU NpeaAr NPUIIOKEHHE (BXK.

Touka 4.2 u 6.6). [loBulIeHNs Ha BHTPEOYHOTO HAJISITaHE ca HaOII0aBaHu B paMKuTe Ha 60 MUHYTH
CJIeZl UHTPaBUTPEATHOTO MHKXEKTHPAHE, BKIIOUUTENHO ¢ adiaubepuent (Bx. Touka 4.8). CrienuanHu
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TIpeAna3Hyd MEPKHU ca HEOOXOIUMH TIPH MAllUeHTH ¢ HemoOpe KOHTPOIUpaHa riraykoMa (1a He ce
nmkektupa Afglir, mokaro BeTpeounoro Hamsrane ¢ > 30 mmHg). Eto 3aimmo npu BCHUKH Cliydan
TpsiOBa J1a ce MpOoCyeAABaT U JIa Ce JISKYBAT MO MOAXOISI HAYMH KaKTO BhTPEOUHOTO HANIATaHE, Taka
U niep(y3unTa Ha ONTUIHUS TUCK.

HNmyHOreHHoCT
Toii kKaTo ¢ TepaneBTH4eH npoTerH, npu Afqlir chiecTByBa BEpOATHOCT 32 HMYyHOTEHHOCT (BIXK.

touka 4.8). [Tanmmenture TpsiOBa 1a ObIaT HHCTPYKTHPAHH J1a CHOOIABAT 32 BCIKAKBH MPU3HAIN WITH
CHUMIITOMH Ha BLTPEOUHO Bb3MajicHuE, Hamp. 00Jka, (oTodoOus UK 3aUepBsiBaHe, KOETO MOXKE Ja €
KIIMHUYCH NPU3HAK, 00SICHUM ChC CBPBXUyBCTBUTEIHOCT.

Cucremnun edexTn

CucTeMHH HEXeNIaHU CHOUTHS, BKIOYUTEITHO U3BbHOYHH KPhBOM3IIUBY U apTEPUATHA
TPOMOOEMOOTUYHN CHOUTHS, Ca ChOOIIaBaHU CJIe]l MHTPABUTPEATHO MHXKEKTUPAHE Ha MHXUOUTOPH Ha
VEGF u uma teopeTndeH pucK, 4e T MOXKe Ja ca CBbp3aHu ¢ maxudupaneTo Ha VEGF. lma
OTpaHUYCHH JTAaHHU 3a Oe30macHoCTTa IpH JiedeHue Ha manuentu ¢ OL[PB, OPPB, IME wmu
muornnmyHa XHB ¢ anamHe3a 3a HHCYNT WK NPEXOIHA UCXEMUYHH aTaKH, KaKTO U 3a HH(APKT Ha
MHUOKap/ia B paMKHUTe Ha TocseHnuTe 6 Mecena. TakuBa maieHTH TpsiOBa Jia ce JIEKYBAT C TOBHUIICHO
BHUMAaHUEC.

pyru
Kaxro npu apyrure uaTpaButpeannu antu- VEGF neuenus 3a BJIM, OLIPB, OPPB, IME u
muonuyHa XHB, B cuiia ca u clieTHUTE TTOI0KEHUS:

. BezonacnoctTa n epukacHOCTTa Ha JIeUeHUETO ¢ adIMOEpLeNT, MpUiIarad eIHOBPEMEHHO 1 Ha
JIBETE OYH, HE ca MPOYYBAHN CUCTEMATHIHO (BXK. ToUKa 5.1). AKo OmIaTepasHOTO JICUCHHE CE
IIPOBEKJA 10 €IHO U ChILIO BpEMe, TOBA MOJKE J1a JI0BEJIEe 0 IIOBUIIIEHA CUCTEMHA €KCIIO3ULUS,
KOETO MOJKE /12 TIOBUILIM PUCKA OT CUCTEMHH HEKEJIaHU CHOUTHS.

. CwrprerBarnia ynorpeba ¢ npyru antu-VEGF (chaoB eHnoTeneH pactexeH ¢akrop). Jlumcsat
JAaHHM 33 €JHOBPEMEHHOTO M3M0JI3BaHe Ha apmubeprent ¢ npyru antu-VEGF nekapcTenn
MPOAYKTH (32 CHCTEMHO WJIM BTPEOUHO MPHIIOKEHUE).

o Puckosure dakropu, CBbp3aHH C pa3BUTHETO HA pPa3KbCBaHE HA TTMTMEHTHHS EIIUTEN Ha
petunara ciexn antu-VEGF tepanus 3a Bnakna B/IM, BKiIrouBaT 0OIIMPHO W/WIIH BUCOKO
OTJICTIBaHE HA MUTMEHTHUS eMUTeN Ha petiHara. [Ipu 3amouBane Ha Tepanus ¢ Afglir e
HCO6XOI[I/IMO IMMOBUIICHO BHMMAHUC IIPU MAIUCHTU C TE3U PUCKOBU q)aKTOpI/I 3a Pa3KbCBAHC Ha
MMUTMCHTHUA CIIMTEII HA pETUHATA.

o JleuenueTo TpsiOBa 1a ObE MPEYCTAHOBEHO MPH MAIIMEHTH C PETMATOTeHHO OTJICNIBAHE Ha
peTHHATa WM MAKYJIHU TYIKA CTaguid 3 wiu 4 .

J B cnyuaii Ha pa3kbcBaHe Ha peTUHATA, IPUIOKEHUETO Ha J103aTa TPsAOBa Aa Obae NPEeKpaTeHo U
JICYEHHETO He TPSIOBa Jla ce Bb30OHOBSBA MTPEIH aeKBATHO BH3CTAHOBSIBAHE HA Pa3KbCBAHETO.

J Jo3zata He TpsiOBa 1a ce mpwiiara u JeYeHUETO He TPAOBa a ce Bb30OHOBSIBA MO-PAHO OT
CJICZIBALIIOTO TUIAHUPAHO MPHUIIOKEHUE B CTy4ail Ha:

. HaMaJsIBaHe Ha Haii-1o0pe KopurupaHara 3putenHa octpora (BCVA) ¢ >30 Oyksu B
CpaBHEHHME C IOCJIeIHAaTa OLCHKA Ha 3pUTEIHAaTa OCTPOTa

] cyOpeTHHaIHa XeMOparus, BKIIOYBAIlA IEHTHpa Ha (oBesiTa, HiIH, aKo pa3MephbT Ha
KpbBOM3IMBa € >50% oT o0uus pa3Mep Ha Je3UsTa.

. Jlo3ara He TpsOBa J1a ce Mpujiara B paMKHUTE Ha MPEAXOIHUTE WK ClenBaniuTe 28 1Hu, B
cilydail Ha U3BbpILEHA WIN IIJIAHWPAHA BbTPEOUHA XUPYPruuHa HHTSPBEHLINUS.

o Afglir ve TpsibBa na ce U3MoI3Ba 1O BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTCHIHAIHATA 110J13a HE
HaJIXBbPJIS TIOTCHIIMATHHS PUCK 32 11072 (BXK. Touka 4.6).

o Kenu ¢ nereponen noteHuuan TpsiOBa Aa U3MOI3BAT €PEKTUBHA KOHTPALEIILH 110 BpeMe Ha
JiedueHHe M Haii-MaJIko 3 Mecela clie/l MOCIEAHOTO HHTPABUTPEATHO HHKEKTHPaHEe Ha
adnubeprent (Bx. Touka 4.6).

. Mma orpaHnyeH OIHNT C JiedeHHeTo Ha manueHTy ¢ ucxemuyna OLIPB u OPPB. Ilpu manuentn ¢
KJIMHAYHY TIPU3HANM Ha HeoOpaTuMa HCXeMHUYHa 3ary0a Ha 3puTenHata QyHKIHs JeUeHne He
ce MpenopbyBa.
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[onynanuy ¢ orpaHUYeHA JaHHU
Nma orpannyen onwut ¢ neyeHneTo Ha manueHTH ¢ JIME Bcnencteue Ha nuabet tun | wiu npu

nanuenTn ¢ nuadet ¢ HbAlc nan 12% wnum nponudepatiBHa AuadeTHa peTUHONATHS.

AdaubeprienT He € IPOYUBAH IPH MAIMEHTH C AKTHBHA CHCTEMHH MHQPEKITHH WU MIPU MAIUEHTH ChC
CBHITBTCTBAIIM OYHH HAPYILICHUS KaTO OTJICMBAHE HA PETHHATA MJIM MaKyJyHa Ayrnka. OCBEH TOBa HAMA
ot ¢ egenne ¢ Afglir npu manmenTy ¢ qraber ¢ HEKOHTPOIUpPaHa XMITEPTOHMS. Ta3u JauIca Ha
nH(popMaIus TpsAOBa 1a ce UMa MPEABH OT JIeKaps NPH JICUSCHNE Ha TaKHMBa MAIMEHTH.

Hsima onut nipu siedenne Ha muonmyna XHB ¢ Afglir mpu manpenTH, KOMTO HE ca OT a3MaTCKU
MIPOM3XO/I, MAIMEHTH KOMUTO MIPEaH ca OMIIM MOJIOKEHH Ha JeueHne Ha MmuonnyHa XHB u manuenTn ¢
eKcTpadOBEATHH JIC3UH.

Hudopmalins 3a HOMOIIHUTE BEIIECTBA
ToBa nekapcTBO ChabpKa Mo-Majiko oT 1 mmol HaTpuii (23 mg) Ha 1030Ba €AMHUIA, T.C. MOXKE JI1a Ce
Kake, Ue TPAKTUIECKU HE ChIbpKa HATPHIA.

Tosa nrekapctBo chabpika 0,02 mg moimcop6ar 20 BBB Besgka AocTaBeHa go3a ot 0,05 ml
(50 muxposutpa) pasteop. [lonrcopbarute Morar aa NMPUUKHAT aNepPruuHu peakiuu. [lonuTaiite
MAIUCHTA CU JIAJIK UMa YCTAHOBEHU aJICPTHH.

4.5 BzauMmonelicTBHe ¢ APYTH JeKAPCTBEHH MPOAYKTH U APYru opMHU Ha B3auMo/elicTBUE
He ca npoBexnanu npoy4yBaHuUs 32 B3aUMOJEHCTBUSATA.

EnnoBpemenHoTo npunoxenue Ha poroquHamuyHa Tepanus (PDT) ¢ Beprenopdun u adnubepuent
HE € MMPOYYBAHO U I10 Ta3H NPUYNHA HE € YCTAHOBEH Mpodri1 Ha OE301MacHOCT.

4.6 @epruanter, GPpeMEHHOCT U KbPMeHe

JKeHu ¢ 1eTepoieH NOTEHIHA

JXenwure ¢ neTepoicH MOTEHIMA TPAOBA [1a U3MOJI3BaT ePEKTHBHA KOHTPAIIEIIIUS [0 BpEMe Ha
JICYCHHE U Hail-MaJKo 3 Mecelia ciiel MOCIeTHOTO MHTPaBUTPEATHO HHKEKTUPaHe Ha adaubeprienT
(Bk. Touka 4.4).

Bpemennoct
JluncBaT nanHu 3a ynotpebata Ha adaulepuent npu OpeMeHHH JKEHH.

IIpoy4BaHusATa IPH )KUBOTHH [TOKa3BaT eMOPHOQETaTHA TOKCHYHOCT (BXK. TouKa 5.3).

Boopeku ve cucTeMHATa EKCIO3UITHS CIIe]] OYHO MPUIIOKEHHe ¢ MHOTO Hucka, Afglir He TpsOBa na ce
M3II0JI3Ba 110 BpeMe Ha OPEMEHHOCT, OCBEH aKoO MOTEHIIMAIHATA 10132 HE HaJIXBBPIIS OTCHIIMATHUS
PHCK 3a TIoja.

Knpmene
Bb3 0cHOBa Ha MHOI'O OIpaHUYEHH JaHHHU IIPU X0pa, ahInOepIenT MOXKe Ja C€ EKCKPeTHpa B KbpMaTa

B HUCKH HUBA. AQunbepuent e rojisiMa MpoTerHOBa MOJIEKYJIa M KOJIMYECTBOTO Ha JIEKapCTBOTO,
abcopOupaHo MpH KbpMaueTo, ce 04akBa Aa Obae MuHUManHO. Edektute Ha adimubepuent BbpXy
KbPMEHO HOBOPOAEHO/KBPMAYETO HE Ca H3BECTHU.

Kato mpezamnasHa Msipka, He ce IpernopbyBa KbpMEHE 1o BpeMe Ha ynotpedata Ha Afqlir.

DepTUnuTer
PesynraTute OoT mpoyuBaHUATa OpU KUBOTHHU C BUCOKA CUCTEMHA €KCIIO3UIUS TIOKA3BaT, 4e

admubeprienT MOXKe 1a HapyIIH (GePTUIINTETA U TIPU MBXKUTE, M TIPU KEHCKHUTE (BXK. Touka 5.3).
[TogoOHu edexTn He ce 0YaKBat ciie]l 0YHO MPHI0KEHHE C MHOTO HUCKA CHCTEMHA €KCIO3UIINS.

40



4.7 EdexTu BpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MAIIMHA

Nmxextupanero ¢ Afglir nonussa B Masika cTemneH cnmocoOHOCTTA 3a odupane u paboTta ¢ MallTUHH,
MOpajy Bb3MOKHH BPEMEHHU 3PUTEITHU CMYIIICHUS, CBhP3aHU WU C WHXKEKIUSTA, UIIH C OYHUS
npernen. [lanuentuTe He TpaOBa fa modUpaT Wik Aa paboTAT ¢ MAIIMHU, JOKATO 3pUTETHATA UM
(YHKIIUS HE ce Bh3CTAHOBH B JIOCTAThUHA CTETICH.

4.8 Hexenanu JeKapcTBeHH peaKkuu

PesroMe Ha ipoduiia Ha 0€30MaCHOCT

[Nonynanusra 3a 0e30macHOCT B oceMTe mpoyuBanus ¢asa 11l ce cberou ot 06110 3 102 manuentu. Ot
Tsx 2 501 manueHTH ca JeKyBaHH ¢ IpeNopbUnTeNHaTa 1032 OT 2 Mg.

CepHoO3HH OYHU HEXKETaHH PEaKIMU B U3CICIBAHOTO OKO, CBBP3aHH C MPOIEypaTa Ha HHKEKTUPAHE,
ca Bb3HUKHaIU pH 1o-Mayiko oT 1 Ha 1 900 uTpaBUTpeaaIHy HHXKEKIMK Ha aQuInOepIenT U ca
BKITIOYBAJIH CJIEMOTa, CHAOPTAIMHUT, OTJCIIBAHE HA PETHHATA, TPABMATHYHA KaTapaKTa, KaTapakTa,
KPBBOU3JIMB B CTBKIIOBUAHOTO TAJIO, OTJICIIBAHEC HA CTBKJIIOBUAHOTO TAJIO U ITOBHIICHO BHTPEOYHO
Hassirane (Bxk. Touka 4.4).

Haii-uecTo HabOmojaBaHNTE HEXETIAHH JIEKAPCTBEHU peakluy (MIpu Hal-Manko 5% OT MaIMeHTuTe,
JIEKyBaHH ¢ adirOepIIenT) ca KOHIOHKTHRAIHA XeMoparus (25%), perunanna xemoparus (11%),

HamasieHa 3purenHa octpora (11%), 6onka B okoto (10%), kaTapakra (8% ), MOBUIIIEHO BETPEOYHO
Hamsirane (8%), OTIenBaHe Ha CTHKIOBUIHOTO TsUI0 (7%) MU MBTHUHH B CTBKIOBUIAHOTO Ts10 (7%).

CnuchK Ha HE)KEJIaHUTE JICKAPCTBCHU PCAKIIHU B TabIuYEH BU

JlanauTe 32 6€30MACHOCT, OMKMCAHU T0-I0TY, BKIFOUYBAT BCUYKH HEXEIIaHU JIEKAPCTBEHU PEaKIIHMU OT
ocemre npoyuBanus (aza Il npu nokazanusra saaxxua BJAM, OLIPB, OPPB, IME u muonununa XHB
C IPUEMJIMBA BEPOSITHOCT 3a MPUUMHHO-CIIEACTBEHA Bph3Ka C MpolleaypaTa Ha HHXEKTUPAHE WU
JIEKapCTBEHUS MPOIYKT.

HesxenanuTte JiekapCTBEHH PEAKIIMHU ca N30POSHHM 110 CHCTEMO-OpPTaHeH KJlac ¥ YeCTOTa C U3I0JI3BaHe
Ha cJieHATa KOHBEHIIHS:

MHoro vectr (>1/10), wectu (>1/100 mo <1/10), newectu (>1/1 000 mo <1/100), peaxu (>1/10 000 mo
<1/1 000), ¢ HemsBecTHA YeCcTOTa (OT HATMYHUTE JAHHHU HE MOKE J1a ObJIe HalpaBeHa OIEHKA.

B paMkuTe Ha BCSIKO rpynHpaHe MO YECTOTA, HEXKEIAHUTE JICKAPCTBEHU PEAKIIUU Ca MPEACTABEHU B
HU3XOMSII P 0 OTHOIIICHUE HA TSAXHATa CEPUO3HOCT.
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Tabauna 1: Bcuyky CBBp3aHu C JICUSHHUETO HEXKETAHH JICKAPCTBEHN PEAKITHH, ChOOIIIaBaHy IPH
MaryeHTH B npoyuBanus ¢asa Il (coopuu gannu ot npoyuBanus ¢asa Il 3a mokazaHusTa BlaXkHa
B/IM, OIIPB, OPPB, JIME u muonuuna XHB) wiu o BpeMe Ha MOCTMAapKETUHTOBOTO HAOJIOICHUE

CucreMo-opraseH KJjac YecroTa Heskesana peakuus

Hapymenunss Ha umyHHaTa | Heuectn CBpPBXIYBCTBUTEITHOCT***

cucTeMa

Hapymenns Ha ounTe MHoro yectn Hamanena 3putenna octpora, Petunanna

xeMoparus, KoHIOHKTHBaIHAa XeMOoparus,
Bboinxka B okoTo

UecTtu PazkbcBaHe Ha MUTMEHTHHS SITUTEI HA
petunara*, OTienBaHe Ha MUTMEHTHUS
enmuTeN Ha peThHata, [lerenepanus Ha
petuHara, KpbBOU3INE B CTHKIOBHIHOTO
15110, KaTapakra, KopTukanHa katapakra,
Hyxkmeapna katapakra, CyOkancynapaa
kaTtapakTta, KopHeanna epo3us, KopHeanna
abpaswus, [loBHIIIEHO BTPEOYHO HANATAHE,
3amMbriaeHo 3peHne, MbTHUHH B
CTBKIIOBUAHOTO Tsu10, OTIIENIBaHE HA
CTBKJIOBUAHOTO Ts1110, bojika Ha MACTOTO Ha
MHXEKTHUpaHE, Y celllaHe 3a Uy 0 TSJIO B
ounrte, [ToBummena nakpumarrus, OTOk Ha
KJIeraya, XeMoparusi Ha MacTOTO Ha
WH)XEKTHpaHe, TOYKOBUICH KePaTHT,
KontonkruBanna xunepemusi, OuHa
XUTepEMUs

Heuectn Ennodranmut**, OTnenBane Ha peTHHATA,
PazkbcBane Ha perunata, Uput, YBeur,
Hpunouuxnut, [TombTHsABaHE Ha Jemiara,
Jedexr Ha enuTena Ha porosuiiaTa, JIpasHeHe
Ha MSCTOTO Ha MHXeKTupane, HeobuuaitHo
ycelaHe B OKOTO, J[pa3HeHe Ha Kienaya,
Tlonoxutenen TuHaan B mpeHaTa Kamepa,
OTOK Ha POroBHIIATA.

Penxu Crnenora, TpaBmatnuHa katapakTa, Burpeur,
XHUIOHOH

C Hem3BecTHA Crepur®***

yecToTa

Hapymenus, 3a KOUTO € H3BECTHO, Y€ ca CBbp3anHu ¢ BiaxxHa BJ/IM. HabGnronaBanu ca camo B
Npoy4BaHus Npu BiaxkHa BJIM.

Kynarypa monoxxurelieH 1 KyaTypa oTpuliaTesieH eHa0(QTaaIMHuT.

ITo BpeMe Ha MOCTMAaPKETHUHTOBUS IIEPUOJ], ChOOIICHHUS 33 CBPBXUIYyBCTBUTEITHOCT BKIFOUUTEITHO
00puB, ChPOSIK, YPTUKAPUS U OTACIHH CAydyau Ha TEKKH aHA(PUIaKTUIHK/aHa()UIaKTOUTHH
peaKIum.

**** OT NOCTMapKETHHIOBU CHOOIIIEHUS.

**

*k*k

Onucanue Ha u36paHu Heofceslan 1ekapcmeeru peaxkyuu

B npoyusanus ¢asza Il npu Bnaxkaa B/IM, ce HaOnronaBa MoBUIIIEHA YECTOTa HA KOHIOHKTHBAIHA
XeMoparus Ipy HalueHTH, TpUeMalll aHTUTPOMOOTHYHH cpecTBa. Ta3u MoBHILIEHa YECTOTa €
CpaBHUMa MEXJY TAlIMECHTUTE, JIEKYBaHU C PAaHUOM3yMad u auinOepIenT.

Aprepuanaute Tpomboemoonuanu croutHs (ATC) ca HexenaHu CbOUTHSI, KOUTO ca IOTEHIIMAITHO
CcBBp3aHu che cucTeMHo naxndupane Ha VEGF. ColiecTByBa TeOpeTHYeH PUCK OT apTepUaTHH
TpoMO0EeMOOIMYHH CHOUTHS, BKIIFOUMTEIHO HHCYNT U MHPAPKT Ha MUOKap/a, CJiel MHTPaBUTPEATHO
npuiokeHue Ha naxuouropu Ha VEGF.
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Hucwk nporieHT Ha 32601€BaEMOCT OT apTEPHATHA TPOMOOSMOOINIHN CHOUTHS € HaOII0aBaH B
KIMHUYHATE U3NUTBaHus ¢ adpmmbepuent npu nauueHtu ¢ BJIM, IME, OPB u muonnuna XHB.
Cpen nmokazaHusATa He € HabJIr01aBaHa ChILIECTBEHA PA3IMKa MEXKIy TPYNUTE, JIEKYBaHU C
a¢uOepLEnT U ChOTBETHUTE CPABHUTEIHU IPYIIH.

KaxkTo npu Bcuuku TepaneBTudHN npoternu, npu Afglir ceiiecTByBa BeposSTHOCT 32 UMyHOTCHHOCT.

Cro0I11aBaHe Ha IMOA03UPAHU HEXKEITAHN PEAKIINU

Cro0Im1aBaHeTo Ha MOJI03UPAHU HEKEIIAHN PEaKIIUU CIIel] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa 1M0O3BOJISIBA Ja MPOIBJIXKK HAOJIFOICHUETO Ha ChOTHOIICHUETO MOJI3a/PUCK 32
JIEKapcTBeHUS POAYKT. OT MEAMIIMHCKUTE CIICIUAIMCTH CE€ M3KUCKBA JIa ChOOIIaBaT BCIKA
MOI03MPaHa HEXEIaHa PeaKIus Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, IOCOYCHA B

[punoxenue V.

4.9 Ilpeno3upane

B kMHMYHU U3NUTBAHUA ca U3II0J3BaHU JJO3M A0 4 mg Ha €JHOMECEUHU UHTEPBAIU U ca
HabJI01aBaHN N30JIMPAHH CIIyYau Ha Ipeno3upane ¢ 8 mg.

[Ipeno3upaneTo ¢ mo-royisiM 00eM Ha WHKEKTHpaHe MOXKe Jla MOBUIIIH BTPEOYHOTO HaysTane. [1o
Ta3u NPUYMHA B ClIy4yail Ha peo3upane TpsOBa Aa ce cileJu BbTPEOYHOTO HaJIsITaHe U J1a ce 3all0YHe
MOAXOSIIO JICYSHHUE, aKO Ce CYETe 32 HeOOXOIMMO OT JICKYBAILMsI JIeKap (BXk. Touka 6.6).

5. ®APMAKOJIOTUYHHU CBOMCTBA
5.1 ®apmakogUHAMHYHM CBOiicTBA

dapmakoTepaneBTHyHa rpymna: OPTaaIMOIOTHYHN CPEACTBA, AHTHHEOBACKYIAPU3UPAIIH CPEICTBA
ATC xox: SOILAOS

Adaubepuent e pekOMOMHAHTEH (y3MOHEH NMPOTEHH, ChCTABEH OT YaCTH OT U3BBHKIECTHUHHUTE
JIOMEHU Ha perientopu 1 u 2 3a 4oBeliku ¢hJ0B eHoTeneH pacrtexeH dakrop (VEGF), cebp3anu ¢
Fc-yactra Ha yoBemku IgGl.

Admubeprent e npousseaeH B K1 kietkn ot siiyanK Ha kutaiicku xamctep (CHO) upes
pexombuHanTHa JIHK TexHomorus.

Ad¢nubeprienT neiicTBa KaTo pa3TBOPUM perenTop - "mpuMamMka”, KouTo ce cBbp3Ba ¢ VEGF-A n
PIGF c mo-Bucok aMHHTET, OTKOJIKOTO ECTECTBEHUTE UM PELIEITOPH, KaTO 10 TO3M HAYHH MOXKE 12
WHXUOMpPA CBBP3BAHETO M aKTUBHPAHETO Ha Te3U cXoAHHu penentopu Ha VEGEF.

Afqlir e OnomornyHo MOA00EH JeKapcTBeH NpoaykT. [logpoOHa nHpOpManus e mpegocTaBeHa Ha
yebcaiita Ha EBporieiickara areHius mo gekapcraara https://www.ema.europa.eu.

MexaHu3bM Ha AecTBUE

CopaoBust enotesneH pactexker Gpakrop-A (VEGF-A) u mianentaust pacrexen dakrop (PIGF) ca
yeHoBe Ha cemeiictBoTo Ha VEGF anrmorennuTe dakropu, KOUTO MOTaT J1a ASHCTBAT KaTO MOIITHU
MUTOTEHHH, XeMOTAKCUYHH U BIUSCIIN BHPXY ChIOBUS MepMeaOMIuTET (PaKTOPH 32 CHIOTEITHUTE
knetku. VEGF neiictBa upes nse peuentopuu tuposut kunHazu, VEGFR-1 u VEGFR-2, na
MOBBPXHOCTTA Ha eHpoTeanuTe kKiaeTku. PIGF ce cebp3Ba camo ¢ VEGFR-1, kolitTo ce Hamupa ChIIO U
I10 TIOBBPXHOCTTA Ha JIeBKonuTHTE. [[pekoMepHOTO akTHBUpaHe Ha Te3u perentopu or VEGF-A
MOJKe€ Ja TOBEJIE JI0 MaTOJIOTUYHA HEOBACKYIapU3aIisl U TPEKOMEpHA ChI0Ba nporryckinBocT. PIGF
Moxke aa 0bne curepruct Ha VEGF-A B Te3u nporiecy, a OCBEH TOBa € U3BECTHO, Ye CloMara 3a
JIEBKOIIMTHATA MHOUIITPAIHS U ChIOBOTO Bh3IAJICHHE.
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dapmakoAMHAMUIHA ed)eKTI/I

Bnraoswena B/IIM

Braxxaara B/IM ce xapakTepu3upa ¢ maToJIOrHdHa XopouaaiHa HeoBackynapuzaius (CNV).
H3tnuaHeTo Ha KPBB M TEYHOCT OT MATOJIOTUYHATA XOPOUIATHA HEOBACKYIApU3AIIHs MOXKE Ja
MIPUYUHY 3a/1cOeIIBaHe WM OTOK Ha PETHHATA W/WITU CYO/MHTpapeTHHATIHA XeMOoparus, BOJIeIa 0
3ary0a Ha 3pUTeNTHa OCTPOTA.

[Ipu naumenTy, nexKyBanu ¢ aguuodepuent (e1Ha HHXXEKLUS MECEUHO 3a TPH [IOCIIeI0BATEIHU MECelIa,
MOCJIEeIBAHO OT €JHa MHKEKIHS Ha BceKu 2 Mecela), nebennnaTa Ha ueHrpainHara petua [CRT]
HamalsiBa CKOpO Clie]] 3aroyBaHe Ha JICUCHHETO, a CPEAHUAT pazmep Ha sezusta ¢ CNV HamalsiBa B
CHOTBETCTBHE C pe3yJITaTUTE, HAOIIOAaBaHU IIPH JIedeHue ¢ panudnzymab 0,5 mg Bcexu mecel.

B npoyusaneto VIEW1 uma cpennn namanenust Ha CRT npu onTHYHO-KOXEepeHTHa ToMorpadust
(OCT) (cpotBerHoO -130 1 -129 MukpoHa B cenMuIia 52 3a rpynuTe Ha JeueHue ¢ agumbeprent 2 mg
Ha BCEKH JiBa Mecella u paanou3ymab 0,5 mg Bceku mecen). M B 52-Ta ceamuia B mpoyyBaHETO
VIEW?2 uma cpennu Hamanenust B CRT npu OCT (cworBetHO -149 1 -139 Mukpona 3a rpynure Ha
neueHue ¢ agaubdeprient 2 mg Ha BCEKH JiBa Mecella U panuousymad 0,5 mg Bceku mecern).
Hamanenuero Ha pasmepa Ha CNV u Ha CRT oGuuaiiHo ce 3aabppxar U pe3 BTopaTa ronHa Ha
MPOYYBAHUSATA.

