INPUJIOKEHUE 1

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



vTOSI/I JICKApPCTBEH MPOIYKT MOJICHKH HA JONBJIHUTEIHO HaOIroaeHHe. ToBa 11ie M03BOJIH ObP30TO
YCTaHOBSIBAHE HAa HOBA WH(OpMAIIHs OTHOCHO Oe3omacHoCcTTa. OT MEAUIIMHCKUTE CIICITUAIUCTH CE
M3KCKBA JIa ChOOIIaBaT BCsKa IMOI03MPaHa HeKeIaHa Peakiys. 3a HaunHa Ha ChOOIaBaHEe Ha
HEXEJIAaHU PEaKIIMK BIDKTE TouKa 4.8.

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Eiyzey 40 mg/ml nmxeKkuoHeH pa3TBOp B MPEABAPUTEIHO HATBJIHEHA CIIPUHIIOBKA

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
1 ml nmxeknnoneH pa3TBop chabpika 40 mg apmubepuent (aflibercept)™®.

Bcesika npenBapuTeIHO HAaITBJIHEHA CIIPUHIIOBKA ChIBpxKa 6,6 mg admmbdeprent B 0,165 ml pa3tBop.
ToBa ocurypsiBa U3IMoj3BaeMo KOJUYECTBO 3a IOCTaBsiHE Ha equHuyHa j03a 0,05 ml, chabpxkaiy 2
mg adIuOepIIenT.

*@Dy31O0HEH MPOTEHH, ChCTaBEH OT YaCTH OT U3BBHKIIETHUHUTE JOMEWHH Ha perentopu | u 2 3a
YOBEIIKU ChJI0B eHaoTeneH pactexeH daktop VEGF (Vascular Endothelial Growth Factor), cBbp3anu
¢ Fc-uactra Ha yoBemku IgG1, u npoussenen B DG44 kineTku oT SHYHUK Ha KUTANCKU XamcTep
(CHO) upe3s pexombunanTHa JJHK TexHOMOTHSL.

IToMOLIHO BENIECTBO € U3BECTHO NCHCTBUE
Bceku ml umxekimoneH pa3teop chabpika 0,3 mg nmomucopoar 20 (E 432).

3a MBJIHUS CIUCHK Ha IIOMOITHUTEC BCIICCTBA BUKTC TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
NnxexironeH pa3TBop (MHKEKITNS)

PaBTBOp’LT (S 6I/IC’I"Lp, 663HB€T€H a0 GHG,Z[O)I('LJ'IT 1 U300CMOTHUYCH.

4. KJIIMHUYHU JAHHU
4.1 TepaneBTUYHM MOKA3AHUA

Eiyzey e moka3an npu Bb3pacTHH 32 JICUCHHE HA

* HeoBacKyliapHa (BlIaKHa) Bh3pacTOBOOOYCIIOBEHA JereHepaltus Ha Makynara (BJIM) (Bx. Touka
5.1),

* 3pPUTEITHO YBPEXAaHe, IBDKAIIO Ce Ha OTOK Ha MaKyJaTa, BCISICTBUE HAa OKITY3Us Ha
perunanHa BeHa (OPB) (oximy3us Ha pa3kionenne Ha peruHanHa BeHa (OPPB) uimu oxiry3ust Ha
neHTpanHara petuHanHa seHa (OLIPB)) (Bxk. Touka 5.1),

* 3pUTEITHO YBPEXKIAaHe, IBDKAIIO ce Ha auadeteH MakyneH eaeM (JIME) (Bx. Touka 5.1),

* 3PUTENHO YBPEXKJIaHe, IBIDKAII0 ce Ha MUOITMYHA XOPOHIATHA HEOBACKYIIapH3ausl (MHOITIYHA
XHB) (Bx. Touka 5.1).

4.2 Jlo3upoBKA M HAYMH HAa MPUJIOKEHHE

Eiyzey e camo 3a HHTpaBUTpEATHO HHKEKTHPAHE.



Eiyzey Tpsi06Ba fa ce mpriiara camo OT JIeKap CIIEIHAIHCT C OITUT B MPIIIOKEHUETO Ha
WHTPaBUTPEATHNA WHKEKIIHH.

2031/19031«1

Bnaosxcna BIIM
[Ipenoppunrtennara go3a 3a Eiyzey e 2 mg adnubepuent, orroapsimu Ha 0,05 ml.

Jledenuero ¢ Elyzey 3aro4Ba ¢ €1Ha MHKXCKIMA MECCYHO B TPpHU NNOCICAOBATCIIHA JO3U. CJ'ICI[ TOBa,
HWHTEPBATIBT MEKAY NPUIIOKEHHUATA C€ YABJDKaBa Ha IBa MECEIia.

B®3 ocHOBa Ha mpelieHKaTa Ha JieKaps 3a 3pUTEeIIHHU W/WIN aHaTOMUYHH PEe3YNITaTh, HHTEPBAIBT
MEXIy IPWIOKEHUATa MOXKe 1a ObJie MONABPKaH Ha Ba Mecela WK a ObJie NOMbJIHUTEIHO
YABIDKEH, KaTo ce U3I0JI3Ba JIEYeHNE U MPOAb/DKaBaHe Ha CXxeMaTa Ha Ipuiiarate, Ipyu KOeTo
WHTEPBAJIUTE HA WHKEKTHPAHE Ce YABDKABAT C MO 2 WK 4 CEMHULIU JI0 JOCTUTaHe Ha CTaOWITHU
3PUTEHU W/UIM AaHATOMUYHH PE3YATATH.

AKO 3pUTEITHUTE U/UIY aHAaTOMUYHUTE PE3YJITaTH CE BIIOLIAT, MHTEPBAIbT Ha jJedeHue TpsOBa 1a Obae
CHOTBETHO HaMaJleH.

Hsima n3nckBaHe 3a MOHUTOpUpAHE MEXKIY MHKEKIIMUTE. B3 0CHOBa Ha TpelicHKaTa Ha JieKaps,
rpadUKbT Ha TOCENICHUATA 32 MOHUTOPHPAHE MOXKE J1a € Ha IT0-MaJIKH HHTEPBAJIM OT IIOCECUICHUSTA 3a
WHKCKIINH.

WuTepBany Ha JieueHne, MO-TOJIEMH OT YETHPH Mecela WM T0-MaJKH OT 4 CEIMUIINA MEXKIY
WHXXEKIMNUTE, HE ca MPOy4YBaHu (BX. Touka 5.1).

Omox na maxynama sciedocmeue va OPB (OPPB uau OI[PB)

[Ipenmoppuntennara no3a Ha Eiyzey e 2 mg admubepuent, orroapsimm Ha 0,05 ml.
Cren mbpBaTa MHXKEKIHS JICUEHUETO Ce Tpuiiara exxeMecedHo. MIHTepBabT MeXIy ABE 03U HE
TpsiOBa 1a ObJIe MO-KPaThK OT €IWH Mecell.

Axo SPUTCIIHUTC U aHATOMUYHUTC PE3YJITATU ITOKA3BaT, Y€ MALIUCHTHT HC CC IMOBJIMsABA MMOJIOKUTCIIHO
OT NPOABJIZKAaBAHE HA JICHCHUCTO, IIPHUJIOKCHUCTO Ha Elyzey TpHGBa Ja c€ IpCyCTaHOBU.

ExxeMeceyHOTO JieueHre MpoIb/hKaBa 0 JOCTUTaHe Ha MaKCUMaJIHA 3pUTEIHa OCTPOTa U/UJIH HE ca
HaJIMIIe ITPU3HALIM 32 aKTUBHOCT Ha 3a00JiiBaHeTO. MoyKe /1a ca HeOOXOAMMHM TPH WITH MTOBEYE
MOCJEIOBATEIHN MECEUHN UHIKEKITUH.

JleuenneTo Moxke Ja IpOABJIKU C IMOCTCTIEHHO YABbJDKaBaHEC HAa MHTCPBAJINTE, 3a 1a C€ IMMOAABPXKAT
cTaOMIHU 3PUTCITHA Y/WJIA aHATOMUIHU pe3yITaTH, BBIIPEKH Y€ HAMA JOCTAThbYHO JaHHH, 3a Aa CC
HallpaBU 3aKJIHOUCHHUC 3a MTPOABJDKUTCIIHOCTTA HA HUHTCPBAJIUTC. Axo SPUTCIIHUTC W/WIIH aHATOMHYHH
pe3YyiTaTu CE BJIOIIAT, MHTCPBAJia Ha JICUCHUCTO TpH6Ba CHOTBCTHO Aa C€ HaMaJIu.

I'paduxbT HA MpocTensBaHe U cXeMaTa Ha JISYeHHE TPAOBa J1a ce ONPEIeNAT OT JIEKyBaIlus JIEKap Bb3
OCHOBA Ha OTTOBOPA Ha OT/IEHUS MAIHEHT.

[TpocnensBaHeTo 3a aKTUBHOCT Ha 3a00JIIBAHETO MOXKE J1a BKIIFOYBA KIIMHUYEH IIPETJIe]l, N3CIIeIBaHEe
Ha QyHKIIMOHAJIHUTE MOKa3aTey Wik 00pa3HU TEXHUKHU (HAIp. ONTUYHA KOXEPEHTHA ToMorpadust
i GIyopeceHTHa aHTHOrpadus).

Jluabemen maxynen edem

[Ipenoppruntennara go3a Eiyzey e 2 mg adnubeprient, ekBupajieHTHH Ha 0,05 ml.



Jleuenuero c Eiyzey ce 3amouBa ¢ e1Ha HHXXEKIIHS MECEYHO 3a TET MOCIEeI0BATEHH I03H, H Ce
MIPOIBJDKABa C €IHA WHKEKITNS Ha BCEKH JIBa Mecerla.

B®3 0cHOBa Ha OIleHKaTa Ha JIeKaps Ha 3pUTEITHUTE W/WIH aHATOMUYHH PE3yATaTH, UHTEPBATBT
MEX1y MPUIOKEHUSATA MOXKe J1a ObJIe 3ala3eH Ha 2 Mecella WM WHIUBHyaTu3upaH, KaTo HalpuMep ¢
JICUCHUE U MPOIbIDKABAHE HA CXeMara Ha MpUIaraHe, Mpu KOeTO HHTCPBAIUTE Ha JICUCHHE Ce
YIBJDKaBaT OOMKHOBEHO C IO 2 CEAMUIIH 10 JOCTUTAHE Ha CTAOWIIHU 3PUTEIHH W/WITH aHATOMUYIHH
pesynrtard. FiMa orpaHuveHy JaHHW 32 HHTEPBATU MEXKy IPUIOKEHUATA, TIO-ABJITH OT 4 Mecela.
AKO 3pUTEITHUTE W/ UM aHATOMUYHUTE PE3YJITATH CE BIIOIIAT, HHTEPBAIBT Ha JICUCHUE TPIOBa 1a Obe
CHOTBETHO HAMAJICH.

NuTepBanym Mexay NpHUIOKEHUSATA, TO-KPATKH OT 4 CEIMUIIH, HE ca MPOyYBaHH (BX. Touka 5.1).

I'paduxbT 32 MOHMTOpHpaHE TPsAOBaA Aa C€ ONpENeNHr OT JeKyBallus JeKap.

B ciy4aif ue 3puTeNHUTe U aHATOMUYHUTE PE3YATATH COUaT, Uue MAIMEHTHT HiIMa 1Mo3a OT
MPOABbDKABaHE Ha JICUYCHUETO, IPUIOKEeHUEeTO Ha Eiyzey TpsOBa na ce npeycTaHoBH.

Muonuuna xopoudanHa Heo8acKy1apu3ayus

IMpenopbuntennara g03a Eiyzey e equHNYHA HHTPaBUTPEATHA HHKEKIHMS Ha 2 mg adubepriernT,
exsuBanenTuu Ha 0,05 ml.

Moxe 1a ce mpHUIoXKaT JOIBIHUTEIHH JI03H, aKO 3PUTSITHUTE U/UIM aHATOMHUYHUTE PE3YIITaTH
MoKa3Bar, 4e 3a00Ji1BaHeTO niepcucTrpa. Peruaupure TpsOBa J1a ce mpueMar Karo HOBa MposiBa Ha
3a00JISIBAHETO.

I'padukbT 32 HAOMIOMEHKE TPSIOBA J1a CEe OMPE/IeIU OT JICKYBAIHsI JeKap.

HHTepBanbT MEXIy JIBE 103U HE TPIOBa 1a ObJIe MO-KPAThK OT €IUH MECEII.

CrernuanaHu MoIyIauu

Yeprnoopobno u/unu 6vopeuno yepedcoarne
He ca npoBexnanu KOHKpEeTHH Mpoy4BaHus ¢ Eiyzey npu nanueHTH ¢ 4epHOAPOOHO H/Mitn OBOpEedHO
YBpEKIaHE.

HannynanTe nanHu He mpennonarar Hy>KJa OT KOpeKLus Ha 103ara Ha adauOepLent Ipu Te3u
ManueHTH (BK. Touka 5.2).

Honyﬂab;u;z 6 cmap4ecka ebv3pacm

He ca HeoOxoqumu crieruaiiiu cbo0pakeHus. FiMa orpaHW4eH OMUT NpY NMAIMeHTH Ha Bh3pacT HaJl
75 roqunu ¢ JIME.

Ileouampuuna nonynayus

BesonacHoctra u epukacHoctTa Ha Eiyzey npu neua u 1oHOIM Ha Bh3pacT nof 18 roqunu. Hsama
cboTBeTHa ynoTpeba Ha Eiyzey B menuarpuyHara nomysanus 3a nokasanusara snaxsa BJM, OLIPB,
OPPB, IME un muonnuna XHB.

Haunn Ha npunoxeHne

I/IHTpaBI/ITpeaHHI/ITC WHXXCKIIUH TpHGBa Ja C€ U3BbpIIBAT CHITIACHO MCAUIUHCKUTE CTAaHAAPTH U
MIPUIOKHUMHUTE PHKOBOACTBA OT JICKAp CIICHUATIKUCT C OIIUT B IPUJIOXKCHHUETO HA UHTPABUTPCAIHU
MHKXCKIHH. Ilo MIPUHIIAIL TpH6Ba Ja €€ OCUT'YpH aICKBATHA aHCCTC3UA U aCCIITHKA, BKIIFOUUTCIHO



JIOKaJTHO MHPOKOCIIEKTHPHO MUKPOOHIIUIHO CPEJICTBO (HAIp. TIOBUIOH HOJI, HAHECEH BhPXY KOXKara
OKOJIO OYHWTE, KJIEMAYNTE U OYHATa MOBBPXHOCT). [IpemopruBar ce xupyprudHa ne3nHpeKknns Ha
pBLETE, CTEPUIHN PHKABUIIM, CTEPUIIHA TTOKPUBKA U CTEPUJICH CIEKYITyM 3a Kilenadu (Win
CKBHUBAJICHT).

HemocpencTBeHo ciiel HHTPaBUTPEATHO MHKEKTHPAHE TAIUEHTUTE TPSIOBa Ja ce CISAAT 3a
TTOBUIIIaBaHE Ha BETPEOYHOTO HayATaHe. Iloaxonsamioro mpociensiBane MOXKe 1a BKIIOUBA
MpoBepsiBaHe Ha nepdy3usaTa Ha ONTUYHUS JUCK WM TOHOMETpUs. TpsOBa 1a ©Ma Ha Pa3IoJIOKEHIE
CTEPUIIHO 00OpYIIBaHE 3a MapareHTe3a Mpu HeoOXOAUMOCT.

Crnen MHTPaBUTPEATHO UHKCKTUPAHE MAI[UCHTUTE TPSAOBA J1a ObJIaT MHCTPYKTHUPAHH JIa ChOOIIaBar
He3a0aBHO 32 BCAKAKBU CUMIITOMH, HACOYBAIIHN KbM €HIO(PTAIMHUT (HAIIp. 00JIKa B OKOTO,
3a4uepBsIBaHe Ha OKOTO, PoToPoOHs, 3aMBITICHO 3pECHHE).

Bcesika npenBapuTeIHO HaIThJTHEHA CIIPUHIIOBKA TPsIOBa J1a ce M3MOJ3Ba 32 JISYSHHE caMO Ha €JHO OKO.
MHOTOKpaTHO MpUIIaraHe Ha 031 OT IMPeABAPUTEITHO HAITBITHEHATA CIIPUHIIOBKA MOXE J]a YBEITHIH
pHUCKa OT 3aMbpCSBaHE U MOCIIeABAIA HH(DEKIIUS.

[IpeaBapuTenHo HaTBIHEHATA CIIPUHIIOBKA CHIbPIKa MMOBEYE OT NPENOPhUYUTEIIHATA 1032 2 Mg
admubepuent (exBuBaieHTHH Ha 0,05 ml nHXeKMOHEH pa3TBOp). M3nom3BaeMusT o6em Ha
CIPUHILIOBKATa € KOJIMYECTBOTO, KOETO MOJKE J]a C€ I0OCTaBHU OT Hesl, U He € MpeIHa3HaueH J1a Obe
W3I0JI3BaH HAITBJIHO. Besika peaBapuTeIHO HallbIHEHa CpUHIIOBKa Eiyzey cbabpika pa3TBop ¢ 00eM
0,165 ml u He e mpeaHa3HaYeH Aa Obje U3NON3BaH HATBIHO. U3JIMIIHOTO KOJIMYeCTBO TPSIOBA /1a ce
OTCTPAaHM MpeIu MHKEeKTHPaHe Ha NMPenopbYuTeJHATA 103a (BX. Touka 6.6).

NuxextupaneTo Ha 1ienvst 00eM Ha MPEBAPUTEITHO HAIThITHEHATA CIIPUHIIOBKA MOXKE J1a JIOBENIE 10
Mpelo3upaHne. 3a J1a ce OTCTPAHAT BB3AYITHUTE MEXypUueTa 3aeTHO C U3JIHUIITHUS JIEKapCTBEH MPOIYKT,
0aBHO HaTHUCHETE OyTaJIOTO, JOKATO OCHOBATA HA CBOJA HA OyTa0TO (He BhpPXa HAa CBOJA) ce
W3PABHU C JIMHUATA 32 103aTAa HA CIPUHIOBKATa (ekBuBasieHTHO Ha 0,05 ml, T.e. 2 mg
adunbeprient) (Bx. Touka 4.9 u 6.6).

WmxekuuonHara uria Tpabsa ga ce BpBene 3,5-4,0 mm 3a1 mumOa B CTHKJIOBUIHOTO TSUIIO, KaTo ce
M305TBa XOPU30HTAHUAT MEPUINAH U c€ HacO4Ba KbM IIEHTHPA Ha O4HaTa si0byka. Torasa ce
nHxekTrpa ooembT 0,05 ml; npu nocieaBanTe MHKEKIIMK MSICTOTO Ha MH)KEKTHPAHE B CKIlepara
TpsiOBa 11a ce CMEHSI.

Crnen nHXEKTUPaHe HEU3MOI3BAHUAT MTPOAYKT TPSOBA J1a CE U3XBBPIIH.

3a paboTa ¢ JIeKapCTBEHHS MTPOAYKT MPEAN MPUIOKESHUE, BIDKTE TOUKA 6.6.

4.3 IlpornBomoka3zaHus

CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO a(pIrOEpIeNT I KbM HAKOE OT ITIOMOIIIHUATE
BeIIeCTBa, N30pOCHHU B TOUKa 6.1.

AKTHBHa O9HA WJIN OKOJIOOYHA WH(MEKITUS WIH ChMHEHHUE 3a TaKaBa.

AXTHBHO TEXKO BBTPCOYHO BBL3MIAJICHUEC.

4.4 ChnenuajaHy npeaynpeskaeHUs: U MPeANa3sHAl MEPKH NIPH ynoTpeda

IIpocnenumoct
3a 1a ce moao0pH MPOCACIUMOCTTa Ha OHOJIOTHYHUTE JICKAPCTBEHU MPOAYKTH, HIMETO U MapTHIHUAT
HOMED Ha TIPIIOKEHUS MTPOAYKT TPSOBA SICHO J1a CE 3aIluCBaT.



WHTpaBUTpEaTHN PeaKIiy, CBbP3aHN C HMHKECKIUATA
WuTpaBuTpeannnTe MHKEKITNH, BKIIFOYUTEITHO Te3u ¢ arbepIienT, ce CBbp3Bar C eHA0(TaaIMuT,

BBTPEOYHO Bb3MAJICHNE, PETMATOI€HHO OTJIETIBAHE HA PETHHATA, Pa3KbCBAHE HA PETHHATA U
ATPOreHHa TpaBMaTW4Ha KaTapakTa (BkK. Touka 4.8). [Ipu npunarane Ha adnnbepLent BuHary Tpsosa
Jla ce U3MO0JI3BAT MOAXOIAIIN aCENTUYHN TEXHUKN Ha MH)KEKTUpaHe. B nonbiHeHne, nanueHTuTe
Tpsi0Ba J1a ce mpocCensBar Ipe3 CeIMUIIATa CIIE] HHXEKTUPAHETO, KOETO OU MO3BOJIMIIO PAHHO
JICYCHHE, aKO Bb3HUKHE MH(EKLHS.

[ManmenTure TpsiOBa Aa ObIAT UHCTPYKTHPAHU J1a ChoOIIaBaT He3a0aBHO 32 BCSIKAKBH CUMIITOMH,
HACOYBAIX KbM €HIO0(TaIMUT WIH HAKOE OT MOCOYCHUTE MO-TOpEe CHOUTHSL.

[IpenBapuTenHO HAITbIHEHATA CIIPUHIIOBKA ChIBpiKa MOBEUE OT MPEIOPbYUTETHATA /1032 2 Mg
admubeprienT (exkBuBaneHTHH Ha 0,05 ml). M3nmumnrHoTO KONMMYecTBO TPSAOBA 1a C€ OTCTPaHU IIPEIH
puIokeHue (BX. Touka 4.2 11 6.6).

[loBumieHus Ha BBTPEOYHOTO HaJISITaHE ca HAONMIOAaBaHU B paMKuTe Ha 60 MUHYTH clien
WHTPaBUTPEATHO HHKEKTHPaHe, BKIIIOYUTETHO ¢ adpubepuenT (Bx. Touka 4.8). CriennaiHu
IpeAna3sHi MEpPKU ca HeoOOXOJUMHU IIPHU MAIUEHTH ¢ HeoOpe KOHTpOIMpaHa IaykoMa (1a He ce
nmxkekTupa Eiyzey, nokaro BbTpeouHoTo Hajsirane € > 30 mmHg). Eto 3amo mpu Bcuuku ciydan
TpsiOBa J1a ce mpocCIensBar 1 Ja ce JIEKyBaT [0 MOAXO/ISII HaYWH KaKTO BbTPEOYHOTO HAJISITaHe, Taka U
nepy3uara Ha ONTHYHHS JUCK.

NMyHOreHHOCT
TBit KaTo € TeparneBTH4YeH MPOTEeHH, pH apIUOEPIIETIT CHIECTBYBA BEPOSITHOCT 32 UIMyHOT€HHOCT

(Bk. Touka 4.8). [lanenture TpsOBa 1a ObIAT MHCTPYKTHPAHU J1a ChOOIIABAT 3a BCSIKAKBH MPU3HAIM
WJIM CUMIITOMH Ha BTPEOYHO Bb3MaJICHUE, HATIp. 00nKa, GoTohOOHS WIiIK 3a4epBsIBaHE, KOETO MOXKE
Jla € KIIMHUYEeH MPU3HAK, OOSICHUM ChC CBPHXUYBCTBUTEIHOCT.

Cucremuu edextn

CucreMHH HeXellaHU ChOUTHS, BKIIOUNTEIHO N3BEHOYHH KPHBOU3IIMBU U apTEPUATHU
TPOMOOEMOOIMYHHN CHOUTHS, Ca ChOOIIABAHH CJIE]] HHTPABUTPEATHO HMH)KEKTUPAaHE HA HHXUOUTOPH
Ha VEGF u nma TeopeTrueH puck, 4e Te MoXe Jia ca cBbp3anu ¢ naxuoupaneto Ha VEGF. lma
OTrpaHMYCHM JaHHHM 3a Oe30macHoCTTa pu JiedeHue Ha naiuertu ¢ OLIPB, OPPB, JIME unu
muornmyHa XHB ¢ anamHe3a 32 HHCYNT WK TTPEXOIHN HCXEMUYHH aTaKH, KaKTO U 32 WHPAPKT Ha
MHOKap/ia B paMKUTe Ha TIocenHuTe 6 Mecera. Takupa malieHTy TPIOBa J1a ce JIEKYBaT C MIOBUIIICHO
BHUMaHHUE.

[pyru
Kaxro mipu npyrute uaTpaBurpeantau antu-VEGF nedenns 3a BJIM, OLIPB, OPPB, /IME u
muonmyHa XHB, B cuita ca u ciaemHATE TTOJI0KCHHS

* bBesomacHoCTTa U e(pUKACHOCTTA Ha JICYCHUETO ¢ adIubOepIenT, Ipuiiarad ¢THOBPEMEHHO H Ha
JBETE OYM, HE Ca MPOyUBaHU CUCTEMAaTHIHO (BX. TouKa 5.1). Ako OUIaTepaHOTO JIeYEHUE Ce
MIPOBEXK/Ia TI0 €THO U CHINO BpeMe, TOBA MOKE J1a I0BeIe A0 ITOBUIIIEHA CUCTEMHA
EKCIIO3UIIHS, KOETO MOXeE J1a TIOBHIIIM PUCKA OT CUCTEMHH HEXellaH!U ChOUTHSI.

* EnnoBpemenna ynorpeba ¢ apyru autu-VEGF (cbaoB eHznoreneH pactexeH Gpakrop).
JluricBar jaHHM 3a €THOBPEMEHHOTO M3MoJI3BaHe Ha adumbepient ¢ apyru antu-VEGF
JIEKapCTBEHU MPOIYKTH (332 CHCTEMHO WJIM BTPEOYHO TPUIIOKEHHUE).

* PuckoBute Qakropu, CBbp3aHU C Pa3BUTHETO HA Pa3KbCBAHE HA MUTMEHTHUSI €IIUTEN Ha
petunara cien anTi-VEGF tepanus 3a Biakaa BJIM, BKIIoYBaT 0OIIMPHO W/HIIK BUCOKO
OTJICTIBAaHE HAa MMTMEHTHHS eNUTeN Ha peTuHara. [Ipu 3anouBane Ha Tepanus ¢ ahpaudepuent e
HEeoOXOIMMO MOBUIICHO BHUMAHKE IIPH MAIIEHTH C TE3H PUCKOBH (haKTOPH 3a Pa3KbCBAHE Ha
MIUTMEHTHUS €TIUTEN HA peTHHATA.

* Jleuenuero TpsOBa na Obe NPEyCTAaHOBEHO IIPY MALMEHTH C PErMaTOreHHO OTJICIIBAHE Ha
peTUHaTa WK CTaAui 3 WiIn 4 MaKyJTHH TyTIKH.



* B cnyyaii Ha pa3KbCcBaHe HA pETHHATA, IPUIIOKEHUETO Ha Jl03aTa TpaOBa Jja ObJie MPEKPaTeHO U
JICUCHUETO HE TPsiOBa Jia ce Bb30OHOBSBA MPEAH aJICKBATHO Bh3CTAHOBSIBAHE HA Pa3KbCBAHETO.

* Jlo3ara He Tps0Ba Ja ce mpuiiara u JCUYSHUETO He TpIOBa J1a ce Bb30OHOBSABA MO-PAHO OT
CJIEIBAIIIOTO IUIAHUPAHO MPUIIOKEHNE B CITydail Ha:

= HaMajsgBaHe Ha Hail-moOpe Kopurupanara 3purenra ocrpora (BCVA) ¢ >30 6yksu B
CpPaBHEHUE C IMOCJICIHATA OLICHKA Ha 3pUTEIHATA OCTPOTA

= CcyOpeTHHANIHA XeMOpPAarus, BKIIIOYBAIlA IICHThpa Ha OBEsATa, HITH, aKO pa3MephT Ha
KpBbBoM3NuBa € >50% oT oOmwst pa3mep Ha JIe3HuATa.

* Jlo3ara He Tpsi0Ba Ja ce mpuiiara B paMKUTE Ha IPEIAXOAHUTE WK CIICABAIUTE 28 JHH, B
ClTydYaii Ha U3BBPIICHA WY TIAHUPAaHA BETPEOYHA XUPYPTUIHA WHTCPBCHITHUS.

* AdmmubeprienT He TPsSOBa Aa c€ M3MOI3BA IT0 BpeMe Ha OPEeMEHHOCT, OCBEH aKo IMOTCHITHATHATA
MOJI3a HE HAJXBBPJIS MOTCHIMATHHS PUCK 3a 1u1ofa (BK. Touka 4.6).

* XeHu c neTeposieH MOTEHIMAN TPSAOBA Ja U3MONI3BAT eheKTUBHA KOHTPAIICTIIHS [T0 BpEME Ha
JIeYeHUE U Hall-MaJKo 3 Mecera ciel MOCIeIHOTO HHTPABUTPEATTHO HHXKEKTUPaHe Ha
ammbeprient (BX. Touka 4.6).

* Hma orpanuyeH onur ¢ JiedeHueto Ha narueHTu ¢ ucxemuyna OLIPB u OPPB. I1pu manuentu ¢
KIIMHIUYHYU TPU3HAIM Ha HeoOpaTuMa HCXeMUYHA 3ary0a Ha 3puTenHara (yHKINs, JICICHHEe He
ce TpernopbhyBa.

INomymnanuu ¢ OrpaHUYeHU JaHHU

Nwma orpannden onwut c nedeHuero Ha namuenty ¢ JME Bcnencteue Ha auadet tun | wmm mpu
nauenTu ¢ nuabdet ¢ HbAlc nan 12% wnu nponndeparnBHa quadeTHa pETHHOMATHS.
Adnubepuient He e MPOyYBaH MPH MAIMEHTH ¢ AKTUBHU CUCTEMHH WHPEKIMY WU [IPH HalueHTH
ChC CHIIBTCTBAILM OYHHM HApPYILICHUS KaTo OTJICIBAHE HA PETHHATA WK MaKyiIHa aynka. OcBeH ToBa
HSIMa OIUT C JIeueHue ¢ agaubeplent Npy NauueHTH ¢ 1uabeT ¢ HeKOHTPOJIUpaHa XulepToHus. Tazn
nirca Ha nHpopMaIys TPOBa Ja ce UMa MPEBHUL OT JIeKapsl MpH JICUCHNUE HA TAKKUBA TTAllUCHTH.

Hsma onut npu nedenne Ha muonmyaa XHB ¢ agnubeprient npu naiieHTH, KOUTO HE ca OT a3UaTCKU
MIPOM3XOJI, TAIIMEHTH KOUTO Mpean ca OWiIH MOIOKEHH Ha JiedeHne Ha MuonnuHa XHB u mamuentu ¢
eKcTpa(OBEaIHH JIC3UH.

Hudopmanst 3a HOMOIIHUTE BEIIECTBA

ToBa sekapcTBO ChABPIKA!

e  mo-majiko oT | mmol Harpuii (23 mg) Ha 7030Ba €IMHUILIA, T.€. MOXKE /1a CE KaXe, Ue MPaKTUIECKH
HE ChABbPXKa HATPHM.

e 0,003 mg momucop6ar 20 BeB Besika f03a ot 0,01 ml wm 0,015 mg nomucopOar 20 BB Beska
no3a ot 0,05 ml, kouto ca exkuBaneHTHU Ha 0,3 mg/ml. [Tonmucopbarute Morar J1a IPUYUHST
anepruunu peakuuu. [lonuraiite Bamms nanuent, 1and uMa yCTaHOBEHHU aJIePTHH.

4.5 Bs3ammogeiicTBHe C APYTH JIeKAPCTBEHH NPOAYKTH U APYrH ¢GopMHu HA B3aMMoOJAeiicTBHE
He ca npoBexxaanu nmpoy4dBaHus 3a B3aUMOJIEUCTBUSATA.

EnnoBpemenHoTo npuiiokeHue Ha doroaunamMuyna tepamnus (PDT) ¢ Beprenopdun u adaudepent
HE € IPOYYBaHO U IO Ta3u MIPUYMHA HE € YCTaHOBEH Npod i Ha 6e30MacHOCT.

4.6 ®eprTuauTeT, OPEMEHHOCT U KbPMEHe

Kenw ¢ geTepoacH NOTSHITMAT

JKenwure c neTeposieH MOTEHIMANT TPsIOBa J1a M3IONI3BAT €PEKTHUBHA KOHTPAIICTIIIHS 110 BpEeMe Ha
JICUECHHE M Hal-MaJIKo 3 Mecela cliel OCISAHOTO HHTPABUTPEATHO HH)KEKTUPaHe Ha adInOepLenT
(Bk. Touka 4.4).




BpemenHoct
Jluncear manHu 3a yrorpebdara Ha aduubeprenT npu OpeMeHHH JKeHH.

[IpoyuBanwmsiTa MpH KUBOTHU ITOKA3BaT eMOPHO-(eTaTHa TOKCHIHOCT (BXK. TOUKa 5.3).

B’BHpeKI/I 4C CUCTCMHATa CKCIIO3UI A CJICA OYHO IMPUIJIOKECHUC € MHOI'O HHUCKA, a(bJ'II/I6CpHCHT HEC
Tpﬂ6Ba Ja C€ U3I0JI3Ba 10 BpEME Ha 6pCMeHHOCT, OCBCH aKO INOTCHIMAJIHATA I10J13a HE HAAXBbPJIA
MMOTCHUIHAJIHUA PUCK 3a II0AA.

Kspmene

B®3 ocHOBa Ha MHOTO OrpaHUYEHH JaHHU IPH X0pa, aduudbepuentT Moxe Aa ce eKCKpeTupa B KbpMara
B HUCKH HUBA. AdQnubepuent e rojasiMa IpoTEMHOBA MOJIEKYJIa U KOJIMYECTBOTO Ha JIEKApPCTBOTO,
abcopOupaHo MpH KbpMaveTo, ce o4akpa aa Obae MmuHuManHo. Edexture Ha agaubeprent BEpXy
KbPMEHO HOBOPOACHO/KHPMAUYETO HE Ca U3BECTHH.

Karo npennasna mMsipka, He ce IpenopbuBa KbpMEHE 10 BpeMe Ha ynotpebara Ha ainOepIient.

Deprunurer
Pesynrarute oT mpoy4YBaHUATA MIPH JKUBOTHU C BUCOKA CHCTEMHA €KCIIO3UIIMSI TIOKA3BAaT, 4e

admbeprienT MOXKe 1a HapylIu GepTIINTeTa U P MBXKKHTE, U TIPH KEHCKUTE (BXK. Touka 5.3).
[TonoOHM edekTH He ce 0YaKBaT Clie]] OYHO NMPHIOKEHHE C MHOTO HICKA CHUCTEMHA €KCTIO3HIIHSL.

4.7 EdexTn BbpXy cioco0HOCTTA 32 o upaHe U padoTa ¢ MAIIUHA

Nmxexrupanero ¢ admuOepIient MOBIUABA B Mallka CTETIEH CIIOCOOHOCTTa 3a modupane u padboTa ¢
MallrHy, 1nmopagnu Bb3MOXHU BPEMEHHU 3PUTCIIHU CMYIICHU A, CBbP3aHU UJIW C MHXXCKIUATA WA C
ounus nperien. [laimentute He TpsOBa qa modupar WK 1a paboTAT ¢ MaIlIMHHU, TOKATO 3pUTeTHATA
UM (QyHKIHS HE C€ Bb3CTAaHOBH B AOCTaTbUHA CTEIICH.

4.8 Hexenanu JeKapCcTBEeHU peaKkuu

Pesrome Ha mmpodriia Ha 0€30aCHOCT

[omynanusTa 3a 6e3omacHocT B ocemte npoyuBanus ¢asa Il ce cberon ot 060 3 102 manuentu. Ot
Tax 2 501 manueHTy ca JIeKyBaHU C IPeNophUnUTeIHATa 1032 OT 2 mg.

CepHno3HM OYHH HEXEJIaHU PEaKLMU B U3CIIEABAHOTO OKO, CBbP3aHU C MPOLeAypaTa Ha WHXEKTHPaHe,
ca Bb3HUKHAIH MpH No-Majiko oT 1 Ha 1 900 uHTpaBUTpea Hn HHXEKIUU Ha agauleplent u ca
BKJTIOUBAJIU CIIETIOTA, eHAO0(TAIMUT, OTJICNIBAHE HAa PETHHATA, TPaBMAaTHYHA KaTapakTa, KaTapakTa,
KPBBOM3IINB B CTHKIOBUIHOTO TSJIO, OTJIENIBAHE HA CTHKJIOBHIHOTO TSAJIO M MIOBUIIEHO BHTPEOUHO
Hajsirane (BX. Touka 4.4).

Haii-uecto HaOmronaBaHuTE HEXEJIAHH JIEKAPCTBEHU peakiuu (MpH Hail-manko 5% OT MalueHTuTe,
JIeKyBaHH ¢ aduuOeplenT) ca KOHIOHKTHBaJIHA XxeMoparus (25%), perunanna xemoparus (11%),

HamasieHa 3putenHa octpota (11%), 6onka B okoto (10%), karapakra (8%), HOBHIIIEHO BETPEOYHO
Haysirane (8%), oTiIenBaHe Ha CTHKIOBUIHOTO TSUI0 (7%) 1 MBTHHHH B CTBKJIOBHIHOTO TSUIO (7%).

CIHCBK Ha HEXKEJTAHUTE JIEKAPCTBEHU PEAKIIMYU B TAOINYEH BUI

JlaHHuTe 3a 6€30MacHOCT, OIIMCAHH MO-70JTY, BKIFOYBAT BCHYKH HEXKEIAHH JICKAPCTBEHH PEAKIIUU OT
ocemte nipoyuBanus (aza Il npu mokazanusra snaxua BJIM, OLIPB, OPPB, /IME u muonmyaa XHB
C TIPUEMJIMBA BEPOSTHOCT 3a MPUIUHHO-CJIC/ICTBEHA BPB3Ka C MPOIEAypaTa Ha MHKCKTUPAHE WITH
JICKAPCTBEHUS TIPOYKT.



Hesxenmanure JiekapCTBEHH peakiiuy ca M30pOSHH M0 CHCTEMO-OPTaHeH KJIac M 4eCTOTa C U3IMOJI3BaHe
Ha cIieTHaTa KOHBEHIHSL:

MHoro yectr (>1/10), uectu (>1/100 mo <1/10), Hewectu (>1/1 000 mo <1/100), peaxu (>1/10 000 g0
<1/1 000), c Hem3BeCTHA YecTOTa (OT HATMIHHUTE JaHHU HE MOXKE J1a ObJIe HalmpaBeHa OIICHKA).

B pamkuTe Ha BCSKO TpyNHpaHe MO YeCTOTa, HeXKEJTaHUTE JISKAPCTBEHH PEAKIINH Ca MPEICTaBEeH! B
HUBXOJISI peJl IO OTHOIICHHUE HA TAXHATa CEPUO3HOCT.

Tabauma 1:  Bcuuku cBbp3aHU C TeUEHUETO HEXENaHH JIEKaPCTBEHU Peaklni, ChOOIIaBaHN TIPH
nanuedTy B mpoyuBanus ¢aza 11 (coopuu nanum ot npoyuBanus (asa III 3a mokazaHusTa BIakHa
BIIM, OLIPB, OPPB, IME u Mmuonnuna XHB) unu no BpeMe Ha IOCTMapKETUHTOBOTO HAOTIOCHHUE

Cucremooprasex

Yecrora Hesxenana peakuust
KJI1ac

Hapymenus Ha | Heuectn CBpPBXIyBCTBUTETHOCT* **
HMYHHATa
cucremMa

Hapymenuss Ha | MHoro uectu HamaneHa 3putenHa ocTpoTa, peTHHAIHA
oyHuTe XeMOoparus, KOHIOHKTHBAJIHA XeMOparus,
0o0JKa B OKOTO

Yectn PaskbcBaHe Ha MTUTMEHTHUS CITMTEIT Ha
peTrHaTa*, OTIIETIBAaHE HAa MUTMEHTHHS SITUTEN Ha
peThHaTa, ereHepanys Ha peTHHATA,
Kp’bBOI/ISJ]I/IB B CTBKJIOBUJIHOTO TAJIO,

KaTapakTa, KOpTHKaJTHa KaTapakra,

HyKJIeapHa Karapakra, CyOKarcyjJapHa KaTapakTa,
KOpHEaJlHa epo3usl, KOpHea Ha adpasus,
MTOBHIIIEHO BHTPEOYHO HAIIATAHE,

3aMBIJIEHO 3peHHe, MBTHUHH B CTHKIIOBUTHOTO
TSU10, OTJENBaHE Ha CTHKJIIOBHUIHOTO TS0, OOJIKa
Ha MSACTOTO Ha WHXXEKTHUPaHe, YCellaHe 3a 9yXkII0
TSJIO B OYHTE, TIOBUIIICHA JTJAKPUMAITUS, OTOK Ha
KJIeraya, XeMOparusi Ha MsICTOTO Ha
WH)XEKTHPaHe, TOYKOBHUJICH KePaTHT,
KOHIOHKTHBaAJIHA xnnepeMI/m, OYHa XI/IHepeMI/ISI

Heuectn Ennodranmut**, omienBane Ha peTUHaTa,

pa3KbCBaHE HA PETUHATA, UPUT, YBEUT,
WPUIOIMKIIAT, TOMBTHSBAHE Ha JIEIIAaTa,

nedexT Ha emUTeNa HA POTOBHUIIATA, Apa3HEHE HA
MSCTOTO Ha MH)KEKTHpPaHe, HEOOWJIaitHO yCenane
B OKOTO, Jpa3HEHe Ha KJIenaya, MOJI0KUTEIICH
Tunan B peHaTa KaMepa, OTOK Ha POTOBHIIATA.

PCJIKI/I CJ'ICHOTa, TpaBMaTU4Ha KaTapakKTa, BUTPCUT,
XHUIIOIMNOH

C HeusBecTHa Crueput****
4eCcToTa
* HapymieHus, 3a KOUTO € U3BECTHO, Ue ca CBbp3aHu ¢ BraxHa B/IM. HaGmonaBanu ca caMo B MpOydYBaHUs IPH
Brakaa BJIM.

** Kyntypa-noJioxuTeNeH U KYJITypa-oTpHUIaTeIeH eHao(GTaiMuT

*** [To BpeMe Ha IMOCTMapKETHHTOBHUS ITEPHOJ, CHOOIICHHS 32 CBPBXIYBCTBUTEITHOCT BKIIOUUTEITHO OOPHB,
CBpOEK, YPTUKAPHS U OTACIIHU CIIy4ad Ha TSKKH aHa()UIaKTUIHN/aHA(DUIAKTOUTHU pPEaKIIH

**%% OT MOCTMAPKETHHTOBU CHOOIIIEHUS




Onucanue na u36paHu Heoicellanu lekapcmeeHu peaxkyuu

B npoyuBanus ¢a3a 1l npu Bnaxkxna B/IM, ce HaOmonaBa MoBUIIIEHA Y€CTOTa HA KOHIOHKTHBAJIHA
XeMoparusi Ipy NalueHTH, IPUeMalld aHTUTPOMOOTHYHHU Cpe/ICTBa. Ta3u MOBHUILIEHA YeCTOTa €
CpaBHHMa MEXy MAIlUeHTUTE, JIEKyBaH! ¢ paHNOn3ymad u adaubeprent.

Aptepuamaure Tpomooembonuau crouThs (ATC) ca HexkeTaHu ChbOUTHS, KOUTO ca MOTEHITHATHO
CBBbp3aHu chc cucTeMHo naxudbupane Ha VEGF. CriecTByBa TeopeTHdeH pUCK OT apTepHaTHH
TpoMOOEeMOOTMYHN CHOUTHS, BKITFOUUTEITHO HHCYIIT U UH(APKT HA MUOKAP/Ia, CIIEA HHTPABUTPEATHO
npuioxeHue Ha naxuoutopu Ha VEGF.

Hucwk nporeHT Ha 320601€BaEMOCT OT apTepHATHIA TPOMOOEMOOIMYHN ChOUTHS ¢ HaOMtomaBaH B
KIMHAYHUTE U3MUTBaHuA ¢ adnmubeprient mpu naruenta ¢ BJIM, JIIME, OPB u muonmmara XHB.
Cpen nokazanusiTa He € HaOMoIaBaHa ChUIECTBEHA Pa3iiuKa MEXy TPYIUTE, JICKYBaHH C
apmubepLenT U CbOTBETHUTE CPABHUTEIHU TPYIIH.

KakTo npu BcH4KM TepaneBTHYHH MPOTEHHH, TIPU a(uOepIenT ChIeCTBYBa BEPOSITHOCT 32
AMYHOTE€HHOCT.

CrpoO11aBade Ha [MOIO3UPAHN HEXKEIIAHN PEAKIINT

CroOImaBaneTo Ha TIOI0O3MPAHN HEXXEITaHH PEAKITNH CIIe]] pa3pelliaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MIPOAYKT € Ba)KHO. ToBa MO3BOJISIBA [Ia MPOIBIDKH HAOTIONEHNETO Ha CHhOTHOIIIEHHETO TOJI3a/PHCK 3a
JISKAPCTBEHUS MPOAYKT. OT METUITMHCKUTE CIICIIUATUCTH CE U3UCKBA Ja ChOOIIaBaT BCSIKA
MOJI03UpaHa HeXKeJIaHa Peakivs Ype3 HaI[MOHAIHA CUCTeMa 3a ChOOIaBaHe, MOCOYCHA B

[punoxenue V.

4.9 Ilpenozupane

B KIMHUYHU M3MUTBAHMS Ca MU3MOJI3BAHMU 103U J10 4 Mg HA eIHOMECEYHH UHTEPBAJIH U ca
HaOJIr0IaBaHK M30JIMPaHHU CITydau Ha Ipejo3upaHe ¢ 8 mg.

[Ipemo3upaneTo ¢ mo-rojasM 06eM Ha MHKEKTHpaHe MOKE J1a TIOBHIITN BETPEOUHOTO HajsraHe. 1o
Ta3W MPUYNHA B CIy4ail Ha TIpefo3upane TpsiOBa ja ce Cliei BbTPEOYHOTO HANISTaHE U 1 Ce 3all0YHe
TTOJIXOIAIIIO JISYEHHUE, aKO Ce CUeTe 32 HeoOXOAMMO OT JISKyBaIus Jiekap (BXK. Touka 6.6).

5. GOGAPMAKOJIOT'NYHU CBOUCTBA

5.1 ®dapmakoaMHAMHYHU CBOICTBA

dapmakoTepaneBTrnyHa rpymna: O(TaaIMoIOrHyHu CpelcTBa, AHTHHEOBACKYIAPU3UPAIIN CPEICTBA
ATC xox: SO1LAOS

Eiyzey e 6uonorununo mofo0eH jgekapcTBeH npoaykT. [logpoOHa nHopMalius € nperocTaBeHa Ha
yeOcaiita Ha EBponeiickara areHius mo Jiekapcrpara https://www.ema.europa.eu.

Adnubepuent e pekoMOMHaHTEH (y3MOHEH MPOTEHH, ChCTaBEH OT YaCTH OT U3BBHKIICTHUYHHUTE
JOMEWHHU Ha perentopu 1 1 2 3a 4OBEIIKH ChI0B eHaoTeneH pactexer gakrop (VEGF), cebp3anu ¢
Fc-uacrra Ha yoBemku IgGl.

Adnubeprent e npousseaeH B DG44 kietku ot siuHKK Ha kutaiicku xamctep (CHO) upes
pexomoOunanTHa JIHK TexHomorus.
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Adnubeprient aeicTBa KaTo pa3TBOPUM pelienTop - "mpumamMka”, koito ce cBbp3pa ¢ VEGF-A u
PIGF c mo-BHCOK a)IHUTET, OTKOJIKOTO €CTECTBEHUTE UM PEICTITOPH, KaTo 10 TO3W HAYMH MOXKeE J1a
MHXHOUPA CBBP3BAHETO U aKTHBUPAHETO HA Te3U cxoiHu penentopu Ha VEGF.

MexaHnu3bM Ha IEUCTBUE

CoaoBusit ennoreneH pactexxe pakrop-A (VEGF-A) u mnanentHust pactexer daxrop (PIGF) ca
ynieHoBe Ha cemelcTBOTO HA VEGF anrnorennute ¢akTopu, KOUTO MOTaT J1a IeiicTBaT KaTo MOLTHU
MUTOTE€HHH, XeMOTAKCUYHH U BIUSACIIU BbPXY ChIOBHS IepMeaOMINTET (GaKTOpH 3a €HIOTEIHUTE
xiretku. VEGF nefictBa upe3 nBe perientopau THpo3uH kuHasu, VEGFR-1 u VEGFR-2, Ha
MOBBPXHOCTTA Ha eHpoTennuTe kietku. PIGF ce cebp3Ba camo ¢ VEGFR-1, koiiTo ce Hamupa cbiio u
10 TIOBBPXHOCTTA Ha JIeBKonUTUTE. [IpekoMepHOTO akTHBUpaHe Ha Te3u perentopu oT VEGF-A moxe
Jla JOBEZIE 10 MATOJIOrMYHa HEOBACKyIapu3alys U IPEeKOMEpHa ChAoBa pomyckinuBoctT. PIGF moxke
na osae cuaeprucT Ha VEGF-A B Te3u mpoltecn, a OCBEH TOBa € M3BECTHO, Y€ crioMara 3a
JIEBKOIIMTHATA HHUITPALUS U CHIOBOTO Bb3MAaJICHHUE.

dapMakonMHaMU4HU e(DEKTH

Bnaowcna BIAIM

Bnaxxunara BJIM ce xapaktepusupa ¢ maToJoruyHa XopouaaiHa HeoBackyiaapuzaius (CNV).
W3TH4aneTo Ha KPBB M TEYHOCT OT MATOJIOTMYHATA XOPOUIaTHA HEOBACKyIapHu3alis MOXKe 1a
MIPUYWHY 3a/1e0elsIBaHe WM OTOK Ha peTHHATa W/WIH CyO/MHTpapeTHHAIIHA XeMOparus, BOACIIA JI0
3ary0a Ha 3pUTEJIHa OCTPOTA.

[Ipu narueHTH, NekyBanu ¢ aduuOepienT (€1Ha HHKEKIIMS MECEUHO 3a TPH MOCIIC0BaTeIHU MECeIIa,
MTOCJICZIBAHO OT €/THA MHXKEKITUs Ha BCeKH 2 Mecena), nebennnaara Ha neHTpaitnara petuna [CRT]
HaMaJIsiBa CKOpO CJIe]| 3aIi0uBaHe Ha JICUSHUETO, a CPEIHUAT pa3Mep Ha se3usTa ¢ CNV Hamanssa B
CHOTBETCTBHE C PE3YJITaTUTE, HAOJIIONAaBaHU MPH JieueHUe ¢ paHuOu3ymad 0,5 mg BCeKH Mecell.

B npoyuBanero VIEW1 uma cpenun Hamasnenus Ha CRT npu onTH4HO-KOXepeHTHA TOMOTpadust
(OCT) (cpotBetHO -130 1 -129 MukpoHa B cenmuia 52 3a TpynuTe Ha jieueHue ¢ agiaubeprent 2 mg
Ha BCEKH JIBa Mecela 1 pannousymad 0,5 mg Bceku mecen). U B 52-ta cenMuIia B mpoydBaHETO
VIEW?2 uma cpennu HamasneHust B CRT npu OCT (crotBeTHO -149 1 -139 MukpoHa 3a rpynute Ha
siedenue ¢ aduubepiienT 2 mg Ha BCEKH JiBa Mecelia 1 pannousymab 0,5 mg Bceku mMecell).
Hamanenneto na pasmepa Ha CNV u va CRT o6unuaiiHo ce 3aabpKar u ipe3 BTopara ToJiHa Ha
MIPOYYBAHUATA.

