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

Vgenfli 40 mg/ml nHkeKIMOHEH Pa3TBOP B MPEABAPUTEIHO HATBIHEHA CIIPUHI[OBKA

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.

[ToMoOLIHO BEMIECTBO € U3BECTHO ACHCTBUE
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

Vgenfli e moka3aH npu Bb3pacTHH 3a JICUYCHHUE 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

Vgenfli e camo 32 HHTPaBUTPEATHO HHKCKTHPAHE.



Vgenfli Tpss6Ba n1a ce mpuiara caMmo OT JieKap CHEIHaJICT C OIUT B MPUIOKEHNETO Ha
WHTPaBUTPEATHN WHKEKIUH.

2031/19031«1

Bnaosxcna BIIM
[Ipenoprunrennara gpo3a 3a Vgenfli e 2 mg adnmbepnent, orroBapsuy Ha 0,05 ml.

Jledenuero ¢ Vgenﬂl 3alo4Ba € €iHa MHXXCKI A MECCUYHO B TPpH NMOCJICIOBATCIIHA JO3U. CJ'IGI[ 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)

[Ipemmoppuntennara go3a Ha Vgenfli e 2 mg adgmubepuent, orroBapsy Ha 0,05 ml.
Cren mbpBaTa MHXKEKIHS JICUEHUETO Ce Tpuiiara exxeMecedHo. MIHTepBabT MeXIy ABE 03U HE
TpsiOBa 1a ObJIe MO-KPaThK OT €IWH Mecell.

AKO 3pUTEITHUTE U aHATOMUYHHUTE PE3yJITaTH OKA3BaT, Y€ NalMEHTHT HE CE MOBJIMABA ITOJIOKHUTEIHO
OT NPOABIDKaBaHE Ha JISUEHHETO, puitoxkeHueto Ha Vgenfli TpsOBa a ce mpeycTaHOBH.

ExxeMeceyHOTO JieueHre MpoIb/hKaBa 0 JOCTUTaHe Ha MaKCUMaJIHA 3pUTEIHa OCTPOTa U/UJIH HE ca
HaJIMIIe TPU3HALIM 32 aKTUBHOCT Ha 3a00JisBaHeTo. MOJKe J1a ca HEOOXOAMMH TPH MIIH MTOBEUE
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

[Ipenopruntennara go3a Vgenfli e 2 mg adbmmbepnent, ekBuBaaeHTHH Ha 0,05 ml.



Jleuenuero ¢ Vgenfli ce 3amouBa ¢ eaHa WHXEKIAA MECETHO 3a MET TOCIeI0BATEHN 03U, U 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 Cﬂy‘-laﬁ Y€ 3PUTCIIHUTEC U AaHATOMHUYHUTE PE3YJITAaTHU COYaT, Y€ NAlIUCHTHT HAMaA I10J13a OT
MPOABbDKAaBaHE HA JICUYCHUETO, TPpUIoKeHueTo Ha Vgenfli TpsOBa a ce nmpeycTaHoBH.

Muonuuna xopoudanHa Heo8acKy1apu3ayus

[Ipemoppuntennara go3za Vgenfli e ennHUYHA UHTpaBUTpEaTHA HHKEKIUS Ha 2 mg admuOepIient,
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 KOHKpeTHH Mpoy4uBaHust ¢ Vgenfli npu nanueHTH ¢ 4epHOAPOOHO W/t OBOPEUHO
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 Vgenfli mpu neua u roHomM Ha Bh3pacT nof 18 rogunu. Hsama
cboTBeTHa ynoTrpeba Ha Vgenfli B mexnarpuyHara nomynanus 3a nokasanusrta snaxxsa BJIM, 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 HHDEKIIHS.

[IpeaBapuTenHo HaTBIHEHATA CIIPUHIIOBKA CHIbPIKa MMOBEYE OT NPENOPhUYUTEIIHATA 1032 2 Mg
admubepuent (exBuBaieHTHH Ha 0,05 ml nHXeKMOHEH pa3TBOp). M3nom3BaeMusT o6em Ha
CTIPUHIIOBKATA € KOJHMYECTBOTO, KOCTO MOXKE JIa CE JIOCTABU OT Hesl, M He € MpeTHa3HaueH J1a Ob/e
M3MOJI3BaH HAITBJIHO. Besika nmpeaBapuTeHo HambiIHeHa cpuHIiioBka Vgenfli chbpika pa3TBop ¢
o6em 0,165 ml u He e nmpeaHa3HaueH Ja ObAe W3MOI3BAH HATBIHO. U3JIMIIHOTO KOJIN4YecTBO TPsidBa
Jla ce OTCTPaHM Npeau MHKeKTHPAHe HA MpenopbLYNTETHATA 103a (BXK. 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 MPIIOKEHUS TMTPOAYKT 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
Mpena3Hd MEPKHU ca HeOOXOAWMHU MPH MAIUEHTH ¢ He1o0pe KOHTpoMpaHa raykoma (Jia He ce
nmxekrupa Vgenfli, 1okaro BbTpeouHoTO Hajsrane € > 30 mmHg). Eto 3amio npu Bcuuku citydan
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 uaTpaBurpeanuau 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 Wik 4 MaKyTHH 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 manuent, 1and uMa yCTAaHOBEHHU 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 Ha aduOEpIenT MOBIMABA B MaJIKa CTETIEH CIOCOOHOCTTA 3a modupaHe u paboTa C
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 TeY€HUETO HEXeNaHH JIEKApCTBEHH Peakli, 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 epo3usi, KOpHeaHa abpasus,
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 HaIl[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

Vgenfli e 6uonornvHo nogob6eH ekapcTBeH NpoaykT. [TogpoOHa nHGOpMaIHs € mpeJocTaBeHa Ha
yeOcaiita Ha EBporielickara areHius 1o JiekapcTeara https:/www.ema.europa.eu.

AdnmubeprienT € pekoMOMHAHTEH ()y3HOHEH MPOTEUH, ChCTABEH OT YaCTH OT U3BBHKIICTHUHUTE
JIOMECWHM Ha perenTopH 1 1 2 3a 4OBEMIKU ChIOB eHAoTeneH pactexeH paktop (VEGF), cBbp3anu ¢
Fc-uacrra Ha yoBemku IgGl.

Adnubepuent e npousseaeH B DG44 kietku ot situHuk Ha kuTaiicku xamcrep (CHO) upes
pexomoOunanTHa JJHK 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

Bnaxxnara BJIM ce xapakrepusupa ¢ maToJoruyHa Xopouaaina HeoBackyiaapuzaius (CNV).
W3Tr4aneTo Ha KPBB M TEYHOCT OT MATOJIOTMYHATA XOPOUIaTHA HEOBACKyIapHU3alis MOXKE J1a
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 nanmenTy, neKyBaHu ¢ aQuOepIIENT, MOBEYETO OT KOUTO ca OWIIN KITacUPHUIIMpaHHU KaTo
nanueHTH ¢ quadet tun 11, ce HaGmronaBa ObP3 M CTAOMIIEH OTTOBOP MO OTHOLICHHE Ha MOP(OIIOTHSTA
(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 xopoudanna Heo8acKyrapU3aAYUs

MuonuyHara XopoujaiHa HeoBacKyaapusaius (muonmyHa XHB) e yecra mpuunna 3a 3aryba Ha
3pEHUE NMPHU BH3PACTHHU C MATOJIOTMYHA MUOTHUS. TS ce pa3BUBa KaTo MEXaHU3bM 3a 3apacTBaHE Ha
paHu, BCIEeICTBUE HAa PyNTypy Ha MeMOpaHaTa Ha Bruch u mpeacrasinsBa Hail-4ecToTo CHOUTHE,
3acTpallaBaIlo 3peHUETO, MPH MATOJIOTMIHA MUOTIHS.

[Ipu manmenTw, nexyBanu ¢ agumbeprient B mpoyuBanero MYRROR (eqHa nHXeKIwst, MpUIOKEeHa B
HAYaJloTO Ha TEPaANHATA, C AOIBIHUTETHH WHKEKIMH, IPUIaraHy B CIIydail Ha IepCUcTHpaHe Ha
3abomnsiBaneto win peuunus), CRT HamansBa ckopo cies 3arovBaHe Ha JICYSHUETO B MOJI3a Ha
admmbeprient B cenmuna 24 (-79 MuKpoHa U -4 MUKpOHA, CHOTBETHO, 3a TpyIara 3a JIEUeHHe C
admbeprient 2 mg v 3a KOHTPOJIHATA Tpyma), Karo ce 3ama3Ba 10 cenMuia 48.

B nonsinenue, cpennuar pasmep Ha XHB ne3us Hamasnssa.