[IpoyuBanero ALTAIR e nmpoBeneHO mpu MallMEHTH SAMOHIM C HeJleKyBaHa BiaxHa B/IM u nmokasBa
oJO0OHM pe3yNTaTh ¢ Te3u oT npoyuyBanuara VIEW, ¢ npunarane Ha 3 mbpBOHAYAIHH €KEMECCUHH
WHKEKIUH adaubeprent 2 mg, MOCIEABAHN OT €JHa MHXKEKIHSI CIIe] Ollle 2 Mecela U cie]] TOBa
npoAbIKaBaHe € PCKUM Ha JICUCHHUC U YABJDKABAHE C IPOMCHIIMBU UHTCPBAIN (Z'CCILMI/I‘-IHI/I

win 4- ceAMUYHU KOPEKITUH) 0 MaKCUMyM 16-ceMUveH HHTepBal ChIIIACHO TPEABAPUTEITHO
orpeneneHn kputepuu. B ceqmuia 52 nma cpefHO HaMasieHHe Ha Jle0eTnHaTa Ha IIEeHTpalTHaTa
peruna (CRT) mpu OCT ¢ -134,4 u -126,1 MukpoHa CbOTBETHO 3a Tpymnara Ha 2-CeIMUYHa KOPEKIIUS
1 3a Tpymara Ha 4- ceqmuyuHa Kopekius. [IponeHTsT Ha manmenTHTe 6€3 TeuHocT mpu OCT B
ceqmua 52 e crotBeTHO 68,3% 1 69,1% B rpynuTe ¢ 2- n 4-ceaMuuHN Kopekunu. Hamanennero Ha
CRT B noBeuero cityyau ce 3ara3Ba U B JBETE paMEHa Ha JICUeHHe 1Ipe3 BTOpaTa roJJHa Ha
npoyuBaneto ALTAIR.

[MpoyuBanero ARIES e mpeanasHavueHo Ja u3cieBa He Mo-Maykata e(puKacHOCT Ha JieueHHe U
MpoABIDKaBaHE Ha cXeMara Ha Ipuwiarane Ha agaubepuent 2 mg, 3alI0YHaTo BeJHAra Cle Ipujlarane
Ha 3 MbPBOHAYAITHN MECCUHH UHXKEKITUH U eTHA JOIBIHUTEIIHA HHKEKIIUS Clie]l 2 Mecela CIpsSIMO
JIeYeHre 1 MPObIDKaBaHe Ha cXeMaTa Ha IpuiiaraHe, 3all09HaTo CJIe]] €THOTOUITHO JIeYeHre. 3a
MaIMEeHTH, KOUTO Ce HYXKAAsT OT MpujiaraHe no-uecto oT Q8 noHe BeIHBXK B X0Za Ha IPOYYBAHETO,
CRT ocraBa mo-Bucok, Ho cpemxaoto HamaneHue Ha CRT oT m3xoqH0TO HUBO 10

cenmuiia 104 e - 160,4 mukpoHa, 0JJOOHO Ha MAMEHTUTE, JIeKyBaH! Ha Q8 Wih mo-peKu
WHTEPBaJIH.

Omox na maxynama ecneocmsue na OL[PB u OPPB

[Tpu OLIPB u OPPB ce nonyuaBa ucxemusi Ha peTHHATA U TS JaBa CUTHAJ 32 OCBOOOKIaBaHETO Ha
VEGF, koifTo Ha CBO pej mecTadmImM3upa 3ApaBUTe BPH3KH U CTUMYJIHpA TIpoIudepanmsTa Ha
engorenHu kKiIeTku. OcBoboxmaBaneTo Ha VEGF e cBbp3aHo ¢ yCIIOKHEHUS KaTO HapylIaBaHe Ha
KpBbBHO-PETHHHATA Oapuepa, yBeJIMUEeH ChI0B IepMeabuInTeT, OTOK Ha pEeTUHATA U
HEOBACKYJIapHU3aIIHAL.

[Ipu naumenTy, 1eKyBaHu ¢ 6 MOCIeAOBAaTETHN MECEYHN MHXKEKIMH aduinbepuent 2 mg e
HabJI01aBaH ChOTBETCTBAIL, ObP3 U CHUIIEH MOP(OIOTHYEH OTTOBOP (KOETO € OTYETEHO C MOJ00PEHHS
B cpennata CRT). B cenmuiia 24 nonmwxkenueto B CRT e craTuCTHYECKH NPEBB3X0MKAAII0 B
cpaBHEHHE ¢ KoHTponara u B Tpute npoyuBanusi (COPERNICUS mpu

OLIPB: -457 cpemy -145 mukpona; GALILEO npu OLIPB: -449 cpemy -169 mukpona; VIBRANT
npu OPPB: -280 cpemry - 128 mukpona). ToBa Hamanenue ot u3xonHoto HIBO B CRT ce momabpika 110
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Kpas Ha Bcsiko mpoyuBane, ceamuia 100 B COPERNICUS, ceamuma 76 8 GALILEO u
cenmuiia 52 BpB VIBRANT.

Jluabemen maxynen edem

JnaOeTHUAT MaKyJIeH €eM € CIIeICTBHE OT Ana0eTHATa PETHHOIATHUS U C€ XapaKTepu3npa ¢ MOBHILIEH
CHJIOB TIepMeaOMIINTET U YBPEKIaHE HA PETUHHHUTE KalTWIIPH, KOETO MOKE JIa JOBEJIe 110 3ary0a Ha
3pUTENIHA OCTPOTA.

[Ipu naumenTy, 1eKyBaHu ¢ aguudepuent, OBEYETO OT KOUTO ca OMiIM Kiacu(UIIMpaHu KaTo
nanueHTH ¢ nuadet tun I, ce HabnronaBa Obp3 U cTaOMIIEH OTTOBOP MO OTHOIIEHHE HAa MOP(OJIOTHTa
(CRT, auBo o DRSS).

B npoyusanusTa VIVIDPME g VISTAPME ¢ nabnromaBano cTaTUCTUECKH 3HAYMMO TIO-TOJIIMO CPETHO
Hamayienne B CRT oT u3XoaHHTE CTOMHOCTH 10 ceaMuIia 52 npu naiyeHTy JIeKyBaHu ¢ adaudepienT
B CPaBHEHHUE C JIA3EPHO KOHTPOJIUPAHUTE, ChOTBETHO -192,4 1 -183,1 MuKkpoHa 3a rpyIuTe ¢
adpmmbepuent 2Q8 u cpoTBETHO -66,2 1 -73,3 MUKpOHA 32 KOHTPOJIHUTE Irpynu. B

cenmuna 100 namanenueTo e moaabpxano ¢ -195,8 u -191,1 MukpoHa 3a rpynure ¢

adubepuent 2Q8 u ¢ -85,7 u -83,9 MUKpOHa 32 KOHTPOJIHUTE IPYIIH, ChOTBETHO B ITPOYUYBaHUATA
VIVIDPME 1 VVISTAPME,

HampaBseHa e olieHKa, Mokaspaiia nogoopenue ¢ > 2 crbnkd B DRSS 1o npeasaputenHo yTouHeH
nauun BbB VIVIDPME g VISTAPME, Crenenta na npomsna B ckopa no DRSS e usmepena npu 73,7%
ot manuenture sB VIVID PME i1 98.3% ot nanuenTtute BB VISTAPME. B cenmumna 52, 27,7%

u 29,1% ot rpymute ¢ apmubepuent 2Q8, u 7,5% u 14,3% OT KOHTPOIHUTE TPYIU ca UMAIH
nonoopenue ¢ > 2 croiiku B DRSS, B ceamuna 100 choTBeTHHTE IporieHTH ca Omnmn 32,6% u 37,1%
ot rpynure ¢ apnudepuent 2Q8, u 8,2% u 15,6% OT KOHTPOIHUTE TPYIIH.

[IpoyuBanero VIOLET cpaBHsiBa Tpu pa3in4HU CXEMHU Ha MpHiarane Ha adauodepient 2 mg 3a
nevenue Ha JIME cren Hali-mMaliko e/1Ha TO/IMHA JISYeHHEe ¢ (PUKCUPAHU MHTEPBAIIU, KaTO JICYCHUETO ©
3aI0YHATO C 5 MOCIEOBATEIHU MECEUHH JI03H, MOCIIEIBAHN OT IIpUJIaraHe Ha Bceku 2 Mecera. B
cenmuna 52 u ceamuna 100 ot nmpoy4uBaHeTo, T.€. BTOpPA U TPETa rOJAWHA OT JICYCHUETO, CPEIHUTE
npomenu B CRT ca kKIuHUYHO 1M0100HHM 32 jieueHue U npoabkaBane (2T&E), cnopen nyxaure (pro
re nata (2PRN)) u 2Q8, crotBetHO -2,1; 2,2 1 -18,8 Mukpona B cenmuna 52,

u 2,3; -13,9 u -15,5 mukpona B ceamuia 100.

Muonuuna xopoudanna Heo8ACKYIAPUIAYUSL

MpuonuyHara XopouaiHa HeoBacKynapu3zamnus (MuonuuHa XHB) e yecra npuunHa 3a 3ary6a Ha
3peHHe NP Bb3PAaCTHH C MAaTOJIOrMYHa MHONHS. Ts ce pa3BUBa KaTO MEXaHMU3BM 32 3apacTBaHE HA
paHH, BCIEACTBHE Ha pyNTypy Ha MeMOpaHaTa Ha Bruch u npeacrasnsiBa Hali-uecToTo cHOUTHE,
3acTpalaBanio 3p€HHUETO, NIPU NaTOJOTMYHA MUOIIHS.

IIpu nauuentu, nexyBanu ¢ agnudepuent B npoyusaneto MYRROR (enHa nHxeKiusi, NpuiiokeHa B
Ha4yaJioTO Ha TepaIusiTa, ¢ JOMbIHUTETHN HHXEKIUH, TPUJIaraHu B clTyyail Ha MEpCUCTHpPaHe Ha
3abonsBaneTo wiM peruaus), CRT HamansBa ckopo cieq 3aro4YBaHe Ha JEYEHHETO B [0J13a Ha
aduubeprienTt B ceamuiia 24 (-79 MUKpoHa u -4 MHKpOHaA, ChOTBETHO, 3a IpyIIaTa 3a JICUCHHE C
adiubeprent 2 mg U 3a KOHTPOJIHATA TPYTIA), KaTo ce 3ama3Ba 7o cenMuiia 48.

B nonsnnenue, cpenHuar pazMep Ha XHB ne3us Hamanssa.
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Kanangna egbI/IKaCHOCT 1 0€30IMacHOCT

Bnraoswena B/IIM

be3onacHocTTa 1 epukacHOCTTa Ha aIUOEPIIETIT ca OLICHEHH B IBE PaHJOMH3HUPAHH,
MHOTOLEHTPOBH, JBOMHO-CJIENN, aKTUBHO-KOHTPOJIMPAHHU MTPOYUYBaHUs MIPU NALUEHTH ¢ BiaxHa B/IM
(VIEW1 u VIEW2) ¢ o6mio 2 412 nanyeHTa JieKyBaHH 1 olieHsBaHH 3a eukacHocT (1 817 ¢
admbepuent). Be3pactra Ha manuenTure Bapupa Mexay 49 u 99 roaunu, cpeano 76 rogunu. B te3n
KJIMHUYHE TIpoyuBanusi, npuoiusurenno 89% (1 616/1 817) ot marueHTHTe, paHIOMU3UPAHH 32
nedenue ¢ adaubepuent ca OMiIM Ha Bb3pacT 65 TOAMHYU WK O-BB3PACTHH, U NpUOIM3UTENHO 63%
(1139/1 817) ca Ounum Ha BB3pacT 75 rOAMHY WM MO-Bb3pacTHH. BBB BCAKO MpOyYBaHEe MAMEHTHTE
ca panaomusupanu B cboTHomenne 1:1:1:1 na 1 ot 4 cxemu Ha npuiiarase:

1)  admubepuent, npuiarad no 2 mg Ha BCEKH 8 CEAMUILH cliell 3 MbPBOHAYATHHU €KEMECCUHH
no3u (adaubeprent 2Q8);

2)  aduumbepuent, mpuiarad mo 2 mg Ha Bceku 4 ceaqmunu (adnubdeprient 2Q4);

3)  adnubepuent, npunaras mo 0,5 mg Ha Bceku 4 ceamunu (adubepuent 0,5Q4); u

4)  panubuzymab, mpuiaran mo 0,5 mg Ha Bceku 4 cenmurm (pannbuzymad 0,50Q4).

Hpe3 BTOpaTa roAnHa Ha MpOYyUBaHUATA, HAIIUCHTUTC MIPOABILKABAT [1a ITOJYyYaBaT MojiydaBaTt
II'bPBOHAYAIIHO paHAOMHU3HUPAHATA 1034, HO T10 MO,Z[I/I(I)I/II_[I/IpaHa CXCMa Ha IIpujiaraie, BOJACHa OT
OILICHKAaTa Ha pPE3YyJITATUTC 10 OTHOLICHUEC Ha 3PpCHUCTO U aHAaTOMHUYHATA HaX0JKa C ILe(bI/IHI/IpaH 10
MMPOTOKOJI MaKCUMAJICH UHTCPBAJ HA IPpHUJIAraHe OT 12 CCAMUIIN.

U B nBeTe mpoyuBaHus MbpPBUYHATA KpaiiHa TOUKA 332 €PUKACHOCT € MPOIICHTHT MAIlUCHTH B
MOMyJIaUATa [0 IPOTOKOJI, KOUTO MOIBPKAT 3peHue, T.€. KaTo 3aryda Ha mo-Majko oT 15 OykBu oT
3pUTEIHATa OCTPOTA B CEAMUIIA 52 CTIPSMO U3XOJHOTO HUBO.

B npoyusane VIEW1 B cenmunia 52, 95,1% oT manueHTHTE B TpyIIaTa ¢

adumbepuent 2Q8 noaappixat 3peHHeTo B cpaBHeHueE ¢ 94,4% OT manueHTUTe B rpynara ¢
panu6u3ymat 0,5Q4.

B npoyusane VIEW2 B cenmuna 52, 95,6% oT nanueHTuTe B rpymnara ¢

apubepuent 2Q8 moanbpxaT 3peHUETO B cpaBHeHUE ¢ 94,4% OT manueHTUTe B rpymnara ¢
panubu3ymad 0,5Q4. B aBere npoyuBaHus, aguuOepent e Toka3zaHa KaTo He T0-MaKo e(pUKacHA U
KIMHUYHO €KBHBAJICHTHA Ha rpynara ¢ panubuzymat 0,5Q4.

[TogpoOuu pe3ynratu OT KOMOMHUPAHUS aHATM3 Ha JBETE MPOYUYBAHMS € IOKa3aH B Tabinma 2 u
¢urypa 1 mo-nmomy.
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Tab6umua 2: PesynraTtu 3a ehUKacHOCT B ceaMuiia 52 (IbpBUYCH aHANM3) U ceamuiia 96;
KOMOMHHMpPaHHU JaHHH OT npoyusanusata VIEW1 u VIEW2D

Pesyarar 3a Adpaundepuent 2Q8 Panu6uzymad 0,5Q4 (panubusym
epukacHocT (admmbeprient 2 mg Ha a6 0,5 mg Ha Bceku 4 ceaMUIIM)
BCEKHU 8 cenqMuIu
cliesl 3 Ha4alHU €XKeMECeUHH (N =595)
JIO3H)
(N =607)
Cenmuna 52 Cenmunia 96 | Cenmuna 52 Cenmurnia 96
Cpenen Opoii
UHXXEKIAU OT 7,6 11,2 12,3 16,5
M3XOJTHOTO HHUBO
Cpenen Opoii
WHXEKIUH (0T 4,2 4.7
cenmuria 52 o 96)
ITpouent
MAIUEHTH ChC
f)‘j‘rry6a <15 Gyxen 95,33%" 92,42% 94,42% 91,60%
U3XOJTHOTO HUBO
(PPS#)
Paznuka® 0,9% 0,8%
(95% ) (-1,7; 3,5)® (-2,3; 3,8)Y

CpenHa npomsiHa B
BCVA, n3mepena
9pe3 OLEHsBaHEe Ha
OYKBHTE 110
ETDRSM or
M3XOJTHOTO HUBO

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

Pasnuka B LS #
cpelnHa mpoMsiHa
(OyxBH 110
ETDRS)®

(95% JAN)P

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

[Ipouent
MaIMeHTH C
moi00peHue 30,97% 33,44% 32,44% 31,60%
> 15 GykBH OT
W3XOAHOTO HHUBO

Paznuka® (95% -1,5% 1,8%
JN)P (-6,8; 3,8) (-3,5;7,1)
A BCVA: Haii-nobpe kopurupana 3puTeiHa 0CTpoTa
ETDRS: IIpoyuBane Ha panHoO JieueHue Ha nuabetHa peruHonarus (Early Treatment Diabetic
Retinopathy Study)
LS: Cpeanu cTOMHOCTH 110 METOIa Ha Hal-MajIKuTe KBaapaTH, noiaydeHu oT ANCOVA PPS: mo
MPOTOKOJ

B) Lsnara ananm3upana nmonynanus (FAS), mpeHacsiHe Ha JaHHUTE OT TOCJICIHOTO HAOIIOICHUE

(LOCF) 3a BcwuKM aHAM3H C U3KITIOYCHIE Ha TTPOIICHTA MAITUEHTH, ITOUThPIKAIIHA 3pUTEITHA

OCTpOTa B ceaMuLa 52, koeTo npexacrasisia PPS

Pasnukara e croitHOCTTa 3a Tpymnara ¢ adauOepIenT MIUHYC CTOMHOCTTA 3a Tpynara C

pannOu3yma0. ITomokuTelIHa CTOMHOCT € B 110J13a Ha aauOepIienT.

HosepureneH uaTepsai (1), n3uucien upe3 HOpMaTHO MPUOIMKECHUES

n Cren 3amouBaHe Ha JISYEHHUE C TPH €KEMECEUHH JJ03U

E) JloBepuTteneH uHTEpBa, Jexanr U310 Haf -10%, moka3Ba He Mo-Majka epUKacHOCT Ha
adubepLenT CupsaMo paHHOu3ymMad

B)

)
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®urypa 1. Cpenna npoMsHa B 3pUTEIHATA OCTPOTA OT U3XOIXHOTO HUBO 10 cenmuia 96 3a
KOMOWHHpaHUTE
JaHHU OT MpoyyBaHusATa Viewl u View?2

ocTpoTa (bykBu)

CpefiHa npoMmsiHa B 3puTenHaTta

0 o) 1 1 1 [l 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

Ceomuum

—— Adrmbepuent 2 mg Q8 —0— Pauubusymab 0,5mg Q4 cegmmum*
cegmuum*®

[Tpu xomOuHMpaH ananu3 Ha naHaute oT VIEW1 u VIEW2, apnubepuent nokaspa KIMHAIHO
3HAYMMH NIPOMEHH OT U3XOJHOTO HUBO B IIPEABAPUTENHO Ae(UHUPAHATa BTOPUYHA KpaifHa TOUKa 3a
erKacHOCT, U3MEPEHH Upe3 BBIIPOCHUK 3a 3puTenHara GpyHkuua Ha Harronanaus odraiMonoruyex
urctutyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 kTuHu4HO
3HAYMMU Pa3IUKH C paHUMU3yMab. BennunHaTa Ha TE3W MPOMEHH € MMoI00Ha Ha Habo1aBaHaTa B
myOIMKyBaHH MTPOYYBaHUs, KOETO CHOTBETCTBA Ha MOI00psiBaHe Ha 3peHneTo ¢ 15 OykBu npu

Haii- noOpe kKopurupana 3purenaa ocrpora (Best Corrected Visual Acuity, BCVA).

I1pe3 Bropara rojrHa Ha MPOYYBaHUATA, €(PUKACHOCTTA KATO ISUI0 C€ TOIBPKA JI0 TIOCIETHOTO
oreHsiBaHe B cenmuia 96, kato 2-4% OT MalUeHTUTe ca e HYKJAaeIH OT BCHUKH HHXEKIINU Ha
MeceuHa 0a3a, a 1/3 oT maneHTUTe ca ce Hy)KIaean Hal-MajaKo OT eiHa MHKEKIINSA ¢ HHTEePBaI Ha
JIEYEHHE OT CaMO €IMH Mecell.

Hamanenuero Ha cpeiHaTa 1oL Ha XOpOWJajiHA HEOBACKYJIapHU3allysl € BUAMMO BbB BCUUKH JO30BU
TPYyNHU U B ABETE MPOYYBAHHSI.

Pesynratute 3a eprkacHOCT BB BCHYKH OIEHIBAHU MTOATPYIH (HAMpP. BB3PACT, MOJI, paca, 3pUTeITHA
OCTpOTa Ha M3XOJIHO HUBO, BH/| Ha JIE3UsATa, pa3Mep Ha JIe3UsATa) BbB BCAKO NPOYYBAHE U NIPU
KOMOWHHpPaHWI aHAIN3 ca B CHOTBETCTBHE C PE3YITATUTE B LIEIUTE MOIYIAIHH.

ALTAIR e 96-ceIMUYHO MHOTOIIEHTPOBO, PaHOMHU3HPAHO, OTBOPEHO MPOYyYBaHe NMpu 247 narueHTu
SIMIOHIIM C HeJIeKyBaHa BiiaxkHa BJIM, npeiHa3HaueHo a2 OlleHH e(hpUKaCHOCTTa B O€30MMacHOCTTa Ha
adubepIenT ciiex ABE Pa3IMdHN KOPEKITNN Ha MHTepBaja (2-ceAMUYHA U 4-ceIMUTIHA) TIPU PEIKAM
Ha JICUCHHE U YIbJDKaBaHE.

Bcuuky manyeHTy mogydaBaT MeCeUHH 031 adaubeprent 2 mg B NPOABIDKEHUE Ha 3 Mecella,
MOCJIC/IBAHO OT €/1HAa MHXKEKIHS CIIe AOITBJIHUTENICH 2-MeceueH HHTepBal. B ceqmuna 16 nanmenture
ca pangomusupanu 1:1 B 1Be rpymnu Ha jedeHue: 1) aguubeprent, JeueHHe u yIbDKaBaHe

C 2-ceIMUYHM KOpEKIuH U 2) adaubepiient, JeueHne U yab/DKaBaHe ¢ 4-CeIMUYHH KOPEKIINH.

VY ibKaBaHETO MK CHKPAIIABaHETO HAa MHTEPBaja Ha JICUSHHE € OTPEJIeJIEHO Bh3 OCHOBA Ha
3PUTEIHN W/UIM aHATOMUYHU KPUTEPUH, OTIPEICIIEHH C POTOKOJI, C MAKCUMaJIeH HHTEPBa

oT 16 cexmuiy 3a ABETE TPYIIN.
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[IppBruHaTa KpaiiHa TOUYKa 3a e()UKACHOCT ¢ cpeaHara npoMsHa B BCVA 0T U3X0IHOTO HUBO J10
cenmuua 52. BropuuHute KpailHu TOUKH 32 €()UKACHOCT Ca MPOLIEHTHT Ha MALIUECHTHUTE, IIPU KOUTO
HsIMa BJIOIIaBaHe ¢ >15 OyKBU, ¥ MPOICHTHT HA MAIUCHTUTE, ITPU KOUTO UMa TIOA00pEHUE C

Hai- Maiko 15 Oykeu npu BCVA OT U3X0AHOTO HUBO JI0 ceaMuIia 52.

B cenmuna 52 manpenTuTe B paMOTO Ha JICYCHHE U YABIDKABAHE C 2-CEIMUYHU KOPEKIMH TTOJTydaBaT
cpeano 9,0 OykBH OT U3XOAHOTO HUBO B cpaBHEHUE ¢ 8,4 OyKBHM 3a Te3M B rpynara ¢ 4-ceIMUIHU
kopekiuu [Pasnuka B LS B 6yksure (95% CI): -0,4 (-3,8;3,0), ANCOVA]. IIpoueHThT Ha
MAIMEHTHUTE, P KOUTO HsMA BJIoIIaBaHe ¢ >15 OykBu, B IBETe paMeHa Ha JiedeHue ¢ cxojeH (96,7%
B IpymaTta ¢ 2-ceqMU4YHU Kopekuuu 1 95,9% B Ta3u ¢ 4-cenMuunu kopekuun). [IpoueHTsT Ha
NalyueHTHTe, IPU KOUTO nMa nojgodpeHue ¢ >15 6yksu B ceamuna 52, e 32,5% B rpynata

¢ 2- cenmuynaM Kopekiwu 1 30,9% B Ta3u ¢ 4-ceqMUUHU KOpeKIUH. [IpOLEHTHT Ha MAIUEHTHUTE C
WHTEpBaJa Ha JIeueHue, yabbkeH 10 12 ceamuny unu noseue, e 42,3% B rpynata ¢ 2-ceIMUYHH
kopekuun u 49,6% B Ta3u ¢ 4-cenmuyuH Kopekuun. OCBeH TOBa, B IrpymnaTa ¢ 4-CeAMUYHN

kopekuun 40,7% OT MallMeHTUTe ca ¢ MHTepBa, yabibkeH o 16 ceamumu. [Ipu nocneanoro
nocenieHue 10 ceamuna 52 56,8% u 57,8% OT nanueHTTe ChOTBETHO B TPYIHTE C 2-CEIMUYHH

U 4-ceIMUYHM KOPEKLUH Ca C TUIAHUPaHa CJIe/IBAIlla MHXKEKIMS B MHTEPBA OT 12 ceIMULIN HITH
noBeye.

Ipe3 BTOpaTa roguHa OT MPOYYBAHETO, €HUKACHOCTTA B MOBEUYETO CIIyYaH Ce 3ama3Ba J0 MOoCieAHATa
OIIeHKa B ceamuIa 96 BKIFOYUTEHO, ChC CPEAHO MOA00pEHUE OT U3XOAHO HUBO 7,6 OYKBH 3a rpymnara
¢ 2-ceAMUYHHU KopeKuu U 6,1 OykBH 3a TpymnaTa ¢ 4-ceAMUYHN KOpeKIHHU. [IpoleHThT Ha
MaIMEHTHUTE, KOUTO ca YIB/DKWIA HHTEpBaa Ha JedeHue 10 12 ceqMuIy wiu noseye, ¢ 56,9% B
rpynara ¢ 2-ceqMuuHu Kopekiuu u 60,2% B rpynara ¢ 4-ceAMUYHN KOopeKImuy. [Ipu mocineqHoTo
nocemnieHue npenu cenmuiia 96 64,9% u 61,2% 0T manUeHTUTe B IPyIUTE ¢ 2-CEAMUYHU

1 4- ceIMUYHM KOPEKIIMH Ca ChOTBETHO C IJIAHUPaHa CJIEBaIa HHKCKIUSI B MHTEPBAJ

ot 12 cepmunu wim nioseve. [Ipe3 BropaTa rofivHa OT JICYCHUETO MAIUCHTUTE B TPYIUTE

C 2-CeIMUYHH U 4-CeIMIYHH KOPEKIINH MOTy4aBaT ChOTBETHO CPeIHO 3,6 1 3,7 WHIKEKITHUH.

[Ipe3 2-roaumuiHus nepuo; Ha JICUSHHE MaIlMeHTUTE moty4aBat cpeaHo 10,4 umxekuu.

3pUTENHNTE ¥ CUCTEMHHTE TPOQUIN Ha O€30MMacHOCT ca MoA00HH Ha 0e30MacHOCTTa, HaboJaBaHa B
ocHoBHuUTe npoyuBanus VIEW1 u VIEW2.

ARIES e 104-ceiMUYHO MHOTOIICHTPOBO, PAaHIOMHU3HPAHO, OTBOPEHO, AKTUBHO KOHTPOIUPAHO
npoy4BaHe IpHu 269 nanueHTH ¢ HeJleKyBaHa BiaxkHa B/IM, npenHa3zHaueHo J1a OLCHH He MO-MajiKaTa
e(pHUKacCHOCT, KaKTO M 0E301I1aCHOCTTA Ha JIeUeHHE U MPOIbJKaBaHe Ha CXeMara Ha IpUiaraHe,
3all0YHATO CJIe/ 3 TOCIIeIOBAaTEIHA MECEYHH JI03H, TTOCJIEABAHH OT yIBbJDKABaHE JI0 IByMECCUCH
MHTEPBAJI HA JICYCHHE CIIPSMO JICUCHUE U TIPOIbJDKAaBaHEe HAa CXeMaTa Ha MpHjIaraHe, 3all09HaTo Clie]
I'bpBaTa TOAMHA OT JIEYESHUETO.

[IpoyuBanero ARIES m3ciienBa chIio mporieHTa Ha MalueHTHTE, KOUTO C€ HYXAAAT OT MO-9ECTO
JIeYeHUE, OTKOJIKOTO Ha BCEKH 8 CEIMHUITH, Bb3 OCHOBA Ha PEIICHUETO HA M3CIIEA0BATEIIS.