[IpoyuBaneto ALTAIR e npoBeAeHO IpH MALMEHTH SAMOHIM C HeJleKyBaHa BiaxkHa B/IM u mokas3Ba
TOIOOHM pe3yNTaTH ¢ Te3H oT npoyuBanusita VIEW, ¢ npunarane Ha 3 mbpBOHAYATHH €KEMECCTHHI
WHXKeKIUY aduudepuent 2 mg, MOCJIeABaHN OT eJTHA WHXKEKIU CIIe]] Ollle 2 Mecela U Clie/l TOBa
MPOABIDKABAHE C PEKUM Ha JICUeHHUE U yIbDKaBaHE ¢ TPOMEHIUBU HHTEPBAIH (2-CEIMUYHU WA
4ceqMUYHM KOPEKIHHN) 0 MAKCUMYM 16-ceIMIUEH HHTEPBAJ ChIVIACHO NMPEIBAPUTEIHO ONpPENeIeHI
kpurepud. B cenmuna 52 nma cpenHo HamaseHue Ha nebennHara Ha nentpanHara peruna (CRT) npu
OCT c -134,4 u -126,1 MukpoHa CHOTBETHO 32 rpymara Ha 2-CeIMUYHA KOPEKIIMS U 3a Tpyrara Ha
4ceqmuana kopekus. [IporeHTsT Ha manuenTuTe 6e3 Teanoct npu OCT B ceqmutia 52 € CHOTBETHO
68,3% u 69,1% B rpynure ¢ 2- u 4-ceamuunu kopekuuu. Hamanenuero na CRT B moBeueTo cinydau ce
3arasBa U B IBETE paMEHa Ha JIeUeHHe IIpe3 BTopaTa ronrHa Ha npoyusaeto ALTAIR.

[Ipoyusaneto ARIES e mpennasHadeHo Ja u3cieBa He mo-Majkara ehUKacHOCT Ha JICUCHUE U
MIpOIbJDKAaBaHE HA CXeMaTa Ha MpuiIarane Ha agimuoeprent 2 mg, 3aII09HaTO BEAHATA CIICT
MpIiarane Ha 3 TbPBOHAYAITHH MECEYHU WHXKEKIIUY U €THA JTOITBIHUTEITHA WHKEKIUS clies] 2
Mecella CIpsAMO JICUCHUE U MPOIBJKABAHE HA CXeMaTa Ha Mpuiiaraie, 3aroyHaro cliel
€THOTOJUIITHO JiedeHHe. 3a MAIeHTH, KOUTO Ce HYXKJasT OT Mpuiiarane mo-4ecto ot Q8 monHe
BEIHBXK B Xo7a Ha npoyuBaneto, CRT ocraBa mo-Bucok, Ho cpennoro Hamanenune Ha CRT ot

1"



M3XOMHOTO HHUBO 10 cenmmuria 104 e 160,4 mukpoHna, moqo0HO Ha MAIMEeHTHTE, JIeKyBaHu Ha Q8
WM [TO-PEIKH UHTCPBAJIH.

Omox na maxynama ecredocmeue va OL{PB u OPPB

[Tpu OLIPB u OPPB ce nonyuaBa ncxemus Ha peTHHaTa U TS JaBa CUTHAJ 32 OCBOOOXKIaBaHETO Ha
VEGF, koiiTo Ha cBOi1 pen AecTadmim3mpa 3ApaBUTe BPH3KHA U CTUMYIIHpA IpoiudeparusiTa Ha
eapoTenuu kietkn. OcBoboxnaBaneTo Ha VEGF e cBbp3aHO C yCIOXKHEHUS KaTo HapyIIaBaHe Ha
KPBbBHO-PETHHHATA Oapuepa, yBeJIMUCH ChJIOB IIEpMeaOMIINTET, OTOK Ha peTUHATa U
HEOBACKYJIapU3aIlusl.

[Ipu manmedTwH, TeKyBaHH ¢ 6 MOCIEAOBATETHA MECEUHH HHXEKIH adubeprent 2 mg e
HaOIronaBaH ChOTBETCTBAI, ObpP3 M CHIICH MOP(HOIOTHIECH OTTOBOP (KOETO € OTYETEHO C
nonobpenus B cpeanara CRT). B cenmuia 24 nonmxennero B CRT e cratuctudecku
MIPEBB3XOK/IAII0 B CpaBHEHHE ¢ KoHTposaTta U B Tpute npoyusanus (COPERNICUS npu OLIPB: -
457 cpemy -145 mukpona; GALILEO npu OLIPB: - 449 cpenty -169 mukpona; VIBRANT npu
OPPB: - 280 cpemty - 128 mukpona). ToBa Hamanenue ot nzxonHoto HuBo B CRT ce mommppxka 10
Kpas Ha Bcsko npoyuBane, cenmuiia 100 B COPERNICUS, cenvunia 76 B GALILEO u cenmuna 52
BB VIBRANT.

Jluabemen maxynen edem

JnabeTHUAT MaKyJeH €eM € CJICACTBUE OT AuabeTHaTa PETUHOMATHS U Ce XapaKTepHU3Upa ¢ IOBUILCH
CBJIOB IIEpMEAOMIUTET U yBPEXkKIaHE Ha PETUHHUTE KallWIApU, KOETO MOXKe Jla JIoBe/e 10 3aryoa Ha
3pHUTENIHA OCTPOTA.

[Ipu narueHTH, JIeKyBaHu ¢ aduInOEPIENT, TOBEYETO OT KOUTO ca OMIIM Kiacu(UIIMPaHU KaTo
nareHTy ¢ nuabet tun 11, ce HaOmronaBa 6bP3 M cTAOWIICH OTTOBOP MO OTHOIICHHE HA MOP(OIOTHsITA
(CRT, vuBo o DRSS).

B npoyusanusita VIVIDPME 4 VISTAPME e naGironaBano crarucTiiecku 3Ha4MMO TIO-TOJISIMO CPEHO
Hamayienue B CRT oT u3xoqHuTe CTOWHOCTH JI0 CeAMUIIA 52 MPH MalMEHTH JICKyBaHu ¢ adaudepient
B CPaBHEHUE C JIA3€PHO KOHTPOJIUPAHUTE, ChOTBETHO-192,4 1 -183,1 Mukpona 3a rpynure ¢
adumbeprient 2Q8 u choTBETHO -66,2 1 -73,3 MUKpOHA 3a KOHTpOIHHTE Tpynu. B ceqmuia 100
HaMaJIeHHETO € MoAIbpkaHo ¢ -195,8 u -191,1 muxpona 3a rpynure ¢ apnubdepuent 2Q8 u ¢ -85,7 u -
83,9 MUKpPOHA 332 KOHTPOJIHUTE TPYIIH, ChOTBETHO B npoyuBanusita VIVIDPME 4 VISTAPME,

Hanpagena e onenka, mokaspaia nogodpenue ¢ > 2 crenk B DRSS no npeasaputento yrouneH
naund BB VIVIDPME g VISTAPME, CrenenTa Ha npomsina B ckopa 1o DRSS e usmepena npu 73,7%
ot natmentute BB VIVIDPME 1 98.3% ot nanuenture B6B VISTAPME, B ceamumna 52, 27,7% u
29,1% ot rpynure ¢ apmubepuent 2Q8, u 7,5% u 14,3% OT KOHTPOIHHUTE TPYITH Ca UMAIH
nonoopenue ¢ > 2 creiku B DRSS, B cenmutia 100 crotBeTHUTE IpotieHTH ca ommw 32,6% u 37,1%
ot rpynute ¢ admmbepuent 2Q8, u 8,2% u 15,6% 0T KOHTPOIHUTE TPYIIH.

[Ipoyusanero VIOLET cpaBHsiBa Tpu pa3nuyH{ CXeMHU Ha npuiiarane Ha agnubepuent 2 mg 3a
neuenue Ha JIME crien Hali-mMaiiko eiHa roauHa jJeueHue ¢ GUKCUpaHUd MHTEPBAJIH, KaTO JICUCHUETO €
3aroYHarTo ¢ 5 MOCeA0BaTeTHN MECEYHH JT03H, MTOCIIEIBAaHN OT IpuilaraHe Ha BCeKu 2 Mecena. B
ceamuna 52 u ceamuna 100 ot mpoy4BaHETO, T.€. BTOPA U TpeTa roANHA OT JEYEHUETO, CPEAHNUTE
npomenu B CRT ca knnHu4HO momo0HY 3a JieueHue u npoabkaBane (2T&E), copen nyxnute (pro
re nata (2PRN)) u 2Q8, crotBeTHO -2,1; 2,2 1 -18,8 MukpoHa B ceamuna 52, u 2,3; -13,9 u -15,5
MuKpoHa B ceamuiia 100.
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Muonuuna xopoudanua Heo8acKyiapu3ayus

MuonuyHara XopoujaiHa HeoBacKyaapusaius (MuonnuHa XHB) e yecra mpuunna 3a 3aryba Ha
3pEHUE MPHU BH3PACTHHU C MATOJIOTMYHA MUOTHUS. TS ce pa3BUBa KaTO MEXaHU3bM 3a 3apacTBaHE Ha
paHu, BCIEICTBUE HAa PyNTypy Ha MeMOpaHata Ha Bruch u mpeacrasinsBa Hail-4ecToTo CHOUTHE,
3acTpallaBaIlo 3peHUETO, MPH MATOIOTMIHA MUOTIHS.

[Ipu naunentu, nexyBanu ¢ agiubeprent B npoyuBaHeto MYRROR (eana mHXeKuus, MpriIoKeHa B
HayaJ0TO Ha TEpaIusATa, ¢ JOII'BIHUTEIHA MHKEKLINY, IPHJIaTaH! B ClIydail Ha IEpCUCTUPAHE Ha
3abomsBaneTo wim peruane), CRT HamamsBa cCkopo ciie 3arovYBaHe Ha JICUSHUETO B ITOI3a Ha
admmbeprient B cenmuna 24 (-79 MuKpoHa U -4 MUKPOHA, CHOTBETHO, 3a TpyIara 3a JIEUeHHE C
adnmubepuent 2 mg u 3a KOHTPOJIHATA TPyIIa), KaTo ce 3ama3Ba 10 ceaMuiia 48.

B nonsinenue, cpennuar pasmep Ha XHB nesus Hamasnssa.

Knnnnuza edrkacHOCT U 0€300aCHOCT

Bnaowcna BIAIM

BezomacHocTTa 1 eukacHOCTTa Ha adIUOEPIENT ca ONIEHEHH B IBE paHIOMU3UPaHH,
MHOTOLEHTPOBH, JBOIHO-CIENH, aKTUBHO-KOHTPOJIUPAHU IPOYYBaHUS IIPU MALMEHTH ¢ BiaxkHa B/IM
(VIEW1 u VIEW2) ¢ 0610 2 412 narieHnTa JIeKyBaHU U OlICHsBaHU 3a epukacHocT (1 817 ¢
adunbeprient). Bp3pacTra Ha nanueHTUTe Bapupa Mexty 49 u 99 rogunu, cpegno 76 ronunu. B te3u
KJIMHWYHY Tpoy4BaHus, npuonusutenato 89% (1 616/1 817) ot nanuenTuTe, paHIOMHU3HPAHHU 32
neyeHue ¢ agnudepuent ca OWIM Ha Bb3pacT 65 rOIMHY WIN IO-Bb3PACTHH, U IPUOIU3UTETHO 63%
(1 139/1 817) ca Ounu Ha BB3pacT 75 rOAWHY WK NO-Bb3pacTHU. BB BCSKO MpoyuBaHe MAlMEHTHTE
ca panzoMusupanu B cboTHomIeHre 1:1:1:1 Ha 1 oT 4 cxemu Ha npuiarate:

1) adunOepIienT, MpUIaral o 2 mg Ha BCEKU 8 CEMUIIH Clie]l 3 MbPBOHAYAIHU SKEMECCUHU
no3u (admmbeprient 2Q8);

2) adumbeprient, mpriiarad 1o 2 mg Ha Bceku 4 cenmuiy (admubepuent 2Q4);

3) adumbepuient, npwiaran 1o 0,5 mg Ha Bceku 4 ceamunu (adaudepuent 0,5Q4); u

4) pannbusymad, npunaras mmo 0,5 mg Ha Bceku 4 ceqmunu (pannomu3ymad 0,50Q4).

[Ipe3 BTOpaTa rogrHa Ha MPOYYBAHUATA, AITUEHTUTE MPOBIDKABAT J1a TIOTy4YaBaTr ITbPBOHAYATTHO
paHIOMHU3UpaHarTa 1032, HO 1o MOIUGUIMpaHa cCXeMa Ha MpHIarane, BOJACHA OT OllEHKaTa Ha
pe3yJTaTUTE 10 OTHOIICHUE Ha 3PEHUETO M aHATOMHYHATA HaXo/Ka ¢ Je(UHUPAH 110 HPOTOKOII
MaKCHMAJICH HHTEPBAJI HA IIprJiaraHe ot 12 ceaMuIim.

W B nBete mpoyuBaHus MbPBUYHATA KPaifHA TOYKA 332 €(h)UKACHOCT € IPOICHTHT MAIUCHTH B
MIOTYJIAIUSATA 10 MPOTOKOJI, KOUTO MOIbPIKAT 3pEHNUE, T.€. KaTo 3ary0da Ha Mmo-Majko oT 15 OykBu OT
3pUTETHATa OCTPOTA B CEAMUIIA 52 CIPSIMO U3XOAHOTO HUBO.

B mpoyusane VIEW1 B ceqmuna 52 95,1% ot mauuenture B rpynara ¢ adgmubeprent 2Q8 moaaspxar
3peHneTo B cpaBHeHue ¢ 94,4% ot manumenTuTe B rpynara ¢ panuduszymad 0,5Q4. B npoyusane
VIEW?2 B ceamuna 52 95,6% ot nauuentute B rpynara ¢ agumodepuent 2Q8 nmogabpxar 3peHHETO B
cpaBHeHHeE ¢ 94,4% oT nanueHTUTe B rpynara ¢ panuousymad 0,5Q4. B nBete mpoyuBaHus
apubepenT e IoKa3aHa KaTo He T0-Mallko eprKacHa U KIMHUYHO €KBUBAJICHTHA Ha TpyIara ¢
paunnouzymab 0,5Q4.

[MogpoGHu pe3ynTaTti OT KOMOMHUPaHKS aHAJIN3 Ha IBETE MIPOyUBaHUS € ITOKa3aH B Tabnuna 2 u
¢urypa 1 mo-gomy.
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Ta6auna 2: Pesyiararu 3a epukacHOCT B ceamuiia 52 (ITbpBUYEH aHAIN3) U ceamuia 96;
KOMOMHHpaHH 1aHHM oT npoyusanuaTa VIEW1 u VIEW2P

Pesyarar 3a e¢pukacHoct

Aduaubepuent 2Q87
(admubepuent 2 mg Ha BCEKH

Panubuzymao 0,5Q4
(parnbmuzymab 0,5 mg Ha BCeku

8 cemMunn cien 3 HaYaITHA 4 cemmMuIn)

€XKEMECEUHH JI03H)

(N=607) (N =595)

Cenmmua 52 Cenmuma 96 | Cenmuria 52 Cemmura 96

CpeneH Opoii HHXEKIIUU OT 76 1.2 123 16.5
W3XOHOTO HUBO
Cpenen Opoit HHKeKIuH (0T
ceamuna 52 1o 96) 4.2 47
[IpouieHT mauueHTu cbe
3ary0a < 15 OyKBH OT 95,33%" 92,42% 94,42% 91,60%
u3XoaHOTO HUBO (PPS?)
Pazmuxa® 0,9% 0,8%
(95% JI)" (-1,7;3,57 | (-2,3;3,.8)"
Cpenna npomsina B BCVA,
M3MepeHa upe3 OlCHIBaHE
Ha 6yksute mo ETDRS? or 8,40 7,62 8,74 7.89
HU3XO0OAHOTO HUBO
Pazmuka B LS# cpenna
npomsiHa (OyKBH IO -0,32 -0,25
ETDRS)® (-1,87; 1,23) (-1,98; 1,49)
(95% D
IIpoueHT maueHTu ¢
nogoOpenue > 15 OykBu OT 30,97% 33,44% 32,44% 31,60%
H3XOJJHOTO HUBO
Pazmuxa® -1,5% 1,8%
(95% A" (-6,8; 3,8) (-3.57.1)

A)

B)

B)

)]
Y]
E)

BCVA: Haii-no0pe kopurupaHa 3puTeliHa OCTpOTa
ETDRS: IIpoyuBaHe Ha paHHO JieueHue Ha nuabetHa peruHomnatus (Early Treatment Diabetic Retinopathy

Study)

LS: Cpennata pa3nuka Ha Hail-MankuTe kBaaparu, noryueHa o ANCOVA

PPS: o mpoToxon

Amnanms Ha ngnara nomynanus (FAS), mpenacsae Ha nananTe 0T ocnenHoTo Habmonernue (LOCF) 3a
BCHYKH aHAJIM3H C U3KIIIOYSHUE Ha MPOLIEHTA MALMEeHTH, TTOJ/IbP KAl 3pUTEIHA OCTPOTa B ceaMuLa 52,

koeTo npezacrasnsasa PPS

Paznukara e croiiHoCTTa 32 rpynara ¢ aduiMOepenT MUHYC CTOHHOCTTA 3a TpyrnaTa ¢ paHuOn3ymao.

[Nonoxxurenna cToifHOCT € B moJ3a Ha adaudepuent.

Hosepurenen narepsan ([1M1), n3unciien uype3 HOPMAIHO NPUOIMHKEHHE
Cren 3aniouBaHe Ha JICYEHUE C TPH ©KEMECEUHH 1031
JloBepuTeneH HHTEPBAJ, JIexarl m3Isu1o Hax -10%, mokas3Ba He mo-Majika ehukacHOCT Ha adumdepuenT

CrpsiMO paHuOn3ymad
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®@urypa 1. Cpegna npoMsiHa B 3pHTEITHATa OCTPOTA OT H3XOIHOTO HUBO JI0 ceaMuIia 96 3a
KOMOVWHUpaHHUTE JaHHU OT MpoyuBaHusTa Viewl u View2
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Ceomuym
—— Admueprent 2 mg Q8 cemummm —— Parutusymab 0.5 mg Q4 cemumm

[Tpu xomOuHupan ananu3 Ha ganaute oT VIEW1 u VIEW2, apnubeprient nokaszsa KIMHUYHO
3HaYMMH IPOMEHHU OT U3XOIHOTO HUBO B IIPEIBAPUTEIHO Je(pUHUpPAHATa BTOPHYHA KpaifHa TOUKa 3a
e(pMKaCHOCT, I3MEPEHH Upe3 BHIIPOCHUK 3a 3pHTeNHaTa GyHKIUA Ha HanmonamHus odranmmMonorndexH
uHcTuTyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 kmuHHYHO
3HAUUMH PA3IUKU ¢ paHUMH3yMa0. BennurHara Ha Te3u MpoOMeHH € 1oJj00Ha Ha HaOonaBaHara B
MyOJIMKyBaHH POYYBaHHs, KOGTO CHOTBETCTBA Ha MOA0OpsBaHE HA 3pEHHETO ¢ 15 OyKBHU NpH Haii-
no6pe kopurupana 3putenna octpota (Best Corrected Visual Acuity, BCVA).

[Ipe3 Bropara ronuHa Ha MPOy4BaHUITA, €PUKACHOCTTA KAaTO LSIO CE MOAIBPIKA 0 MOCIEIHOTO
olleHsBaHe B ceamuIia 96, karo 2-4% oT MalMeHTUTe ca ce HY)KJIaeJId OT BCUYKH WH)XKEKIIMH Ha
MeceuHa 0a3a, a 1/3 oT manueHTHTe ca ce Hy>KIaeln Hali-MaJIko OT €JJHa MHXKECKIIMS C HHTEepBaJl Ha
JIEYEHHE OT CaMo eIMH Mecell.

HamanenneTo Ha cpeHaTa IIIOI] Ha XOpOUJaIHA HEOBACKYIapU3alus € BUIUMO BbB BCHUKH JJO30BH
IPyIU U B ABETE IPOYyYBAHMUS.

Pesynrarute 3a epukacHOCT BbB BCHUKH OIIEHSIBAHU TOATPYIH (HAIp. BB3pAcT, 10, paca, 3puTeiiHa
OCTpOTa Ha U3XOAHO HUBO, BUJI HA JIE3UTA, pa3Mep Ha JIe3UsTa) BbB BCSIKO MPOYYBAHE U MIPH
KOMOMHUPAHUsI aHAJIN3 Ca B CbOTBETCTBHE C PE3YATATUTE B LIETUTE ITOMYJIAIHH.

ALTAIR e 96-cenMHUYHO MHOTOLIEHTPOBO, PaHAOMHU3UPAHO, OTBOPEHO MPOyUYBaHe MpH 247 MallueHTH
STIOHITA C HelleKyBaHa BiaxkHa BJIM, npenHazHadeHo Ja onieHu eprukacHoCTTa M 0€30MacHOCTTa Ha
apmubepLenT cie/1 ABe pa3IMyHi KOPEKIMK Ha WHTepBaia (2-ceqMuyuHa U 4-CeJIMUYHA) TIPH PEKUM
Ha JIEYEHUE U YIbIIKABaHE.

Benuky nanueHTH noydaBaT MECEUHH 103 adubepuent 2 mg B NIPOABIDKEHKE Ha 3 Mecela,
[TOCJIEZIBAHO OT €IHA MHXKEKIM CIIell JOBJIHUTENEH 2-MeceueH NHTepBail. B ceqmuna 16 nanuenture
ca pangomusupanu 1:1 B 1Be rpynu Ha nedenue: 1) agmmubeprient, TeueHne U yabKaBaHe ¢ 2-
CeMUYHH KOPEKIIUHU U 2) adIuOepLenT, JICUSHUE U YIbDKaBaHE ¢ 4-CeIMUUHN KOPEKIIHH.
VbkaBaHETO MM CHKPAILlABAaHETO HA MHTEPBaja Ha JIEYEHUE € ONPEAEICHO Bb3 OCHOBA Ha
3pUTEIHN W/WIIM aHATOMUYHHN KPUTEPHH, ONPEICIIEHH C TIPOTOKOJ, C MaKCUMaJIeH HHTEpBal OT 16
CEeIMHIIY 32 JABETE TPYIIN.

[IspBuYHaTa KpaiftHa Touka 3a epuracHoOCT € cpennara npomsiHa B BCVA ot U3X0aHOTO HUBO 10
cenmuria 52. BropuyHUTe KpaitHu TOYKY 32 €PUKACHOCT ca MPOIEHTHT Ha MaIUCHTUTE, IPU KOUTO
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HsMa BJOIIaBaHe ¢ >15 OyKBH, ¥ IIPOLIEHTHT Ha MAIL[UEHTUTE, [IPU KOUTO UMa N10JOOpEeHHE C Hali-
Maiko 15 Oyksu mpu BCVA oT H3X0AHOTO HUBO A0 cenMuIia 52.

B cenqmuia 52 nanMeHTUTE B paMOTO Ha JICUCHUE U YIbDKABAHE C 2-CSAMHYHHU KOPEKIIMU TOTy4YaBatT
cpenHo 9,0 OykBH OT M3XOIHOTO HUBO B CpaBHEHME ¢ 8,4 OyKBH 3a TE3U B Tpymara ¢ 4-CeAMUIHU
kopeknnu [LS cpenna pasnuka B 6yksute (95% CI): -0,4 (-3,8;3,0), ANCOVA]. IlponieHTHT Ha
MAIUeHTHTE, PU KOUTO HiAMA BJOIIaBane ¢ >15 OykBH, B IBeTe paMeHa Ha JiedeHune e cxozneH (96,7%
B Ipymnara ¢ 2-ceqMUYHU KopeKIu U 95,9% B Ta3u ¢ 4-ceqMu4HN Kopekiun). IIponieHTsT Ha
MAaIUEHTHTE, PU KOUTO MMa nofo0penue ¢ >15 OykBu B cenmuna 52, e 32,5% B rpynara c 2-
cenmuyaHH Kopeknnu 1 30,9% B Tazu ¢ 4-ceaMUIHN KOpeKIru. [IpoeHThT Ha ManeHTHTE C
WHTEpBaja Ha JISYeHHe, YIBIDKEeH 10 12 cemMuIy uinu moseue, € 42,3% B rpymara ¢ 2-CeIMUIHA
kopekiuu u 49,6% B Ta3u ¢ 4-ceamuunu kKopekiuu. OCBEH TOBA, B Ipymnara ¢ 4-CeIMUYHU KOPEKIIUU
40,7% oT manMeHTUTE ca C HHTEepBaJ, YIBKEH A0 16 ceqmuiu. [lpu nmociaenHOTO mocemeHue 10
cenmuna 52 56,8% u 57,8% oT mauuMeHTUTE CHbOTBETHO B IPYNHUTE € 2-CEIMUYHH U 4-CEIMUYHH
KOpEKIINH ca ¢ TUTAaHWPaHa CIIeBAIIA MHXKEKIUS B HHTEPBA OT 12 CEIMUIN HITH TTOBEYE.

[Ipe3 Bropara ronuHa OT IPOYUYBAHETO, €(PUKACHOCTTA B IIOBEYETO CIIy4au Ce 3amas3Ba [0 HOocIeaHaTa
OLICHKA B ceIMUIIa 96 BKIIIOUYUTEITHO, ChC CPEHO MOJ00pEeH e OT U3XOAHO HUBO 7,6 OYyKBH 3a Tpymnara
¢ 2-ceIMUYHM KOopeKIuu U 6,1 OykBH 3a rpynara ¢ 4-ceIMUYHU KopeKiuu. [IpoleHThT Ha
MAIUEHTHTE, KOUTO Ca VABIDKUIN HHTEpBalia Ha JIedeHne A0 12 ceqMuIy uin mosede, € 56,9% B
rpymnara ¢ 2-ceaMu4Hu Kopekuun u 60,2% B rpynara ¢ 4-ceaMuuHu kopekuuu. I1pu nocnennoro
nocenieHue npeau ceamuia 96 64,9% u 61,2% oT narMeHTUTE B TPYNUTE C 2-CEIMUTHH U
4ceAMUYHH KOPEKITUH ca ChOTBETHO C IUTAHKMpaHa CJIeBaIa HHXKEKIM B HHTEpBaj oT 12 ceaMuIm
nnu noseue. [Ipe3 Bropara roquHa oT JIEUCHUETO NALMEHTUTE B TPYIHUTE C 2-CEAMUYHU U 4-CEIMUYHI
KOPEKLUU MOJIy4YaBaT CbOTBETHO cpeaHo 3,6 u 3,7 unxekuuu. [Ipe3 2-roguiiiHus nepuos Ha JICUeHHE
ManyueHTruTe moiydanat cpeaHo 10,4 HHXeKIun.

3puTeNHATE B CUCTEMHUTE PO Ha 6E30IMacHOCT ca MoJ00HU Ha Oe30MmacHOCTTa, HaOMoIaBaHa B
ocHoBHuTe npoyyBanus VIEW 1 u VIEW 2.

ARIES e 104-ceqnMu4HO MHOTOLIEHTPOBO, PaHIOMH3HPAHO, OTBOPEHO, aKTUBHO KOHTPOJIHPAHO
Mpoy4yBaHe Npu 269 nauueHTu ¢ HeleKyBaHa BiaxkHa BJIM, npenHa3HaueHO Ja OLUEHU He MO-MajKaTa
e(UKACHOCT, KaKTO M 0€30T1aCHOCTTA Ha JICUCHHE 1 MPOIbJDKaBaHE HA CXeMara Ha IpuilaraHe,
3aroyHaro cijesn 3 MocieA0BaTeIH! MECEUHHU JI03H, TIOCTIEIBAHH OT YIbJDKaBaHe J0 AByMeceueH
WHTEPBAJI HA JICUEHHE CHPSAMO JIeUeHHE U NIPOIbJKaBaHe Ha cXeMara Ha IpuiaraHe, 3all04HaTo CIex
[I'bpBaTa TOAMHA OT JICYCHHUETO.

[IpoyuBanero ARIES u3cnensa chIo nporieHTa Ha MAlMEHTHTE, KOUTO Ce HYXKJAsT OT MO-YECTO
JIYCHHE, OTKOJIKOTO Ha BCEKH 8 CEMMIIN, Bh3 OCHOBA HA pEIIeHUETO Ha u3cienonareins. Ot 269
MAIMEHTH 62 TallMEeHTH ca MOy4YaBaJld II0-4eCTO NMpUJIaraHe MOHE BEAHBXK 110 BpEME Ha
Mpoy4BaHeTo. TakuBa MallMEHTH OCTaHABAT B IPOYYBAHETO U MOJIy4aBaT JICUCHUE CIIOPE]
HaiioOpaTa KIMHUYHA TIPEIIeHKa Ha U3CJIEI0BATENIS, HO HE IT0-YECTO OT BCEKH 4 ceJIMUIH U
WHTEPBAJIUTE UM Ha JIeYeHHE MOTaT Ja Ob/IaT yABHKEHH OTHOBO ciies ToBa. CpeHHsIT WHTepBal Ha
JIGUEHHE CIIe/l PEIICHUETO 3a Mo-yecTo JeueHue € 6,1 cenmuun. BCVA Ha cenmunia 104 e mo-Hucka
[IpY MALUEHTH, KOUTO CE€ HY>KJAsAT OT MO-UHTEH3UBHO JICUEHHUE ITIOHE BEHBXK B X0/1a Ha MPOYUYBAHETO,
B CpPaBHEHHE C MMALIMEHTH, KOUTO HE Ce HYXXIasT, U cpeanara npoMsHa B BCVA 0T u3X0mHOTO HUBO 10
Kpas Ha nmpoyuBaHeTo € +2,3 + 15,6 Oyksu. OT manueHTuTe, JIeKyBaHH 1Mo-4ecTo, 85,5% momabpxar
3peHue, T.€. 3aryoBaT 1mo-maiko ot 15 0yksu, a 19,4% nomnyuasar 15 nnn noseue Oyksu. [Ipopmrbt
Ha 0€30MacHOCT Ha MALUEHTHUTE, JIEKYBaHH [T0-4€CTO OT BCEKH § CEIMUIIM, € CPABHUM C JIaHHHUTE 32
6e3onacHoct B VIEW 1 u VIEW 2.

Omox na maxynama eciedocmsue na OL[PB
BezomacHocTTa 1 eukacHOCTTa Ha adIUOEPIENT ca OLICHEHH B JIBE paHIOMU3UPAHH,

MHOTOIICHTPOBH, IBOTHOMAaCKUpaHU, I1ae00-KOHTPOIMPaHH ITPOYYBAHUSI IIPH MAIUCHTH C OTOK Ha
makynara Beiencteue Ha OLIPB (COPERNICUS u GALILEO) ¢ o6mo 358 nmarueHTH IeKyBaHU U
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TTOIXOJISINHN 32 OIleHKa Ha edukacHocTTa (217 ¢ admubeprient). Bp3pacTTra Ha MalMEeHTUTE Bapupa OT
22 no 89 roguawm, cpeano 64 romuan. B OLIPB npoyuBanusTa, mpubimsurenHo 52% (112/217) ot
MalMeHTHTe, PaHJOMHU3UPAHH 32 JieueHue ¢ adnudepuenT ca OiM Ha Bb3pacT 65 rofuHU WK TO-
BB3pacTHH, 1 ipubam3uTento 18% (38/217) ca Ounu Ha BB3pacT 75 TOAWHYU WM MO-Bb3pacTHU. B
JIBETE MPOYYBAHUS MAIMEHTHTE ca paspe/esieH! Ha CIIyYaeH IPUHIIMT B ChOTHOIIEHHE 3:2 B Tpymara
3a MHKEeKTHpaHe Ha admubeprent 2 mg Ha Bceku 4 cenmmuiy (2Q4) wiu B KOHTPOITHATA TPyTIa 3a
WHXEKIIMH C TIane0o0 Ha Bceku 4 ceMUIIM 32 001110 6 TIPHUIIOKCHUSL.

Crnen 6 exxeMeCeYHH WHKEKIIMH MAI[UCHTUTE ca MOJTyYaBaiy JICUYCHHE CaMO aKo Ca OTTOBapsUIH Ha
MPEIBAPUTEITHO OTIPEIENICHH KPUTEPHH 32 JICUCHNUE, C M3KITIOYCHUE Ha MAIUCHTUTE B KOHTPOJIHATA
rpyna Ha npoyuBaneTo GALILEO, konuTo ca mpoab/DKIIIN 1a odydaBar Iuianedo (KoHTpoiia Ha
KOHTpoJara) 1o ceamuiia 52. Ot Ta3u BpeMeBa TOYKa, BCHYKH IMAllMEHTH ca OWJTU Ha JICUCHHE, aKO ca
OTrOBapsUTU HA MPEIBAPUTEITHO ONPEACICHUTS KPUTCPHH.

U B nBeTe nmpoyuBaHus MbpBUYHATA KpaliHa TOYKA 32 €(pUKACHOCT € OMJI MPOUCHTHT NallUeHTH, KOUTO
ca ce momoOpwu ¢ moHe 15 6yksu B BCVA Ha cenqmutia 24 B cpaBHEHHE C U3XOIHOTO HHBO.
Bropuunara nmpomeniuBa 3a ehukacHOCT € Omiia MpoMsiHA B 3pUTETHATA OCTPOTA B ceamuIia 24 B
CPaBHEHHUE C U3XOJHOTO HUBO.

Pasnukara Mex 1y TeparneBTUYHUTE IPYIHU € OMJla CTATUCTHYSCKY 3HAUMMa B 110J13a Ha aduuOepIient u
B JBETE MPOy4BaHuUs1. MakcHMMaJIHOTO OXOOpEHUE Ha 3pUTEIHATa OCTPOTA € AOCTUTHATO Ha Mecel 3 ¢
TocIIeIBamIo cradbmnrnpane Ha 3purenaara octpora u CRT mo mecerr 6. CtatucTH4ecky 3HaYMMaTa
pasiuka € NoAbpKaHa 10 cenMulia 52.

[TompoOHM pe3ynTaT OT aHAIKM3a Ha JIBETE NPOYYBaHUs ca MOKa3aHu B Tabnuia 3 u Ha durypa 2
MIOJIOTY.
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Tabuuua 3: Pesynraru 3a edukacHocT Ha cenmuia 24, cenmuia 52 u ceamuna 76/100 (Lsnara anamusupana rpyna ¢ LOCFP) B mpoyusanus COPERNICUS u
GALILEO

Pesyararu 3a COPERNICUS GALILEO
epukacHoCcT
24 ceqMuIH 52 ceqmuiu 100 cenmum 24 ceqnMuIIH 52 cenmunu 76 cenMuM
Jindepuent OHTpOJIA Jinbepuent OHTPOJIA Jinoe Jinoep JIU OHTPOJIA Jndep K
A (it K Al 0 K DA (i} A (i} A 0| K A it
OHTPO-
2 mg Q4 2 mg puent® |Kontposnank| went 2 Kontposna| €PUeNT (N=68) | uenrt *) Ha£
(N =114) (N=73) |(N=114) (N="73) 2 mg (N=73) mg Q4 (N =68) 2 mg 2 mg (N = 68)
(N=114) (N=103) (N =103) (N = 103)
HpOL[eHT ITIAIIUCHTHU C
nonoGpenue > 15 Oykeu 56% 12% 55% 30% 49,1% 23.3% 60% 22% 60% 32% 57,3% 29,4%
OT U3XOOAHOTO HUBO
Iperernena paznuka> . 27,9% 28,0%
. 26,7% 38.3% (13,0, (133,
(95% I[I/I) p- 44,8% 2559% (13’1’ 40,3) (244 42,7) 42,6)
CTOMHOCT (33,0,56,6) p < (11,8,40,1) p = o p,< !
0,0001 0,0006 : P
0,0001 0,0004
p=0,0003 > p=0,0004
Cpenna npomsiHa B
BCVAP), usmepena no
ETDRSP pesynrar 3a 17,3 -4,0 16,2 3,8 13,0 1,5 18.0 3,3 16,9 3,8 13,7 6,2
YKBH OT U3XOHOTO R 18, 17, 17,1 17,7 17,7 12. L1 14, 18,1 7, 7,7
5 (12,8 8,0) 17,4 ( ( ) 2.2) 14,1) (14,8 (18 17,8) 17,7)
HUBO
(SD)
Pasnmuka B LS cpenna 13,2
CTOMHOCTA BT, JT) 217 11,8 14,7 (8,2, 7.6
(95% 1) p- (17.4,26.0) 12,7 (6,7, 17,0) (108 182) (2.1, 13,1)
;. (7,7,17,7) p< "
CTOMHOCT ’ (’) 00’01 18,7)p< p<
’ 0,0001
p < 0,0001 p <0,0001 0,0001 p=0,0070

A) Pasnukara e apmubepuent 2 mg Q4 ceaMUIE MUHYC KOHTPOJIA




5 Paznukara u noeputennuat uarepsan (JIN) ce uzuucinsear, karo ce usnonssa tect Ha Cochran-Mantel-Haenszel (CMH), kopurupan 3a peruoH (AMepHKa CIIpsMO OCTaHaiaTra
gact ot cBeta 328 COPERNICUS u Espona cripsmo Azust/Tuxookeancku peruos 3a GALILEO) u m3xonna kareropust mo BCVA (> 20/200 u < 20/200)

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

ETDRS: IIpoyuBane ¢ panHo nedenue Ha auadetna pernHonarus (Early Treatment Diabetic Retinopathy Study)

LOCEF: Ilpenacsue Ha gaHHUTE OT nocieaqHoTo HaomoneHue (Last Observation Carried Forward)

SD: CranmapTHO OTKJIOHEHHE

LS: Cpenna Ha Haii-mMankuTe kBaapary, moaydeao oT ANCOVA

TY LS cpenna pasnuka u noseputeien uatepsai Ha 6asara Ha mogen ANCOVA ¢ pakropu: rpyna Ha JedeHue, peruon (AMepHKa CIpsMO OCTaHaJaTa 4acT OT CBETa 32
COPERNICUS u EBpomna cupsimo Azwmsi/Tuxookeancku pernos 3a GALILEO) n u3xomna kateropus no BCVA (> 20/200 u < 20/200)

A) B mpoyusanero COPERNICUS nanpeHTHTE B KOHTPOIHATA TPYIIA Ca MOIVIM Ja HodydaBaT adaubeplenT Ipy BE3HAKBAHe Ha Hy)K[Ia, C YeCTOTA BEAHBK Ha BCEKU 4 CEIMMIIN OT
ceaqMuIia 24 1o ceaMHAIA 52; MalMEHTHTE ca NMaJIi BU3UTH Ha BCEKU 4 CEIMHUIIH.

E) B npoyusanero COPERNICUS KakTo HalMEHTHTE OT KOHTPOJIHATA IPyIIa, TAKa M HAallHEHTHTE Ha aauOepLent 2 mg, ca nodydasany ahauOeplent 2 mg IpH Bh3HAKBAHE Ha
HyX[Ia C YeCTOTa BEAHBK HA BCEKU 4 CEAMUIIM OT ceaMuna 52 1o ceamuna 96; nanMeHTHTE ca MMl 3a/bJDKUTETHN BU3HTH Ha 3 Mecela, HO € MOXeJIo 1a ObIaT MpenieXIanu
M Ha BCEKHU 4 CEIMMIIH, aKO € HEOOXOIHUMO.

K B mpoyusanero GALILEO KakTo IalMeHTHTE B KOHTPOJIHATA IPyIa, Taka M MAIMEHTUTE Ha aduuOepuent 2 mg, ca MoaydaBaid aGruOepLuent 2 mg npy HyKIa, Ha BCEKH 8
CEeIMHUIIM OT ceaMuIia 52 10 cenmuia 68; MalUeHTUTE ca UMaH 3aIb/DKATEIHN BU3UTH Ha BCEKH 8 CEIMHUIIHU.



@urypa 2: CpenHa IpoMsiHa OT U3XOJHOTO HUBO 10 ceamuna 76/100 B 3puTenHara ocTpoTa Mo rpymnu
Ha sieueHue 3a npoyuBanusta COPERNICUS u GALILEO (Ilsnara ananu3upaHa rpyma)
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0Ka3Ba NPeMUHAaBaHETO Ha KOHTPOMHaTa rpyna kbM PRN neyenue ¢ Admmibepuent 2 mg

B GALILEO, 86,4% (n = 89) ot rpynara Ha apnubepuent u 79,4% (n = 54) ot rpynara Ha miane0o

ca ouim ¢

OLIPB nepdysust Ha u3xonHo HEUBO. B cenmuna 24, ToBa ca 6mm 91,8% (n = 89) B rpynara

Ha ambepuent u 85,5% (n = 47) B rpynara Ha mane6o. Te3u mponopuuu ce NOnIbPKaT B CEAMHLA
76, ¢ 84,3% (n = 75) B rpynara Ha adnubepuent u 84,0% (n = 42) B rpymnara Ha 1ane6o.
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B COPERNICUS, 67,5% (n = 77) ot rpymnara Ha apnubdepient u 68,5% (n = 50) ot rpynara Ha
mtane6o ca 6um ¢ OLIPB nepdysus na usxoano HuBo. B ceamuna 24, Tosa ca 6unu 87,4% (n=90) B
rpynara Ha adubepuent u 58,6% (n = 34) B rpynara Ha miane6o. Te3u mporopiuu ce moyIbpxKar B
cenmuna 100, ¢ 76,8% (n = 76) B rpynara Ha apmubdepuent u 78% (n = 39) B rpynara Ha miaie6o.
[larmenTrre B rpymnara Ha manedo ca MaIH MPaBo J1a modydaBar ahaudepIient ot cenMura 24.

BnaronpustHusT eheKT OT JieueHneTo ¢ agaudepenT BbpXy 3puTenHara (yHKIHS € TIOT00CH B
M3XOJIHUTE MOATPYIH OT MAIMEeHTH C iepdy3us u 6e3 nepdysus. EQexTure Ha TeUeHUETO BbB BCUUKU
OIIEHSIEMH TIOATPYIH (HAMp. BB3PAcT, IO, paca, 3puTellHa OCTPOTa Ha U3XOIAHO HHBO,
npoabpkuTenHoCT Ha OLIPB) BBEB BCAKO OT MPOyYBaHUSATA Ca OWITH MPUHIMITHO CHOTBETCTBAIIN Ha
pe3yATaTUTE B OOLIUTE MOMYJIAIUH.

[Ipu ananmsa Ha 0600menuTe nanau or GALILEO u COPERNICUS, admmbeprient moka3sa
KJIMHUYHO 3HAYMMU TIPOMEHH OT M3XOAHOTO HHBO 32 MPEABAPUTETHO OIpe/iesieHaTa BTOPHYHA KpaiiHa
TOYKa 32 epUKACHOCT. BBIpocHUK 3a 3putenHara GyHKuusS Ha HanmoHamHus opTamMonornieH
nHcTtuTyT (National Eye Institute Visual Function Questionnaire, NEI VFQ-25). Benuunnara Ha Te3u
IPOMEHH € NOo/100Ha Ha HaOIIo1aBaHaTa B MyOIMKyBaHUTE KIMHUYHH IPOYYBAHHS, KOETO ChOTBETCTBA
Ha nipu0OaBsHe Ha 15 Oykeu B Hait-nobpe xonTponupana 3purenna octpora (Best Corrected Visual
Acuity, BCVA).

Omox na maxynama scieocmeue va OPPB

BezomacHocTTa 1 eukacHOCTTa Ha adIUOEPIENT ca OLIEHEHH B €JHO PaHIOMHU3UPAHO,
MHOTOIIEHTPOBO, TBOMHOMACKAPAHO, AKTUBHO-KOHTPOIUPAHO MPOYYBAHHUE MIPH MAIUEHTH C OTOK Ha
makynara Beaencteue Ha OPPB (VIBRANT), koeTo BKITIOUBA XeMUPETHHAIHA OKITY3Hs HA BEHA.
O6mio 181 manuenTy ca JieKyBaHH 1 ca OMITH MOJXOASIIN 32 OlleHKa Ha eukacHocTTa (91 ¢
adumbeprient). Br3pacrra Ha nanuerTute Bapupa ot 42 1o 94 rogunu, cpenHo 65 ronuau. B
npoyuBaHero 3a OPPB, nmpubnusurenno 58% (53/91) ot nauneHTHTe, paHAOMHU3UPAHH 32 JICUCHHE C
adunOeplienT ca OMIM Ha Bb3pacT 65 rOAMHU WK TI0-Bh3PAaCTHU, U pubim3utenHo 23% (21/91) ca
OuM Ha BB3pacT 75 TOJMHU WM MO-Bb3PacTHU. B MpoyuBaHeTo MallMEHTHTE ca PaHIOMHU3UPAHU B
choTHomIeHue 1:1 B rpyna Ha adubepiienT 2 mg Ha BCEKU 8 CEAMMIIU cliea 6 HaYaTHH MECCUHH
WHXEKIINH, WIX Ha Jla3epHa (OTOKoarynalys, MpioKeHa Ha U3XOAHO HUBO (HapeyeHa ,,j1a3ep-
KOHTpoJHa rpyna’). [lanueHTrTe B 1a3ep-KOHTPOIHATA TPyIIa MOTaT Jia MOTy4YaT JOITbIIHUTEITHA
naszepHa (oTokoarynaaius (HapedeHa ,,CIIaCUTEITHO JIA3EPHO JieueHue ‘), 3amoypaiia B ceamuia 12, ¢
MUHUMaJIeH UHTepBal oT 12 cenmui. B3 0cHOBa Ha peBapUTEIHO ONPEIeNeHH KPUTEPHH,
MAIUEHTHTE B TPyIaTa ¢ Jia3ep MOTrar Jia odydar CIacUTENHO JieueHue ¢ adumbeprient 2 mg oT
ceaMuIia 24, puiaraHa Ha BCeKH 4 CeIMUIIM B MTPOABDKEHNE Ha 3 Mecela, MOCIeBaHO Ha BCEKH §
CEe/IMHIIN.

B ximangnOTO TpoyuBane VIBRANT, mppBuyHara kpaifHa To4Ka 3a e(pUKacHOCT € OWIT IPOIEHTHT
MaIUeHTH, KOUTO ca ce moaoopwiu ¢ moHe 15 6ykeu B BCVA Ha ceqmuiia 24 B cpaBHEHUE C
M3XOIHOTO HHMBO Karo rpynara Ha adiuOeplenT MpeBb3XoK 1a Ta3u Ha Ja3epHUS KOHTPOJL.

Bropuunara kpaiiHa Touka 3a epukacHOCT Oellle MpOMsiHa B 3pUTeNIHaTa OCTPOTa B ceaAMHULa 24 B
CpaBHEHHE € U3XOJJHOTO HUBO, KOSITO € OWia CTaTHCTHYECKU 3HaYMMa B 110J13a Ha adumbeprient B
npoyuBaneto VIBRANT. [TonoOpenue Ha 3puTenHaTa OCTpOTa € HACTBITHIO OBbP30 U IOCTUTHATO Ha
Mecell 3 ¢ ocenBaIio noaIbpxkaHe Ha eekra 1o mecerr 12.

B rpymnara Ha na3epeHo nedenue, 67 MalMeHTH ca NOIXYYMIN CIIACUTEIHO JiedyeHre ¢ aduudepLent,
3aroy4Bamio B ceMuIa 24 (akTHBHA KOHTpoJa/rpyma Ha admubdeprent 2 mg), KOETO BOIIH JI0
TOIOOpEHHE B 3pUTEITHATA OCTPOTA C OKOJIO 5 OYKBH OT ceamuIia 24 no ceamura 52.

[MompoOHu pe3ynraTu OT aHaNKM3a Ha KIMHUYHOTO TipoyuBane VIBRANT ca mokazaHu B Tabnuna 4 u
Ha ¢urypa 3 mo-momy.
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Ta6auna 4: Pesynraru 3a epukacHocT B cenmuiia 24 u cenmuiia 52 (L{sata aHamu3upaHa moOITyIamyst
¢ LOCF) B knmuanynoto npoyusade VIBRANT

Pe3ynraru 3a epuxacHoct VIBRANT
24 cexMuIHA 52 ceamunn
A¢audepuent 2 mg| AKTHBHA Ad¢aubepuent AKTHBHA KOHTpPOJIa
Q4 (N=91) KOHTpoJaa 2 mg Q8 (n1a3zep/adaudepuent
(s1asep) N=91)D 2 mgh)
N=90) (N =90)

IIpoueHT nanueHTu ¢
nogobpeHue > 15 OykBu OT 52,7% 26,7% 57,1% 41,1%
n3X0AHOTO HUBO (%)

IIperernena pasnuxa™? % 26,6 16.2%
(95% A1)
p_CTQf/'IHQCT 13,0, 14,1 (2,0, 30,5)
p=0,0003 p=0,0296
Cpenna mpomsina B BCVA,
n3Mmepena upe3 ETDRSC 17,0 6,9 122 (11.9)
CKOp 32 OyKBH, OT U3XOAHOTO (11,9) (12,9) ’ ’
HuBO (SD)
Pasnuka B LS cpeana 10,5 5,2
croitHocTA®)
(95% aAN) (7,1, 14,0) (1,7, 8,7)
P-CTOHHOCT p<0,0001 p=0,0035%)
A)

Pasnuxkara e adgmmbeprent 2 mg Q4 cenMuIy MIHHYC KOHTpOIIa (J1a3ep)

Pazmuxara u 95% noseputenHust untepsai () ce n3uncisaBar, Kato c€ M3MOJI3Ba TECT Ha
MantelHaenszel, kopurupan 3a pernon (CeBepHa AMeprka cripssMo SIIOHHS ¥ N3X0AHA KaTeropusl 1o
BCVA (> 20/200 u < 20/200)

LS cpenna paznuka u 95% nosepureneH nHrepsai Ha 6azata Ha mozen ANCOVA c rpyna Ha JiedeHne,
uzxozaHa kareropust no BCVA (> 20/200 u < 20/200) u peruon (CeBepra AMepuka crpsiMo SInonust) karo
JBIATOTpaiiHu eeKTH 1 u3xoaHa kareropus no BCVA kato koBapuara.

Ot ceqmuia 24 HTEpBasla Ha JIEUCHUE B IpyTaTa Ha JieueHHe ¢ apaudepLenT e YIBJIKEH 32 BCHUKH
MAIUeHTH OT 4 cenMuUIM Ha 8 cenMuIy npe3 ceamuiia 48.

b)

B)

)

A B nauanoro Ha ceamuua 24 nanueHTUTE B IpylaTa Ha JedeHHe ¢ Ja3ep MOraT Ja HoIydaT CHacUTeIHa
Tepamnus ¢ aprudepIent, ako JOCTUTHAT TIOHE €MH MPEABAPUTEITHO OIPEICICH KPUTEPHUI 32 IIPUTOTHOCT.
OO0m1o 67 MaMeHTH B Ta3| TPyIIa ca MOJTYYHIN CIIACHTEINTHO JeueHue ¢ adimbeprent. ®ukcupanara cxema
Ha JieueHue ¢ agauoeprenT € TpH MbTH agunOepIenT 2 mg Ha BCEKH 4 CEAMMIIH, TTOCIEABAHO OT
WHXEKIMN Ha BCEKH § CEIMUIIN.