Knnnnuna edrkacHoCT U 0€300aCHOCT

Bnaowcna BIAIM

BezomacHocTTa 1 eukacHOCTTa Ha adIHOEpIENT ca ONIEHEHH B IBE paHIOMU3UPaHH,
MHOTOLIEHTPOBH, JBOHHO-CIENH, aKTUBHO-KOHTPOJIUPAHU IIPOYYBAaHUS IIPU MALMEHTH ¢ BiaxkHa B/IM
(VIEW1 u VIEW2) ¢ o6mo 2 412 naruenTa JIeKyBaHH U OlleHsBaHH 3a epukacHocT (1 817 ¢
adunbeprient). Bp3pacTra Ha nanueHTUTe Bapupa Mexty 49 u 99 rogunu, cpeano 76 ronunu. B te3u
KIMHUYHY Tpoy4YBaHusi, mpuonnsutenHo 89% (1 616/1 817) oT nanueHTHTe, paHIOMHU3UPAHHU 32
neyeHue ¢ agnubdepuent ca OWIK Ha Bb3pacT 65 rOIMHY WIN IO-Bb3PACTHH, U IPUOIU3UTETHO 63%
(1 139/1 817) ca 6w Ha BB3pacT 75 TOOUHY WM MTO-BB3PACTHH. BB BCAKO MPOyYBaHE MAIIUEHTUTE
ca panzoMu3upanu B cboTHomIeHue 1:1:1:1 Ha 1 oT 4 cxemu Ha npuiarate:

1) aduuOepIenT, MpUIaral mo 2 mg Ha BCEKU 8 CEMUIIHU Clie] 3 MbPBOHAYAIHU KEMECCUHU
no3u (admmbeprienT 2Q8);

2) adumbeprienT, mpriarad 1o 2 mg Ha Bceku 4 cenmuiy (admubepuent 2Q4);

3) adumbepuient, npwiaran no 0,5 mg Ha Bceku 4 ceamunu (adaudepuent 0,5Q4); u

4) panubu3ymab, npuiaras o 0,5 mg Ha Bceku 4 ceamunu (pannousymad 0,5Q4).

[Ipe3 BTOpaTa rogrHa Ha MPOYYBAHUATA, TAIIMEHTUTE MPOBIDKABAT J1a TIOTyYaBar ITbPBOHAYATTHO
paHOMHU3UpaHarTa 1032, HO 1o MOIUGUIMpaHa cXeMa Ha MpHiarane, BOJACHA OT OllEHKaTa Ha
pe3yJTaTUTE 10 OTHOIICHUE Ha 3PEHUETO M aHATOMHYHATA HaXo/Ka ¢ Je(UHUPAH 110 HPOTOKOII
MaKCHMaJICH WHTEPBAJI Ha IIpriIaraHe ot 12 ceaMuIim.

U B nBeTe npoyuBaHus MbpBUYHATA KpaliHa TOYKa 32 €(UKACHOCT € TIPOIICHTHT MAIlMeHTH B
MOMYJIALKATA MO MPOTOKOJI, KOUTO MOJABPXKAT 3pEHHE, T.€. KaTo 3aryda Ha 1o-Majko oT 15 OykBu oT
3pUTENIHATa OCTPOTA B CEAMMLA 52 CIIPSAMO U3XOIHOTO HUBO.

B mpoyusane VIEW1 B ceaqmuna 52 95,1% ot mauuentute B rpynara ¢ adgmubeprent 2Q8 moaaspxar
3peHneTo B cpaBHeHue ¢ 94,4% ot manumeHTuTe B rpynara ¢ panuduszymad 0,5Q4. B npoyusane
VIEW?2 B ceamuna 52 95,6% ot nauuentute B rpynara ¢ agumbdepuent 2Q8 nmogabpxKar 3peHHETO B
cpaBHeHHE ¢ 94,4% oT manueHTUTe B rpynara ¢ panuousymad 0,5Q4. B nBete nmpoyuBaHus
apmubeplenT e IoKa3aHa KaTo He T0-Mallko eprKacHa U KIMHUYHO €KBUBAJICHTHA Ha TpyIara ¢
pannouzymab 0,5Q4.

[MTonpoOHu pe3ynrary 0T KOMOMHUpAHUS aHAIN3 Ha JIBETE ITPOYYBAHUS € TTOKa3aH B TaOmuna 2 u
¢urypa 1 mo-gomy.
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Ta6auna 2: Pesyiararu 3a epukacHOCT B ceamuiia 52 (ITbpBUYEH aHAIN3) U ceamuia 96;
KOMOMHHpaHH 1aHHK OT npoyusanuara VIEW1 u VIEW2P

Pesyarar 3a egpukacHoct

Aduaubepuent 2Q87
(admubepuent 2 mg Ha BCEKH

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

8 cemMunn cien 3 HaYaTHA 4 cemMuIH)

€XKEMECEUHH JI03H)

(N=607) (N =595)

Cenmuira 52 Cenvuira 96 | Cemmuria 52 Cenmutra 96

CpeneH Opoii HHXEKIIUU OT 76 1.2 123 16.5
W3XOJTHOTO HUBO
CpeneH Opoii nHXeKIuu (0T
cenmuiia 52 10 96) 4.2 47
[IpouieHT mauueHTu cbe
3ary0a < 15 OyKBH OT 95,33%" 92,42% 94,42% Y 91,60%
u3xoaHOTO HUBO (PPS?)
Pazmuxa® 0,9% 0,8%
(95% JIN)" (-1,7; 3,5)") (-2,3;3,8)"
Cpenna npomsina B BCVA,
M3MepeHa upe3 OlCHIBaHEe
na Gyksute no ETDRS? or 8,40 7,62 8,74 7.89
HN3XOOHOTO HUBO
Pasnuka B LS cpenna
npomsiHa (OyKBH IO -0,32 -0,25
ETDRS)® (-1,87; 1,23) (-1,98; 1,49)
(95% D
IIpoueHT maueHTn ¢
nogoOpenue > 15 OykBu OT 30,97% 33,44% 32,44% 31,60%
H3XOJJHOTO HUBO
Pazmuxa® -1,5% 1,8%
(95% )" (-6,8; 3.8) (-3,5;7.1)

A)

B)

B)

)]
Y]
E)

BCVA: Haii-no0pe kopurupaHa 3puTeiiHa OCTpOTa
ETDRS: [IpoyuBane Ha paHHoO jieuenne Ha quabdetHa perunomnarus (Early Treatment Diabetic Retinopathy

Study)

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

PPS: no mpotokon

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

koeTo npezacrasnsasa PPS

Paznukara e croiiHOCTTa 32 rpynara ¢ aduiMOepenT MUHYC CTOMHOCTTA 3a TpyrnaTa ¢ paHuOU3ymao.

TTonoxxuTenHa CTOMHOCT € B 1MoJi3a Ha aduOepIenT.

Hosepurenen narepsan (/111), n3unciien uype3 HOPMAIHO NPUOIVHKEHHE
Cren 3aniouBaHe Ha JICYEHUE C TPH ©KEMECEUHH 1031
JloBepuTeneH HHTEPBAJ, JIexarl M3Isu1o Hax -10%, mokas3Ba He mo-Majika e(huKkacHOCT Ha adumdepuenT

CrpsiIMO paHuOn3ymad
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®@urypa 1. Cpegaa mpoMsiHa B 3pHTETHATA OCTPOTA OT U3XOJHOTO HUBO JI0 cenMuIia 96 3a
KOMOMHHpaHUTE JaHHU OT Ipoy4dBaHusiTa View!l n View2
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Ceamuuym
—8— A¢midepuent 2 mg QS comumm O Pamntusynmat 0.5 mg Q4 cemmmm

[Tpu xomOuHMpaH ananu3 Ha nanHuTe 0T VIEW1 1 VIEW2, adnmbepuenT mokazBa KITHHIYHO
3Ha4YMMHU IIPOMEHHU OT U3XOJHOTO HUBO B MIPEABAPUTECIIHO ILC(i)I/IHI/IpaHaTa BTOpUYHA KpaﬁHa TOYKa 3a
e(hMKaCHOCT, U3MEPEHHU Ype3 BBIIPOCHHUK 3a 3puTenHaTa GpyHkIus Ha HarmoHanHus o TaiMOIOrH4YeH
nHcTuTyT (National Eye Institute Visual Function Questionnaire (NEI VFQ-25)), 6e3 k1nHIYHO
3HAUUMHM PA3IUKU ¢ PaHUMH3yMa0. BennyrHara Ha Te3u MPOMEHH € MoJI00Ha Ha HaOJroaBaHaTa B
MyOIMKYBaHH MTPOYyYBAHMSI, KOETO ChOTBETCTBA Ha MOA00psIBaHE Ha 3peHHueTo ¢ 15 OykBu npu Hali-
no0pe kopurupana 3puteiina octpota (Best Corrected Visual Acuity, BCVA).

[Ipe3 BTOpara rogrHa Ha MPOYYBAHUATA, €(QUKACHOCTTA KaTO IS0 CE MOJIBPIKa JI0 TIOCIETHOTO
olieHsBaHe B ceamuia 96, karo 2-4% OT HAllUEHTUTE Ca C€ HY>KIACIHU OT BCUUKU MHXKEKIIUU HA
MecedHa 0a3a, a 1/3 oT manmeHTHTe ca ce HyXKJIaelld Hali-MaJIKO OT €JHa WHKEKIUI C MHTePBaJ Ha
JIEUEHHE OT CaMO €JIUH Mecell.

Hamanenuero Ha cpenHara 1ol Ha XOpouJalHa HeOBaCKyIapu3alus € BUIUMO BbB BCHUKH JJO30BU
IPYIU U B ABETE IPOY4BAHUSL.

Pesynrarute 3a epukacHOCT BbB BCHUKH OLIEHSIBAHU MOATPYIH (HAIp. Bb3pacT, 10, paca, 3puTesiHa
OCTpOTa Ha U3XOAHO HUBO, BUJI HA JIE3UTA, pa3Mep Ha JIe3UsTa) BbB BCSIKO MPOYYBAHE U MIPH
KOMOMHHMpAHUS aHAJN3 Ca B ChOTBETCTBHUE C PE3YJTATUTE B IEITUTE MTOMYJIAIIH.