Ot 269 naumeHTH 62 MaMeHTH ca MoJlyyaBaiy M0-4eCTO NpUIaraHe MoHe BEAHBXK 0 BpeMe Ha
npoy4BaHeTo. TakuBa MalMeHTH OCTaHABaT B IPOYYBAHETO U MOIy4aBaT JICUCHHE CTIOPE
Haii-100paTa KIMHUYHA MPEIeHKa Ha U3CIIeI0BaTelNs, HO HEe 0-YECTO OT BCEKH 4 CEIMMIN U
WHTEpBAJIUTE UM Ha JIeueHHEe MOrar 1a ObJaT YABIDKEHA OTHOBO ciiel] ToBa. CpeJHUAT HHTEpBaI Ha
JICYCHHUE CIIe]] PEIICHUETO 3a Mo-decTo jJeueHue ¢ 6,1 ceqmurn. BCVA Ha cenmunia 104 e mo-aucka
IPH MAIUEHTH, KOUTO C€ Hy>KAAAT OT MO-MHTCH3UBHO JICYCHHE TTOHE BEAHBK B X0/1a HA IPOYYBAHETO,
B CPaBHEHHE C MALMEHTH, KOUTO HE Ce HYXKIaAT, U cpeHaTa npoMsiHa B BCVA oT U3X0JHOTO HUBO 110
Kpas Ha npoyuBaHeTo € +2,3 + 15,6 OykBu. OT manueHTure, JeKyBaHH mo-4ecto, 85,5% moaabpxar
3peHue, T.e. 3aryosar mo-mMaiko ot 15 6yksu, a 19,4% nony4asar 15 nnu noseue Oykeu. [Tpogunst
Ha 0€30MacHOCT Ha MAIMEeHTHTE, JIEKYBaHH IT0-9€CTO OT BCEKH 8 CEIMUIIM, € CPABHUM C JIAHHHUTE 32
6e3onacHoct B VIEW 1 u VIEW 2.
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Omox na maxynama ecnedocmsue na OL[PB

BezonacnoctTa 1 epukacHOCTTa Ha adIMOEPLENT ca OLEHEHH B BE PaHJOMU3UPAHH,
MHOTOLEHTPOBH, IBOWHOMAaCKHPaHH, MJ1ane00-KOHTPOIUPAHH NPOYYBaHUs TP NAUEHTH C OTOK Ha
Mmakynara Beneacteue Ha OLIPB (COPERNICUS u GALILEO) ¢ o610 358 narpieHTy JIeKyBaH! U
MOAXOIAIIN 32 OLICHKA Ha edukacHocTTa (217 ¢ adumbepiienTt). Bh3pactra Ha NAalMEHTUTE Bapyupa

ot 22 no 89 roaunu, cpenHo 64 rogunu. B OLIPB npoyuBanusra, mpubiusutento 52% (112/217) ot
MAIMEHTHUTE, PAaHJIOMHU3UPAHH 3a JIiedeHHe ¢ auuOeprent ca OuiIK Ha Bh3pacT 65 roauHu win
MO-Bb3pacTHH, U npuoau3nTesiHo 18% (38/217) ca Ounu Ha BB3pacT 75 roguHU WK [T0-Bb3pacTHH. B
JBETE NPOYYBaHUs MALMEHTHTE ca Pa3NpeesieH Ha CIydaeH IPUHLIKI B ChOTHOLICHUE 3.2 B rpynara
3a MHKeKTHpaHe Ha adubepuent 2 mg Ha Bceku 4 ceqmunu (2Q4), uim B KOHTPOJIHATA IpyTa 3a
HMHKEKIUH C TUTale00 Ha BCeKH 4 CeaMUIIH, 3a 001110 6 IpUI0KEHHMS.

Cnen 6 exxeMeceYHM MH)XEKLINH MAHUECHTUTE Ca MOTyYaBall JIEICHUEe CaMO aKo ca OTTOBaPsUIN Ha
MpeIBapUTEITHO OTIpEeIEIeHN KPUTEPUH 32 JICUCHNE, C U3KIIIOUEHHE Ha TallUeHTUTE B KOHTPOJIHATA
rpyna Ha npoyuBaneTo GALILEO, KOUTO ca MpoIXbJDKUIIM Ja OyvaBart rmiamnedo (KOHTpoIa Ha
KOHTpoJarta) A0 ceamuua 52. OT Ta3u BpeMeBa TOUKa, BCHUKH MMAIEHTH ca OWIM Ha JISYeHHUE, ako ca
OTTOBApAJIN Ha IPEABAPUTECIIHO OIIPCACIICHUTE KPUTCPUU.

U B 1BETE MPOYYBaHUS MbPBUYHATA KpaifHa TOYKA 3a €(PUKACHOCT € OWJI MPOICHTHT MAUEHTH, KOUTO
ca ce nmoxoopwu ¢ moHe 15 6yksu B BCVA Ha ceqmuma 24, B cpaBHEHHE ¢ U3XOAHO HHBO.
BropuyHarta nmpoMeHIIMBa 3a e(h)UKACHOCT € OMIa MpOMsiHA B 3pUTEIIHATA OCTPOTA B ceAMuIa 24 B
CpaBHEHHE C H3XOJHOTO HHBO.

Pasnukara MexIy TepaleBTUUHUTE TPYIH € OMla CTATUCTHYECKY 3HAYMMa B 10J13a Ha aiuodepIient u
B JIBETE MPOyUYBaHUs. MaKCUMaJIHOTO O100pEHNE Ha 3pUTeNIHATa OCTPOTA € JOCTUTHATO Ha Mecell 3 C
rmocIeABamo crabunusupane Ha 3putennarta octpora 1 CRTao mecern 6. CratucTruyecky 3HaUnMaTa
pasiuKa e MoAIbpKaHa 0 CeAMHUIA S52.

[ToxpoOHYU pe3yaTaTi OT aHAIM3a Ha JIBETe NPOYYBaHMS ca OKa3aHH B Tabnuia 3 U Ha
¢urypa 2 mo- goiy.
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Ta6auua 3: Pesynratu 3a eukacHoct Ha ceqmuna 24, ceqvmuna 52 u ceamuna 76/100 (Lsnara ananusupana rpyna ¢ LOCF®) B mpoyusanus COPERNICUS u

GALILEO
Pesyarartu 3a COPERNICUS GALILEO
epuxacHoct
24 cenmMunu 52 cexmunm 100 cexmunu 24 cenmunu 52 cenmunu 76 ceamuuu
Aduanbepuent | Kourpoaa |Aduubepuent Kontpona® | AdauGepuent® | Kourpona® | Adaubepuent | Kontpona | Adaubepuent | Kontpona |Adaubepuent® | Konrpona™
2mg Q4 (N=173) 2mg (N=73) 2mg (N=73) 2mg Q4 (N =68) 2mg (N =68) 2mg (N =68)
(N=114) (N =114) (N=114) (N =103) (N =103) (N =103)
IIpouent
MALUCHTH C
nogobpenue 56% 12% 55% 30% 49,1% 23,3% 60% 22% 60% 32% 57,3% 29,4%
> 15 Gyksu ot
H3XOIHOTO
HHBO
Iperersena 44,8% 25,9% 26,7% 38.3% 27,9% 28,0%
pazmuka™® A (33,0, 56,6) (11,8,40,1) (13,1, 40,3) (24.4,52,1) (13,0, (13,3,
(95% ) 42,7) 42,6)
p-croiinoct 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 38 13,0 15 18.0 33 16,9 38 13,7 6,2
pesynTar 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
H3XOAHOTO
HHBO
(SD)
Paznuka B LS
cpenHa 21,7 12,7 11,8 14,7 13,2 7,6
croinoct B (17,4, 26,0) (7,7,17,7) (6,7, 17,0) (10,8, 18,7) (8,2, (2,1,
) 18,2) 131)
(95% )
p-croiiHocT p <0,0001 p <0,0001 p< p <0,0001 p< p=0,0070
0,0001 0,0001

A)

Pasnukara e apuubeprient 2 mg Q4 cenmui MHHYC KOHTPOJIa
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B)

B)

)

E)

)

Pasnukara u noBepureanusT uatepsain () ce uzuuncissar, karo ce uznonssa rect Ha Cochran-Mantel-Haenszel (CMH), kopurupas 3a perrioH (AMepuKa CpsiMO OCTaHajlaTa 4acT OT CBeTa 3a
COPERNICUS u Espona cripsimo Asusi/Tuxookearncku peruot 32 GALILEO) u uzxoana kareropust o BCVA (> 20/200 u < 20/200)

BCVA: Haii-no6pe kopurupana sputenta octpora (Best Corrected Visual Acuity) ETDRS: IIpoyuBane ¢ panHo Jeuenue Ha quaberna peruHonarust (Early Treatment Diabetic Retinopathy
Study)

LOCEF: Ilpenacsize Ha qanuuTe OT nocnenHoTo Habmoaenue (Last Observation Carried Forward) SD: CraHmapTHO OTKIIOHEHHE

LS: Cpenuu croifHOCTH IO METO/Ja Ha Haii-MaJKkuTe KBaapaTH, noiaydeHn or ANCOVA

Pa3muxka B LS u nosepurenen nnTepsan Ha 6a3ara Ha Mogen ANCOVA c dakropu: rpyma Ha JieueHue, perioH (AMeprka cipsiMo octaHanara yact ot ceeta 38 COPERNICUS u EBpomna cripsimo
Asus/Tuxookeancku peruos 3a GALILEO) u usxoxna kateropus no BCVA (> 20/200 u < 20/200)

B npoyusanero COPERNICUS nanneHTHTE B KOHTpOJIHATA TPyIIa ca MOTJIM Ja IoJy4aBar admOepIenT Ipy Bb3HUKBAHE Ha HYX/a, C YeCTOTa BEIHEX Ha BCEKH 4 ceqMUIM OT cenmuna 24 1o
ceaMHuIia 52; MalMeHTUTe ca UMai BU3UTH Ha BCEKH 4 CEIMUIIU.

B npoyusanero COPERNICUS kakTo manueHTHTe 0T KOHTPOJIHATA TPYIIa, Taka U HalueHTUuTe Ha aduubeprient 2 mg, ca noiaydaBanu adiaudepent 2 mg npy Bb3HUKBAHE Ha HYXKJa C 4eCTOTa
BEJJHBK Ha BCEKH 4 CEIMHULIM OT ceamMuLa 52 1o cenmuua 96; NalueHTUTE ca UMalIM 3aIbJDKUTEIHN BU3HTH Ha 3 MECella, HO € MOXKeJIo J1a ObAaT MpEeriIek/laHy ¥ Ha BCEKU 4 CEIMHUIIM, aKo €
HEOOXOIUMO.

B npoyusanero GALILEO kakTo marnueHTHTe B KOHTPOJIHATA TPy, Taka ¥ ManueHTuTe Ha adanbepuent 2 mg, ca moxy4aBany agaubeprent 2 mg npyu HyX/a, Ha BCeKH 8 ceAMHUIH OT
ceqMuIia 52 1o cenmuIia 68; maleHTUTE ca UMaJH 3aJbDKUTEITHA BU3UTH Ha BCEKH 8 CEIMUIIN.
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®urypa 2: CpeaHa mpoMsiHA OT M3XOIHOTO HUBO 10 ceamuiia 76/100 B 3puTenHaTa ocTpoTa 1o rpyImm
Ha jedenue 3a npoyuBanusiata COPERNICUS u GALILEO (Ilsutata ananu3upaHa rpyra)

CpegHa npomMsiHa B 3puternHa

CpegHa npomMsiHa B 3putenHa

ocTpoTa (bykBu)

ocTpoTa (bykBu)
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Ceamuum
—d—— Adnubepuent 2 mg ——{—— KoHTtponHa rpyna

3 MokasBa npeMMHaBaHeETO Ha KOHTPOMNHaTa rpyna kbM PRN neyenue ¢ adpnubepuent 2 mg

B GALILEO, 86,4% (n = 89) ot rpynara Ha adnmbepuent u 79,4% (n = 54) ot rpynara Ha miane6o
ca 6mmu ¢ OIIPB nepdy3us Ha u3xoaH0 HUBO. B cemmuma 24, ToBa ca 6mmu 91,8% (n = 89) B rpymara
Ha adaubeprent u 85,5% (n = 47) B rpynara Ha miane6o. Te3u MpOmOPLIUH Ce MOAIbPKAT B
cenqmuna 76, ¢ 84,3% (n = 75) B rpynata Ha adpaubepuent u 84,0% (n = 42) B rpynaTa Ha mane6o.

B COPERNICUS, 67,5% (n = 77) ot rpynara Ha apaubdepuent u 68,5% (n = 50) ot rpymara Ha
mane6o ca omnmu ¢ OLIPB nepdy3us Ha uzxonno HuBo. B ceamuiia 24, Tosa ca owu 87,4% (n = 90) B
rpynara Ha adumoepuent u 58,6% (n = 34) B rpynara Ha miane6o. Te3u npornopuuu ce moIbpxaT B
cenmuria 100, ¢ 76,8% (n = 76) B rpymnara Ha apnubdepuent u 78% (n = 39) B rpymnara Ha 1uare6o.
[ManmenTrTe B rpynara Ha miamne0o ca uMalli MpaBo Jia mojiydyasar aQuuOeprenT oT ceaMuiia 24.
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BnaronpuatHUST epeKT OT JIeYeHHEeTo ¢ aduInOepIenT BPXY 3pUTeHATa (YHKIUS € IOJJ00CH B
W3XOJHUTE MOJTPYITH OT MAMeHTH ¢ epdy3us u 6e3 nepdysust. EQexture Ha edeHHeTo BB BCUIKH
OIICHSIEMU TIOATPYITH (HAIP. BB3pacT, MOJ, paca, 3pUTeiHa OCTPOTa Ha U3XOHO HUBO,
npoabinkuTeTHOCT Ha OLIPB) BBB BCSIKO OT MPOyYBaHUATA ca OMIIM MPUHITUITHO ChOTBETCTBAIIM Ha
pe3ynraTuTe B OOIIUTE MOy IAIIH.

[Ipu ananmu3a va 0600menute nanau ot GALILEO u COPERNICUS adunubepuienT mokassa
KJIIMHUYHO 3HAYMMHU MPOMEHHU OT U3XOHOTO HUBO 3a MPEABAPUTEIIHO ONpejieieHaTa BTOPUYHA KpaiHa
TouKa 3a eukacHOCT. BorpocHuK 3a 3purenHara ¢pyHkius Ha HanroHanHus odraiMonoruueH
nuctutyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25). Bennunnara Ha Te3u
MIPOMEHMU € 1Mo100Ha Ha HAOII0/IaBaHaTa B MyONMKYBaHNUTE KIIMHUYHH MTPOYYBaHUs, KOSTO
ChOTBETCTBA Ha npubaBsiHe Ha 15 Oykeu B Hali-moOpe koHTponupaHa 3puTeiiHa octpoTa (Best
Corrected Visual Acuity, BCVA).

Omox na maxynama éciedocmsue na OPPB

BezomnacHocTTa 1 erkacHOCTTa Ha ahIUOEPIIETIT ca OIICHEH! B €IHO PaHJIOMHU3UPAHO,
MHOTOIEHTPOBO, IBOMHOMACKHUPaHO, aKTHBHO-KOHTPOJIMPAHO MPOYYBAHUE TPH MAINKUEHTH C OTOK Ha
makynata Beaencteue Ha OPPB (VIBRANT), koeTo BKITIOYBa XeMHUPETUHATTHA OKITY3Us Ha BEHA.
06110 181 manmeHTH ca JIeKyBaHU U ca OMIIN ITOAXOIAIIN 32 OIIEHKa Ha eukacHocTTa (91 ¢
adnubepuent). Bp3pacTra Ha manmeHTHTe Bapupa ot 42 no 94 roauawn, cpeaHo 65 ronuau. B
npoyuBaneTo 3a OPPB, npubmusurento 58% (53/91) ot nanyeHTUTe, paHI0MU3UPAHU 3a JICUCHUE C
adumbepuenT ca Onny Ha BB3pacT 65 roIMHMU WK NO-Bb3pacTHH, U npubn3utenHo 23% (21/91) ca
OwTM Ha BB3pacT /5 TOAWHU WX TIO-BB3PACcTHU. B poyYBaHETO MaMeHTUTE ca paHJAOMU3HPAHU B
crotHomeHue 1:1 B rpyna Ha adumbeprient 2 mg Ha BCEKU 8 ceiMUIIU clie]] 6 HaYaJlHU MECEUHU
WHXKEKLIMH, WK Ha JIa3epHa (OTOKoaryamnys, MpuiokeHa Ha U3X0AHO HUBO (HapedyeHa
,,J1a3ep-KoHTpoinHa rpymna‘). [lanueHTuTe B 1a3ep-KOHTPOIHATA TpyIa MOTaT Ja MoydaT
TOTTBITHUTETHA Ja3epHa (GoToKoarynanus (HapeueHa ,,CIacCUTeTHO JIa3epHo JeueHue ), 3a1oyBaiia B
ceamuna 12 ¢ MuHMManeH uHTepBal oT 12 cenmuny. B3 ocHOBa Ha TIpeIBAPUTEITHO ONpeeSICHH
KpUTEpUH, MMalMEHTUTE B TPYIIaTa C Ja3ep MOraT Jia ToIydaT CIIaCUTEHO JICUEHHE C

adumbepienT 2 mg ot ceamuia 24, puiiaraHa Ha BCEKH 4 CeIMUIIM B TIPOIbIDKEHKE Ha 3 Mecela,
MoCJeIBaHO Ha BCEKH 8 CeIMUIIH.

B ximmandHOTO NipoyuBane VIBRANT, mepBudHaTa KpaiiHa TOYKA 32 €(PUKACHOCT € OFIT POIICHTHT
MAIUeHTH, KOUTO ca ce moaoopunu ¢ none 15 Oyksu B BCVA Ha ceqmuia 24 B cpaBHEHHE ¢
W3XOAHOTO HUBO KaTO TpymnaTa Ha aduOeplenT NPeBb3X0XkKAa Ta3u Ha Ja3epHHUs KOHTPOJL.

BropuuHara kpaiiHa Touka 3a e(uKacHOCT Oellle MPOMsHA B 3pUTEIHATa OCTPOTa B ceamuiia 24 B
CpaBHEHHE € U3XOJHOTO HUBO, KOSITO € OMjla CTATUCTUYECKU 3HAUYMMa B 0132 Ha adiubeprent B
npoyuBaneto VIBRANT. [logoOpenue Ha 3puTenHaTa OCTPOTA € HACTHITAIIO OBbP30 U JOCTUTHATO Ha
Mecel 3 ¢ MMoCIeABaIlo MOoAIbpKaHe Ha edekTa 10 Mecel 12.

B rpynata Ha na3epeHo JieueHue, 67 manueHTH ca MoJy4YHiIi CIIACUTEINIHO JIedeHue ¢ aguubdepuent,
3amoyBallo B ceqmuna 24 (akTMBHA KOHTpoJia/Tpyna Ha adiaubepuent 2 mg), KOETO BOJH O
moI00peHHe B 3pUTEIHATA OCTPOTA C OKOJIO 5 OyKBH OT ceamuiia 24 1o ceamuiia 52.

[MonpoOHM pe3ynTaT OT aHaNKM3a Ha KTHHUYHOTO npoyuBane VIBRANT ca nmoka3anu B Tabnuna 4 u
Ha ¢urypa 3 mo-ao0may.
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Ta6smua 4: PesynraTtu 3a eukacHocT B ceamuiia 24 u ceamuia 52 (LsnaTta aHanu3upaHa momyJianus
¢ LOCF) B ximmanuHOTO TIpoyuBade VIBRANT

A)
b)

B)

I

Y]

E)

Pe3yarartu 3a epukacHocT VIBRANT
24 ceqmuim 52 cepmuim
Adumbepuent 2 mg | AxTtuBHa | Adumbepuent AKTHBHA
Q4 KOHTPOJ1a 2mg Q8 KOHTPOJ1a
(N =91) (;1a3ep) (N=91)D (;1azep/Aduubepuent 2
(N =190) mg”)
(N =90)
IMpotieHT NarueHTH ¢
nogobpenue > 15 Oyksu ot 52,7% 26,7% 57,1% 41,1%
U3X0JHOTO HHBO (%)
Tperernena pasnuka™d % 26,6 16.2%
(95% A1) (13,0, 14,1) (2,0, 30,5)
p-cToiHOCT p=0,0003 p=0,0296
Cpenna npomsaHa B BCVA,
u3mepena upe3 ETDRSC 17,0 6,9 17,1
CKOp 3a OYKBH OT (11,9 (12,9) (13,1) 12,2 (11,9)
M3X0HOTO HUBO (SD)
Pasnuka B LS cpenna 10,5 52
croiHOCTAP) (7,1, 14,0) (1,7,8,7)
(95% AN) p<0,0001 p=0,0035F)
p-cToiiHOCT

Pasnukara e adaudepuent 2 mg Q4 ceaMuitn MUHYC KOHTpOJIa (Jiazep)
Paznukara u 95% nosepurennust unrepsain (JI1) ce u3uucnsaBar, Kato ce U3MOJI3BA TECT HA
Mantel-Haenszel, kopurupan 3a pernos (CeBepHa AMeprka crpsMo SINOHHS U U3X0HA KATErOpHs 1Mo

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

Paznuka B LS 1 95% nosepurenen unrepsan Ha 6azata Ha mogen ANCOVA c rpyna Ha jedeHue,
usxoaHa kateropus o BCVA (> 20/200 u < 20/200) u peruoH (CeBepHa AMepHKa cripsmMo SmoHwus)
KaTo JABITOTpaliHu eekTH 1 n3xoaHa kateropus no BCVA karo koBapuara.
Ot ceqmuna 24 WHTEpBaIa Ha JCUCHKE B TPyIaTa Ha JICUCHUE ¢ aIMOEPIIEIIT € yIBJDKCH 38 BCHUKH
MmareHT oT 4 ceamunu Ha 8 ceaMuIy rmpe3 ceamuua 48.
B HavganoTo Ha cenMuIa 24 NaMEHTHUTE B IPyIIaTa Ha JEYEHHE C JIa3ep Morar Ja [oJIy4aT CachTeIHa
Tepanus ¢ aduInOepIEenT, ak0 JOCTUTHAT MOHE €ANH MPEABAPUTEITHO ONPEEIICH KPUTEPHil 3a
npurogHocT. OO0 67 mMarueHTy B Ta3: TPyIia ca MOTYIHIIN CIIAaCUTEIHO JieueHue ¢ arndepernt.
dukcupanaTa cxema Ha JieueHue ¢ aduuoepLent e Tpu nbTH adgaudepuenTt? mg Ha BCEKU 4 CeMUIH,
TIOCJIE/IBAaHO OT MHXKEKIMY Ha BCEKU 8 CeIMUIIH.

Homunanhna p-croifHOCT
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®urypa 3: Cpenna npomsiHa B BCVA, n3Mepena upes ckop 3a 6yksu mo ETDRS oT u3xo1H0TO HUBO
10 ceaMHuIa 52 B KIMMHUYHOTO npoyuBane VIBRANT

20 VIBRANT

ocTpoTa
(6ykBu)

CpefiHa npomsiHa B 3puUTenHa

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
Cegomuum

e Adonunbepuent 2 mg —O— NasepHo koHTponHa rpyna

Ha m3x01HO HUBO I€NTBT HAa MAMEHTHTE ¢ TIepdy3us B rpymnara ¢ agpauOepIenT 1 rpynuTe Ha JIeUeHue
c nmaszep e cboTBeTHO 60% 1 68%. B cenmuiia 24 te3u asose ca cborBeTHO 80% 1 67%. B rpynara Ha
JieueHue ¢ apauOepIenT NpoICHTHT Ha MAIUSHTH ¢ epdy3us ce 3ama3pa jgo0 ceamuiia 52. B rpynara
Ha JIeYeHHE C Ja3ep, KbJETO MAUESHTHTE ca OMIIM MOAXO/IAIIN 3a CIIACHTEIHO JieueHue ¢ adaudepuent
OT ceaMuua 24, AeTbT Ha HALMEHTUTE ¢ epdy3us ce e yBenuuui 10 /8% B cenmuna S2.

Huabemen maxynen edem

BesomnacHoctTa 1 eukacHocTTa Ha ad)IMOSPIICTIT Ca OLICHEHU B JIBC PaHIOMU3UPAHHU,
MHOTOLICHTPOBH, JIBOWHO3ACIICTICHH, aKTHBHO-KOHTPOJIMPAHH NMPOoyuBaHus rpu nanueHtu ¢ JIME
(VIVIDPME 1 VISTAPME) 0610 862 nanuenTtu ca 61 1eKyBaHHU M OLIEHSAEMH 3a e()UKacHOCT, 576 ¢
adubepuent. Be3pactra Ha nanmenTuTe Bapupa ot 23 1o 87 roaunu, cpeato 63 roaunu. B
npoyuBanusTa 3a JIME, npubmmsurenno 47% (268/576) ot manueHTUTe, paHIOMU3UPAHU 32 JICUCHHE
¢ agumOepuenT ca OWIM Ha Bb3pacT 65 TOIUHU WM TI0- Bb3pacTHHU, U npudmusutenHo 9% (52/576) ca
OWIM Ha BB3pacT 75 TOAMHU WM MO-BB3pacTHU. [IoBeUEeTO MAI[MEHTH B ABETE MPOYUYBAHMS ca OUITH ¢
nuader tum I1.

B aBete nmpoyuBaHUs MAIMEHTUTE ca O pa3Npe/eNicHH Ha CIyJYacH MPHUHITUI B

cpotHomieHue 1:1:1 B 1 ot 3 cxeMu Ha J03UpaHe:

1) aduOepLenT, MPUIAraH 1Mo 2 mg Ha BCEKU 8 CeMUIIM Clied 5 HaYalHN €KEMECCUHN MHKEKIIUN
(admmbeprient 2Q8);

2)  aduubepuenT, npuiaran o 2 mg Ha Bceku 4 cenmuii (adaudepuent 2Q4); u

3)  masepHa oTOKOAryJaanus Ha Makysara (aKTHBHA KOHTPOJIA).

Karto ce 3amoune B cenmuna 24, naiiueHTUTE, EKBUBAJICHTHU HA PEABAPUTEIIHO ONpPEJIENICH Mpar Ha
3ary0a Ha 3pe€HHMEeTO, ca OMIM IOAXO AN 3a [10JIyYyaBaHe Ha JOIbIHUTEIIHO JICUEHUE: TAI[IEHTUTE B
rpynute Ha ahauOepLenT e MOKeJIo Ja MoyvaBart JICUeHHe C Jla3ep, a HallUueHTUTEe B KOHTPOJIHATA
rpymna e MOKeJo Ja moiay4asaT adaulepuent.
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B nBete npoyuBanns oCHOBHaTa KpaifHa TOYKa 3a e(h)MKacHOCT € Ouyia cpeHaTa MpOMsSHA OT U3XO0HO

uuBo Ha BCVA B ceamuia 52 kato asere rpynu adaudepuent 2Q8 u
admbepuent 2Q4 neMOHCTPHpAT CTATUCTHYECCKA 3HAYUMOCT U TO MO-BUCOKA OT Ta3M MpU
KOHTpOJIHAaTa rpyma. Tasu mon3a e 3anaszeHa a0 ceamuna 100.

[MoapoOHM pe3yaTaTh OT aHaam3a Ha npoydsanusra VIVIDPME y VISTAPME ca nokasanu B
Tabnuua 5 u purypa 4 no-momy.
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Ta6auna 5: PesynraTu 3a epukacHocT Ha ceaqmuna 52 u cenmuna 100 (Isara ananusupana nonynanus ¢ LOCF) B mpoyusanus VIVIDPME i VISTAPME

Pesyararu 3a VIVIDPME VISTAPME
eduxacHoct
52 cexmuun 100 ceamuuu 52 cexmuun 100 ceamumm
A¢pummbepy | Apiaubepy | AKTHBHA Admdepu | Adandepue AKTHBHA Admdepue | Adaudepue AKTHBHA Adimdepue | Aduudepue | AKTHBHA
enTt enT KOHTpoOJIa enT nr KOHTpoOJIa nr nr KOHTpOJIa nr nr KOHTpoOJIa
2mg Q8~A 2 mg Q4 (s1azep) 2mg Q8 A 2 mg Q4 (s1azep) 2mg Q8 A 2 mg Q4 (s1azep) 2mg Q8 A 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)

Cpenna npomsiHa
B BCVA,
nu3MepeHa no

vil
ETDRSA ckop 3a 107 105 12 9,4 11,4 0,7 10,7 12,5 0,2 111 115 0,9
OyKBH OT
U3XOAHOTO HUBO
Paznuka B LS
S CTOMHOCT 9,1 9,3 8,2 10,7 10,45 12,19 10,1 10,6
(97,5% JTHD) (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)
[Ipouent
HALUeHTH C
mo00peHme o o o o 0 o
> 15 GykBu OT 33% 32% 9% 31.1% 38,2% 12,1% 31% 42% 8% 33.1% 38.3% 13,0%
H3XOIHOTO HHBO
Kopurupana o 23% 34% o 0
pasmka & B A 24% 23% 190% | 423'_ 13/;’ 5 (13.5; 24.1; (925%"6) (152%832 N
(97,5% 1) (13,5; 34,9) | (12,6; 33,9) (8,0; 29,9) e 33,1) 44.4) e e

Cren 3amouBaHe Ha JIe4EHHE C 5 eXEeMECEUHH HHKEKIIUU

LS cpenna croiiHocT u moBepuTeneH HHTepBaa Ha 6a3zara Ha Mojge1 ANCOVA ¢ BCVA onpezensiHe Ha M3X0JJHO HUBO KaTo KoBapuara 1 (akTop 3a rpyna Ha jiedenue. OCBeH ToBa 3a
VIVIDPME kato ¢akrop e Bxmoden peruonsT (EBpona/ABctpanus cripsamo SInormus), a 3a VISTAPME xato paxrop e Brmouena anamuesa 3a MU u/umu CVA

Pa3nukara e rpymara ¢ agimbeprienT MUHYC rpymara ¢ akTHBHaTa KOHTpOJIa (J1a3ep)

Pa3muxkara ¢ qoBepurener untepsai (M) 1 cTaTHCTHYECKH TECT ce U3UUCIIABAT, KaTo ce M3Moi3Ba cxeMa Ha Mantel-Haenszel, kopurupana 3a pernos (EBpona/ABctpanus cipsivo SImnonus) 3a
VIVIDPME 4 anamuesa 3a MU n/unun CVA 3a VISTAPME
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BCVA: Haii-no6pe xopurupana 3purensa ocrpora (Best Corrected Visual Acuity)
ETDRS: IIpoyuBane ¢ panHo jeueHne Ha auaberHa peruHonarus (Early Treatment Diabetic Retinopathy Study) LOCF: IIpenacsine Ha nanHuTe oT nocieanoto Habmoaenue (Last Observation

Carried Forward)
LS: Cpennu cToifHOCTH IO METOa Ha Hail-MalKuTe KBaapartu, noiaydenu oT ANCOVA JIU: JloBepuTeneH HHTEpBa
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®durypa 4: Cpenra npomsHa B BCVA, u3mepena ape3 ckop 3a 6yksu mo ETDRS oT u3x01H0 HEBO 110
cenmuna 100 B mpoyusannsara VIVIDPME g VISTAPME
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Cegmuum

VISTA

CpepHa npomMsiHa B 3pUTenHa ocTpoTa
(6yksu)

4 12 20 28 36 44 52 60 68 76 84 92 100

Ceomuum

—l— Adrmbepuent 2mg Q8 —d—— Adbrimbepuent 2 mg Q4 ceamuum

ceammum
JNlasepHo KOHTpOMHa rpyna

EdextuTe OT Me4eHnEeTO B OLIEHAEMUTE MOATPYIH (HAIp. BB3pacT, 1o, paca, HbAlc Ha m3xomHO
HUBO, 3pUTEITHA OCTPOTA Ha U3XOJIHO HUBO, ipeaxoHa antu-VEGF Tepamnusi) BbB BCIKO MPOyYBaHE U
B KOMOWHHpPaHHSI aHAIU3 KaTo I5UT0 ca OMIIM B ChOTBETCTBUE C PE3YJITATHTE B OOIIUTE MOMYJIAINH.