B} HomunamHa p-cTOHHOCT
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®@urypa 3: Cpenna nmpomsina B BCVA, m3mepena upes ckop 3a 6ykBu 1o ETDRS ot u3xomH0TO HUBO
Jo cenMuiia 52 B KIIMHUYHOTO npoyuBaHe VIBRANT

7 VIBRANT
+17.0

+17.1
15

|
|
|
: @ +12.2
|

CpefaHa npoMsHa B 3pUTenHa ocTpoTa

s 10
= +6.9
(o)
> &
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5 |
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|
|
O 1 2 1 1 L ' 1 L I 1

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

A Jla3epHO KOHTPOSHa
Admubeprent 2 mg —&— P P
rpyna

Ha n3xomHO HUBO JerbT Ha MaleHTUTe ¢ iepdy3us B rpynara ¢ apaudepIent U rpynuTe Ha JIedeHue
¢ nazep e cboTBeTHO 60% 1 68%. B cenmuua 24 te3u asnoBe ca cboTBeTHO 80% 1 67%. B rpynara Ha
JiedeHue ¢ aduubepIenT MPOIEHTHT Ha MalueHTH ¢ iepdy3us ce 3amaspa J0 cenmuiia 52. B rpynara
Ha JICUCHUE C Jia3ep, KbACTO MAIUESHTUTE ca OWIIM MOJXOISIIHN 3a CIIACUTEIIHO JieueHHe ¢ adubepiienT
OT ceaMunia 24, nerbT Ha anueHTuTe ¢ nepdys3us ce e ypenuani 10 78% B ceamuria 52.

Jluabemen maxynen edem

BesomacHocTTa U eukacHOCTTa Ha adIMOEPIIEIT ca OLICHEHH B JIBE PaHIOMU3UPAHH,
MHOTOLIEHTPOBH, JBOIHO-3aCIIEIIEHN, AKTUBHO-KOHTPOJIUPAHU [TPOYYBaHMs IpHU narueHT ¢ JJME
(VIVIDPME g VISTAPME). O6m10 862 naumenTu ca OWiM JeKyBaHH M OLIEHIEMH 3a e(UKacHOCT, 576 ¢
apnubepuent. Bp3pacTtra Ha nauueHTute Bapupa ot 23 10 87 ronunu, cpenHo 63 ronuau. B
npoyuBanusra 3a JIME, npubnuzurenno 47% (268/576) ot nanueHTHTE, paHIOMU3UPAHH 32 JICUCHHE
¢ aduuOepient ca OWIM Ha Bb3pacT 65 TOIWHHU WU MO-Bb3PACTHH, U puoOau3uTesHo 9% (52/576) ca
OuM Ha BB3pacT 75 TOAMHMU MJIH M0-Bb3pacTHU. [loBeueTo nanyeHT! B 1BETE MPOyYBaHMs ca OUIU C
nuaoer turm 11.

B nBere npoy4BaHus MalMeHTUTE ca OWIIK pa3mpeieieHd Ha cllyYaeH IPUHINT B choTHOImeHue 1:1:1
B 1 ot 3 cxemu Ha m03UpaHe:

1) adumbeprienT, Mpriiarat 1Mo 2 mg Ha BCEKU 8 CEIMUIY CIie/T 5 HauaTHH €KEeMECCUHH
nxekuun (agmudepuent 2Q8);

2) adunbeplienTt, mpuiarad o 2 mg Ha Bceku 4 cenmuiy (admubeprent 2Q4); u

3) nazepHa (OToKoarysaIys Ha MaKynara (aKTHBHA KOHTPOJIA).

Karo ce 3amousne B ceaMuIa 24, MalUECHTUTEC, OTTOBAPAIIN Ha IIPCABAPUTCIIHO OMPCACIICH IIpar Ha
BHFY63 Ha 3pCHUCTO, Ca Ooumu MOAXOAAIH 34 TOJTy4YaBaHC Ha JOIMMBJIHUTCIIHO JICUCHUC: MAITUCHTUTC B
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rpynute Ha adaubOepIIenT € MOXKEIO Ja MOyvaBar JICYCHHUE C Jia3ep, a MalUeHTUTE B KOHTPOJIHATA
rpyma € MOXeJo Ja rmojyuasar adiOepIenT.

B nBete npoyuBaHus OCHOBHATA KpaifHa TOYKA 332 €(DUKACHOCT € OMyia cpeiHaTa MPOMsiHa OT U3XOIHO
HnBo Ha BCVA B ceamuma 52 xaro nsete rpynu adombepuent 2Q8 u admmbdeprent 2Q4
JEMOHCTPHPAT CTATHCTHYECKA 3HAYMMOCT H TO T0-BHCOKA OT Ta3M MPU KOHTPOJIHATA Tpyma. Ta3u
nosza e 3anasena go ceamuia 100.

[TospoGHuM pesyaratu oT aHanu3a Ha npoyuBanusTa VIVIDPME yu VISTAPME ¢a nokasanu B tabnuna 5
u purypa 4 mo-moiny.
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Ta6auna 5: Pesynraru 3a epuracHoct Ha cenmuna 52 u cenqmuna 100 (Lsara ananusupana nomynanus ¢ LOCF) B mpoyusanus VIVIDPME g VISTAPME

Pesyararu 3a

eUKACHOCT VIVIDPME VISTAPME

2
52 ceaMuIHA 100 cexmuu S 100 ceqmumu
ceIMHUIH

Aduinéepuent | Adgsmbdepuent | AktuBHa | Adaudep |Adudep | AktuBHa | Apaubep |Adubep | AkTuBHa | Aduudep | Adaudep | AKTHBHA

KOHTpoJa | UenTt nenrt KOHTpoJIa | lenT nenrt KOHTPOJIa nenrt nent KOHTPOJIa
A
2mg Q8+ 2 mg Q4 (nazep) |2mgQ8 |2mgQ4 | (nazep) 2mg Q87 2mg Q4 (razep) [2mgQ8*| 2 mg Q4| (nasep)
A
(N = 135) (N = 136) (N=132) (N=135)|(N=136)| (N=132) | (N=151)] (N=154) (N = 154) (N=151) | (N=154) | (N=154)

CpenHa npoMsiHa B
BCVA, usmepena no
ETDRSA ckop 3a GyKsu 10,7 10,5 1,2 9,4 11,4 0,7 10,7 12,5 0,2 11,1 11,5 0,9

OT U3XOAHOTO HUBO

P LS
a3JjHKa B cpenHa 9.1 93 8,2 10,7 10,45 12,19 10,1 10,6
croitnoct B84 (7.,6; 13,8) 32 04 0;13,3 42
6,4, 11,8 6,5, 12,0 5727 11’3 ,0; N 7,7, 1 , i 7, 5 1 5 7,1, 1 >
(97,5% JIH) ( ) ( : ( ) ( | 150 ( ik )

HpOHeHT MaIruCHTH C

nofoOpenue > 15 OykBu 33% 32% 9% 31,1% 38,2% 12,1% 31% 42% 8% 33,1% 38,3% 13,0%
OT U3XOIHOTO HUBO

Kopurupana paznuka I, B, 26,1% 20,1% 25,8%
A 24% 23% 19,0% [(14.8; 23% 34% (9,6; 30,6)|(15.1; 36,6)
(97,5% 1) (13,5; 34.,9) (12,6 33,9) (8,0;29,9) [37,5) (13,5;33,1)|(24,1; 44.4)

CJICZ[ 3aIl0YBaHe Ha JICUCHHE C 5 eXKEMECCUHH HHKCKITNH

LS cpenna cToMHOCT U JoBepuTeseH nHTepBai Ha 6a3zara Ha Moaen ANCOVA ¢ BCVA onpenensHe Ha U3XOIHO HUBO KaTo KoBapuara u (akTop 3a rpymna Ha jedenue. OCBeH ToBa 3a
VIVIDDME «karo ¢akrop e BKitoueH pernonsT (EBpona/ABcrpanust cipsimo Smonnst), a 3a VISTADME karo dakrop e BkimodeHa aHamHe3a 32 MU n/mm CVA.
Pasnukara e rpymara ¢ agmubepuent MUHyC Tpynara ¢ akTHBHaTa KOHTpouia (J1azep)




Pasnukara ¢ noBeputeneH uatepBai (1) U cTaTUCTHYECKH TECT C€ N3YHMCIISIBAT, KaTo ce U3Mon3Ba cxema Ha Mantel-Haenszel, kopurupana 3a peruos (EBpona/ABcTpainusi Cripsmo
Snonus) 3a VIVIDDME u anamuesa 3a MU u/unu CVA 3a VISTADME
A BCVA: Haii-no6pe xopurupana 3purenta ocrpota (Best Corrected Visual Acuity)

ETDRS: IIpoyuBane ¢ panHo JiedeHue Ha quadetHa peruHonarus (Early Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsie Ha naHHUTE OT nocneaHoTo Habmonenue (Last Observation Carried Forward)

LS: Cpenna croifHOCT 110 MeTOa Ha Hali-MalIKuTe KBaaparty, noirydyeno or ANCOVA

JU: JloBeputeneH UHTEpBa



®urypa 4: Cpenna nmpomsaa B BCVA, m3mepena upes ckop 3a 0yksu mo ETDRS oT u3xomHo HUBO
1o cenmuna 100 B mpoyusanusTa VIVIDPME y VISTAPME
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Ceamuum

—il— Admi6epuent 2 mg Q8 cemmamm —— Admbepuent 2 mg Q4 cemmmMimm
~—@— JlazepHO KOHTPOJHA rpyna

Edekrute oT neueHneTo B OlieHIEMHUTE TOATPYH (Harp. Bb3pacT, moi, paca, HbAlc Ha nzxomHo
HHBO, 3pUTEIIHA OCTPOTA HA U3XOIHO HUBO, peaxoAaHa antu-VEGF tepanus) BEB BCSIKO TTpOydYBaHe U
B KOMOMHHMpAHUS aHAJIU3 KaTo LSJI0 ca OUIM B ChOTBETCTBHUE C PE3YJITATHTE B OOIIUTE HOMY/IAIINH.

B npoyusanusta VIVIDPME g VISTAPME croreTHO 36 (9%) 11 197 (43%) manueHTy ca nojty4aBajin
npenxonHa anTtu-VEGF Tepanus, ¢ 3-MecedeH wiv no-ababer nepuo Ha ourictBaHe. Edekrute ot
JICUEHUETO B MOArpyIaTa MalueHTH, KOUTO ca JieKyBanu ¢ nuxubutop Ha VEGF, ca Ounu momoOHu Ha
HaOIrOIaBaHUTE TIPH MAIMEHTH, HelleKyBaHu ¢ nHxuoutop Ha VEGF.

[Naruenture ¢ OunarepaaHo 3a0ossiBaHe ca Ouiu moaxozsiy 3a aHtu-VEGF nedenue Ha apyroto
0KO, aKO TOBa € OMJIO OLIEHEHO KaTo HeoOXoauMo OT Jiekaps. B npoyusanero VISTAPME 217 (70,7%)
OT TIAIIMEHTUTE Ha aIMOEPIICTIT Ca MOTYYaBald IBYCTPAHHHA WHXKEKIMU adIMOEPIIeNT 0 CEAMUIIA
100; B npoyusanero VIVIDPME 97 (35,8%) ot naunenTure Ha adaubepLenT ca Moly4aBajii pasindHo
antu-VEGF neuenue B IpyroTo oko.
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He3zaBucumo cpasuutento npoyusane (DRCR.net Protocol T) e uzmon3Bano rbBKaBa cxema Ha
no3upane, 6azupana Ha crporu OCT u 3puTenTHN KpUTepru 3a TOBTOPHO JiedeHne. B rpymara Ha
neyenue ¢ apnubepuent (n = 224) Ha ceaMuIa 52, TO3U PEXKHUM Ha JICUSHHUE € 1Al Pe3yaTaT Mpu
MAIMEHTH, TOIy4YaBally cpeaHo 9,2 MHKEKIHU, KOETO € MOJ0OHO Ha IPUIIOKEeHHUs Opoi 1031 B
rpynara adpmuGepuent 2Q8 B VIVIDPME g VISTAPME, nokaro o6miara epukacHocT B rpynara Ha
neyenue ¢ apnubepuent B Protocol T e cpasunMa ¢ rpynara apmudepuent 2Q8 B VIVIDPME
VISTAPME, B Protocol T e HabnronaBano cpeno nogobpenue ot 13,3 6yksu karo 42% ot
MAIUCHTHUTE MOA00PSIBAT 3pEHUETO CH ¢ Hall-MaJiko 15 OyKBH CIpsMO M3X0OAHOTO HUBO. Pe3ynrarure,
CBBbpP3aHU ¢ OE30IaCHOCTTA, MOKA3BaT, Y€ 00II1aTa YeCTOTa Ha HeXKETaH! ChbOUTHSI KaKTO
CBbp3aHM, Taka U HECBbp3aHU ¢ ounTe (BKIounTenHo ATC), ca cpaBHUMH MEXIY BCUUKU
TpyIY HA JIEYEHUE BbB BCAKO OT IPOYUYBAHUATA U MEXY NIPOYyUBAHUATA.

VIOLET, 100-cenMu4HO MHOTOLICHTPOBO, PAaHAOMU3UPAHO, OTBOPEHO, AKTUBHO KOHTPOIUPAHO
npoyuBaHe npu nauueHTu ¢ JIME, cpaBHsiBa Tpu pa3nuyuHM CXeMH Ha Mpujiarane Ha aduuoepuent 2
mg 3a jeyenue Ha JIME cien Haii-Masko eHa rofivHa JieueHue ¢ GUKCUpaHu HHTEPBAIIH, KaTo
JICYCHHUETO € 3all0YHATO € 5 TOCIEI0BAaTEIHN MECEUHH J103H, IIOCIEABAHU OT IIPHUJIaraHe Ha BCEKHU 2
Mecena. [IpoyaBaHeTo oreHsBa He MMO-Majkara ehyuKacHOCT Ha auubeprent 2 mg, IpuiIara 1mo
peXuMa JIedeHre U poAbibKaBaHe Ha cxemara Ha npwiarade (2T&E, mpu koeTo HHTepBaInTe MEXITy
HWHXCKIIUHUTE Ca MMOAABPKaAaHN HAa MUHUMYM 8 CCIMUIIM U Ca YABJDKaBaHHU IMMOCTCIICHHO B3 OCHOBA Ha
KIIMHUYHUTE a aHATOMUYHUTE pe3ynrtarn) u agmubepuent 2 mg, npunarad criopen Hyxxaute (2PRN,
IIPY KOETO MaLMEeHTUTE ca HaOIr0AaBaH! Ha BCEKU 4 CeIMUIM ¥ HHXKEKTUPAHHU IPU HEOOXOIUMOCT Bb3
OCHOBAa Ha KIIMHUYHHUTE M aHATOMUYHUTE PE3YINITaTH), B CpaBHEHHUE ¢ apuubeplent 2 mg, mpuiarad Ha
BcekH 8 ceqmuiiy (2Q8) mpe3 BTopara U TpeTara rofjiHa OT JEYEHHUETO.

[IppBruHara kpaitHa Touka 3a edukacHocT (mpomsiHa B BCVA ot u3xofHO HUBO 70 cenMuIia 52) e
omna 0,5 + 6,7 Oykeu B 2T&E rpynara u 1,7 &+ 6,8 Oyksu B 2PRN rpymara B cpaBaenue ¢ 0,4 + 6,7
OykBu B 2Q8 rpymnara, Karo ce moCTHra CTaTHCTUYECKH He Mmo-Majkara epukacHocT (p<0,0001 3a
JIBETE CpAaBHEHUS; TPaHUIlA Ha He Mmo-Mankata edukacHocT 4 Oyksn). [Ipomenute 8 BCVA ot u3xonHo
HUBO 110 ceamuia 100 ca OMIM KOHCHUCTEHTHH ¢ pe3yaTarute Ha ceamuna 52: -0,1 £ 9,1 Oyksu B
2T&E rpynara u 1,8 &+ 9,0 6yksu B 2PRN rpymara B cpasHenne ¢ 0,1 & 7,2 Oyksu B 2Q8 rpymara.
Cpenuust Opoii nmkeknuu 3a 100 cenmuru ca 6w cpotBeTHO 12,3, 10,0 1 11,5 32 2Q8fix, 2T&E u
2PRN.

3pUTEeNHNATE U CUCTEMHUTE MTPOGUIIN Ha 6€30IMaCHOCT BB BCHUKH 3 TPYIH Ha JISUEHHUE Ca MOJ00HH Ha
Te3u, HabIrogaBaHu B ocHOBHUTE npoyuBanust VIVID and VISTA.

B 2T&E rpynara, yBenuuaBaHeTO M HaMaJIsIBAHETO HA MHTEPBAJIUTE MEXy WHKEKIIUHUTE ca OMIIH 110
MIpELeHKa Ha U3CJICA0BATENs; B IPOYyUYBAHETO Ca PENOPHUYBAHU YBEINYEHHS OT 2 CEAMMUIIH.

Muonuuna xopoudanna Heo8acKy1apu3ayus

BesomacHoctTa 1 eukacHOCTTa Ha aduIUOEPIENT ca OIIEHEH! B PaHJIOMH3UPAaHO, MHOTOIIEHTPORO,
JIBOMHOMACKHPAHO, TIIANe00-KOHTPOIMPAHO MPOYYBAHE NMPH HEJIEKYBaHU NPEAH TOBA MAIIMEHTH OT
asuarcku npowusxoxa ¢ muonuuaa XHB. O0mio 121 manueHTH ca JIeKyBaHH U ca OLCHICMHU 3a
edukacHocT (90 ¢ admmbepment). Bp3pacTTa Ha MAMEHTHTE Bapupa MeXIy 27 u 83 TOAWHM, CPEITHO
58 ronuau. B npoyuBaneto 3a muonnuHa XHB, npubmmzurtenno 36% (33/91) ot narnuenTure,
paHIOMHU3UpPaHU 3a JieueHue ¢ adubeprenT ca OMIM Ha Bh3pacT 65 TOJUHH WM MTO0-Bh3PACTHU, U
npubmmurenHo 10% (9/91) ca 6wnu Ha Bb3pacT 75 TOAWHU WIIH MTO-Bh3PACTHHU.

[TarmenTure ca pasmnpeesieHu Ha CIy9aeH MIPUHIUT B ChOTHOMEHHUE 3:1 1a momydaBar wim 2 mg
apmubeplenT UHTPABUTPEATTHO, WIIH UHXKEKIIUH C TU1ae00, Mpuiiaraii BeJHBXK B HAYaJIOTO Ha
MIPOYYBAHETO, C JOMBJIHUTEIHA UHKEKIIUH, IPUIIaraHu €KEMECEUHO B CIIydail Ha IEPCUCTUPAHE WK
peIuarB Ha 3a00JIIBAHETO, JI0 ceaMuIla 24, KOraro € OllcHeHa ITbpBUYHATa KpaifHa TOYKa.
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Ha cenmMuria 24 manueHTHTEe, paHAOMHU3UPAaHU IIbPBOHAYAIHO Ha 11are0o0, ca OMIM MOIXOIAIIN da
moJTydar mbpBara no3a agmubdepuent. Cien ToBa, MAUEHTUTE U B BETE TPYIH Ca MPOIBIDKIIN Aa
OBbJaT MOAXOIAIIM J1a TIOTY4aBaT MOBIHUTEIHA WHXEKIIMY B CIIy4all Ha MEPCUCTUPAHE WIN PEIUINB
Ha 3a00JIIBaHETO.

Paznukara Mexx 1y rpynuTe 3a Je4eHHe € CTaTUCTUYECKH 3HaYuMa B 1oJ13a Ha adnubepLent 3a
ITEPBUYHATA KpakiHa Touka (mpomsHa B BCVA) 1 moTBspanTeIHA BTOPHYHA KpaiiHa TOYKA 3a
euKacHOCT (IPOLEHTHT MAMEHTH, KOUTO ca ce mopoOpuiu ¢ 15 6yksu B BCVA) Ha ceamuna 24, B
CpPaBHEHHUE C U3XOAHOTO HMBO. Pa3nukure 3a ABETE KpaliHU TOYKH ca Ce 3ama3win 10 ceqMuua 48.

[MoapoGuu pesynTary ot aHanu3a Ha npoyuBaHeTo MYRROR ca nokazanu B Tabmuia 6 u @urypa 5
IO-JIOTTY.

Tabauna 6: Pesynraru o oTHoIeHne Ha epuKacHOCTTa Ha cenqMuIa 24 (TbpBUYCH aHAIN3) U
cenmuia 48 B mpoyusaneto MYRROR (ITenen Ha6op 3a ananus ¢ LOCFY)

A)

B)

ETDRS: IIpoyuBaHne ¢ paHHO jJedeHue Ha nuadbetHa peruHomnatus (Early Treatment Diabetic Retinopathy Study)

Pe3ysiTaTu 10 oTHOLIEHHE HA MYRROR
euxacHocTTa 24 cexMHUIIH 48 ceqMuIn
Adunbepuent | Ilname6o | Aduiubepuent Inaue6o/
2 mg (IN=31) 2 mg Adaudepuent
(N =90) (N=90) 2 mg
(N =31)
Cpenna npomsina B BCVAP),
OlleHKaTa Ha OyKBHUTE U3MEpPEHa upe3 12,1 -2,0 13,5 3.9
ETDRS or uszxonno uuso (SD) P (8,3) 9.7 (3,8) (14,3
Pasnuka B cpenHa croitHOCT
a LS BID 14,1 9,5
(10,8; 17,4) (5,4;13,7)
(95% )
[IpoueHT manmeHTH ¢ nogoopeHue >
38,9% 9,7% 50,0% 29,0%
15 OyKBHU OT U3XOHO HUBO
IIpereriena pasnuka F) 29,2% 21,0%
(95% JIH) (14.,4; 44,0 (1,9; 40,1)

LOCEF: IlpenacsHe Ha gaHHUTE OT NocieqHoTo HabmoneHue (Last Observation Carried Forward)
BCVA: Haii-go6pe xopurupana 3purenHa octpora (Best Corrected Visual Acuity)

SD: CtaHgapTHO OTKJIOHEHHE
Cpenna LS: Cpenna Ha Hail-MaJKUTe KBaJpaTH, moirydeHo ot moaen ANCOVA

B
)
Y]

E)

JW: loBepuTeneH HHTEpBa

LS cpenna paznuka u 95% AW Ha 6a3ara Ha Mmozen1 ANCOVA ¢ rpyna Ha JIeYeHHE U IbpKaBa

(o6o3HaueHUs 3a TbpkaBa) Kato pukcupanu epekrtr, 1 BCVA Ha U3X0IHO HUBO, KaTO KOBapPHAHTA.
Pasmukara u 95% JIU ce uzumcnsBar, karo ce m3noispa Tect Ha Cochran-Mantel-Haenszel (CMH),
KOPHUTHpaH 3a AbprkaBa (0003HaYECHUS 32 AbpPKaBa)
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®@urypa 5: CpemHa mpoMsiHa OT U3XOMHO HUBO JI0 CeAMHUIIA 48 B 3pHTEIIHATA OCTPOTA I10 TPyIa
Ha sreuenune B mpoyuBaHeTo MYRROR (ITenen vabop 3a ananuz, LOCF)

i MYRROR

+13.5

10

(6ykBm)
w

+3.9

32 36 40 44 4

CpegHa npoMsiHa B 3puTenHa ocTpoTa

u-y Ceamuum

i} Admi6epuent 2 mg s KOHTpOIHA TpyTI2

IlennarpuyHa NOMyAIUs

EBpomnelickara areHuus 1o jekapcTBaTa 0CBOOOXKaBa OT 3aIbJDKEHHETO 3a IPEIOCTaBsIHE Ha
pe3ysiTaTuTe OT NpOyUYBaHUATA ¢ peepPEeHTHHUS JIEKAPCTBEH NPOAYKT, ChAbpKall agiaubdepent BbB
BCHUKH MOATPYIIN Ha TIeAUaTpuyHaTa nomynamnus npu snaxsaa BJIM, OLIPB, OPPB, JIME u
normynanuu ¢ MmuonndHa XHB (Bxk. Touka 4.2 32 nHpOpMAaIs OTHOCHO yroTpebara B meuaTpusTa).

5.2 ®apmMakoOKMHETHYHHU CBOIiCTBa

Adunnbeprient ce npuiara TMPeKTHO B CTHKJIOBUHOTO TSUIO, 32 Jia OChINECTBU JIOKATHU e()EeKTH B
OKOTO.

AOcopOrms/pasnpeiencHue

Admubeprent ce abcopbupa 6aBHO OT OKOTO B CHCTEMHOTO KPBBOOOPBIIIAHUE CIIET HHTPABUTPEATHO
MPUIOKEHHE U ce HaOIoaBa B CUCTEMHATA LIUPKYJIALKs IPEIUMHO KaTO HEaKTUBEH CTa0UIICH
kominieke ¢ VEGF; o6adye camo cBoOOIHUAT aduOepientT uMa ClioCOOHOCTTa J1a Ce CBhP3Ba C
egnorennns VEGF.

B enHo dapMakoKHHETUYHO MOANIPOYYBaHE MpH 6 MalMEeHTH ¢ HeoBacKyiapHa Biaxkaa BJIM c gecto
B3eMaHe Ha MPOOH, MAKCUMAITHUTE TUIa3MEHHN KOHIICHTPAIUY Ha cBOOOIeH aduubepIient (CucTeMHa
Chmax) Ca HECKH, ChC CpeaHa cToHOCT npubimu3utento 0,02 mukporpama/ml (auanaszon ot 0 mo 0,054)
B paMKuTe Ha 1 70 3 qHU cie MHTPaBUTPEaTHO WH)KEKTUPaHEe Ha 2 mg U ca HEOTKPUBAEMH JIBE
CEJIMHIIY CIIe/I ITOJTyYyaBaHe Ha J103aTa MMPH IMOYTH BCHYKU NMaIleHTH. AQuOepent He KyMyaupa B
I1a3Mara npy UHTPABUTPEATHO MPHIIIOKEHHE TIpe3 4 CeIMUIIH.

Cpennara MakCUMaJlHa TIJIa3MeHa KOHLIEHTpaIus Ha cBoOoAeH adiubepuent e npudausurento 50 1o
500 mbTH MO KOHIEHTpAMATa Ha adanOepIienT, Heo0XoauMa 3a HHXHOMpaHe Ha OMOJIOTHYHATA
aktuBHOCT Ha cucteMuust VEGF ¢ 50% B sxuBotuHckn Mozenu. [Ipu Tsx ca HaOnromaBaHu MPOMEHH
Ha KPBBHOTO HaJSITaHE CJIEN KaTo HUBATa Ha CBOOOEH adunbepuent B KpbBOOOPBIUICHUETO ca
nocturHany npubnusutenHo 10 Mukporpama/ml ¢ BpblllaHe A0 H3XOTHOTO HUBO CJIE] MaJaHe Ha
HUBara JIo oA npudnusutenno 1 mukporpam/ml. zuncieHo e, 4e ciesl MHTpaBUTPEaTHO
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MIPIJIOKEHHE Ha 2 Mg MPH MMalMeHTH, CpeJHaTa MaKCHMallHa Ila3MeHa KOHIIEHTpalus Ha CBOOOIeH
admubeprient e mosede oT 100 mbTH MO-HUCKA OT KOHIICHTpanusTa Ha aaudeprienTt, HeoOXoamma 3a
MOJTy-MaKCUMAaITHO CBbp3BaHe Ha cucteMuute VEGF (2,91 Mukporpama/ml) npu nmpoy4BaHe chC
31paBu 100poBoiIH. Clie0BaTEIHO Ca MAJIKO BEPOSTHA CUCTEMHHU (hapMaKOAMHAMUYHU ¢()EKTH KaTo
MIPOMEHH B KPBBHOTO HaJSITaHe.

BbB (hapmakokuHeTrnuHMN oanpoyuBanus npu nampenty ¢ OL[PB, OPPB, IME nnmn muonmaaa XHB
cpenHa Cmax Ha CBOOOICH amuOepIienT B ia3mMara ca OWiiM CXOJHH, ChC CTOWHOCTH B AMAIia3oHa OT
0,03 1o 0,05 mukporpama/ml u UHIUBUYaTHH CTOWHOCTH, KOUTO He HajBuinasar 0,14
mukporpama/ml. Cnen ToBa, IIa3MEHUTE KOHIICHTPAIMK Ha CBOOOIEH apubepIienT crmamar 10
CTOMHOCTH IO/ WK OJIN3KH JIO JTOJTHATA TPaHMIIA Ha KOJIMYECTBEHO OMpEJICITHE OOMKHOBEHO B
paMKUTE Ha €IHA CEIMUIIA: HEOTKPUBAEMHU KOHIICHTPAIMH CE JOCTUTAT MPEAU CIICABAIIOTO
MIPWIOKCHHE CIIe]] 4 CSIMUITH, TTPY BCUYKHU TTAIIUCHTH.

EnumMunupane
Tbii kaTo aduIUOEPIENT € TEPANeBTUYHO CPEICTBO HA OCHOBATa Ha MPOTEHH, HE Ca IMMPOBEKAaHU

MIPOYyYBaHUS 32 META00NIH3MA MY.

CBobomausT apnubepiient ce cbp3Ba ¢ VEGF, karo oOpasyBa crabuiieH nHepTeH KoMIuteke. Kakto
IpU JPYTHTE MIPOTEHHH C TOJIIMa MOJIEKYJIa, CE O4aKBa M CBOOOIHUAT, M CBBP3aHUAT admbepenT na
ce eMMUHHPAT Ype3 MPOTCONUTHYCH KaTa0O0IU3bM.

brOpeuHo yBpexaaHe
He ca npoBexxaanu crieryaaHy npoyyBaHus ¢ aduinOepIenT Mpy naueHT ¢ 0bOpeYHO yBpexkaaHe.

dapMaKOKMHETHYHUAT aHAJIN3 Ha nanueHTuTe B mpoyuBaneto VIEW?2, 40% oT kouTO ca nMaiu
0p0peuno yBpexnane (24% nexo, 15% ymepeno u 1% TexKo), Hoka3Ba JIUICa HAa PA3IUKH 10
OTHOIIECHHUE HA MJIa3MEHUTE KOHIIEHTPALMK Ha aKTUBHOTO JIEKAPCTBO CJie]] HHTPABUTPEATHO
MPWIOKEHHE Tpe3 4 Win 8 CeMUIIH.

[MomoOHu pesynTaru ca HabmonaBanu npu nanueHtd ¢ OLIPB B npoyusanero GALILEO, npu
nanuenTu ¢ JIME B npoyusanero VIVIDPME y npu manmentu ¢ muonuuna XHB B ipoy4BaneTo
MYRROR.

5.3 IlpeakJIMHUYHU JaHHH 32 0€30MACHOCT

[Tpu HEeKIIMHUYHKTE POYYBAHUS 38 TOKCUYHOCT TIPU MHOTOKPATHO MpHiiaraHe eexTH ca
HaOII01aBaHN CaMO TIPH CUCTEMHH €KCIIO3UINH, 332 KOUTO CE CUMTA, Y€ 3HAUUTEIHO HAJABUIIABAT
MAaKCHMAJIHATa €KCIIO3ULUSA IIPYU XOpa ClIe], UHTPABUTPEaHO IIPUIOKECHNE B IPEABUACHATA KIIMHUYHA
71032, KOETO MOKa3Ba MAJIKO 3HAYCHHUE 3a KIMHUYHATA yIoTpeoda.

Epo3uu u yiiepaiin Ha peCriupaTopHus eUTeN B Ha3aIHUTE X0JI0BE HA MaMYHH, JICKYBaHH C
adubeplenT HHTPABUTPEATHO, ca HAOJ0IaBaH! TIPH CUCTEMHH SKCIIO3UIMHY, Ha/IBUIIIABAIIN
MaKCHUMaJHaTa eKcro3unus npu xopa. [Ipu HuBoTO O6€3 HabmonaBaHu Hexenanu eektu (No
Observed Adverse Effect Level, NOAEL) ot 0,5 mg/oko npu MaiiMyHH CICTeMHAaTa €KCIO3UIHS Ha
cBoOomHuUs adubdepient ¢ 42 U 56 MbTH MO-BUCOKA Bb3 OCHOBA HAa Cmax 1 AUC B cpaBHEHHE ChC
ChOTBETHHUTE CTOMHOCTH, HAOJIIOIABAHH TIPH MAITUCHTH.

He ca npoBexnanu nmpoy4BaHus 3a MyTareHeH WM KapIIMHOTEHEH MOTEHIMal Ha admubeprent.
Habnronasan e edexr Ha adunbepuenT BbpXy BbTPEMAaTOUHOTO Pa3BUTHE B IIPOYUYBAHUS HA

eMOpro(deTaaTHOTO Pa3BUTHE IIPHU OpEeMEHHHM 3aili ¢ MHTpaBeHO3HO (3 10 60 mg/kg), KaKTo u
nmoakoxHo (0,1 mo 1 mg/kg) npunokerre. NOAEL npu malikute ¢ npu m03a ot 3 mg/kg win
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cbotBeTHO 1 mg/kg. NOAEL 1o oTHOIIIEHHE Ha TOKCHYHOCT 3a Pa3BUTHETO HE € onpeaeacHo. [Ipu
no3a 0,1 mg/kg, cucteMHUTE EKCIO3UIINY Bb3 OCHOBA HA Cmax 11 KymynatuBHa AUC 3a cBoOomeH
a¢nubepuent ca cbOTBETHO 0K0JIO 17 1 10 MbTH MO-BHCOKHU B CPaBHEHHUE ChC CHOTBETHUTE
CTOMHOCTH, HaOIIOOABaHU MIPH XOpa cjie]] HHTPAaBUTPEaHO MPUIIOKEHNE Ha 1032 2 mg.

Edexrute BpXy epTUnnTeTa MPU MBKKHU U KEHCKH )KUBOTHH Ca OIEHSIBAHH KaTo YacT OT 6-
MECEYHO POyYBaHe MPU MaMyHH C HHTPABEHO3HO NPUJIOKEeHUE Ha adumubepiient B 034 oT 3 110 30
mg/kg. [Tpu BCUYKM T030BH HUBA ca HAOJIONABAHU JIUTICA HA MEHCTPYaIlUs WIIK HEPEIOBHU
MEHCTpPYyaJTHU [IUKJIM, CBEP3aHH C IPOMEHH B HUBAaTa Ha KEHCKUTE MTOJIOBH XOPMOHH, ¥ IIPOMEHU B
MOpPGOJIOTHUATA U TTOABIKHOCTTA Ha criepMaTo3ouauTe. B3 ocHoBa Ha Crax 1 AUC 32 cBOOOICH
adumbeprient, HaOIIOABaHK MTPU UHTPABEHO3HO MPIIIOKESHHE Ha 1103a 3 mg/kg, cucteMHuTe
€KCITO3HIINH ca CHOTBETHO OKOJIO 4 900 mpTH 1 1 500 mBbTH MO-BUCOKHU OT €KCIO3UIIHATA,
HaOII0aBaHa MMPH XOpa CJe] HHTPaBUTPEaTHO MPUIoKEeHHE Ha 03a 2 mg. Benuku mpoMenu ca Onmm
obOparumu.

6. DAPMAIEBTUYHU JTAHHHA
6.1 ChnuchbK HA IOMOIIHHUTE BelIeCTBA
Harpues anerar rpuxumapar

Jlenena onerna xuceanda 100 %
3axapo3a

Harpues xnopun

[omucop6ar 20 (E432)

Bopa 3a umxexiun

6.2 HecbBMeCTHMOCTH

[Ipu nunca Ha npoy4BaHUs 32 HECHbBMECTHUMOCTHU TO3H JIEKAPCTBEH MPOAYKT HE TPsiOBa J1a ce CMecBa C
JPYTH JEKapCTBEHH MIPOLYKTH.

6.3 Cpox Ha rogHocT
2 TOOUHUA
6.4 CneuuajHu ycJI0BHS HA ChbXpPaHeHUe

Ja ce cexpanssa B xmammiauk (2 °C mo 8 °C). [la He ce 3ampassba.
Jla ce chxpaHsiBa B OpUTHHAITHATA OITAKOBKA, 32 J]a CE MPe/a3u OT CBETIIMHA.

HeotBopenusT 6nuctep Moxe /1a ce chbXpaHsiBa U3BbH XJaauHUK nof 25 °C 1o 24 yaca. Cren
OTBapsiHE Ha OnucTepa Aa ce paboTh B aCENTHYHU YCIIOBHSL.

6.5 Buau cbabpkaHue HA ONMAKOBKATA
EnnHomo3oBa npenBapuTeIHO HAITbIHEHA CIPUHIIOBKA 1 ml ¢ IBJIBI yep-iI0K BphX (¢ 00eM Ha
HambJIBaHe 165 MUKpOIUTpa pa3TBOp), M3pabOTEeHA OT IUKIOOJIC(HUHOB MOTUMED, C Kallayka Ha BhpXa,

u3paboTeHa oT XJ10poOyTHIOB KaydyK. CIIpHHIIOBKATa € 3aTBOpeHa ¢ OyTano, n3padoTeHo OT
XJIOPOOYTUJIOB Kay4yK, C IOKPUTHE OT OMPEXKEH CHUIIMKOH.
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Bcsika omakoBKa ChIbpiKa €IHA MPEABAPUTEITHO HAITBIHEHA CIIPHHITOBKA HAITBJIHEHA CBhC 165
MHKPOJIMTPA Pa3TBOP 3a HHTPABUTPEATHO HHKEKTHPAHE.

OmnakoBka OT | IpeIBAPUTEITHO HAITBIIHEHA CIIPUHIIOBKA.
6.6 ChneunajHu NpeanasHu MePKHU NMPHU U3XBbPJIsiHE U padoTa

[IpenBapuTenHo HaITbIHEHATA CITPUHIIOBKA € CaMO 32 €JHOKpaTHA yIioTpeda B €IHO OKO.
MHOTOKpPaTHOTO U3TEIISHE HA JO3H OT ¢/IHA NIPEABAPUTEITHO HAITBITHCHA CITPUHIIOBKA MOXKE J1a
YBEJIMYHM PUCKA OT 3aMbPCIBAHE U MOCICBAIA HHPEKITUS.

He otBapstiite cTepminaus O6rcTep ¢ MPEeIBaApUTEITHO HAITBJIHEHA CIIPUHIIOBKA M3BBH YUCTATa CTas 3a
nprtokeHre. Hen3non3BaHusIT JeKapCTBEH MPOAYKT WIN OTHAAFYHUTE MaTEpHUali OT HEro TpsoBa 1a
Ce U3XBBPIAT B ChOTBETCTBUE C MECTHUTE U3MCKBAHMSI.

[IpeaBapuTenHo HaTbIHEHATA CIIPUHIIOBKA CHIbPIKa MMOBEYE OT NPENOPhUYUTEIIHATA 1032 2 Mg
adumbeprient (exBuBajeHTtHu Ha 0,05 ml).

[Ipenu npunokeHue, pasTBOPHT TPsIOBA Ja ce€ MPOBEPH BU3YAIHO 33 UYKIHM YaCTHLU W/ UM IPOMSHA B
L[BETa WM BCSIKAKBa MIPOMsHA BbB BBHIUHUS BUJ. B ciyuail ye ce HabmonaBar TakuBa, J€KapCTBEHUST

MPOIYKT TPsIOBA Aa CE U3XBHPIIU.

3a HHTpaBUTpeaTHO UHKEKTUpaHe TpsiOBa na ce uznomsa 30 G X %2 MHY MHKEKIIMOHHA HIVIA.
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Yxazanusa 3a ynompeﬂa Ha npedaapumeﬂno Hanv/lHEeHama CRPpURUO6KA:

3a 1a MPUTOTBUTE MPEABAPUTEITHO HAIThTHEHATA CIIPUHIIOBKA 3a MIPIIIOKCHUE, CIICIBANTE CTHITKUTE
TO-JTOTTY.

1. | Koraro cre rotoBu na npuioxute Eiyzey, OTBOpeTe OMakoBKara U U3BaJACTE CTCPUITH3UPAHUS
omuctep. BHUMaTenHO oTBOpeTe OmucTepa, OCUTypSIBalKH CTEPUITHOCTTA HA ChIBPKAHUETO
My. JIpBKTe CIPUHIIOBKATA B CTEPITHOTO T'HE3/I0, IOKATO CTE TOTOBH 3a CIIIOOSBAaHETO .

2. H3Bangete CIIPUHIIOBKATAa OT CTCPUIITU3UPAHUA 6J'II/ICTep, KaTOM3II0JI3BAaTC aCCIITHYHAa TCXHHKA.

3. | 3a ga MaxHeTe Kamadkara Ha CIIPHUHIIOBKATA, TPHKTE
CTIPUHIIOBKATa B €JJHATa CH PhKa, Karo ¢ JIpyrara
XBaHETE Kallaykara Ha CIPUHIIOBKATA C Majelna u
nokasajena cu. Mosisi, 00bpHETe BHUMaHHKE: TPAOBA o i
Jla U3bpIaTe AphITHETeKAayKara Ha CIIPUHIIOBKATa
(He s oTuyTIBaiTE).

4. | 3a na u30erHere HapyIlaBaHEe Ha CTEPUIHOCTTA HA MPOAYKTa, HE U3TEINIsiTe Ha3a ] OyTanoTo.

5. | 3aBuiiTe MIIBTHO MHXKEKIIMOHHATA UITIA KbM JIyep-JIOK

N
BbpXa Ha CIPUHIIOBKATA, KATO M3IIOJI3BATE aceTHIHA /
TEXHHKA, ( AN

Higaexuuonna uraa |

Hpeasapureano
HADLANENA COPRRLOBKA

6. | Kato nppxure cripuHIIOBKaTa ¢ HACOYEHA HArope
UIJIa, S IpOBEpeTe 3a HaJu4yKhe Ha MexypueTa. AKO ;ﬂ
“Ma MexypdeTa, BHUMAaTeIHO MoTymnaire
CIIPUHIIOBKATa C MPBCT, JOKATO MEXypUeTara ce
M3AMTHAT JI0 TOpHATa i 4acT.

7. | N3numHOTO KOIMYECTBO TPsIOBa J1a ce U3XBBPIIH Npeau npriioxkenue. OTcTpaHeTe BCUUKH
MexypueTa U U3TJIaCKalTe M3JHUIIHUA JIEKapCTBEH MPOIYKT, Upe3 OaBHO HATHCKaHE Ha
OyTasnoTo, 3a Aa U3paBHUTE OCHOBATa HA CBOJA Ha OyTanoTo (He BbpXa Ha CBOAA) C
JIMHMSITA 33 Jl03aTa Ha CrpuHIOBKaTa (ekBuBajaeHTHO Ha 0,05 ml, T.e. 2 mg aduubeprient).

3abenexka: Tosa IMMPAaBUJIHO MO3UIIMOHUPAHEC HaA 6YTaJ'IOTO € MHOI'O Ba>XHO, TBU KaTo

HEIPaBUIHOTO IMO3WIIMOHUPAaHE Ha OyTaJoTo MOXKE JIa JIOBEIE 10 JOCTABSIHE HA ITOBEYEC MITH
MTO-MaJIKO OT IPEIITHcaHaTa 103a.
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PSITI'BOP ¢J1e] OTCTPAaHABAaHE HA
BB3AYIIHHTE MEXyptieTa H
CBoa Ha ﬁy'm;m'[o H3/IHIIHOTO /I€KaApPCTBO

Buuaymuo sexypue

_ Jumus na

aompane

JInaus ma
Aozupane

|OcroBa ma cBoaa Ba
oyTazoTo

8. | UmxekTupaiiTe TOKaro HaTHCcKaTe OyTaJoTo BHUIMATEIHO U C MOCTOsTHeH HaTuck. He
IpuiIaraite JOMbJIHUTEICH HATUCK, Cliel KaTo OyTajloTo TOCTUTHE IBHOTO Ha CIIPUHIIOBKATA.
He mpunaraiite KakbBTO U J]a € OCTAaTh4€H pa3TBOP, KOKUTO ce HaOllto/iaBa B CIPUHIIOBKATA.

9. | IIpeaBaputenHo HaITBJIHEHATA CIIPUHIIOBKA € CaMO 32 eJHOKpaTHa yrorpeda. MHOTOKpaTHO
IpUJIaraHe Ha JI03M OT IIPEIBApUTEIHO HAITBIHEHA CIIPUHIIOBKA MOKE J1a YBEJINYU PHCKA OT
3aMbpCsABaHe M NOCIIeBaIa HHQEKIHS.

Hewusnom3panust JICKaPCTBCH MMPOAYKT WX OTNAABYHUTEC MAaTCpHaJIN OT HECTO TpH6Ba Ja ce
H3XBBPJIAT B CbOTBETCTBHUEC C MCCTHUTC M3MCKBAHM.

7. IMPUTEXATEJI HA PASBPELHIEHHUETO 3A YIIOTPEBA
Zaktady Farmaceutyczne POLPHARMA S A.

ul. Pelplinska 19, 83-200 Starogard Gdanski

ITonma

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/25/1963/001

9. JATA HA ITBPBO PASPEIIABAHE/IIOTHOBSABAHE HA PAPEIIEHUETO 3A
YIIOTPEBA

[ara Ha mbpBO pa3peniaBaHe:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpobOna nHpopmaliys 3a TO3M JISKapCTBEH MPOAYKT € IpeAocTaBeHa Ha yeocaiita Ha EBporneiickara
areHIus 1o JiekapcTeara https://www.ema.europa.eu
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vTo3H JICKapCTBEH MPOYKT MOJJICKH Ha JOMBIHUTEIIHO HAaOMoneHue. Topa 111e mo3Boiu Obp30TO
yCTaHOBsIBaHE Ha HOBa WH(OpMAITH OTHOCHO Oe3omacHOCTTa. OT MEIUIIMHCKHUTE CIIETIHAJIIICTH CEe
M3MCKBa JIa ChOOIIaBaT BCsKa IMOI03MPaHa HeKeIaHa peakiys. 3a HaunHa Ha ChOOIaBaHEe Ha
HEXEJIAaHU PEaKIIMK BIDKTE ToukKa 4.8.

1. HNME HA JIEKAPCTBEHUA INTPOAYKT

Eiyzey 40 mg/ml nHxeKnoHeH pa3TBOpP BbB (UIaKOH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
1 ml MUTHITHTBD WHXKEKIIMOHEH pa3TBop chabpka 40 mg admubdepient (aflibercept)™*.

Bceku ¢nakon chabpxa 11,12 mg admubepuent B 0,278 ml pasrBop. Toa ocurypsiBa H3MoI3BaeMo
KOITMYECTBO 32 IOCTaBsiHE Ha enuHU4YHA 1032 oT 0,05 ml, chabpxamy 2 mg adrudeprent.

*(Dy3MOHEH MPOTENH, ChCTABEH OT YacTH OT U3BHHKIETHUHUTE IOMEWHHU Ha perentopu 1 u 2 3a
YOBEIIKU ChJI0B eHaoTeneH pactexeH daktop VEGF (Vascular Endothelial Growth Factor), cBbp3anu
¢ Fc-uactra Ha yoBemku IgG1, u npoussenen B DG44 kineTku oT SHYHUK Ha KUTANCKU XamcTep
(CHO) upe3s pexomOunanTHa JJHK TexHOMOTHS.

IToMOLIHO BENIECTBO € U3BECTHO NCHCTBUE
Bceku ml umxekimoneH pa3teop chabpika 0,3 mg nmomucopoar 20 (E 432).

3a MBJIHUS CIUCHK Ha IIOMOITHUTEC BCIICCTBA BUKTC TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
NnxexironeH pa3TBop (MHKEKITUS)

Pa3TBOpBT € OUCTBP, OC31BETEH /10 OJICIOKBIT U U300CMOTHYEH.

4. KIMHNUYHU JAHHU
4.1 TepaneBTUYHM MOKA3AHUA

Eiyzey e moka3an npu Bb3pacTHH 32 JICUYCHHE Ha

* HeoBacKyliapHa (BlIaKHa) Bh3pacTOBOOOYCIIOBEHA JereHeparus Ha Makymnara (BJIM) (Bx. Touka
5.1),

* 3pPUTEITHO YBPEXAaHe, IBIDKAIIO CE Ha OTOK Ha MaKyJaTa, BCISICTBUE HAa OKITY3Us Ha
perunanHa BeHa (OPB) (oximy3us Ha paskionenne Ha peruHanHa BeHa (OPPB) uimu oxiry3ust Ha
neHTpanHara petuHairaa BeHa (OL[PB)) (k. Touka 5.1),

* 3PUTEITHO YBPEXKIAaHe, IhDKAIIO ce Ha auadeteH MakyneH exeM (JIME) (Bx. Touka 5.1),

* 3PUTENHO YBPEXKJaHe, IBIDKAIIO0 ce Ha MUOITMYHA XOPOHIATHA HEOBACKYIIApH3ausl (MHOITIYHA
XHB) (Bx. Touka 5.1).
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4.2 Jlo3upoBKa M HAYMH Ha NPUJIOKEHUE
Eiyzey e camo 3a HHTpaBUTpEaTHO HHKEKTHUPAHE.

EiyZCy Tp}l6Ba Aa C¢€ npujara caMo OT JICKap CIICHUATIUCT C OIUT B NPUIIOKECHUCTO HA
HWHTpPaBUTPECATTHN MHKCKIIUH.

2031/19031«1

Bnaowena BIAM
[Ipemmoppuntennara go3a 3a Eiyzey e 2 mg admubeprent, orroBapsmy zHa 0,05 ml.

Jleuenuero ¢ Eiyzey 3amouBa ¢ eiHa MHXEKIIMS MECEYHO B TPH MocieaoBaresiny go3u. Cien ToBa,
WHTEPBATHT MEXKIY MPIWIOKEHUATA CE YIbJKABa Ha IBa Mecerla.

Bb3 ocHOBa Ha MpeleHKara Ha JieKaps 3a 3pUTCIIHU W/WJIH aHATOMUYHU PE3yJTaTu, HHTCPBAIBT
MEX/Ty PUIIOKEHUSATA MOXKe J1a Ob/Ie TOJIbPKaH Ha J[Ba Mecela WiH Ja Ob/e TOMbIHUTEIHO
YIBJIKEH, KaTO C€ U3I0JI3BA JICUCHUE U MPOABKABAHE HA CXeMaTa Ha MpUjlaraie, Ipu KOeTo
HMHTEPBAJIUTE HA MHXKSKTHUPAHE CE YABIDKABAT C MO 2 WU 4 CEIMUIH JI0 IOCTUTaHe HA CTA0WITHU
3PUTEITHU W/WJIM aHATOMUYHHU PE3YJITaTH.

AKO 3pUTEIIHUTE U/UIY aHAaTOMUYHUTE PE3yJITaTH CE BIOLIAT, UHTEPBAIbT Ha jJedeHue TpsOBa na Obae
CHOTBETHO HAMAJIEH.

Hsma m3uckBaHe 3a MOHUTOpHUpaHe MEXIy MHXKEeKIIuUTe. Bb3 OCHOBa Ha MpelleHKaTa Ha JeKaps,
rpadUKbT Ha MOCELICHUITA 32 MOHUTOPUPAHE MOXKE /1a € Ha I10-MaJIKK HHTEPBAJIHN OT IOCEILICHUTA 32
WH)KEKLUH.