ALTAIR e 96-cenMUYHO MHOTOIIEHTPOBO, PaHJIOMHU3UPAHO, OTBOPEHO MPOyYBaHe Mpu 247 manueHTH
STIOHLIM C HeJleKyBaHa BiakHa BJIM, mpeaHasHaueHo 1a OLeHH eHUKacHOCTTa U 0e30IMacHOCTTa Ha
adnubepLenT ciies1 ABe pa3INyHU KOPEKIMK Ha HHTEpBaja (2-ceqMuyHa U 4-CeMUYHA) IPH PEKUM
Ha JICUCHHE U yAbJIKAaBaHE.

Bceuuky nanueHTy nomy4yaBaT MecedHu 1034 adubepiient 2 mg B IPOIB/IKCHUE HA 3 Mecela,
MOCJIeIBaHO OT €HA MHXEKLUS clie]l IObIHUTENIeH 2-MeceueH naTepBai. B cenmuna 16 nanuenture
ca pangomusupanu 1:1 B 1Be rpynu Ha nedeHue: 1) agnaubepuent, JeueHUE U yAbIDKaBaHE C 2-
CEIIMUYHU KOPEKIMH U 2) apuubeplienT, JiedeHre U yabKaBaHe ¢ 4-CeJIMUYHN KOPEKIHH.
VYrbmKxaBaHETO WM ChKpAIIaBaHETO HA MHTEpPBaja Ha JIEYEHHE € OTpeesIeHO Bb3 OCHOBA Ha
3pUTEIHN W/WIIM aHATOMUYHHN KPUTEPHH, ONPEICIIEHH C TIPOTOKOJ, C MaKCUMaJIeH HHTEpBal OT 16
CEIMMILIY 32 JABETE TPYIIH.

[IppBUUHaTa KpaiiHa TOUKa 3a e(pUKACHOCT € cpeanara npoMsHa B BCVA oT U3X0IHOTO HUBO 110
cenmuiia 52. BropuuHure KpaiiHu TOYKH 3a €(pUKACHOCT ca IPOLEHTHT Ha MALUEHTUTE, IIPU 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 M3XOMHOTO HUBO B CpaBHEHME ¢ 8,4 OyKBH 3a Te3U B Tpymara ¢ 4-CeAMUYHU
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-ceqMUYHHU KopeKIu U 95,9% B Ta3u ¢ 4-ceqMu4HN Kopekiun). IIponieHTsT Ha
MAaIUEHTHUTE, PU KOUTO MMa mofo0peHue ¢ >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 rpynara ¢ 2-CeIMUIHA
kopekiuu u 49,6% B Ta3u ¢ 4-ceamuuHu Kopekiuu. OCBEH TOBA, B Ipymnara ¢ 4-CeAMUYHUA 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 IPYNIHUTE C 2-CEIMUYHH U 4-CEIMUYHH
KOpEKIINH ca ¢ TUTAaHWPaHa CIICBAIIA MHKEKINS B HHTEPBAI OT 12 CEIMUIIN UIIH 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 €(pUKAacCHOCT € O MPOLCHTHT MAallUeHTH, KOUTO
ca ce momoOpwu ¢ moHe 15 6yksu B BCVA Ha cenqmutia 24 B cpaBHEHHE C U3XOIHOTO HHBO.
Bropuunara npoMeHiuBa 3a ehuKacHOCT € Omiia MpoMsHA 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
pas3iuKa € NoAbpKaHa 10 ceaMulia 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

22




®@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)
> &
|
5 |
|
|
|
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 TOIWHU WU MO-Bb3PACTHH, U IpuoOau3uTesHo 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 cenmuna 100 (Lsara ananusupana nomynaius ¢ 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 MUHYyC Tpynara ¢ akTHBHaTa KOHTpoua (Jiasep)




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 cToiiHOCT 10 MeTOAA Ha Hali-MalIKuTe KBaaparty, noirydyeno o ANCOVA

JU: JloBeputeneH UHTEpBa



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

& 15 VIVID
o .
o ]
'_
3
= +11.4
[}]
= +94
a8 =
o 2
o O
& S
=
(]
g
©
&
g +0.7
')
100

©
-
2
5
g +11.5
S +11.1
[}
§
o =
™ m
@ X
o O
I S
x
=
2
c
©
=
g - +0.9
8_ ) L= -

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

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 cpeao nonobpenue ot 13,3 6yksu kato 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 MPOYYBAHUATA U MEKIY IPOYUBAHUATA.

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
cenmuna 48 B mpoyusanero 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, HAOIIOIaBaHU TIPH Bb3PACTHU MAIMEHTH, U 2 IHTH IMO-BUCOKH Bb3 OCHOBA
Ha Cnax B CPaBHEHHE ChC CHOTBETHUTE CTOWHOCTH, HAOIOaBaHH NIPH MPEXKICBPEMEHHO POICHU
KbpMayeTa.

He ca npoBexnanu mpoy4BaHus 32 MyTareHeH WM KapIIMHOTEHEH IMOTEeHIMAaN Ha adubepIienTt.
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Ha6mronaBan e eexr Ha adubepient BbpXy BbTPEMATOYHOTO Pa3BUTHE B MIPOYUYBAHUS Ha
emOprodeTaTHOTO pa3BUTHE TP OpeMeHHHM 3aiiy ¢ HHTpaBeHo3HO (3 mo 60 mg/kg), KakTo u
noakoxkHo (0,1 mo 1 mg/kg) npunoxkenne. NOAEL npu matikute e npu 1o3a ot 3 mg/kg wim
ceorBeTHO | mg/kg. NOAEL mo oTHOIIEHHE Ha TOKCHYHOCT 3a Pa3BUTUETO HE € onpeaencHo. [Ipu
no3a 0,1 mg/kg, cucteMHUTE EKCIO3UIINY Bb3 OCHOBA Ha Cmax M1 KymynaTtuBHa AUC 3a cBoOomeH
admubeprienT ca ChOTBETHO 0K0JI0 17 1 10 IBTH IMO-BUCOKU B CPaBHEHUE CHC CHOTBETHHUTE
CTOMHOCTH, HaOIIOOaBaHU MPH XOpa cjie]] MHTPAaBUTPEaHO MPUIIOKEHHE Ha 1032 2 mg.

Edexrute BpXy epTUnnTeTa MPU MBKKH U )KEHCKH KUBOTHH Ca OICHSIBAHH KaTo YacT OT 6-
MECEYHO TpOydYBaHe Py MaMyHH ¢ HHTPaBEHO3HO NpHiIokeHne Ha admmbeprient B 703w oT 3 10 30
mg/kg. [Ipu Bcukn 1030BM HKBA ca HAOJIIOAABAHHM JIMIICA HA MEHCTPYALs WK HEPEJOBHU
MEHCTpPYaJIHU [MKJIM, CBbP3aHU C IPOMCHH B HUBAaTa Ha JKCHCKUTE MOJIOBH XOPMOHH, U IIPOMEHU B
MOpPGOJIOTHUATA U TTOABIKHOCTTA Ha criepMaTo3ouauTe. B3 ocHoBa Ha Crax 1 AUC 3a cBOOOICH
admbeprient, HaOIIOaBaH! MTPH WHTPABEHO3HO MPIIIOKEHHE Ha f103a 3 mg/kg, cucremHuTe
eKcro3uInu ca ¢cboTBeTHO 0K0JI0 4 900 mbtH 1 1 500 IbTH MO-BUCOKHU OT €KCIIO3UIINSTA,
HaOIr0IaBaHa MPU XOpa CJIe MHTPaBUTPEeaTHO IPUIIOKEHUE Ha J103a 2 mg. Beuuku npomenu ca 6uimu
obOparumu.

6. OAPMAIEBTUYHU JTAHHHA
6.1 ChnucbK HA IOMOIIHHUTE BelleCcTBA
Harpues anerar tpuxuznpar

Jlenena onerna kucennna 100 %
3axapo3a

Harpues xnopun

[Tommcopbar 20 (E432)

Bona 3a nmkeknun

6.2 HecbBMeCTHMOCTH

[pu nunca Ha MpOyYBaHUs 32 HECHBMECTHMOCTHU TO3H JICKAPCTBEH MPOAYKT HE TPsiOBa Jla ce CMecBa C
JPYTH JIEKAPCTBEHH TTPOITYKTH.

6.3 Cpox Ha rogHocT
2 TOOUHHA
6.4 ChnenuajHu ycJI0BHSI HA CbXpPaHeHHe

Ja ce cpxpansiBa B xnaqmiHUK (2 °C o 8 °C). [la He ce 3ampa3siBa.
Ja ce cpxpaHsiBa B OpUTHHAIHATA OTTAaKOBKA, 32 J]a C€ MPEea3u OT CBETIINHA.

HeoTBopenusr 6iictep MOXKe Jla C€ ChbXpaHsaBa U3BLH XJaauHuk o 25 °C mgo 24 gaca. Crnen
oTBapsHe Ha OiucTepa Ja ce paboTH B aCENITUYHH yCIIOBHSL.

6.5 Buau chABbpKaAHHE HA ONIAKOBKATA

EnnHomo3oBa npenBapuTeIHO HAITBJIHEHA CIIPUHIIOBKA 1 ml ¢ IBJIBT Myep-i10K BphX (¢ 00eM Ha
HambJBaHe 165 MUKPOIUTpPA pa3TBOP), M3pabOTEHA OT LMKIOO0AC(HUHOB MOJUMED, C Kallauka Ha BbpXa,
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n3paboTeHa OT XJI0poOyTHIoB Kaydyk. CIIpHHIIOBKATa € 3aTBOPEHA ¢ OyTano, u3paboTeHO OT
XJIOPOOYTHIIOB Kay4yK, C MOKPUTHE OT OMPEKEH CHUITUKOH.