B npoyusanusTa VIVIDPME g VISTAPME croteetnO 36 (9%) 1 197 (43%) nanuenTy ca noayyaBaim
npenxoaHa antu-VEGF Tepanus, ¢ 3-MecedeH HiId HO-IbJIbI IEPHO] Ha ouncTBaHe. EQekTure oT
JICYCHUETO B MTOATPYIIaTa MAIMEHTH, KOUTO ca JieKyBanu ¢ naxuoutop Ha VEGF, ca 6wimm momo6Hu Ha
HabroaBaHUTE NIPH MALMEHTH, HeJleKyBaHu ¢ naxuoutop Ha VEGF.

[TanmenTtuTe ¢ GrIaTepaTHo 3a00JsIBaHe ca OMIM OAXOoasIIHy 3a aHTh- VEGF neuenue Ha npyroTo
OKO, aKO TOBa € GUJIO OLIEHEHO KaTo HE0OX0MMMO OT Jiekaps. B npoyusaneto VISTAPME 217 (70,7%)
OT MANMEHTUTE Ha aIUOEPIIENT ca MOTyYaBalN ABYCTPAHHU MHXEKIIUK adaubepIent 10

cenvuna 100; B npoyusanero VIVIDPME 97 (35,8%) ot manuenTnTe Ha aQaubeplenT ca nojyvaBaim
pasznuuHo antu-VEGF neuenue B Apyroro oko.
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He3saBucumo cpaBuurenno npoyusane (DRCR.net Protocol T) e usnon3paio rbBKaBa cxema Ha
no3upane, 6asupana Ha ctporu OCT u 3puTeTHN KPpUTEPUH 32 TIOBTOPHO JIeueHue. B rpymnara Ha
nedenue ¢ agaubepuent (n = 224) Ha cenMuna 52, TO3M peXUM Ha JICUCHUE € Aajl Pe3yiTaT MpH
MalMeHTH, TOIy4aBally cpenHo 9,2 HHKEKIUH, KOEeTOo € MoA00HO0 Ha MPUIIOKEHUs Opoii 1031 B
rpynara adubepuent 2Q8 8 VIVIDPME 1 VISTAPME okaro obmara eprkacHOCT B rpymnaTa Ha
neuenue ¢ adpmubepuent B Protocol T e cpaBauma ¢ rpynara admbepuent 2Q8 B VIVIDPME i
VISTAPME B Protocol T e nabmonasano cpeano nogodpenue ot 13,3 6yksu kato 42% ot
MAIICHTHTE TTOI00OPSBAT 3PEHUETO CH ¢ Hali-Maiuko 15 OyKBU CIIpsMO M3XOHOTO HUBO. Pesynrarure,
CBBP3aHM ¢ OE30MaCHOCTTA, TIOKA3BaT, Ye 00IIaTa 4eCToTa Ha HeXKeJIaH!H ChOUTHS KaKTO CBhpP3aHH,
Taka ¥ HecBbp3aHu ¢ ounTe (BKmountenHo ATC) ca cpaBHUMH MEX/y BCHUKU TPYIH Ha JICUCHUE BHB
BCSKO OT MPOYYBAHUATA U MEXKTY MTPOYUBAHUATA.

VIOLET, 100-ceaMUYHO MHOTOLIEHTPOBO, PaHAOMHU3UPAHO, OTBOPEHO, AKTHBHO KOHTPOJIMPAHO
npoy4Bane npH nanuent ¢ JJME, cpaBHsIBa Tpu pa3inuvHU CXEMH Ha IIpHUjlaraHe Ha

admbepuent 2 mg 3a edenue Ha JIME cien Haii-manko eaHa rofuHa jieueHue ¢ GUKCUPaHu
WHTEPBAJU, KaTO JICYCHUETO € 3aII0YHATO C 5 IMOCIeI0BATEIHA MECEUYHH JIO3H, TIOCIIEABAHU OT
npuiarase Ha Bceku 2 Mecena. [IpoyuBaHeTo oueHsBa He Mo-Mankata e(uKacHOCT Ha

adubepienT 2 mg, MpUIIaraH Mo PEKUMa JICUCHHE U MPOIbDKaBaHEe HAa CXeMaTa Ha IIpujiaraHe
(2T&E, npu K0eTO MHTEPBAINTE MEXKITy HHKEKITUUTE ca TIOAIbP)KaH! Ha MUHUMYM 8 CeIMHIIN 1 ca
YABIDKaBaHU IOCTENICHHO Bb3 OCHOBA HAa KJIMHUYHUTE & aHATOMUYHUTE PE3yJITaTh) U

adumbepuent 2 mg, npunarad cropel Hyxaute (2PRN, npu koeto nauueHTrTe ca HabI0AaBaHU Ha
BCEKH 4 CeIMHIIN 1 WHKEKTHPAHH NIPU HEOOXOAMMOCT Bb3 OCHOBA HA KIIMHUYHHUTE U aHATOMUYHUTE
pe3ynTaTH), B cpaBHeHUe ¢ adubepenT 2 mg, Mpuiiarad Ha Bceku 8 cenmuiu (2Q8) mpe3 BTopaTa u
TpeTara rojvHa OT JICYCHHUETO.

[IbpBUYHaTa KpaiiHa Touka 3a edukacHOCT (mpomsiHa B BCVA oT M3X0JHO HHBO JI0 cenMuIia 52) e
6una 0,5 + 6,7 6ykBu B 2T&E rpynara u 1,7 + 6,8 Oyksu B 2PRN rpynara B cpaBHeHHE

¢ 0,4 + 6,7 6ykBu B 2Q8 rpymnara, KaTo ce MOCTUTA CTATHCTUIECKH HE TI0-MallkaTa e(pUKaCHOCT
(p<0,0001 3a nBeTe cpaBHEHMS; TPpaHMIA HA HE MO-MajKaTta epukacHocT 4 Oyksu). [IpomeHuTe B
BCVA ot m3xomno HuBO 10 cenmuiia 100 ca Omimm KOHCHCTEHTHH C Pe3yITaTUTE Ha

ceamuma 52: -0,1 + 9,1 6yxsu B 2T&E rpymara u 1,8 + 9,0 6yksu B 2PRN rpymara B cpaBHEHHE

¢ 0,1+ 7,2 6yxBu B 2Q8 rpynara. Cpennust Opoii nmkekimu 3a 100 ceamunu ca Ounm

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

3pUTETHNUTE U CUCTEMHUTE PO TN Ha 0€30MaCHOCT BB BCHUKH 3 TPYIH Ha JICUSHHE ca TIOJO0OHU Ha
Te3u, Habo1aBaHu B ocHOBHUTE nipoyuBanusi VIVID and VISTA.

B 2T&E rpynara, yBennuaBaHeTO ¥ HAMAISIBAHETO HA MHTEPBAIUTE MEXKy HHKEKIIUHUTE ca OMIIH TI0
MpeleHKa Ha U3CIIeIOBaTelsT; B MPOYYBAHETO Ca MPETNOPBHUBAHH YBEITUUEHHS OT 2 CEIMUIIH.

Muonuuna xopoudanna HeogacKyIapu3ayusl

BezonacHoctTa 1 epukacHOCTTa Ha adIUOEPIENT ca OLEHEH! B PaHJOMU3UPAaHO, MHOTOLIEHTPOBO,
JIBOWHO- MACKUPAHO, IJae00-KOHTPOIUPAHO MPOYYBaHe MTPH HEJIEKYBaHU MPEIU TOBA MAIIUEHTH OT
azuarcku npomsxo] ¢ muonnyHa XHB. O6mo 121 nanueHTy ca JeKyBaHH U ca OLEHIEMH 3a
edpuxacnoct (90 ¢ agpnubepuent). Br3pacTra Ha nauueHTuTe Bapupa Mexay 27 u 83 roauHu,

cpenno 58 ronunu. B mpoyuBanero 3a muonmuHa XHB, npubimsurento 36% (33/91) ot nanueHTure,
PaHIOMHU3UPAHH 3a JieueHue ¢ aduubeplent ca OUIM Ha Bh3pacT 65 roguHu WK 0-Bb3PACTHH, U
npuban3utenHo 10% (9/91) ca 6uim Ha BB3pacT 75 TOAMHU WIIH MO-Bh3PaCTHHU.

[NanmenTuTe ca pasmnpeneneHy Ha ClydacH MPUHIMII B choTHOLIeHUE 3.1 1a momydaBaT wim 2 Mg
admubeprenT HHTPABUTPEATHO, MIIH HHKEKIUH C IUIaie6o0, MpuiaraHd BeIHBX B HA4AJIOTO HA
MPOYYBAHETO, C IOMBIHUTEIHN HHXKEKIUH, IPUJIAraHH €KeMECEYHO B CIIy4ail Ha MEePCUCTHPAaHe WIN
peunauB Ha 3a00JsBaHETO, 10 ceAMHULa 24, KOraTo € OlleHeHa ITbpBUYHATA KpaiiHa Touka. Ha
cenMuIa 24 mManueHTUTe, pAaHIOMU3UPAaHH IbPBOHAYATIHO Ha T1ane0o, ca OMIM NOAXOISIIHN 1
MoJTydaT mbpBaTa qo3a adnubepuent. Cien TOBa, MaMEHTUTE U B IBETE TPYITH Ca MPOABILKUIH J1a
ObIaT MOAXOSAIIY J1a TIOJTyYaBaT AOIbIHUTETHN HHXXEKIUH B CITydail Ha IepCUCTUPaHE MU PELUINB

61



Ha 3a00JIIBaHETO.

Paznukara Mexny rpynuTe 3a JIEUCHUE € CTAaTUCTUYECKU 3HaYMMa B 110132 Ha auOepLenT 3a
IbpBUYHATA KpaiiHa Touka (mpomsiHa B BCVA) u moTBspauTenna BTOpUYHa KpaifHa TOUKa 3a
eukacHOCT (MPOLIEHTHT MAI[MEHTH, KOUTO ca ce nmogoopunu ¢ 15 0ykeu B BCVA) Ha ceamuna 24, B
CpaBHEHHE C U3XOJHOTO HUBO. Pa3nukure 3a ABeTe KpaifHU TOUKH ca Cce 3ara3ui 10 ceaMuna 48.

[MoxpoGHu pe3yntaT OT aHanu3a Ha npoyuBaHeTo MYRROR ca nokazanu B Tabmauia 6 u
®dwurypa 5 mo- goy.

Taoauua 6: Pesynraru no oTHowmeHne Ha epukacHoCTTa Ha ceamuua 24 (TbpBUYEH aHANU3) U
cenmuna 48 B npoyusanero MYRROR (ITnsen na6op 3a ananus ¢ LOCFY)

B)

B)
)
iy}

E)

Pe3yaraTu no oTHOLIEeHHe HA MYRROR
euxacHocTTa 24 cexMuuu 48 cenMunu
Adaubepuent 2 mg | Ilnanedo Adaubdepuent 2 mg Inanedo/
(N =90) (N=231) (N =90) Adaubepuent 2 mg
(N=31)

Cpenna npomsina 8 BCVAP),
OlLIeHKaTa Ha OyKBUTE 12,1 -2,0 13,5 3,9
usmepena upe3 ETDRS or (8,3) 9,7) (8,8) (14,3)
usxoaHo HuBo (SD) P

Pasnuka B cpenna

croiinoct Ha LS BV 14,1 9,5

(95% JIA) (10,8;17,4) (5,4, 13,7)
IMpoLeHT ManueHTH ¢
noxoopeHue > 38,9% 9,7% 50,0% 29,0%
15 OyKBH OT U3XOAHO HHBO

IIperernena pasiuka P 29.2% 21,0%

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

LOCEF: Ilpenacsine Ha qanauTe OT nociexHoTo Habmoxaenue (Last Observation Carried Forward)
BCVA: Haii-no6pe xopurupana 3purensa ocrpora (Best Corrected Visual Acuity)
ETDRS: Ilpoyusane ¢ panHo jeuenne Ha auaderna pernHonarus (Early Treatment Diabetic Retinopathy Study) SD:

CraHIapTHO OTKIOHEHUE

Cpenna LS: Cpennu cToifHOCTH IO METO/a Ha Haii-MaJKUTe KBaApaTy, noiaydeHu oT mogen ANCOVA

JW: JloBepuTesieH MHTEpBa

Pasnuka B LS u 95% /11 na 0a3ara Ha mogen ANCOVA c rpyna Ha jieueHHe U JbpkaBa (0003HaUCHUs 3a IbpHKaBa)
kaTo ukcupanu edextr, 1 BCVA Ha U3X0JHO HHBO, KaTO KOBapHAaHTA.
Pasnukara u 95% JIU ce uzumcisiBar, kato ce u3nonssa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupan 3a
IbprkaBa (0003HAYCHUS 32 TbPiKaBa)
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®urypa 5: CpenHa npomsiHa oT u3xoaHO HUBO 10 Ceamuiia 48 B 3puTeiiHaTa OCTPOTA 110 IPyIa Ha
nedenue B mpoyuBaneTro MYRROR (ITwen Habop 3a ananu3, LOCF)

15 MYRROR
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&

1 -2,0
S Ceamuum
—l—Adrmbepuent 2 mg —(Q—KoHTponHa rpyna

llepuaTpuyHa nomynanus

EBponeiickaTa areHius 1o JiekapcrsaTa 0CBOOOKIaBa OT 3aAb/DKEHUETO 3a NIPEIOCTaBsIHE Ha
pe3ysTaTuTe OT MPOYUBAHMATA C pe)ePEHTHHS JICKApPCTBEH MPOIYKT, ChbprKall adinOepIenT, BbB
BCHUYKH NOATPYIIN Ha NMeAUaTpUYHaTa nomyianus npu siaxksa BJAM, OLIPB, OPPB, JIME u
nomynanuu ¢ MuonmaHa XHB (Bxk. Touka 4.2 3a nuHpopManus OTHOCHO ynorpedara B eAUaATPUsITA).

5.2 dapMakoKHHETHYHHU CBOWCTBA

AdmubeprieniT ce mpuiiara TMPEKTHO B CTHKIOBHIHOTO TSJI0, 32 JIa OCHITIECTBY JIOKATHH €()EKTH B
OKOTO.

Abcopbimsa/Pasnpenenenne

Admmbeprent ce abcopbupa 6aBHO OT OKOTO B CHCTEMHOTO KPHBOOOPBIIAHUE CIIC]T MHTPABUTPEATTHO
MIPIJIOKEHUE U Ce HAOJIF0/1aBa B CUCTEMHATA IIUPKYJIAIUS IPEANMHO KaTO HEAKTUBEH CTAOMICH
komruiekc ¢ VEGF; o6aue camo cBOOOTHUAT adhubepiient uMa CriocOOHOCTTa Jia ¢e CBBhpP3Ba ¢
enporennus VEGEF.

B enHo hapMakOKHHETHYHO MOAMPOYYBAHE MPH 6 MaMeHTH ¢ HeoBacKyaapHa BiakHa BJIM ¢ uecto
B3eMaHe Ha MPOOH, MAKCHUMAITHUTE TIa3MEHH KOHIICHTPAIIUK Ha CBOOOCH aduubeprient (CUCTeMHA
Crnax) ca HUCKH, ChC cpeHa cToiHocT npubusurenso 0,02 mukporpama/ml (nuanaszon ot 0 go 0,054)
B paMkuTe Ha 1 10 3 JHM Clie[] MHTPABUTPEATHO MHKEKTHPaHEe HAa 2 MZ U Ca HCOTKPUBACMH JIBE
CEJIMHUITM CJIe]] MOJyYaBaHe Ha J03aTa MPHU MOYTH BCUYKH MarMeHTH. AGaudepuent He KyMysrpa B
a3mara Ipyu MHTPABUTPEATHO MTPUIIOKCHHUE Tpe3 4 ceMUIIN.
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CpemnaTta MaKcHMajTHa TUIa3MEeHa KOHIICHTPAITUs Ha CBOOOeH adubepIient e

npubusuTenHo 50 o 500 nbTH 10 KOHIIEHTpanusATa Ha adaudepienT, HeoOXoIuMa 3a HHXHOUpaHe
Ha OuosornyHara aktuBHOCT Ha cucteMHus VEGF ¢ 50% B xxuBotuHcku Monenu [pu Tsx ca
Ha0JII0/ITaBaHU MMPOMEHHU Ha KPHBHOTO HAJSTAHE CIIE/] KaTO HUBAaTa Ha CBOOOCH adiubepienT B
KPBBOOOPBILEHUETO ca JOCTUrHAIN nmpuoau3uTeHo 10 MukporpaMa/ml ¢ BpbIiaHe 0 U3XOIHOTO
HUBO CIIe/I MaJIaHe Ha HUBaTa JI0 o1 npuonu3uTeaHo 1 mukporpam/ml. M3uucneHo e, ge cuen
WHTPABUTPEAITHO MPHJIOKEHHE HA 2 Mg TPY NMAIMEeHTH, CPeTHATa MaKCHMAITHA IIa3MeHa
KOHIIEHTpaIus Ha cBoOoieH aduinbepiient e noseue oT 100 mbTH MO-HUCKA OT KOHIIEHTpAIUATa Ha
adubepiienT, He0OO0X0UMa 3a MOJTy-MaKCUMaJIHO CBbp3BaHe Ha cucteMHute VEGF

(2,91 muxporpama/ml) npu npoy4Bane cbe 3apaBu 100poBoiH. Cle0BaTeIHO ca MAJIKO BEPOSTHU
CcUCTeMHH (hapMaKoJUHAMHUYHH €(PEeKTH KaTo MPOMEHHU B KPHBHOTO HAIlATaHE.

B®B papmakokuneTnynn noanpoyuBanus npu nanuenta ¢ OLPB, OPPB, IME unu muonuuna XHB
cpenna Cmax Ha cBoOoeH adIrOepIIenT B Iiia3MaTa ¢ca OMIIM CXOJIHHU, ChC CTOMHOCTH B TUalia30Ha
ot 0,03 510 0,05 Mukporpama/ml ¥ MHIMBUIYAJIHH CTOMHOCTH, KOUTO HE

naapumrasat 0,14 mukporpama/ml. Criesi ToBa, MIa3MeHUTE KOHIICHTPAIMK Ha CBOOOICH
adumbeplenT crajaT 10 CTOMHOCTU O WK OJIM3KY JI0 JOJIHATA TPaHHIA HA KOJTHYECTBEHO
omnpenensHe 0OMKHOBEHO B PAMKUTE HA €HA CEIMHIIA: HEOTKPUBAEMH KOHLIEHTPALIUHU CE OCTUTAT
NPEH CIEABALIOTO NPUIOKEHHE ciied 4 ceIMUIM NIPY BCUYKH MALECHTH.

Eanmunupane
Tbit kato aguuOEpIENT € TePANeBTHYHO CPEIICTBO HA OCHOBATA HA MPOTEHH, HE Ca MPOBESKIAHH

MPOyYBaHUS 32 META0OINU3MA MY.

CoOonuusT adnmbepuent ce cebp3Ba ¢ VEGF, kato o0pasyBa crabuien naepreH komiuiekc. Kakro
IIPU APYIUTE NPOTEUHU C TOJIIMa MOJIEKYJIa, C€ 04aKBa M CBOOOIHUSAT, U CBbP3aHUAT aduldepLent aa
ce eJIMMUHHpPAT 4Ype3 NPOTCONUTUYEH KaTaboIn3bM.

Br0peuHo yBpexkaHne
He ca npoBexanu crieluaiHu MPoy4YBaHus ¢ adIuOepIenT NPy MaIeHTH ¢ ObOPEeYHO YBpexaaHe.

DapMaKOKWHETUYHUSAT aHAU3 Ha NanreHTuTe B npoyusaneto VIEW2, 40% ot xouto ca umanu
6b0peunHo yBpexnaane (24% nexo, 15% ymepeno u 1% Texko), moka3Ba JIMIICa Ha Pa3INKH 110
OTHOUICHUE Ha IJIa3MEHUTE KOHLIEHTPALMK Ha aKTUBHOTO JICKAPCTBO CJIE/l MHTPABUTPEAIHO
npuiokeHue npes 4 nnu 8 ceqmuny.

[MomoOHu pe3yaTatu ca HabmoaaBanu npu nmanmeaT ¢ OLIPB B npoyuBanero GALILEO, npu
nanuenty ¢ JIME B npoyusanero VIVIDPME u npu nanmentu ¢ muonmuna XHB B npoy4saneTo
MYRROR.

5.3 IlpenkIMHUYHM JAHHH 32 0€30MACHOCT

[Ipu HEeKTMHUYHUTE MPOYYBAHUS 32 TOKCHYHOCT IIPY MHOTOKpPATHO IpujiaraHe eexTu ca
Ha0JII0/JaBaHU CaMO MPHU CUCTEMHH €KCIIO3UIIMH, 32 KOUTO CE CUUTA, Y€ 3HAYUTEIHO HaJABHUIIIABAT
MaKCHMaTHATa €KCIIO3UIIHS TIPU XOpa CJe]l UHTPABUTPEAITHO TIPUIIOKECHNE B TIPEBHICHATA KIIMHUYHA
71032, KOSTO TI0Ka3Ba MaJIKO 3HAYCHHUE 3a KIMHUYHATA yIIOTpeoa.

Epo3un n ynuepanuy Ha peclIUpaTOPHUS SIHUTEN B HA3aJIHUTE XOJI0BE HA MaliMyHH, JIEKYBaHH C
admubeprienT HHTPABUTPEATHO, ca HAOIIOJaBaH! IIPU CUCTEMHHU €KCIIO3UIIMH, HaIBUIIaBaIIIN
MaKCHMaJlHaTa eKCIO3ULHUsA PH Xopa. CucTeMHATa eKCIO3ULKS Bb3 0CHOBA Ha Cmax 1 AUC 3a
cBoOozeH adrbepienTt ca choTBeTHO 0K0J10 200 1 700 IbTH [T0-BHCOKA B CPABHEHHE ChC
CBHOTBETHUTE CTOMHOCTH, HAOJII0JaBaHK TP XOpa CJIe] MHTPABUTPEATHO NPHIOKEHHE Ha J103a 2 M(.
[Tpu HuBOTO Oe3 HaOmonaBanu Hexenanu epext (No Observed Adverse Effect Level, NOAEL)

ot 0,5 mg/oko npu MalimyHu cucTeMHaTa eKcro3unus € 42 1 56 MbTH N0-BUCOKA Bb3 OCHOBA
¢b0oTBEeTHO Ha Cpy 1 AUC,

He ca MMPOBCKJAAHU MPOYUYBAHUA 34 MYTAIrCHCH WX KapIUHOTCHCH MMOTCHIIMAI Ha aq)m/IGepuenT.
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Ha6monaBan e edext Ha ahaudepIienT BPXy BBTPEMATOYHOTO PA3BUTHE B MPOYYBAHUS Ha
eMOpHo- (eTaTHOTO pa3BUTHE NpU OpeMeHHH 3aiiuy ¢ nHTpaBeHo3Ho (3 no 60 mg/kg), kakro u
noakoxkHo (0,1 no 1 mg/kg) npunoxenne. NOAEL npu maiikute e npu go3a ot 3 mg/kg wim
crotBeTHO 1 mg/kg. NOAEL 1o oTHOIIEHHE Ha TOKCHYHOCT 3a Pa3BUTHETO HE € onpeaeneHo. [pu
nosza 0,1 mg/kg, cucteMunTe €KCIO3MIMHK B3 0CHOBa HA Cmax 1 KymynartusHa AUC 3a cBo6ozeH
apubepuenT ca CbOTBETHO OKOJIO 17 1 10 mbTH 110-BUCOKHM B CPABHEHHUE ChC CHOTBETHUTE
CTOMHOCTH, HaOJII0JJaBaH! MPH XOpa ClieJ MHTPABUTPEATHO MPUIIOKEHHUE Ha J103a 2 MJ.

EdexTure BEpXyY (epTHIMTETa IPH MBKKU M KEHCKH )KUBOTHH Ca OI[CHSIBaHU KaTO 4acT

0T 6-Mece4yHO MpOoyYBaHe NPU MaiMYHHU ¢ HHTPaBEHO3HO NMPHJIOKEHUE Ha aQuuOepLent B 1031

ot 3 1o 30 mg/kg. [Ipu Bcuku 1030BM HUBA ca HAOIIOABaHM JIMIICA HA MEHCTPYALUs WK HEPEIOBHU
MEHCTPYaJIHU IIUKJIH, CBHP3aHHU C TPOMEHU B HUBATa HA KEHCKHUTE TOJIOBH XOPMOHH, U IIPOMEHH B
MoposorusaTa 1 HOABMKHOCTTA Ha criepmaTtosouaure. Be3 ocnoa Ha Cmax u AUC 3a cBoGoaeH
aubepLenT, HabI0aBaHK IPH MHTPABEHO3HO NMPHIIOKEHHUE Ha 103a 3 mg/kg, cucTeMHuUTE
excro3uuu ca cboTBeTHO 0K0JI0 4 900 mbTr 1 1 500 mbTH MO-BUCOKHU OT €KCIIO3ULIUSATA,
HabJro1aBaHa Mpy Xopa cjie]] HHTPaBUTPeaTHO IPUIIOKEHHE Ha 1032 2 mg. Bcuuku npoMeHu ca Ouim
00paTHMHU.

6. DOAPMAIEBTUYHU JAHHAU

6.1 Chnucbk Ha IOMOIIHHUTE BellecTBa
IMonucop6ar 20 (E 432)

XUCTUIUH

L'XI/ICTI/II{I/IHOB MOHOXHAPOXJIOPUI MOHOXUAPAT
Tpexanosza guxuapar

Hatpues xunpokcun (3a kopexiust Ha pH)
X0poBoAopoaHa KrcennHa (3a Kopeknus Ha pH)
Boja 3a nHxexkuun

6.2 HecnbBMecTHMOCTH

[Ipu nunca Ha MpOyYBaHUs 32 HECHBMECTUMOCTHY TO3H JIEKAPCTBEH MPOAYKT HE TPsiOBa J1a ce CMECBa C
JPYTHU JIEKAPCTBEHH IPOILYKTH.

6.3 Cpok Ha romHocT

3 roguHuU

6.4 CnenmaJHu ycJa0BHUS HA CHXpaHeHHe
Ja ce cpxpansiBa B xiagmwinuk (2 °C go 8 °C).
Ja He ce 3ampassba.

I[a CC€ ChbXpaHsBa B OpUTMHAJIHATa OIIaKOBKa, 3a Ja C€ MPEAIasu OT CBETIIMHA.

HeotBopenust ¢gnakon Moxe aa ce cbxpansisa n3BbH xnaguauk nog 30 °C no 14 guu. Cnen oTBapsHe
Ha (h1aKoHa Jja ce pabOTH B ACENITHYHHU YCIIOBHSL.
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6.5 Buau chabpikaHue HA ONMAKOBKATA

PastBop BBB (akoH (cTekio Tun I), cbe 3amymanka (enactomepHa ryma) u 18 G ¢punrbpHa urna.
Bceku ¢nakon cpappka ooem ot Haii-manko 0,240 ml. OnakoBka ot 1 ¢nakon + 1 ¢unrspHa urna.

6.6 CnenmaJHu npeana3Hu MEPKH NMPH U3XBHPJIsIHE U padoTa

dnakoHBT € caMo 3a eIHOKpaTHa yrnoTpeda B eHO OKO.

@dJ1akOHBT ChABPIKA TIOBEYE OT NMPEHOPbUYUTEIHATA 032 2 mg adaudeprenT (€KBUBAJICHTHU
Ha 0,05 ml). M3nunrHoTO KONMMYECTBO TPsOBa /1a C€ OTCTPAHH MPEAN NPUIOKESHHE.

Yxazanus 3a ynompeba na graxona:

ChbxpaHeHuUe U MPOBepPKa

CoxpansBaiite Afqlir B xnagumauk npu 2 °C — 8 °C; na He ce
3ampassiBa. CbxpaHsiBaiiTe ylakoHa B KApTOHEHATa OTMIAKOBKa, 3a Ja
ce Ipenas3y OT CBETIIHHA.

[Ipenu ynotpeda HeoTBOpeHuAT ¢uiakoH ¢ Afqglir moxke na ce
cbXxpaHsaBa mpu temnepatypa noxa 30 °C no 14 gau. Cien oTBapsiHe
Ha QrakoHa paboTeTe B aCENITUYHH YCIOBHS.

Afqlir e OucTbp u Ge31BeTeH 10 OJie0KaQEHUKABO-KBIIT Pa3TBOP.

Afqglir Tps6Ba 1a ce mpoBepH BU3YaIHO 3a BCIKAKBH Uy KN YACTHIIH,
MOMBTHSIBaHE W/HJIH IPOMSHA B [[BETA HJIM BCSIKAKBa MPOMSIHA BbB
BBHIIHKS BUJI TIPE/IM MPUIOKEHHE. B cityyaii ye ce HabmogaBar
TakuBa, u3xBbpiete Afqlir.