WnTepBanu Ha jedeHne, Mo-rojJeMH OT YeTUPH MECcela MIIH TIO-MaJIKH OT 4 CEIMUIIA MEXIY
WH)XEKLUHTE, HE ca IPOyYBaHHU (BX. Touka 5.1).

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

[penopbunrtennara no3a Ha Eiyzey e 2 mg apnubepnent, orroBapsiim Ha 0,05 ml.
Crient mbpBaTa MHKEKIHS JICYUCHUETO CE MPUJIara exXeMeceqdHo. HTepBaIbT MKy JIBE 103U HEe
TpsiOBa 1a ObJe MO-KPaThbK OT €AWH Mecell.

AKO 3pUTENHUTE U aHATOMUYHUTE PE3YATATH [MOKA3BAT, Y€ MALIMEHTHT HE CE TOBJIUSBA MOJIOKUTEITHO
OT MIPOJBJDKABaHE Ha JICICHUETO, IPUIIOKeHNETo Ha Eiyzey TpsOBa 1a ce mpeyCTaHOBH.

ExxeMeceyHOTO JieueHre Mpoab/hKaBa 10 JOCTUTaHE HAa MaKCUMaJIHaA 3pUTEIHa OCTPOTa U/UJIM HE ca
HaJIMIIe TPU3HALIM 32 aKTUBHOCT Ha 3a00JiiBaHeTO. MoyKe /1a ca HeOOXOAMMHM TPH WITH MTOBEYE
MOCJIEIOBATEIHN MECEUHN UHIKEKITUH.

JleuenneTo Moxke Ja IpOABJIKU C MOCTCTIEHHO YABbJDKaBAaHEC HA MHTCPBAJINTE, 3a 1a C€ MMOAABPXKAT
CTaOMITHH 3PUTCITHA Y/WIIA aHATOMUYHU pe3yiTaTv, BBIIPCKHU Y€ HAMA JOCTAThbYHO JaHHH, 3a A4 CC
HallpaBU 3aKJIHOUCHHUC 3a MMPOABJDKUTCIHOCTTA HA HUHTCPBAJIUTC. Axo SPUTCIIHUTEC U /MY aHATOMHUYHH
PE3YyITAaTH CC BJIOIIAT, MHTCPBAJIa Ha JICUCHUCTO TpH6Ba CHOTBCTHO Aa C€ HaMaJlu.

I'paduxbT HA MpocTensBaHe U cXeMaTa Ha JISYeHHE TPAOBa J1a ce ONMPEIeNIAT OT JIEKyBAIlus JIeKap Bb3
OCHOBA Ha OTTOBOpA Ha OT/IETHUS MAIFCHT.
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[IpocneasBaHeTo 3a AKTUBHOCT Ha 3a00JISIBAHETO MOYKE J]a BKIIOUBA KIIMHHYCH TIPETIIE/I, H3CIIe/IBAHE
Ha (YHKIHOHATHUTE [TOKA3aTeIN Wik 0Opa3Hy TEXHUKH (HAIp. ONITHYHA KOXEPEHTHA TOMOTpadus
nunu GIyopecieHTHa aHTHOrpadust).

Jluabemen maxynen edem
[Ipenoppuntennara no3a Eiyzey e 2 mg adnmbeprent, ekBuaneHTan Ha 0,05 ml.

Jleuenuero c Eiyzey ce 3amouBa ¢ efHa HHXEKIIMS MECEYHO 3a IET IMOCIEeI0BATEHH T03H, H Ce
MPOBJKABA C €IHA UHXKEKIIMS Ha BCEKU JIBa Mecella.

B®3 ocHOBa Ha olleHKaTa Ha JeKaps Ha 3pUTETHUTE W/MIH aHATOMUYHH PE3yATaTH, UHTEPBaTbT
MEXy IPWIOKEHUATa MOXKe 12 ObJie 3ama3eH Ha 2 Mecela Wi HHANBUAYaIU3UpaH, KaTo HallpuMep ¢
JIeYCHHE U IPOABIDKABAaHE HAa CXeMaTa Ha MpUiaraHe, Ipy KOETO HHTEPBAJIUTE Ha JICUCHUE Ce
yABIDKaBAT OOMKHOBEHO C 110 2 CEIMHILIU JI0 JOCTUTaHe Ha CTAOWIIHU 3pUTEITHH W/UITH aHATOMUYHUTE
pesyararu. MiMa orpaHWYeHy JaHHU 32 HHTEPBAIN MEXIY MPUIOKEHHUATA, TTO-ABJITH OT 4 Mecela.
AKO 3pUTEITHUTE W/IITM aHATOMUYHUTE PE3YJITaTH Ce BIIOIIAT, MHTEPBAIBT Ha JedeHue TpsaoBa na Ob/e
CHOTBETHO HAMAJICH.

WnTepBanu Mexay NpUIoKeHUsITa, O-KPaTKH OT 4 CEIMUIIM, HE ca MPOyYBaHH (BX. Touka 5.1).

I'padukbT 32 MOHUTOpHpaHE TPsIOBA Ja Ce OIPe/IesU OT JIEKYBAIHsI JIeKap.

B ciyyail ye 3putenHuTe 1 aHATOMUYHHUTE PE3YJITATH COYAT, Y€ MAI[UEHTHT HsIMa M0oji3a OT
MpoIbJDKAaBaHE Ha JICYCHUETO, IpuiiokeHneTo Ha Eiyzey Tps0Ba na ce mpeycTaHoOBH.

Muonuuna xopoudanna Heo8acKy1apu3ayus

IpemoppunTtesnnara n03a Eiyzey e emnHIYHa HHTPaBUTPeaTHA HHXKEKITHS Ha 2 mg aauOepIienT,
exsuBanenTau Ha 0,05 ml.

Moske 1a ce IPHIIoKaT TOMBIHUTEIHN JI03H, aKO 3PUTEITHUTE W/WIA AaHATOMHYHUTE PE3yNITaTH
MIOKa3Bar, 4e 3a00JsIBaHeTo epcucTupa. Penmansure TpsiOBa 1a ce mpueMar KaTo HOBa IposiBa Ha
3a00JIIBaHETO.

I'padukbT 3a HaOMIONEHHE TPSIOBA /1a CE OMpPEeNH OT JIEKyBaIHsI JeKap.

WHTepBanbT MEXITy JBE 1034 HE TPSIOBa fa ObJIe MO-KPAaThK OT €IUH MECEII.

CrernyansHy MOITyIauu

Yeproopobro u/unu Ovopeuno yspexcoane
He ca npoBexxaanu KOHKpeTHH MTpoy4Banus ¢ Eiyzey mpu nanueHTH ¢ 4epHOApPOOHO W/min OLOpedHO
YBpEKIaHE.

HanvnyHanTe NaHHW He Mpearnoiarar HyJa OT KOpEKIus Ha Jio3ara Ha aduubeplent Ipu Te3H
ManueHTH (BK. Touka 5.2).

Tonynayus 6 cmapuecka 6v3pacm

He ca neobxonmumu crienuaiHu cboOpakeHus. limMa orpaHnyeH ONMMT NP MAMEHTH Ha Bh3PacT Hall
75 rogunu ¢ JIME.
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Ieouampuuna nonynayus

BesomacHoctTa u edukacHocTTa Ha Vgenfl npu fena u 10HOIM He ca ycTaHOBeHH. Hsima choTBeTHA
ynorpeba Ha Vgenfl B meauaTpuyHara nomysamnus 3a nokasanusra snaxsaa BJIM, OLIPB, OPPB,
JAME u muonmuna XHB.

Haunn Ha npuinoxeHne

WuTpaBuTpeaHuTe MHIKSKIIMU TPSOBA J1a Ce 3BBPIIBAT CHITIACHO MEIUITMHCKUTE CTAHIAPTH U
MPUIOKAMHUTE PHKOBOJICTBA OT JIEKap CHEIHUANUCT C OMUT B IPUIIOKCHUETO HA HHTPABUTPEATTHH
nmxekiyn. [lo mpuHIUT TpsOBa 1a Ce OCUTYPH aJICKBaTHA AaHECTE3MS U ACENTHKA, BKIFOYUTEITHO
JIOKAJTHO IITUPOKOCIIEKTHPHO MUKPOOUITUIHO CPEIICTBO (HAIp. MOBUIOH MO, HAHECECH BhPXY KOXKaTa
OKOJIO OYHTE, KJICTAauUuTe U OYHATa MOBLPXHOCT). [IpenopbhuBar ce XUpypruvna Ie3uHPeKIus Ha
phIIeTe, CTEPITHA PHKABUIIN, CTEPUITHA TIOKPUBKA U CTEPUIICH CIICKYITyM 32 Kienadu (Wiu
CKBUBAJICHT).

WuxekiponHara unia TpsOBsa aa ce BbBeae 3,5-4,0 mm 3aj inM0Oa B CTHKJIOBUIHOTO TSJIO, KAaTO CE
I/136SIFBa XOpI/I3OHTaHHI/ISI MCpI/IILI/IaH U C€ HacO4YBa KbM ueHpra Ha O4YHara 5I6’bJ'IKa. ToraBa CC BbBCXKa
HWHXXEKIUOHHUAT 00eM oT 0,05 ml; mpu mocneaBaniuTe NHXEKIUH, WHKEKITMOHHOTO MSACTO Ha
CKJIepaTa TpsiOBa Jja ce CMEHs.

HenocpeacTBeHo ciiel MHTPaBUTPEaIHO WHKEKTUPaHe NMAllMeHTUuTe TpsiOBa Ja ce CIIesT 3a
MOBHIIaBaHE HA BHTPEOYHOTO HaisATaHe. [1oaxoasmoTo npocieasiBane MOKe Ja BKITIOUBa
npoBepsBaHe Ha nepdy3usaTa Ha ONTHYHUS TUCK WIN TOHOMeTpus. TpsOBa 1a mMa Ha pa3oIoKeHUE
CTepWITHO 00OpYIBaHE 3a MaparenTe3a Mpu HeOOXOAUMOCT.

Creq MHTPaBUTPEATHO WHXKEKTHPAHE MAMEHTUTE TPAOBA Jla c€ MHCTPYKTUPAT Ja ChOOIIaBaT
He3a0aBHO 32 BCSKaKBU CHUMIITOMH, HACOYBAIIY KbM €HIO(TAaIMHUT (HAMp. O0JIKa B OKOTO,
3a4epBsABaHE HAa OKOTO, PoTOh0oOUs, 3aMBIIICHO 3pEHUE).

Bcexn (I)J'IaKOH TpH6Ba Ja C€ U3II0JI3Ba 3a JICYCHHUEC CaMO Ha €IHO OKO. MHOFOKpaTHO npujaraHe Ha
J031 OT €ANH q)HaKOH MOXKC [a YBCJIIMYU PUCKA OT 3aMBbPCABAHE U IOCJICABAIllA HH(I)GKI_H/IH.

®d1akoHBT ChIbPIKA MOBEYUES OT HMPEMOPhUNTEIIHATA J03a 2 mg adaubdepient (ekBuBasieHTHH Ha 0,05
ml MHXKEKITMOHEH pa3TBop). M3non3saemMusT 00eM Ha (piakoHa € KOJIMYeCTBOTO, KOSTO MOXKE Ja CE
JIOCTaBH OT HETO, U HE € IpeHa3Ha4YeH qa ObJie U3MoI3BaH HanbJIHO. Beeku duiakon Eiyzey cbabpixka
obem 0,278 ml u He e peTHa3HAYeH f1a Ob/Ie U3IMTON3BaH HAIMBIHO. U3JIMIIHOTO KOJIH4eCTBO TPAGBA
J1a ce OTCTPAHM NMpPeIH HHKEeKTHPaHe Ha MPeNoPhYNTeIHATA 1032 (BXK. ToUuKa 6.6).

HmxexktupaneTo Ha 1enmsi 00eM Ha (prakoHa MOXKe Ja TOBEIE 110 Mpeao3upane. 3a 1a ce OTCTPaHsIT
BB3IyIITHUTE MEXypUeTa 3a€IHO C UINUIIHUS JICKAPCTBEH MPOAYKT, 0aBHO HaTHCHETE OyTaNIoTo,
JIOKATO TUIOCKHS PB0 Ha OyTaJIOTO ce M3paBHU ¢ JuHHATA, oTOeaBBama 0,05 ml, Ha cnpuHIlOBKaTa
(exBuBanentHo Ha 0,05 ml, T.e. 2 mg adnmubepuenT) (Bx. Touka 4.9 u 6.6).

Cren uHXeKTUpaHe HEU3ION3BaHMS TPOYKT TPSOBA J1a CE U3XBHPIIH.

3a pabora ¢ JeKapCTBEHUS MPOIYKT PEIH MPIIOKEHUE, BIDKTE TOUKa 6.6.

4.3 IlporuBomoka3zaHus

CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO apuOEpIeNT I KbM HAKOE OT ITIOMOIIIHUATE
BellleCcTBa, N30pOCHHU B TOUKa 6.1.

AKTHBHA OYHA WJIM OKOJIOOYHA WH(EKIINS WM CbMHEHHUE 32 TaKaBa.

AKTHUBHO TEKKO BBETPCOYHO BB3IIAJICHUEC.
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4.4 CrnenuajaHu npexynpexaeHus 1 MpeANa3HH MePKH NPH ynoTpeda

IIpocnenumoct
3a na ce momoOpH MPOCIeTUMOCTTa Ha OMOJOTHYHUTE JIEKApPCTBEHHU MPOAYKTH, IMETO U TIAPTUIHUAT
HOMEp Ha MPWJIOKECHUS IPOIYKT TPSOBA SICHO JIa CE 3alnCBar.

HHTpaBUTpeaIHU PEeaKIMU, CBEP3aHU ¢ MHKCKIIMATA

WnTpaBuTpearnuTe HHKEKIUHU, BKIIIOYUTEITHO Te3H ¢ aduubeplenT, ce CBp3BaT ¢ eHI0(TaIMHT,
BBTPEOYHO Bb3MaJICHNE, PETMAaTOreHHO OTJIeTBaHE HA PETHHATA, pa3KbCBaHE HA PETHHATA U
SITPOTEHHA TpaBMaTHYHA KaTapakTa (BK. Touka 4.8). [Ipu mpuiarane Ha adiaudeprienT BUHATH TPSOBa
Jla ce M3TOJI3BaT MOAXO/AIIN ACCITUYHN TEXHUKU HA HHXKEKTUpaHe. B TonbIHEeHHe, TAIMCHTUTE
Tpsi0Ba J1a ce mpocCIensBar Npe3 ceqMUIIaTa Ciell MHKEKTHPaHETO, KOETO O MO3BOJIMIIO PAHHO
JieYeHne, ako Bb3HUKHE uHpekuus. [lanrenTure TpsiOBa fa ObJaT HHCTPYKTUPAHU Jla ChOOIABAT
He3a0aBHO 33 BCIKAKBU CUMIITOMH, HACOYBAIIN KbM SHIO(TAIMHUT HITH HAKOE OT MOCOUCHHUTE MO-TOPe
crOuTHSI.

@DakoHBT CHIBPIKA MIOBEYE OT MPEMOPhUNTENTHATA 032 2 mg admubepuent (exkBuBaseHTHH Ha 0,05
ml). M3IuIHoTo KOJIM4YeCTBO TPSAOBA /la C€ OTCTPaHM MPEIU NMPpUIoKeHue (BK. Touka 4.2 u 6.6).
[ToBuilieHUs: Ha BBTPEOYHOTO HAJSITAaHE ca HAOIIOaBaHU B PAaMKHUTE Ha 60 MUHYTH ClIe]
WHTPAaBUTPEATHOTO HHXKEKTHPaHe, BKIIFOYUTETHO ¢ adubepuenT (Bx. Touka 4.8). CriennaiHu
MpeAna3Hu MEPKHU ca HeOOXOAMMH NPH NMAlMEHTH ¢ HenoOpe KOHTPOoJIMpaHa Iaykoma (Z1a He ce
nmxekTupa Eiyzey, nokaro BbTpeouHoTo Hajsrane € > 30 mmHg). Eto 3amo mpu Bcuuku ciydan
TpsOBa J1a ce mpoCIensBar 1 Ja ce JIEKyBaT [0 MOAXOISII HaYWH KaKTO BbTPEOYHOTO HAIISTaHE, Taka U
nepy3uara Ha ONTHYHHS JUCK.

NMyHOreHHOCT
TBit KaTo € TeparneBTHYeH MPOTEeHH, pH apIUOEPIIETT CHIECTBYBA BEPOSITHOCT 32 UMyHOT€HHOCT

(Bx. Touka 4.8). [lanimenTUTe TPsIOBA M2 OBbJAT MHCTPYKTHPAHH J]a ChOOIIABAT 32 BCAKAKBU MIPU3HAILIN
WM CUMIITOMH Ha BbTPEOYHO Bb3MaJIeHUE, HaMp. 00Jka, poTodoOus niu 3a4epBsiBaHe, KOSTO MOXKE
Jla € KIIMHUYCH MPU3HAaK, 00ICHUM ChC CBPHXIYBCTBUTEITHOCT.

Cucremuu edextn

CucTeMHH HeXellaHU ChOUTHS, BKIIOUUTENHO N3BbHOYHHU KPHBOU3INBU U apTEpUATHU
TpOoMOOEMOOINYHN CHOUTHS, Ca ChOOIIABAHM CJIE/l MHTPABUTPEAHO HHXEKTUPAaHEe HA HHXUOUTOPH
Ha VEGF n nma TeopeTnyeH puck, 4e Te MOXe J1a ca CBbp3anu ¢ nuxubupanero Ha VEGF. Hma
OrpaHMYCHM JaHHHM 3a Oe30macHoCTTa pu JiedeHue Ha namuertu ¢ OLIPB, OPPB, JIME unu
muonnmyHa XHB ¢ anamHe3a 3a MHCYNT WK TPEXOIHN HCXEMUYHH aTaKH, KaKTO U 32 WHPAPKT Ha
MHOKap/a B paMKHTE Ha MoclieAHuTe 6 Mecena. TakuBa manueHTH TpsOBa Aa ce JIEKyBar C MOBUILICHO
BHHUMAaHHUE.

[pyru
Kakro npu npyrure unrpasutpeansu antu-VEGF neuenns 3a BAM, OLIPB, OPPB, JIME u
muonmyHa XHB, B cuita ca u ciemHUTE TTOJI0KCHHS

* bBesomacHocTTa M e(pUKACHOCTTA Ha JICYCHUETO ¢ adIubOepIenT, Npuiiarad ¢THOBPEMEHHO H Ha
JIBETE O4YM, HE Ca MPOYyYBaHU CHCTEMATHYHO (BXK. Touka 5.1). Ako OnarepaiIHOTO JISYeHHE ce
MIPOBEXK]IA IO €THO U CHIIO BPpEME, TOBA MOXKE J1a JOBEJIE O MOBUIICHA CUCTEMHA €KCIIO3UIIMS,
KOETO MOJKE J1a TTOBHIIN PHUCKA OT CHCTEMHH HEXeJlaH! ChOUTHSI.

* EnnoBpemenHa ymorpe0a ¢ npyru anti-VEGF (cb70B eHa0TeNIeH pacTekeH (GakTop).
Jluncear naHHU 3a €THOBPEMEHHOTO M3MOI3BaHe Ha adumbeprient ¢ Apyru antu-VEGF
JIEKapCTBEHU MPOIYKTH (332 CHCTEMHO WJIH BTPEOYHO MPUIIOKEHHUE).
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* Puckosure (axkropu, CBbp3aHU C Pa3BUTHETO HA Pa3KbCBAHE HA MUTMEHTHUSI €IIUTEI Ha
perunara cnen antu-VEGF tepanus 3a Bnaxxna BJIM, BritouBaT 0OMIMPHO H/WUIIM BUCOKO
OTJICNIBaHE Ha MUTMEHTHHSI €NUTEN Ha peTuHara. [Ipu 3anouBaHe Ha Tepanus ¢ agaubepuent e
HEOOXOIMMO MOBUILIEHO BHUMAHKE IIPH NMALMEHTH € T€3H PUCKOBHU (PAKTOPH 32 Pa3KbCBaHE Ha
NUTMEHTHUS €IUTEN HA PEeTHHATA.

* Jleuenuero TpsiOBa Aa OblE MPEyCTaHOBEHO MPH MALMEHTH C PErMaroreHHO OTJICHIBAHE Ha
peTHHAaTa WU cTaauil 3 Wiu 4 MaKyJTHHA AyTIKH.

* B ciyuaii Ha pa3KbCBaHE Ha pETHHATA, IPUIOKEHUETO Ha Jj03aTa TpsaOBa fa ObJe NPeKpaTeHo u
JICYCHUETO HEe TPsAOBa 1a ce Bb30OHOBSBA MPEAN aIeKBaTHO Bb3CTaHOBABAHE HA Pa3KbCBAHETO.

* Jlo3ara He TpsIOBa Aa ce MprIara 1 JICYCHUETO He TPsIOBa Aa ce BE30OHOBSIBA IO-PaHO OT
CJICABALIOTO MJIAHUPAHO NMPUIIOKEHUE B CIy4ail Ha:

=  HamaJsiBaHe Ha Hail-7oOpe kopurupaHara 3putenHa ocrpota (BCVA) ¢ >30 Oyksu B
CpaBHEHHME C ITOCIIEeIHATA OLIEHKA Ha 3pUTEIHATa OCTPOTa

= cyOpeTHHa1HA XeMOparus, BKJIIOYBAIA [ICHTbPa Ha (OBESITA, UM, KO pa3MepbT Ha
KpbBOM3IUBA € >50% oT 001IKsI pa3Mep Ha JIC3HUATA.

» Jlo3ara He Tps0Ba Ja ce npuiiara B paMKUTE Ha IPEAXOAHUTE WK CIICABAIIUTE 28 1HH, B
CiIydail Ha U3BBPILUCHA WM IIJIAaHUPaHa BbTPEOYHA XUPYPTUYHA HHTCPBEHIIMA.

* AdmubepuenT He TpsIOBa 1a ce U3MOI3BA [0 BpeMe Ha OPEMEHHOCT, OCBEH ako MOTEHI[aIHaTa
10J13a HE HaAXBbpPJIs HOTEHIHATHUS PUCK 32 T1oAa (BX. Touka 4.6).

» Kenu c nereponeH noreHMai TpsiOBa Ja U3Moa3Bar epeKTHBHA KOHTPALCHIMA 110 BpeMe Ha
JIeYeHUE U Hai-MaJIko 3 Mecella clie]l TIOCJIEAHOTO HHTPABUTPEATHO HHKEKTUPaHe Ha
ammbepuient (BX. Touka 4.6).

* lma orpaHuyeH ONuUT ¢ JiedeHUeTo Ha nanueHTu ¢ ucxemuuHa OLIPB u OPPB. IIpu nauuentu ¢
KJIMHAYHY TIPU3HANM Ha HeoOpaTuMa CXeMHUYHa 3ary0a Ha 3puTesiHara (GyHKIHS JIeUeHUE HEe
ce MpenopbyBa.

[Monynanuu ¢ orpaHUYEeHH JaHHH

Nwma orpannden onwut c nedeHuero Ha namuenty ¢ JIME Bcnencteue Ha auadet tun | wnm npu
naruenTu ¢ nuadet ¢ HbAlc nag 12% wnm nponudeparvBHa quabeTHa peTHHOIIATHSL.

Adnbeplient He € MPOyYBaH MPH MAIUEHTH ¢ aKTUBHY CUCTEMHH MH(OEKIIUN WK TIPU TAIIMEHTH ChC
CBHITHTCTBAIIM OYHU HAPYIICHHSI KaTO OTJICTIBAHE HAa PETHHATA WM MaKyiTHa ;Tynka. OCBEH ToBa HAMa
OITHT C JiedeHue ¢ admbepIenT Mpu MaIUeHTH ¢ T1abeT ¢ HeKOHTPOJIMpaHa XunepTonus. Ta3u numrica
Ha MHQpOpManus TpsIOBa /1a ce MMa TIPEIBU/I OT JeKaps MpH JICYeHNE Ha TaKWBa MAIlMeHTH.

Hswma onut npu nedenne Ha muonnyna XHB ¢ agnubeprient npu nanueHTH, KOUTO HE ca OT a3UaTCKU
MIPOU3XO/, MAITUSHTH KOUTO MPEeIn ca OWIIM MOJIOKEHH Ha JieueHrne Ha MmuonmuHa XHB u manuenTtu ¢
excTpadoBeaTHH JIC3UH.

Hudopmalius 3a TOMOIIHHUTE BEIIECCTBA

ToBa nekapcTBO ChIbPXKA:

e mo-Manko oT 1 mmol Hatpuii (23 mg) Ha 1030Ba €MUHUIIA, T.€. MOXKE JIa CE KaXKe, Ye MPAKTHIECKH
HE ChAbp)Ka HATPUI.

e 0,015 mg monucopbar 20 BbB Besika f03a ot 0,05 ml, kourto ca ekBuBajaeHTHy Ha 0,3 mg/ml.
ITonmucopbaruTe MoraT 1a MPUYUHAT aJeprudHu peakiuu. [lonuraiite Bamuys nmanueHT, 1amm nMa
YCTaHOBEHH aJICPTHH.

4.5 B3aunMmopaeiicTBHe C APYIH JeKAPCTBEHH NPOAYKTH U APYru ¢popMu Ha B3auMojeiicTBHe
He ca npoBexxaanu npoy4BaHus 3a B3aUMOJECHCTBHATA.
EnnoBpemennoto npuioxkenue Ha GpotonuHamuuna Tepanus (PDT) ¢ Beprenopdun u apnubepuent

HE € IPOYYBaHO U IO Ta3u MPUYMHA HE € YCTaHOBEH Npod i1 Ha 6e30MacHOCT.
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4.6 @epTUaUTET, OPEMEHHOCT U KbPMEHe

Kenu ¢ geTepoJcH MOTCHIUAI

JKenure c neTeposieH MOTEHIMANT TPsIOBa J1a N3IOJI3BAT €PEKTHUBHA KOHTPAIICIIIINS 110 BpEeMe Ha
JICYCHUE W Hal-MaJko 3 Mecela clie/l MOCIEHOTO HHTPaBUTPEaTHO WHXKEKTUpaHe Ha aduubepienT
(Bk. Touka 4.4).

BpemenHoct
Jluncear manHu 3a yrorpedara Ha adumubepIenT npu OpeMeHHH JKEHH.

[IpoyuBanwmsiTa Mpw KUBOTHU ITOKA3BaT eMOPHO-(eTaTHa TOKCHIHOCT (BXK. TOUKa 5.3).

B’I)HpeKI/I 4C CUCTCMHATa CKCIIO3UI A CJICA OYHO IMPUIJIOKECHUC € MHOI'O HHUCKA, a(bJ'II/I6€pHCHT HEC
Tpﬂ6Ba Ja C€ U3IM0JI3Ba I10 BpEME Ha 6pCMeHHOCT, OCBCH aKO INOTCHIMAJIHATA I10J13a HE HAAXBbPJIA
NMOTCHUHAJIHUA PUCK 3a I10AA.

Kbpmene
BB3 ocHOBa Ha MHOTO OrpaHUYEHU TaHHU MPH X0pa, adIuOepIenT MoXKe /la ce eKCKpETHpa B KbpMara

B HUCKH HUBA. AQIHOEpLenT € TosiMa MPOTEMHOBA MOJIEKYJIa M KOJIMYECTBOTO Ha JIEKapCTBOTO,
abcopOupaHo MpH KbpMaveTo, ce O4akpa aa Obae MuHuManHo. Edexture Ha agnubeprent BEpXy
KbPMEHO HOBOPOACHO/KHPMAUYETO HE Ca U3BECTHH.

Karo npennasna mMsipka, He ce IpenopbuBa KbpMEHE 10 BpeMe Ha ynotpebara Ha ainOepIient.

Deprunurer
Pe3ynrarute oT mpoydYBaHUATA MIPH JKUBOTHU C BUCOKA CHCTEMHA €KCIIO3HIIHSI TIOKA3BAaT, 4e

adumbeprienT MOXKe J1a HapyIIu QepTIIIUTeTa U P MBKKHTE, U TIPH KEHCKUTE (BXK. Touka 5.3).
[TonoOHM edekTH He ce 0YaKBaT Clie]l OYHO NMPHIOKEHUE C MHOTO HHCKA CUCTEMHA €KCIIO3HIIHSL.

4.7 EdexTn BbpXy cioco0HOCTTA 32 o upaHe U padoTa ¢ MAIIUHA

Wmxektupanero Ha adnbepLentT NoBiIMusBa B MajKa CTEIIEH CIIOCOOHOCTTA 3a odupaHe u padboTa ¢
MallrHU, 1nopagnu Bb3MOXKXHU BPEMCHHU 3PUTCIIHU CMYIICHU A, CBbP3aHU UJIW C MHXXCKIUATA, NN C
ouHus npernen. [Taimentute He TpsOBa qa modupar Win 1a paboTAT ¢ MaIllMHHU, TOKATO 3pUTeTHATa
UM (QyHKIHS HE C€ Bb3CTAHOBH B AOCTaTbUHA CTEIICH.

4.8 Hexenanu JeKapCcTBEeHU peakuu

Pesrome Ha npoduna Ha 6€30macHOCT

[omynanusTa 3a 6e3omacHoCT B ocemte npoyuBanus ¢asa Il ce cberon ot 060 3 102 manuentu. Ot
Tax 2 501 manueHTy ca JIeKyBaHHU C TIPETIOphUnTETHATA 1032 OT 2 mg.

Cepuno3HH OYHH HEXEJIaHU PEaKlMU B U3CIIEABAHOTO OKO, CBbP3aHH C MPOLeAypaTa Ha WHKEKTHPaHe,
ca Bb3HUKHAIH MpH No-Majiko oT 1 Ha 1 900 uHTpaBUTpea Hn HHXEKIUHU Ha apauOeplentT u ca
BKJTIOUBAJIU CIIETIOTA, eHAO0(TAIMUT, OTJICNIBAHE HAa PETHHATA, TpPaBMAaTHYHA KaTapakTa, KaTapakTa,
KPBBOM3IIMB B CTHKIIOBUIHOTO TSJIO, OTJIENIBAHE HA CTHKJIOBHIHOTO TS0 M MOBUIIEHO BHTPEOUHO
Hajsirane (BX. Touka 4.4).

Haii-uecto HabmomaBaHNTE HEXKETIAHH JIEKAPCTBEHH PEakIiuy (IIpH Hail-Manko 5% OT MarueHTure,
JIeKyBaHH ¢ aduuOepIenT) ca KOHIOHKTUBaIHA XeMoparus (25%), perunanna xemoparus (11%),

HamaneHa 3purenHa octpora (11%), 6onka B oxoto (10%), karapakTa (8%), MOBUIIEHO BHTPEOYHO
Hassirane (8%), oTienBaHe Ha CTHKIOBUAHOTO TsU10 (7%) M MBTHHUHH B CTHKIOBHUAHOTO T510 (7%).
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CHHCBK Ha HEXXEJIAHUTE JIEKAPCTBEHN PEAKIIMHU B TAOINYEH BUI

JlanauTe 32 6€30MaCHOCT, OMTUCAHU I0-JI0JTY, BKJIFOUBAT BCUYKH HEXKEIaHU JICKAPCTBCHU PEAKIIMU OT
ocemte mipoyuBanus (aza 1l mpu nmokazanusara Biaxkna B/JIM, OLIPB, OPPB, IME u muonmuna XHB
C MPHEMIIMBA BEPOSTHOCT 33 PUIMHHO-CIICICTBCHA BPBh3Ka C MPOIEAypaTa Ha HHKEKTHPaHEe WIH
JICKAPCTBEHUS TIPOYKT.

Hexenanute JICKapCTBCHU PCAKIIUU Ca I/I36pOCHI/I IO CUCTEMO-OpPTraHCH KJIaC U YCCTOTA C U3II0JI3BaAHC
Ha CJI€aHaTa KOHBCHIIUA:

Mtuoro uectu (>1/10), yectu (>1/100 no <1/10), mewectu (>1/1 000 mo <1/100), peaxu (=1/10 000 go
<1/1 000), c Hen3BecTHA YecTOTa (OT HATMYHHUTE JAaHHU HEe MOXKE /1a ObJie HalpaBeHa OLCHKA).

B pamMkuTe Ha BCSKO IpylUpaHe M0 YeCTOTa, HEXKEIAHUTE JIEKAPCTBEHU PEaKLMK ca IIPEACTABEHH B
HU3XOJIAL] peJl [0 OTHOIIEHUE HA TIXHATa CEPUO3HOCT.

Tabauna 1: Bcnyku cBbp3aHy € JICYCHUETO HEXKEJIaHH JIEKAPCTBEHH PEaKIH, ChOOIaBaH! PU
nanueHTy B mpoyuBanus ¢aza I (coopuu nanuum ot npoyuBanus (asa III 3a mokazaHusTa BIakHa
BIIM, OLIPB, OPPB, IME u Mmuonnuna XHB) unu o BpeMe Ha OCTMapKETUHTOBOTO HAOIIOICHHUE

Cucremooprasex

Yecrora Hesxenana peakuust
KJIAC

Hapymenus Ha | Heuectn CBpPBXIyBCTBUTETHOCT* **
UMYHHATa
cucremMa

Hapymenust Ha | MHoro uectu Hamasena 3purenHa ocTpoTa, peTUHAIHA
ounTe XEeMOparus, KOHIOHKTHBAJTHA XEMOPAarus,
00JIKa B OKOTO

Yectu PaskbcBaHe HAa MUTMEHTHHS €ITUTEN Ha
peTrHaTa*, OTIICTIBAHE HA TUTMEHTHHSI SITUTEI Ha
peTuHara, JiereHepalysa Ha peTUHATa,
KPBBOU3JIUB B CTBKIOBUAHOTO TSUIO,

KaTapakTa, KOpTHUKaJIHa KaTapakra,

HYyKJIeapHa KaTapakTa, CyOKarcyjlapHa KaTapakra,
KOpHEaJIHa epOo3usl, KOpHeaTHa adpasus,
MOBUIIIEHO BHTPEOYHO HAJISTAHE,

3aM’bIJIEHO 3pEHHE, MbTHUHU B CTHKJIOBUIHOTO
TS0, OTJIENIBaHE HAa CTHKJIOBHIHOTO TsJ10, OOJIKa
Ha MSICTOTO Ha MHXXEKTUPAHE, YCEIllaHe 3a YyXK0
TSJIO B OUMTE, MIOBUIIIEHA JIAKPUMALIUS, OTOK Ha
KJIeraya, XeMoparvs Ha MsICTOTO Ha
WH)XEKTUPAHE, TOYKOBUJIEH KEPATHT,
KOHIOHKTHBAJIHA XUIEPEMUS, OYHA XUIIEPEMUS

Heuectn Ennodranmut**, omienBane Ha peTHHATa,

pasKbCBaHE HA PETHHATA, UPHT, YBEUT,
WUPUIOIMKIINT, TOMBTHSIBAHE Ha JIeniara,

JneeKT Ha ermuTesa Ha POTOBHIIATA, Ipa3HEeHE Ha
MSCTOTO HA MHXXECKTUpPaHe, HCOOWYalHO yCcelaHe
B OKOTO, Ipa3HEHE Ha KJenaya, MOJIOKUTEICH
TuHaan B mpeHaTa KaMepa, OTOK Ha POTOBHIATA.
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Penxu Crnenora, TpaBMarnyHa KaTapakTa, BATPEUT,
XUTOINOH

C Hem3BecTHA Craeputr™****
4ecTora

*  HapymeHns, 3a KOUTO € U3BECTHO, Y€ ca CBhp3aHu ¢ BIakHa B/IM. HaOmonaBanu ca caMo B IpOy9IBaHUSA
mpy Binaxkxua BJIM.

**  Kynrypa HONOKHUTEICH U KyNITypa OTpHIATeNIeH eHA0PTaIMUT

*#% Tlo BpeMe Ha TIOCTMAPKETHHTOBHS TIEPHOI, CHOOIIECHHS 38 CBPBEXIYBCTBHTEITHOCT BKITFOUUTEITHO OOPHUB,

CBhpOeX, YPTHKAPHS U OTACTHHU CITydal Ha TeXKN aHA(PUIAKTUIHN/aHA(DUIAKTONIHU PEaKIiH

*A%% OT MOCTMapPKETUHIOBY CHOOIICHUS

Onucanue na u36paHu Hedfce/lanU jlekapcmeeru peakyuu

B npoyuBanus ¢a3a 1l npu Bnaxxna B/IM, ce HaOmonaBa MoBHIIeHA Y€CTOTa HAa KOHIOHKTHBAJIHA
XeMoparusi py NMalueHTH, MPHUEeMallld aHTUTPOMOOTHYHHU Cpe/IcTBa. Ta3u MOBHUINIEHA YeCTOTa €
CpaBHHMa MEXy MAIlUeHTUTE, IEKyBaHU ¢ paHNOn3ymMad u adaubepent.

AptepuaianTe TpoMOooeMOomunu chouTH (ATC) ca Hexxenanu ChOUTHS, KOUTO Ca TIOTEHITNAITHO
CBbp3aHu cbe cucTeMHO naxuOupane Ha VEGF. CoiiecTByBa TEOpETHUEH PUCK OT apTepHaTHU
TpOoMOOEeMOOTMYHN CHOUTHS, BKITIOUUTEITHO HHCYIIT U MH(PAPKT HA MUOKAP/IA, CIIEA MHTPABUTPEATHO
npriioxkerrne Ha naxuouropn Ha VEGF.

Hucwk nponeHT Ha 3a0011€BaeMOCT OT apTepUaIHU TPOMO0eMOOIMYHH CHOUTHS € HAaOII0naBaH B
KJIMHWUYHNATE U3NUTBaHuUs ¢ adnudepuent npu nauuenty ¢ BAM, IME, OPB u muonnuna XHB.
Cpen nokasaHusiTa He € HaOJIIOlaBaHA CHLIECTBEHA Pa3/IuKa MEX]ly IPYIIUTE, JICKYBaHU C
apmubeplenT U ChbOTBETHUTE CPABHUTEIHU TPYIIH.

KakTo npu BcH4kH TepaneBTHYHHU IPOTEMHH, IPH a(rOepLenT ChIiecTBYBa BEPOSITHOCT 32
HUMYHOT€HHOCT.

C’I)O6IIIaBaHe Ha ITOJA03UPaHN HEKEIAHU PCAKITNH

CroOImaBaneTo Ha TIOI03MPAHN HEXXEITaHH PEAKIINH CIIe]] pa3pellaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BayKHO. TOBa MO3BOJISIBA JIa MPOIBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO 0J13a/PHCK 3a
JIEKAPCTBEHUS HPOAYKT. OT MEIUIIMHCKUTE CIICIUAIUCTH CE€ U3UCKBA Ja ChOOIIaBaT BCSIKA
MOJI03MpaHa He)KeJlaHa peakiiys Ype3 Hal[MOHAIHA CHCTeMa 3a ChoOIaBaHe, mocoueHa B [IpunokeHue
V.

4.9 Ilpeno3upane

B xiuHWYHM M3OUTBaHUS ca U3II0JI3BaHU 031 10 4 mg Ha ¢IHOMCECCYHU UHTCPBAJIU U Ca
Ha6J'IIO}_IaBaHI/I H30JIMPAaHU ClIy4an Ha NPEAO3HUPAHC C 8 mg.

[Ipeno3upaneTo ¢ mo-rojisiM 06eM Ha MHKEKTHpaHe MOKE /1a TIOBUIITN BETPEOUHOTO Hajsrane. 1o
Ta3u NPUYMHA B CIIydail Ha Mpejo3upane TpsOBa Jia ce CiieJ BbTPEOYHOTO HaJIsITaHe U JIa ce 3aIllovHe
MTOJXOISAIIO JICYSHHE, aKO Ce CUeTe 3a HeOOXOMMMO OT JICKYBAIIUs Jiekap (BK. Touka 6.6).

5. ®APMAKOJIOTTYHU CBOMCTBA
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5.1 dapmakoaMHAMHYHH CBOICTBA

dapmakoTepaneBTuyHa rpyna; O(TaaIMOoIOrHYHU CPENICTBA, AHTHHEOBACKYIAPU3UPALIH CPEICTBA
ATC xom: SO1LAOS

Eiyzey e 6monormano momgoOeH jgexapcTBeH npoaykT. [logpoOHa mHpOpMaIus e mpemocTaBeHa Ha
yeOcaiita Ha EBponeiickara areHius mo Jiekapcrpara https://www.ema.europa.eu.

Adnbeprient ¢ pekOMOMHAHTEH (Py3UOHEH MPOTEHH, ChCTABEH OT YaCTH OT M3BHKICTHYHUTE
JIOMEHHU Ha perenTopu | u 2 3a YOBELIKU ChJIOB eH0TeNeH pacTexeH daktop (VEGF), cebp3anu ¢
Fc-gacrra Ha goBemku IgGl.

Admubeprient e npousseneH B DG44 kietku ot siiuHuK Ha kutakicku xamctep (CHO) upes
pexomOunanTHa JJHK TexHomorust.

Admubeprient neicTBa KaTo pa3TBOPUM pelenTop - "mpumamMka”, Koto ce cBbp3Ba ¢ VEGF-A n
PIGF ¢ mo-Bucok aHUTET, OTKOJIKOTO €CTECTBEHUTE UM PELIETITOPH, KaTo IO TO3M HAYMH MOXKeE A
WHXHUOMpPa CBBP3BAHETO W aKTUBHPAHETO Ha Te3u cxonHu peuentopu Ha VEGF.

MexaHu3bM Ha ICHCTBUE

CoaoBusit ennoreneH pacrexxed pakrop-A (VEGF-A) u mnanentHust pactexer ¢axrop (PIGF) ca
yjieHOBe Ha cemeiicTBoTo Ha VEGF aHrmorenHute GakTopu, KOUTO MOTar Ja JSHCTBAT KaTo MOIIHU
MUTOTCHHH, XEMOTAKCUYHH U BIUSEIINA BbPXY ChIOBHS NEpMea0mIuTeT (DaKTOPH 3a CHIOTEITHUTE
kinetku. VEGF nelictBa upe3 nse peuentopHu Tupo3uH kuHa3zu, VEGFR-1 u VEGFR-2, Ha
MOBBPXHOCTTA Ha eHporeanute kietku. PIGF ce cebp3sa camo ¢ VEGFR-1, koiito ce Hamupa ChIo u
I10 TIOBBPXHOCTTA Ha JIeBKoIUTUTE. [IpexomepHOTO akTHBUpaHe Ha Te3u perentopu oT VEGF-A moxe
J1a JIOBeJIe /IO TaTOJIOTHYHA HEOBACKYIapH3allysl ¥ IPEKOMEpHA Ch/I0Ba MpoIyckimBocT. PIGF moxe
na O0bne curepruct Ha VEGF-A B Te3u mporiecy, a OCBEH TOBa € U3BECTHO, Ue CIloMara 3a
JICBKOIIUTHATA UH(UITPAIMS U ChJIOBOTO Bh3IaJICHHUE.

dapMakonuHaMU4HU e(DEKTH

Bnaosicna BIIM

Bnaxxnara BJIM ce xapakrepusupa ¢ maToJoTuyHa XOpouaaiHa HeoBacKyapuzarus (CNV).
M3tHuaHeTo Ha KPbB M TEYHOCT OT MATOJIOTMYHATA XOPOUIaTHA HEOBACKYIapU3aliyis MOXe J1a
MIPUYWHY 3a/1e0elsIBaHe WM OTOK Ha peTUHATa U/WIIK CyO/MHTpapeTUHAIIHA XeMOoparus, Bojaeia /10
3ary0a Ha 3pUTEJIHa OCTPOTA.

[pu nanmenTy, nexyBanu ¢ aguubeprienT (eHa HHXKEKIIUS MECEYHO 33 TPH TOCIIEI0OBATEIIHN Mecella,
MocJeIBaHO OT €Ha MHXEKIIUS Ha BCEKH 2 Mecela), nebennnara Ha neHtpanHara peruHa [CRT]
HaMaJIsiBa CKOpO CJIe]] 3all04YBaHe Ha JIEYEHUETO, & CPEAHUAT pa3Mep Ha esusta ¢ CNV HamansBa B
CHOTBETCTBHE C pe3yJTaTUTe, HAOIIOaBaHU IPH JiedeHue ¢ panuouzymad 0,5 mg Bceku Mecel.

B mpoyuBanero VIEW1 nma cpeaan nHamanenust Ha CRT npu onTHaHO-KOXepeHTHA ToMorpadus
(OCT) (cpotBetHO -130 1 -129 MukpoHa B cenmuia 52 3a TpynuTe Ha jieueHnue ¢ agiaubeprent 2 mg
Ha BCEKHM JBa Mecena 1 panuouszymad 0,5 mg Bcexu mecen). M B 52-ta ceqmuiia B IpOy4BaHETO
VIEW2 uma cpennau Hamanerus B CRT npu OCT (cpoTBeTHO -149 1 -139 MukpoHa 3a rpynure Ha
sedenue ¢ aduubepiienT 2 mg Ha BCEKH JIBa Mecelia 1 paHuOou3ymab 0,5 mg BCeku Mecelr).
Hamanennero Ha pazmepa Ha CNV u Ha CRT obnuaiiHo ce 3aappKar U Ipe3 BTopara roanHa Ha
MPOYYBAHHATA.
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[Ipoyusanero ALTAIR e mpoBeaeHO IIpH MAIIMESHTH SATIOHITH ¢ HeJIeKyBaHa BiakHa B/IM u mokas3sa
MMOJOOHU pe3yATaTy C Te3u oT npoyusanusaTta VIEW, ¢ mpunarane Ha 3 mbpBOHAYAITHH €KEeMECEUHI
WHXeKIuH aduudepuent 2 mg, MocieABaH: OT eHa WHXKEKIH CIIe Olle 2 Mecella U clie]l TOBa
MpoIbJDKaBaHE C PEKUM Ha JISUEHHE U YIbDKaBaHe C MPOMEHIMBY UHTEPBaIH (2-CEAMUYHN UITH
4cenMUYHH KOPEKITNHN) IO MAaKCUMyM 16-ceIMIdeH HHTEpBall ChIVIACHO MPEABAPUTEITHO OTPECTICHH
Kputepuu. B cenmura 52 uMa cperHo HamaleHue Ha nebennnara Ha nentpaitHara petuda (CRT) mpu
OCT c -134,4 u -126,1 MuKkpoHa CHOTBETHO 3a rpylara Ha 2-CeIMUYHA KOPEKLUS U 3a rpynara Ha
4cenqmuuna kopekuus. [IporenTsT Ha nanuenTute 6e3 Teunoct npu OCT B cenmuna 52 € CbOTBETHO
68,3% u 69,1% B rpynute ¢ 2- u 4-cenmuunu kopekuyu. Hamanenunero Ha CRT B moBeuero ciydau ce
3arasBa U B JIBETE paMeHa Ha JIeYeHHe pe3 BTopara ronruHa Ha npoyuBaneto ALTAIR.

[IpoyuBanero ARIES e npenHa3HadeHO Jja U3CIIEABa HE MO-MaJIKaTa €PUKACHOCT Ha JICUCHHE U
MPOABbDKABaHE HA CXeMara Ha Mpuiiarane Ha adauoepient 2 mg, 3al04HaTO BeIHATa CIIe
Mpriarane Ha 3 ThPBOHAYATHA MECEYHN WHXKEKIIUY U €JHA JOITBIHATEIHA WHXKEKIUS cirel] 2
Mecela CIpsMO JIeueHNE U POIbDKaBaHe Ha CXeMaTa Ha IIpujiaraHe, 3amoyHaro cies
€THOTOJTUIITHO JiedeHHe. 3a MAIeHTH, KOUTO Ce HYXKJasT OT Mpuiiarane mo-4ecto ot Q8 moHe
BEJHBK B X072 Ha npoyuBaHeTo, CRT ocTaBa mo-Bucok, HO cpenHoTo HamaneHue Ha CRT ot
M3XOIHOTO HUBO J10 ceamuiia 104 ¢ 160,4 MukpoHa, MoJ00HO Ha MAIUEHTHUTE, JIeKyBaHU Ha Q8 miu
MO-PEKH WHTEPBAJIH.

Omox na maxynama ecredocmeue va OL{PB u OPPB

[Tpu OLIPB u OPPB ce nonyuaBa nucxemus Ha peTHHATa U TS JaBa CUTHAJ 32 OCBOOOXKIaBaHETO Ha
VEGTF, xoiiTo Ha cBO# pen necTabuim3upa 3ApaBUTe BPH3KK U CTUMYIIHPA MpoaudepanusiTa Ha
eapoTenHu kietkd. OcBoboxnaBaneTo Ha VEGF e cBbp3aHO C yCIOXKHEHUS KaTo HapyIllaBaHe Ha
KPBbBHO-PETHHHATa Oapuepa, yBeJIMUEeH ChJI0B IIepMeadMIINTET, OTOK Ha peTUHATA U
HEOBaCKyJIapu3aIusl.

[Ipu naunenty, neKyBaHH ¢ 6 OCIEAOBATEIHA MECEUHU MHXXEKLIUH adnubepuent 2 mg e
HaOIr0IaBaH CHOTBETCTBAIL, ObP3 ¥ CHIIEH MOP(OJIOTHIEH OTTOBOP (KOETO € OTYETEHO C
nonoopenus B cpeanara CRT). B cenmuia 24 nonmxennero B CRT e cratuctudecku
MIPEBB3XOKIAII0 B CpaBHEHUE ¢ KOHTposara u B Tpute npoyuBanus (COPERNICUS mpu OLIPB: -
457 cpemy -145 muxpona; GALILEO npu OLIPB: -449 cpemty -169 muxpona; VIBRANT npu
OPPB: -280 cpemry 128 mukpona).ToBa Hamanienne oT u3xoaHoto HUBO B CRT ce momabpika 10
Kpast Ha Bcsko nipoyuBane, cenmuiia 100 B8 COPERNICUS, cenvumia 76 B8 GALILEO u cenmuria 52
BB VIBRANT.

Jluabemen maxynen edem

JlnaOeTHUST MaKyJICH €IeM € CJICACTBUE OT AuabeTHATa PETHHOMATHS U Ce XapaKTepu3upa ¢ MOBHIICH
CHJIOB TIEpMEaOMIINTET U YBPEKIaHE HA PETUHHHUTE KaNIISIPH, KOETO MOXKE J1a JIOBEJIe J0 3ary0a Ha
3pUTETHA OCTPOTA.

ITpu manueHTH, JeKyBaHu ¢ aGaubepIIENnT, MOBEYETO OT KOMTO Ca OWIIH KITaCH(PHUIINPAHU KaTo
nanueHTH ¢ quadet tun 11, ce HabmonaBa Obp3 M CTAOMIICH OTTOBOP IO OTHOIICHHE Ha MOP(OIIOTHSITA
(CRT, nuBo mo DRSS).