Bcsika omakoBKa ChIbpiKa €IHA MPEABAPUTEITHO HAITBIHEHA CIIPHHITOBKA HAITBJIHEHA CBhC 165
MHKPOJIUTPA Pa3TBOP 3a HHTPABUTPEATHO HHKEKTHPAHE.

OnaxkoBka 0T | IpeaBapyUTENHO HAIBJIHEHA CIIPUHIIOBKA.
6.6 ChneumaJHU NpeANa3HU MePKH NPH U3XBBLPJIsiHEe H padoTa

[IpenBapurenHo HambIHEHATa CIIPUHIIOBKA € CaMO 3a €JHOKPATHA yIioTpeda B €IHO OKO.
MHOroKpaTHOTO U3TEISTHE Ha JO3M OT €JHA [IPEABAPUTEIIHO HAITbJIHEHA CIIPUHIIOBKA MOXeE A2
YBEIIMYM PUCKa OT 3aMbpCABaHE U MOCIEABAIa HHPEKIHS.

He otBapsiite crepunHus OnucTep ¢ IpeABapUTEIIHO HAITBJIHEHA CIIPUHIIOBKA N3BBH YHCTAaTa CTas 3a
npuiokeHne. Hensnoia3sBaHuAT JeKapcTBEH NPOAYKT WIX OTHAaIbYHUTE MaTepHaliid OT Hero TpsoBa aa
C€ U3XBBPJIAT B CbOTBETCTBHE C MECTHUTE MU3HCKBAHMUSL

IIpeaBapuTENHO HATBIHEHATA CIIPUHIIOBKA ChBPIKA MOBEUE OT MPENOPhUYUTEIHATA 103a 2 Mg
adumbeprient (exBuBajeHtHu Ha 0,05 ml).

[Ipenu npunoxkeHue, pa3TBOPHT TPsIOBa Ja ce MPOBEPH BU3YAIHO 33 UYKIHW YaCTHLU W/ UM IPOMSHA B
L[BETa WM BCSIKAKBa MIPOMsIHA BbB BBHIUHUS BUJ. B ciyuail ye ce HabmonaBar TakvBa, J€KapCTBEHUST

MPOIYKT TPsIOBA Aa CE U3XBHPIIU.

3a HHTpaBUTpeaTHO UHKeKTHpaHe TpsiOBa na ce uznomsa 30 G X %2 MHY MHKEKIIMOHHA HIVIA.

33



Yxazanusa 3a ynompeﬁa Ha npedsapumwmo Hanv/HeHama CNPUHUO6KA:

3a 1a IpUTrOTBUTE NPEABAPUTEIHO HAIThIHEHATa CIIPUHIIOBKA 32 MPUIIOKECHUE, CIEIBAUTE CTHIKUTE
TO-JTOTTY.

1. | Koraro cre roroBu na npunoxkute Vgenfli, OTBOpETe OMaKOBKaTa U U3BACTE CTCPUITH3HPAHUS
omuctep. BHUMaTemHO oTBOpeTe OIucTepa, OCUTypSIBalKH CTEPUITHOCTTA HA ChIBPKAHUETO
My. JIpBKTe CIPUHIIOBKATA B CTEPIUTHOTO T'HE3/I0, IOKATO CTE TOTOBH 3a CIIIOOSBAaHETO .

2. H3Banete CIIPUHIIOBKATAa OT CTCPUIIN3UPAHNA 6J'II/ICTep, KaTo M3IOJI3BAUKU aCENTUYHA TCXHHKA.

3. | 3a ga MaxHeTe Kamadkara Ha CIIPHUHIIOBKATA, TPHKTE
CTIPUHIIOBKATa B €JJHATa CH PhKa, Karo ¢ JIpyrara
XBaHETE Karaykara Ha CIIPUHIOBKATA ¢ Tajiena u
nokasaiena cu. Mons, o0bpHETE BHUMaHHUE: TpAOBa i
Jla U3IbpIIaTe KamavykaTa Ha CIIPUHIIOBKATa (HE 5
OTYYTIBAHTE).

4. | 3a ma n3berHeTe HapymaBaHe HA CTEPHUIIHOCTTA HA MPOAYKTA, He M3TETVIAITE Ha3a ] OyTanoTo.
5. | 3aBuiiTe MIBTHO MHXKEKIIMOHHATA UITIA KbM JIyep-JIOK

BbpXa Ha CIPUHIIOBKATA, KATO U3IIOJI3BATE aceITHIHA /\
TEXHUKA. AN

, Huacexumonna uraa « |

HADLANENA COPHIYOBKA

Hpeasapureano

6. | Karo mppxuTe CliprHIIOBKaTa ¢ HACOUEHA HArope
WA, s IPOBEpETE 32 HAJIMUne Ha MeXypuera. AKO F
“Ma MexypueTa, BHUMATEIHO MOTynanTe
CIIPUHITIOBKATA C MPBCT, IOKATO MEXypUeTara ce
M3IUTHAT JI0 TOpHAaTa il 4acr.

7. | U3numHoTO KOIMYEeCTBO TPsIOBa /1a ce U3XBBPIIM Ipeau npuioxenue. OTcTpaHeTe BCHUKH
Mexypuera ¥ M3TJacKaiiTe H3THIIHHASA JIEKAPCTBEH NMPOAYKT, Ype3 0aBHO HATHCKAaHE HA
O0yTasnoTo, 3a 1a H3pABHUTE OCHOBATa HA CBOJA Ha OyTaJI0TO (He BbpXa HAa CBOJA) €
JIMHMSITA 32 J103aTa Ha CIIPUHIOBKAaTa (ekBuBasieHTHO Ha 0,05 ml, T.e. 2 mg
admubepuient).
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3abenexxkka: ToBa MpaBIITHO IMO3WIIMOHKPaHE Ha OyTajloTO € MHOTO Ba)KHO, Thil KaTo
HENPAaBUJIHOTO MO3UIIMOHUPAHE HAa OyTaIOTO MOXKE J1a JIOBEJIE J0 JOCTaBsSHE Ha MTOBEYE WU
MO-MaJIKO OT MpEHCcCaHara J103a.

PSTTBOP CJ1€X OTCTPAHABAHE HA
BB3IVINHHTE MEXypUueTa u
H3JTHIIHOTO JIeKApPCTBO

Buuymuo sexypue

— Jamus na

aompane

Junus wa
aompane

|Ocuosa ua csoza na
Byraaoto

8. | Mmxkekrupaiite 1okaro HaTUCKaTe OyTaqoTO BHUMATEHO H C TOCTOSIHEH HaTHCK. He
IpuiIaraite JOMbJIHUTEICH HATUCK, Cliel KaTo OyTajaoTo OCTUTHE IBHOTO Ha CIIPUHIIOBKATA.
He npuiaraiiTe KakbBTO H 12 € 0CTaThb4YeH Pa3TBOP, KOWTO ce HAO/I01aBa B
CINPMHIOBKATA.

9. | IIpeaBaputenHo HaITBJIHEHATA CIIPUHIIOBKA € CaMO 32 eJHOKpaTHa yrorpeda. MHOTOKpaTHO
NpUJIaraHe Ha JI03H OT IIPEIBApUTEIHO HAITBIHEHA CIIPUHIIOBKA MOKE J1a YBEJINYU PHCKA OT
3aMbpCsABaHe M NOCIeBaIa HH(EKIHS.

Hewnsnom3panust JICKaPCTBCH MMPOAYKT WX OTHAABYHUTEC MAaTCpHaI OT HETO TpﬂGBa Ja ce
H3XBBPJIAT B CbOTBETCTBHUEC C MCCTHUTC M3MCKBAHMA.

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

ul. Pelplinska 19, 83-200 Starogard Gdanski

ITonma

8. HOMEP(A) HA PASBPEHIEHHUETO 3A YIIOTPEBA

EU/1/25/1961/001

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

[ara Ha mbpBO pa3peniaBaHe:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Moapo6ua nupopmarliys 3a TO3M JICKapCTBEH MPOAYKT € IpeAocTaBeHa Ha yeOcaiita Ha EBporneiickara
areHIus 10 JieKapcTBara https://www.ema.europa.cu
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vTo3I/1 JICKapCTBEH MPOIYKT MOAJICKH Ha JIOIBIIHUTEITHO HaOMroneHue. Topa 11e mo3Boiau 0bp30TO
yCTaHOBSIBaHE HA HOBA HH(OPMAIHS OTHOCHO Oe3onacHocTTa. OT MEIUITUHCKUTE CIICIIHATHCTH Ce
M3WCKBA Jla ChOOIIaBaT BCAKA MTOI03UpaHa HeXkellaHa peakIus. 3a HaurHa Ha ChOOIaBaHe Ha
HEXXCJIAaHW PEaKIIMK BIDKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vgenfli 40 mg/ml nHxeKMOHEeH pa3TBOP BbB (IIaKoH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
1 ml MUTUIATHP WHXKEKIIMOHEH pa3TBop chabpika 40 mg apmubdepnent (aflibercept)™.

Bcexu ¢makon ceappxa 11,12 mg admmbeprient B 0,278 ml pasrBop. ToBa ocurypsiBa n3mnon3BaemMo
KOJIMYECTBO 3a JIOCTaBsHE HA enuHU4YHA 1032 oT 0,05 ml, chabpxkaiy 2 mg aduinOepIenT.