He u3nonzBaiite, ako onakoBkaTa, QIaKOHBT W/HIIN APYTH
MIPEIOCTaBEHN MEIULIMHCKHU U3/IETHs ca TOBPEACHH WIH C U3TEKBI
CPOK Ha TOJIHOCT.

IHoaroroBka u nNpuiIOKeHNe

Bceku ¢uiakoH TpsiOBa fa ce M3I0JI13Ba 3a JICYSHHE CaMO Ha €THO OKO.

3a MMOATOTOBKA M MHTPABUTPCAIHA MHKCKIUA Ca HCO6XOJII/IMI/I CIICAHUTC MCANIITUHCKHU U3ACIINUS 3a
€IHOKpaTHa ynoTpebda:

e 5 pum tena ¢unrepHa urna (18 G X 1Y/, uaya), crepunna, gocraBena ¢ ¢iakona

e Cnpunnoska ot 1 ml ¢ Mmapkuposka 3a go3a 0,05 ml, creprnHa
e Urna 3a umkektupane ot 30 G X ¥2 uH4a, cTepuiIHa.

H3non3BaiiTe acenTuaHa TEXHHUKA, 3a J1a USBHPUIUTC CICAHUTC IMOATOTBUTCIIHU CTHIIKH.
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IIpouenypa no uH:KeKTHpPaHe

OTCTpaHeTe npearnasHara rmiacTMacoBa Karadyka OT q)HaKOHa.

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

IIpukpenere punrbpHaTta urna 18 G X 1Y/, uaya, 5 Muxpona,
KbM CTEPUITHA CIIPUHIIOBKA C ITyep-JIOK.

BrBenere punThpHara uriia B IeHThpa Ha 3aryliagkaTa Ha
(bakoHa, IOKATO UTJIaTa BIe3e U3ILUIO BB (PIIakOHA U
BBPXBT JJOKOCHE JBHOTO WJIH JIOJIHUA PO Ha (IakoHa.

Karo m3noxn3Bate acenTudHa TeXHUKA, U3TETIIETE ISUIOTO
chabpkaHue Ha ¢iakoHa ¢ Afqlir B cipuHIlOBKaTa, KaTo
IbpXUTE (hJIAKOHA B U3IPABEHO MMOJIOKCHUE, JIEKO HAKJIOHEH
C 1eJ1 yJIECHABAHE HA MBJIHOTO W3TerJisiHe. 3a Ja ce
BB3MPENATCTBA HABIM3AHETO HAa Bh3[yX CKOCCHUSAT BPhX Ha
(¢bunThpHaTa UTIIa TPSIOBA 1A € TIOTOIIEH B TEYHOCTTA.
[IponsmkaBaiiTe na HaKJIOHSABATE (hjIaKOHA IO BpeMe Ha
W3TETIITHETO, KaTO JbpPXKUTE Kpast Ha GUIThpHATA UTJIa,
MOTONEH B TCYHOCTTA.

Koraro u3npaspare ¢iakoHa, yBepere ce, ue 0yTanoTo e
M3TETIICHO JIOCTATHYHO HA3aJl, 32 J]a U3MPA3HUTE HAITBIHO
(dbunThpHATA UTTIA.

OtcrpaneTe GUITHPHATA UIJIA OT CIIPUHIIOBKATA H 51
M3XBBPIIETE MO MPABUIICH HAYMH.

3adenexxka: OunThpHaTa UTTIA He TPAOBaA Ja ce M3MOJI3Ba 32
MHTPaBUTPEATHO MH)KEKTHPAHE.

[Ipukpenere urnata 3a umxexkrupane 30 G X ¥2 nH4a KpM
CIPUHILIOBKATa, KaTO 3aBbPTUTE 3/[PaBO MHKEKLIMOHHATA UIJIa
KBbM BbpXa Ha CIIPHHLIOBKATA JIyep-JIOK.

BHumarenHo oTcTpaHeTe KanaykaTa Ha UIJIaTa, KaTo s
M3IbpIIATE HAIIPABO.
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Kato appxuTe cCipuHIIOBKATa ¢ HACOUEHA HATOPE UTIa, S
MIPOBEPETE 32 HATMYKE HA Bb3AYIIHU MeXypueTa. AKO uMa
MeXypueTa, BHUMATEITHO MOTYMANTe CIIPUHIIOBKATA C MPHCT,
JIOKAaTO MeXypueTraTa ce H3AUTHAT J0 TOpHaTa ¥ Jacr.

10 OTcTpaHeTe BCUUKN MEXypUeTa U U3TJIaCKaiTe U3IUIIHUS
JICKapCTBEH MPOAYKT, KaTo 0aBHO HaTHUCKaTe OyTajaoTo, Taka
4e BBPXBT Ha OyTAJIOTO Ja CE MOAPABHU C JICTICHUETO,

o6o3nauasaiio 0,05 ml Ha cpuHIOBKATA.

3alesexka: NHXKEKTHPAHTE HEMOCPEACTBEHO CIIE
MIPUTOTBSIHE.

11 Wmxextupaiite 6aBHO, JOKATO Ii1aBaTa Ha OyTanoTo
JOCTHTHE Kpasi Ha CIIPUHIOBKATA, 3a /1a TIOIy4uTe 00eM OT
0,05 ml. IloTBBpAETE TOCTABSHETO HA ITHJIHATA /1032, KATO
MPOBEPUTE A riaBara Ha OyTajioTo € JOCTUTHaja Kpas Ha
IMJIMHABPA HA CIPUHIIOBKATA.

12 dnakoHBT € caMo 3a eIHOKpaTHa ynorpeda. MHOTOKpaTHO
[IpUiIara’e Ha 703U OT eJUH ()JIaKOH MOJKE Jla YBEJINYU PUCKA
OT KOHTaMUHALWs U MTOCcTIe1BaIla HHEKIus.

Heusnon3panust JICKApCTBCH NPOAYKT WX OTIIaAABbYHUTE
MaTepuaiv OT HCTO Tp$16Ba Ja €€ U3XBBPJIAT B CbOTBCTCTBUC
C MCCTHUTC NU3HMCKBAHU.

7. NPUTEXATEJ HA PASPEILIEHUETO 3A YIIOTPEGA

Sandoz GmbH

Biochemiestr. 10

6250 Kundl

ABcTpus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/24/1867/002

9, JATA HA II'bPBO PAZPEIINIABAHE/IIO/IHOBSIBAHE HA PASPEIHLIEHUETO 3A
YHOOTPEBA

Jara Ha mbpBO pa3pewmaBane: 13 HoemBpu 2024 1.

10. [JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpoGHa uHOpMaIKs 3a TO3U JICKApCTBEH MPOIYKT € MPeIocTaBeHa Ha yeOcalita Ha EBpomneiickara
areHIysI 1o JiekapcTaaTa https://www.ema.europa.eu
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MNPUJIOKEHUE 11
IMPOU3BOAUTEJI HA BUOJIOTMYHO AKTUBHOTO BEHIECTBO U
MMPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOKIABAHE HA
IMAPTHUIN
YCJIOBUA NI OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA U U3UCKBAHMUS HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA 1 E@EKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUS ITPOAYKT
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A. HNPOU3BOAUTEJ HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO U
IMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOX/IABAHE HA ITIAPTUIN

Hme n aJpEC HA MPOU3BOAUTECIIA HA OMOJIOTUYHO AKTUBHOTO BC€IICCTBO

Novartis Pharmaceutical Manufacturing LLC,
Business unit Menge$

Kolodvorska cesta 27

1234 Menges

CnoBeHus

Boehringer Ingelheim Fremont Inc.
6701 Kaiser Drive Fremont
California 94555

CAIlL

HMe n aapec Ha IPOU3BOAUTENS, OTTOBOPEH 32 OCBOOOKIaBAHE HA IMAPTHJINTE

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

CnoBeHus

[leyaTHaTa JTMCTOBKA Ha JIGKAPCTBEHUSI MPOAYKT TPsIOBa Ja ChABbPIKAa UMETO M aapeca Ha
HpOI/ISBO,I[I/ITe.TIH, OTFOBOpeH 3a OCB060)KI[aBaHCTO Ha CbOTBCTHATAa napTI/ma.

b. YCJIOBUSA NJIM OTPAHUYEHMNA 3A JOCTABKA U YIIOTPEBA
JlekapcTBEHHSIT MPOIYKT CE OTITyCKa MO OIPaHUUYEHO JIeKapcKo npennucanue (Bx. [Ipunoxenue I:

Kpatka xapakTepucTuka Ha MpOayKTa, Touka 4.2).

B. JAPYI'U YCJIOBUS U UBUCKBAHUS HA PASPEHLIEHUETO 3A YIIOTPEBA
. IMepuoguynm akTyaausupanm aoxkaaau 3a oezonacuoct (ITAB)

WsuckBanusTa 3a nogasane Ha [TAJIb 3a To3u JeKapcTBEH MPOAYKT Ca MOCOUYEHHU B CIIUCHKA C
pedepentaute natu Ha EBponetickus cbio3 (EURD cnuchk), npensuaes B wi. 1078, an. 7 ot

JHupextrBa 2001/83/EO, 1 BB BCHUKH CIIENBAIIN aKTyaTU3aIiH, TyOJUKYBaHH Ha €BPOTICHCKUS
yebrmopTai 3a JiekapcTBa.

I'.  YCJIOBUs NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TPOAYKT
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. IInan 3a ynpaBaenue Ha pucka (ITYP)

[IpuTexxarenar Ha pazpemenneTo 3a yrnorpeda (IIPY) TpsoBa ga w3BHpIIBA H3UCKBAHUTE JEHHOCTH H
JEHCTBHS, CBBP3aHH C TIPOCIC/ISIBAHE HA JIEKAPCTBEHATa 0€3011aCHOCT, Moco4YeHu B ojo0penus [1YP,
npencraBeH B Moayi 1.8.2 Ha pa3pemeHuero 3a ynorpeda, KakTo U BbB BCUUKH CJICBAIIH OJI00pCHH
akTyanuzanuu Ha [TYP.

Axrtyanusupat [1YP tpsiOBa na ce noaasa:

. 10 UCKaHe Ha EBpormelickata areHIus 1o JIeKapcTBara;

. BUHArW, KOraTo ce U3MEHs CUCTeMaTa 3a YIpaBJeHUE Ha PUCKa, 0COOEHO B pe3yiTaT Ha
MoJly4aBaHe Ha HOBa HH(MOpMaIIrsi, KOSTO MOXe Ja JOBEJIE JI0 3HAYMMHU TIPOMEHH B
CHOTHOIIIEHHUETO M0JI3a/PHUCK, WM CIIe]] JOCTUIaHe Ha Ba)KeH eTall (BbB BPb3Ka C IPOCIIE/IIBaHE
Ha JIeKapCTBeHaTa 0e30MaCHOCT MM CBEXIAaHE Ha PHCKA IO MUHUMYM).

Axo nogaBaneto Ha [TA/Ib n akryanmsupaneto Ha [IYP cpBmagar, Te MoXxe 1a ce mogaaat
€THOBPEMEHHO.

Cucrema 3a JieKapCcTBEHa 0€30MaCHOCT

ITPY TpsibBa ma rapaHTHpa, Ue CUCTEMATa 3a JIeKapcTBeHa OE30MacHOCT, MPEICTABCHA B
Monyi 1.8.1 Ha PasperienueTo 3a ynotpeba e BHeApeHa U (GYHKIIMOHUPA PN B JOKATO
JICKapCTBEHUSAT MPOJIYKT € Ha ma3apa.

° I[OH'I)JIHI/ITGJ'IHI/I MEPKH 3a CBEKIAHEC HA PUCKA 10 MUHUMYM

ITPY ce cwhraacsiBa qa npenoctaBu oOyuurerneH marepuan 3a Afglir 3a tepuropusita Ha EBponeickust
cwi03. [Ipeau myckaHe Ha MPOAYKTa HA Ma3apa U B PAMKUTE Ha XXM3HCHUS My LIMKBJI BbB BCSIKA
abpkaBa wieHka, [IPY mie chriiacyBa OKOHUATETHUS O0YUUTEIICH MaTepUall C HAIIMOHATHHUTE
KOMIICTCHTHU OpPraHu.

[IPY rapantupa, 4e ciex o0CHKIaHEe U TOCTUTAHE Ha ChIJIAaCHE C HAIIMOHAIHUTE KOMITETCHTHU
OpraHH BbB BCsIKa JbpyKaBa WiCHKa, KbaeTo ce nmponaasa Afqlir, ounnte KIMHUKH, KBICTO CE OUaKBa
Afqlir na ce usmon3ea, ca cHabJCHU ¢ aKTyann3upaH HHOOPMAIIMOHEH MAKeT 3a JICKAPH, ChIbPIKaIl
CIICIHUTE €JIEMCHTH:

. WNudopmarnus 3a nekapu

. Buzeo Ha nporieaypata 3a UHTpaBUTPEATHO HHXEKTUPAHE

. [MukTorpama Ha mporenypara 3a HHTPaBUTPEATHO HHIKEKTHPaHe
. NudpopmamoHHy MakeTH 32 MalueHTH

I/IH(i)OpMaLII/ISITa 3a JICKapu B 06y‘II/IT6HHI/I$I MaTte€puall CbabpiKa CJICAHUTE OCHOBHHU CICMCHTU!

. TeXHUKH 33 HHTPABUTPEATHO HH)KEKTHPAHE, BKIFOYATENHO u3non3Bane Ha 30 G urna u
CBbOTBCTHUSA bI'bJI HA MHIKCKTHUPAHE

. IpeaBapuTeIHO HAITBIHEHATA CIPUHIIOBKA M (DJIAKOHBT Ca CaMo 3a eHOKpaTHa yrnoTpeda

. Heo6xoaumMocTTa 1a ce U3XBBPIIM H3TUIIHUAT 00EM OT CIIPHHIIOBKATA TIPE/IH JIa Ce MHKEKTHPA
Afqlir, 3a 1a ce u3berHe npemo3upane

. Haburoenune Ha nanyeHTa ciie/il HHTPaBUTPEaIHO HHXKEKTUPAHE, BKIIOYUTEIIHO MPOCIIe/sIBaHe
Ha 3pHUTEHATA OCTPOTA ¥ MIOBHIIABAHETO HA BHTPEOYHOTO HAISITAHE CJIE/l HHXKEKTHPAHETO

. OCHOBHH NPU3HALH ¥ CUMIITTOMH Ha HE)KEJIAHU ChOUTHSI, CBBP3aHH C HHTPABUTPEATHO

UHKEKTUPAHE, BKIFOYUTEIHO CHAOPTAIMUT, BBTPEOUYHO Bh3MAICHHE, TOBUIICHO BHTPEOYHO
HaJIsIraHe, pasKbCBaHE HA MUTMEHTHUS €MTUTEN Ha pETHHATA U KaTapakTa

o IManueHTKUTE C AeTEPOIEH MOTEHIIUA TPAOBa J1a Mpuiarat e)eKTHBHA KOHTpAIIEIIIHs, a
OpeMeHHUTE KeHU He TpsAOBa na usnonssar Afglir
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NHudopMalmoHHUAT MaKeT 3a MalieHTa OT 00yYUTETHNS MaTeprall 33 Bh3pacTHATA TOMYIalus
BKITIOYBa HHPOPMAIIIOHHO PHKOBOJICTBO 32 MAIllMeHTa U Heropara ay o Bepcus. MTHpopManmoHHOTO
PBKOBOJCTBO 3a MAllMEHTa ChAbPAKA CICTHUTE OCHOBHU €JIEMEHTH:

JIucroBka ¢ nH(pOpMAIHS 32 MALUCHTA

Koii tps6Ba ma ce nexysa ¢ Afglir

Kaxk na ce moarorsute 3a jedenue Afglir

Kaxksu ca crerkute cien gedenue ¢ Afglir

OCHOBHH TPU3HALA ¥ CHMIITOMH HA CEPHO3HU HEXKEJTaHH CHOUTHSI, BKIFOUMTEITHO

eH):[O(l)TaJ'IMI/IT, BBTPCOYHO BB3NAJICHUC, YBCIIMIABAHC HA BbTPCOYHOTO HAJIATAHC, PA3KBCBAHC HA
NMUTMCHTHUA CIIMTEC]I HA pETUHATA U KaTapaKTa

Kora Ja IOTBHPCAT CIICIIHA IMTOMOII OT CBOs JIEKAp

IMarieHTKUTE ¢ IeTEPOIeH MOTEHIMA TPAOBaA 1a npuiarat e(eKTHBHA KOHTPALICTIIHS, &
OpeMeHHHUTE JKeHH He TpsiOBa aa m3noassat Afglir
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INPUJIOKEHMUE 111

JAHHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA

74



JAHHU, KOUTO TPABBA JA CbJAbPKA BTOPUUYHATA OITAKOBKA
KAPTOHEHA KYTHUSA
[IpenBapuTeTHO HATbJIHEHA CIPHHIIOBKA

| 1. HUME HA JIEKAPCTBEHUA TPOAYKT

Afglir 40 mg/ml HHKEKIIHOHEH pa3TBOP B IIPEIBAPUTEIHO HAIThIHEHA CIIPUHIIOBKA
adubepuent

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

Bcesika npenBapuTelIHO HaIbJIHEHA CIIPUHIIOBKA Chabprka 6,6 mg adnubepuent B 0,165 ml pasteop
(40 mg/ml).

| 3. CIIMCBK HA IIOMOINHUTE BEINECTBA

[MTomormnm Bemectsa: noaucopbar 20 (E 432), xuctuauH, L-XUCTHIMHOB MOHOXUAPOXIOPHUIT
MOHOXU/IpAT, TpeXajio3a JUXUIPAT, HATPUEB XUIPOKCHUI, XJIOPOBOAOPOIHA KHCEINHA, BOJIA 32
WHKCKIMN

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

WHXeKIMOHEH pa3TBOp

1 npenBapuTETHO HAaITBJIHEHA CIIPUHIIOBKA Chabpxka 0,165 ml.
Enuanuna mo3a or 2 mg/0,05 ml.

5. HAYMH HA ITPUJIOKEHUE U IBbT(MLIA) HA BBBEXK/IAHE

HuTpaBuTpeasHo NpuiioxeHne

Camo 3a emHOKpaTHA yIioTpeoa.

[Ipenu ynoTtpeba mpoderere TMCTOBKATA.

OTtBOpeTe cTepuIHUS OJIHCTEP CaMO B YKCTA CTasl 32 MPHIIOKEHUE.
WznunmausT o6eM TpsiOBa Ja ce OTCTPaHH MPer HHKEKTHpaHe.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELIA

I[a CC ChbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

| 7. APYI'U CIIEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJINUMO
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| 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsaBa B XJIaAWITHUK.
[a He ce 3ampa3siBa.
[a ce cbxpaHsBa B OpUrHHAIHATA OMIAKOBKA, 32 J1a CE MPE/Na3u OT CBETIMHA.

10. CIHIEINUWAJIHU NIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpust

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/24/1867/001

13. TAPTHUIAEH HOMEP

ITaptuna:

| 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. HUH®OPMAILIMA HA BPAMJIOBA A3BEYKA

[Ipuero € ocHOBaHUE J1a HE ce BKIOYM nHGopMaIus Ha bpaitioBa a30yka.

| 17. YHUKAJIEH HAEHTUH®UKATOP — IBYU3MEPEH BAPKO/J

JIByn3amMepeH 6apKoJI ¢ BKIIOYCH YHUKAICH HICHTU(PHUKATOD
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18. YHMKAJIEH WIAEHTUH®UKATOP — JAHHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE
BJIMCTEPHO ®0OJIMO
IIpenBapuTe/IHO HAITbJIHEHA CTIPHHIIOBKA

| 1. UME HA JIEKAPCTBEHUSA TPOAYKT U II'bT HA BBBEXK/JIAHE

Afglir 40 mg/ml urmKexIws
adnubepuent
WHTpaBUTpEaTHO NPUIOKECHHE

| 2. HUME HA INIPUTEXKXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

4. HAPTUJAEH HOMEP

ITaptuna:
5. JPYTO

0,165 ml

78



MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT MAJIKUTE EJUHUYHN
I'bPBUYHH OITAKOBKH

ETUKET

IIpenBapuTeIHO HAITbJIHEHA CIIPHHIIOBKA

| 1. HUME HA JIEKAPCTBEHUA NTPOAYKT U II'bT(MIIA) HA BBBEKJIAHE

Afqglir 40 mg/ml umxkexims
adnubepuent
HuTpaBuTpeasHo npuiioxeHne

| 2. HAYMH HA ITPUJIOKEHUE

| 3. JATA HA U3TUYAHE HA CPOKA HA I'OJIHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBbABPKXAHUE KATO MACA, OBEM WJIN EJUHUIIN

0,165 ml

| 6. JPYIO
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA
KAPTOHEHA KYTUSI
daakonH

| 1. HUME HA JIEKAPCTBEHUA TPOAYKT

Afglir 40 mg/ml umKeKIMOHEH pa3TBOP BHB (HIIaKOH
adubepuent

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

Bceku ¢akon cpappika 9,6 mg adhmubeprent B 0,24 ml pazrsop (40 mg/ml).

| 3. CIIUCBK HA TIOMOIIIHUTE BEHIECTBA

IMomomrau BerecTra: moaucopoOar 20 (E 432), xuctuans, L-XHCTHANHOB MOHOXHIAPOXIOPHI
MOHOXHJIpAT, TPeXajio3a JUXUIPAT, HATPUCB XUIPOKCHUI, XJIOPOBOAOPOIHA KHCEINHA, BOJIA 32
WHXKCKITUH.

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Wuxek1oHeH pa3TBop

1 ¢makon ot 0,24 ml, 18 G ¢punrepHa uria
Enunununa no3a or 2 mg/0,05 mil.

| 5. HAYMH HA ITPUJIOKEHUE U ITBbT(MIIIA) HA BBBEXKJIAHE

HHTpaBUTpEeaTHO MPHUIIOKEHIE

Camo 3a emHOKpaTHA yIioTpeoa.

[penu ynotpeba nmpoyereTe JIUCTOBKATA.

WznuniausaT o6em TpsiOBa ja ce OTCTPaHU MIPEIN HHKCKTHPAHE.

6. CIIEHUAJIHO NPEAYIIPEXXKJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CBXPAHABA HA MSICTO JAJIEYE OT IIOT'JIEJA U IOCEI'A HA JEIIA

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

| 7. JIPYT'U CIIEUMAJIHM NPEJYTIPEXKIEHUSI, AKO E HEOBXOJAMMO
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| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

| 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cpxpaHsaBa B XJIaAWITHUK.
[a He ce 3ampa3siBa.
[a ce cbxpaHsBa B OpUrMHAIHATA OMIAKOBKA, 32 J1a CE MPE/Na3u OT CBETJIMHA.

10. CIHIEINUWAJIHU NIPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE INPOAYKTHU WJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Sandoz GmbH
Biochemiestr. 10
6250 Kundl
ABcTpust

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/24/1867/002

13. TAPTHUIAEH HOMEP

ITaptuna:

| 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. HUH®OPMAILIMA HA BPAMJIOBA A3BEYKA

[Ipuero € ocHOBaHUE J1a HE ce BKIOYM nHGopMaIus Ha bpaitioBa a30yka.
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| 17. YHUMKAJIEH HAEHTUH®UKATOP — IBYU3MEPEH BAPKO/J

JiBym3mepeH 6apKo ¢ BKIIOUCH YHUKAJICH HICHTH()UKATOP

| 18. YHUMKAJIEH HIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHHU, KOUTO TPABBA JIA CbABP/KAT MAJIKUTE EJUHUYHHA
ITbPBUYHH OITAKOBKUA

ETUKET

®1aK0H

| 1. NUME HA JIEKAPCTBEHUSA NTPOAYKT U IBT(MIIIA) HA BBBEXKJIAHE

Afglir 40 mg/ml urmKeKIws
adnubepuent
WHTpaBUTpEaHO NPUIOKECHHE

| 2. HAYMH HA ITPUJIOKEHUE

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

5. CBbABbPXKXAHUE KATO MACA, OBEM WJIN EJUHUIIN

9,6 mg/0,24 ml

| 6. JIPYTO
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Bb. IUCTOBKA
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JIucToBKAa: I/lH(l)OpMaIll/Iﬁ 3a manMeHTa

Afqlir 40 mg/ml un:keKUUOHEH Pa3TBOP B NMPEIBAPHUTETHO HATbJIHEHA CIPHHIIOBKA
apmumbepuent (aflibercept)

vTo:m JICKapCTBEH MPOIYKT MOJICKH Ha JOMBIHUTEHO HaOMoeHNe. ToBa Ie Mo3BOIH ObP30TO
yCTaHOBSIBaHE Ha HOBa MH(pOpMaIUsi OTHOCHO Oe30macHoCTTa. MOoKeTe Ja JajieTe CBOs PHHOC KaTo
ChOOIIUTE BCSKA HEXKETaHa Peaki(ysi, KOsITO CTe MOMydYryId. 3a HAauMHa Ha ChOOII[aBaHe Ha HeXETaH!
peakiuy BIKTE Kpasi Ha Touka 4.

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, Ipeau 1a Bu 6b1e Npuio:keHo ToOBa JIEKaAPCTBO, Thi
KaTO TH Cbbpaka BaxkHa 3a Bac nndopmanus.
- 3amnaseTe Ta3u JIUCTOBKA. MoKe 1a ce HAJIOKU J1a s IPOYETETE OTHOBO.
- AKO UMaTe HIKaKBH JOMBIHUTEIHN BBIIPOCH, TToNUTaiTe Bamus nekap.
- AKO TIOJTyYHUTe HAKAKBU HEXEJIaHU JIEKApCTBEHH peakiny, yBegomere Bamms nexap. Tosa
BKJIFOUBA ¥ BCUYKH Bb3MOKHU HEKETAHH PEAKIIMH, HEOIIMCAHU B Ta3M JINCTOBKA. Brkre
TouKa 4.

Kakso CbAbpPiKa Ta3u JUCTOBKA

Kaxkso npencrasissa Afqlir u 3a kakBo ce u3mosssa

Kakso Tps0Ba 1a 3Haere, npeau aa Bu 6b1e npunoxen Afqlir
Kax e Bu 6b1¢ npunaran Afglir

BB3M0XHM HEXETaHU pPEAKINU

Kax na cexpansiBare Afglir

ChrbprKaHUe Ha OTIAKOBKATA U JOMBIHUTEIHA HHPOPMAIIUS

ocouprLNOE

1.  Kakso npeacraBasia Afglir u 3a kakBo ce u3no.a3Ba

Afqlir e pa3TBOp, KOWTO CE MHXXEKTHPA B OKOTO 32 JICYCHUE HA OYHU 3a00JIsIBaHUs IPH Bb3PACTHH,

Hape4YeHu

- HEOBaCKyJapHa (BlIa)KHA) BH3PacTOBOOOYCIIOBEHA JIeTeHepanys Ha MaKyjara (BiaxHa BJIM),

- YBpEACHO 3peHHe, TBIDKAIIO CE Ha OTOK Ha MaKyJiaTa, BCJICACTBUE Ha OKITy3Hs (3alylIBaHe) Ha
perunanna Bera (OPB) (okiy3ust Ha pa3kioHeHue Ha peTuHanHa BeHa (OPPB) nnn oxmy3us Ha
neHTpaiaHara pernHanHa BeHa (OLIPB)),

- YBpeIIeHO 3peHue, IbIDKAIIO ce Ha AuadeTeH MakyieH oTok (JJMO),

- YBpEACHO 3peHHUe, IBIDKAII0 ce HAa MHONMYHA XOpoWJaiHa HeoBacKymapu3auus (MHOIHYHA
XHB).

Adnubeprient, akTuBHOTO BerecTBo B Afglir, 61okHpa akTHBHOCTTA Ha Tpymna (pakTOpH, U3BECTHH
KaTo ChJ0B eHaoTeseH pactexeH dpaktop A (VEGF-A) u mnanenren pactexen ¢akrop (PIGF).

[Tpu naumentu ¢ BnaxkHa BJIM u muonmuna XHB, Te3u ¢akTopu, korato ca B mpeKOMEPHO TOJISIMO
KOJINYECTBO, Ca CBbP3aHH ¢ a0HOPMHO 00pa3yBaHe Ha HOBU KPbBOHOCHHU CHIOBE B OKOTO. Te3u HOBU
KPBBOHOCHHM CHJIOBE MOT'aT J1a IPUUUHAT U3THYaHE HA KPbBHU KOMIIOHEHTH B OKOTO U €BEHTYaJIHO
YBpEXIaHE Ha OYHUTE ThKaHHU, OTTOBAPALIN 33 3pDEHUETO.

ITpu naruentu ¢ OLIPB ce moyrydaBa 0J10KMpaHe HAa OCHOBHUS KPbBOHOCEH Ch/l, KOWUTO OTBEXKIa
KpBBTa OT peTuHaTa. B pe3ynraT Ha ToBa ce nopumasat HuBata Ha VEGF, xoeTo nmpuanHsBa
M3TUYaHE HA TEYHOCT B PETHHATA, BOJIEIIO JI0 OTOK Ha MaKyJaTa (4acTTa OT peTHHATa, OTTOBOPEHa 3a
J0OPOTO 3peHHe), KOWTO ce Hapu4a MakyJieH oToK. [Ipu oToka Ha MakyinaTa, IESHTPAITHOTO 3PEHHE Ce
3aMBIJIsBA.

[Ipu narmenTtn ¢ OPPB, eaHo niu noBeue pa3kIOHEHUs HA MIaBHUS KPHBOHOCEH ChJI, KOUTO
TpaHCTIOPTHpPA KPBB OT peTHUHATA, € ONoKKupaHo. B pesynraT Ha ToBa ce nmoBumiasat HuBaTa Ha VEGF,
KOETO MPUYHHSBA U3THYAHE HA TEYHOCT B PETUHATA, BOJICIIO /IO OTOK Ha MaKyJara.
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JlnaOeTHUAT OTOK Ha MaKyJaTa MpeACTaB/IsgBa OTOK HA pETHHATA, KOWTO ce MOy4yaBa MpH MMalueHTH ¢
nua0eT, BCIIEACTBAE Ha M3THYAHE HA TEYHOCT OT KPHBOHOCHHUTE ChIOBE B MaKyliata. Makyiara € Ta3u
4acT HA pETUHATA, KOSITO € OTTOBOPHA 3a 100poTo 3peHne. Koraro Makyara ce rmojaye oT TSYHOCT,
LEHTPAITHOTO 3pEHHE Ce 3aMbIJIsIBa.