B npoyusanusita VIVIDPME 4 VISTAPME e naGironaBaHo cTarucTHYECKH 3HAYMMO TTO-TOJISIMO
cpenno Hamanenue B CRT oT U3XogHUTE CTOMHOCTH 10 CEAMMUIIA 52 MPHU NAIlUCHTH JICKYBaHU C
aduIMOepIIET B CPaBHEHUE C JIA3€PHO KOHTPOJIMPAHUTE, ChOTBETHO -192,4 1 -183,1 MukpoHa 3a
rpynure ¢ aaudepuent 2Q8 u ChOTBETHO -66,2 1 -73,3 MUKpOHA 3a KOHTPOJIHHUTE Ipynu. B
cenmuna 100 HamManeHueTo e monabpkaHo ¢ -195,8 u -191,1 mukpona 3a rpynute ¢ adgubepuent
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2Q8 u ¢ -85,7 u -83,9 MUKpOHA 3a KOHTPOJIHUTE IPYIIH, CHOTBETHO B npoyusanusTa VIVIDPME g
VISTAPME,

Hanpagena e onenka, mokaspaia nogodpenue ¢ > 2 crbnk B DRSS no npeasaputento yTouHeH
naund BB VIVIDPME g VISTAPME, Crenenta Ha npomsina B ckopa mo DRSS e usmepena npu 73,7%
ot nauuentute 6B VIVID PME i1 98 3%, ot nauuentute 8B VISTAPME. B cenmuua 52, 27,7% u
29,1% ot rpynure ¢ apmubepuent 2Q8, u 7,5% u 14,3% OT KOHTPOIHHUTE TPYITH Ca UMAIH
nogobpenue ¢ > 2 crbiku B DRSS, B cenmunia 100 ceotBeTHUTE mporieHTH ca 6w 32,6% u 37,1%
ot rpynure ¢ apnubepuent 2Q8, u 8,2% u 15,6% OT KOHTPOTHUTE TPYIIH.

[IpoyuBanero VIOLET cpaBHsiBa Tpu pa3nuvHA CXeMH Ha pujiarane Ha aduubeprent 2 mg 3a
nedyenne Ha JIME cnien Haif-Majko eHa ToauHa JICUCHHE ¢ (PHUKCUPAHT WHTEPBAIN, KaToO JICUCHUETO ©
3all0YHATO ¢ 5 MOCJEe0BAaTEIHA MECEUHH JI03H, TIOCIECBAHN OT IIpHUjlaraHe Ha Bceku 2 mecena. B
ceamuua 52 u ceamuna 100 ot mpoy4BaHeToO, T.€. BTOpa U TpeTa rofMHa OT JIEYEHUETO, CPEIHUTE
npomenn B CRT ca knmnHUYHO moo0HY 3a JiedeHue u npoabikaBane (2T&E), copen vy xnute (pro
re nata (2PRN)) u 2Q8, cvotBeTHO -2,1; 2,2 1 -18,8 mukpona B ceamuna 52, u 2,3; -13,9 u -15,5
MukpoHa B ceamuiia 100.

Muonuuna xopoudanrHa Heo8acKy1apu3ayus

MuonunyHara XopouanHa HeoBacKyaapuzamus (MuonmaHa XHB) e gecra mpuunna 3a 3aryba Ha
3peHHE NPH Bb3PACTHHU C MATOJOrMYHa MUONH. Ts ce pa3BuBa KaTo MEXaHU3bM 3a 3apacTBaHE Ha
paHu, BCIACICTBUE HAa PyNTypu Ha MeMOpaHaTa Ha Bruch u npeacrapiisBa Hail-4eCTOTO ChOUTHE,
3acTpallaBallo 3peHHUeTo, PU MaTOIOTHYHA MUOITHS.

[Ipu nauuentu, nexysanu ¢ agiubeprent B mpoyuBaHeto MYRROR (eana MHKeKIus, MPUIIOKEHA B
Ha4aJ0TO Ha TEPAIUsATA, C JOIIBIHUTEIHA MHKEKIINY, IPHIJIATAHH B CIIydail Ha IEPCUCTUPAHE Ha
3abonsiBaneTo win peuunus), CRT HamansBa ckopo ciiex 3arouBaHe Ha JICYSHUETO B 110J13a Ha
adumbeprient B ceamuna 24 (-79 MUKpoHa U -4 MUKPOHA, ChOTBETHO, 3a TpyIiara 3a JCUCHHUE C
adunbeprient 2 mg U 3a KOHTPOJIHATA IpyIa), KaTo ce 3ama3Ba JI0 ceaMulia 48,

B nonsnnenue, cpennuar pasmep Ha XHB ne3us HamansiBa.

Kinnanyna edrkacHOCT M 0€30HaCHOCT

Bnaoscna BIIM

BezonacHoctTa 1 epukacHocTTa Ha adIUOSPLENT ca OLIEHEHH B IBE€ PaHAOMU3HUPAHH,
MHOTOLIEHTPOBH, IBOITHO-CJIENH, aKTUBHO-KOHTPOJIMPAHU IIPOYYBaHUs IIPU MMALMEHTH ¢ BiaxHa B/IM
(VIEW1 u VIEW2) ¢ 06m1o 2 412 nanueHTa JieKyBaHU U olieHsBaHU 3a edukacHocT (1 817 ¢
adnubepuent). Be3pactra Ha manuenTute Bapupa Mexay 49 u 99 rogunu, cpeano 76 rogunu. B te3n
KIMHUYHY Tpoy4yBaHus, npuonnsutento 89% (1 616/1 817) oT nanueHTHTe, pAaHAOMHU3HPAHHU 32
nedenue ¢ adubeprienT ca OuiaM Ha Bb3pacT 65 TOAMHY WX TI0-BB3PACTHH, U TpHOIn3nTeHo 63% (1
139/1 817) ca Ounm Ha Bb3pacT 75 FOAMHU WU MMO-Bb3pacTHH. BB BCsAKO MpoyUBaHe NAllMEHTUTE ca
paHzoMu3upaHu B cboTHOIEHue 1:1:1:1 Ha 1 oT 4 cxeMu Ha npuIarase:

1) adumbeprienT, Mpriiarad Mo 2 mg Ha BCEKU 8 CEIMUITH Clie/T 3 TbPBOHAYATHU €KEMECEYHU
no3u (admubeprent 2Q8);

2) adunbepiienT, mpujiarad mo 2 mg Ha Bceku 4 cenmuiiy (admubepuent 2Q4);

3) adumbepuent, npwinaran 1o 0,5 mg Ha Bceku 4 cenmuny (admaudepuent 0,5Q4); u

4) pannbu3ymao, npuiarasd o 0,5 mg Ha Bcexu 4 ceamuii (panuduzymad 0,50Q4).

[Ipe3 BTOpara rogrHa Ha MPOYYBAHUATA, MAIIMEHTUTE MPOABIDKABAT /1a TIOIyYaBar MoIyJYaBaT
IIFPBOHAYATHO PaHIOMH3MpaHaTa 103a, HO 1Mo MOTu(HUIpaHa cCXeMa Ha MpUiiarane, BOAeHa OT
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OIIEHKAaTa Ha Pe3yJITaTHTE 10 OTHOIIEHHE Ha 3PEHUETO M aHATOMUYHATa HaxoJlKka ¢ nepuHrpaH 1mo
MIPOTOKOJI MaKCHMAaJIeH WHTEpPBaJ Ha Ipuiarade ot 12 cexMuiiy.

W B nBete mpoyuBaHUs IbPBUYHATA KPaifHA TOYKA 332 €()UKACHOCT € MPOICHTHT MMAIUCHTH B
MOTMYJIAIUSATA 110 MPOTOKOJI, KOUTO MOIIBbPKAT 3PCHHUE, T.€. KaTo 3ary0a Ha Mmo-Majko oT 15 OykBu OT
3pUTETHATa OCTPOTA B CEAMUIIA 52 CIPSIMO U3XOAHOTO HHBO.

B mpoyuBane VIEW1 B ceqmuma 52, 95,1% ot mauuenTute B rpymnara ¢ admbdeprent 2Q8
MOAABPKAT 3peHHeTo B cpaBHeHHE ¢ 94,4% OT manueHTHTE B Tpymnara ¢ pannouszymad 0,5Q4.

B npoyuBane VIEW?2 B ceamuna 52, 95,6% ot nauuenTute B rpymnara ¢ agumbdeprent 2Q8
MOJIBPKAT 3pEHUETO B cpaBHEHHE ¢ 94,4% OT manueHTuTe B rpynara ¢ panuouszymad 0,5Q4. B
JBETE TpOy4YBaHus, aQuuOepIenT e JoKa3aHa Karo He MO-Mayko e(hUKacHa M KIMHUYHO CKBHBAJICHTHA
Ha rpynara ¢ panuousymat 0,5Q4.

[oapoGHu pe3ynTaTti OT KOMOMHUPAHHS aHAJIN3 Ha JIBETE MTPOYyUBaHUS € ITOKa3aH B Tabnuna 2 u
¢durypa 1 mo-momy.

Ta6auna 2: Pesynraru 3a epukacHoCT B cenMuIia 52 (IbpBUYCH aHAIH3) U cenMuiia 96;
KOMOMHHMPaHU JaHHU OT npoyusanusTa VIEW1 u VIEW2

Pesyarar 3a epuKaCHOCT Adaundepuent 2Q8 7 Panu6usymaé 0,5Q4
(admubeprient 2 mg Ha BCEKU (parnOm3yma6 0,5 mg Ha
8 ceMUILM clies 3 HayalHua BCEKHU 4 CEMUIIH)
€KEeMECEUHHU JI03H)
(N =607) (N =595)
Cenmuna 52 Cemmuna 96 | Cenmura 52 Cenmurna 96
CpeneH Opoii HHXEKIIMU OT 76 1.2 12.3 16.5
HU3XOJHOTO HUBO
Cpenen 6poii nHXeKuu (0T 42 47
ceammuIia 52 1o 96)
IIpoueHT nmaueHTr che
3ary6a < 15 OykBu oT 95,33%" 92,42% 94,42% P 91,60%
u3xonHoTo HUBO (PPS™)
Pazmuxa® 0,9% 0,8%
(95% JU)" (-1,7;3,5" | (-2,3;3.8)"
Cpenna npomsiaa B BCVA,
M3MEepeHa 4pe3 OICHSIBAaHE
Ha Oyksute no ETDRS™ or 8,40 7,62 8,74 7,89
H3XOJHOTO HHBO
Pasnuka B LS cpenna
npomsiHa (OyKBH IO -0,32 -0,25
ETDRS)® (-1,87;1,23) | (-1,98; 1,49)
(95% AN)D
IIpouieHT mamueHT ¢
ronoopenue > 15 O6ykBu OT 30,97% 33,44% 32,44% 31,60%
H3XOJHOTO HHBO
Paznuxa® -1,5% 1,8%
(95% AN)" (-6,8; 3,8) (-3,5,7,1)

A) BCVA: Haii-n06pe KopurupaHa 3puTesiHa 0CTpoTa
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ETDRS: [IpoyuBane Ha paHHO jedeHue Ha quabeTHa peturonatus (Early Treatment Diabetic Retinopathy
Study)
LS: Cpennata pa3nuka Ha Haif-MankuTe KBaapary, momydera or ANCOVA
PPS: mo mportoxon
B) Ananu3 Ha wsnara nonynauus (FAS), npenacsine Ha gaHHuTe 0T nocieaHoto Hadmoaenue (LOCF) 3a Bcuuku
QHAJIN3M C U3KIIIOYCHNE Ha MPOLICHTA MTALUeHTH, HOIIbPIKALH 3PUTEIIHA OCTPOTA B CEAMHUIIA 52, KOETO
npezacrasissa PPS
B) Pazimkara € CTOMHOCTTa 3a rpymaTa ¢ aQuOepIenT MAHYC CTOMHOCTTA 3a TPyIIaTa ¢ paHuOH3yMad.
[Nonoxxurenna cToifHOCT € B moy3a Ha adaudepuent.
D Jloseputenen unrepsan (1), H34uCIEH Ype3 HOPMAIHO IIPUOIMKEHAE
A Cren 3amo4BaHe Ha JICYEHHE C TPH €KEMECETHH JTO3H
E) Ilosepurenen unTeppan, jexant u3usiuo Has -10%, nokassa He Mo-Maika epUKacHOCT Ha auOepLenT
CIpsIMO PaHUOM3yMad
®@urypa 1. CpenHa npoMsiHa B 3pUTEITHATA OCTPOTA OT
W3XOJHOTO HUBO JI0 ceamuiia 96 3a KoOMOMHUpaHUTE
JTAHHY OT MpoyuBaHusTa Viewl u View?2

ocTpoTa (6yksu)

CpepaHa NpoMsAHa B 3puTesnHara

Om A 1 A L L 1 il 5 1 L L 'l L 1 1 L 1 L 1 1 L L L L J

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

Ceamuym
—8— A¢miSepuent 2 mg QS comumm O Parnbusymat 0.5 mg Q4 cemummm

[Ipu xomOunupan ananu3 Ha ganauTe oT VIEW1 u VIEW2, adnubeprient nokaszpa KIMHUYHO
3HAUUMH IPOMEHH OT U3XOJHOTO HUBO B MpEBApUTEIHO e(UHIpaHaTa BTOPUYHA KpalfHa TOYKa 32
e(pUKacCHOCT, U3MEPEHHU Upe3 BhIPOCHUK 3a 3puTenHara gpyHkuus Ha Hannonanaus odranMonoruyeH
nHctutyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 k1uHIYHO
3HAUUMH PA3JIUKHU ¢ paHUMH3yMa0. BennunHara Ha Te3u MpoMeHu € 1oJj00Ha Ha HaOonaBaHara B
MyOJIMKYBaHH MTPOYYBAHMSI, KOETO ChOTBETCTBA Ha MON00psIBaHE HA 3peHHeTo ¢ 15 OykBU npu
Hai00pe Kopurupana 3pureiana octpota (Best Corrected Visual Acuity, BCVA).

Hpe3 BTOpAara ronHa Ha MMpOoy4YBaHUATA, e(i)I/IKaCHOCTTa KaTo 1510 €€ MoAabpIKa 10 MOCICAHOTO
OIICHABAHC B CCAMUIIA 96, Karo 2-4% ot MalUEHTUTE Ca CC HY>KAACIIU OT BCUYKU MHXCKIIMU Ha
MECCUYHa 6333, al/3or MNAalUCHTUTE Ca CC HYKAACIIN Hai-MaJIKO OT C€AHAa MHXXCKIUA C MHTCPBAJl HA
JICYHCHHUEC OT CaMO €IMH MCCCII.

Hamanennero Ha cpenHara 1ol Ha XOpOoHWJaTHa HEOBAaCKyIapr3alns € BUIUMO BbB BCHUKH JJO30BU
IPYIU U B ABETE MPOY4BAHUSL.

PeSy.]'ITaTI/ITe 3a e(l)I/IKaCHOCT BbB BCUYKHU OLICHABAHU NOATPYIIA (Hanp. Bb3pacT, I10JI, paca, 3pUTCIIHA

OCTpOTa Ha U3XOAHO HUBO, BUJI HA JIE3UATA, pa3Mep Ha JIE3UATa) BbB BCSIKO IIPOYYBAHE U MIPH
KOMOMHHMpAHUS aHAJN3 Ca B ChOTBETCTBHUE C PE3YJITATUTE B IEITUTE ITOMYIIAIHH.
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ALTAIR e 96-ceqMUIHO MHOTOIICHTPOBO, PAaHAOMHU3HPAHO, OTBOPCHO MpoydBaHe npu 247 HMaIrueHTH
SITIOHITH C HelleKyBaHa BinaxkHa BJ[M, mpenHasHadeHo fa orieHN e(pruKacHOCTTa 1 6€30MacHOCTTa Ha
adubepIenT cie/ 1B Pa3InyHu KOPEKIIMK Ha UHTepBaia (2-ceAMUYHa U 4-CeIMUYHA) TTPH PEIKUM
Ha JICUCHUE U YIbJKaBaHE.

Benuky nanmenTH nomy4aBar MecedHu 1031 adubeprienT 2 mg B IpOIbIDKEHNE Ha 3 Mecera,
MOCTIeIBAHO OT €/IHA MHXKEKIIUS CIie]l IOMBIHUTEINICH 2-MeceueH nHTepBai. B cenmuna 16 nanuenTure
ca pangomusupanu 1:1 B 1Be rpynu Ha jieueHue: 1) agnubeprient, JieueHUe U yabbKaBaHe ¢ 2-
CeJIMUYHU KOPEKIIUU U 2) aduOepIIenT, JICUSHUE U yIbDKAaBaHE ¢ 4-CEIMUYHU KOPCKIIHH.
VYbikaBaHEeTO WM ChKpallaBaHETO Ha MHTEPBaa Ha JICYSHHUE € ONpeJIeIIeHO Bb3 OCHOBA Ha
3pUTEITHU W/ aHATOMUYHH KPUTEPHH, ONIPE/ICIICHH C TIPOTOKOJ, ¢ MAKCUMAJICH HHTEPBa OT 16
CE/IMMIIY 32 JBETE TPYIIU.

[IbpBUyYHaTa KpaiiHa TOUKa 3a eUKACHOCT € cpeanara npoMsHa B BCVA oT U3X0IHOTO HUBO JI0
cenmuiia 52. BropuuHurte KpaliHu TOYKH 32 €PUKACHOCT ca MPOLEHTHT Ha MAlMEHTUTE, TIPH KOUTO
HsIMa BJOIIaBaHe ¢ >15 OyKBH, ¥ IPOLIEHTHT Ha MALUEHTUTE, IPU KOUTO UMa NOJOOpEHHE C Hall-
Maiko 15 Oyksu mpu BCVA oT H3X0AHOTO HUBO A0 cenMuIia 52.

B cenmuiia 52 maneHTUTE B pAaMOTO HA JICYEHHE U YIBKABaHE C 2-CEMUYHN KOPEKIIUH MOTy4aBar
cpenno 9,0 OykBU OT U3XOJHOTO HUBO B CpaBHEHHE C 8,4 OyKBH 3a T€3H B rpymara ¢ 4-CeIMUYHH
kxopeknuu [LS cpenna pasnuka B 6yksute (95% CI): -0,4 (-3,8;3,0), ANCOVA]. IlponieHTHT Ha
MalMEeHTHUTE, IPU KOUTO HAMA BJIOLIaBaHe ¢ >15 OykBH, B ABETE paMeHa Ha JieueHue e cxoneH (96,7%
B rpyIara ¢ 2-CeIMHYHU KopeKuu u 95,9% B Tasu ¢ 4-cenMuyuHu Kopekuun). IIporeHTsT Ha
MaIUeHTHTE, PU KOUTO MMa mofo0penue ¢ >15 OykBu B cenmuna 52, e 32,5% B rpynara ¢
2ceqmuynn kopekunu 1 30,9% B Tasu ¢ 4-ceIMUUHU KOpeKIHH. [IpoLeHThT Ha MAMEHTHTE C
HMHTEpBaja Ha JIUCHUeE, YIbDKEH 10 12 cenMuuun wiu noseye, € 42,3% B rpynara ¢ 2-ceIMUYHU
kopekuuu 1 49,6% B Ta3u ¢ 4-ceamuyHu Kopekuun. OCBEeH TOBa, B rpymnara ¢ 4-ceIMUYHHA KOPEKIIUU
40,7% oT manueHTUTe ca C MHTEPBaJ, YIBDKEH 10 16 cemqmurtu. [lpu mociaeHOTO MOCEIIEHHE 10
ceamutia 52 56,8% u 57,8% 0T manueHTUTE ChOTBETHO B TPYNHUTE C 2-CEIMUYIHH U 4-CEIMUYHU
KOpEKIINH ca ¢ TUTAHWPaHa CIIe/BAIa MHXKEKIUS B HHTEPBAI OT 12 CEMUIIN UITH TTOBEYE.

[Ipe3 BTOpaTa rogrHa OT MPOYYBAHETO, €(HUKACHOCTTA B IIOBEYETO CITyYaH Ce 3ara3Ba JI0 MocieHara
OIIEHKA B CeIMUIIA 96 BKIIIOUYUTEITHO, ChC CPEHO MOJ00pEHHe OT U3XOAHO HUBO 7,6 OYyKBH 3a Tpymnara
¢ 2-ceIMUYHM KOpeKIuu U 6,1 OykBH 3a rpynara ¢ 4-ceMUIHH KopeKiuu. [IpoleHTsT Ha
MAalKUeHTUTE, KOUTO Ca YABJDKUIN UHTEpBaja Ha JiedueHrue 10 12 ceqMuuu win noseue, € 56,9% B
rpymnara ¢ 2-ceqMU4HHU Kopekiuu u 60,2% B rpymnara ¢ 4-ceaMHYHHU Kopekuuu. [Ipu nociaenHoro
nocenienue npeau cenmuia 96 64,9% u 61,2% OT marMeHTUTe B TPYIUTE C 2-CEIMUTHH U
4ceaMUYHH KOPEKITUH ca ChOTBETHO C TUTAHHMPAHa CJIeIBaIa HHKEKIT B MHTEpBaj oT 12 ceaMuIm
unu noseue. [Ipe3 BTopara ronuHa OT JIGYEHUETO MAIlUEHTUTE B IPYIIUTE C 2-CEAMUYHHU U 4-CeIMUYHU
KOPEKLUH MOTy4YaBaT CbOTBETHO cpeano 3,6 u 3,7 uwxkekuuu. [Ipe3 2-roguiiinus nepuos Ha JIeUeHue
ManueHTrUTe oirydaBat cpeaHo 10,4 mHKeKIun.

3puUTENHATE U CUCTEMHUTE MTPOQUIIN Ha OE30IIacHOCT ca o00HU Ha Oe30MMacHOCTTa, Ha0loaBaHa B
ocHoBHuTe npoyuyBanus VIEW1 u VIEW2.

ARIES e 104-cenMUYHO MHOTOIIEHTPOBO, PaHAOMHU3UPAHO, OTBOPEHO, AaKTUBHO KOHTPOIUPAHO
npoy4yBaHe Mpu 269 manueHTy ¢ HeleKyBaHa BiaxkHa B/IM, npenHa3HaueHo Ja OLEHU He MOo-MajKaTa
e(ukacHOCT, KakTo U 0€30MMaCHOCTTA Ha JICUCHUE U MPOIBIDKABaHe HA CXeMaTa Ha MpujiaraHe,
3ar0YHATO CIie 3 TOCIICOBATETHI MECETHH JIO3H, TIOCTIEABAHH OT YIbDKABaHE IO IByMECEUCH
HMHTEpBaJ Ha JICUCHUE CIPSIMO JICUCHHUE U IPOABbKaBaHe HAa CXeMara Ha puiarale, 3alo4Haro el
IbpBaTa roguHa OT JICYCHUETO.

[Ipoyusanero ARIES n3cnenBa chIio mporieHTa Ha MallHeHTHUTE, KOUTO CE€ HY>KIAsAT OT IO-9€CTO
JISYCHHE, OTKOJIKOTO Ha BCEKH 8 CEMMIIH, B3 OCHOBA HA pEIICHUETO Ha u3cienonares. Ot 269
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MAIMEHTH 62 MalMeHTH ca I10JIyyaBay [10-4eCTO [IPUIaraHe IoHe BEAHBK 110 BpeMe Ha
poyuBaHeTo. TaknBa MayeHTH OCTaHaBaT B IPOYYBAHETO M IIOIy4aBar JIeYEHHE CIIOPEN
HaiimoOpaTa KIMHUYHA TPEIIeHKA Ha U3CJIEA0BATENS, HO HE T0-YECTO OT BCEKH 4 ceAMUIH U
WHTEPBAJIUTE UM Ha JICYCHHUE MOTaT Aa ObJaT yABIKEHN OTHOBO cliesl ToBa. CpeJHUSAT HHTEpBal Ha
JISUCHHE CIIe PEMICHUETO 3a Mo-uecTo JedeHue € 6,1 cenmunm. BCVA Ha cenvuma 104 e mo-HHCKa
IIPY TALUEHTH, KOUTO CE€ HYXAAsAT OT 0-UHTEH3UBHO JICUCHHUE TIOHE BEAHBK B X0Z1a Ha IIPOYYBAHETO,
B CpaBHEHHE C MAIMEHTH, KOUTO HE ce HyXIasT, U cpeanara npomsHa B BCVA oT U3X0#IHOTO HUBO 10
Kpas Ha mpoy4BaHeTo € +2,3 + 15,6 OykBu. OT manueHTure, JieKyBaHU 1o-4ecto, 85,5% mogabpxar
3peHue, T.€. 3aryoBar 1o-Maiko ot 15 6yksu, a 19,4% nonyuasar 15 nnm noseue Oyksu. [Ipopunbt
Ha 0e30MacHOCT Ha MalUeHTHUTE, JIEKYBaHH [10-4€CTO OT BCEKH § CEIMHIIM, € CPABHUM C JaHHUTE 3a
6e3onacnoct B VIEW 1 u VIEW 2.

Omox na maxyrnama ecieocmsue wa OL[PB

BezomacHocTTa 1 eukacHOCTTa Ha adIUOEPIENT ca ONIEHEHH B IBE paHIOMHU3UPaHH,
MHOTOIICHTPOBH, TBOHHOMACKHPaHH, IJIae00-KOHTPOIMPAHU IPOYYBaHUS IIPH TTAIIMEHTH C OTOK Ha
Mmakynara Beseactsue Ha OLIPB (COPERNICUS u GALILEO) ¢ 06110 358 manueHTH JeKyBaHu U
MTOJIXOISIIIM 32 OlleHKa Ha edukacHocTTa (217 ¢ admubeprient). Bp3pacTra Ha NaleHTUTE Bapupa OT
22 no 89 rogunu, cpeano 64 ronunu. B OLIPB npoyuBanusta, npubausurento 52% (112/217) ot
MAaNMEeHTHUTE, PaHIOMHU3MPaHH 3a JieueHue ¢ adumbeprent ca Omim Ha Bb3pacT 65 TOAWHH HITH TO-
BB3pacTHH, 1 ipudam3uTento 18% (38/217) ca Ounm Ha BB3pacT 75 TOAWHU WM MO-Bb3pacTHU. B
ABCTC NMPOYUBAHUSA MAITUCHTUTE Ca pas3npcACICHU Ha CJIY4YaCH MMPUHIUII B CbOTHOILICHUEC 3:2B rpymnara
3a MHKEKTHUpaHe Ha adnubeprent 2 mg Ha Bceku 4 cenmuru (2Q4), uiin B KOHTPOJTHATA TPYyTIa 32
MHKEKIUH C IU1ane0o0 Ha BCeKH 4 CeAMUIIH, 3a 0010 6 IPHIIOKESHUSL.

Crnen 6 exeMeceyHy HHXEKIMH MAUEHTUTE ca MTOTy4aBal JEYEHHE CaMO aKo Ca OTrOBapsiIv Ha
MIpeIBAPUTEITHO OIPEEIICHH KPUTEPHUH 32 JISUSHHE, C N3KIIIOYeHNE Ha MallMeHTUTE B KOHTPOJIHATa
rpyna Ha npoyuBaHeTo GALILEO, kouTo ca mpoab/KIIN 1a Mody4aBar Iianedo (KoHTposia Ha
KOHTponara) 1o cexmuna 52. OT Ta3u BpeMeBa TOUKa, BCHUKH MAIlMEHTH ca OWIIM Ha JIeYeHHe, aKko ca
OTrOBapsUIM Ha NPEIBAPUTEITHO ONPEAETICHUTE KPUTEPUH.

U B nBeTe nmpoyuBaHus MbpBUYHATA KpaliHa TOYKA 32 €(pUKACHOCT € OMJI MPOICHTHT MAallUeHTH, KOUTO
ca ce nmonoOpuiu ¢ moHe 15 6ykeu B BCVA Ha cenmunia 24, B CpaBHEHHUE ¢ U3XOJIHO HUBO.
BropuuHara npoMeHIKBa 3a eUKACHOCT € OHiIa MPOMsIHA B 3pUTEIHATa OCTPOTA B ceMuIia 24 B
CpaBHEHHE C U3XOJHOTO HHUBO.

Pasnukara Mex 1y TeparneBTUYHUTE TPYIU € OMIla CTATUCTHYECKH 3HAauMMa B 110J13a Ha aduubdepIient u
B JIBETE MPOyYBaHUs. MaKCHMaIIHOTO TIOOOpEHUE Ha 3pUTETHATa OCTPOTA € JOCTHTHATO Ha Mecell 3 ¢
rocienBamo crabunusupane Ha 3purenHara ocrpora 1 CRTmo mecert 6. CTaTUCTHYECKN 3HAYMMATA
pasiuka € moJIbpiKaHa JIo ceaMura 52.

[logpoGHU pe3ynTaT OT aHaM3a Ha JIBETE MPOyUBaHM ca MOKa3aH! B Tabnuna 3 ¥ Ha Gurypa 2
HOZ0ITY.
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Ta6auna 3: Pesynraru 3a epukacHOCT Ha ceqmuia 24, cenqmuna 52 u cexmuna 76/100 (Isuiara ananusupana rpyna ¢ LOCF®) B npoyusanus

COPERNICUS u GALILEO
Pesynrarm 3a COPERNICUS GALILEO
eduxacHocr
24 cexMuIU 52 cenmunu 100 ceamuuu 24 ceaMuuIHU 52 cenxmunu 76 ceamuuu
A¢unéepuent [Kontpoaa |Aguudepuent Konrpona® |Adaubepuent® Aduubepuent Adaubéepuen |Kontpoaa| Aguino
2 mg Q4 N=173 2m - 2 mg Q4 T N = 68) | epuent
8Q ( ) & (N=T73) 2 mg KonTtponan,e gQ Kountpoa 2 ( ) x) KonTpo-
(N=114) (N=114) (N=114) ) (N=103) n mg A
N=103 2m
(N=73) ~ =6 1) 2| N=68)
N 3
103)
IIpouent
ITAIIUCHTH C
noobpere > 56% 12% 55% 30% 49.1% 233% 60% 22% 60% 32% | 573% | 29.4%
15 OykBu oT
HU3XOIHOTO
HHUBO
[Iperernena 26.7% 27,9% 28,0%
AB, ) >/ 70 13,0 13,3
pas 44,8% 25,9% (13,1, 40,3) 38.3% (13,0, (13,3,
(95% AN) p- _ 2 42,7) 42,6)
. (33,0, 56,6) (11,8,40,1)p = (24.4,52,1)
crouHocT p <0,0001 0,0006 p <0,0001 p =0,0004 ~
p=0,000
p=0,0003 4
Cpenna
TpoMsiHa B
BCVA®),
n3MepeHa 1o
ETDRSP 17,3 -4,0 16,2 3,8 13,0 1,5 18.0 3,3 16,9 3,8 13,7 6,2
pesyTar 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
H3XOIHOTO
HHUBO
(SD)
Pazmuka B LS 12,7 14,7 13,2
cpedna 21,7 (7,7,17,7) 1.8 (10,8, 18,7) (8,2, 7,6
E;FOI/IHOCT (17,4, 26,0) 67,17 (3) 18,2) 2,1,
b 13,1)
p <0,0001 p <0,0001 p <0,0001




(95% AN) p-| p <0,0001 p <0,0001 p=0,007,
CTOHMHOCT 0

A) Paznukara e agmubeprent 2 mg Q4 ceIMUIM MHHYC KOHTPOJIA
5 Pasnmkara u mosepurennuar uarepsain (1) ce n3ancapar, karo ce n3nomssa TecT Ha Cochran-Mantel-Haenszel (CMH), kopurupan 3a pernoH (AMepHuKa CIpsMo
ocrananata 4act ot ceera 32 COPERNICUS u Eppoma cripsimo Asust/ Tuxookeancku peruoH 32 GALILEO) u m3xonna xareropus mo BCVA (> 20/200 u < 20/200)

B) BCVA: Haii-no6pe xopurupana 3putenna ocrpora (Best Corrected Visual Acuity) ETDRS: IIpoy4usane ¢ paHHO JeueHue Ha nuabetHa perunonarus (Early Treatment
Diabetic Retinopathy Study)

LOCEF: Ilpenacsine Ha gaHHUTE OT nocieaHoTo HaomoneHue (Last Observation Carried Forward)
SD: CranmapTHO OTKJIOHEHHE
LS: Cpenna Ha Hali-mMankuTe KBajapary, moaydero or ANCOVA

D LS cpenna paznvka u goBepuTeneH uaTepBan Ha 6asara Ha mogen ANCOVA ¢ daktopu: rpyna Ha jieyenue, pernoH (AMepuka CIpsiMO 0CTaHajlaTa 9acT OT CBETa 3a
COPERNICUS u EBpomna cpsimo Azwmsi/Tuxookeancku peruos 3a GALILEO) u u3xonna kateropus no BCVA (> 20/200 u < 20/200)

A B npoyuanero COPERNICUS nanueHTHTe B KOHTPOJIHATA IPyIIa ca MOTIIM J1a MojTy4asar aduiuOepLenT NP1 Bb3HUKBAHE Ha HYX/1a, ¢ YECTOTa BEIAHBK Ha BCEKH 4
CeIMHIM OT ceaMHuIa 24 10 ceqMuIa 52; MarueHTUTe ca NMaJi BU3UTH Ha BCEKU 4 CEAMUIIH.

B B npoyusanero COPERNICUS KakTo IIalMEHTHTE OT KOHTPOJIHATA TPyIIa, TaKa U HAIMEHTHTE Ha adaubeplent 2 mg, ca mojlydaBamy aQaubepIent 2 mg Ipu
BBH3HMKBAHE Ha HY)Ka C YECTOTAa BEAHBXK Ha BCEKH 4 CeAMHUNN OT cenMuIa 52 1o cenmuia 96; manueHTuTe ca NMallH 33 IbDKUTEITHA BU3UTH Ha 3 Mecela, HO € MOXKEIOo
Jia ObJaT IPErIekKAaHN U Ha BCEKU 4 CEIMUIIH, aKO € HEOOXO0IUMO.

B npoyusanero GALILEO KakTo IalMeHTHTE B KOHTPOJIHATA IPyIIa, TaKa M MAIMEHTUTE Ha aQuuOeplent 2 mg, ca MoaydJaBain aGuruOepuent 2 mg IpH HyK1a, Ha
BCEKHU 8 CEAMUIIM OT ceaMuIa 52 1o ceaMuiia 68; mareHTUTe ca MMajd 3a4bJDKUTSIHA BUSHTH Ha BCEKH 8 CESAMUIIM.



®@urypa 2: CpeHa npoMsiHa OT U3XOJHOTO HUBO 10 ceamuiia 76/100 B 3puTeniHara ocTpoTa Mo TpyInu Ha
neyenue 3a nmpoyusanusita COPERNICUS u GALILEO (Lisnara ananu3upaHa rpyra)
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¥ [loka3ea npeMUHaBaHETO Ha KOHTPONHaTa rpyna kbm PRN neyenue ¢ Admibepuent 2 mg

B GALILEO, 86,4% (n = 89) ot rpynara Ha admubepuent u 79,4% (n = 54) ot rpynara Ha ruiarne6o ca
oum ¢ OLIPB nepdy3us Ha nzxoano HuBo. B cenmumua 24, ToBa ca 6unm 91,8% (n = 89) B rpynara Ha
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amubepuent u 85,5% (n =47) B rpynara Ha miane6o. Te3u nmpomopiuu ce mogabpxar B ceamumna 76, ¢
84,3% (n=75) B rpynara Ha adnubepuent u 84,0% (n = 42) B rpynara Ha miaine0o.

B COPERNICUS, 67,5% (n = 77) or rpynara Ha aduubepient u 68,5% (n = 50) ot rpynara Ha 1uiane6o
ca 6umu ¢ OLIPB niepdy3us Ha n3xomHo HUBO. B cemmuma 24, ToBa ca 6w 87,4% (n = 90) B rpynara Ha
admbepuent u 58,6% (n = 34) B rpynara Ha miamne6o. Te3u mpomopiun ce moaabpxkar B ceamuna 100, ¢
76,8% (n=76) B rpynara Ha admbepuent u 78% (n = 39) B rpymara Ha rurane6o. [lanmenture B rpymara
Ha 11anebo ca UMajy MpaBo Ja Mmoidy4aBar aduudepuent ot cenMuna 24.

bnaronpustHuaT edekT OT JieueHnueTo ¢ adgaubdepuenT BrpXy 3puTeaHara (yHKIHS € TI000CH B
M3XOMIHUTE TIOATPYIH OT MAIMeHTH ¢ epdy3us u 6e3 nepdysus. Edexrrure Ha JedeHHETO BHB BCUUKH
OIICHSIEMH TIOATPYITH (HAIp. BB3PACT, TOJ, paca, 3pUTETHA OCTPOTA Ha U3XOJHO HUBO, TIPOIBIDKUTEITHOCT
Ha OLIPB) BBB BCSIKO OT NMPOYYBAaHUATA Ca OWIIM MPUHIIMITHO ChOTBETCTBAIIM HA PE3YJITATUTE B OOIIHUTE
TOITYJIAIHH.

[Tpu ananm3a Ha o600mennte nanau oT GALILEO u COPERNICUS adgnubepiient noka3Ba KIMHAIHO
3HAYMMH POMEHH OT U3XOAHOTO HUBO 32 MPEIBAPUTETHO ONpe/ieieHara BTOpUYHA KpaifHa Touka 3a
e(hHUKaCHOCT.

Brnpocuuk 3a 3putennara Gysakmust Ha Hanmonanaus odranmmonormaer nHCTUTyT (National Eye
Institute Visual Function Questionnaire (NEI VFQ-25). Benmnunnara Ha Te31 IpoMeHH € monoOHa Ha
HaOmroaBaHara B MyOMMKYBaHUTE KIMHUYHY MTPOYyYBaHHS, KOETO ChOTBETCTBA Ha MprbaBsHe Ha 15 OyKBH
B Haii-no0Ope kontponupana 3purenna octpora (Best Corrected Visual Acuity, BCVA).

Omok Ha maxyrama ecreocmsue na OPPB

bezomacHoctTa 1 eprukacHOCTTa Ha adIMOEPIENT ca OLIEHEHH B €JHO PaHIOMU3HPAHO, MHOTOIIEHTPOBO,
JBOMHOMACKHPAaHO, aKTUBHO-KOHTPOJIMPAHO MPOYYBaHUE MPH MAIIMEHTH C OTOK Ha MaKyJjara BCIe/ICTBHE
Ha OPPB (VIBRANT), koeTo BKITIOUBa XeMUpETHHATHA OKITy3us Ha BeHa. O0mo 181 manuentu ca
JIEKyBaHU U ca OWIIM TIOAXO/AIM 32 olleHKa Ha edukacHocTTa (91 ¢ adumbepuient). Br3pacrra Ha
nanueHTuTe Bapupa ot 42 1o 94 ronunu, cpeano 65 ronunu. B npoyusanero 3a OPPB, npubnusurento
58% (53/91) ot nanMeHTUTE, PaHIOMU3UPAHH 32 JIeueHHE ¢ aduinOepIenT ca OUIM Ha Bb3pacT 65 roAuHu
WY TI0-BB3PACTHH, U TpHONM3UTENHO 23% (21/91) ca Ounu Ha BB3pacT 75 TOAWHY WK NIO-Bb3pacTHU. B
MPOYYBAHETO MAIUEHTHUTE Ca PaHJIOMHU3UPaHU B choTHOMIEHHe 1:1 B rpyma Ha adnubepent 2 mg Ha
BCEKH § CeMUIIH ciie]| 6 HadallHd MECEUHU MHKEKITUH, WK Ha JlazepHa (DOTOKoaryaius, MpiIoKeHa Ha
W3XOJIHO HUBO (HapeyeHa ,,Jla3ep-KoHTpoiHa rpyna’). [lanueHTuTe B Ja3ep-KOHTpONIHATA TPyIIa MOTarT Jia
MoJIyyar JOIIbJIHUTEIIHA Jia3epHa (poTokoarynaius (HapeueHa ,,CriaCUTeIHO JIa3epHO JICUeHHE ),
3armouBalia B ceMuna 12 ¢ MUHUMaIeH nHTepBalt ot 12 ceqmuiii. Bs3 ocHOBa Ha MpeIBapUTEITHO
OTIpe/IeTIeHN KPUTEPHUH, MMAIUEHTHTE B TPYIIATa C JIa3ep MOTrar Jia Moydyar CIIaCUTEIHO JISUSHHUE C
aduubepuenT 2 mg oT ceamuiia 24, npuiaraHa Ha BCEKU 4 CEJIMULIM B IPOBIKCHUE Ha 3 Mecela,
MOCJIEZIBAHO HA BCEKH § CEAMMIIM.

B knmuanynoTO npoyuBane VIBRANT, mepBruHara kpaiiHa Touka 3a e(pUKacHOCT € OHJI MPOIICHTHT
MAIUEeHTH, KOUTO ca ce moaoopuiu ¢ mone 15 6ykeu B BCVA Ha ceqmuia 24 B cpaBHEHHE C U3XOHOTO
HUBO KaTO Tpyrara Ha adinOepIenT IPEBb3X0K/Ia Ta3u Ha JIa3epHUS KOHTPOIL.

Bropuunara xpaiiHa Touka 3a eukacHOCT Oellle MpOMsIiHA B 3pUTeNTHATa OCTPOTa B ceqMuia 24 B
CpaBHEHHE € N3XOHOTO HUBO, KOSITO € OMiIa CTAaTHCTHYECKH 3HAYMMa B 110133 Ha adubepuent B
npoyuBaneto VIBRANT. IlonoOpenne Ha 3puTeIHaTa OCTPOTa € HACTHIMWIO ObP30 U TOCTUTHATO HA
Mecell 3 ¢ IocIeaBallo noIbpKane Ha edexra 1o Mecer 12.
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B rpymnara Ha na3epeHo niedeHue, 67 MalUeHTH ca MOMYYHIIA CITACUTEITHO JicueHHe ¢ aduinOepIienT,
3armoyBanio B cenMuiia 24 (akTBHA KOHTpOJa/Tpyna Ha adubeprienT 2 mg), KOETO BOIH 10 MOIo0peHme
B 3pHUTEIIHATa OCTPOTA C OKOJIO 5 OyKBHU OT ceamuna 24 1o ceamuna 52.

[MonpoOHu pe3ynraru OT aHAIM3a HA KITMHUIHOTO TipoyuBane VIBRANT ca nmoka3anu B Tabnuia 4 u Ha
¢urypa 3 mo-mgoimy.

Ta6auna 4: Pesynraru 3a epukacHocT B cenmuiia 24 u cenmuna 52 (Lsrara aHanu3npana MOMyarwst ¢
LOCF) B knuanyHOTO NpoyuBane VIBRANT

Pesysiraru 3a epuxacHoct VIBRANT
24 ceaMuuHU 52 cenmunu
Adaubepuent AKTHBHA Adaubepuent AKTHBHA
2 mg Q4 KOHTPOJIa 2 mg Q8 KOHTpoJIa
(N=91) (1a3ep) N=91)D (nazep/
(N =90) adaubdepuenTt
2 mg")
(N =90)
>
[IpoteHT nanuenTu ¢ nogoopexHue > 52.7% 26.7% 57.1% 41.1%
15 6ykBu ot m3x0AHOTO HUBO (%0)
IIpeterena paznuka™® % 26,6 16.2%
(95% auy | (13,0, 14,1) (2,0, 30,5)
p-CTOﬁHOCT p=0,0003 p=0,0296
Cpenna npomsina B BCVA, usmepena 17.0 6.9 17.1
gpe3 ETDRSC ckop 3a OykBu OT (11.9) (12.9) (13.1) 12,2 (11,9)
H3X0IHOTO HUBO (SD) ’ ’ ’
Pazmika B LS cpenna croitrocTB) 10,5 5.2
(95% JIN) (7,1, 14,0) (1,7, 8,7)
Pp-CTOHHOCT p<0,0001 p=0,0035F)

A) Pasnukata € admuGepuent 2 mg Q4 ceIMHIM MUHYC KOHTpoa (J1asep)
5 Pasnukara u 95% nosepurennuar unteppan (M) ce H34ucIABAT, KaTO e M3M0J3Ba TecT Ha Mantel-Haenszel,
kopurupas 3a peruot (CeBepHa Amepuka crpsimo Snonust u uzxoaHa kareropus mo BCVA (> 20/200 u <

20/200)

BILS cpenna pasmuka u 95% noseputenied UHTepBan Ha 6asara Ha Moged ANCOVA c rpymna Ha jiedeHue, H3X0IHa
kareropust 1o BCVA (> 20/200 u < 20/200) u peruon (CeBepHa AMepuka cripsiMo SIOHUsI) KaTo IbIroTpaitHu
etexTn 1 m3xoaHa Kareropus mo BCVA karo koBapuara.

D Or ceqmuna 24 uHTEpBana Ha JICYEHHE B IPyIIaTa Ha JedeHne ¢ auuOepLenT € yIbIDKEH 3a BCHIKH IAlUeHTH OT 4
CEeAMUIIHM Ha 8 ceaAMULIHM Tpe3 ceamuLa 48.

A B nauanoTo Ha ceqMuna 24 IamUEHTUTE B TPyIaTa Ha JEYEHHE C Ja3ep MOraT Ja MOodydaT CHACHTEIHA TEPAIMs C
aubepIIenT, ako JOCTUTHAT IMOHE €ANH NMPEBAPUTEITHO ONPEEIICH KPUTEPHii 32 MpUroaHocT. Q0110 67 manueHTu
B Ta3W rpyna ca MoJy4YriIu CIIAaCUTENHO JeueHue ¢ agnuoeprient. @ukcupaHara cxeMa Ha JiedeHne ¢ adiaubdepient
€ TpH IbTH aQuINOEpIeNT 2 Mg Ha BCEKH 4 CEIMMUIIU, TOCIEABAHO OT MH)KEKITUH HA BCEKH § CEMMIIN.

B)Homunanna p-croifHocT
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®@urypa 3: Cpenna npomsHa B BCVA, usmepena upe3 ckop 3a Oyksu mo ETDRS ot uzxomnoTo HUBO 10
ceamuiia 52 B KIMHUYHOTO npoyuBane VIBRANT

20 VIBRANT
+17.0
+17.1
15 :
|
: © +122
10 [

+6.9

(6ykBu)

CpepaHa npoMsHa B 3pUTenHa ocTpoTa

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

Na3epHO KOHTpPOSHaA
—h— Adaubeprent 2 mg —— P P
rpyna

Ha u3xonHO HMBO AETBT HA MALMEHTUTE C Tepdy3us B rpynara ¢ adpaudepLentT 1 rpynuTe Ha JICYCHHE C
nasep e cboTBeTHO 60% 1 68%. B cenmuna 24 te3u nsnose ca cborBeTHO 80% U 67%. B rpynara Ha
nedeHue ¢ apaubepLenT NPoLeHTHT Ha NMalueHTy ¢ nepdysus ce 3amaspa 1o ceamuna 52. B rpynara Ha
JIe4eHHE C J1a3ep, KbAETO NAlMEeHTUTE ca OUIIN MOJXO/IIH 3a CIIACUTEIHO JeueHHe ¢ apaubepLent ot
cenMula 24, nenbT Ha NAlMEHTHTe ¢ nepdysus ce e yBeanuni 10 78% B cenmuna 52.

Huabemen maxynen edem

bezonacHocTTa 1 euKacHOCTTa HA aIHOEePIENT ca OIIEHEH! B JIBE PAaHIOMU3UPaHH, MHOTOIIEHTPOBH,
JIBOWHO3ACIIETNIEHH, AKTUBHO-KOHTPOJIMPAHH NpoyuBanust 1ipu naientu ¢ JIME (VIVIDPME »
VISTAPME). O6110 862 nanuenTn ca Ouiv JIEKyBaHHU U OLIEHIEMH 3a e(PUKACHOCT, 576 ¢ aduubepIienT.
Bn3pacTTa Ha nmauueHTutTe Bapupa ot 23 1o 87 roguHu, cpeano 63 ronunu. B npoyusanusrta 3a JJME,
npuOu3uTeHo 47% (268/576) ot nalMeHTUTE, PAHIOMU3UPAHH 32 JICYCHHE ¢ auOepIienT ca OuiM Ha
BB3pacT 65 TOIMHYU WK NOBB3PACTHHU, H PpUOIH3uTeHO 9% (52/576) ca Ounu Ha Bb3pacT 75 TOMUHH WA
no-Bb3pacTHU. [loBedyeTo mayeHTn B ABETe Mpoy4YBaHus ca Omian ¢ auadet T 11.

B nBete npoyuyBaHUs MANMEHTUTE ca OWIIM pa3npeiesieHH Ha CITyYacH MPUHINI B choTHOmIeHue 1:1:1 B 1
OT 3 CXeMH Ha JI03UpPAaHE:

1) admmbeprienT, mpuiaran mo 2 mg Ha BCEKH 8 CEAMUITH CIIe]] 5 HadaTHU €KeMECEUHN MHKCKITUN
(admuoepuent 2Q8);

2) apnubepuent, npunarat 1o 2 mg Ha Bceku 4 ceamuud (apnubdepuent 2Q4); u

3) na3epHa ¢oToKoarysamus Ha MaKkyyiaTa (aKTHBHA KOHTPOJIA).

Karo ce 3anoune B cemuiia 24, nanyeHTHTE, OTTOBAPSIIN Ha IPEJABAPUTEIIHO OIIPEIeIIeH Ipar Ha 3ary0a
Ha 3pEHHETO, ca OMIIM MOAXO/IIM 32 MOJyyaBaHe Ha JIOMBIHUTEIHO JICUCHHE: TTAIUEHTUTE B TPYIIUTE Ha
AdnubepLent e MOKeJIo Aa MOIydaBar JISYeHHE C Jla3ep, a HalUeHTUTE B KOHTPOJIHATA IPyTIa € MOXeJI0
Jla TIoTydaBat adInOepIIeT.
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B nBete npoyuBaHus OCHOBHATA KpaiiHa TOYKA 33 ePUKACHOCT € Ouiia cpesiHaTa MPOMSIHA OT U3XOTHO
HuBo Ha BCVA B cemunia 52 karo nsete rpynu aduubeprent 2Q8 u agmubdepuent 2Q4 neMoHCTpUpaT
CTaTUCTHYECKa 3HAUMMOCT U TO MI0-BUCOKA OT Ta3u IpU KOHTPOJIHATA Tpyna. Ta3u moi3a € 3ama3eHa J10
ceamua 100.