*@Dy31O0HEH MPOTEHH, ChCTaBEH OT YaCTH OT U3BBHKIIETHUHUTE JOMEWHH Ha perenTopu | u 2 3a
YOBEIIKU ChII0B eHaoTeneH pactexeH ¢akrtop VEGF (Vascular Endothelial Growth Factor), cBpp3ann
¢ Fc-uactra Ha yoBewiku IgG1, u npousseneH B DG44 kneTku oT SHYHUK HA KUTAUCKH XaMCTEp
(CHO) upe3 pexomOunanTHa JJHK TexHOMOTHSL.

ITomoIIIHO BEIeCcTBO ¢ U3BECTHO JIeHCTBHE
Bcexu ml umxeknnoneH pa3reop crabpka 0,3 mg momucopodar 20 (E 432).

3a IBIHUS CHHUCHK HAa IIOMOIIHUTE BEIIECTBA BIDKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA
WuxexioneH pa3TBop (MHKEKITHS)

Pa3TBOpBT € OUCTBP, OC31BETCH /10 OJICIOKBIT U U300CMOTHYEH.

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHHN NOKA3AHUA

Vgenfli ¢ moka3aH npu Bb3pacTHH 3a JICUYCHHUE Ha

* HeoBacKyllapHa (BIIa)KHA) Bb3PacTOBOOOYCIIOBEHA JiereHepanus Ha makynara (BJIM) (Bxk. Touka
5.1),

* 3PUTENHO yBpEeXJaHe, IbIDKAIIO ce HAa OTOK Ha MaKyJara, BCIEACTBUE Ha OKITY3Hs Ha
petunanHa BeHa (OPB) (oxiry3us Ha paskioHeHue Ha pernHanHa BeHa (OPPB) wim oxmy3us Ha
neHTpanHara peruHanHa Bera (OLIPB)) (Bx. Touka 5.1),

* 3PHUTEITHO YBPEXKIaHE, IBIDKAIIO ce Ha nuadeTeH MakyneH eneM (JIME) (Bx. Touka 5.1),

* 3pPUTEITHO YBPEKAaHE, IBIDKAIIO CE Ha MUOITMYHA XOPOU IATHA HEOBACKyIapr3anus (MUOTTMYHA
XHB) (Bx. Touka 5.1).
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4.2 Jlo3upoBKa M HAYMH Ha NPUJIOKEHUE
Vgenfli e camo 3a HHTPaBUTPEATHO HHKEKTUPAHE.

Vgenﬂi Tpﬂ6Ba Ja C€ npujiara caMo OT JICKap CIieUaluCT C OIMUT B IIPUIJIOKCHUECTO HA
HWHTpPaBUTPECATTHN MHKCKIIUH.

2031/19031«1

Bnaowena BIAM
[Ipenmoppuntennara go3a 3a Vgenfli e 2 mg admmbeprent, orroBapsmy zHa 0,05 ml.

Jleuenuero ¢ Vgenfli 3amousa ¢ ejHa MHXKEKIIMS MECEYHO B TPH MocienoBarenau a03u. 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 HHXKEKIIUUTe. Bb3 OCHOBa Ha MpelieHKaTa 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)

[Ipenopruntennara go3a Ha Vgenfli e 2 mg adguubepuent, orroBapsiy 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 TIPObIDKABAHE Ha JISYeHHETo, puitoxkenueto Ha Vgenfli TpsiOBa fia 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
[Ipemopruntennara go3za Vgenfli e 2 mg admmbeprent, ekBupanenTar Ha 0,05 ml.

Jledenunero ¢ Vgenﬂl C€ 3a1104Ba C €IHA HMHXCKIHUA MCCCYHO 3a IICT IIOCJIICA0BATCIIHU JO3H, U CC
npoAbJLKaBa C €AHAa MHKCKIUA Ha BCCKHU JBa MCCCIa.

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 CJ'Iy‘-Iaﬁ Y€ 3PUTCIIHUTEC U AaHATOMUYHUTE PE3YJITAaTHU COYaT, Y€ NAIUCHTHT HAMaA I10J13a OT
MpoABbJDKAaBaHe Ha JICUSHHETO, MpHUiIoKeHneTo Ha Vgenfli TpsaOBa a ce nmpeycTaHoOBH.

Muonuuna xopoudanna Heo8acKy1apu3ayus

[Ipenopbunrtennara no3a Vgenfli e emuHUYHA UHTpaBUTPEaTHA WHXKEKIHSI HA 2 mg aduubdeplent,
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 npoBexnann koHKpeTHH npoyuBaHus ¢ Vgenfli npu nauueHTH ¢ 4epHOAPOOHO U/MiK 6BOpPEUHO
yBpeXIaHe.

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 MHXKEKIIMU TPSOBa J1a ce 3BBPIIBAT CHITIACHO MEITUITMHCKUTE 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
JIOKQJTHO ITUPOKOCIIEKTHPHO MUKPOOUITUIHO CPEIICTBO (HAIp. MOBUIOH WO, HAHECEH BhPXY KOXKara
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
WHXEKIUOHHUAT 00eM oT 0,05 ml; mpu mocieaBaniuTe HHXEKIUH, WHKEKITHOHHOTO MSCTO 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 HETO0, U HE € NpeHa3Ha4YCH Ja ObJie M3M0I3BaH HabiiHO. Beeku duiakon Vgenfli chabpxa
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

IIpocaenumoct
3a ma ce mogo0pH MPOCIETUMOCTTa Ha OMOJIOTHYHUTE JIEKAPCTBEHH MPOAYKTH, IMETO U IAPTUIHUAT
HOMEp Ha MIPUJIOKEHUS POIYKT TPsIOBa SICHO J1a CE 3aITUCBaT.

WHTpaBuTpeasHy peakiuy, CBbP3aHU C MHKEKIHATA

WHTpaBUTpeaTHUTe HHKEKIUH, BKJIIOYUTEIHO Te3U C aarOepIenT, ce CBbP3BaT C eHI0( TAIMHT,
BBTPEOYHO Bb3MaJICHNE, PETMAaTOreHHO OTJIeTBaHE HA PETHHATA, pa3KbCBaHE HA PETHHATA U
ATPOreHHa TpaBMaTH4Ha KaTapakTa (BkK. Touka 4.8). [Ipu nmpunarane Ha adnubepLent BuHard Tpsosa
71a ce U3MOJI3BAT ITOXO/IAIIN aCETITHYHN TEXHUKH Ha MHKEKTHpaHe. B nombiaHenue, manueHTure
TpsOBa /1a ce MPOCIIesBaT Mpe3 CeIMHUIATa CIIe] HHKEKTHPAHETO, KOETO OU ITO3BOJIMIIO PAHHO
JieYeHne, ako Bb3HUKHE uHpekuus. [lanrenTure TpsiOBa fa ObJaT HHCTPYKTUPAHU Jla ChOOIABAT
He3a0aBHO 32 BCSIKAKBU CUMIITOMH, HACOYBAIIM KbM €HIO(TaIMUT HIIH HAKOE OT MOCOUCHHUTE IO-TOPe
CHOHUTHS.

@DakoHBT CHIBPIKA MIOBEYE OT MPEMOPhUNTENTHATA 032 2 mg admubepuent (exkBuBaseHTHH Ha 0,05
ml). M3nuimHoTo Komn4ecTBo TpsOBa /1a ce OTCTPaHU MPeau MpHIokeHne (BX. Touka 4.2 u 6.6).
[ToBuilieHUs: Ha BBTPEOYHOTO HAJSITAaHE ca HAOIIOaBaHU B PAaMKHUTE Ha 60 MUHYTH ClIe]
HMHTPABUTPEATTHOTO MHKCKTHPAHE, BKIIFOYUTEIHO ¢ aduubepienTt (Bx. Touka 4.8). CrienuaiHu
MpeAna3Hu MEPKHU ca HeOOXOAMMH NPH NMAlMEHTH ¢ HenoOpe KOHTPOoJIMpaHa Iaykoma (Z1a He ce
nmxektupa Vgenfli, mokaro BpTpeodHoTo Hamsrane € > 30 mmHg). Eto 3amo mpu BCcH4ku cirydan
TpsOBa J1a ce mpoCIensBar 1 Ja ce JIEKyBaT [0 MOAXOISII HaYWH KaKTO BbTPEOYHOTO HAIISTaHE, Taka U
nepdy3uaTa Ha ONTHYHHS JHCK.

NMyHOreHHOCT

Tbit KaTo € TepaneBTUYCH NPOTECHH, IPU aIUOEPIIENIT ChIIESCTBYBA BEPOSITHOCT 32 UMYyHOTCHHOCT
(Bx. Touka 4.8). [lanimenTUTe TPsIOBA M2 OBbJAT MHCTPYKTHPAHH J]a ChOOIIABAT 32 BCAKAKBU MIPU3HAILIN
WJIM CHMIITOMH Ha BhTPEOYHO BB3MalieHHe, Hamp. Oonka, poTododus nin 3a4epBsiBaHe, KOSTO MOXKE
Jla € KIIMHUYCH MPU3HAaK, 00ICHUM ChC CBPHXIYBCTBUTEITHOCT.

CucremMHHu edekTu

CucTeMHH HeXellaHU ChOUTHS, BKIIOUUTENHO N3BbHOYHHU KPHBOU3INBU U apTEpUATHU
TpOMOOEeMOOIMYHH CHOUTHS, ca CHOOIIaBaHH CIIe]] MHTPABUTPEATHO HH)KEKTHPAHE Ha HHXHOUTOpU
Ha VEGF n nma TeopeTnyeH puck, 4e Te MOXe J1a ca CBbp3anu ¢ nuxubupanero Ha VEGF. Hma
OTpaHHYCHH JAHHHM 3a Oe3omacHocTTa pu Jiedenue Ha nanuentu ¢ OLIPB, OPPB, JIME unu
muonnmyHa XHB ¢ anamHe3a 3a MHCYNT WK TPEXOIHN HCXEMUYHH aTaKH, KaKTO U 32 WHPAPKT Ha
MHUOKap/ia B pAMKHTE Ha MOCIIeHUTE 6 Mecena. TakuBa MalueHTH TPsOBa J1a ce JIEKYyBar C MOBHUIICHO
BHHUMAaHHUE.