Joxkazano e, ye Afglir crirpa pacrexa Ha HOBU aOHOPMHU KPBBOHOCHH ChI0OBE B OKOTO, KOUTO YECTO
BOJIAT IO M3THUAHE HA TEYHOCT WK 10 KbpBeHe. Afglir moxe ma momorse 3a crabuansupane, a B
MHOTO CJIy4au | Jia 1o1o00pu 3arybara Ha 3peHue, cBbp3ana ¢ Bnaxua B/IM, OLIPB, OPPB, JIMO u
muonnyna XHB.

2. KakBo TpsioBa 1a 3Haete, npeau aa Bu obae npuiioxken Afglir

Afqglir uama 1a Bu 6b1e npuiio:ken

- AKO CTC aJJCPru4yH KbM a(bjm6epuenT WJIN KbM HAKOA OT OCTaHAJIMTEC CbCTaBKHU HAa TOBA
JIeKapcTBO (M30poeHH B TOUKA 6)

- aKo UMaTe aKTHBHA MHEKIVS WIN CbMHEHHE 32 HHPEKIHS B OKOTO HJIH OKOJIO HEero (OYHa MU
OKOJIOOYHA WH(EKIIHs)

- aKO UMAaTe TEKKO BB3MAIICHHNE HA OKOTO (TIPOSIBSBAIIO CE ¢ OOJIKA WM 3a4epBsIBaHE).

IpenynpesxieHus v MpeanasHu MepKH

I'oBopete ¢ Bamust ekap, npeau aa Bu 0bae npusioxen Afglir

- aKo MMaTe TIayKoma

- aKo CTe MMAaJIU CITydYaH J1a BIKJATe NCKPU MJIM MBTHUHH M TIPU BHE3AITHO YBEJINYCHNE HA
pa3Mepa 1 Opost Ha MBTHUHUTE

- ako Bu e mpaBeHa Wiy 3aruiaHyBaHa ONepalys Ha OKOTO, B PAMKUTE Ha MPE/IISCTBAIIMTE WITH
CJIC/IBAIIUTE YCTUPH CEAMUIIN

- ako umare Texxka popma Ha OLIPB nmn OPPB (ucxemrana OL[PB mnmu OPPB), He ce
npenopbuBa aeueHue ¢ Afqlir.

OcBeH TOBa € Ba)KHO Jla 3HACTE, e

- Oe3omacHocTTa ¥ e(h)UKacHOCTTA Ha a)IMOepIIenT, KoraTo ce Mpujiara B JBETE 04U
€THOBPEMEHHO, HE Ca U3CJICIBAHH M aKO CE U3II0JI3BA I10 TO3W HAYMH, MOXKE J1a JOBEE JI0
MOBHIIICH PUCK OT MOSIBA HA HEXEIIAHU PEAKIIUH.

- nmkexktupanero Ha Afqlir moske na penn3BrKa OBUIIaBaHE HA OYHOTO HAIATaHe (BBTPEOTHO
HaJIsIraHe) MPU HAKOM TAIMEHTH B paMKuTe Ha 60 MHHYTH OT HHXXEKTHpPaHETO. Barust nexap
II€ CJIC/IA TOBA CJIC]] BCSIKA HHKEKIIHS.

- aKo pa3BueTe WHMEKIHS UK Bh3MaJICHHE B OKOTO (€HIOMTATIMHUT) HWITH APYTH YCIOKHEHHS,
MOe J1a IOYYBCTBATe OOJIKA UK TTO-CHJICH TUCKOM(OPT B OKOTO, BIIOIIABAIIO CE 3a4CPBsBaHE
Ha OKOTO, 3aMbIJICHO WIIK OTCIa0CHO 3pPCHHUE H TIOBUIIICHA YYBCTBUTEIHOCT KbM CBETIIHHA.
BakHO € BCHUKH CUMIITOMY J1a ObJIaT IUATHOCTUIIMPAHHU U JICKYBaHH Bb3MOXKHO Haii-CKOPO.

- Baiusit siekap 1ie npoBepu ajid uMate Ipyrd pUCKOBH (DaKTOPH, KOMTO MOTAT Jia YBEIHUYaT
BB3MOXHOCTTA OT Pa3KbCBaHE MM OTJICHIBAHE HA €MH OT CIOCBETE B 3a/{HATA YaCT HA OKOTO
(oTienBaHe WM pa3KbCBaHE Ha PETHUHATA, U OTIICIIBAHE MM Pa3KbCBAaHE HA MUTMEHTHHS
enuTes Ha PeTHHATA), B KoiiTo ciryyaii Afqlir TpsoBa a ce mpuiara ¢ MOBUILICHO BHUMAHUE.

- Afqlir ve Tps6Ba 1a ce mpuiara 1Mo BpeMe Ha OPEeMEHHOCT, OCBEH aKo MOTEHIMAIHATA [T0J13a HE
NpEBHUILIaBa MOTCHI[HMATHUS PHCK 32 TUI0/A.

- ’KEHH C ICTEPOJICH MOTEHIIMAN TPsiOBa 1a U3M0JI3BaT e(heKTUBHA KOHTPAIICIIINS 110 BpeMe Ha
JICUEHUETO M Hali-MaJIKO TPH Mecelia ciiesl mocieanara nmkekmus Afglir.

CucremHara ynorpe6a Ha nuaxuburopu Ha VEGF, BeniectBa, moJjo0HH Ha OHE3H, KOUTO CE ChIBPIKAT
B Afqlir, e moTeHIMAIHO CBBbP3aHa C PUCK OT KPhBHU ChCHUPEIIH, 3aITyIBAIH KPhbBOHOCHUTE ChIOBE
(aprepuanan TpoMOOEMOONINYHH CHOUTHS), KOETO MOKE J1a JIOBEJIE /IO ChpJIeYeH HH(PAPKT WIH JI0
uHCyaT. ChIIECTBYBa TEOPETHYEH PUCK OT TaKMBa ChOUTHS cien nmkekTupane Ha Afglir B okoto.
Nma orpannyenu ganHu 3a 6e3omacHoCTTa IpH jJeueHue Ha naruentu ¢ OL[PB, OPPB, IMO u
muonunyHa XHB, KouTO ca MMajy MHCYIT WM MHUHUA UHCYIT (TIPEX0Ha MCXEMUYHA aTaKa) WU
ChpZicucH UHPAPKT B PAMKUTE Ha MOCIEAHUTE 6 Mecera. AKO HAKOe OT U30pOeHHTE ce oTHAcs 3a Bac,
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Afqlir me ce mpumara ¢ MOBHUIIEHO BHUMAHUE.

Wma orpaHnYeH ONHT C ICYCHUETO Ha

- maruentu ¢ JIMO BcnencTBue Ha AuadeT Tui 1.

- IrabeTHI ¢ MHOTO BHCOKH CpEIHM HHMBa Ha KpbBHA 3axap (HbAlc nax 12%).

- nua0eTUIM ¢ 0YHO 3a00JsABaHe, MPUUYMHEHO OT ArabdeTa, HapeueHo nponndepaThBHa AruadeTHA
pETHUHOATHSL.

JIumicea onut ¢ e4eHue Ha

- MAIMEHTH C OCTPU UHPEKIHH.

- MAalMEHTH C IPYTyd OYHM 3a00JI1BaHUsI KaTO OTJICTIBAHE HA PETHHATA WIIM JIyTKa B MaKyJjara.

- Ta0eTUIN ¢ HEKOHTPOJIMPAHO BUCOKO KPHBHO HaJIATaHE.

- MAIMEHTH, KOUTO HE ca OT a3uaTCcKu Mpousxon, ¢ MuonuuHa XHB.

- MAIMEHTH, JIEKYBaHU Npeau 3a MuonuuHa XHB.

- MaIMEHTH C YBPEX/IaHe N3BBH IIEHTpAIHATA YacT Ha MaKyJiaTa (eKcTpadoBeaiHu JIe3un) 3a
muonuuHa XHB.

AKo HsIKOe 0T M30pOeHHUTE MO-rope ce oTHacs 3a Bac, Bammsit nekap e B3eMe peiByI Ta3u JIUIca
Ha uHdopmanus npu jgedenento Bu ¢ Afglir.

Jeuna u roHomu

Vnorpebara na Afglir mpu nena wiu HOIM Ha BB3pacT oA 18 roauuu He e Ouiia npoyyBaHa,
3awmoTo BnaxHata BJAM, OLIPB, OPPB, /IMO u muonuuna XHB ce cpemar oCHOBHO IIpH Bb3pacTHHU.
[Topanu ToBa, HsIMa CbOTBETHA YIIOTpeOa B Ta3u Bb3pacToBa rpyrma.

Apyru aekapcerBa u Afglir
TpsiOBa na kaxxete Ha Bammst nekap, ako U3M0JI3BaTe, HACKOPO CTE M3IOJI3BANN UITH € B3MOXKHO J1a
U3II0JI3BATE APYTH JIEKapCTBa.

BpeMeHHOCT 1 KbpMeHe

- JXKenu ¢ eTepoieH MOTeHIMAa TPsAOBa J1a N3M0I3BaT e()eKTHBHA KOHTPAIICIIIHS 110 BpeMe Ha
JICUEHUETO W Hal-MaJIKO TPH Mecelia clies mocieanara nmkekmus Afglir.

- Hsima onut B n3non3Banero Ha adguubeprienT npu OpemenHu skeHu. Afqlir He TpsioBa na ce
M3I10J13Ba 110 BpeMe Ha OpEeMEHHOCT, OCBEH aKO MOTECHIMAIHATA 110J13a HE TPEBHUIIIaBa
NOTCHIMAHUS PHUCK 3a TuIoJa. AKO cTe OpeMeHHa WM IIaHupaTe OpeMEHHOCT, IIOChBETBaiTE
ce ¢ Bamms nexap npeau neuenue ¢ Afqlir.

- Masku xonmyectBa Afglir moxxe 1a mpemunar B kbpmara. Edexture BbpXy KbpMEHUTE
HOBOpOIeHN/KbpMadeTaTa He ca m3BecTHu. Afglir He ce mpemoppuBa 1Mo BpeMe Ha KbpMEHE.
Axo cTe KbpMauka, 00chaeTe ToBa ¢ Bamus nekap npenu nedenue ¢ Afglir.

Ilodupane u paéoTa ¢ MAIIMHH
Crnen umxekrmsra ¢ Afglir moxe f1a nmare BpemeHHH 3puTenHu cMmytienus. He mogupaiite u He
paboTeTe ¢ MalluHK, JOKATO TE Ca HAUIIC.

Afqlir ceabpika

ToBa ekapcTBO ChIBPKa MO-Manko oT 1 mmol Hatpuii (23 mg) Ha 7030Ba eAWHULA, T.€. MOXKE Ja Ce
KaXke, 4e IPaKTHYECKHU HE ChAbPAKA HATPHH.

Toa nekapctBo chabpika 0,02 mg nonucopodat 20 BBB Besika tocTaBeHa go3a ot 0,05 ml

(50 mukponurpa) pasreop. [Tonucopbarite Morar Jia MPUYMHAT ajJeprudHu peakimu. Tpsosa qa
KakeTe Ha Bammst nexap, ako UMaTe YCTAaHOBEHH aJIepTHH.

3. Kak mie Bu 6b1e npuaaran Afqlir

Jlexap ¢ ONHUT B MPUJIATaHETO Ha OYHH MHXEKIMH e nrmxektupa Afglir B okoro Bu B acentuunu
(YMCTH U CTEPUIIHU) YCIOBUSI.
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Ipemoppunrtennata qo3a € 2 mg apuudepuent (0,05 ml).
Afqlir ce npunara KaTo MHXEKIHSI B OKOTO (MHTPABUTPEATHA HHKEKIIHS ).

[Ipenu nmxekTrpaneTo BamusaT nekap 1e u3Moia3Ba Ae3uH(EKIIpaIio CpeacTBO 32 BHUMATEITHO
MOYMCTBaHe Ha OKOTO B ¢ 1ien nmpenoTBpaTsaBane Ha HHPEKIs. BamusaT nekap e Npuiioxu U
MECTHa YIOWKa, 3a JIa HaMalli WK TPEJI0TBPATH BCsAKA 00JIKA, KOATO OUXTE MOTJIX J1a TIOYyBCTBATE
TIPU UHXKEKTUPAHETO.

Bnasicna BJIM

[Naruentu ¢ BnaxHa BJIM 1ie Ob1aT J€KyBaHHU C €THA HHXKEKIIUS Ha MECEI B MPOIBIIKCHHUE HA TPU
MTOCJIETOBATETHY JTO3HU, TIOCTIEABAHHN OT ApyTa WHXKEKITHS CIIe]T TOITBITHUTEIIHN JBa MECerla.

Cnen Toa BamusT nekap 1ie peiiy,1aiyd HHTEPBATBT MEXTy HHKEKIIMUTE MOXKE Ja Ce TOIbpiKa Ha
JIBa MeCella WK IOCTEIICHHO J1a Ce YAbJDKaBa C 1Mo 2 Win 4 CeAMMIIN, aKO ChCTOSHUETO Bu €
CTaOMIIHO.

Axo cecTosinreTo Bu ce BJIOIIHW, MHTEPBAJIBT MEXKAY UHKXCKIHUUTE MOXKE 1a 6’[))16 CBKpAaTCH.

He ce nanara Ja 1oceuraBaTe Bamms JICKap MCXKAY OTACIIHUTC MHIKXCKIUH, OCBCH KO UMATC HAKAKBU
HpO6J'IeMI/I WJIH CTE ITOChBETBAHU OT Barms JICKap.

OTtok Ha makyaara Beieacrsue Ha OPB (OPPB uiu OLIPB)
Bammsr siexap e onpeaeny Hai-nmoAxozsIiaTa cxemMa Ha JieueHue 3a Bac. Bue e 3anounere
JICYCHHUE ChC cepusi OT exxeMeceuHn urxekiuu ¢ Afglir.

WuTepBanbT MeX Iy BE MHKEKIIMY He TPsiOBa Jja ObJie TIO-KbC OT €IMH MECEIl.

Bamusit niexkap moske 1a pemu na cupe jgedenuero ¢ Afglir, ako cecrosinnero Bu He ce momo0pu mpu
HPOABIDKABAHE HA JICYUCHHETO.

BaiieTo neueHwue 111e Npoab/DKU € ©KEMECSUHN MHKEKIINH, TIOKAaTO ChCTOSHUETO BU cTaHe cTaOMITHO.
Moske n1a ca HEOOXOUMU TPU WITH TIOBEUES €KEMECCUHU NHKCKITUH.

Bammusr nexap mie npocnessa Baius 0TToBOp Ha JICUSHHUETO U MOXKE J1a TIPOIBIDKHU JICUSHUETO Upe3
MOCTEIICHHO yBEJINYaBaHE HAa MHTEPBaJIa MEXK/y HHKCKIIMUTE, 3a JIa CE MOIIbpKa CTAOMITHO
ChCTOSTHUE. AKO ChCTOSTHHETO B 3arodHe ia ce BiiolaBa mpu mo-AbIbI MHTEPBA Ha JICUCHNE,
BamusT nexap e HamManu ChOTBETHO WHTEpBaa.

Bb3 ocHOBa Ha Bammist otroBop Ha JiedeHneTo, Bammst gexap 11e pemry KakbB Ja € TpaduKbT Ha
IperyieInTe 3a NpociesiBaHe U CXeMaTa Ha JIeueHHe.

Huabemen maxynern omox (IMO)
Maruentu ¢ JIMO TpsiOBa 11a ce JCKYBaT ¢ €IHA MHKEKIIUS MECEUHO 32 ITbPBUTE TET MOCICIOBATCIIHU
JTO3H, TTOCIEABAHN OT €HAa HIDKEKIIMS Ha BCEKH JIBa MECELa CIIE]] TOBA.

WNHuTepBanbT Ha mpuiiaraHe MOKe Ja ce 3ama3u BeJHBK Ha BCEKU JIBa MECella Ui J1a ce aJanThpa Bb3
OCHOBA Ha Tperiiena Ha Bamus nexap. Bammst nexap 1ie pems KakbB 1a € TpaguKbT 3a
TIPOCIIESIBAIITH TIPETIICITH.

Bammsar JICKAap MOKC a peIlIr aa Crpe JICUCHUCTO C qullr AdKO CC€ YCTaHOBHU, UC HAMATC 110JI13a OT
MMPOABIIKUTEIIHO JICUCHUEC.

Muonuuna XHB

[Maruentu ¢ muonuuna XHB 1ie Ob1aT TeKyBaHH CaMO C €THA WHXKEKIHA. J[OITbITHUTETHN HHKCKITUH
e Bu ce mocTaBat camo, ako nperjeauTe npu Baius iekap nokaxar, 4e CbCTOSIHUETO Bu He ce e
mo100puIIo.
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HHTEepBaTbhT MEXIY IBE MHXEKIIMH HE TPsiOBa 1a ObIe MO-KBC OT €AMH MECEIL.

Axo 3abonaBaneTo Bu OTIOYyMsIBA U CJIC TOBA CC BPbIIIA, Bammsar JICKap MOKEC aa MoJHOBU
JICUCHUCTO.

Bammsar JICKap mie omnpeacin Fpa(l)I/IKa Ha OpeTICAUTC 3a IPOCIICAsIBAHEC.

[ToxpoOHu yKa3aHus 32 ynoTpeba ca JaJJleHH B Kpasi Ha JIMCTOBKAaTa ciel ,,Kak ce mpuroTss 1 Kak ce
npunara Afqlir npu Be3pacTHI™.

Axo e npomycHaTa 1o3a Afglir
3anmmiere ce 3a HOBO TOCEIICHHE 3a MPeTrye]] U HHKEKIHS.

Axko cte cnpesin npuema Ha Afqlir
Koncynrupaiite ce ¢ Bamms nekap npenu ga crpeTe JICUSHUETO.

AXO MMaTe HSIKaKBH JIOMBIIHUTEIHN BBIIPOCH, CBBP3aHH C YIIOTpebaTa Ha TOBa JIEKApCTBO, MOMHUTANTEe
Bamus nekap.

4, Bb3MOKHH HeKeJTaHU pPeaKkumumn

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia IMIPCAN3BUKA HEKEIIaHU PCAKIIUU, BBIIPEKU Y€ HE
BCCKU I'1 ITIOJIy4aBa.

[loreHuuanHo Morat fja Bb3HUKHAT aJePruYyHM peakuuu (peakuy Ha CBPbXUyBCTBUTENHOCT). Te
MoOrar ia ObJAaT CepHO3HU H [1a HAJIAraT [a ce CBbpskeTe He3a0aBHO ¢ Bamus jekap.

[Tpu mpunoxeHneTo Ha adIUOSpIeNT MOTaT J1a ce Pa3BUAT HAKOW HEXKEIAHH PEaKIUH, 3acsTali
OYHTE, KOUTO Ce JIbJDKAT Ha IpolelypaTa Ha HHKeKTupaHe. Hakon ot Tx MoraT 1a Ob1aT cepHO3HU
Y BKITIOYBAT CJIENOTa, CEPHO3HA HHPEKINS WIH Bb3NaJeHHe Ha 0KOTO (SHI0(PTaIMuUT),
OTJIeNBaHe, Pa3KbCBaHe WIH KbpPBeHe HA CBETJIOUYYBCTBUTETHHUS CJI0I B 32/IHATA YaCT HA OKOTO
(oTenBaHe WM pa3KbCBaHE HA peTHHATA), IOMbTHSABAHE HA JellaTa (KaTapakra), KPbBOU3JINB B
OKOTO (KPBbBOM3JIMB B CTHKJIOBUIHOTO TSUIO), OTJIENBAHE HA MOJ00HOTO HA 7KeJie BEIECTBO BHB
BbTPENIHOCTTA HA OKOTO OT PeTHHATA (OTJICTIBAHE HA CTHKJIOBH/IHOTO TSJI0), U MOBHIIABAHE HA
HAJISITAHETO B OKOTO, BIDKTE TOUKa 2. Te3n cepro3HN HeXEeNaHH PeaKIny, 3acsralid O9nTe, ca ce
pasBui nipu mo-mManko oT 1 Ha 1 900 HHKEKIUU B KITMHUIHUATE TPOYYBAHUSI.

CB'bp)KeTe ce ¢ Bamus JIeKap He3aﬁaBHO, AKO IOJIYYHUTEC BHE3AITHO HAMAJICHUE HAa 3pEHUETO, NN
3acujIBaHe Ha OojKara u 3a4C€PBABAHC HAa OKOTO CJIC] MHKXCKIUATA.

CnuchbK HA HEJKeJIaHU PeaKkuu

CrenBa cIIMChK Ha HEKEJIAHUTE PEAKLIMH, KOUTO ca ChOOIaBaHU KAaTO BEPOATHO CBBP3aHHU C
npoleaypaTa Ha HHXKEKTHpPaHe W ¢ JIeKapcTBOTO. Mouis, He ce Oe3mnokoiite, Bue Moxe na He
MOJyYUTE HUKOS OT TAX. BuHaru o0OchxkaalTe BCSIKAKBHY MOJ03UPAHH HEXKENaHU peakuuu ¢ Bamms
JeKap.

MHoro 4ecTH He:KeJIaHH peaknuu (Morar ja 3acersar noseue ot 1 Ha 10 mymm):

- BJIOIIIABAHE HA 3PEHUETO

- KPBHBOM3JIMB B 33]{HATa YaCT Ha OKOTO (KPbBOM3JIMB B PETHHATA)

- KPBBSCBaHE Ha OKOTO, MPUYUHEHO OT KbPBEHE OT MAIIKUTE KPHBOHOCHH CHJIOBE BHB BHHIITHUTE
CJI0eBEe Ha OKOTO

- 00JIKa B OKOTO
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YecTu HexeJIaHU peakuum (MoraT aa 3acersat a0 1 xva 10 gymm):

- OTJIETIBAaHE WJIM Pa3KbCBaHE HA €IWH OT CIOEBETe B 3a/JlHAaTa YacT Ha OKOTO, KOETO BOIH O
MpOOJIACHIIM C MBTHHHHU, TIOHSKOTa TPOTPEcCHpalny 10 3arydoa Ha 3peHueTo (pa3KhCBaHE Ha
PETUHAITHUS MUTMEHTEH ST */0TIeBaHe, OTICIBAHE HA peTUHATA/Pa3KbCBAHE)

* CBCTOSIHUSA, 32 KOUTO € U3BECTHO, Y€ ca CBBbP3aHu ¢ BIakHa BJIM; HabmrogaBanu caMo mpu
MMaIMeHTy ¢ Braxkaa BJIM.

- JIETeHEepalvs Ha pETHHATA, IPUYMHSBAIIA HAPYIIICHO 3pEHUE

- KPBBOM3IIMB B OKOTO (KPHBOM3IHUB B CTHKIOBHIHOTO TAJIO)

- HAKou (opMHU Ha 3aMBITIIBaHE HA Jiemiara (Katapakra)

- YBpEXJIaHe Ha TpeHMs CJIOH Ha O4HaTa s0BJKa (POroBUIaTa)

- MOBUIIIEHUE HA HAIATAHETO B OKOTO

- JIBUKEIIN Ce MEeTHA B 3pUTETHOTO 1oJie (MBbTHUHH)

- OTJIENIBaHE Ha TTOJJOOHOTO HA JKEJIE BEIIECTBO BHB BHTPEIIHOCTTA HA OKOTO OT PeTHHATa
(oTienBaHe Ha CTHKIOBHUIHOTO TSUIIO, BOJEIIO IO MPOOIIACHIN C MbTHHHH)

- ycellane, ue uMa Hello B OKOTO

- MOBHILIEHO 00pa3yBaHe Ha ChJI3U

- MoTyBaHe Ha Kjermadya

- KbPBEHE Ha MSICTOTO HA MHKEKTUPAHE

- 3auepBsiBaHE Ha OKOTO

HeuecTu He:xkesanu peakuuu (Morar ja 3acersar 1o 1 va 100 gymm):
- aJeprUYHU Peakiuy (PeaKkny Ha CBPbXUyBCTBHTEITHOCT)**
** Ima chOOIIEeHus 3a alepTHYHN peaknuy KaTo 00puB, ChpOex (IPypUTYC), KOTIPHBHA

Tpecka (ypTUKapus), KaKTO M HIKOJIKO CIy4dad Ha TEKKHU allepruyHH
(anadpunakTHuHI/ aHAUIAKTOUIHN) PEaKIIHH.

- CEPHO3HO BB3MaJieHNe Wi WH(EKIN BbB BTPEIIHOCTTA HA OKOTO (eHI0(TaaIMuT)

- BB3MAJICHNE Ha UPHCA WIH IPYTH YaCTH Ha OKOTO (MPHT, YBEUT, UPUIOLUKIIUT, THH/IAI B
npeaHaTa Kamepa)

- HEOOWYafHO yCeIaHe B OKOTO

- Jpa3HeHe Ha Kiernaya

- MoJyBaHe Ha MpeIHUs CI0i Ha ovHaTa s10bJIKa (POroBHIaATAa)

Penxu Hexxenanm peakuuu (Morat na 3acersat o 1 va 1000 xymm):

- crenora

- NOMBTHSIBaHE Ha JIeIIaTa Mopaay TpaBMa (TpaBMaTu4Ha KaTapakTa)

- BB3MAJICHHIE Ha II00OHOTO Ha KeJe BeIIECTBO BB BETPEITHOCTTA HA OKOTO
- THOU B OKOTO

C HeH3BeCTHA 4eCTOTa (0T HAJMYHUTE JIAHHU HE MOXe J1a O'b/ie HAalpaBeHa OlleHKa Ha YeCTOTaTa):
- BB3MAJICHUE Ha Os1aTa 9acT Ha OKOTO, CBEP3aHO ChC 3aUepBsBaHE U 00JIKA (CKIICPHT)

B knmuHMYHKTE M3NUTBaHUS ce HaOMI0JaBa MOBHUIICHA YECTOTa HA KbPBEHE OT MAIKUTE KPHBOHOCHHU
CHJIOBE BbB BHHIITHUTE CJIOEBE HA OKOTO (KOHIOHKTHBAJICH KPHBOU3JIMB) MIPU MAIIMEHTH C BIAKHA
B/IM, npuemariu jgekapcTBa 3a pa3pekIaHe Ha KpbBTa. Ta3u MOBHUILEHA YECTOTa € CPAaBHUMa MEXIY
MalUeHTHTE, JEKyBaHH ¢ paHuON3yMab u adaudepuent.

Cucremuara yrnorpeba Ha uaxuburopu Ha VEGF, Bemectsa, momo6Hu Ha chabpxariure ce B Afglir, e
MOTEHIIMAIHO CBhP3aHa ¢ PUCKa OT KPBBHU ChCUPEIH, 3aMyIIBAIM KPHBOHOCHUTE ChI0BE
(aprepuaiHu TPOMOOEMOOTMYHY CHOUTHS), KOSTO MOXKE J1a JOBEJE 10 ChpACUYCH UH(PAPKT UK J0
uHCynT. ChIleCTBYBa TEOPETHUYEH PUCK OT TaKMBA ChOMTHS cien nmkekTupane Ha Afglir B okoTo.

KakTo npu BCHUYKM TeparneBTUYHYU IPOTEHHH, Py npuiiokeHneto Ha Afglir ceimectByBa BE3MOMXKHOCT
OT UMyHHA peaknus (o0pa3yBaHe Ha aHTUTENA).
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ChobIiaBaHe HA HeKeJIAHU PeakIuu

AKO TOJIyYHTe HAKAKBH HEXEJIaHU JIEKAPCTBCHM PeaKiuy, yBeaomere Barus nekap. ToBa BkiIouBa
BCUYKH BH3MOXKHU HEOMCAHU B Ta3M JIMCTOBKA HEXEIaHU peakiu. MoxKeTe ChINo J1a ChoOIuUTe
HEXCEJIAaHU PEaKIui TUPEKTHO Ype3 HAllMOHATHATA CUCTEMA 33 ChOOIaBaHe, IIOCOYCHA B
[punosxenue V. Kato cho0IaBare He)KEIaHU PeaKIMU, MOXKETE Ja JaJeTe CBOS IPUHOC 3a
[oJIyuaBaHe Ha IMoBeue HHPOpMaIHs OTHOCHO 0€30MacHOCTTa Ha TOBA JICKapCTBO.

5. Kak na coxpansBare Afqlir
. Jla ce chXpaHsiBa Ha MACTO, HEJJOCTBITHO 32 JIeTIa.
o He u3mos3Baiite ToBa JIEKapCTBO CJIE CPOKA HA TOJHOCT, OTOENsI3aH BbPXY KapTOHEHATa

OITaKOBKa U eTHKeTa ciexn ,,l onen m0:*/,,EXP“. CpokbT Ha rOJJHOCT OTroBaps Ha IOCJIEIHUS JICH
OT ITOCOYEHUS MECEII.

Ja ce cpxpanssa B xnaquwiHuk (2 °C o 8 °C). Jla He ce 3ampassiBa.

HeotBopenusr O0aucTep Moxe Jia ce chxpaHsBa u3BbH XnaauwiHuk noj 30 °C o 14 quu.

[a ce cpxpaHsIBa B OpUTrHHAIHATA OTIAKOBKA, 3a J1a CE€ MPE/Ia3u OT CBETIMHA.