IMonpoGuu pe3yarary oT anaau3a Ha npoyusanusaTa VIVIDPME yp VISTAPME ca nokasanu B Tabnuna 5 u
¢urypa 4 mo-mgomy.
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Ta6auna 5: Pesyararu 3a euxacHoct Ha cenmuna 52 u ceaqmuna 100 (Lsuiara ananusupana nomynanus ¢ LOCF) B mpoyusanus VIVIDPME

VISTADpME
Pesyararu 3a
euxacHocT VIVID"M* VISTAPME
52 ceamunu 100 cenmunu 52 ceamuuu 100 cenmuuu
Adaubepuent [Adumbepuent| AxruBHa |Adumbep | Adaubep | AxruBHa | AgunbGep | Aduaubep | AxruBHa | Aduubep | Adaubep | AKTHUBHA
KOHTPOJIa uent nenTt KOHTPOJIa nenrt nenrt KOHTPOJIa nenrt nenrt KOHTpOJIa
2 mg Q8 A 2 mg Q4 (:1a3ep) 2mg Q84| 2mg Q4 (n1azep) (na3ep) 2mg Q84 2mg Q4 (1azep)
(N=135) | N=136) | (N=132) |2mgQ8*| 2mg Q4 (N=151) | (N=154) | (N=154)
(N=135) (N =136) (N=132) (N=154)
(N=151)| (N=154)
Cpenna npomsiHa B
BCVA, uzmepena mno
ETDRS” cxop 3a byKsu 10,7 10,5 1,2 9,4 11,4 0,7 10,7 12,5 0,2 11,1 11,5 0,9
OT M3XOIHOTO HUBO
Paznuka B LS
N BB 9,1 9,3 8,2 10,7 10,45 12,19 10,1 10,6

CpexHa CTOHHOCT >

6,4;11,8 6,5;12,0 5,2;11,3)| (7,6; 13,8 7,7;13,2)| (9,4;15,0 7,0; 13,3 7,1;14,2
(97.5% T ( ) ( ) ( )| ( ) ( )| ( ) ( )| ( )
IIpouenT nanuenTu ¢

31,1% 38,2% 12,1% 33,1% 38,3% 13,0%
noxoGpenue > 15 Gyken 33% 32% 9% ’ ’ ° 31% 42% 8% ° ° ’
OT M3XOXHOTO HUBO
Kopurupana pazmnuka ' B A 26,1% 20,1% 25,8%
(14.,8; 23% 34% . (15,1;

(97,5% JIN) 24% 23% (12,6; 19,0% 375, (13.5: 4.1 (9,6; 30,6) o)

(13,5;34,9) 33,9) (8,0:29,9) =) 55 NF 6)

33,1) 44.4)

A CJ'le)I 3all0YBaHEe Ha JICUCHHE C 5 €KEMECEUHN MHKCKIIHHI

5 LS cpenna cToitHOCT M noBepuTEnen uaTepBan Ha 6asara Ha Moxeal ANCOVA ¢ BCVA onpenensiae Ha M3X0IHO HUBO KaTo KoBapHara u (hJakTop 3a rpymna Ha
neuenne. Oceen ToBa 3a VIVIDPME kato daxrop e Bmouen pernonsT (EBpoma/ABcTpanus cripsimo SAnonwus), a 3a VISTAPME xaro dhakTop € BKIIOYEHA aHAMHE3a
3a MU n/umm CVA

B Pasnukara e rpynara ¢ aguuGepuenT MUHyC rpynara ¢ akTHBHATa KOHTpoJIa (J1asep)
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I Pasnuxara ¢ mosepurenen untepsai (M) 1 cTaTHCTUYECKH TECT CE U3UUCIABAT, KaTO Ce U3M0I3Ba cxeMa Ha Mantel-Haenszel, kopurupana 3a peruon
(EBpomna/Asctpanus crpsamo Snonus) 3a VIVIDPME p anamnuesa 3a MU u/unn CVA 3a VISTAPMEA BCVA: Haif-106pe KopUrupana 3pureiHa 0CTpoTa
(Best Corrected Visual Acuity)

ETDRS: IIpoyuBane ¢ panHo nedenue Ha quaderna pernHonarus (Early Treatment Diabetic Retinopathy Study)
LOCEF: Ilpenacsine Ha gaHHUTE OT nociaeaHoTo HaomoneHue (Last Observation Carried Forward)

LS: Cpenna cToifHOCT 10 MeTO/la HA Haif-MankuTe KBaaparu, noaydeHo or ANCOVA

JW: JloBepuTeneH UHTEpBAI
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®durypa 4: Cpenna npomsina B BCVA, usmepena upes ckop 3a 0Oyksu mo ETDRS ot u3xonHo HUBO 10

CpefaHa NpomsiHa B 3puTenHa ocTpoTa

CpenHa npoMsiHa B 3puTesiHa ocTpoTa

(BykB1)

(BykBun)

cenmua 100 B mpoyusanusta VIVIDPME yp VISTAPME

p— VIVID

+114
+94

+0.7

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

Cegmuum
— VISTA
+12.5
+11.5
+11.1
+0.9

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

Ceamuuym

—— Admidepuent 2 mg Q8 cemmmm —a— AdumiSepuent 2 mg Q4 cemmmm

~—@— JlazepHo KOHTPOJHA Ipyna

Edexrure ot jeueHueTo B olieHsIeMUTe MOATPYIH (HATp. Bh3pacT, 1o, paca, HbAlc Ha u3xomHo HUBO,
3pHUTEIHA OCTPOTA Ha M3XOJHO HUBO, peaxonHa aHTu- VEGF tepamnus) BbB BCAKO pOyYBaHE U B
KOMOMHHUpaHUsI aHAJIN3 KaTo 1510 ca OMJIM B ChOTBETCTBHUE C PE3YITaTHTE B OOLIMTE MOMYJalHH.

B npoyusanusta VIVIDPME g VISTAPME cporserno 36 (9%) u 197 (43%) nmaumeHTH ca 1mojaydaBaiu
npeaxoaHa antu-VEGF Tepanus, ¢ 3-MeceueH iy no-Ababr epuoj Ha ourcTBane. Edekrure oT
JICYSHUETO B IMOArpPYTIaTa MAIUESHTH, KOUTO ca JieKyBaHu ¢ naxuoutop Ha VEGF, ca 6unu momoOHu Ha
HaOIr0AaBaHUTE TIPH MALMEHTH, HelleKyBaHH ¢ nHxuouTop Ha VEGF.



[ManmenTtute ¢ OunarepanHo 3adossiBaHe ca Omin moaxonsaiy 3a anti-VEGF nedenue Ha 1pyroto oko, ako
TOBa € OMJIO OLIEHEHO KaTo HeoOXoauMo OT jiekaps. B npoyusanero VISTAPME 217 (70,7%) ot nauuenture
Ha admubepIIenT ca MOoTyYaBalii IByCTpaHHH WHXeKny adumbeprent qo ceamuna 100; B mpoydIBaHETO
VIVIDPME 97 (35,8%) ot manmentute Ha adaubeplent ca nonydaBany pasnuudo antu-VEGF neuenue B
JPYTOTO OKO.

He3zasucumo cpasuautenno mpoyusane (DRCR.net Protocol T) e n3momn3Baio reBkaBa cxema Ha JTI03UpaHe,
0azupana Ha ctpord OCT u 3pUTeNHN KPUTEPUH 3a TOBTOPHO JiedeHue. B rpymnara Ha nedyeHue ¢
apmubepuent (n = 224) Ha cenMuIia 52, TO3U PEeXKUM Ha JICUCHHUE € Jajl Pe3yATaT NpH MalueHTH,
MOTy4YaBaIly CpeaHo 9,2 WHKEKINH, KOETO € TIO00HO Ha IPHUIIOKEHH OpOoi 103M B Tpymara agaudeprent
2Q8 B VIVIDPME g VISTAPME nokaro o6miara epukacHoCT B rpyrara Ha JiedeHue ¢ adauOepIienT B
Protocol T e cpaBuuma ¢ rpynara admuGepuent 2Q8 B VIVIDPME y VISTAPME, B Protocol T e
HaOJIOaBaHO cpeHo nofoopenue ot 13,3 Oyksu kato 42% OT MalMEeHTUTE MOMO00PSIBAT 3PSHUETO CH C
Haii-Manko 15 OykBHU CHIpsIMO M3XOMHOTO HHUBO. Pesynrarute, cBbp3aHu ¢ 6€30MACHOCTTA, IIOKA3BaT, ue
o0Iara 4ecToTa Ha HeXKellaH! CHOUTHS KaKTO CBhP3aHH, TaKa M HECBbp3aHu ¢ ounte (BKIrounTenHo ATC)
ca CpaBHUMH MEXK]Ty BCHUKHU TPYIH Ha JICUYCHUE BbB BCAKO OT MPOYUYBAHUATA U MEXK/TY TPOYUBAHUSITA.

VIOLET, 100-cenMUYHO MHOTOIIEHTPOBO, PaHAOMHU3UPAaHO, OTBOPEHO, AaKTUBHO KOHTPOJIUPAHO MPOyUBAHE
npu nauueHtu ¢ IME, cpaBHsBa TpH pa3nuuHN CXEMH Ha Mpujarane Ha adunbepuent 2 mg 3a JICUeHHe Ha
JAME cnen Hali-mMaIko eHa TOAUHA JieueHue ¢ GUKCUPAHU HHTEPBAIIN, KaTo JICUYSHHETO € 3all0YHATO C 5
MOCJIeI0BAaTEIHN MECEYHH J03H, [TOCIIeIBaHH OT IpUIaraHe Ha Bceku 2 Mecena. [IpoyuBaHeTo oreHsBa He
mo-maikara epuKkacHoCT Ha aduubepuent 2 mg, Mpuiiarat Mo peXxumMa JieueHre U MpoIbJhKaBaHe Ha
cxemara Ha npuiarade (2T&E, npu koeTo nHTepBaIuTe MEXy MHKEKIIMUTE ca MOAAbP)KaH! Ha MUHUMYM
8 cenMuIM U ca yIbJDKaBaHH IOCTEIIEHHO Bb3 OCHOBA HA KIIMHUYHHUTE a AaHATOMUYHHUTE PE3YyNTaTh) U
admmbeprient 2 mg, mpuiarad criopen HyxauTe (2PRN, nmpu xoeTo manueHTHTe ca HaOMoaaBaH! Ha BCEKH
4 CCAMUIN U MHKCKTUPAHU IIPU HCO6XOI[I/IMOCT Bb3 OCHOBA Ha KIMHUYHUTC U aHATOMUYHUTEC peSy.HTaTI/I), B
cpaBHeHue ¢ adubeprienT 2 mg, Mpuiiarad Ha Bceku 8 cenmuiy (2Q8) mpes Bropara U TpeTara roguHa oT
JICYCHUETO.

[IppBruHara kpaitHa Touka 3a edukacHocT (mpomsiHa B BCVA oT u3x011HO HUBO 70 cenmuIia 52) e 6una
0,5 + 6,7 6ykeu B 2T&E rpynara u 1,7 + 6,8 6yksu B 2PRN rpymara B cpaBuenue ¢ 0,4 + 6,7 6yksu B 2Q8
rpyrmara, Karo ¢e OCTUIa CTaTUCTUYECKH He To-Mankara epukacHocT (p<0,0001 3a qBeTe cpaBHEHHUS;
rpaHuIla Ha He ro-Maikara epukacHoct 4 Oyksu). [Ipomennte B BCVA ot nzxonHo HuBO 110 cenmutia 100
ca OWIM KOHCUCTEHTHH C pe3yaTarute Ha cenmuna 52: -0,1 £ 9,1 6yksu B 2T&E rpymnara u 1,8 + 9,0 6yksu
B 2PRN rpynara B cpasaenue ¢ 0,1 + 7,2 6yksu B 2Q8 rpynara. Cpennust 6poit naxexunu 3a 100
ceamuIy ca oumu cpotBeTHO 12,3, 10,0 u 11,5 3a 2Q8fix, 2T&E u 2PRN.

3pUTEeNHATE U CUCTEMHUTE MTPOGUIIN Ha 6€30IMaCHOCT BB BCHUKH 3 TPYIH Ha JICUEHHUE ca MOJ00HH Ha
Te3u, HabrogaBaHu B ocHOBHUTE npoyuBanust VIVID and VISTA.

B 2T&E rpynara, yBenuuaBaHeTO M HaMaJIsIBAHETO Ha MHTEPBAJIMTE MEXIy WHKEKIIUUTE ca OMIIH 110
MIpELeHKa Ha U3CJICA0BATENs; B IPOYUYBAHETO Ca IPENOPBUYBAHY YBEINYEHHS OT 2 CEAMMUIIH.

Muonuuna xopoudanna Heo8acKy1apu3ayus

BezonacHoctTa 1 epukacHoCTTa HA aQIUOEPIENT ca OIIEHEHH B PaHJIOMU3HPAaHO, MHOTOIIEHTPOBO,
JBOHHOMACKHPaHO, II1ale00-KOHTPOIMPAHO MPOYUBAHE MPH HEJIEKYBaHU MPEIH TOBA MALIMEHTH OT
aszuarcku npousxoq ¢ muonnyHa XHB. O6mo 121 nauueHTy ca JeKyBaHH U ca OLEHIEMH 3a €(hUKACHOCT
(90 c admubepuienit). Br3pacTTa Ha manueHTHTE Bapupa MexXay 27 u 83 roguam, cpenHo S8 roqunu. B
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npoyuBaHeTo 3a MuonuyHa XHB, npubnusurenno 36% (33/91) ot nauueHTHTE, PaHAOMU3UPAHU 32
nedenue ¢ adubeprienT ca OUiaM Ha Bb3pacT 65 TOAWHU WK TIO-BB3pacTHU, U ipudnuzutenHo 10% (9/91)
ca OWIM Ha BB3pacT 75 TOAMHY WX TTO-Bb3PACTHH.

[MarnenTHTe ca pa3npeeNicH: Ha CTy4aeH IPUHIHIT B ChOTHOIICHUE 3:1 1a momyJyaBar i 2 mg
aduOepIenT NHTPABUTPEATHO, WIIM WHKEKIIMH C TUIae00, MPUIaraHy BEIHBXK B HAYAJIOTO Ha
MPOYYBAHETO, C JOIBIIHUTCITHU UHKEKIIUH, IPUIAraHu €XEeMECCUHO B CIIy4ail Ha IEPCUCTUPAHE WIH
penuauB Ha 3a00JIIBaHETO, 1O ceaMuIia 24, Koraro € olieHeHa ITbpBHYHATa KpaitHa Touka. Ha ceqmuna 24
MaIMEeHTHUTE, PAHIOMU3UPAHH ITBPBOHAYAITHO Ha IU1are0o, ca OMITN MOIXOASIIH Ja OTyYaT MbpBara 103a
adumbeprient. Crier TOBa, MAIIMEHTUTE U B IBETE TPYITU Ca MPOABDKIIN J1a ObIaT TOIXOAIIN Ja
MOJTy4YaBar JOITbJIHUTEITHYA MHKEKIIMY B CITydall Ha IEPCUCTUPAHE WU PEIUINUB Ha 3a00JISIBAHETO.

Paznukara Mexmy rpynuTe 3a JedeHre € CTaTUCTHYECKH 3HauMMa B 11032 Ha aduinOepIenT 3a MbpBUYHATa
KpaitHa Touka (mpomsHa B BCVA) u moTBepaANTETHA BTOPUYHA KpaliHa ToUKa 3a e(UKacHOCT (ITPOLIEHTHT
MaIUeHTH, KOUTO ca ce moaoopuiu ¢ 15 0ykeu B BCVA) Ha cenmuiia 24, B CpaBHEHHUE ¢ U3XOIHOTO HHUBO.
Pa3znukure 3a 1BeTe KpaifHU TOUKH ca ce 3ama3win 10 cenMuna 48.

[MoapoGuu pesynTary ot aHanu3a Ha npoyuBaneTo MYRROR ca nokazanu B Tabmuia 6 u @urypa 5
MOAOITY.

Tabauma 6: Pezynraru o oTHoIeHne Ha epuKacHOCTTa Ha cenqmuIa 24 (TbpBUYEH aHAIN3) U CEMUIIA
48 B mpoyusanero MYRROR (ITbsen naGop 3a anamus ¢ LOCFY)

Pe3ysiTaTu 1o oTHOLIEHHE HA MYRROR
euracnocTTa 24 cexMuIA 48 cexMuIu
Adaubepuent IInanedo Adaubepuent Inane6o/
2 mg (N=90) (N=31) 2mg (N=90) | Aduubdepuent
2 mg (N=31)
Cpenna npomsina B BCVAP), onenkara Ha
oyksute m3mepeHa upe3 ETDRS ot 12,1 -2,0 13,5 3.9
usxoaHo uuso (SD) B (8,3) (CN)) (8,8) (14,3)
Paznuka B cpenna
croitHoct Ha LS BLAD 14,1 9.5
(10,8; 17,4) (5,4;13,7)
(95% JN)
TTpoleHT ManueHTH ¢ oao0peHue >
38,9% 9,7% 50,0% 29,0%
15 OyKBHU OT U3XOHO HUBO
Ipererena pasmuka HF) 29,2% 21,0%
(95% JIN) (14.,4; 44,0) (1,9; 40,1)

A)LOCF: IlpenacsiHe Ha JaHHMTE OT Iocneanoto Hadmoaenue (Last Observation Carried Forward)
5 BCVA: Haii-no6pe xopurupana spurenna ocrpora (Best Corrected Visual Acuity)
ETDRS: [IpoyuBane ¢ panHo nedeHue Ha quabetHa peruHomatus (Early Treatment Diabetic Retinopathy Study)
SD: CranmapTHO OTKJIOHEHHE
B)Cpenna LS: Cpenna Ha Hali-MalKuTe KBagpaTH, nomydeHo ot Mmogen ANCOVA
D JIA: JloBepuUTeseH HHTEPBAI
ALS cpenna pasnuka u 95% JIU na 6azara na mosesn ANCOVA ¢ rpyna Ha JieueHune 1 abpxkasa (0003HaueHus 3a
IbprkaBa) Kato pukcupanu epext, ¥ BCVA Ha U3X0IHO HMBO, KaTO KOBapHaHTA.
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) Pasmukara u 95% JIU ce u34ucnaBar, kKato ce u3nonssa Tect Ha Cochran-Mantel-Haenszel (CMH), kopurupas 3a
JbprkaBa (0003HaueHHUS 3a AbprKaBa)

®durypa S: Cpenna npoMsiHa OT U3X0aHO HUBO 0 Cenmunia 48 B 3pUTeIHAaTa OCTPOTA MO IpyMa Ha
nedenue B mpoyuBaHeto MYRROR (ITsnen nabop 3a anammus, LOCF)

MYRROR

5

+13.5

(6ykBM)
i
|

+3.9

4 8 12 16 20 M4

L L 1 l
'

0] ¢ r
-2.0

-5 L. Ceamuum

32 36 40 44 48

CpeaHa npoMsiHa B 3pUTerHa ocTpoTa

i Admibepuent 2 mg s KoHTpOIHA IpyTIa

[lepnaTpuyHa monyanus

EBporeiickara areHius 1o JiekapcTBara 0CBOOOXK/aBa OT 33 IbIDKEHHETO 3a MTPEIOCTABSIHE Ha Pe3yJTaTUTe
OT IIPOY4BaHUATA C pe(hEPEHTHUS JIEKAPCTBEH MIPOIYKT, ChAbPIKAI a(auOepienT BbB BCUYKH TOATPYITH Ha
neauarpuyHara nomyiamnus npu saaxsa BJIM, OLIPB, OPPB, IME u nonymnamuu ¢ muonmana XHB (Bx.
Touka 4.2 3a nHPOPMAIIH OTHOCHO YIIOTpedaTa B IeUaTPHsITA).

5.2 ®apmMakoKHHETHMYHH CBOICTBA
Admubepuent ce npunara IMPeKTHO B CTBKJIOBUAHOTO TSUIO, 3a J1a OCBIIECTBH JOKAIHU €(DEKTH B OKOTO.

AOGcop6buus/Pasnpernenenue

Adnnbeprient ce abcopbupa 0aBHO OT OKOTO B CHCTEMHOTO KPhBOOOPBIIIAHUE CJIE]T HHTPABUTPEATHO
MPUIOKSHHUE U Ce HAOJII0IaBa B CHCTEMHATa IUPKYJIAIHS MPEAUMHO KaTO HEaKTUBEH CTAO0MJICH KOMILIEKC C
VEGEF; o6aue camo cBOOOAHUAT aduinOepIienT nMa criocoOHOCTTa JAa ce cBbp3Ba ¢ eHnoreHHus VEGF.

B enHo dapMakoKHMHETUYHO MOANIPOYYBaHE MpH 6 MalMEHTH ¢ HeoBacKyilapHa Biaxaa BJIM c gecto
B3eMaHe Ha MPOOH, MAKCUMAITHUTE TUIa3MEHH KOHIIGHTpAIuU Ha cBoOoieH aduubepuent (cucteMHa Crax)
ca HUCKH, CbC cpeiHa ctoiHocT npubmmsutenHo 0,02 mukporpama/ml (auanazon ot 0 no 0,054) B pamMkute
Ha 1 70 3 qHM ciiell MHTPAaBUTPEATHO HHYKEKTHPAHe Ha 2 MZ M ca HEOTKPUBAEMU JBE CEAMMIIM CIIE]
MOJyYaBaHe Ha J103ara MPH MOYTH BCHYKH MAlMeHTH. A(QIuOepienT He KyMy/Iupa B mia3mara mpu
WHTPABUTPEATHO NMPUWIOKEHHE MTpe3 4 CeMUIIH.
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CpenHara MakcUMalTHa TUTa3MeHa KOHIICHTpalysl Ha cBoOozeH adubeprienT e npudausutenno 50 o 500
'BTH O KOHIIEHTpausTa Ha aduudepLent, HeoOXoarMa 3a UHXUOUpaHe Ha OMOJIOTMYHATa aKTUBHOCT
Ha cucteMHusi VEGF ¢ 50% B sxuBotrHCKH Monenu. [Ipu T4x ca HabmomaBaHu MPOMEHHU Ha KPHBHOTO
HaJIsTaHe CJIe]] KaTo HUBaTra Ha CBOOOACH adiuOepIenT B KPBBOOOPBIIEHUETO ¢a JOCTUTHAIN
npubnuzutenno 10 mukporpama/ml ¢ BpbLIaHe 10 U3XOJHOTO HUBO CIIEA MaJaHe Ha HUBAaTa /0 MOJ
npubmm3uTenHo 1 mukporpam/ml. M3uuciieHo e, ue clie MHTPaBUTPEATHO MPUWIOKEHHUE HA 2 Mg TpU
TMalAeHTH, CpeaHaTa MaKCHUMaITHa Tla3MeHa KOHIIEHTpaIus Ha cBoOoneH admubeprent e mosede oT 100
M'BTH TIO-HHUCKA OT KOHIICHTPALUATA Ha adunOepIienT, Heo0X0/rMa 3a MONTy-MaKCHUMAITHO CBhP3BaHe Ha
cucremunte VEGF (2,91 mukporpama/ml) npu npoyusaHe cbe 3apaBu 100poBoiny. CrenoBaTeHo ca
MaJIKO BEPOSITHA CUCTEMHU (papMaKOAUHAMUYHU €()EKTH KaTo MPOMEHH B KPBBHOTO HaJISITAHE.

B®B papmakokuneTrHuHH noanpoyuBanus npu nanuedtu ¢ OLIPB, OPPB, JIME unu muonnuna XHB
cpenHa Cmax Ha cBOOOIEH aduinOepIienT B I1a3Mara ca OWIu CXOIHH, ChC CTOWHOCTH B auama3ona ot 0,03
1o 0,05 mukporpama/ml u MHAWBHUyaTHN CTOWHOCTH, KOUTO He HaaBuiasar 0,14 mukporpama/ml. Cren
TOBA, MJIA3MEHUTE KOHIICHTPAIIMH HA CBOOOACH aduIMOEPIEHT CIIaaaT 10 CTOMHOCTH IO/ MIIK OJIM3KHU J10
JIOJTHATa TPaHMIA Ha KOJIMYECTBEHO ONpeeNsiHe OOMKHOBEHO B PAMKHUTE Ha €JHA CeIMUIIA:
HEOTKPHUBAEMH KOHLICHTPALUH C€ JOCTUTAT MPEIH CIEABAIIOTO MPUIOKEHHE cliel 4 CeIMUIN IPU BCUUKH
MAIHUEHTH.

Enumunupane
Twii kato apnubeplent e TepaneBTUYHO CPEICTBO HA OCHOBATA Ha MPOTEHH, HE Ca MPOBEKIaHU
MPOyYBaHHS 32 META00IHU3MA MY.

Cobonuusat admubepuent ce cBbp3Ba ¢ VEGF, karo o0pasyBa crabuinen nHepTeH KoMIuieke. Kakro mpu
APYTUTE MPOTESHHH C TOJISIMA MOJICKYIa, C€ 04aKBa U CBOOOIHHSAT, U CBbP3aHUAT adiubepLent aa ce
SMMMHUHUPAT Ype3 MPOTCONUTUYCH KaTaOOIH3bM.

Bu0OpeuHo yBpexaaHe
He ca npoBex1anu crieliuaiHy NpoyYBaHus ¢ aduuOeplenT Npy MalUeHTH ¢ ObOPEYHO YBpEXKIaHe.

dapMakOKMHETHYHHSAT aHAIM3 Ha ManueHTuTe B npoyuBaneto VIEW2, 40% ot xouto ca umanu 6b0peqHo
yBpexaane (24% nexo, 15% ymepeno u 1% TexKo), mokas3Ba JIUIICa Ha PA3JIMKH [0 OTHOIIIEHUE Ha
TUIA3MEHUTE KOHLEHTPAIMU HA aKTHBHOTO JISKAPCTBO CJIE]] HHTPABUTPEAITHO NPHIIOKEHUE npe3 4 min 8
CEIMHUIIH.

ITono6uu pesynraru ca HabmrogaBanu npu nauuentu ¢ OLIPB B nmpoyuBanero GALILEO , npu nauueHTu ¢
JIME B nipoyusarero VIVIDPME u nipu nanmentu ¢ muonnuna XHB B npoyusanero MYRROR.

5.3 IIpeakJMHUYHU TaHHM 32 0€30MACHOCT

[Ipu HEeKTMHUYHUTE IPOYUYBAHUSI 32 TOKCHYHOCT IIPU MHOTOKPATHO MpHIIarane e()eKTu ca HaOoaBaHu
CaMo MpU CUCTEMHU EKCIIO3UIIUH, 32 KOUTO CE CUMTA, Y€ 3HAYUTEIIHO HAABUIIIABAT MaKCUMaHaTa
EKCITO3UIINS TP XOpa CJIe]] MHTPABUTPEATHO TPUIIOKECHIE B IPEABUCHATa KIIMHUYHA 1032, KOETO TTOKa3Ba
MaJIKo 3HaYeHHE 3a KIIMHNYHATa yIoTpeba.

Eposuu n yniepanuy Ha pecnupaTopHHs €MUTEN B Ha3aJHUTE XOI0BE HAa MAaliMyHH, JIEKyBaHH C

adnubepLenT UHTPABUTPEATHO, ca HAOIIONABaHU IIPH CUCTEMHH €KCIIO3UIINH, HaJBUILIABAIIH

MaKCHMaJTHaTa eKCIo3uIusI pH xopa. CucTeMHaTa eKCIo3uIis Bb3 0CHOBA Ha Cmax 1 AUC 3a cBOOOIEH
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a¢pmubepuent e cboTBeTHO 0K0JI0 200 11 700 MBTH MO-BUCOKA B CPaBHEHUE ChC CHOTBETHUTE CTOMHOCTH,
HaOII0aBaHU MPHU XOpa CJe[ MHTPaBUTPEaTHO MpUIoKeHne Ha o3a oT 2 mg. [Ipu HuBoTO 6e3
HabmonaBanu Hexxenanu edextn (No Observed Adverse Effect Level, NOAEL) ot 0,5 mg/oxo npu
MaliMyHH CUCTEMHATa €KCIO3UIMS € ChOTBETHO 42 1 56 MbTU MO-BUCOKA Bb3 OCHOBA HA Cax 1 AUC.

He ca MPOBCKAAHU NNTPOYYBaHUS 3a MYTAarcHCH HUJIU KapIMUHOTCHCH NNOTCHI A HA aq)ﬂn6epuenT.

HabnronaBan e edexr Ha adunbepuenT BbpXy BbTPEMAaTOUHOTO pa3BUTHE B IPOYYBAHUS HA
eMOprodeTaTHOTO pa3BUTHE TP OpeMeHHH 3ainu ¢ nHTpaBeHo3HO (3 1o 60 mg/kg), KaKToO U MOIKOKHO
(0,1 mo 1 mg/kg) npunoxenne. NOAEL nipu maiikute e ipu go03a ot 3 mg/kg nnm crotBeTHO 1 mg/kg.
NOAEL 1o oTHomLIeHHE Ha TOKCUYHOCT 32 Pa3BUTHETO He € onpeneneno. [Ipu go3za 0,1 mg/kg,
CUCTEMHHUTE CKCIIO3UIIUHU Bh3 0CHOBA Ha Crax ¥ KymynaTuBHa AUC 3a cBoOOneH adubdepient ca
CHOTBETHO OKOJIO 17 1 10 TbTH MTO-BUCOKH B CpaBHEHHE ChC CHOTBETHUTE CTOMHOCTH, HAOIIOMaBaH! TIPH
XOpa ClIe]] FHTPaBUTPEATHO MIPHIIOKEHUE Ha 1032 2 mg.

Edexrute BpXy depTUnnuTeTa MpU MBKKH U )KEHCKH JKUBOTHH Ca OIEHSIBAHH KaTO 9acT OT 6-MECEUHO
MpOyYBaHe MPY MaliMyHU C MHHTPABEHO3HO MPUIIOKEHUE Ha aduubepiient B go3u ot 3 10 30 mg/kg. [Tpu
BCHYKH J030BH HHBA ca HAOIIOAaBaHU JIMIICA HA MEHCTPYAIHsI WIIX HEPEIOBHH MEHCTPYATHU IIUKJITH,
CBBbP3aHHU C IPOMEHU B HUBATa Ha KEHCKHUTE TIOJIOBA XOPMOHH, M IPOMEHH B MOP(HOIIOTHSATA H
MTOJBMKHOCTTA Ha criepmaro3ouauTe. Bs3 ocHOBa Ha Cax 1 AUC 3a cBOOOIEH admbepiienT,
HaOIr0IaBaHy [TPU UHTPABEHO3HO MPHUIIOKEHHE Ha 7032 3 mg/kg, CHCTEMHHTE €KCIIO3UIMH Ca ChOTBETHO
ok0510 4 900 bt 1 1 500 MBTH MO-BUCOKH OT €KCIIO3UIMATA, HAOIIONaBaHa P XOpa CJIe]
WHTPaBUTPEATHO MPIIOKEHHE Ha 1032 2 mg. BCHYKM TpoMeHH ca O 00paTHMH.

6. PAPMAINIEBTUYHU JAHHHN
6.1 CnucbK Ha IOMOLIHHUTE BelIeCTBA
Harpues anerar tpuxuznpar

Jlenena oneTHa KucennMHa

3axapo3a

Harpues xnopun

[Tommcop6ar 20 (E 432)

Bona 3a nmxexkunn

6.2 HecbBMecTHMOCTH

[Ipu nunca Ha npoy4BaHUs 32 HECHbBMECTHUMOCTHU TO3H JIEKAPCTBEH MPOAYKT HE TPsiOBa J1a ce CMecBa C
JPYTH JEKapCTBEHH MIPOLYKTH.

6.3 Cpok Ha rogHocT
2 TOTUHHA
6.4 CneuuajanM ycj0BHUSl HA CbXpPaHeHHe

Ja ce cpxpanspa B xnaamiHuK (2 °C go 8 °C).
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[a He ce 3ampa3zsisa.
Ja ce cpxpaHsiBa B OpUTHHATTHATA OTTAKOBKA, 32 J]a C€ MPEe/a3u OT CBETIIHHA.

HeoTBopeHusr akoH MoXke 1a ce ChXpaHsBa U3BBbH XimaauHuK 1ox 25 °C mo 24 gaca. Cien oTBapsHE Ha
(hmakoHa 1a ce paboTH B ACETITUYHU yCIIOBHSL.

6.5 Bua u chabpxkaHue HA OMAKOBKATA

Bcska omakoBka chabprka (urakoH (CTHKIIO THI 1) ¢ HOMHHAIEH 00eM Ha HaITbIBaHE 278 MUKPOIHTPA
Pa3TBOp 32 MHTPABUTPEATHA HHXKEKIIHS, ChC 3aITyIIajKa OT €IacTOMEpHA T'yMa, AlyMHHHEBa Karadka, 1 18
G ¢untepHa ura. Beexu ¢uakoH chappika u3mon3BaeM 00eM ¢ ennHIYHA 1032 0T 50 MUKpOJIHTPA,
ChIbpKay 2 mg adhnudepuent.

OmnakoBka ot 1 ¢uakon + 1 dunThpHa Ura.
6.6 CneuuajHu npeanas’Hu MepKHU NPH U3XBbPJsHe U padoTa
®nakoHBT € caMo 3a eTHOKpaTHA YIoTpeda B €JHO OKO.

®dakoHBT ChIbpPIKA MOBEYUE OT MPENopbUnTeNIHATa 1032 2 mg adubepuenT (ekpuBaneHTHH Ha 0,05 ml).
W3aunrHOTo KOMHMYECTBO TPSIOBA J1a Ce OTCTPAHU MPEAH MPUIOKCHHUE.

[Ipenu npunokeHue, pasTBOPHT TPsIOBa Ja c€ MPOBEPH BU3YAIHO 33 UY>KIHM YaCTHLU W/ UM IPOMSHA B
L[BETa WM BCSIKAKBa MIPOMsHA BbB BBHIIHUS BUJ. B ciryuail ye ce HabmonaBar TakuBa, J€KapCTBEHUST
MPOIYKT TPsIOBA Aa CE U3XBHPIIU.

PuaThbpHa UIna:

3arpnenara punthpHa BD nrna (3a mpexBbpIisiHe), HE € 32 HHKEKTUPaHe B KOXKara.

He aBroknaBupaiite punrbppHara uria.

dunrepHara ura e anuporeHHa. He s u3monspaiite, ako HHAWBUAyaTHATa OIAKOBKA € IIOBPEACHA.
UzxBwprnere u3non3Banara GUITHPHA UIVIa B 0JJOOPEH KOJIEKTOP 32 OCTPH MPEMETH.

Buumanue: [ToBropHOTO H3M0NI3BaHe HA PUATHPHATA UIVIAa MOXKE Ja JOBEJIE /10 WHPEKIHS UK IPYTO
3a0oJsiBaHe/HapaHsBaHe.

3a uHTpaBUTpeaHO HHXKEeKTUpaHe TpsiOBa na ce uznomsa 30 G X %2 MHY MHKEKIMOHHA HIVIA.
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OtcTpaHeTe riacTMacoBara Karnadyka u
ne3uHpeKnupaiTe BHHIITHATA YaCT Ha TyMeHara
3amyIaika Ha (akoHa.

3akpeniere punrbpHara uria 18 G, S-MHUKpoHa,
MpeoCTaBeHa B ONAKOBKATa, KbM CTEPUIIHA JIyep-JIOK

crpuHIoBka 1 ml. ( . e...n;../.ih

Hpeanapureno
mamnanena copumponsa

—

~

N

BbBeznere ¢puiThpHaTa UIia B IEHTHPA Ha 3allylIagkara Ha (UIakoHa, JOKaTo UIVIaTa BIIE3€ U3LIUI0

BbB (p1akoHa M BBPXBT JOKOCHE THHOTO WIIM TOJHHA PO Ha (uakoHa.

Karo u3non3Bare acentTuuHa TeXHUKA, U3TETVIETE MAJIOTO ChABPXKaHKE Ha akoHa ¢ Eiyzey B
CIIPHHIIOBKATA, IBPKEHKH (pIIaKOHA B N3IPABEHO MOJIIOKEHHE, JIEKO HAKJIOHEH C I1eJT YJICCHSIBaHEe Ha
II'BJIHOTO M3TEIVISIHE. 3a Bh3NPEISITCTBAHE HABIU3aHETO Ha BB3LyX CKOCEHUAT BPBX Ha GUITHPHATA
uria TpsOBa J1a € MoToreH B TeuHocTTa. [IpoasmkaBaiite 1a HaKkIOHABaTe (IakoHa IO BpeMe Ha

HU3TCIIISIHCTO, KaTO ABbPIKUTC Kpas Ha q)HHTLpHaTa uria, moToncH B TCYHOCTTA.

Pasrsop

HacogeH Hago.ay
CKOCEH BPBX Ha
HIriIaTa

Koraro n3mpasBare q)HaKOHa, YBEPETE CC, UC 6YTaJ'IOTO € U3TCTJICHO AOCTATh4YHO Ha3a/1d, 3a Ja

HU3MPAa3HUTC HAITbJIHO q)HHT’LpHaTa uria.

OTCTpaHCTC (bHHT’LpHaTa vIjia 1 g U3XBbPJICTE IO MPABUJICH HAYWH.
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3abenexka: OuiaThpHATA UIVIA HE TPSIOBA J1a CE U3II0JI3BA 32 HHTPABUTPEATHO HH)KCKTHPAHE.

3aBuiiTe IUTBTHO UHXKEKIIMOHHATa uria ¢ pazmep 30 G x ~
Y2 IHY KBbM JTyep-JIOK BhpXa Ha CIPUHIIOBKATa, KaTo //\)\
W3I0JI3BaTe aceNTHYHA TEXHHKA. ( s

Karo nppxute cliprHIIOBKaTa C HACOUYEHA HArope UIva, s
[IpOBEpeTe 3a HAJIMYUE Ha MexypueTa. Ako uma
MeXyp4eTa, BHUMATEJIHO MOTyHaiTe CIIPUHLIOBKATA C
MPBCT, JOKATO MeXypUeTara ce M3JUrHaT 10 TopHara i
4acT.

OtcrpaHeTe BCHUKH MeXypueTa U U3TIacKalTe W3IHUILIHMS JIEKAPCTBEH MIPOLYKT, KaTo OaBHO
HaTuckare OyTasloTo, Taka 4e INIOCKHUAT phO Ha OyTaJoTo J1a ce MOAPABHHU C JEICHUETO,
ob6o3nauaBamo 0,05 ml Ha cripUHIIOBKATA.

Pa3TBOp c1ea OTCTPaHSIBaHEe
Ha BB3AYMHHATE MeXypdeTa H
H3IAMIHOTO JIeKAPCTBO
JInHNA 32 J03HpaHe
Ha 0,05 mg
IL10CBK PBP
Ha OyTaaoTp
= O 1 0.1 —
- - —
E S
E +0.3
= O . 2 0.4

®nakoHBT € caMo 3a CAHOKpAaTHa yHOTpe6a. MHOI‘OKpaTHO npuiaraHe Ha 403U OT CAUH (1)J'IaKOH
MOXKC [1a YBCJINYU PUCKA OT 3aMBbpPCABAHC U ITOCJICABAIIla I/IH(i)CKI_II/IH.

Heusnon3panusr JICKAPCTBCH MMPOAYKT WKW OTIIAABYHUTC MAaTCpUaId OT HETO TpH6Ba Ja Cce
U3XBBPJIAT B CbOTBETCTBUE C MCCTHUTEC N3N CKBAHUS.
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7. MNPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA
Zaktady Farmaceutyczne POLPHARMA S.A.

ul. Pelplinska 19, 83-200 Starogard Gdanski

ITomma

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1963/002

9. JATA HA ITbPBO PAZPEIIIABAHE/IIOJJHOBABAHE HA PASPEHIEHHUETO 3A
YIHOTPEBA

[ata Ha mbpBO pa3peniaBaHe:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Hompo6ua nHbopMaIws 3a TO3H JEKapCTBEH MPOAYKT € IMpeAocTaBeHa Ha yeOcaiita Ha EBpomneiickara
areHIus 1o JiekapcTeara https://www.ema.europa.eu
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INPUJIOKEHUE IT

MNPOU3BOAUTEJ HA BUOJOI'MYHO AKTUBHOTO BEIIECTBO 1
IMPOU3BOAUTEJI, OTTOBOPEH 3A OCBOBOXJIABAHE HA ITAPTUAN

YCJIOBUSA NJIK OT'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA
APYI'N YCJIOBHUSA U N3BNCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUS NJIK OT'PAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A. MNPOU3BOAUTEJ HA BUOJIOI'MYHO AKTUBHOTO BEHIECTBO 1
IMPOU3BOIAUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITIAPTUAN

Hme u agpec Ha IpOM3BOANTENS HA OMOJIOTMYHO aKTMBHOTO BEIIECTBO

Mycenax Biotech Inc.

1F, No.6, and 1,2,3,5F., No.8, and 2F., No.10.
Kedung 3" Road

Jhunan Township

Miaoli County 35053

Taiian (R.O.C.)

HMe u ajipec Ha IPOU3BOAUTEIS, OTTOBOPEH 3a 0CBOOOXK/1aBaHE HA ITAPTHANTE

KYMOS S.L.

Ronda De Can Fatj6 7b
Parc Tecnologic Del Vallés
Cerdanyola Del Valles
Barcelona

08290

Ucnanus

[leuarHara TMCTOBKA Ha JIEKAPCTBEHUS MPOAYKT TPsiOBa a ChABPKA UMETO U aapeca Ha IPOU3BOLUTEII,
OTTOBOPEH 32 OCBOOOXKJAaBAHETO HAa CbOTBETHATA MTAPTHULA.

b. YCJIOBUA NI OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUAT MPOAYKT CE OTITyCKa 110 OTPaHUYEHO JieKapcko npeanucanue (Bx. [Ipunoxenue [: Kparka
XapaKTEepHUCTUKA Ha IPOAYKTa, ToUKa 4.2).

B. JAPYT'U YCJIIOBUA U N3UCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA

. IlepuonnyHu akTyaausupanu aoxkaaam 3a o6ezonacuoct (ITAIB)

WzuckBannsra 3a nogaBane Ha [TA/Ib 3a TO31 JeKapCTBEH MPOAYKT Ca MOCOYSHH B CITUCHKA C
pedepentnute naru Ha EBponetickus cpro3 (EURD criucek), npenasuaex B wi. 1078, an. 7 ot Jlupexrupa
2001/83/EQ, 1 BbB BCHUUKH CJI€/(BAIIIM aKTyaIM3aliy, IyOJUKyBaH Ha €BPOIECHUCKHUs yeOmopTa 3a
JIeKapcTBa.
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I. YCJIOBUA NJIN OT'PAHUYEHUA 3A BE3OITACHA 1 EOEKTUBHA YIIOTPEBA HA
JIEKAPCTBEHUA ITPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

[IpurexarensT Ha pa3perienueTo 3a yrorpebda (IIPY) Tpsa6Ba na u3BbpIBa H3UCKBAHUTE AEHHOCTH U
JeMCTBUS, CBbP3aHH C MPOCIIE/IBaHE Ha JIeKapCTBeHaTa 0e30MacHOCT, mocoyeHu B onoopenus [1YP,
npeactaBed B Monyn 1.8.2 Ha pa3pelieHreTo 3a yrnorpeda, KakTo 1 BbB BCHUKH CJIIBAIIN 0100pEeHN
aktyann3zanuu Ha [TYP.

Axrtyamuzupan [IYP tps6Ba na ce momasa:

. 1o uckane Ha EBporielickara areHIus 1o JieKapcTBara,;

. BUHArW, KOTaTo ce M3MEHS CUCTeMara 3a yIpaBJieHHe Ha prCKa, 0COOCHO B Pe3yaTaT Ha
MoJy9YaBaHe Ha HOBA HHQOPMAIIHS, KOSITO MOXe Jia JIOBEJe 1O 3HAYNMHU TIPOMEHH B
CHOTHOIIICHUETO TMOJI3a/PUCK, WM CJIE]T JOCTUTaHE Ha BaXKCH eTall (BbB BPh3Ka C MPOCIICAsIBAHE
Ha JIeKapCTBeHaTa 0E30MaCHOCT WM CBEXKaHE Ha PHCKA 10 MUHHMYM).

Axo nogaBaneto Ha ITAJIb u aktyanusupaneto Ha IIYP chBmagar, Te Moxe Aa ce moaaaar €qHOBPEMEHHO.

Cuctema 3a JeKkapcTBeHa 0e301acHOCT

[IPY tps6Ba ma rapanTupa, 4e CUCTEMaTa 3a JiekapcTBeHa 0€30MacHOCT, MpeIcTaBeHa B Moy
1.8.1 na Pazpemenneto 3a ynorpeda e BHeApeHa U (YHKIIHOHUPA TPEAH U JTOKATO
JICKApCTBEHUAT IIPOIYKT € Ha Ia3apa.

° I[OH"I)JIHI/ITCJIHH MEPKHU 3a CBCKIAHEC HA PUCKA 10 MUHUMYM

[IPY ce cprimacu na mpengocraBy oOyunTeneH Marepual 3a Eiyzey 3a repuropusita Ha EBponeiickus cbio3.
[Ipeau myckaHe Ha MPOXYKTa Ha Ma3apa M B PAMKUTE Ha KU3HEHUSI My LIMKBJI BbB BCSKa IbpP)KaBa WICHKA,
[1PY mie cbmiacyBa OKOHYATETHHS OOYYHTENICH MaTeprall ¢ HallMOHATHUTE KOMITIETeHTHH opranu. [IPY
rapaHTHpa, 4e ciies 00CHKIaHe U OCTUTaHe Ha ChIvIacHe C HAllMOHATHUTE KOMIIETEHTHU OPTaHU BbB
BCSIKa IbprKaBa YICHKA, KbAETO ce npoxaasa Eiyzey, ouHuTe KIMHUKH, KBAETO ce ouakBa Eiyzey na ce
W3I10J13Ba, Ca CHAOACHU C aKTyaJu3upaH HHPOPMALMOHEH NaKeT 3a JIEKapH, ChIbPIKalll CIICAHUTE
€JIEMEHTU:

. Wudopmanst 3a nexkapu

. Buieo Ha npoueypara 3a MHTpaBUTPEATHO HHKEKTUPAHE

. [MukTorpama Ha mpoleaypara 3a HHTPABUTPEATHO HHKEKTHPaHE
. WudopmaoHHN MakeTH 3a MaueHTn

HNudopmanusita 3a iekapu B 00yUUTEIHUS MaTepHal ChIbpKa CICIHUTE OCHOBHH EJIIEMEHTH:

. TexHUKH 32 HHTPaBUTPEATHO MHKEKTUPaHe, BKIIOUUTETHO u3nons3Bane Ha 30 G unia u
CHOTBETHHS BI'bJI HA MHIKEKTHPaHE

. [TpenBapuTenHO HAITBIHEHATA CIPUHIIOBKA U (DITAKOHBT ca caMo 3a €AHOKpaTHA ynoTpeba

. Heo6xonuMocTTa 1a ce U3XBBPIIN U3IHUIIHUAT 00€M OT CIPUHIIOBKATa P /1a Ce MHXKEKTHPa
Eiyzey, 3a na ce n30erue npeno3upane

. HaGmonenne Ha manuenTa cliel HHTPaBUTPEATHO HWHKXEKTHPAHE, BKITIOYUTETHO POCIIEAsIBaHe
Ha 3pUTeNHaTa OCTPOTa U MOBUIIABAHETO HA BBTPEOYHOTO HANATAHE CIIE]l HHKEKTUPAHETO

. OCHOBHHM NIPU3HAIIA U CHMIITOMHU Ha HEXEJIaHU ChbOUTHS, CBBP3aHU C HHTPABUTPEATHO

HUHKCKTUPAHC, BKIIFOUUTCIIHO CH)_'[O(i)TaJ'IMI/IT, BbTPCOYHO BB3NAJICHUC, IOBUIICHO BBTPECOYHO
HaJIATaHC, PA3KbCBAHC HA MMTMCHTHUS CTIMTCII HA PECTUHATA U KaTapaKTa
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[ManmenTKUTE C AETEpONEH MOTEHIMAT TPAOBa Ja mpuiarat epeKTUBHA KOHTpALeTLus, a
OpeMeHHHTE KEeHH He TPsAOBa Jqa m3non3sar Eiyzey

I/IH(I)OpMaLII/IOHHI/IHT IaKeT 3a manucHTa OT 06y‘H/ITCJ'IHI/IH Marepuall 3a Bb3pacTHara IoITyJIallid BKIIH0OYBa
I/IH(bOpMaHI/IOHHO PBKOBOACTBO 3a MAalIMCHTA U HEroBaTa ayiu0 BEPCH. I/IH(bOpMaIII/IOHHOTO PBKOBOACTBO 3a
nanyueHTa CbAbpiKa CJICAHUTS OCHOBHU CJICMCHTU!

JIucroBka ¢ uHpopMarus 3a naueHTa

Koii Tps6Ba na ce nekysa ¢ Eiyzey

Kak nma ce momrorsure 3a neuenue ¢ Eiyzey

Kaksu ca crenkure cien nedenue ¢ Eiyzey

OCHOBHHM IPU3HAIM U CUMIITOMHU Ha CEPUO3HU HEXKETIAHNU ChOUTUS, BKIIOUUTEIHO
eHI0(TaIMUT, BBTPEOYHO Bh3NaJICHHE, YBEIMUaBaHE HA BbTPEOYHOTO HAJITaHE, Pa3KbCBAaHE
Ha MUTMEHTHUS eTUTeN Ha PeTHHATA U KaTapakTa

Kora na notspcsT crieniHa moMoIr oT cBos JIeKap

[TanmenTkuTE C OeTeponeH MOTEHIKAN TPAOBa qa mpuiarat epeKTUBHA KOHTPALSTILHs, a
OpeMeHHUTE KeHH He TpsiOBa na u3nonspar Eiyzey.
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HPUJIOKEHHE I11

JAHHU BbBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHMU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JJA CbAbP KA BTOPUYHATA OITAKOBKA
KAPTOHEHA KYTHUS
IIpenBapuTe/iHO HATbJIHEHA CIPUHIIOBKA

1. HNME HA JIEKAPCTBEHUA INTPOAYKT

Eiyzey 40 mg/ml nmxeKIMOHEH pa3TBOP B IIPEIBAPUTEITHO HAITBIHEHA CIIPUHIIOBKA
adumbeprienT

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BELIECTBO(A)

| mpeaBapHUTENIHO HAITBJIHEHA CIPUHIIOBKA ChABbPXKaA 6,6 mg adnubepuent B 0,165 ml pazreop (40 mg/ml).

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[TomorHu BelecTBa: HATPUEB alleTaT TPUXUIPAT, JieeHa omneTHa kucenuna 100 %, 3axapo3a, HaTpueB
xnopuy, onucopdar 20 (E 432), Bona 3a MHKEKIIUU. 3a TOMBIHATEIHA WHGOPMAIIHS BUXKTE JTUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

MHxek1noHeH pa3TBop

1 mpeaBapuUTEIHO HAITBJIHEHA CIPUHIIOBKA ChABbpXKa 6,6 mg admubepuent B 0,165 ml pazreop (40 mg/ml).
Enunanyna no3a ot 2 mg/0,05 ml.

5. HAYMH HA TPUJIOKEHUE U TbT(MIIA) HA BBBE/KJAHE

HHuTpaBUTpeaiHo NPUITOKEHNE

Camo 3a eTHOKpaTHa yrnoTpeda.

[peau ymorpeba npodeTeTe TUCTOBKATA.

OTBOpETE CTEPIITHUS OJIUCTEP CaMO B YUCTA CTasl 3a MPUIOKEHUE.
Wznuniausat o6eM TpsAOBa 1a ce OTCTPaHH MPE WHKEKTHPAHE.

6. CIHHEHHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSBBA JA
CE CBbXPAHSBA HA MSACTO JAJIEYE OT IIOIVIEJA U TOCET'A HA TIEITA

I[a CC CbXpaHABa Ha MACTO, HCAOCTHIIHO 3a ACIA.
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7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOAUMO

8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

Tonmen no:

9. CIIEHUAJIHU YCJIOBUS HA CBXPAHEHHUE

Ha ce cbxpaHsBa B XiaaunHuK. Jla He ce 3ampassBa. [la ce cbXpaHsiBa B OpUTMHAIHATA ONIAKOBKa, 3a J1a ce
Ipeanasy OT CBETIINHA.
HeotBopenusT 6muctep Moxe a ce ChbXpaHsiBa U3BbH XJIaauHuK 1nof 25 °C go 24 gaca.

10. CIIEONUAJIHU NPEJAITAZHU MEPKU ITPU N3XBbPISIHE HA HEN3ITOJ/JI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
THAX, AKO CE U3NCKBAT TAKUBA

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

{logoj
Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski

Tlonmra

12. HOMEP(A) HA PASBPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1963/001

13. TMAPTHUAEH HOMEP

[Tapt. Ne

14. HAYHH HA OTITYCKAHE

15. YKA3AHMUS 3A YIIOTPEBA
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16. HWH®OPMAIIMS HA BPAIJIOBA A3BYKA

[IpueTo e ocHOBaHME J1a HE ce BKIIOUW HH(popMaIus Ha bpaiinosa a3zoyka.