[pyru
Kakro npu npyrure unrpasutpeansu antu-VEGF neuenns 3a BAM, OLIPB, OPPB, JIME u
muonuuHa XHB, B cuita ca u cieHuTE MONOKEHUS:

* 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 JIa TTOBHIIU PUCKA OT CUCTEMHH HEXeJIaHU ChOUTHSL.

* EnnoBpemenHa ymorpe0a ¢ npyru anti-VEGF (cb70B eHa0TeNIeH pacTekeH (GakTop).
Jluncear naHHU 3a €THOBPEMEHHOTO M3MOI3BaHe Ha adumbeprient ¢ Apyru antu-VEGF
JICKApPCTBEHU MPOIYKTH (32 CHCTEMHO WJIH BhTPESOYHO MPUIOKEHHUE).
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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

Kenn ¢ gerepoacH NOTSHITNAI

JKenute ¢ mereponcH MOTSHITHAN TPSAOBA J1a M3MOI3BaT €(heKTHBHA KOHTPAIICTIIIHS IT0 BpeMe Ha
JICUEHUE U Hall-MaJIKo 3 Mecera cliell MOCISIHOTO HHTPABUTPEATHO HHKEKTUpaHe Ha adaubepienT
(BX. Touka 4.4).

bpemenHoct
Jluncear naHHM 3a ynorpebara Ha agauOepUent Npu OpEeMEHHH JKEHH.

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

Brmpeku ge crcteMHara eKCIIO3HINSA CIIE]] O9HO MPHIIOKEHHNE € MHOTO HHUCKa, admudepIent He
TpsIOBA J1a CE U3IOJI3BA IO BpEME Ha OPEMEHHOCT, OCBEH aKO MOTEHITMAIHATA 110132 HE HAAXBhPIIS
MOTEHLMATHUA PHUCK 3a MJI0AA.

Kvpmene

B®3 0cHOBa Ha MHOTO OTpaHUYEHU JJAaHHU TIPH X0pa, adIndepuenT MoXe Ja Ce eKCKpPeTupa B KbpMara
B HUCKH HUBA. AdQnubepuent e rojasiMa IpOTEHHOBA MOJIEKYJIa U KOJIMYECTBOTO Ha JIEKAPCTBOTO,
abcopOupaHo MpHU KbpMAYeTo, ce O9aKBa Jia Obae MuHIMaHO. EdexTrure Ha adnmmubepuenT BEpXyY
KbPMEHO HOBOPOACHO/KHPMAUYETO HE Ca U3BECTHH.

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

deprunurer
Pe3ynrarute oT npoyyuBaHUsATa MIPU KUBOTHU C BUCOKA CUCTEMHA €KCITO3MIIUS MTOKa3BaT, ue

adnmubepuenT MOXe J1a HapyIlu QepTHIINTETa U TIPH MBKKUTE, U TIPH KEHCKUTE (BXK. TOUKa 5.3).
[TonoOHu edexru He ce oyakBar ciiesl O4HO MPUIOKEHNE C MHOTO HUCKA CUCTEMHA €KCIIO3ULIHA.

4.7 EdexTn BbpXy cioco0HOCTTA 32 o upaHe U padoTa ¢ MAIIUHA

Wmxektupanero Ha adnbepLentT NoBiIMusBa B MajKa CTEIIEH CIIOCOOHOCTTA 3a odupaHe u padboTa ¢
MAIlWHH, TOPaaX Bb3MOKHH BPEMEHHH 3PUTEIHN CMYILLCHHS, CBbP3aHU MJIH C HHXXEKLIUATA, WU C
ouHus npernen. [Taimentute He TpsOBa qa modupar Win 1a paboTAT ¢ MaIllMHHU, TOKATO 3pUTeTHATa
UM QyHKIHS HE C€ Bb3CTAHOBH B JIOCTaThUHA CTEIICH.

4.8 Hexenanu JekapcTBeHH peaKINu

PesroMe Ha npoduna Ha 0€30I1aCHOCT

[omynanusTa 3a 6e3omacHoCT B ocemte npoyuBanus ¢asa Il ce cberon ot 060 3 102 manuentu. Ot
Tax 2 501 manueHTy ca JeKyBaHH ¢ IPENOPBUNTENIHATA J]03a OT 2 mg.

Cepuno3HH OYHH HEXEJIaHU PEaKlMU B U3CIIEABAHOTO OKO, CBbP3aHH C MPOLeAypaTa Ha WHKEKTHPaHe,
ca Bh3HHUKHAIH TP To-MaJjko ot 1 Ha 1 900 uHTpaBUTpEaTHy HHXKEKITUN Ha adIuOepIenT 1 ca
BKJTFOYBAJIM CIICTIOTA, CHIO(TAIMUT, OTJCTIBAHE HA PETHHATA, TPABMAaTUYHA KaTapakTa, KaTapakTra,
KPBBOUBIUB B CTHKIOBUAHOTO TSJIO, OTJIEMBAHE HA CTHKIOBUIHOTO TSJIO U MOBUIIEHO BHTPEOYHO
Hajsirane (BX. Touka 4.4).

Haii-uecto HabmomaBaHNTE HEXKETIAHH JIEKAPCTBEHH PEakIiuy (IIpH Hail-Manko 5% OT MarueHTure,
JIeKyBaHU ¢ auIrOepIIenT) ca KOHFOHKTHBAIIHA XeMoparus (25%), petunanna xemoparus (11%),

HamaneHa 3purenHa octpora (11%), 6onka B oxoto (10%), karapakTa (8%), MOBUIIEHO BHTPEOYHO
Hajsarane (8%), oTienBaHe Ha CTHKJIOBUAHOTO TsU10 (7%) M MBTHHUHH B CTHKJIOBUIHOTO TS0 (7%).
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CrouchK Ha HEXKEITAHUTE JICKapCTBCHU PCAKIIUU B TabanyeH BU

JlanauTe 32 6€30MAaCHOCT, OMTUCAHU 0-JI0JTy, BKJIFOUBAT BCUYKU HEXKEIaHU JICKAPCTBEHU PEAKIIMU OT
ocemte nipoyuBanus (aza 1l mpu nmokazanusara Braxkna B/JIM, OLIPB, OPPB, IME u muonmuna XHB
C MPHEMIIMBA BEPOSTHOCT 33 MPUYMHHO-CIICICTBCHA BPBh3Ka C MPOIEAypaTa Ha HHKEKTHPaHEe WITH
JICKAPCTBEHUS TIPOYKT.

Hexenanurte 1ekapCTBCHH PEaKIIUK ca U30POSHH 10 CUCTEMO-OPTaHeH KJlac U YeCTOTa C M3MOI3BaHe
Ha cJIeHAaTa KOHBEHIUS:

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), ¢ HEen3BecTHA YecToTa (OT HATMYHKUTE JJAHHU HE MOXKE J1a ObJIe HalpaBeHa OICHKA).

B pamMkuTe Ha BCSKO IpyIUpaHe Mo YeCTOTa, HEXKEIAHUTE JIEKAPCTBEHU PEaKLMK ca IIPEACTABECHH B
HU3XOJIAL] peJl [0 OTHOIIEHHE Ha TIXHATa CEPUO3HOCT.

Tabauna 1: Bcnyku cBbp3aHy € JICYCHHETO HEXKETIaHH JICKAPCTBEHH PEaKIUH, ChOOIaBaH! IPU
nanueHTH B poyuBanus ¢asa Il (coopau nanam ot npoyusanus ¢asa I1I 3a mokazanusTa BiIakHa
BIIM, OLIPB, OPPB, IME u Mmuonnuna XHB) unu o BpeMe Ha OCTMapKETUHIOBOTO HAOIOICHHUE

Cucremoopranes

Yecrora Hesxenana peakuust
KJIAC

Hapymenusi Ha | Heuectu CBpBX4yBCTBUTEIHOCT ™ **
HMYHHATa
cucremMa

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

Yectu PaskbcBaHe Ha MUTMEHTHHS €ITUTEN Ha
peTrHaTa*, OTIICNIBAHE HA MUTMEHTHHUSI SITUTEI Ha
peTuHara, JiereHepalysa Ha peTUHATa,
KPBBOU3JIUB B CTBKIOBUAHOTO TSUIO,

KaTapakTa, KOpTHUKaJIHa KaTapakra,

HyKJIeapHa KaTapakTa, CyOKarcyilapHa KaTapakra,
KOpHEaJIHa epOo3usl, KOpHeaTHa adpasus,
MOBUIIIEHO BHTPEOYHO HAJISTAHE,

3aM’bIJIEHO 3pEHHE, MbTHUHU B CTHKJIOBUJIHOTO
TS0, OTJIENIBaHE HAa CTHKJIOBHHOTO TsJ10, OOJIKa
Ha MSICTOTO Ha MHXXEKTUPAHE, YCEIllaHe 3a YyXK0
TSJIO B OUMTE, MIOBUIIEHA JIAKPUMALIHSI, OTOK Ha
KJIeraya, XeMoparvs Ha MsICTOTO Ha
WH)XEKTUpPAHE, TOYKOBUJIEH KEPATHT,
KOHIOHKTHBAJIHA XUIEPEMUS, OYHA XUIIEPEMUS

Heuectn Ennodranmut**, omienBane Ha peTHHaTa,

pa3KbCBaHE HAa pETUHATA, UPHUT, YBEHUT,
WPHJIOIMKIINT, TOMBTHSIBAaHE HA JIeIaTa,

neeKT Ha ermuTela Ha POTOBUIIATa, APa3HEHE Ha
MSICTOTO HA MHXKEKTHpPaHE, HEOOMYAHO yCelaHe
B OKOTO, pa3HEHE Ha Kjenaya, MOJIOKUTEICH
Tunan B mpegHaTa KaMepa, OTOK Ha POTOBHIIATA.
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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
JICKAPCTBEHUS HPOAYKT. OT MEIUIIMHCKUTE CIICIUAIUCTH CE€ U3MCKBA Ja ChOOIIaBaT BCIKa
MOJI03MpaHa He)KeJIaHa Peakiys Ype3 HaIl[MOHAIHA CUCTeMa 3a ChOoOIaBaHe, MOCOYEHa B

[punoxenueV.