He u3xBbpisiiTe nekapcTBaTa B KaHAIM3alMATA WM B KOHTETHEPA 3a JOMAITHU OTHaAbIIH.
[Honwmraiite Bamms dhapmaneBT Kak qa H3XBHPISTE JIEKAPCTBATa, KOUTO Bede HE M3IONI3BATE.
Te3u Mepku 11Ie CTOMOTHAT 3a Olla3BaHe Ha OKOJIHATA CPEeaa.

6. Chabp:kaHue Ha OIAKOBKATA M JOINBJIHUTEIHA HH(pOpManus

Kakso cbabpixa Afglir

- AxTHBHO BemecTBO: admbepuent. Beska npeBapuTeIHO HAITBJIHEHA CIIPUHIIOBKA ChABPXKA
6,6 mg adpmubepnent B 0,165 ml pasrBop. ToBa ocurypsiBa H3M0OI3BaEMO KOJIHYECTBO 32
JocTaBsiHe Ha eirnHUYHA 1032 oT 0,05 ml, ceappikama 2 mg adgaubeprent.

- Hpyru cweraBku: nosiucopbar 20 (E 432), xuctuauH, L-XUCTHAMHOB MOHOXHIPOXJIOPHT
MOHOXHJIpAT, HATPUEB XUAPOKCHU (3a Kopeknus Ha pH), ximopoBogopoHa KucennHa (3a
Kopekuus Ha pH), Bosia 3a MHKEKIINU.

Buxre ,,Afglir cbrpprka“ B Touka 2 3a oBeue nH(GoOpMaIus.

Kak m3raexaa Afglir m kakBo cbIbpika onakoBKaTa

Afqlir e nHKEKIIMOHEH Pa3TBOP (MHXKEKIIHS) B PEIBAPUTEITHO HAITBJIHEHA CIIPHHIIOBKA (CTHKIIO

Tt 1), MapkupaHa ¢ THHUSA 32 103aTa, C T7IaBa Ha OyTano (e1acToMepHa rymMa) U Iyep-JIoK aJlanTop C
Kalmayka Ha BbpXa (emacToMepHa ryma). Pa3TBopbT € OucThp, 6e31BeTeH A0 OienoKkadeHHKaBO->KbJIT.
OmnakoBka oT 1 mpeiBapuTETHO HAITbJIHEHA CIIPUHIIOBKA.

IIpuTe:kaTes1 Ha pa3pelIeHHETO 32 yNOTpeda
Sandoz GmbH

Biochemiestr. 10

6250 Kundl

ABcTpus

IIpousBoauTen

Novartis Manufacturing
Rijksweg 14
Puurs-Sint-Amands, 2870
benrus
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3a mompIHUTENHA WH(GOPMAIHS OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JIOKATTHUS
MIpeICTaBUTEI Ha MIPUTEXATENs Ha pa3penieHneTo 3a ynorpeoda:

Belgié/Belgique/Belgien
Sandoz nv/sa
Tel/Tel: +32 2 722 97 97

bbarapus
Cannos bearapus KUT
Ten.: +359 2 970 47 47

Ceska republika
Sandoz s.r.o.
Tel: +420 234 142 222

Danmark/Norge/island/Sverige
Sandoz A/S
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

E\rada

SANDOZ HELLAS MONOIIPOZQIIH 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: +3851 23 53 111

Ireland
Rowex Ltd.
Tel: + 353 27 50077

Italia
Sandoz S.p.A.
Tel: +39 02 81280696

Lietuva
Sandoz Pharmaceuticals d.d filialas
Tel: +370 5 2636 037

Luxembourg/Luxemburg
Sandoz nv/sa (Belgique/Belgien)
Tél/Tel.: +32 2 722 97 97

Magyarorszag
Sandoz Hungéria 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 0.0.
Tel.: +48 22 209 70 00

Portugal
Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00

Romania
Sandoz Pharmaceuticals SRL
Tel: +40 21 407 51 60

Slovenija
Sandoz farmacevtska druzba d.d.
Tel: +386 1 580 29 02

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
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Kvbmpog

SANDOZ HELLAS MONOITPOZQIIH A.E.

(EALGOQ)

TnA: +30 216 600 5000
Latvija

Sandoz d.d. Latvia filiale
Tel: +371 67 892 006
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I[aTa Ha MOCJICAHO NMpepasrijec;kaane Ha JIMCTOBKaTa

IMoapobHa uHbopMalys 3a TOBA JIEKapCTBO € Mpe0CcTaBeHa Ha yeOcaiita Ha EBporieiickara areHius
o JjiekapcTBata: https://www.ema.europa.eu.

IMocouyenaTa no-go01y uHGOpMAaNKs € MPpeJHAZHAYEHA CAMO 32 MEIHIIUHCKH CTIENHATUCTH.
[IpenBapuTenHO HATBITHEHATA CIIPUHIIOBKA ChABP)KA MIOBEUE OT MPEMOPHhUNTEIIHATA J103a 2 M(
admubepuent (ekBuBasieHTHH Ha 0,05 ml). M3nmuniHOTO KOMMYeCTBO TPsIOBA /1a C€ OTCTPaHU MPenn
MPUJIOKEHHE.

Ykazanusa 3a ynompeoda na npedeapumenno HanviHeHAMa CHPUHUOBKA:

CbxpaHeHue U POBepPKa

CoxpanssaiteAfqlir B xmagunauk npu 2 °C — 8 °C; na He ce
3ampassiBa. ChXpaHsABaiiTe MpeIBAPUTEITHO HAMTBJIHEHATA CITPUHI[OBKA
B KapTOHEHATa OMAKOBKa, 32 JIa CE MPEANAa3u OT CBETIINHA.

[Ipenu ynotpeba HeotBopenusat Onucrep Ha Afqlir Mmoxe na ce
chXxpansaBa rmpu Temmeparypa moxa 30 °C go 14 qgau. Cnenx oTBapsHe
Ha OnucTepa paboTeTe B aCENTHYHH yCIIOBUSI.

Afqlir e 6ucTbp u Oe3uBeTeH 10 O1eM0KadEHUKABO-KBIT Pa3TBOP.
E t: |'—

Pa3tBOpBT TpsAOBa A ce MPOBEPH BU3yaTHO 3a UY)KIW YaCTHUIIH,
MOMBTHSIBaHE /WA TIPOMSIHA B [[BETA WII BCSIKAKBA MTPOMSIHA BHB
BBHIIIHUSA BUJI PEAM NIpUIOkKeHNe. B ciryyaii ye ce HaOmronaBat
TaKWBa, JICKAPCTBEHUSAT MPOIYKT TPSIOBa JIa Ce M3XBBHPIIH.

He H3HOJ'I3Bal>iTe, AKO OIIaKOBKaTa WUJIU MIPCABAPUTCIIHO HAITbJIHCHATA
CIIPUHIIOBKA Ca MOBPCACHHU WJIM C U3TCKBJI CPOK HA TOAHOCT.

IToaroroBKka M NpUJIOKEHUE

Bcesika npeaBapuTenHO HaITbJIHEHA CIPUHIIOBKA TPsIOBa 1a ce M3M0J3Ba 3a JCUSHHUE CaMo Ha €JHO OKO.
He otBapsiite crepunus Onuctep ¢ MpeABaprUTETHO HAITbJIHEHATA CIIPUHIIOBKA U3BBH YHCTA CTas 3a
HPWIOKECHHUE.

3a HHTpaBUTpEaTHO HHXKEKTUpaHe TpaOBa na ce m3noisBa 30 G X Y2 nHYa WH)KEKLIMOHHA UTJIa.
Wznon3paiite acenTHyHa TEXHUKA, 33 1a U3ITBIHUTE CICTHUTE CTHIIKH.
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Onucanue Ha NpeaABaApUTEIHO HAITBJIHEHATA CIIPUHIIOBKA

Kanayka Ha cnpuHLUOBKa MsicTo 3a npbuCcTUTE

MapkupoBka 3a
posarta ot 0,05 ml

.

| \
| maBa Ha ByTano
Nyep-nok ByTano

el

1 Korato cte roroBu ga nmpunoxute Afqlir, orBopete
KapTOHEHATa ONAKOBKA M U3BAJICTE CTCPIIIN3UPAHATA
omnakoBka (06muctep). BHuMareaHo oTienere
CTepHIN3NpaHaTa onakoBka (0KMcTep), OCUTYPABANKI
CTEpPUIIHOCTTA HAa HEMHOTO ChAbpXKaHUE. [[pbxTe
CIPUHIIOBKAaTa B CTEpUIHATa TabJia, TOKaTo CTAHETE TOTOBU
3a crio0sBaHeTo M.

2 Kato u3nomissare acenTHyHa TEXHUKA, U3BAJETE
CIIPHHIIOBKATa OT CTepHIM3UpaHara ornakoBka (Oimcrep).
3 3a 1a MaxHeTe KamaykaTa Ha CIIPUHIOBKATA, JPBIKTE

CIPUHIIOBKATa B €/lHaTa CU PbKa, KaTo ¢ Apyrara XBaHeTe
Kallaykara Ha CIIPHHLIOBKATA C [aJlelia U IoKa3aiela Cu.
Cuynere (HezelTe Ja 3aBbpTaTe WM YCYKBaTe) Karavkara
Ha CIIPUHIOBKATA.

3adesexkka: 3a 1a u30erHeTe HapylIaBaHe Ha CTEPUIIHOCTTA
Ha MPOAYKTAa, HE U3TETJIsIiTe Ha3a OyTaloTo.

4 M3non3Baiiky acenTUYHA TEXHUKA, 3aBUMTE TUTHTHO
| | umxexkunonnara urna 30 G X ¥2 uHYa KbM JTyep-JIOK BbpXa
: /< Ha CIPUHIIOBKATA.
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Kato appxuTe CipuHIIOBKATa ¢ HACOUYEHA HATOPE UTIa, S
MIPOBEpETE 3a HATWYHNE Ha BB3AYIIHH MeXypUeTa.

Ako nMa Mexypuera, BHUMATEIIHO ITOTYIIAHTe CIPUHIIOBKATA
C IPBCT, IOKATO MEXypUueTara ce U3JUIHAT JO FOpHaTa i
qacT.

BrauMatenHo OoTCTpaHeTe KamaykaTa Ha Urjara, KaTo s
M3AbpIaTe HapaBo.

OtcrpaHeTe BCHUKH MEXYpUeTa U U3TIacKalTe U3IHIITHOTO
JIEKapCcTBO upe3 0aBHO HAaTHCKaHe Ha OyTaJoTo, 3a J1a
M3paBHHUTE OCHOBATA Ha CBOJA HA OyTaJIOTO C YepHATA JIMHUS
3a J103aTa Ha CIPUHIIOBKATA (€KBUBAJICHTHO HA

50 mMukpoautpa).

3atenexka: MmkekTHpaiTe BeAHAra clic/] HalTbJIBaHEe Ha
CIPUHIIOBKATA.

WuxexTupaiite 0aBHO, JOKATO IIaBaTa Ha OyTajaoTo
JIOCTHTHE Kpas Ha CIPHUHIIOBKATA, 32 J1a TMOJIYINTe 00eM OT
0,05 ml. IloTBBpAETE AOCTABAHETO HA IHJIHATA 1032, KaTO
MPOBEPUTE JaJu TaBata Ha OyTajoTo € JOCTUTHAIA Kpas Ha
NWIMHABPA HA COPUHIIOBKATA.

[IpenBapuTEIHO HAIbJIHCHATa CHOPUHIIOBKA € CaMo 3a
eIHOKpaTHa ymoTpeoa.

MHOroKpaTHO TMpWjaraHe Ha JO3H OT TPEABAPUTEIHO
HAIbJIHCHATA CIPHHIIOBKA MOXE Ja YBEIHYH PHUCKA OT
KOHTaMHHALIMA U [TOCIICABAINA HHPESKITU.

Heusnon3BaHusT JeKapCTBEH MPOIYKT WIN OTHAIHUHUTE
MaTepuai OT HEro TpsOBa J1a ce U3XBHPJIST B ChOTBETCTBUE
C MECTHHTE M3HUCKBAHHUSL.
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JIucToBKAa: I/lH(l)OpMaIll/IH 3a manMeHTa

Afqglir 40 mg/ml unkekuuOHEH Pa3TBOP BbB (pi1akoH
apaubepuenr (aflibercept)

vTO3I/I JIEKapCTBEH MPOAYKT TOJICKH Ha JOMBIHUTEIIHO HAOM0IeHre. ToBa 11e mo3Boau 0bp30To
YCTaHOBsIBaHE Ha HOBa MH(OpPMAaIIKsA OTHOCHO Oe30macHOCTTa. MoXKeTe Ja JajieTe CBOsI IPUHOC KaTo
ChOOINNTE BCSAKA HEXKETaHA PEaKIHs, KOSITO CTE MOJYJYMId. 32 HAaUMHA Ha ChOOIaBaHe Ha HEXEIaH!
peakuu BIXKTE Kpasi Ha TOYKa 4.

IIpoyereTe BHUMATEIHO LAJIATA JUCTOBKA, IIPeAH 1a Bu 0be NPHI0KeHO TOBA JIEKAPCTBO, Thi
KaTO TS Chbpaka BaxkHa 3a Bac nndopmanus.
- 3amnasere Ta3u JUCTOBKAa. MoXe fa ce HaJIOKU Ja s IPOYETETe OTHOBO.
- AKO nMaTe HIKaKBU AOI'bJIHUTCIIHU BBIIPOCH, nonuTaite Bamms JICKap.
- AKO NoTy4uTe HAKAKBU HEXKEJaHU JIEKAPCTBEHH PEAKINHY, yBenqomeTe Bamms nekap. Tosa
BKJIFOYBA 1 BCUYKU Bb3MOXXHH HEKCIAaHU p€aKIINK, HCOIMMCAaH! B Ta3W JINCTOBKA. Buxte
TouKa 4.

Kakso CbAbPiKa Ta3u JUCTOBKA

Kakso npencrasisBa Afqlir u 3a kakBo ce u3mosnssa

Kaxkso Tps6Ba na 3Haere, npeau aa Bu 6b1e npumoxen Afglir
Kaxk me Bu 6b1¢ npunaran Afglir

BBb3M0XHM HEXEIaHU PEaKIUK

Kaxk na cexpansiare Afglir

ChrbprKaHNe Ha OTIAKOBKATA U JOMBIHUTEIHA HHPOPMAIIUS

oM E

1.  Kakso npeacrasiasia Afglir u 3a kakBo ce u3no;assa

Afqlir e pa3TBOp, KOWTO CE MHXXEKTHPA B OKOTO 32 JICYCHUE Ha OYHU 3a00JISIBaHUs IPH Bb3PACTHH,
Hape4eHH

- HeoBacKyJiapHa (BJIa)KHa) Bb3pacTOBOOOYCIOBEHA AeTeHepalusl Ha MaKynata (BiaxHa BJIM),

- YBPEICHO 3pEHUE, IBIDKAIIO Ce Ha OTOK Ha MaKyJiaTa, BCICJICTBHE HA OKITy3Hs (3alylIBaHe) Ha
peruranHa BeHa (OPB) (okimy3ust Ha paskiioHeHne Ha pernHanHa BeHa (OPPB) wnn oxiry3us Ha
HueHTpaiHara petuHanHa BeHa (OLIPB)),

- YBpEIIeHO 3peHue, IbJDKAIIO ce Ha AunadeTeH MakysieH oTok (JJMO),

- prez[eHo 3pE€HUC, ObJDKAIIO CE€ Ha MHUOIIMYHA XOpOouJajIHa HeOBaCKy.TIapI/I?)aHI/IH (MI/IOHI/I‘IHa
XHB).

Adnubeprient, aktuHOTO BemecTBo B Afqlir, 6okupa akTuBHOCTTA Ha Tpymna (pakTOpH, H3BECTHH
KaTo ChJ0B eHaoTeneH pactexxeH dpaktop A (VEGF-A) u mnarenten pactexen ¢akrop (PIGF).

[pu naruenTn ¢ BnaxkHa BJIM u muonuuna XHB, Te3u dakropu, KoraTo ca B IPEeKOMEPHO T'OJISIMO
KOJINYECTBO, ca CBBbP3aHH ¢ a0HOPMHO 00pa3yBaHe Ha HOBU KPhbBOHOCHH ChIOBE B OKOTO. Te3u HOBU
KPBBOHOCHH CHJIOBE MOTaT J1a MPUYUHST U3THYAaHE HA KPHBHU KOMIIOHEHTH B OKOTO U €BEHTYAIHO
YBpEXXKJaHe Ha OYHUTE THKaHW, OTTOBAPSIIN 33 3PEHHUETO.

[Tpu maumentu ¢ OLIPB ce nomy4daBa 0j10KupaHe Ha OCHOBHHS KPHBOHOCEH ChJl, KOMTO OTBEXKAa
KpBbBTa OT peTHHATa. B pe3ynraT Ha ToBa ce noBumasar HuBaTa Ha VEGF, koeTo nprnunHsaBa
M3TUYaHE Ha TEYHOCT B PETHHATA, BOJEIIO 10 OTOK Ha MaKyJjarta (4acTTa OT peTHHATa, OTTOBOPEHaA 3a
00pOTO 3peHue), KOITo ce Hapuya MakyJieH oTok. [Ipu oroka Ha MakyJiaTa, LEHTPaIHOTO 3pEHHE Ce
3aMBIJIABA.
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[Tpu narmmenTn ¢ OPPB, eqHo min moBede pa3kiIOHSHSI Ha TIIABHUS KPHBOHOCEH ChJI, KOUTO
TpPaHCIIOPTHPa KPBB OT peTHHATA € OJIoKkupaHo. B pesynrar Ha ToBa ce moBumasat HuBata Ha VEGF,
KOETO MPUYMHSBA U3THYAHE HA TEUHOCT B PETHUHATA, BOJECIIO IO OTOK HA MaKyJara.

JnaOeTHUAT OTOK Ha MaKyJaTa MpeACTaB/IsgBa OTOK Ha pETHHATA, KOWTO ce MOJy4yaBa MpH MMalueHTH C
nua0er, BCIeACTBHAE Ha M3THYAHE HAa TEYHOCT OT KPHbBOHOCHUTE CHIOBE B MaKylaTa. Makyinara € Ta3u
4acT Ha pEeTUHATA, KOSITO € OTTOBOPHA 3a 100poTo 3peHne. Koraro Makyiara ce rmojaye oT TeYHOCT,
LEHTPAITHOTO 3pEHHE Ce 3aMbIJIsIBa.

Joxkazano e, ye Afglir crirpa pacrexa Ha HOBU aOHOPMHU KPBBOHOCHH ChIOBE B OKOTO, KOUTO YECTO
BOJIAIT JIO M3THYAHE HA TeYHOCT Wi 10 KbpBene. Afglir moxe 1a momorne 3a crabunusupane, a B
MHOTO CJIy4au | Jia oio0pu 3arybara Ha 3peHue, cBbp3ana ¢ Bnaxua B/IM, OLIPB, OPPB, JIMO u
muonnyna XHB.

2. Kakso Tpsi6Ba 1a 3Haete, npeau aa Bu 6bae npuiioxen Afglir

Afglir nsima 1a Bu 0b1e npuiioxeH

- aKo CTe alepruuHu KbM a(aubeplent Win KbM HIKOS OT OCTaHAINTE ChCTABKU Ha TOBA
JekapcTBo (M30poeHn B ToUKa 6).

- aKo MMaTe aKTHBHA MH(MEKIMS WM CbMHEHHE 32 HH(EKIUS B OKOTO WIIM OKOJIO HEeTo (04Ha I
OKOJIOOYHA WH(EKIIHS).

- aKo MMaTe TEXXKO Bh3MaJICHHE Ha OKOTO (TIPOSIBSBAIIO ce ¢ OOJIKa MM 3a4epBSIBAHE).

MpenynpexaeHus: ¥ MpeanasHu MepKH
T'oBopete ¢ Bamust nekap, npeau aa Bu 6b1e npunosken Afglir:

- aKo UMare riIayKoMa.

- aKo CTe MMAaJIU CITydYaH J1a BIKJaTe NCKPU WJIM MBTHUHH M TIPU BHE3AITHO YBEJINYCHNE HA
pasMepa u 6post HA MBTHUHUTE.

- ako Bu e nmpaBeHa uinm 3amiaHyBaHa onepanys Ha OKOTO, B PAMKHUTE Ha TpeALIeCTBAIUTE WK
CJIEJIBAIIUTE YETUPH CEIAMHMIIH.

- ako umare Texxka popma Ha OLIPB nmn OPPB (ucxemrrana OL[PB unu OPPB), He ce
npenopbuBa acueHue ¢ Afqlir.

OcCBEH TOBa € BaXKHO Ja 3HacTe, 4uc

- Oe3omacHocTTa M e(hpUKacHOCTTa Ha ahauOepIIenT, KoraTo Ce Mpuiiara B IBETE 04U
€/IHOBPEMEHHO, HE Ca M3CJICIBAHH U aKO CE U3I0JI3Ba 110 TO3M HAYHMH, MOXE J1a TOBEJIE 10
MOBUIIICH PUCK OT T0SBA HA HEYKEJIAHU PEAKIIUH.

- nmkexktupanero Ha Afqlir moske ma penn3BrKa MOBUIIaBaHe HA OYHOTO HaATaHe (BBTPEOTHO
HaJIsIraHe) MPU HAKOM TAIMEHTH B paMKuTe Ha 60 MHHYTH OT HH)XEKTHpPaHETO. Barust nexap
II€ CJIC/IH TOBA CJIC]] BCSIKA HHKEKIIHS.

- aKo pa3BueTe WHMEKIHs UK Bh3MaJCHHE B OKOTO (€HIOMTATIMHT) WITH APYTH YCIOKHEHHS,
MOe J1a IIOYYBCTBATe OOJIKA WK TTO-CHJICH TUCKOM(OPT B OKOTO, BIIOIIABAIIO CE 3a4CPBsBaHE
Ha OKOTO, 3aMbIJICHO WIIK OTCIa0CHO 3pCHHUE U MOBUIIICHA YYBCTBUTEIHOCT KbM CBETIIHMHA.
Ba)kHO € BCHUKH CUMITTOMH J1a ObJIaT IHArHOCTUIIMPAHH U JIEKYBaHH Bb3MOKHO Hal-CKOPO.

- BammusT nekap 1mie npoBepu aiu uMaTe IpyTH PUCKOBH (DaKTOpH, KOUTO MOTAT J1a yBeInJar
BB3MOXHOCTTA OT Pa3KbCBaHE MM OTJICHIBAHE HA €MH OT CIIOCBETE B 3a/{HATA YaCT HA OKOTO
(oTaenBaHe WM pa3KbCBaHE HA PETHHATA M OTJICHIBAHE WIIH Pa3KbCBAHE HA MIMTMEHTHHS €ITUTE
Ha peTHHaTa), B KoiTo ciy4ait Afqlir TpssOBa a ce mpuiara ¢ MOBUILICHO BHUMaHHE.
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- Afqglir He Tps6Ba 1a ce mpuIara mo BpeMe Ha OpEMEHHOCT, OCBEH aKO MOTEHIIHATHATA 110133 He
NPEBHUINABa TIOTCHI[MATHHS PHCK 3a TUIOJIA.

- ’KEHH C JICTEPOJICH MOTEHIMAN TPsIOBa a U3MM0JI3BaT e(heKTUBHA KOHTPAIICIIINSA [10 BpeMe Ha
JICYCHUETO U Hal-MaJIKO TpH Mecela ciel mocieanara umkekius Afqlir.

Cucremnara ynorpeba Ha naxuouropu Ha VEGF, BemecTa, mo100H! Ha OHE3H, KOUTO CE€ ChIABPKAT
B Afglir, ¢ moTeHIMaTHO CBBpP3aHa ¢ PUCK OT KPBBHH ChCUPEIIH, 3aIMyIIBANA KPHBOHOCHUTE Ch0BE
(apTepuanHu TPOMOOEMOOINYHH CHOUTHS), KOETO MOKE J1a JIOBE/IE /10 ChPACUYCH HH(PAPKT UITH J0
uHCynT. ChIlECTBYBa TEOPETHYEH PHCK OT TaKMBa ChOMTHS cien umkekTupane Ha Afglir B okoro.
Nma orpannyenu nanHu 3a 6e30macHOCTTa Ipu JeueHue Ha naruentu ¢ OL[PB, OPPB, IMO u
muornrmyHa XHB, kouTo ca MMany UHCYNT WU MHHU UHCYNT (TIPEeX0HA NCXEMHUYHA aTaKa) WU
chpieueH HHPAPKT B PAMKUTE HA TOCIEHUTE 6 Mecelia. AKO HIKOe OT M30poeHHTe ce oTHacs 3a Bac,
Afqlir me ce nmputara ¢ MOBUIIICHO BHUMAHHE.

Hma orpaHWYeH OMMT C JICYSHUETO Ha

- nanuentu ¢ JIMO BcneacTBue Ha auabet Tu 1.

- AMabeTHII ¢ MHOTO BUCOKH CPEJIHU HUBa Ha KpbBHA 3axap (HbAlc nax 12%).

- Ia0eTUIM ¢ 0YHO 3a00JIsABaHe, MPUUMHEHO OT ArabdeTa, HapeueHo nposndepaTuBHA AMa0eTHA
PETHUHOTIATHSL.

JIuticBa onuT C JeUeHNe Ha

- MAIUCHTH C OCTPU UHQPECKIUH,

- MAIUEHTH C IPYTH OYHH 3a00JISTBAHUS KaTO OTJIETIBAHE HA pETUHATA WIIM AYIKa B MaKyJiaTa.

- Ta0eTUIN ¢ HEKOHTPOJIUPAHO BUCOKO KPHBHO HAIIATAHE.

- MalUEHTH, KOUTO HE Ca OT a3UATCKU NMPOU3Xo, ¢ MmuonuuHa XHB.

- MalUEHTH, JIEKYBaHU Opeau 3a MuonnyHa XHB.

- MAIUEHTH C YBPEXK/IaHEe U3BBH [IEHTPATHATA YacT Ha MaKyJarta (eKcTpadoBeasTHu Je3uH) 3a
muonmyHa XHB.

AKo HSIKOE OT H30pPOEHHUTE MO-Tope ce OTHAcA 3a Bac, BammsT nekap e B3eMe npeBu/I Ta3u JIAIca
Ha uHdopmanust pu jgedenento Bu ¢ Afglir.

Jena v roHOIIN

VYnorpebara na Afqlir npu aena nim roHOIIH Ha Bb3pact moj 18 roauHu He € Ouia mpoy4BaHa,
3amoro Bnaxuara BJIM, OLIPB, OPPB, JIMO u muonnuna XHB ce cpemiatr ocHOBHO IpH Bb3pacTHH.
[Topanu ToBa, HIMa CHOTBETHA YIOTPeOa B Ta3W Bb3pacToBa rpyrma.

Opyru aexapcerBa u Afglir
TpsbBa na kaxkete Ha Baius jiekap, ako U3M0JI3BaTe, HACKOPO CTE U3MOJI3BAIN WK € Bh3MOKHO J1a
U3II0JI3BATE JPYTH JIEKAPCTRA.

BpeMeHHOCT 1 KEpMeHe

- JXenu ¢ perepoieH MoTeHIMaN TPsOBa 1a N3MoI3BaT e()eKTHBHA KOHTPALICTIIHS 110 BpeMe Ha
JIEUEHNETO W Hali-MaJIKO TPH Mecelia cliel mocieanara nmkekmnus Afglir.

- Hsima onut B n3non3Banero Ha aduubeprent npu Opemennu sxern. Afglir ve TpsioBa na ce
M3II0JI3Ba 110 BpeMe Ha OPEMEHHOCT, OCBEH aKO MOTCHIMAIHATA 110J13a HEe MTPEBUIIaBa
HOTEHIMATHUS PUCK 3a IuIoJa. AKO cTe OpeMeHHa WM IUIaHupaTe OpeMEeHHOCT, IIOChBETBaiTe
ce ¢ Bamms mexap npean neuenne ¢ Afglir.

- Manku xonmyectBa Afglir moxxe na mpemunat B kbpmata. Edexrure BbpXy KbpMEHUTE
HOBOpOIeHN/KbpMadeTaTa He ca m3BecTHH. Afglir He ce mpemopruBa 1Mo BpeMe Ha KbpMEHE.
Axo cte KbpMauka, 00cheTe ToBa ¢ Bamms nekap npeau siederue ¢ Afglir.

lodupane u padora ¢ MAIIUHU

Cnen nmwkeknusita ¢ Afglir moke 1a umarte BpeMeHHH 3puTenHu cMyiienus. He modupaiite u He
paboTeTe ¢ MalllMHK, JI0KaTO TE ca HaJUIIE.
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Afglir coabpika
ToBa nekapcTBO ChabpKa Mo-Maiako oT 1 mmol HaTpuii (23 mg) Ha 1030Ba €AMHUIA, T.C. MOXKE J1a Ce
Kake, Ue TPAKTUIECKHU HE ChIbpKa HATPHIA.

ToBa nrekapctBo chabpika 0,02 mg moimcop6ar 20 BBB Besgka AocTaBeHa go3a ot 0,05 ml
(50 mukpomurpa) pasteop. ITomrcopbaTruTe Morar Aa IPUUKUHAT AePTUYHU peakuuu. TpsOBa qa
KaxeTe Ha Bammust nexap, ako UMaTe YCTaHOBEHH aJICpTHH.

3. Kak me Bu 6b1e npuaaran Afqlir

Jlekap ¢ OmuUT B IPHJIATAHETO HA OYHH MHXXEKIUH 11e nrkektupa Afglir B okoto Bu B acenTuynun
(YUCTH U CTEPUIIHU) YCIOBHSL.

Ipemoppunrteanata qo3a ¢ 2 mg adpuudepuent (0,05 ml).
Afqlir ce npunara KaTo MHXEKIHSI B OKOTO (MHTPABUTPEATHA HHKCKIIHS).