17. YHUKAJIEH UAEHTUO®UKATOP — IBYU3MEPEH BAPKO/

JIByr3MepeH 0apKoJl ¢ BKIIOYCH YHUKAICH HICHTH(UKATOD

18. YHUKAJIEH UIEHTUPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
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JAHHU, KOUTO TPABBA JIA CbAbPKA BJIUCTEPHOTO ®OJIUO
BaucTep Ha mpeIBapUTETHO HAMbJIHEHA CHPUHIOBKA

1. HUME HA JIEKAPCTBEHMUSA ITIPOAYKT

Eiyzey 40 mg/ml nHxeKnoHeH pa3TBOP
admubeprienT

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BELIECTBO(A)

1 mpeaBapHUTEHO HAITBIHEHA CIIPUHIIOBKA Chabpxa 6,6 mg admubepnent B 0,165 ml pazteop (40 mg/ml).

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

1 mpenBapHUTEIHO HAITBIHEHA CIPUHIIOBKA ChIbpika 3,6 mg adumbeprent B 0,09 ml pazreop (40 mg/ml).
Enuangna mosa ot 2 mg/0,05 ml.

5. HAYMH HA TPUJIATAHE U ITbT(MIIIA) HA BBBEXK/IAHE

WHTpaBUTpEamHo MpuiioKeHne

Camo 3a eqHOKpaTHa ynorpeoda.

[Tpenu ynorpeba npoueTere IUCTOBKATA.

OtBopeTe cTeprIHUS OUCTEP CaMO B YUCTa CTasl 3a MPHIIOKEHHE.
Wznumausat o6eM TpsiOBa 1a ce OTCTpaHH MPean HHKEKTHPAHE.

6. CIHHEHHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NIPOAYKT TPSBBA 1A
CE CBbXPAHSBA HA MACTO JAJIEYE OT IIOIVIEJA U TOCEI'A HA JIEITA

Ja ce cexpaHsiBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

7. APYI'U CHEHUAJIHU TPEAYHPEX/IEHUS, AKO E HEOBXOAUMO

8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
80




9. CIIEHUAJIHHU YCJIOBUSA HA CbXPAHEHHUE

Ja ce cpxpaHnsBa B xyiaauiaHuK. J[a He ce 3ampassiBa. Jla ce chbxpaHsaBa B OpUTHHATTHATA OTIAKOBKA, 32 JIa ce
MpeIia3y OT CBETINHA.

10. CHENUWAJIHM HNPEAITIAZHU MEPKHU IIPU U3XBBPISHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITIPOAYKTHU NJIN OTIHTAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HWME U AJAPEC HA IPUTEXATEJIAA HA PASPEIIEHUETO 3A YIIOTPEBA

{logo}

Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski
[Tomma

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1963/001

13. TMAPTUAEH HOMEP

[Tapt. Ne

14. HAYHH HA OTITYCKAHE

15. YKA3AHUS 3A YIIOTPEBA

16. HWH®D®OPMAIIMS HA BPAIJIOBA A3BYKA
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MUHUMYM JAHHU, KOUTO TPABBA JA CBABPXAT MAJIKUTE EJJUHUYHU
II'bPBUYHHU OITAKOBKH

ETUKET

[IpenBapuTe/IHO HATBJIHEHA CHPUHIIOBKA

1. UME HA JIEKAPCTBEHUSI NPOAYKT U I'bT(UIIA) HA BBBEJKJIAHE

Eiyzey 40 mg/ml nmxexuus
adumbeprienT
WHTpaBUTpEasIHo MpuiroxeHne

2. HAYMH HA ITPUJIO’KEHHUE

3. JATA HA T3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

S. CBbABPKXAHUE KATO MACA, OGEM WJIM EIMHULIN

0,165 ml

6. JIPYTO
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JAHHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA
KAPTOHEHA KYTUS
daakon

1. HUME HA JIEKAPCTBEHUA INTPOAYKT

Eiyzey 40 mg/ml nHxeKnoHeH pa3TBOpP BHB (UIaKOH

admubeprienT

2. OBSABSBAHE HA AKTUBHOTOMTE) BEIHIECTBO(A)

1 ¢maxon ceappxka 11,12 mg adpnubepuent B 278 ml pasrop (40 mg/ml).

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[TomorHM BelecTBa: HATPUEB allETAaT TPUXUIPAT, JieneHa onetHa kucenunna 100 %, 3axapo3a, HaTpueB
xyiopu, nonucopoar 20 (E 432), Bona 3a MHKEKIIMU. 3a TOMBIHUTEIHA HHGOPMAIIHUS BUKTE JTUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

MHxeK1noHeH pa3TBop
1 dmakon ceabpxka 11,12 mg adgnubepuent B 278 ml pa3rop (40 mg/ml).
18G ¢unrbpHa uria

Enunanyna no3a ot 2 mg/0,05 ml.

S. HAYHMH HA NTPUJIOXKEHUE U TBbT(MIIA) HA BBbBE/KJIAHE

WHTpaBuTpeasHo NPUIIOKEHNE.

Camo 3a eqHOKpaTHa ynorpeoa.

[Tpenn ynorpeba npoueTeTe IUCTOBKATA.

WznumauaT o6em TpsAOBa a ce OTCTpaHU MPEIN HHKEKTHPAHE.

6. CIHHEHHUAJIHO NPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSBBA JA
CE CBbXPAHSBA HA MACTO JAJIEYE OT NOIVIEJA U TOCEI'A HA JIEIIA
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L[a CC CbXpaHABa Ha MACTO, HEAOCTHIIHO 3a ACIA.

7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOAUMO

8. J1ATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

Tonen no:

9. CIHIEHHUAJIHHU YCJIOBUS HA CbXPAHEHUE

Ja ce cpxpansBa B xmaammHUK. Jla He ce 3aMpazsiBa. [la ce chxpaHsBa B OpUTHHATHATA OMIAKOBKA, 32 J1a Ce
MIpEAIa3u OT CBETIINHA.
HeotBopeHusT duiakoH MOXe Jia ce ChbXpaHsBa U3BbH XIaauHuK nox 25 °C mo 24 yaca.

10. CIIENUAJIHU IPEJAITAZHU MEPKU ITPU N3XBbPISIHE HA HEN3ITOJ/I3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU WJIN OTHHAABYHU MATEPUAJIMN OT
TAX, AKO CE U3NCKBAT TAKNBA

11. HWME U AJIPEC HA IPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

{logo}

Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski
[Nomma

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/25/1963/002

13. TAPTUJIEH HOMEP

[Tapt. Ne

14. HAYHH HA OTITYCKAHE
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15. YKA3AHUSA 3A YIIOTPEBA

16. HWH®OPMAIIMS HA BPAHJIOBA A3BYKA

[Tpuero e ocHOBaHME J1a He ce BKIOuM nH(opMarus Ha Bpaiinosa a30yka.

17. YHUKAJIEH UAEHTUO®UKATOP — IBYU3MEPEH BAPKO/

JIByn3MepeH 0apkoj ¢ BKIIOYCH YHUKAJICH UICHTU(DUKATOD

18. YHUKAJIEH UIEHTU®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JIA CBABPXKXAT MAJIKUTE EJIJMHUNYHU
IT'bPBUYHH OITAKOBKHA

ETUKET

®aakoH

1. UME HA JIEKAPCTBEHUSI NPOAYKT U I'bT(UIIIA) HA BBBEJKJIAHE

Eiyzey 40 mg/ml nmxexuus
adumbeprienT
WHTpaBUTpEasIHo MpuiroxeHne

2. HAYMH HA ITPUJIO’)KEHHUE

3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IAPTHUJAEH HOMEP

Lot

S. CBbABPKXAHUE KATO MACA, OGEM WJIM EIMHULIN

11,12 mg/0,278 ml

6. JIPYTO
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b. JUCTOBKA
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JIucroBka: nHGopManus 32 Bb3PACTHH NALMEHTH

Eiyzey 40 mg/ml nnskeknioHeH pa3TBOpP B MpPeABAPUTEIHO HABJIHEHA CIPUHIIOBKA
apmubepuenr (aflibercept)

vTOSI/I JIeKapCTBEH MPOLYKT MOJICKH HA JOMBIHUTETHO HabmroneHune. Topa 1ie mo3Boiau 0bp30TO

YCTaHOBSIBAHE HAa HOBa WH(OpPMaIIUI OTHOCHO Oe3omacHocTTa. MoxeTe fa qajieTe CBOs MPUHOC KaTo
ChOOINUTE BCSIKA HEXeNlaHa PeakIus, KOsITO CTE TOTYYHIIH. 3a HauMHA Ha ChOOIIIaBaHEe HA HEXKETIaHH
peaKIuu BUXKTE Kpasi Ha Touka 4.

IIpoyeTeTe BHUMATEIHO LS1JIATA JIMCTOBKA, Npeau Aa Bu 0be NpuiioxkeHo ToBa JieKapcTBO, Thil KaTo

TH CbAbP:Ka Ba:xxHA 32 Bac nunpopmanus.

- 3anazere Ta3u JUCTOBKA. MosKe 1a ce HaJOXU A A IPOYETETE OTHOBO.

- AKo nMare HIKaKBHU JOI'BJIHUTCIIHU BBIIPOCH, nonuTaiite Bamus JICKap.

- AKO NOJy4YUTE HSKAKBU HEXKEJIaHU JICKApCTBEHU peakuuy, yBeapomere Bamms nekap. Tosa BkirouBa u
BCHYKH Bb3MOKHU HEKETIaHU PEaKIMH, HEONMCAHU B Ta3U JUCTOBKA. Bukre Touka 4.

KakBo cbabpxa Ta3u TUCTOBKA

Kaxkso npencrasnsBa Eiyzey u 3a kakBo ce H311013Ba

Kakso Tpsi0Ba na 3Haere, npenu na Bu 0bae npmoxer Eiyzey
Kak me Bu O0b1e npunaran Eiyzey

BB3MOXHU HEXEJIaHU peaKLuu

Kak ce cpxpansiBa Eiyzey

ChbabppKaHue Ha ONAKOBKaTa M JOIIBJIHUTEIHA HHYOPMALIUS

A

1. Kakso npeacrasasiBa Eiyzey u 3a kakBo ce u3noJi3Ba

Eiyzey e pa3TBOp, KOITO ce MHXEKTUPA B OKOTO 3a JICUCHUE HA OUYHH 3a00JIsIBaHUS [P Bb3PACTHH,

HapedeHH

- HEOBacKyJiapHa (BJIaXkKHa) Bb3pacTOBOOOYCIIOBEHA JIereHepalys Ha Makyiara (BinaxHa B/IM),

- YBpE/ICHO 3pEHHUE, THIDKAIIO C€ Ha OTOK Ha MaKyJara, BCIIe/ICTBHE Ha OKITy3Hsl (3alyIlIBaHe) Ha
perunanHa BeHa (OPB) (okimy3us Ha paskinoHeHue Ha perrHaiHa BeHa (OPPB) nim okny3us Ha
neHTpanHara pernHanaa BeHa (OLPB)),

- YBPEICHO 3pEHNE, TBDKAIIO0 c€ Ha AuabeTeH MakyneH oTok (JIMO),

- YBPEIEHO 3peHHe, TBIDKAII0 Ce Ha MHUOIIMYHA XOPOU IaTHa HeoBacKyaapu3anus (Muonnuna XHB).

Adnubepuent, akTUBHOTO BeliecTBO B Eiyzey, Ookupa akTUBHOCTTa Ha Tpyna (pakTopH, H3BECTHHU KaTo
cbl0B eHnoreneH pacrexeH Gakrop A (VEGF-A) u mnanenren pacrexen gaxrop (PIGF).

[Ipu nauuentu c Bnaxxna BJAM n muonununa XHB, Te3u gaxropu, korato ca B IpeKOMEPHO TOJISIMO
KOJINYECTBO, Ca CBbP3aHU ¢ a0HOPMHO 00pa3yBaHe Ha HOBH KPbBOHOCHH CHIOBE B OKOTO. Te3u HOBH
KPBBOHOCHH CBHIIOBE MOTAT Ja MPUYNHAT U3THYaHe Ha KPHbBHU KOMIIOHEHTH B OKOTO U €BEHTYaJTHO
YBPEkKAaHE HA OYHUTE ThKaHH, OTTOBAPSILH 32 3PEHHUETO.
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[Tpu naumentu ¢ OLIPB ce nony4aBa OnokupaHe Ha OCHOBHHSA KPBBOHOCEH ChJl, KOMTO OTBEXIa KPbBTa
oT peruHara. B pe3ynrar Ha ToBa ce moBumasar HuBara Ha VEGF, koeto npuuanHsaBa N3THYaHEe HA TEIHOCT
B PETHHATa, BOACIIO 0 OTOK HA MaKyJjara (4acTTa OT peTHHaTa, OTTOBOPEHa 3a 100POTO 3peHHe), KOUTO ce
Hapuua MakyJsieH oTok. [Ipu oToka Ha Makynara, HEHTPaIHOTO 3pEHHE Ce 3aMbIIIABA.

HpI/I IMaIMCHTH C OPPB, CIHO WJIM MOBCYC PAa3KJIOHCHHWA HA INIaBHUA KPbBOHOCCH CBU, KOMTO TpaHCIIOpTHUpa
KpPbB OT pE€TUHATA, € 6J'IOKI/IpaHO. B PE3YITAT HAa TOBA CC ITIOBUIIIABAT HMBATA Ha VEGF, KOCTO NpUYUHABA
N3TUYaHE Ha TCYHOCT B p€TUHATa, BOACIIO 10 OTOK Ha MaKyJiara.

I[I/Ia6CTHI/IHT OTOK Ha MakKyJiara IpeacTaBjisiBa OTOK Ha p€TUHATra, KOUTO ce ToJiy4aBa Ipy Malfu€HTU C
HI/Ia6CT, BCJICACTBUC HA U3TUYAHC HA TCUHOCT OT KPBbBOHOCHUTEC CbAOBC B MaKyJiaTa. MaKynaTa € Ta3u 4acCT
Ha p€TruHara, KodTO € OTTOBOPHA 34 HO6pOT0 3pC€HUC. Koraro MakKyJiara c€ noaye OT TCUHOCT, HCHTPAJIHOTO
3pCHUC CE 3aMbITIsABa.

Jokazano e, ye Eiyzey cimpa pactexa Ha HOBH a0HOPMHH KPHBOHOCHH CHJIOBE B OKOTO, KOUTO YECTO
BOJIAT /IO M3THYAHE HAa TEYHOCT WK J0 KbpBeHe. Eiyzey Moxe 1a moMorHe 3a cTabuiIn3upane, a B MHOTO
CJIy4au W Jia mofo0pu 3aryoara Ha 3peHue, cBbp3ana ¢ Biaxua BJIM, OLIPB, OPPB, JIMO u muonuyHa
XHB.

2. Kaxso TpsdBa na 3Haete, npeau n1a Bu 6bae npuioxen Eiyzey

Eiyzey nsima na Bu 0bae npuiioxxeH

- aKo cTe aJlepruvHM KbM aduubeprent wix KbM HAKOSI OT OCTaHAJINTE ChbCTaBKH Ha TOBA JIEKAPCTBO
(n36poenu B TOUKa 6).

- aKo MMAaTe aKTHBHA MH(EKLHS WIX CbMHEHHE 32 HH(PEKIHA B OKOTO MJIM OKOJIO HEro (O4Ha WM
OKOJIOOYHA UH(EKIIHS).

- aKo MMaTe TeXKKO Bh3IAIIEHHE Ha OKOTO (TIPOSIBSBAILIO CE ¢ OOJIKA HITH 3a4epBsIBAHE).

IpexynpesxaeHusi u npeanasHu MepKu

ToBopete ¢ Bamms nekap, npenu na Bu 0bae npuinoxen Eiyzey

- aKo uMare riiaykoMa

- aKo CTe MMaJHY ClIyyad Ja BHKJaTe UCKPH WIM MbTHUHU U IIPY BHE3AIHO yBEJIHMUYCHHE HA Pa3Mepa 1
Oposi HA MBTHUHHTE

- ako Bu e mpaBeHa uiu 3amanyBaHa oreparus Ha OKOTO, B paMKUTE Ha MPEIIeCTBAIINTE WIIN
CJIEJIBAIIUTE YETHPHU CEIMUIIH

- ako uMare Texka popma Ha OLIPB unu OPPB (ucxemuuna OLIPB unu OPPB), He ce npenoprusa
neuenue ¢ Eiyzey.

OcBeH TOBa € BaXXHO Ja 3HACTC, 4Uc:

- Oe3onacHocTTa M epuKacHocTTa Ha Eiyzey, koraro ce npuiara B JBETE OYH €THOBPEMEHHO, HE ca
M3CJIEIBAHU U aKO C€ U3II0JI3BA M0 TO3U HAYMH, MOXKE J1a JOBEJIE A0 ITOBUIIECH PUCK OT MOSBA Ha
HEXEJIaHU peaKkluu.

- nHxekTHpaneTo Ha Eiyzey Moke 1a mpequ3BUKa MOBUIIABAHE HA OYHOTO HaJIsIraHe (BbTPEOYHO
HaJsiraHe) NMPH HAKOW MAIlUeHTH B paMKuTe Ha 60 MUHYTH OT MH)KEKTHUpaHeTo. Bammsar nekap e
CJIe/IA TOBA CJIEN BCSIKA MHXKEKIIUSL.

- aKo pa3BueTe UH(EKUMs Ui Bb3NaleHHE B OKOTO (€HI0(TaIMHUT) WK APYTH YCIOKHEHHUS, MOXKE 12
MOYyBCTBaTe OOJIKA WK MO-CHJIEH TUCKOM(OPT B OKOTO, BIIOLIABALIO CE 3aUu€pBSBaHE HA OKOTO,
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3aMBIJICHO WU OTCIA0CHO 3PCHUE U MOBUIIICHA YYBCTBUTEITHOCT KbM CBETIMHA. Ba)kHO € BCHUKH
CHUMIITOMH J]a ObJaT TUArHOCTHIIMPAHHU U JICKYBAHU Bh3MOXHO HaN-CKOPO.

- Bammwsr nekap 1me npoBepu 1aju UMaTe JPYTH PUCKOBU (aKTOPH, KOUTO MOTAT Jia yBeIrdar
BB3MOXKHOCTTa OT pa3KbCBaHE WIIM OTJICIIBAHE HA €JIMH OT CJIOEBETE B 33/{HATA YaCcT Ha OKOTO
(oTyIenBaHe WM pa3KbCBAaHE HA PETUHATA, U OTJICIBAHE WIHM Pa3KbCBaHE HA IUTMEHTHUS CIUTEN Ha
peTuHaTa), B KOWTO ciry4aii Eiyzey TpsaOBa 1a ce mpuiara ¢ MOBUIIEHO BHIMaHHeE.

- Eiyzey ne TpsiOBa na ce mpuiara mo BpeMe Ha OpeMEeHHOCT, OCBEH aKO ITOTEHIIHAIHATA T0J13a HE
MPEBUINABA TIOTCHIIMATHYSI PUCK 3a TUIOJA.

- JKCHH C JICTEPOJICH TIOTCHIIMAN TPSAOBA J1a M3MON3BaT e()eKTUBHA KOHTPAISIIIIH 110 BpeMe Ha
JICUCHUETO W HA-MaIIKO TPU Mecela cie]] moclienHara nmkekius Eiyzey.

Cucremnara ynorpe6a Ha naxuoburopu Ha VEGF, BemecTBa, momo0HN Ha OHE3H, KOUTO C€ ChIBPKAT B
Eiyzey, e moTeHIIMATHO CBbP3aHa C PUCK OT KPHBHH ChCUPEIH, 3ayIIBAIIA KPhBOHOCHUTE ChJIOBE
(apTepuanau TPOMOOEMOOIMYHH CHOUTHS ), KOSTO MOXKE J1a JIOBE/IEC A0 ChPACYCH WH(PAPKT WIH JIO0 UHCYIIT.
ChIlecTBYBa TEOPETUYCH PUCK OT TaKHBA CHOUTHS Cliel MHKeKTupaHe Ha Eiyzey B okoto. Mma
OTpaHWYEeHH JaHHHU 3a Oe30macHocTTa npu Jiedenne Ha namuertu ¢ OLIPB, OPPB, JIMO u MuonmyHa
XHB, KOHUTO ca UMaJIM UHCYIT WX MUHH UHCYIT (MPEXOJJHA UCXEMUYHA aTaKa) UK ChpJcUeH HH(APKT B
paMKuTe Ha MOCIICAHUTE 6 Mecena. AKO HAKOe OT u30poeHuTe ce otHacs 3a Bac, Eiyzey mie ce mpuiara ¢
MMOBMIIIEHO BHUMAaHME.

Wwma orpaHuveH OmHT C IEeYeHUETO HA

- marnuenty ¢ JIMO BciteacTBre Ha auader tvm 1.

- JIa0eTUIM ¢ MHOTO BUCOKH CPEIHU HHMBA Ha KpbBHA 3axap (HbAlc nan 12%).

- TabeTUIM ¢ 0YHO 3a00IIsIBaHe, MPUYMHEHO OT JuadeTa, HapedeHo nponudepaTrBHa qruadeTHa
peTHHOMATHS.

JIumcBa onuT ¢ JICYCHHUE Ha

- MAaIUEHTH C OCTPH MH(DEKIUY.

- MAIUEHTH C IPYTH OYHU 3200II1BaHUS KaTo OTJIEBaHE HA pETUHATA MIIK JYIKa B MaKyJaTa.

- Ta0eTUIM ¢ HEKOHTPOIMPAHO BUCOKO KPHBHO HAIIATAHE.

- MalMEHTH, KOUTO HE ca OT a3UaTCKu Mpou3xoJ, ¢ muonnyHa XHB.

- MalMEeHTH, JIEKyBaHU Mpeau 3a muonuuHa XHB.

- MAIUEHTH C YBPEX/IaHEe U3BHH IIEHTPAIHATA YacT Ha MaKyaTa (eKcTpadoBeaHu Je3un) 3a
muonnyHa XHB.

Axo HsIKOe 0T H30poeHuTe Mo-rope ce oTHacs 3a Bac, Bammsar nexap e B3eMe npeaBua Ta3u JIMIca Ha
nHpopManys npu JieaeHento Bu ¢ Eiyzey.

Jeua u ronomu
Ynorpebara Ha Eiyzey npu fiera v 10HOIIN Ha Bb3pacT 1o 18 rouHu NPy MOKa3aHusl, pa3aIudHu OT
peruHonarus Ha HegoHoceHoto (PH), He e mpoyueHa.

Apyrn nexkapcrBa u Eiyzey

Tp516Ba JTa KakeTe Ha Bams JICKap, ako U3I10JI3BaTec, HACKOPO CTC M3ITOJI3BAJIM UJIX € Bb3MOXHO Ja
H3MO0JI3BATE APYTU JICKApCTBA.
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BpemennocT u KbpMeHe
- Xenu ¢ pereponeH noTeHuuan TpsAOBa Aa U3NON3BAT €(hEKTUBHA KOHTPALIETILIUS 110 BpeMe Ha
JICYCHUETO W Hall-MaJIKo TPU Mecela cieq] nmocienHara nmxekuus Eiyzey.

- Hsma ommmt B m3non3Banero Ha Eiyzey npu Opemennu sxenu. Eiyzey ve TpsiOBa ga ce M3moi3Ba 1o
BpeMe Ha OpEMEHHOCT, OCBEH aKo MOTEHIIMAIIHATA [10J132 HEe PEBHUINABA MOTEHIMATHHUS PUCK 32
mona. Axo cte OpeMeHHa WK TIaHupaTe OPEMEHHOCT, TOChBETBalTe ce ¢ Bamms nekap mpeau
neuenue ¢ Eiyzey.

- Maunku xonmdectBa Eiyzey moxe ma mpemuHar B kbpmara. Edekture BbpXy KbpMEHUTE
HOBOpPOJCHHW/KbpMadeTaTa He ca u3BecTHH. Eiyzey He ce mpenoppuBa Mo BpeMe Ha KbpMeHe. AKO
CTe KbpMavka, 00chaeTe ToBa ¢ Bamus iekap npenu Jieuenue ¢ Eiyzey.

Hlodupane u paéora ¢ MAIIUHU
Crnen nmkeknusara ¢ Eiyzey Moxe 1a vMate BpeMEeHHH 3pUTEIHH cMyIieHus. He modupaiite u He
paboTeTe ¢ MalIMHU, JOKATO T€ Ca HaJIUIIE.

Baxna nndopmanus 3a HAKou cbecTaBKkU Ha Eiyzey

ToBa nekapcTBO ChABPXKA:

e mo-Majiko oT 1 mmol Harpwmii (23 mg) Ha 1030Ba €IUHMIIA, T.€. MOXKE Jia CE Kaxe, 4e MPAKTUICCKU HEe
ChIbpKa HATPUH.

e 0,003 mg momucopbar 20 BEB Besaka no3a ot 0,01 ml wmu 0,015 mg monmcopOar 20 BBB BCsiKa /1032 OT
0,05 ml, xouto ca ekBuBajenTHu Ha 0,3 mg/ml. [lonucopbaTure MoTaT na MPUUUHSAT aJCPrUIHA
peakuuu. Kaxxere Ha Bamus nexap, ako ©MaTe yCTaHOBEHH aJIepPrum.

3. Kak me Bu 0bae npunaran Eiyzey

Jlekap ¢ ONUT B IPWJIaraHETO HA OYHU MHXKEKIIUH e nHkekTupa Eiyzey B okoto Bu B acenTuvnu (YMCTH 1
CTEPHJIHH) YCIIOBHSL.

[Ipemoppunrennara go3a e 2 mg apnudepuent (0,05 ml).
Eiyzey ce nmpunara KkaTo HHXEKIUS B OKOTO (MHTPaBUTPeaTHA HHKEKITHS).

[penu umxekTUpaHeTo Bammsar jiekap 1e u3noi3Ba Je3uH(PEKIUpaIio CpeJCcTBO 38 BHUMATEIIHO
MMOYUCTBAaHE HA OKOTO Bu ¢ 11e1 npenoTBparsBane Ha uHMEKIMs. BamusT gekap 1ie npuaoku U MeCcTHa
YIIO¥iKa, 3a J1a HaMaJId WY TPEA0TBPATH BCsIKa 0OJKa, KOATO OMXTE MOTIIH Jla I0YyBCTBATe MPU
WHXEKTUPAHETO.

Baaxuna BIM
[Naruentu ¢ BnaxHa B/IM e Ob1at JeKyBaHU C €JHA WHKEKIIUA HA MECEI] B IPOABIKEHUE HA TPU

MMOCICA0OBATCIIHA 03U, IMOCICABAHU OT Apyra MHKCKIUA CIICA JOIIBJIHUTCIIHU ABAa MECCLA.

Crnen ToBa Bamust jiexap 1me pertu, 1ajid HHTEPBaIbT MEX Ty HEKEKITUUTE MOXKE Jla Ce MOAIbpiKa Ha JBa
Mecella WX MTOCTENEHHO JIa C€ YIbDKaBa ¢ 1Mo 2 Wi 4 CEMUIIH, aKO ChCTOSIHUETO Br e cTabmiTHO.

Axo cbcrosinueTo Bu ce BJIOIIN, HHTCPBAIBT MECKIAY MHKCKIIMUTE MOXKE J1a 6’5}16 CBKpPAaTCH.
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He ce nanara na nocemasare Bamus nexap Mexay OTACTHUTE UHKEKIIUU, OCBEH aKO UMAaTe HIKAKBU
MpoOJIEeMH WU CT€ TIOCHBETBAHM OT Bamus rekap.

Otok Ha Mmakyaara Beaeacrsue Ha OPB (OPPB niu OLIPB)
Bamust nekap e onpeseny Hal-moaxosIara cxema Ha jJeueHue 3a Bac. Bue 1e 3amounere ieuyeHue cbe
cepus OT eXXeMeCeYHH WHXeKnu ¢ Eiyzey.

WNuTepBanbT MeXITy 1BE MHKEKIIMU HE TPsiOBa 1a ObJe MO-KbC OT €AHH MeCell.

BammsT nexap Moxke n1a perm fa cripe nedeHnero ¢ Eiyzey, ako ceerostareTo Bu He ce momoOpu mpu
MPOIBKABAHE HA JICUCHUETO.

Bamero neuenue mie IMPOABIIKU C CIKEMCCCUHU MHIKCKIIUU, TOKATO CbCTOAHUECTO Bu crane crabuiHoO.
Moxe Ja ca HeO6XOI[I/IMI/I TPU WIH MTOBCUC CIKECMCCCUHU WHIKCKIINU.

Bammsar nekap e npocienssa Bamus oTroBop Ha JI€4€HHETO U MOKE Jja IPOABIDKHU JICUEHHETO Ype3
MIOCTEIICHHO yBeJIMYaBaHe Ha HHTEpBaja MEX Iy HHXKEKIIMUTE, 32 1a CE MOATBP)KA CTA0OMIIHO ChCTOSIHUE.
Axo chrcTosiHMeTo By 3amouHe f1a ce BiolaBa MpH Mo-IbJIBI HHTEPBaJ Ha JiedeHne, Bamuar nexap e
HaMaJli ChOTBETHO MHTEpBAaJIa.

B®3 ocHoBa Ha Bammms otroBop Ha jedeHueTo, BamusT nekap 1e peiy KakbB 1a € rpa@UKbT Ha
IperieanTe 3a MPOCIeAsIBaHe U CXeMara Ha JICUeHHE.

JAuabGeren makyien otok (JIMO)

[Narmuentn ¢ JIMO Tps6Ba 11a ce IeKyBaT C eHa WHKEKIHSI MECEYHO 3a ITbPBUTE TET ITOCIE0BATEITHN
JI03H, MTOCIIEABAHN OT €IHA MH)KEKIMS Ha BCEKH JIBA MeCeEIla CiIe]] TOBa.

WHTepBansT Ha npuitaraHe Moke J1a ce 3ara3y BEAHBXK Ha BCEKH JBa MeCella WIN J1a € alalThpa CIpsMO
chbcTosiHIETO B BB3 OCHOBa Ha mpervies] npu Bamms nekap. Bammsr nekap 1ie penm kakb Ja € rpa@uksT

3a NpeIIeauTe 3a NMpPOoCICAABaHE.

Bammsr JICKAp MOXKC a pCIIr Jia CIIpe JICYCHUCTO C a(l)J'II/I6€pI_I€HT aKO CC YCTAHOBH, Y€ HAMATC 110J13a OT
MMPOABILDKUTCIIHO JICHCHUC.

Muonunuyna XHB

[Naruentn ¢ muonuuaa XHB 1ie Obaat JIekyBaHH caMo ¢ €1Ha WHKEKIUs. J[OMbITHUTETHH WHXEKIIUH TI1e
Bu ce nocrasar camo, ako nperieaute mpu Bamms nekap mokaxar, ye ChCTOSHUETO Bu He ce e momo0puiio.
WuTepBanbT MeXITy IBE MHXKEKIIMU HE TPsiOBa 1a ObJe MO-KbC OT €HH MeCell.

Axko 3a0ossBaHeTo Bu oTiyMsiBa U cliefl TOBa ce BpbIia, BauusT gekap Moxe 1a MOJHOBH JICUCHHETO.

BamusT nexap e onpezaenu rpaduka Ha IpemIeUuTe 3a MPOCcIesIBaHe.

IMTonpoOHu ykazaHus 3a ynorpeda ca JafeHH B Kpasi Ha JIMCTOBKATa cief ,,Kak ce mpuroTss u kak ce
npuiara Eiyzey®.
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Ako e nponycHara 103a Eiyzey
3anuiiere ce 3a HOBO MOCELIEHUE 3a MPErIel U NHKEKLUSL.

AKko cte cipesiu npuema Ha Eiyzey
Koncynrupaiite ce ¢ Bamus nekap npeau 1a CrpeTe JISUEHHUETO.

AKO nMare HAKaKBH JOITBIHUTEHN BBIIPOCH, CBBP3aHH C yIoTpedara Ha TOBa JIEKAPCTBO, TOIUTANTE
Bamus nekap.

4. Bb3MOXKHU HeKeJIaHU Ppeaknun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Aa IIPEAU3BUKA HEXKECIaHN PCaKINU, BBIIPEKHU Y€ HE BCCKH
' IoJiy4aBa.

[NoTeHnuanHo Morar ia Bb3HUKHAT aJIePrHYHU peakuuu (Peaklui Ha CBPbXUyBCTBUTENHOCT). Te morar
Aa ObAaT cepHO3HU H A HAJIarar ja ce cBbp:keTe He3a0aBHO ¢ Bamus nexap.

[Ipu npunoxenuneto Ha Eiyzey mMorar aa ce pa3BHUAT HIKOM HEXXEJIAHU PEAKLNH, 3aCATALIN OYUTE, KOUTO
ce IbJDKAT Ha Mpoleaypara Ha HHKeKTupane. Hskou ot Tsx Morar 1a ObJaT cepHo3HH U BKIFOYBAT
cJIeNnoTa, cepHo3Ha MH(eKINs WK Bb3NaJIeHHe HA 0KOTO (eH10(TaIMUT), OT/IeNBaHe, pa3KbCBaHe
WM KbPBEHe Ha CBeT/IOUYBCTBUTEHHS CJION B 32/IHATA YaCT HA OKOTO (OTJICIIBAaHE WM PA3KbCBAHE
Ha peTHHara), MOMbTHSIBAHE HA JIenaTa (KarapakTa), KpbBOU3JIUB B OKOTO (KPHBOM3IINB B
CTBKJIOBUAHOTO TSJIO), OTJIENBAHE HA MOAOOHOTO HA KeJle BeIleCTBO BbB BLTPEUIHOCTTA HA OKOTO OT
peTHHaTa (OTIIENBAaHE HA CTHKIOBUIHOTO TSJIO0), ¥ MOBUIIABAHE HA HAJISITAHETO B OKOTO, BIDKTE TOUKA
2. Te3u cepro3HU HEXKENAHU PEAKLUH, 3acsATallld OUYUTE, Ca Ce Pa3BWIIM IIpU Ho-Majiko ot 1 Ha 1 900
WH)XEKLUH B KIIMHUYHUTE POYYBaHHMS.

CBBp)KeTe ce ¢ Bamus JIEKap He3aﬁaBHO, AaKO IMOJYYUTEC BHE3AIIHO HAMAJICHHUE HAa 3pCHUCTO, NI
3acujIBaHe Ha OoyKaTa u 3aUCPBABAHC HAa OKOTO CJICA MHXKXCKIHUATA.

CnuchbK HA HeXKeJIaHU peaKluu

CrnenBa CIMCHK Ha HEXKEJIAaHUTE PEaKLUH, KOUTO ca ChOOIIIaBaHU KaTo BEPOSATHO CBbP3aHHU C MpOIEAypara
Ha MHXKEKTUPAHE WK C JieKapcTBOTO. Mosts, He ce Oe3nokoiite, Bue Moke 1a He MOIy4YnTe HUKOS OT TAX.
Bunaru o6ckxnaliTe BCSIKAaKBY TIO03UPAHH HEXXETIaHH Peakiuu ¢ Bammms nexap.

MHoro 4ecTH He:KeJIaHU peaKHH (MorarT J1a 3acerHar rmosede ot 1 Ha 10 gymmm):

- BJIOIIIaBaHE HA 3PSHHUETO

- KPBBOUBIIUB B 33/IHATA YaCT HA OKOTO (KPHBOM3JIMB B PETUHATA)

- KpPBBSICBAHE Ha OKOTO, IPUYUHEHO OT KbPBEHE OT MAJIKUTE KPHBOHOCHU ChJIOBE BbB BHHIITHUTE
CJIOEBE Ha OKOTO

- 00JIKa B OKOTO

YecTH HekeJaHU peakuuu (Morat aa 3acersar jo 1 Ha 10 qymm):

- OTJICMIBAHE WJIM Pa3KbCBAHE HA €AUH OT CIIOEBETE B 33JHATA YACT HA OKOTO, KOETO BOAU JI0
MPOOIISACHIM ¢ MBTHUHHU, TTOHSIKOTA IIPOTPECUpAIIIH JI0 3ary0a Ha 3peHHeTo (pa3KbCBaHE Ha
PETUHAITHUS MUTMEHTEH eNHUTEN*/0TIIenBaHe, OTISBAHE HA peTUHATA/Pa3KbCBAHE)
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o * ChCTOSTHUS, 32 KOMTO € U3BECTHO, Y€ Ca CBbp3aHU ¢ BiaxkHa B/IM; HaOnroqaBanu camo mpu
MaIueHTy ¢ BiaxHa B/IM.
- JeTeHepalys Ha peTHHATa, TPUYUHSIBAIIA HAPYIIIEHO 3pSHHE
- KPBBOM3IINB B OKOTO (KPHBOM3IUB B CTHKIOBHIHOTO TSIIO)
- HsikoH (DOpPMU Ha 3aMBIVISIBAHE HA JieliaTta (KaTapakra)
- YBpeXXJaHe Ha TpeAHHs CII0M Ha oyHara sS0bIKa (POrOBHIIATA)
- MTOBHUIIIEHUE HA HAIATAHETO B OKOTO
- JIBOKCIIU C€ TIETHA B 3pUTEITHOTO 1oJie (MbTHHHH)
- OTJICTIBaHE HA MOJOOHOTO HA JKEJIe BEIICCTBO BHB BHTPEITHOCTTA HA OKOTO OT pETHHATA (OTJICIIBAHE
Ha CTHKIIOBHIHOTO TSJI0, BOAEIIO A0 MPOOISCHIN C MBTHIHH)
- ycellane, 4e MMa Hello B OKOTO
- MOBUINIEHO 00pa3yBaHe Ha ChJI3U
- MOJIyBaHe Ha KJiernaya
- KbpBEHE Ha MSCTOTO Ha WH)KEKTHPaHe
- 3a4epBABaHE HA OKOTO

HeuecTu He:kenanu peakuum (Morar ga 3acersar o 1 ga 100 gymm):

- AJIePTUYHU PeaKlny (PeaKkluy Ha CBPbXUyBCTBUTEIHOCT)**
o ** MImMa choOIIEeHNS 32 allepTUYHN PEaKIH KaTo 00puB, ChbpOexk (MIPYpHUTYC), KOMPHUBHA
Tpecka (YpTHKapHs), KaKTO M HSAKOJKO CITydad Ha TeXKKH allepruaHU
(ana¢wmnakTHYHI/aHADUITAKTOUTHH) PEAKIIUH.

- CEpUO3HO Bh3MAJIEHNE WM HHPEKIUS BbB BRTPEIIHOCTTA HA OKOTO (€HAOPTAIMHUT)

- BB3MAJICHHE Ha UPHCA WIN IPYTH YaCTH Ha OKOTO (MPHT, YBEUT, UPUIOLMKINT, THHAAN B IIPEAHATA
KaMmepa)

- HEOOWYAIHO yCelllaHe B OKOTO

- JpazHeHe Ha Kiierada

- MOyBaHEe Ha MPEIHUs CIIOW Ha OYHAaTa sIOBIIKa (POTOBHIIATA)

Penxu Hexenanu peakuuu (Morar fa 3acersar Ao 1 Ha 1000 xymm):

- clernora

- MIOMBTHSIBAHE Ha JIeIaTa Mopaay TpaBMma (TpaBMaTHYHA KaTapakTa)

- BB3MAJICHHE Ha MOM00HOTO Ha jKeJie BENIECTBO BbB BHTPEITHOCTTA HA OKOTO
- THO# B OKOTO

C Hen3BeCTHA YECTOTA (OT HAJIMYHUTC JaHHHU HC MOXC J1a 6’5,[[6 HallpaBCHa OLICHKa Ha LIeCTOTa.TB.)Z
- BB3IaJICHHE Ha Osj1aTa 4acT Ha OKOTO, CBBP3aHO CBHC 3a4CPBABAHC U Oomka (CKJ'IepI/IT).

B knmMHMYHKTE M3MUTBAaHUS ce HAOIIo1aBa MMOBHIIICHA YECTOTa HA KbPBEHE OT MAIIKUTE KPBBOHOCHH ChJIOBE
BBB BBHIIHUS CJION Ha OKOTO (KOHIOHKTHBAJIEH KPBbBOM3JIMB) MPH MAIMEHTH ¢ BiakHa BJIM, npuemamun
JIEKapCTBa 3a pa3pekIaHe Ha KpbBTa. Ta3u MOBHILIEHA YECTOTA € CPABHUMA MEXy MAIUEHTUTE, JIEKYBAHU
¢ pannOu3ymad u apauldeprent.

Cucremnara ynorpeba Ha naxubutopu Ha VEGF, BemectBa, nomoonu Ha ceabpskamure ce B Eiyzey, e
MTOTEHIIMATHO CBhP3aHa C PUCKA OT KPHBHH CHCHPEIH, 3aITyIIBAIIN KPHbBOHOCHUTE CHI0BE (apTEPHATHU
TPOMOOEMOOITMYHH CHOUTHS), KOETO MOXKE Jia IOBEIE 0 ChpicdeH HHDapKT Win 10 HHCYyAT. ChIecTBYBa
TEOPETUYEH PUCK OT TaKuBa CHOUTHA ciex nHxekTupane Ha Eiyzey B okoTto.
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Kakrto npu BcHuky TepaneBTUYHH MTPOTSHHHU, IPU NPUIOKEeHHETO Ha Eiyzey chlllecTByBa BE3MOKHOCT OT
MMyHHa peakius (0Opa3yBaHe Ha aHTHUTENA).

ChodIaBaHe HA HeKeJAHN PeaKIuu

AKO NOJy4YnTe HIKAKBU HEXKENIAHU JICKAPCTBEHH peaklinu, yBeaomere Barmus nekap. ToBa BKIIIOYBa BCUUKHU
BB3MOXXHHU HEOTIFICAHU B Ta3M JIMCTOBKA HEXXEJIAaHH peakiiu. MoxkeTe ChIIo Ja ChOOINTE HEKEeIaH!
peakiyy JUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMa 3a ChoOIaBaHe, mocodena B [punoxenne V. Karo
ChOOINaBaTe HEXKEIAHH PEAKITHH, MOXETE 1a ]AJIETE CBOS PUHOC 32 MOJTydyaBaHe Ha TOBEYE WH(pOpMAIIHS
OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKapPCTBO.

5. Kak ce cbxpansiBa Eiyzey

: Ja ce cpxpaHsBa Ha MSCTO, HEOCTHITHO 32 JIela.

. He u3non3BaiiTe ToBa 1€KapcTBO ciie]] CPOKa HA TOAHOCT, OTOENSI3aH BbPXY KapTOHEHATA ONAKOBKa
eTukera cien ,,l ogen no:“/,,EXP*“. CpokbT Ha TOMHOCT OTrOBaps Ha MOCJEIHUS JIEH OT IOCOUSHUS
Mecell.

. Ha ce cpxpanssa B xnagmiauk (2 °C no 8 °C). [a ue ce 3ampasspa.

. HeotBopenusT Onmctep MoXe J1a ce ChXpaHsaBa H3BbH XIaauiaHUK mox 25 °C mo 24 vaca.

. Jla ce cpxpaHsiBa B OpUIMHAJIHATa OMAaKOBKa, 3a J]a ce Mpe/a3y OT CBETIIMHA.

. Hewsmon3paHusAT JIeKapCTBEH MIPOMYKT WM OTIAaIbUHUTE MaTepUa OT HETO TPsiOBa 1a ce

U3XBBPJIAT B CbOTBETCTBUE C MCCTHUTC U3MCKBAHUA.

6. Cb)n)pmalme Ha ONMMAaKOBKAaTa M JOINbJHHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kakspo cbabpixa Eiyzey

- AKTUBHO BelecTBo: adudepiient. Besika npeBapuTeIHO HATbIHEHA CIPUHIIOBKA ChABPKA 6,6 mg
adumbeprient B 0,165 ml. ToBa ocurypsiBa U3Moa3BaeMo KOJHMYECTBO 3a JOCTABSIHE Ha eUHIYHA
no3a 0,05 ml, ceapprkany 2 mg agaudepient.

- JpyTH chCTaBKHU: HATPUEB alleTaT TPUXUAPAT, JieJeHa oneTHa kucennHa 100 %, 3axapo3a, HaTpueB
xnopun, monmucop6ar 20 (E 432), Boga 3a HHKEKIHH.

3a nompaHUTENHA MHpOPMaLUs BIXTe paszaen 2 ,,Eiyzey cpabpxa®.

Kaxk w3rexna Eiyzey n KakBo ¢habp:Ka onmaKoBKaTa
Eiyzey e MHXeKIIMOHEH Pa3TBOP (MHKEKIHs) B TIPESIBAPUTEIIHO HAITBJIHCHA CIIPUHIIOBKA. Pa3TBOPBHT €
0e31BETEH 10 OJIENO JKBIIT.

EnHomo3oBa npenBaputenHo HarbIHEHA cipuHIloBKa 1 ml (¢ o0eM Ha HambiaBaHe 165 MuUKpoIUTpa
pasTBOp), U3paboTeHa OT LUKJI00JIS(hUHOB MOJIMMED, C Kaladyka Ha BbpXa, M3padoTeHa OT XJIOPOOYTHUIIOB
kayuyk. CIIpUHITOBKAaTa € 3aTBOpeHa ¢ OyTasio, u3paboTeHo OT XJIOPOOYTHUIIOB KaydyK, C TOKPUTHE OT
OMPEXEH CHIIMKOH.

Bcesika onakoBka chbpka €Ha MpeIBApUTEITHO HAIThIHEHA CIIPUHIIOBKA HAITbJTHEHA C HOMUHAJIEH 00eM
165 MuKpoONUTpa Pa3TBOP 32 MHTPABUTPEATHO HHKEKTHPAHE.

OmnakoBka oT 1 MpeABAPUTCIIHO HAITbJIHCHA CIIPUHIIOBKA.
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IIpuTe:xaren Ha pa3penieHneTo 3a ynorpeda
Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski
ITonma

ITpousBoauTe

KYMOS S.L.

Ronda De Can Fatj6 7b
Parc Tecnologic Del Vallés
Cerdanyola Del Valles
Barcelona

08290

Ucnanus

3a JOIIBJIHUTCIIHA I/IH(I)OpMaIlI/ISI OTHOCHO TOBa JICKApCTBO, MOJIsI, CBBPKETEC CC C JIOKAJIHHA NPECACTABUTECII HA

MPUTEXKATENSI Ha Pa3pelIeHUEeTo 3a yrnoTpeoa:

Belgié / Belgique / Belgien
OmniVision GmbH
Tél/Tel: +49 89 840 792 30
Bbarapus

OmniVision GmbH

Ten.: +49 89 840 792 30
Ceska republika
OmniVision GmbH

Tel: +49 89 840 792 30
Danmark

OmniVision GmbH

TIf.: +49 89 840 792 30
Deutschland

OmniVision GmbH

Tel: +49 89 840 792 30
Eesti

OmniVision GmbH

Tel: +49 89 840 792 30
E)\LGda

OmniVision GmbH

TnA: +49 89 840 792 30
Espaia

OmniVision Farma Espafia S.L.
Tel: +34 93 747 10 29
France

OmniVision GmbH

Tel: +49 89 840 792 30

Lietuva
OmniVision GmbH
Tel: +49 89 840 792 30

Luxembourg / Luxemburg

OmniVision GmbH

Tel/Tel: +49 89 840 792 30

Magyarorszag
OmniVision GmbH

Tel: +49 89 840 792 30
Malta

OmniVision GmbH
Tel: +49 89 840 792 30
Nederland
OmniVision GmbH
Tel: +49 89 840 792 30
Norge

OmniVision GmbH
TIf: +49 89 840 792 30
Osterreich
OmniVision GmbH
Tel: +49 89 840 792 30
Polska

OmniVision GmbH
Tel: +49 89 840 792 30
Portugal

OmniVision GmbH
Tel: +49 89 840 792 30
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Hrvatska Romania

OmniVision GmbH OmniVision GmbH
Tel: +49 89 840 792 30 Tel: +49 89 840 792 30
Ireland Slovenija

OmniVision GmbH OmniVision GmbH
Tel: +49 89 840 792 30 Tel: +49 89 840 792 30
island Slovenska republika
OmniVision GmbH OmniVision GmbH
Simi: +49 89 840 792 30 Tel: +49 89 840 792 30
Italia Suomi/Finland
OmniVision Italia S.r.1. OmniVision GmbH
Tel.: +39 02 308 90 93 Puh/Tel: +49 89 840 792 30
Kvnpog Sverige

OmniVision GmbH OmniVision GmbH
TnA: +49 89 840 792 30 Tel: +49 89 840 792 30
Latvija

OmniVision GmbH

Tel: +49 89 840 792 30

I[aTa Ha IOCJECIHO NMpepasrjie:;kaane Ha JIMCTOBKaTa

[Hompo6na nH(bOopMaIHs 32 TOBa JIEKapCTBO € MpeAoCcTaBeHa Ha yeOcaiiTa Ha EBpomneiickaTa areHIus mo
nekapcerBara: https://www.ema.europa.eu.

ITocouyeHnara mo-n0;ry HH(pOpMALKs € NPEIHAZHAYEHA CAMO 32 MeJUIMHCKH cnenuagnctu: Kak ce
NPUrOTBS U Kak ce npuiaara Eiyzey

IIpenBapurenHo HabIHEHATa CIIPUHIIOBKA TPsI0BA Ja C€ U3I10J3Ba CAaMO 32 JICYCHHE HA €IHO OKO.

He otBapsiite crepuinHus OnucTep ¢ npeaBapyUTENIHO HAITbJIHEHA CIIPUHIIOBKA U3BBbH YHCTAaTa CTas 3a
MPUIIOKEHHE.

[IpeaBapuTeNHO HATBIHEHATA CIIPUHIIOBKA ChIIbPIKa MOBEYE OT NPENOPHUYUTEIIHATA 1032 2 Mg
adqumbepuient (exBuBajeHTHU Ha 0,05 ml). M3muiHOTO KOJIMYECTBO TPsIOBA J1a CE OTCTPAHU MPEan
MIPUIOKCHHE.

Pa3TBOpBT TpsiOBa Ja ce MpoBEpU BU3YaTHO 32 YY)KIH YACTUIHM M/WJIM TIPOMSIHA B IIBETa WIIN BCSKAKBA
NPOMSHA BbB BHHIIHMS BHJ IPEIU MpUIokeHne. B cirydaii, e ce HaOoqaBar Tak1Ba, JIEKapCTBEHHUAT
MPOIYKT TPsIOBA Ja C€ U3XBHPIIH.

HeoTBopeHnusr 6imcTep MOXKe Jla C€ ChbXpaHsIBa W3BBH XJamrHuK 1o 25 °C mo 24 gaca. Crieq oTBapstHE HA
omuctepa paboTeTe B aCENTUYHH YCIIOBUS. 3a HHTPABUTPEAITHO MHXKEKTUpaHe TpsOBa na ce m3nonssa 30 G
X 72 IHY WHXKEKI[MOHHA WTIJIA.
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Ykazanus 3a ynompeéa Ha npe@eapumenuo Hanv/HeHama CRPpUHUO6KA:

1. | Koraro cre roroBu na npuiioxute Eiyzey, oTBOpeTe olmakoBKara U U3BaICTE CTCPUIIN3UPAHHUSI
omuctep. BHuMarenHo oTBopeTe OucTepa, OCUTypsBaliKy CTEPUITHOCTTA Ha ChIIbPKAHUETO
My. ApBKTe CHpUHIIOBKAaTa B CTEPIIIHOTO THE3/IO, IOKATO CTE TOTOBH 3a CIIIO0OSBAHETO .