4.9 Ilpeno3upane

B xiuHWYHM M3OUTBaHUS ca U3II0JI3BaHU 031 10 4 mg Ha CIHOMCECCYHU MHTCPBAJIU 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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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc
http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc
http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

5.1 dapmakoaMHAMHYHH CBOICTBA

dapmakoTepaneBTuyHa rpymna; O(TaaIMoIOrHyHu CPEeICTBA, AHTHHEOBACKYIAPU3UPALIN CPEJICTBA
ATC xom: SO1LAOS

Vgenfli e Guonornano momo0eH nekapcTBeH Npoaykr. [logpobra nHbopManus e mpegocTaBeHa Ha
yeOcaiita Ha EBponelickara areHius mo Jiekapcrpara https://www.ema.europa.cu

Admubeprient € pekKoMOMHAHTEH (Py3MOHEH MPOTEHH, ChCTaBEH OT YaCTH OT H3BHbHKJIETHYHHUTE
TIOMEWHM Ha perenTopH 1 1 2 3a 4OBEMIKU ChIOB eHAoTeneH pactexeH (paktop (VEGF), cBbp3anu ¢
Fc-uactra na yoBemku IgGl.

Admubeprient e npousseneH B DG44 kieTku oT sSifuHUK Ha kuTaiicku xamcrep (CHO) upes
pexomoOmnaanTHa JIHK TexHomorus.

Adnubepuient AeicTBa KaTo pa3TBOPUM penenTop - "mpumamka', Koito ce cebp3a ¢ VEGF-A n
PIGF c mo-BucOK apIHUTET, OTKOJIIKOTO €CTECTBEHUTE UM PEIETITOPH, KaTo M0 TO3W HAYMH MOXKeE /13
WHXHOWPA CBBP3BAHETO U aKTHBHPAHETO HA Te3W cXomHu penentopn Ha VEGF.

MexaHu3bpM Ha AEHCTBUE

CwaoBusar ennorenet pactexet (akrop-A (VEGF-A) n mmanentaust pacrexer ¢akrop (PIGF) ca
wieHoBe Ha cemeiicTBoTo Ha VEGF aHrmorenHnTe GakTopu, KOUTO MOTaT Ja JeHCTBaT KaTo MOIITHU
MUTOTEHHH, XeMOTaKCUYHH U BIUSCIU BbPXY ChIOBHS NEpMEaOMINTET PaKTOPH 3a EHAOTEIHUTE
knetku. VEGF geiictBa upes aBe penenropuu tupo3ut kunasu, VEGFR-1 u VEGFR-2, na
NOBBPXHOCTTA Ha eHporennuTe kietku. PIGF ce cebp3Ba camo ¢ VEGFR-1, koiiTo ce Hamupa cbiio u
10 MOBBPXHOCTTA Ha JIEBKOIUTUTE. [IpekoMepHOTO akTUBHpaHe Ha Te3u perentopu oT VEGF-A Moxke
Jla IOBEJIE /IO MAaToJIOTMYHa HeOBaCcKyIapu3alys U MPeKOMEpHa Cha0Ba MponyckinBocT. PIGF moxe
na 6uae cuaepruct Ha VEGF-A B Te3u mpoliecu, a 0CBEH TOBa € U3BECTHO, Y€ crioMara 3a
JIEBKOIMTHATA HHOUITPALIUS U CHIOBOTO Bb3MaJICHHUE.

dapmakonMHaMAYHU €(DEKTH

Bnaowcna BIIM

Brnaxxnara B/IM ce xapakrepu3upa ¢ IaToloru4Ha Xopougaita Heopackynapuzanus (CNV).
N3TtryaneTo Ha KPbB U TEYHOCT OT MATOJIOTHYHATA XOPOUAAIHA HEOBACKYIapH3aIHsI MOXKE J1a
MPUYHHY 3a/1e0eisiBaHe MM OTOK Ha PETHHATA W/WIN CyO/MHTpapeTHHAITHA XeMOparusi, Bojieia 70
3ary0a Ha 3pUTEJIHa OCTPOTA.

[Ipu naumentu, nexyBanu ¢ adguubepuenT (eaHa MHXEKLINS MECEUHO 3a TP IOCIIEI0BaTEIHN Mecela,
MocJeIBaHO OT €Ha MHXEKIUS Ha BCEKH 2 Mecela), nedennnara Ha neHrpanHara perusa [CRT]
HaMaJsiBa CKOpO CJIe]] 3aIl0uBaHe Ha JICYEHHETO, a CPEAHUAT pa3Mep Ha je3usta ¢ CNV HamansiBa B
CBOTBETCTBHE C PE3yATaTHTE, HAOMIOAaBaHU TIpH JeueHue ¢ pannonzymad 0,5 mg Bceku Mecelr.

B npoyuBanero VIEW1 nma cpenun Hamasnenus Ha CRT npu onTu4Ho-KOXepeHTHA ToMOorpadus
(OCT) (cpotBetHO -130 1 -129 MukpoHa B cenmuna 52 3a TpynuTe Ha jeueHue ¢ agiaubepuent 2 mg
Ha BCEKH JIBa Mecella ¥ pannousymab 0,5 mg Bcexu mecen). M B 52-ta cenMulia B Mpoy4YBaHETO
VIEW2 nma cpennn Hamanenust B CRT npu OCT (cpotBeTHO -149 1 -139 MukpoHa 3a rpynute Ha
nedenue ¢ aduuOeprenT 2 mg Ha BCEKH JIBa Mecela u pannousymab 0,5 mg Bceku mMecerl).
Hamanenueto na pasmepa Ha CNV u va CRT o0uuaiiHo ce 3aabpKar u ipe3 BTopara TroJHa 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 petuHomnatus (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 MTPOYyYBAHMUSI, KOETO ChOTBETCTBA Ha IMO00psiBaHE Ha 3peHHeTO ¢ 15 OykBH 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,
MHOTOIIEHTPOBH, TBOHHOMACKHPAHH, IIIae00-KOHTPOIMPAHU IPOYYBaHMUS IIPH TAIIMEHTH 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 IU1a1e00 Ha BCEKH 4 CeAMUIIH, 3a 0010 6 MPHUIIOKESHUSL.

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 Pasnukara u mosepurennuar uarepsain (1) ce n3anciapar, 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 Haii-mMankuTe kBaapary, 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

54



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 cripsimo Slnonus 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, usMmepena 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% JM) 24% 23% (12,6; 19,0% 375, (13.5: 4.1 (9,65 30,6) N

(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 110 MeTO/la HA Hail-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 MOATPYH (HaTp. Bb3pacT, 1o, paca, HbAlc Ha u3xomHoO HUBO,
3pHUTEIHA OCTPOTA Ha M3XOJHO HUBO, peaxonHa aHTu- VEGF tepamnus) BbB BCAKO pOyYBaHE U B
KOMOMHUpaHUsI aHAJIN3 KaTo 1510 ca OMJIM B ChOTBETCTBHUE C PE3YITaTHTE B OOLIMTE MOIMYJIaL1H.

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
o0I1ara 4ecToTa Ha HeXKellaH! CHOUTHS KaKTO CBhP3aHM, Taka M HeCBbp3aHu ¢ ounte (BKiIrouuTenHo 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 npousxoy ¢ muonnyHa XHB. O6mo 121 naunenTu ca JeKyBaHU U ca OLEHAEMH 3a €()UKACHOCT
(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)

AYLOCEF: TlpenacsHe Ha naHHuTe OT nocieanoro Habmoznenue (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 Bb3 OCHOBA Ha Cpax ¥ KymynaTuiBHa AUC 32 cBOOONIEH admubepiient ca
CHOTBETHO OKOJIO 17 1 10 TbTH MTO-BUCOKH B CpaBHEHHE ChC CHOTBETHUTE CTOMHOCTH, HAOIIOMAaBaHU TTPH
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 3ampa3sspa.
Ja ce cpxpaHsiBa B OpUTHHATHATA 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 eIHOKpaTHA YIoTpeda B €JHO OKO.

®dakoHBT ChIbpPIKA MOBEYUE OT MPENopbUnTeNIHATa 1032 2 mg adubepuenTt (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 unTebpHa BD nrina (3a npexBupIsiHe) HE € 32 MHKEKTHPaHE B KOXKaTa.

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, 5S-MHUKpoHa,
MPEIOCTaBeHA B OMMAKOBKATa, KbM CTECPHITHA JIyeP-JIOK
cnpuHIioBka 1 ml.