[peny naxekTupaneTo Bamwusar nekap 1ie U3noi3ea Je3nH(OEeKIupanio cpe/ICTBO 32 BHUMATETHO
MOYKNCTBaHE HA OKOTO Bu ¢ men mpeoTBpaTsiBane Ha MHPEKIMA. Bammsr nekap mie npuioxu 1
MECTHA YIOHKa, 3a Jja HaMaJIli WIK IPEeIOTBPaTH BCsiKa 00JIKa, KOSTO OMXTE MOIJIM /1a IOYYyBCTBATE
IIPY HHKEKTUPAHETO.

Bnasicna BJIM

[TanmenTtu ¢ Bnaxkaa BJIM 1mie 6b1aT JIGKyBaHH ¢ €[HA HHKEKITUS Ha MEcell B IIPOABDKCHIE HAa TPH
MOCIIEZI0BATENHH JI03H, IIOCIIEIBAHH JIpyTa WHYKEKIIHS CIIe/T AOMBIHUTEIIHU 1Ba MECeIla.

Cnen Toa BamusT nekap mie pemy Jajay HHTEPBATBT MEX/Ty HHKEKIIMUTE MOXKE Ja Ce MO IbpiKa Ha
JIBa MeCella WK IIOCTEIICHHO J1a Ce YABbJDKaBa C 1Mo 2 Win 4 CeAMMIIN, aKO ChCTOSHUETO Bu €
CcTaOMIIHO.

Axo cecTosinueTo Bu ce BJIOIIHW, MHTEPBAIBT MEXKAY UHKXCKIHUUTE MOXKE J1a 6’[))16 CBKpAaTCH.

He ce nanara Ja 1moceuraBaTe Bamms JICKAap MCKAY OTACIIHUTC MHXKXCKIUH, OCBCH dKO UMATC HAKAKBU
HpO6HeMI/I WM CT€ TTOCHhBETBAHU OT Barmus JICKap.

Omok na maxyrama ecreocmeue na OPB (OPPB unu OLIPB)

Bamusr nekap e onpeneny Hal-nmoaxoasiiaTa cxema Ha JieueHue 3a Bac. Bue 1ie 3anounere
JICYCHHUE ChC cepusi OT exxeMeceunn urmxekuun ¢ Afglir.

HHTEepBaThT MEXIY IBE MHXEKIIMH HE TPsIOBa 1a ObIe MO-KHC OT SAMH MECEIL.

Bammsr nexap mosxe 1a pemn na cupe jedenuero ¢ Afglir, ako cecrosiauero Bu He ce mono6pu npu
[IPOABIKABAHE HA JICYEHUETO.

Bamrero neuenue e MpoABJIKU € CIKEMECCUHN MHIKCKIIUN, JOKATO CbCTOSHUCTO Bu crane crabuiHo.
Moxe Ja ca H€O6XO,Z[I/IMI/I TPpHU WIH TTOBCYC CIKECMCCCUYHN NHKCKIUU.

Bammsar JICKAp HIe mnpocicasaBa Bamms OTTrOBOP Ha JICHCHUCTO U MOKC Na IMPOABJLKU JICUCHUCTO YPEC3
MOCTCICHHO YBCINYAaBAHC HA UHTCPBAJIa MCIKAY MHXXCKIIUUTEC, 3a 1da CC MOAAbpIKa CTaOUITHO
CchCTOsIHKME. AKO ChCTOSIHMETO Bu 3amoune Ja C€ BJIoIIaBa IIpH MO-ABbJIBI" UHTCPBAJI HA JICUCHUC,
Bammusar JICKap e HaMaJIn CbOTBETHO MHTEPBAa.

B®3 ocHoBa Ha Bamus OTTrOBOP HaA JICYCHUCTO, Bammsr JICKap HIC pCIIN KaKbB a € Fpaq)HK’BT Ha
MperjieanTe 3a MpoCJICAABaAHC U CXEMaTa Ha JICUHCHUC.
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Juabemen maxynen omok (IIMO)

HaI_II/ICHTI/I C I[MO TpSI6Ba Ja CC JICKYBAT C €IHa MHXKXCKIHUA MCCCYHO 3a IBbPBUTC MCT MOCICAOBATCIIHA
J03H, IMOCJICABAaHU OT €1Ha MHXKCKIHMA Ha BCCKH IBa MECCIIa CJIC TOBA.

HHTepBanbT Ha MpHIIaraHe MOXKE Ja CE 3ara3y BeIHBK Ha BCEKH JIBa MECEIIa WiTH J1a Ce aanTHpa Bb3
OCHOBA Ha TperJiena Ha Bamus nekap. Bammust nekap 1ie pemy KakbB 1a € TpapuKbT 3a
TIPOCIIEIBAIITH TIPETIICITH.

Bammsar JICKAap MOKC a peIlur aa Crpe JICUCHUCTO C qullr AdKO CC YCTaHOBHU, Y€ HAMATC 110JI3a OT
MNPOABIIZKUTCIIHO JICUCHUC.

Muonuuna XHB

[Tanmentn ¢ Muonmaaa XHB mie 0bp1aT JIeKyBaHU caMoO ¢ €Ha HHXKEKITUS. JIOIbIHUTETHN HHKEKITHN
e Bu ce mocTtaBat camo, ako nperjeauTe npu Baius iekap nokaxar, 4e CbCTOSIHUETO Bu He ce e
mo100puIIo.

HHTepBaTbhT MEXIY IBE MHXEKIIMH HE TPsIOBa 1a OblIe MO-KHC OT SAMH MECEIL.

Axo 3abonaBaneTo Bu OTIIYyMSIBa U CJIC TOBA CC BPbBIIIA, Bammsar JICKap MOKE Aa MOoJHOBU
JICYCHHUECTO.

Bammsar JICKap mie omnpeacin Fpa(bI/IKa Ha OpCTIICAUTC 3a IPOCIICASIBAHC.

Axko e npomycHaTa no3a Afglir
3anmmiere ce 3a HOBO TOCEIICHHE 3a MPETye/] U HHKEKIIHS.

Axko cre cnpesin npuema Ha Afqglir
Koncyntupaiite ce ¢ Bamms jgekap npeau aa crpeTe JeUeHHETO.

AXO MMaTe HSIKaKBH JIONBIIHUTEIHN BBIIPOCH, CBBP3aHH C YIIOTpebaTa Ha TOBa JIEKApCTBO, MOMHUTANTEe
Bamus nekap.

4, Bb3MOKHH HeKeJTaHH pPe€aKkumuun

KakTro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Jia IMMPCAU3BUKA HEXKETIaHU PEAKIIUH, BBIIPEKH Y€ HE
BCCKU I'1 ITIOJIy4aBa.

[loreHumanHo Morat a Bb3HUKHAT aJlePruYHM peakuuu (peakuy Ha CBPbXUyBCTBUTENHOCT). Te
MOrart ia O0bAaT CePHO3HH H a2 HAJIAraT Ja ce CBbpakeTe He3a0aBHO ¢ Bamms jexap.

IMpu npunoskennero Ha Afglir morar ia ce pa3BHAT HAKOHM HEXEJTaHU PEAKIIMH, 3aCsITalli OYKTE,
KOHUTO C€ IBJDKAT Ha MpoIleypara Ha HIKeKThpane. HAKou OT TsX Morart j1a Ob1aT CepHO3HE U
BKJTIOYBAT CJIENOTA, CePHO3HA WH(EKIUsA WU Bh3NaJeHue HAa 0KOTO (eHI0(TaIMHUT), OTJIENBaHe,
Pa3KbCBaHe WM KbpPBeHe HA CBETJ0YYBCTBUTEIHHS CJI0i B 33JHATA YACT HA OKOTO (OTIICTIBAHE
WX pa3KbCBaHE HA PETUHATA), MOMBbTHABAHE Ha JenaTa (Katapakra), KPbBOU3JIUB B 0KOTO
(KpBBOU3IKB B CTHKJIOBUIHOTO TSJI0), OTJIENBAaHEe HA MOJ00HOTO HA JKejie BEleCTBO BbB
BbTPEIIHOCTTA HA OKOTO OT peTHHATa (OTJCIBaHE HA CTHKJIOBHIHOTO TSJIO), H IOBHIIIABAHE HA
HAJISITAHETO B OKOTO, BIOKTE TOYKA 2. Te3u cepro3HU HEXKEIaHH PEaKIMH, 3acArally OYHUTe, Ca Ce
pa3Buiu npu mo-manko ot 1 Ha 1 900 nHxeknuy B KIMHUYHUTE TPOYYBAHUSI.

CB'bp)KeTe ce ¢ Bamus JeKap He3aﬁaBHO, AaKO IIOJIYYUTEC BHE3AITHO HAMAJICHUE HAa 3pC€HUETO, TN
3acuiIBaHe Ha 0oJKara u 3a4€pBABAHC HA OKOTO CJIC] MHKCKIUATA.
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Cnuchbk Ha HesKeJJaHU PeaKuMH
CrenBa cIIMChK Ha HEXKEJIAHUTE PEAKLIUH, KOUTO ca ChOOIaBaHU KAaTO BEPOATHO CBbP3aHHU C
npoleaypara Ha HHXKEKTHpPaHe W ¢ JIeKapcTBOTO. Mo, He ce Oe3nokoiite, Bue Moxe na He

MOIy4
JeKap.

WTE HUKOS OT TAX. BuHarn 06C’B)KI[aI>iTe BCSKAKBH IMMOJO3UPAaHN HCIKCIIAaHU PCAKIIUU C Bamms

MHoro 4ecTH He:KeJIaHH peaknuu (Morar ja 3acersar noseue ot 1 Ha 10 mymm):

BJIOIIaBaHE HA 3PEHUETO
KPBBOM3IIMB B 33/THATA YaCT Ha OKOTO (KPHBOM3IIUB B PETHHATA)

KPBBSICBAHE HA OKOTO, MPUIMHEHO OT KbPBEHE OT MAJIKUTE KPhbBOHOCHH ChJIOBE BHB BHHIIIHUTE
CJIOEBE Ha OKOTO

00JIKa B OKOTO

YecTu HexeaaHu peaknun (Morat na 3acersat a0 1 va 10 gymm):

OTJICTIBaHE WM pa3KbCBaHE Ha €IMH OT CJIOCBETE B 3ajJHATa 4acT Ha OKOTO, KOETO BOIHU JIO
npoOsChI ¢ MBTHHHH, TOHSKOTa MPOrpecHpaliy 10 3aryba Ha 3peHHeTo (pa3KbcBaHEe Ha
PETHHAIHUS MMTMEHTEH eNUTEN */0TenBaHe, OTICTIBaHEe HA PETHHATA/Pa3KbCBAHE )
JIereHepanys Ha peTHHaTa (IPUYKHABA HApyIIEHO 3pEeHHE)
KPBBOM3IINB B OKOTO (KPHBOMZIHUB B CTHKIIOBHIHOTO TSJIO)
HsiKoM (POPMH Ha 3aMBIJISIBAHE HA Jeliara (KaTapakra)
YBpEXaHE Ha MIPeJHHS CJIOW Ha OYHaTa sI0bJIKa (pOoroBULaTa)
IIOBUIIICHUC HA HAJIITAHETO B OKOTO
JBIDKEIIN CE MIETHA B 3pUTETHOTO 1oJIe (MbTHUHH)
OTJIeTIBaHE Ha MOJ0OHOTO Ha XeJle BELIECTBO BbB BHTPEIIHOCTTA HA OKOTO OT PETUHATA
(oTrenBaHe Ha CTHKIOBUAHOTO TSUIO, BOJACHIO JI0 MPOOISICHIM ¢ MBTHHHU)
ycellane, ue uMa Hello B OKOTO
MOBHIIIEHO 00pa3yBaHe Ha CHI3U
MOyBaHE Ha Kiernayda
KbPBEHE Ha MJICTOTO HAa MH)KEKTUPaHEe
3a4yepBsiBaHE Ha OKOTO
* ChCTOSHMSA, 32 KOUTO € N3BECTHO, Y€ ca CBbp3aHu ¢ BIaxkHa BJIM; HabmotaBaHu caMo 1pu
MaueHTu ¢ BinaxkHa BJIM.

HeuecTn Heskenanm peakuuu (Morart na 3acersar o 1 va 100 nymm):

aJepruiHU peakiuu (peakuuu Ha CBPbXIyBCTBUTEIHOCT)**
CEpUO3HO Bh3NaleHUE WK HMH(EKINS BbB BhTPEITHOCTTA Ha OKOTO (€HAO(PTaIMHT)
BB3MAJICHHE HAa UPHCA WIN IPYyTH YaCTH Ha OKOTO (MPHT, YBEUT, UPHIOLUKIIUT, THH/AI B
IpeaHaTa Kamepa)
HEOOHMYaifHO ycellaHe B OKOTO
Jpa3HeHe Ha KJernayda
MTOIyBaHEe Ha MIPEIHUS CJIOW HA OYHATa SA0BJIKa (POTOBHUIIATA)

** Mima choOILIeHNs 32 aJIepTUYHU PeaKkiy KaTo 0OpHUB, ChbpOex (IPypPHUTYC), KOIIPUBHA
Tpecka (ypTUKapusl), KAKTO M HAKOJIKO CIy4and Ha TEKKH aJlepruIHU
(anadunakTHIHN/ aHADUITAKTOUIHN ) PEAKITHH.

Penku Hexenanu peakun (Morat na 3acerHat 1o 1 va 1 000 mgymm):

C Hen

cIIeTioTa
MOMBTHIBAHE HA JIeTaTa MOpaJan TpaBMa (TpaBMaTHYHA KaTapaKTa)
BB3MAJICHUE Ha IMOJ00HOTO Ha JKeJe BENIECTBO BbB BETPEITHOCTTA HA OKOTO
THOH B OKOTO

3BE€CTHA 4€CTOTAa (OT HaJIMYHUTC JaHHHU HC MOXKE Oa 6’1;[[6 HaIlpaBCHa OIICHKA Ha ‘leCTOTaTa):
BB3IaJIcHHE Ha Os/1aTa 4acT Ha OKOTO, CBbP3aHO CHC 3aUCPBABAHC U Oounka (CKJ'ICpI/IT)

B knmuHUYHNTE U3NIUTBAHUS CE HaGJIIOZ[aBa IMMOBHIICHA YE€CTOTA Ha KbPBCHE OT MAaJIKUTC KPbBOHOCHHU
CbJOBE€ BbB BLHIIHUTEC CIIOCBC HA OKOTO (KOHIOHKTI/IBaJ'IeH Kp’BBOI/I3J'II/IB) IIpU MAaUCHTH C BJIa’KHA

B/IM,

MIpUEMaIllH JIEKapCTBa 3a pa3pek/laHe Ha KPbBTa. Ta3u MOBUIIIEHA YECTOTA € CpaBHUMA MEXIY

102



MAIUCHTHTE, JICKyBaHH ¢ PaHHOM3yMad 1 adIuOepIeIT.

Cucremuara ynotpeba Ha naxuburopu Ha VEGF, BemectBa, mogo6Hu Ha cabpxkamute ce B Afglir, e
MOTEHLMAIHO CBbP3aHa C pUCKa OT KPbBHU ChCHUPELH, 3aIyIIBAIIH KPHbBOHOCHUTE ChJIOBE
(apTepuanau TPOMOOEMOOIUYHH CHOUTHS), KOETO MOKE Ja JOBE/E 10 ChPACUYCH HH(PAPKT UITH 0
uHCYNT. ChIIECTBYBa TEOPETHYCH PUCK OT TaKMBa ChOMTHS cie nmkekTupane Ha Afglir B okoro.

KakTo npu BCHYKH TepaneBTUYHH NPOTEHHH, TIpH nipriioxkennero Ha Afglir chiecTByBa BH3MOKHOCT
OT UMyHHA peaknus (00pa3yBaHe Ha aHTUTENA).

Cho0naBaHe HA HEXKEJIAHH PeaKINu

AKO TIOJTy4YHTe HAKaKBH HEXEJIAaHU JIEKAPCTBEHH pPeaKinH, yBegomere Bamms nexap. ToBa BkiTlouBa
BCUYKH BH3MOXKHU HEOMCAHU B Ta3M JIMCTOBKA HEXEIaHU peakiuu. MoxKeTe ChINo J1a ChboOIuTe
HEXEJIAaHU PEaKIui TUPEKTHO Ype3 HAllMOHATHATA CUCTEMA 33 ChOOIaBaHe, IIOCOYCHA B
[punoxxenue V. Kato cro0mmaBare He)KeNaHN peakIny, MOXKeTe Ja JaJieTe CBOS MPUHOC 3a
MoJTy4aBaHe Ha ToBeue HH(OpMAIHs OTHOCHO 0€301acHOCTTa Ha TOBa JIEKAPCTRO.

5. Kak na coxpansBare Afqlir
o Jla ce chXpaHsiBa Ha MACTO, HEJJOCTBITHO 32 JIeTia.
o He u3mos3Baiite ToBa JIEKapCTBO CJIE CPOKA HA TOJHOCT, OTOENSI3aH BbPXY KapTOHEHATa

OITaKOBKa U eTHKeTa ciexn ,,l oneH n0:*/,,EXP“. CpokbT Ha rOJHOCT OTroBaps Ha MOCJIEIHUS JICH
OT ITOCOYCHHUS MECEII.

Ha ce cpxpanssa B xnagmiHuK (2 °C — 8 °C). Jla He ce 3ampazsBa.

HeotBopenusar ¢akoH Moxe /1a ce chxpaHsaBa u3BbH xuamuiHuk o 30 °C o 14 nuu.

Jla ce chxpaHsBa B OpUTHHATHATA OMTAKOBKa, 32 Jla Ce Mpera3u OT CBETINHA.

He u3xBbpisiiTe nekapcTBara B KaHAJIM3AIMITA WA B KOHTEHHEpa 33 JJOMAITHHA OTIIa bIIH.
[NonuTaiite Bammst papmaneBT kak Ja U3XBBPISATE JEKAPCTBATa, KOUTO Beye HE U3IOJI3BATE.
Te3u Mepku 11Ie CITOMOTHAT 32 Olla3BaHe Ha OKOJIHATA CPeaa.

6. C"b}l"bp)l(alllfle Ha OMAaKOBKAaTa U J0IIbJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kakso cbabpaxa Afglir

- AXTHBHO BemiecTBO: adaubeprient. Beekn dumakon chabpxa 9,6 mg adaubeprient B 0,240 ml
pa3tBop. ToBa ocurypsiBa U3M0I3BaEMO KOJMUYECTBO 3a JJOCTABSHE HA €IMHMUYHA 71032 OT
0,05 ml, cpapprkarnia 2 mg adaudeprent.

- Hpyru ceeraBku: nonucopdat 20 (E 432), xuctunus, L-XUCTHANHOB MOHOXHIPOXJIOPHU]L
MOHOXHJIpAT, HATPUEB XUAPOKCHU (3a Kopeknus Ha pH), ximopoBogopoHa KucennHa (3a
Kopekmus Ha pH), Boza 3a HHKEKIUH.

Buxre ,,Afglir cbrbpprka“ B Touka 2 3a oBeue nH(opMaIus.

Kak usriaexaa Afglir u kakBo cbIbp:ka onakoBKara

Afqlir e nmkeknnoHeH pa3TBop (MHKEKIHsA) BbB ()1akoH (CTHKIIO THII I), Che 3armmymanka
(emacToMepHa ryma) u ¢puntbpHa uria 18 G. Pa3tBopbsT e OucThp, Oe31BeTCH 10 O1en0Kad)eHUKABO-
xbaT. OmakoBka oT 1 pmakon + 1 ¢punTspHa wuria.

IIpuTtexkaTes Ha pa3pelieHHETO 3a yNOTpeda
Sandoz GmbH
Biochemiestr. 10

6250 Kundl
ABcTpust

IIpousBoauTen
Sandoz GmbH
Biochemiestr. 10
6250 Kundl
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ABcTpus

Lek Pharmaceuticals d.d.
Verovskova ulica 57
1526 Ljubljana
CrnoBenus

3a mombIHUTENHA HHGOPMAIHS OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JIOKAITHUS
MIpeICTaBUTEl Ha MMPUTEXATENs Ha pa3perieHneTo 3a ynorpeoda:

Belgié/Belgique/Belgien
Sandoz nv/sa
Tel/Tel: +32 2 722 97 97

bbarapus
Cannos bearapus KUT
Tem.: +359 2 970 47 47

Ceska republika
Sandoz s.r.o.
Tel: +420 234 142 222

Danmark/Norge/island/Sverige
Sandoz A/S
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

Elrada

SANDOZ HELLAS MONOITPOZQIIH A.E.

TnA: +30 216 600 5000

Espaia
Sandoz Farmacéutica, S.A.
Tel: +34 900 456 856

France
Sandoz SAS
Tél: +33 149 64 48 00

Hrvatska
Sandoz d.o.o0.
Tel: +3851 23 53 111

Ireland
Rowex Ltd.
Tel: + 353 27 50077
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Lietuva
Sandoz Pharmaceuticals d.d filialas
Tel: +370 5 2636 037

Luxembourg/Luxemburg
Sandoz nv/sa (Belgique/Belgien)
Tél/Tel.: +32 2 722 97 97

Magyarorszag
Sandoz Hungéria 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 0.0.
Tel.: +48 22 209 70 00

Portugal
Sandoz Farmacéutica Lda.
Tel: +351 21 000 86 00

Romania
Sandoz Pharmaceuticals SRL
Tel: +40 21 407 51 60

Slovenija
Sandoz farmacevtska druzba d.d.
Tel: +386 1 580 29 02

Slovenska republika
Sandoz d.d. - organiza¢na zlozka
Tel: +421 2 48 200 600



Italia Suomi/Finland
Sandoz S.p.A. Sandoz A/S
Tel: +39 02 81280696 Puh/Tel: +358 10 6133 400

Kvnpog

SANDOZ HELLAS MONOITPOZQITH A.E.
(EAAGO0)

TnA: +30 216 600 5000

Latvija

Sandoz d.d. Latvia filiale

Tel: +371 67 892 006
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I[aTa Ha MOCJICAHO NMpepasrijc;kaane Ha JIMCTOBKaTa

Hoz[po6Ha I/IH(l)OpMaI_II/I}I 3a TOBA JICKAPCTBO € MPEAOCTABCHA HA ye6caI>’ITa Ha EBpOHefICKaTa arcHuuA
1o JiekapcTBata: https://www.ema.europa.eu.

ITocouenara mo-aA0Jay l/IH(l)OpMalII/lfl € MpeaHasHayeHa camMo 3a MEAUIIUHCKHU CIICHHUAIUCTH.

dnaKkoHBT CHIBPIKA OBEYUE OT MPEMOPHUNTETHATA 1032 2 mg aduudepuenT (CKBUBAIICHTHH
Ha 0,05 ml). M3nuiiHoTo KOMMYeCcTBO TPsIOBa /1a Ce OTCTPaHH MPEAN NPUI0KCHHE.

Ykazanusa 3a ynompeoa na ¢pnaxona:

ChxpaHeHuUe U MPOBepKa

Coxpansaiite Afqlir B xnagumauk npu 2 °C — 8 °C; na He ce
3ampassBa. CbxpaHsaBaiiTe (rakoHa B KApTOHEHATa ONIAKOBKA, 32 J1a
ce Mpeanas3u OT CBETIHHA.

[Ipenu ynotpeba HeoTBopeHHAT ¢uiakoH Ha Afqlir Mmoxke na ce
cbXxpaHsaBa npu temnepatypa noxa 30 °C no 14 gau. Cien oTBapsiHe
Ha (h1akoHa paboTeTe B aCENTUYHH yCIOBHS.

Afqlir e OucTbp u Oe31BeTeH 10 0s1e0 KaheHUKAaBO-)KbIIT Pa3TBOP.

Afqglir Tps6Ba 1a ce mpoBepH BU3YaIHO 3a BCIKAKBH Uy KN YACTHIIH,
MOMBTHSIBaHE W/HJIM NPOMSHA B [[BETA MJIM BCSIKAaKBa MPOMsIHA BbB
BBHIIHUS BUJI TIPEIU IPUIIOKeHUE. B citydaii ye ce HabaromaBar
TakuBa, u3xebpiere Afqlir.

He u3nonzBaiite, ako onakoBkaTa, QJIaKOHBT W/HIN IPYTH
[IPEJOCTAaBEHU MEULIMHCKY U3/ Ca IIOBPEACHU WK C U3TEKbII
CPOK Ha TOJIHOCT.

IloaroroBka u NpuiIOKeHNe

Bceku ¢uakon TpsOBa Aa ce U3MoJ3Ba 3a JIUeHHe caMo Ha eTHO OKO.

3a MoJAroToOBKa M MHTPABUTPEATHA MHKEKIIHS ca HEOOXOJUMH CIICTHUTE MEIUIIMHCKU M3/ICIHS 32
€IHOKpaTHA ynoTpebda:

e 5 um tena ¢unrepHa urna (18 G X 1Y/, unya), crepunna, gocraBena ¢ dakona

e Cnpunnoska ot 1 ml ¢ Mmapkuposka 3a go3a 0,05 ml, creprnHa

e Urna 3a umkektupane ot 30 G X ¥2 uHYa, cTepuiIHa.

H3non3BaiiTe acenTuaHa TCXHHKA, 3a Ja U3IIBJIHUTE CICIHUTEC CTBIIKH.
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IIpouenypa no uH:KeKTHpPaHe

OTCTpaHeTe npeanasHara rmiacTMacoBa Kaladka OT (l)J'IaKOHa.

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

IIpukpenere punrbpHaTta urna 18 G X 1Y/, uaya, 5 Muxpona,
KbM CTEPUIIHA CIIPUHIIOBKA C JTyep-JIOK.

BrBenere punThpHara uriia B IeHThpa Ha 3aryliagkaTa Ha
(bakoHa, IOKATO UTJIaTa BIe3e U3ILUIO BB (PIIakOHA U
BBPXBT JJOKOCHE JBHOTO WJIH JIOJIHUA PO Ha (IakoHa.

Karo m3noxn3Bate acenTudHa TeXHUKA, U3TETIIETE ISUIOTO
chabpkaHue Ha ¢iakoHa ¢ Afqlir B cipuHIlOBKaTa, KaTo
IbpXKUTE (hIIaKOHA B U3IIPABEHO MMOJIOKCHUE, JI€KO HAKJIOHEH
C 1eJI yJIECHABAHE HA MBJIHOTO W3TerJisiHe. 3a Ja ce
BB3MPENATCTBA HABIM3aHETO HAa BH3/[yX CKOCCHUST BPhX Ha
(dbunThpHaTa UTIIA TPSIOBA 11a € TIOTOIIEH B TEYHOCTTA.
[IponsmkaBaiiTe 1a HaKJIOHABATE (hjIaKOHA IO BpeMe Ha
W3TETIITHETO, KaTo Ibp)KUTE Kpasi Ha GUIThpHATA UIJIA,
MOTONEH B TCYHOCTTA.

Koraro u3npaspare ¢iakoHa, yBepere ce, ue 0yTanoTo e
M3TETIICHO JIOCTATHYHO HA3aJl, 32 J]a U3MPA3HUTE HAITBIHO
(dbunThpHATA UTTIA.

OtcrpaneTe GUITHPHATA UIJIA OT CIIPUHIIOBKATA H 51
M3XBBPIIETE MO MPABUIICH HAYMH.

3adenexxka: OunThpHaTa UTTIA He TPAOBaA Ja ce M3MOJI3Ba 32
MHTPaBUTPEATHO MH)KEKTHPAHE.

[Ipukpenere urnata 3a umwxekrupane 30 G X ¥2 nH4a KpM
CIPUHILIOBKATa, KaTO 3aBbPTUTE 3/[PaBO MHKEKLIMOHHATA UIJIa
KbM BbpXa Ha CIIPHHLIOBKATA JIyep-JIOK.

BHumarenHo oTcTpaHeTe KanaykaTa Ha UIJIaTa, KaTo s
M3IbpIIATE HAIIPABO.
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10

Kato appxuTe cCipuHIIOBKATa ¢ HACOUEHA HATOPE UTIa, S
MIPOBEPETE 3a HATMYKE HAa B3AYIIHU MeXypueTa. AKo uMa
MeXypueTa, BHUMATEITHO MOTYMANTe CIIPUHIIOBKATA C MPHCT,
JIOKAaTO MeXypueTraTa ce H3AUTHAT J0 TOpHaTa ¥ Jacr.

OTcTpaHeTe BCHUKY MEXYpUeTa U U3TIACKANTE U3JTHIITHUS
JICKApCTBEH MPOIYKT, KaTo 0ABHO HATHCKATE OyTaNoTO, TaKa
4e BbPXBT Ha OyTaIOTO J1a ce MOIPABHH C JCTICHUETO,
o6o3rauasamo 0,05 ml ma cipunIOBKaTa.

3alesexka: NHXKEKTHPAHTE HEMOCPEACTBEHO CIIE
MIPUTOTBSIHE.

11

Wuxextupaiite 0aBHO, JOKATO IIaBaTa Ha OyTajaoTo
JIOCTUTHE Kpasi Ha CIIPUHIIOBKATA, 33 J]a MOJIyIUTe 00EM OT
0,05 ml. IloTBBpAETE TOCTABSHETO HA ITHJIHATA /1032, KATO
MIPOBEPUTE Jalli IiaBaTra Ha OyTajoTO € JOCTHUIHAIA Kpas Ha
LUIMHIBPA Ha CIPHHIIOBKATA.

12

@dI1akoHBT € caMo 3a eTHOKpaTHa yrnoTpeda. MHOTOKpaTHO
MpUJIarane Ha /03 OT euH (JIaKoH MOXKE J1a YBEIHIH pUCKa
OT KOHTaMHHAIUS U MOCIICABAINA HHPEKITUS.

Heusnon3panust JICKApCTBCH NPOAYKT WX OTIIaAABbYHUTE
MaTepuaiv OT HCTO Tp$16Ba Ja CC€ U3XBBPJIIAT B CbOTBCTCTBUC
C MCCTHUTC U3HMCKBAHUI.
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