2. | V3BageTe cripHIIOBKATa OT CTEPUIIM3UPAHUs OIHCTEp, KATO M3MOJI3BATe ACENTHYHA TEXHHKA.

3. | 3a ma MaxHeTe Kamaykara Ha CIIPHUHIIOBKATA, IPHKTE
CTIPUHIIOBKATA B €JJHATA CH PBKa, Karo ¢ Jipyrara
XBaHETE Kanavykara Ha CIIPHHIIOBKATA C Majena 1
rokasasena cu. Mo, o0bpHeTe BHIMaHue: TpsoBa
Jla U3bpIIaTe KaravykaTa Ha CIIPUHIOBKaTa (He 5
OTYYIBANTE).

APBLITHETE!

4. | 3a ma m30ernere HapyIIaBaHe HA CTEPUITHOCTTA Ha MPOAYKTA, HE U3TEIVIAITE Ha3aa OyTanoTo.

5. | 3aBuiiTe IUTPTHO MHXXEKIIUOHHATA UITIA KbM JIyep-JI0K

BbpXa Ha CIPUHIIOBKATa, KATOM3IOI3BATE ACENTHYHA /\/\)\
TEXHUKA. )

( Huaexumonna wraa « _|
Hpeasapureano

HATLANENA COPHRYOBKA

6. | Karo nppxuTe CIIprHIIOBKATa ¢ HACOUYEHA HArope
WA, 5 IPOBEpEeTe 3a HAlTM4ne Ha Mexypuera. AKO
“Ma MexypueTa, BHUMATEITHO TOTymnaiTe
CIIPUHIIOBKATA C MPBCT, JOKATO MEXypUeTara ce
WU3AUTHAT JI0 TOpHAara il 4yacr.

7. | V3IUIIHOTO KOMMYECTBO TPsAOBa Aa ce U3XBBPIH Mpeau npuiokeHne. OTCTpaHeTe BCHUKU
MexypyeTa 1 M3TJ1acKaiiTe H3JIUIIHMUSA JIEKAPCTBEH NPOAYKT, Ype3 0aBHO HATHCKaHe Ha
0yTas10To, 32 1a H3PABHUTE OCHOBATA HA CBOAA Ha OyTaJIOTO (He BbpXa Ha CBOAA) €
JIMHUATA 32 103aTAa HA cIpuHIOBKaTa (ekBuBaseHTHO Ha 0,05 ml, T.e. 2 mg adubepiient).
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3abenexka: ToBa MMpaBUIHO MO3UIIMOHUPAHC HA 6YTaJ'IOT0 € MHOT'O Ba>XHO, TBH KaTo
HCMPABUJIHOTO MO3ULIMOHUPAHE HA 6YT3J'IOTO MOXKE aa JO0BCAC 10 AOCTABAHEC HA IIOBCUYC UIIN
IMO0-MaJIKO OT IpeArnrcanara a103a.

PBBTBOP ¢J1eX OTCTPAHSABAHE HA
BB3IYIIHHTE MexypieTa H
CBoJa Ha 6_\1‘9;101'0 H3/JIHITHOTO JIEKAPCTBO

Buaaymuo stexypue

— Jumus na

aoxpane

JIuans va
Ao3HpaHe

|Ocnora ra cBoxa BA
6yTaazoTo

WmxexTupaiite 70KaTO HaTUCKaTe OyTAIOTO BHUMATEITHO U C MIOCTOSTHEH HaTHCK. He
Ipujiaraite TOMBJIHUTEICH HATUCK, CJIe/ KaTo OyTajJoTO JOCTUTHE ABHOTO HA CIIPHHLIOBKATA.
He npuiaraiitTe KakbBTO U 12 € 0CTATbYEH Pa3TBOP, KOITO ce HA0JII01aBa B
CIIPUHILIOBKATA.

[IpenBapuTeHO HAITBJIHEHATA CIIPUHIIOBKA € CaMO 3a eTHOKpaTHa yrorpeda. MHOTOKpaTHO
Mpuiarase Ha 034 OT MPEBAPUTEITHO HAITbIHEHA CIPUHIIOBKA MOKE J]a YBEIUYH PHUCKA OT
3aMbpCSBaHE U MMOCIeBAIIA HHPEKIHSL.

Hewusmnon3sanusar JICKaApCTBCH MMPOAYKT UKW OTIIaAABYHUTC MaTC€pruaId OT HETO TpH6Ba Ja ce
U3XBBPJIAT B CbOTBETCTBUEC C MCCTHUTC U3MCKBAHUA.
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JIncroBka: mHpopmanus 3a manmeHTa

Eiyzey 40 mg/ml nn:keK1InoHeH pa3TBOp BbB (UIaKoH
adpmubepuenr (aflibercept)

vT031/1 JIEKapCTBEH MPOIYKT MOJUICKH Ha JOMBIIHATEIHO HaOmoneHue. ToBa 1ie mo3Boiu 6bp30To
YCTaHOBSIBaHE HAa HOBA WH(OpMAIIHS OTHOCHO 0e30macHoCTTa. MoXeTe Ja JaieTe CBOsl IIPUHOC KaTo
CHOOIIUTE BCSIKA HEXKENIaHA PEaKIUs, KOSATO CTE MOIYYIU. 3a HaYMHA Ha ChOOIIIaBaHEe Ha HEXETIaH!
peaKINy BIXKTE Kpas Ha TouKa 4.

IIpouyeTeTe BHUMATEIHO LS1JIATA JIMCTOBKA, Npeau Aa Bu 0be NpuioxkeHo ToBa JieKapCcTBO, Thil KaTo

TH CbAbP:Ka Ba:xkHA 32 Bac nunpopmanus.

- 3armazere Ta3u IUCTOBKA. MoJke 1a ce HAJIOXKH J1a 51 POYeTeTe OTHOBO.

- AKo nMare HIKaKBU JOI'BJIHUTCIIHU BBIIPOCH, nonuTaiite Bamus JICKap.

- AKo MosTyunTe HAKaKBU HEXKeJlaH! JIEKapCTBEHU peaklny, yBeaoMeTe Bamus nexap. Tosa BKiItoYBa 1
BCHYKH Bb3MOKHU HEKEJIaHU PEaKIM, HEONTMCAHU B Ta3U JUCTOBKA. Bukre Touka 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kakso mpencrasnsBa Eiyzey u 3a KakBo ce U3IION3Ba

Kakgo Tpsi0Ba na 3Haete, npenu aa Bu Obae npuioxen Eiyzey
Kak me Bu 0b1e npunaran Eiyzey

BB3MOXHY HEXKETAHU PEaKIiu

Kaxk ce cpxpansiBae Eiyzey

ChbabppkaHye Ha ONTAaKOBKaTa M JOMbIHUTEIHA HHHOpMALIUS

SNk W=

1. Kakso npeacrasasiBa Eiyzey u 3a kakBo ce u3moJi3Ba

Eiyzey € pas3TBop, KOHTO ce HWHIKCKTHPA B OKOTO 3a JICUCHUC HAa OYHU 3a00J19BaHUS IIpyu Bb3PAaCTHH,
HapCUCHU

- HEOBacKyJiapHa (BJIaXkHa) Bb3pacToBOOOYCIIOBEHA JIereHepalys Ha Makyiara (BinaxHa B/IM),

- YBpE/ICHO 3pEHHUE, THIDKAINO C€ Ha OTOK Ha MaKyJara, BCIIe/ICTBHE Ha OKITy3Hsl (3alyIIBaHe) Ha
perunanHa BeHa (OPB) (okiy3us Ha paskinoHeHue Ha perrHaiHa BeHa (OPPB) nim okny3us Ha
neHTpanHara pernHanHa BeHa (OLPB)),

- YBPEICHO 3peHNE, IBDKAIIO0 c€ Ha AuabeTeH MakyneH oTok (JIMO),

- YBpEACHO 3peHNne, TH/DKAIIO Ce Ha MHOITMIHA XOpOoHIaHa HeoBacKymapu3amus (Muonuaaa XHB).

Adnubepuent, akTUBHOTO BeliecTBo B Eiyzey, Ookupa akTUBHOCTTa Ha Tpyna (pakTopH, H3BECTHHU KaTo
cbl0B eHnoreneH pacrexeH Gakrop A (VEGF-A) u mnanenren pacrexen gaxrop (PIGF).

[Ipu naumentu c Bnaxxna BJAM n muonnuna XHB, Te3u gaxropu, korato ca B IpeKOMEPHO TOJISIMO
KOJINYECTBO, Ca CBbP3aHU ¢ a0HOPMHO 00pa3yBaHe Ha HOBH KPbBOHOCHH CHI0OBE B OKOTO. Te3u HOBI
KPBBOHOCHH CBHIIOBE MOTAT Ja MPUYNHAT U3THYaHe Ha KPbBHU KOMIIOHEHTH B OKOTO M €BEHTYaJTHO
YBpEkKAaHE HAa OYHUTE ThKaHH, OTTOBAPSILIH 32 3PEHHUETO.
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ITpu nanuentu ¢ OLPB ce mony4aBa GokupaHe Ha OCHOBHHS KPHBOHOCEH ChJI, KOWTO OTBEX/1a KPHBTA
OT peTrHaTa. B pe3ynrar Ha ToBa ce moBuIraBar HuBata Ha VEGF, koeTo npu4nHsIBa U3THYAHE HA TEUHOCT
B PETHHATA, BOJICIIO JIO OTOK Ha MaKyJjara (4acTTa OT peTHHATa, OTTOBOpPEHa 3a JIOOPOTO 3peHue), KOUTO ce
Hapu4a MakylieH otok. [Ipu oToka Ha Makynara, IEHTPaITHOTO 3pEHHUE Ce 3aMbIIISBA.

HpI/I IMaIMCHTH C OPPB, C€IHO WJIM MOBCYC PAa3KIOHCHHWA HA INIaBHUA KPbBOHOCCH CBJ, KOMTO TpaHCIIOpTHUpa
KPBB OT p€TUHATA € 6HOKI/IpaHO. B Ppe3YyITaT Ha TOBA CC INIOBUIIIABAT HUBATAa Ha VEGF, KOCTO NpHUYINHABA
N3TUYaHE Ha TCYHOCT B p€TUHATa, BOACIIO 10 OTOK Ha MaKyJiara.

HI/Ia6CTHI/IHT OTOK Ha MaKyJjaTa npeacTaBjisiBa OTOK Ha pE€THHATa, KOUTO ce TojrydaBa IpHu MaigueHTU €
I[I/IaGCT, BCJICACTBHUEC HA U3TUYAHE HA TEYHOCT OT KPHbBOHOCHUTE CHJOBEC B MaKyJiarTa. MaKynaTa € Ta3u 4acT
Ha p€TruHara, KodTO € OTTOBOPHA 34 HO6pOT0 3pC€HUC. Koraro MakKyJiara c€ noaye OoT TCUHOCT, HCHTPAIHOTO
3pCHUC CC 3aMbIJIsABaA.

Jokazano e, ge Eiyzey cimpa pactexa Ha HOBH a0HOPMHH KPHBOHOCHH CHJIOBE B OKOTO, KOUTO Y€CTO
BOJIAT /IO M3THYAHE HAa TEYHOCT WK J0 KbpBeHe. Eiyzey Moxe 1a moMorHe 3a cTabuiIn3upane, a B MHOTO
CJIy4au W Jia mofo0pu 3aryoara Ha 3peHue, cBbp3ana ¢ Bnaxua BJIM, OLIPB, OPPB, JIMO u muonuyHa
XHB.

2. Kaxso TpsdBa 1a 3Haete, npeau n1a Bu 6bae npuioxen Eiyzey

Eiyzey nsima na Bu 0bae npuiioxxeH

- aKO CTC aJICPruiHu KbM a(bHI/I6€pHCHT WU KbM HAKOA OT OCTAaHAJIMUTC CbCTABKU HA TOBA JICKAPCTBO
(130poeHw B Touka 6).

- aKo MMaTe aKTHBHA MH(EKLHS WIX CbMHEHHE 32 HH(PEKIH B OKOTO MJIM OKOJIO HEro (O4Ha WiIH
OKOJIOOYHA UH(]EKIIHS).

- aKO MMaTe TEXKO Bb3MaJIEHUE HA OKOTO (TIPOSIBABAILO Ce C OOJIKA MM 3a4epBSIBAHE).

IIpenynpesxneHust ¥ NpeANa3sHl MePKH
I'oBopere ¢ Bamus nekap, npenu na Bu 0bp1e npuioxken Eiyzey:

- aKo UMare Tiiaykoma.

- aKo CTe UMaJIM CIy4au Jia BIKAATe UCKPY WIM MBTHUHU U IIPH BHE3AITHO YBEJIMUYEHHE Ha pa3Mepa 1
Oposi HAa MBTHHUHHTE.

- ako Bu e npaBena wiu 3aruiaHyBaHa onepanys Ha OKOTO, B pAMKHUTE Ha IPEeALIeCTBAILNTE WK
CJIEJIBAILIUTE YETHPH CEIMHUIIH.

- ako nMare Texka gopma Ha OLIPB mmu OPPB (ucxemuuna OLIPB wnu OPPB), He ce npenopwuBa
nedenue ¢ Eiyzey.

OcBeH TOBa € BaXKHO Ja 3HacTe, 4c:

- 0e30IMacHOCTTa U e(l)I/IKaCHOCTTa Ha Eiyzey, KOTaTo C€ npujiara B ABETC 04U CAHOBPEMCHHO, HC Ca
H3CJICABAHU U aKO CC U3IIO0JI3BA I10 TO3W HAYMH, MOXC 1a JOBCAC OO IMOBUIICH PUCK OT MIOsABA HA
HCXKCIJIaHU pEaKInU.
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- WHXEKTUpaHeTo Ha Eiyzey Moxe Jla mpen3BUKa MMOBUIIIABaHE HA OYHOTO HaJSraHe (BhTPEOYHO
HaJIATaHe) PH HAKOM MAIMEHTH B paMKUTe Ha 60 MUHYTH OT HHXXEKTUpaHEeTO. BamumsT nekap mie
CJIC/IM TOBA CJIE/ BCSKA MHKEKIIUS.

- aKo pa3BUETE MH(EKINS WIN Bb3MAJIICHUE B OKOTO (€HI0(TaIMUT) WK APYTH YCIOKHEHUS, MOXKE J1a
MOYYBCTBaTe 0OJIKA WIIH TIO-CHJICH TUCKOM(OPT B OKOTO, BJIOIIABAIIO CE 3a4€PBIBAHE HA OKOTO,
3aMBIIICHO WM OTCIa0CHO 3pSHHE ¥ MOBHIIICHA YyBCTBUTEIHOCT KbM CBETIIMHA. BakHO € BCHUKU
CHUMIITOMH J]a ObJaT TUArHOCTHIIMPAHHU U JICKYBAHU Bh3MOXHO HaN-CKOPO.

- Bamusit nexap 1ie npoBepu Jaiu uMmare JApyrd pUCKOBU (PakTOpH, KOUTO MOTAr Jia yBeJInJar
BB3MOXKHOCTTa OT pa3KbCBaHE WIIM OTIICIIBAHE HA €JIMH OT CJIOEBETE B 33/[HATA YacT Ha OKOTO
(oTnenBaHe WK pa3KbCBaHE Ha PETHHATA M OTIICTIBAHE WJIM Pa3KbCBAaHE HA MMTMEHTHUS €MUTEN Ha
peTuHaTa), B KOWTO ciry4aii Eiyzey TpsabBa fa ce mpuiara ¢ MOBUIIEHO BHIMaHHeE.

- Eiyzey He Tps0Ba na ce mpuiara 1o BpemMe Ha OpeMEHHOCT, OCBEH aKo MOTEHIMAIHATA 110J13a He
MPEBUINABA TIOTCHIIMATHYSI PUCK 3a TUIOJA.

- JKEHU C JICTEPOJICH MOTSHIINAI TPSOBA J1a U3MOI3BAT e(DEKTUBHA KOHTPAICIIIUS 110 BpeMe Ha
JICUCHUETO W HAl-MaIIKo TPU Mecela ciiel mocienHara Hmxeknus Eiyzey

Cucremnara ynorpe6a Ha naxudburopu Ha VEGF, BemecTBa, momoOHN Ha OHE3H, KOUTO C€ ChIBPIKAT B
Eiyzey, e moteHIIMaIHO CBBpP3aHa C PUCK OT KPBBHH ChCUPEIH, 3aITyIIBAIIA KPHbBOHOCHUTE ChHIOBE
(apTepuanau TPOMOOEMOOINYHH CHOUTHS ), KOETO MOJKE JIa JIOBE/E A0 ChPACUCH HH(BAPKT WUIIH JIO0 UHCYIIT.
ChbInecTByBa TEOPETUYEH PUCK OT TaKMBa ChbOUTHS cliell MHKekTupaHe Ha Eiyzey B okoro. Mma
OTpaHWYEeHH JaHHHU 3a Oe30macHocTTa npu Jiedenne Ha namuertu ¢ OLIPB, OPPB, JIMO u MmuonmuHa
XHB, KouTO ca UMaJIi UHCYIT WX MUHH UHCYIT (MPEXOJHAa UCXEeMUYHA aTaKka) WM ChpcdeH HH(apKT B
paMKuTe Ha mocieqHuTe 6 Mecena. Ako Hsikoe oT u30poeHuTe ce otHacs 3a Bac, Eiyzey mie ce npunara c
MIOBHULICHO BHUMAaHHE.

Wwma orpaHu4eH OmMHT C IeYEHUETO HA

- nanuentu ¢ JIMO BcieacTBue Ha auadeT v L.

- TabeTUI ¢ MHOTO BUCOKH CpeTHU HHBa Ha KpbhBHA 3axap (HbAlc mam 12%).

- TuabeTUIy ¢ O4HO 3a00IIsIBaHe, MPUYMHEHO OT JuadeTa, HapedeHo nponudepaTrBHa qruadeTHa
pPETUHOIATHS.

JIumicBa onuT ¢ IeYCHHUE Ha

- MAIUEHTH C OCTPH HH(pEKIHN.

- MAIUEHTH C IPYTH OYHU 3200IIIBaHUS KaTo OTJIEIBAHE HA PETHHATA MIIK JYITKa B MaKyJaTa.

- JTUAOCTHUIN ¢ HEKOHTPOJIIMPAHO BHCOKO KPHBHO HAJISTAHE.

- MalKeHTH, KOUTO HE ca OT a3UaTrcKu npousxon, ¢ Muonuuna XHB.

- MalKEeHTH, JIEKYBaHU Npeau 3a MuonuyHa XHB.

- MAaIUEHTH C YBPEXK/IaHE U3BBH IICHTPAIHATa YacT Ha MaKyJaTa (ekcTpadoBeaHu JIe3un) 3a
muonmuna XHB.

AKko HsIKO€ OT N30poeHUTE Oo-Tope ce oTHacs 3a Bac, Bammsr nekap 1ie B3eMe MpeaBH Ta3u JIMICa Ha
uHopmanus npu edeHento Bu ¢ Eiyzey.

Jeua u roHomu

Ynorpebara Ha Eiyzey rpu jera uiu FOHOIIM Ha Bb3pacT 1moj 18 rognHu He e Owiia mpoydYBaHa, 3amoTo
BnaxHara B/IM, OLIPB, OPPB, IMO u muonuyna XHB ce cpemar ocHOBHO npu Bb3pacTHU. [lopaau
TOBa, HIMa CHOTBETHA YIIOTpeOa B Ta3HW Bh3pACTOBA IpyIIa.
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Apyru nexkapcrBa u Eiyzey
Tps0Ba na xaxxete Ha Bamms exap, ako U310a3BaTe, HACKOPO CTE U3IIOI3BAIN WJIH € Bb3MOXKHO J1a
M3M0JI3BATe APYTH JEKapCTBa.

BpeMeHHOCT 1 KbPMEHe
- Xenu ¢ pereponeH noTeHuuan TpsAOBa Aa U3NON3BAT €(hEKTUBHA KOHTPALIETILIUS 110 BpeMe Ha
JICYCHUETO W Hall-MaJIKo TPU Mecela cieq nociennara nmxekuus Eiyzey.

- Hsama omut B m3non3sanero Ha Eiyzey npu Opemennu sxenu. Eiyzey He TpsiOBa ja ce MU3Moi3Ba 1o
BpeMe Ha OpEMEHHOCT, OCBEH aKo MOTCHIIMAIIHATA 110132 HEe TIPEBUIIIABA TOTCHIHAHUS PUCK 32
mona. Axo cte OpeMeHHa WK TIaHupaTe OPEMEHHOCT, IOChBETBalTe ce ¢ Bamms nexap mpeau
neuenue ¢ Eiyzey.

- Mauiku xonnuectBa Eiyzey moxe 1a npemuHar B KbpMata. EQexTute BbpXy KbpMEHHTE
HOBOPOJCHH/KbpMayeTaTa He ca u3BecTHU. Eiyzey He ce mpemopbuBa 1o BpeMe Ha KbpMeHe. AKO cTe
KbpMauka, o0cbaeTe ToBa ¢ Bamus nexap npenu nedenue ¢ Eiyzey.

lodupane n paGora ¢ MalIUHU
Cnen umxekuusita ¢ Eiyzey Moxe a uMare BpeMEHHH 3pUTENHU cMyllieHus. He modupaiite u He
paboTeTe ¢ MalllMHU, JOKATO TE ca HAJUIIE.

Baxxna nndopmanus 3a Hakoun cbecTaBKU Ha Eiyzey

ToBa nexapcTBO ChaBpXKA:

e mo-Mainko oT 1 mmol HaTpuit (23 mg) Ha 7030Ba €MUHUIIA, T.€. MOXKE J]a CE KaxKe, 4e MIPAKTHIECKH He
ChIbpKa HATPU

e 0,003 mg momucop6ar 20 BbB Besika no3a ot 0,01 ml mm 0,015 mg monmucop6Oar 20 BB Besika 1032 OT
0,05 ml, xouto ca ekBuBajenTHu Ha 0,3 mg/ml. [lonucopbaTure MoraT na NPUUUHSAT aJePrUIHA
peaxnuu. Kaxxere Ha Bamus nexap, ako ©MaTe yCTaHOBEHH aJIepPruH.

3. Kak me Bu 0bae npunaran Eiyzey

Jlekap ¢ ONUT B IpWJIAraHETO HA OYHU MHXKEKIIMH e nHkekTupa Eiyzey B okoto Bu B acenTuvnu (YucTH 1
CTEpUJIHH) YCIIOBUSI.

[Ipemoppuntennara go3a e 2 mg apmudepuent (0,05 ml).
Eiyzey ce mpuiara KaTto HH)XEKIHS B OKOTO (MHTPABUTPEATHA HWHKEKIIHS).

[penu umxekTUpaHeTo Bammsar jiekap 1e u3noi3Ba Je3uH(pEKIUpaIio CpeJCcTBO 38 BHUMATEIIHO
MMOYUCTBAaHE Ha OKOTO Bu ¢ 11e1 npenoTBpatsBane Ha uHMEKI¥s. BamusT gekap 1ie npuaoku U MeCcTHa
YIOWKa, 3a J1a HaMaJli WU MPEIOTBPATH BCIKA 00JIKA, KOATO OMXTE MOTIIU JIa TOYYBCTBATEe MPH
HUHXXEKTUPAHETO.

Baaxuna BIM

HaI_II/ICHTI/I C BJIaXKHa BI[M me 6’B,Z[aT JICKYBAaHHU C €/1HAa MHXKCKIWA Ha MCCCI B IPOABJIDKCHUC HA TPU
MOCJICA0BATCIIHA 103U, MMOCIICABAHU APYyTra MHKCKIUA CJIICA JOIIBJIHUTCIIHU JIBa MECCLIA.
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Cnen ToBa Bammwsit jekap 1e pemru Jaiu HHTEPBATHT MEX/y HHXEKIIMUTE MOXKE Ja Ce TIOIbprKa Ha JIBa
Mecella WM IOCTENIEHHO Ja Ce YIbJDKaBa ¢ 1Mo 2 Wiu 4 CeIMUITH, ako ChCTOosiHIETO Bu e cTtabmitHo.

AKo chCcTOsTHEETO B ce BiOIIM, HHTEPBATHT MEXAY MHXKEKIIUUTE MOXKE /1a OBb/Ie ChKpaTeH.

He ce nanara mga mocemasare Barmmst nekap MeXTy OTIEITHATE HHXKEKITUH, OCBEH aKO MMaTe HAKAKBU
MPOOJIEMU WU CTE IOCHBETBaHM OT Bamus Jiekap.

OTtok Ha makyiaara Bciaeacrsue Ha OPB (OPPB uiau OLIPB)

Bamusr sexap 1ie ornpeiesu Hai-moaxoAsIiaTa cxema Ha jedeHue 3a Bac. Bue e 3anouHere gedeHue cbC
cepusi OT exxeMeceyHH nHxekun ¢ Eiyzey.

HHTepBanbT MeXIy IBE MHXKEKIIUU HE TPsIOBa a ObJC MO-KbC OT EMH MeCell.

Bammsr nexap Mosxe J1a pemu 1ia crpe jiedenrero ¢ Eiyzey, ako cecTostHneTo Bu He ce monoOpu npu
IIPOABIDKABAHE HA JIEYCHHUETO.

BameTo sreuenue 1me npoabiKi ¢ e)KeMEeCEYHH WH)KEKIINH, TOKaTo ChCTOsSTHINEeTO Bu crane crabuimHO.
Moxe na ca HEOOXOAUMH TP WIIH TIOBEYE €KEMECEUHH WHIKCKIIHH.

Bammsar nekap e npocienssa Bammust oTroBop Ha JI€4€HHETO U MOKE Jja IPOABIDKHU JICUEHHETO Upe3
MOCTENEHHO yBEINYaBaHe Ha MHTEpBaja MEXy HHKEKIUUTE, 3a J]a Ce MOAAbPHKA CTAOUITHO ChCTOSHUE.
Axo crcTosiHMEeTO By 3amouHe f1a ce BiolaBa MpH Mo-IbJIBI HHTEPBaJ Ha JIedeHne, Bamuar nexap e

HaMaJIi CbOTBETHO MHTEpBaJa.

B®3 ocHoBa Ha Bammms otroBop Ha jedeHueTo, BamusT nekap 1e peiy KakbB 1a € Tpa@uKbT Ha
IIpereauTe 3a IpociIeAsBaHe U CXeMaTa Ha JIeUeHUE.

JAunaderen makyeH oTok (JIMO)

[Tammentn ¢ IMO TpsiOBa ma ce JeKyBarT ¢ eHa HHXKEKIIHSI MECEYHO 3a IHPBUTE MET MOCIIEeI0BATCITHU
JI03U, IOCIIEABAHU OT €IHA MHKCKITMS Ha BCEKH JBa MEceIla Clie TOBa.

I/IHTepBaH’LT Ha npujiaraHe MOXe aa €€ 3ara3y BEAHBX Ha BCCKU ABa MEC€la UK Jia C€ aJarnTupa CrpsaMo
cbCcTOSIHUETO BU BB3 OCHOBa Ha npemniea nmpu Bamms JICKap. Bammsar JICKap 1€ pCIIr KAKBB 11a € Fpaq)I/IK’bT

Ha OperiieguTe 3a MpOCICAABAIIINHEC.

Bammsar JICKap MOXKEC a p€uIu Jia CIpe JICYCHUCTO C a(bmzl6epuenT aKO CC YCTAaHOBH, Y€ HAMATE 110J13a OT
MMPOABJDKUTEIIHO JICHCHUC.

Muonuuna XHB

[Maruentu ¢ muonuuna XHB 11e Ob1ar IeKyBaHH caMo ¢ €IHa UHKEKIHS. JJOIbIHUTETHN HHKEKIUH I1e
Bu ce mocTaBsT camo, ako TipeniequTe Ipu Bamms gexap mokaxar, ue ChCTosSTHHETO Bu He ce e mogo0pmio.

I/IHTepBaH’LT MCKAY ABC MHIKCKIIUHU HE TpH6Ba Ja 6’[),[[6 IIO-KBbC OT €AWMH MCCCII.
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Ako 3aboisBaHeTO Bu oTHIymsiBa 1 ciiej| ToBa ce BpbIla, BamusaT ekap MOXe J1a TIOHOBH JICYCHUETO.
Bamus nexap mie onpezaeny rpaduka Ha IperieuTe 3a MpoCcie/IsaBaHe.

AKko e nponycHara 103a Eiyzey
3anuiiere ce 3a HOBO IMOCELIEHUE 3a MPErIe U HHKEKLHUSL.

AKko cte cipesiu npuema Ha Eiyzey
Koncynrupaiite ce ¢ Bamus nekap npeay 1a CrpeTe JICUEHHUETO.

AKO MMare HIKaKBH JIOIBIHUTEIIHU BBIIPOCH, CBBP3aHH C yHoTpedara Ha TOBa JIEKAPCTBO, MMOMUTANTE
Bamus nekap.

4. Bb3M0OKHU HexKeJIaHU peaKkuuu

KaxTo Bcuuku nekapcTBa, TOBa JIGKAPCTBO MOXKE J1a IPEIN3BUKA HEXKEJIAHU PEAKIIUH, BHIIPEKH Y€ HE BCEKU
TU TIOTy4aBa.

[NoTeHumanHo Morar ia Bb3HUKHAT aJIePrHYHU peakuuu (peaklui Ha CBPbXUyBCTBUTENHOCT). Te morar
Aa 0bAaT cepHO3HU U [1a HAJIarar ja ce cBbp:keTe He3a0aBHO ¢ Bamus nexap.

[Tpu npunoxkenneto Ha Eiyzey Morar aa ce pa3BHUST HSIKOM HEXKEJIAHU PEAKIINH, 3aCATALIA OYUTE, KOUTO
ce IBJDKAT Ha Mpoleypara Ha HHKeKTHpaHe. Hsakon oT Tsx Morar 1a Ob1aT cepHO3HH U BKIFOYBAT
cJIenoTa, Cepuo3Ha HH(PEKIUs WIN Bb3NajeHHe Ha OKOTO (eHA0(TaIMHAT), OTJIeNBaHe, Pa3KbCBaHe
WM KbPBEHE HA CBETJIOYYBCTBUTEIHHS CJION B 32IHATA YACT HA OKOTO (OTJICIIBAHE WM Pa3KbCBAHE
Ha peTHHATa), IOMBbTHSIBAHE HA JielaTa (KaTapakra), KpbBOU3JIHB B 0KOTO (KPHBOM3IINB B
CTBKJIOBHIHOTO TSUIO), OTJIENBAHE HA MOT00HOTO HA 7KeJle BelIeCTBO BbB BbTPEIIHOCTTA HA OKOTO OT
peTHHaTa (OTIENBaHE HAa CTHKJIOBUIHOTO TSUIO), H MOBHIIABAHE HA HAJIATAHETO B OKOTO, BIDKTE TOYKA
2. Te3u cepno3HM HEXETaHU PEaKIiy, 3acArally OYHTe, ca Ce Pa3BUIIN IpH mo-manko oT 1 Ha 1 900
WHXCKIUN B KIIMHUYHUTE MPOYyYIBAHUA.

CB'bp)KeTe ce ¢ Bamus JIeKap He3aﬁaBHO, AaKO IMOJYYUTEC BHE3AIIHO HAMAJICHHUEC HAa 3pCHUCTO, NI
3acUjIBaHe Ha OoJIKaTa u 3a4CPBABAHC HA OKOTO CJICA MHXKXCKIUATA.

CnHcbK HA HexKeJIaH! peakuu

CrenBa cIMCBHK Ha HEKEJIAHUTE PEaKIUM, KOUTO ca ChoOIaBaHU KaToO BEPOSTHO CBbP3aHHU C IIpoLeaypara
Ha MH)XXEKTUPAHE WK C JIeKapcTBOTO. Moiis, He ce Oe3nokoiite, Bue Moske a He MoyduTe HUKOS OT TSX.
Bunarn o0cmxaaiiTe BCIKakBH MOA03UPAHH HEXENaHU peakuu ¢ Bamms nekap.

MHOro 4ecTH HeKeJaHU Peakuuu (mozam oa 3acecnam noseve om I na 10 oywiu):

- BJIOIIIABAHE HA 3PEHUETO

- KPBHBOM3IIMB B 33][HATa YaCT HA OKOTO (KPHBOM3IIMB B PETUHATA)

- KPBBACBAHEC Ha OKOTO, IPUYMHCHO OT KBPBEHEC OT MaJIKUTC KPbBOHOCHU CHbJOBC€ BbB BbHIIHUTE
CJIOEBE Ha OKOTO

- 00JIKa B OKOTO

YecTH HeKeNAHH PeAKUUHU (Mozam 0a 3aceenam 00 I na 10 oywiu):
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- OTJICTIBAaHE WJIM Pa3KbCBAaHE HA IVMH OT CIIOEBETE B 33/[HATA YaCT HA OKOTO, KOETO BOIH IO
MPOOISACHIM C MBTHHUHH, TTOHSKOTA ITPOTPECUPAIIH JI0 3ary0a Ha 3peHueTo (pa3KbCBaHE Ha
peTHHATHUSA TUTMECHTEH ENUTEN*/0TIeBaHe, OTIICTIBAaHEe HAa PETHHATA/pa3KbCBAHE)

- JIeTeHepalvs Ha peTHHaTa (MPUYUHIBA HAPYIICHO 3PCHUC)

- KPBBOM3IIUB B OKOTO (KPHBOU3IUB B CTHKIOBHIHOTO TSJIO)

- HAKOM ()OpMH Ha 3aMBIVIIBaHE Ha Jiemara (Karapakra)

- YBpeXXJaHe Ha peAHHs CII0i Ha oyHara sS0bIKa (POrOBHIIATA)

- MOBUINICHUE HA HAJIATAHETO B OKOTO

- JIBOKCIIU C€ TIETHA B 3pUTEITHOTO 1oJie (MbTHHHH)

- OTJIETIBaHE Ha MOJOOHOTO Ha JKeJIe BEMIECTBO BHB BHTPEITHOCTTA HA OKOTO OT pEeTHHATA (OTJIeTIBaHe
Ha CTHKIIOBHIHOTO TSJI0, BOAEIIO A0 MPOOISCHIN C MBTHIHH)

- ycCellaHe, 4¢ uMa Helllo B OKOTO

- MTOBHUIIIEHO 00pa3yBaHe Ha CHI3U

- MOyBaHEe Ha KJiernada

- KbpPBEHE Ha MACTOTO Ha MH)KCKTUPAHE

- 3a4epBABaHE HA OKOTO

*CbCTOSIHUS, 32 KOUTO € U3BECTHO, Y€ ca CBbP3aHU C BIakHa BJIM; HabnromaBaHu caMo MpH MAIUeHTH
¢ Braxxaa BJIM.

HeuecTn Hexenanu peakuum (mozam oa 3aceenam 00 1 na 100 oywu):

- aJeprUYHY Peakiuy (PeaKkIiu Ha CBPbXIYBCTBUTEIHOCT )™ *

- CEPHO3HO BB3MAJICHUE WK HHPEKITUS BbB BhTPEITHOCTTA Ha OKOTO (€HAO(TaIMHUT)

- Bb3NaJICHHE HAa UPUCA WIH APYTH YaCTH HA OKOTO (MPUT, YBEUT, UPHIOLUUKINT, THHIAT B TIpeIHATa
KamMmepa)

- HeOoOWYaifHO yCelllaHe B OKOTO

- Jpa3HeHe Ha KiernaJa

- MOJIyBaHe Ha MPEIHUS CJION Ha OYHATa sI0BJIKA (POTOBUIIATA)

** Ima chOOIIeHNs 32 alIEPTUYHA PEAKINH KaTo 00pHB, ChpOEK (MIPYPHUTYC), KOMPHUBHA TpecKa

(ypTHKapus), KaKTO W HAKOJIKO CITy4Yau Ha TeKKH aJepruyHu (aHaPMIaKTHIHH/aHA(UITAKTONIHN )
peaxIuH.

Penxm HexkeaHu peakuuu (mozam oa 3acecham 0o 1 na 1 000 dywu)

- ciernora

- MMOMBTHSBaHE Ha Jienara nopajay TpaBMa (TpaBMaTuyHa KaTapakTa)

- Bh3IAJICHUE Ha MOJ00HOTO Ha JKEJIe BEIISCTBO BbB BHTPEIIHOCTTA HA OKOTO
- THOHN B OKOTO

C Hen3BecTHA YecTOTa (OT HAIMYHUTE JIAHHU HE MOXeE Jia ObJIc HalpaBeHa OIICHKA HA YeCTOTaTa):
- Bh3MAJICHNE Ha Osll1aTa 4yacT Ha OKOTO, CBhP3aHO ChC 3auepBsiBaHe U O0INKa (CKIEPHT).

B KIIMHWYHWTE U3ITUTBAHUS CE Ha6n}0;1aBa IMOBUIIICHA YC€CTOTAa Ha KbPBCHE OT MAJIKUTEC KPbBOHOCHHU CHI0BE
BbB BHHILHUS CJIOH HA OKOTO (KOHIOHKTHBAJIEH KPBBOU3JIMB) IPH MAMEHTH ¢ BiaxkHa B/IM, npuemamn
JIEKapCTBa 3a pa3pexaaHe Ha KpbBTa. Ta3u MOBHILIEHA YECTOTa € CPaBHUMA MEXK/y NAllMEHTHTE, JICKYBaH!
¢ panu6u3ymab u Eiyzey.

Cucremnara ynorpeda Ha uaxuouropu Ha VEGF, BemecTBa, mono0Hu Ha chabpikaiiute ce B Eiyzey, e
MOTEHIIMATHO CBhP3aHa C PUCKA OT KPhBHH ChCHPEIH, 3aITyIIBal KPhbBOHOCHUTE ChJIOBE (apTEPHAITHU
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TPOMOOEMOOTUYHN CHOUTHS ), KOETO MOXKE JIa TIOBEJIE 10 ChpIeUYeH HH(PAPKT WK 10 HHCYAT. ChIECTBYBa
TEOPETUYEH PHUCK OT TaKWBa CHOUTHS cliel MHXekTupane Ha Eiyzey B okoto.

KakTo npu BCHYKH TeparneBTHYHY POTEHHH, TIPU NMpHiIokeHreTo Ha Eiyzey chllecTByBa BE3MOXKHOCT OT
MMyHHa peakius (0Opa3yBaHe Ha aHTHTENA).

Cho01IaBaHe HA HEKEJAHU PeaKInu

AKO TIONTydnTe HAKAKBU HEXEJIaHU JIEKaPCTBEHU peaknnu, yBeomeTe Bamms nekap. ToBa BKITFOYBa BCHUIKH
BB3MO)KHH HEOITMCAHU B Ta3H JIMCTOBKA HEXKETIaHU peaKIni. MokeTe ChINo a ChOoOIUTEe HeXKeTaH!
peaKIuu JUPEKTHO Ype3 HAllMOHAIHATA CUCTEMa 33 ChoOIaBaHe, mocovyeHa B [lpunoxenue V. Karo
ChOOINABaTe HEXKEIaHH PEAKITHH, MOXETE J1a ]aJIeTe CBOS PUHOC 32 MOJTydyaBaHe Ha TOBEYE WH(pOpMAIIHS
OTHOCHO 0€30ITaCHOCTTa Ha TOBA JICKapCTBO.

5. Kak ce coxpansBa Eiyzey

. Jla ce cpxpaHsBa Ha MCTO, HEOCTHITHO 32 JIela.

. He u3non3BaiiTe TOBa JIEKapCTBO CJICN CPOKA HA TOMHOCT, OTOCIIA3aH BhPXY KapTOHEHATa OITaKOBKA U
eTukera cien ,,l ogen no:“/,,EXP*“. CpokbT Ha TOMHOCT OTrOBaps Ha MOCJEIHUS JIeH OT IOCOUSHUS
MeECeII.

. Ha ce cpxpanspa B xmaamHUK (2°C - 8°C). [la He ce 3ampa3siBa.

. HeoTBopeHUAT (uiakoH MOXKeE Jia ce ChbXpaHsIBa W3BbH XJIaquitHuK mof 25°C no 24 4vaca.

. Jla ce cpxpaHsiBa B OpUTHHATTHATA OTTAKOBKA, 32 J]a C€ MPEe/a3u OT CBETIIHHA.

* HCH3HOH3B3HI/I$1T J'[eKapCTBCH HpO}IYKT WU OTIIaABYHUTEC MaTCpI/IaJ'II/I OT HEro Tp)I6Ba Ja ce

HU3XBBPJIAT B CbOTBETCTBUE C MECTHUTE U3UCKBAHUS.

6. Chbabp:kaHue Ha OIIAKOBKATA U JOIbJIHHUTETHA HHpOpManus

KakBo cbabp:xa Eiyzey

- AKTUBHO BemecTBo: admbeprient. Besika onakoBka chlrbprxka ¢ruakoH (cThiiIo Tvll I) ¢
HomuHaneHn obem 0,278 ml pa3TBop 3a HHTpaBUTPEATHA HHXKEKIINS, ChC 3aITylIaiKka OT
eJlacTOMEpHa TyMa, alyMHHHeBa Kanadka, 1 18 G ¢unrbpHa urna. Beekn duiakon ocurypsisa
U3M0J3BaeM 00eM 3a, IOCTaBsSHE Ha €AMHUYHA 1032 50 MUKPOJIUTPA, ChABPIKAIIN 2 Mg
adumbeprient.

- JpyrH chCcTaBKU: HATPUEB alleTaT TPUXUJIPAT, Jie[eHa OlleTHA KUCEIMHA, 3aXapo3a, HaTPHEB
xnopun, momucop6ar 20 (E432), Bona 3a HHKEKIUH.

3a nonbaHUTENHA HHPOPMALUS BUXKTE Touka 2 ,,Eiyzey cpabpxa®.

Kak H3IJIeKIAAa Elyzey U KaKBO ChAbPiKa OMaKoBKaTa

Eiyzey e nmxekunoHeH pa3TBop (MHXeKLus) BbB (rakoH. Pa3TBOpbT € Oe31BeTeH /10 0e10 KbIIT.
OnaxkoBka ot 1 ¢uakod + 1 ¢uiaTbpHa uria.

IIpuTeskaTen Ha pa3pelieHHETO 3a yoTpeda
Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski
[Tnoma
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IpousBoauTes

KYMOS S.L.

Ronda De Can Fatj6 7b
Parc Tecnologic Del Valles
Cerdanyola Del Valles
Barcelona

08290

Hcnanus

3a mombaHUTENTHA MHGOPMAINS OTHOCHO TOBA JISKAPCTBO, MOJISI, CBBPIKETE CE C JIOKAJTHHS IPECTAaBUTEN Ha
HpUTEKATENs] Ha pa3pelIeHueTo 3a yrnorpeoa:

Belgié / Belgique / Belgien
OmniVision GmbH
Tél/Tel: +49 89 840 792 30

Bbarapus

OmniVision GmbH
Temn.: +49 89 840 792 30
Ceska republika
OmniVision GmbH

Tel: +49 89 840 792 30

Danmark

OmniVision GmbH
TIf.: +49 89 840 792 30
Deutschland
OmniVision GmbH
Tel: +49 89 840 792 30
Eesti

OmniVision GmbH
Tel: +49 89 840 792 30
E\\Goa

OmniVision GmbH
TnA: +49 89 840 792 30
Espaiia

OmniVision Farma Espafia S.L.

Tel: +34 93 747 10 29
France

OmniVision GmbH
Tel: +49 89 840 792 30
Hrvatska

OmniVision GmbH
Tel: +49 89 840 792 30
Ireland

OmniVision GmbH
Tel: +49 89 840 792 30

Lietuva
OmniVision GmbH
Tel: +49 89 840 792 30

Luxembourg / Luxemburg

OmniVision GmbH

Tél/Tel: +49 89 840 792 30

Magyarorszag
OmniVision GmbH
Tel: +49 89 840 792 30
Malta

OmniVision GmbH
Tel: +49 89 840 792 30
Nederland
OmniVision GmbH
Tel: +49 89 840 792 30
Norge

OmniVision GmbH
TIf: +49 89 840 792 30
Osterreich
OmniVision GmbH
Tel: +49 89 840 792 30
Polska

OmniVision GmbH
Tel: +49 89 840 792 30
Portugal

OmniVision GmbH
Tel: +49 89 840 792 30
Romania

OmniVision GmbH
Tel: +49 89 840 792 30
Slovenija

OmniVision GmbH
Tel: +49 89 840 792 30
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island Slovenska republika

OmniVision GmbH OmniVision GmbH

Simi: +49 89 840 792 30 Tel: +49 89 840 792 30
Italia Suomi/Finland
OmniVision Italia S.r.l. OmniVision GmbH

Tel.: +39 02 308 90 93 Puh/Tel: +49 89 840 792 30
Kvnpog Sverige

OmniVision GmbH OmniVision GmbH

TnA: +49 89 840 792 30 Tel: +49 89 840 792 30
Latvija

OmniVision GmbH

Tel: +49 89 840 792 30

I[aTa Ha IOCJECIHO NMpepasrjie:;kaane Ha JIMCTOBKaTa

[Hompo6na nHbOpMaIHs 32 TOBa JIEKapCTBO € MpeAoCcTaBeHa Ha yeOcaiiTa Ha EBpomneiickaTa areHIus mo
nekapcrBara: https://www.ema.europa.eu.

<

ITocouenara mo-a0Jry HH(l)OpMaIIHﬂ € nIpeaHasHavYeHa caMo 3a MEAUMIHUHCKH CIICHATUCTH.
®nakoHBT Tp5{6Ba Ja C€ U3I10JI3Ba CaMoO 3a JICYCHHE HA ¢ITHO OKO.

@DakoHBT CHIBPIKA MTOBEYE OT IpEnophunTeNIHaTa qo3a 2 mg admubepuenTt (ekBuBaneHTHH Ha 0,05 ml).
W3nuniHoTo KomruecTBo TpsiOBa 1a ce OTCTPaHH MPEAH IPUIIOKECHHUE.

Pa3TBOpBT TpsiOBa a ce MPOBEpH BU3YalHO 32 YYXKIW YaCTUIM /WM TIPOMSTHA B IIBETA MJTU BCSIKAKBa
MpOMSTHA BHB BHHIIHUS BUJI TIPEIH MPUWIOKeHNe. B cirydaii ye ce HaOnrogaBar TakuBa, JeKapCTBEHUST
MIPOAYKT TPsIOBA J1a C& U3XBBHPIIH.

HeotBopeHusT dmakoH Moxe Ja ce ChXpaHsBa Ha U3BBH XyamitHuK nof 25°C a0 24 gaca. Criex oTBapsiHe

Ha (1akoHa pabOTETe B ACENTHYHH YCIIOBUSI.
3a HHTpaBUTpeaTHO UHKeKTHpaHe TpsiOBa na ce uznomsa 30 G X %2 HHY MHKEKIIMOHHA HIVIA.

109


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

Ykazanusn 3a ynompeoa na ¢praxona:

1. OrtcTpaHeTe miiacTMacoBara Karmadka u
Je3nH(eKIUpaiTe BhHIITHATA YaCcT Ha TyMEHATa
3amynranka Ha (akoHa.

2. | 3akpenere ¢puntrsprara urna 18 G, 5-MukpoHa, ~
MPEIOCTaBeHA B OMAKOBKATa, KbM CTECPIIIHA |

72
CIIPUHIIOBKA JIyep-1oK 1 ml. ’ e et

Hpeasapureanoc
HamLINeNa COp:

= [
//v
3. | BeBenere punrppHara uIa B IEHTHhpa Ha 3alyIIankara Ha (rakoHa, IOKAaTo UIjlaTta BIIe3e H3LSIIO
BBB ()IIaKOHA U BEPXBT JOKOCHE JHHOTO HITU TONHUS ph0 Ha (rakoHa.
4. | Karo usnon3Bare acenTHYHa TEXHHUKA, U3TEIVIETE MAJIO0TO ChAbpXKaHue Ha ¢rakoHa ¢ Eiyzey B

CIIPpUHIIOBKATA, ;[Lpn(ei/'ncn (bJ'IaKOHa B U3MPABCHO ITOJIOKCHHUEC, JICKO HAKJIOHCH C LCJI YIICCHSABAHC
Ha I'bJIHOTO U3TEIVISHE. 3a BB3NPCIATCTBAHC HABJIN3aHCTO HA Bb3AYX CKOCCHHUAT BPBX Ha
q)HHT’BpHaTa uria TpH6Ba Ja € IIOTOIICH B TCYHOCTTA. HpO,Z["bJ'DKaBafITe Ja HAKJIOHABATC q)HaKOHa
110 BpEMC Ha U3TCIIIIHCTO, KaTO ABPIKUTC Kpasd Ha CI)I/IJ'IT’BpHaTa uria, moTOncH B TCHHOCTTA.

HacogeH Hago.ay
CKOCEeH BPBX Ha
HIIaTa

Pazrsop

5. | Koraro m3npassare ¢iiakoHa,yBepeTe ce, ye OyTaloTo € U3TemIeHO JIOCTaThYHO Ha3a I, 3a J1a
M3MPa3HUTE HAIBJIHO (PUIThpPHATA UIJIA.

110



6. | Orcrpanere punThpHATA UIVIA U ST U3XBHPIICTE 110 MPABUIICH HAYHH.
3abenexxka: OuaTHpHATA UIIa HE TPSAOBA J1a CE M3IONI3BA 32 MHTPABUTPEATHO HHKEKTHPAHE.

7. | 3aBuiiTe MIBTHO MHXEKIMOHHaTa uria ¢ paMep 30 G x ~J
Y2 MHY KBM JIyep-JIOK BbpXa Ha CIIPUHIIOBKATa, KaTo /
W3I0JI3BaTe aceNTHYHA TEXHHKA. ( ™

\
Jlyep-10x aprx ma cupuNmORKaTa \<§
A /

8. | Karo gppxute cipmHIIOBKaTa ¢ HACOYE€HA HATOpe WIva,

s IPOBEpETE 32 HANTMUUE HA MeXypueTa. AKO uMa

MexypyeTa, BHUMATEIHO MOTyalTe CIIPHHIIOBKATA C

MPBCT, JOKATO MeXypUeTaTa ce M3JUrHaT 10 TopHara i

Yacr.

9. | OrcrpaHeTe BCHUKU MEXypUueTa U M3TIacKaiTe U3NHIIHUS JICKapCTBEH MPOAYKT, KaTo 0aBHO
HaTuckare OyTalloTo, Taka 4e TUNIOCKHST ph0 Ha OyTaJoTo J1a ce MOAPAaBHU C JICICHUETO,
obo3nayaBamo 0,05 ml Ha cipUHIIOBKATA.

Pa:rnmp cJ1eJ oTCTpaHABaHe
Ha BB3AYIMIHHTE MeXyp4eTa H
H3JHIIHOTO JIeKapcTBO
JInH#A 32 J03HpaHe
['f= = Ha 0,05 mg
i § ™\
I |
Al IL10CHK PBH
Ha OyTaiaoTp
= 0 1 0.1 =l
= Sla ol
= 0.3
= 0.2 0.4
10. | dnakoHBT € caMo 3a €IHOKpaTHa yrnoTpeda. MHOrOKpaTHO NpujiaraHe Ha J03H OT €IuH (IaKOH

MOJKE J1a YBEJIMYH PHCKA OT 3aMbPCSBaHE U MMOCIeBAINa HHPESKIHS.
Hewusmon3paHusAT JIeKapCTBEH MIPOIYKT WM OTIAIbUHUTE MaTepUa OT HETO TPsOBa 1a ce
U3XBBPIIAT B ChOTBETCTBUE C MECTHUTE U3UCKBAHUA.
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