Hpeanapureno
mamnanena copumponsa

<z

et
\ /\/\

; Duarnpwa wraa |

N

BwBenete hunrhpHara WIvia B IIEHThPa Ha 3ayInankara Ha (IakoHa, JOKaToO WIviaTa B3¢ U3IISI0
BbB ()IaKOHA U BHPXBT JOKOCHE JHHOTO MJIU IOJHUS PO Ha (iakoHa.

Karo n3non3Bare acentuyHa TeXHHUKA, U3TEIVIETE MAJIOTO ChABpxkaHue Ha ¢rakona ¢ Vgenfli 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
M3TEDISTHETO, KaTo IbPKUTE Kpasi Ha (GMIIThpPHATA HMIVIA, TOTOIEH B TEYHOCTTA.

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: (DI/IJ'IT'praTa uria He TpH6Ba Ja CC U3II0JI3BA 3d UHTPABUTPCAJTHO MHIKCKTHUPAHC.

7. | 3aBuiiTe MIBTHO MHKEKIIMOHHATA ura ¢ pasmep 30 G x ~J
Y2 IHY KBbM JIyep-JIOK BbpXa Ha CIIPUHIIOBKATa, KaTo /
W3I0JI3BaTe aceNTHYHA TEXHHKA. ( P L

\
Jlyep-a0x Bpax ma capummonkaTa %
A /
8. | Karo npprxuTe cipuHIIOBKAaTa C HACOUYEHA HAarope Uia, s ‘
[IpOBEpeTe 3a HAJIMYUE Ha MexypueTa. Ako uma ,‘ )
MeXypueTa, BHUMATEJIHO MOTyaiTe CIIPUHLOBKATA C Il 4 \
MPBCT, JOKATO MeXypUeTara ce M3JUrHaT 10 TopHara i =
YacT. 5 K e X
K o
L7 )
\ )

9. | OTcTpanere BCHYKH MEXypueTa M N3TJIacKalTe W3JIHILIHNSA JIEKapCTBEH MPOAYKT, KaTo OaBHO
HaTHCKaTe OyTaroTo, Taka 4e IMIIOCKUAT ph0 Ha OyTanoTo /a ce TOAPaBHU C JACTICHUETO,
ob6o3nauaBamo 0,05 ml Ha cripUHIIOBKATA.

PﬂJTBOp cJ1eJ OTCTpaHABaHe
Ha BB3AYIMHHTE MeXypieTa H
H3JHIIHOTO JJeKapcTBO
JInHnsa 3a AO3HpaHe
Ha 0,05 mg |
/ \
/
/
IL10CBK PBP
Ha OyTaaoTp
E 0.1 =
- 0.3
= O - 2 0.4
10. | dnakoHBT € caMo 3a eJHOKpaTHA yrnoTpeda. MHOTOKpaTHO Mpuiiarane Ha J03U OT €AuH (IIaKoH
MOXeE Ja YBEJIMYH PUCKa OT 3aMbPCsABaHE U MOcCIieiBala nHpexuus.
Hewusnons3BaHusT JeKkapcTBEH MPOLYKT WM OTIaAbYHUTE MaTepHUain OT Hero TpsiOBa z1a ce
U3XBBPJIAT B CbOTBETCTBUE C MCCTHUTEC N3N CKBAHUS.
7. MNPUTEXATEJ HA PASPELIEHUETO 3A YIIOTPEBA
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Zaktady Farmaceutyczne POLPHARMA S.A.

ul. Pelplinska 19, 83-200 Starogard Gdanski

ITonma

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/25/1961/002

9. JATA HA ITbPBO PASPEINIABAHE/TTOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha TEPBO pa3pelIaBaHe:

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

[MonpoOHa nHpopMarlys 3a TO3M JICKApCTBEH MPOIAYKT € MpeocTaBeHa Ha yeOcaiita Ha Eppornelickara
areHuus 1o JeKkapcTrara 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 N3NCKBAHUSA HA PASPEIIIEHUETO 3A YIIOTPEBA

YCJIOBUS NJIX OT'PAHUYEHUSA 3A BESOITACHA U E@EKTUBHA
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 mpoM3BOAXTENS Ha OMOJIOTMYHO aKTMBHOTO BEIIIECTBO

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 (IIAB)

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. YCJIOBUS NJIX OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA HA
JIEKAPCTBEHMSA ITPOAYKT

. Ilinan 3a ynpasjenue Ha pucka (ITYP)

[purexarenst Ha pa3pemenueto 3a ynorpeda (ITPY) Tpsa6Ba na n3BbpIBa H3UCKBAHUTE JEHHOCTU U
JeMCTBUS, CBbP3aHH C MPOCIe/IBaHE Ha JIeKapCTBeHaTa 0e30MacHOCT, HocoyeHu B onoopenus [1YP,
npencraBed B Moayn 1.8.2 Ha pa3pemierrneTo 3a ynorpeda, KakTo ¥ BB BCHUKH CIIEIBAIIN OI00pEHU
aktyann3zanuu Ha [TYP.

Axrtyamuzupasn [IYP tps6Ba na ce mogasa:

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

. BUHArW, KOTaTo ce M3MEHS CUCTeMara 3a yIpaBJicHHe Ha PUCKa, 0COOCHO B Pe3yaTaT Ha
MOJTy4yaBaHEe Ha HOBAa WH(OPMAIIHS, KOSATO MOXKE Jia IOBEJIE 10 3HAYMMH MTPOMECHH B
CHOTHOILICHHUETO TT0JI3a/PHUCK, HIIH CIIeJ] JOCTUTaHe Ha BaXKeH eTan (BbB BPb3Ka C MPOCIIe/sIBaHe
Ha JIeKapCTBEHATa 0E30MAaCHOCT WITH CBEKIAHE HA PUCKA 10 MUHUMYM).

Axo nogaBaneTo Ha ITAJIb u aktyanu3upaneto Ha IIYP chBIagar, Te Moxe Aa ce moaagar €qHOBPEMEHHO.

Cuctema 3a JeKkapcTBeHa 0e301acHOCT

[IPY 1ps6Ba ma rapanTupa, 4e CUCTEMaTa 3a JiekapcTBeHa 0€30MacHOCT, MpeIcTaBeHa B Moy
1.8.1 Ha Pa3pemenuero 3a ynorpeba e BHeJpeHa U (YHKIIMOHUPA TIPEAN U JOKATO
JICKApCTBEHUAT IIPOIYKT € Ha Ia3apa.

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

[IPY ce cpmiacu na npegoctaBu oOyunTeneH Marepuain 3a Vgenfli 3a reputopusita Ha EBponeiickus
cbt03. [Ipean myckane Ha MPOAYKTa HA Ma3apa U B paMKUTE Ha KHU3HEHUS] My LIMKBJI BbB BCSIKa IbpKaBa
uneHka, [1PY 1me cpriiacyBa okoHUaTEIHUS O0yYUTEIICH MaTeprall C HAIMOHATHATE KOMIIETEHTHH OpPTaHH.
[IPY rapantupa, ye cien oOChKAaHEe U NOCTUTAaHE Ha ChIVIACHE C HALIMOHAJTHUTE KOMIIETEHTHH OpTaHu
BBB BCSKa AbPXKaBa WICHKa, KbJETO ce npoaasa Vgenfli, o4HnTe KITMHUKH, KbJIETO ce oyakBa Vgenfli na
Cce M3I0JI3Ba, Ca CHAOJCHHU C aKTyaJIn3UpaH MH()OPMALMOHEH MTAKET 32 JIEKapH, ChAbPXKAaILL CICTHUTE
€JIEMEHTU:

. Wndopmarnus 3a nekapu

. Buneo Ha npoueaypara 3a HHTPaBUTPEATHO HHKEKTHPaHE

. [Mukrorpama Ha mpoueaypara 3a HHTPaBUTPEaTHO WHKEKTUPaHE
. WHdopMaimoHHH NaKeTH 3a NalueHTH

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

. TexHUKY 32 HHTPABUTPEATHO UHIKEKTUPAHE, BKIFOUUTENTHO u3noisane Ha 30 G unia u
CHOTBETHHS bI'bJI HA HHIKEKTUPAHE

. [IpeaBapuTenHo HaTBIIHEHATA CIIPUHIIOBKA M (DIIAKOHBT ca caMo 3a eTHOKparHa yrnorpeda

. HeoOxoaumocTTa 1a ce M3XBBhPIN H3IUIIHUAAT 00EM OT CITPHHIIOBKATA MTPEIU J1a CE HHKEKTHPa
Vgenfli, 32 na ce u3berne npego3upane (caMo 3a Bb3pacTHaTa MOIyJIalus)

. Habmronenue Ha nmarpieHTa ciie/l HHTPaBUTPEATHO MHKEKTHUPAHE, BKIIFOUYUTETHO POCIIe/sIBaHe

Ha 3pUTCIIHATa OCTPOTA U MMOBHUIIABAHCTO HA BbTPCOUYHOTO HAJIATAHC CJICA MHKCKTUPAHCTO
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. OCHOBHU IIPU3HAIM ¥ CUMIITOMH Ha HEXeJIaHU ChOUTHS, CBhP3aHU C HHTPABUTPEATHO
WHXEKTUPaHEe, BKIIOYUTEIHO eHI0(TAIMHUT, BBTPEOYHO Bh3MAICHHE, TOBUIIICHO BhTPEOYHO
HaJIATaHe, pa3KbCBaHE HA IMMTMEHTHHUS CIUTENl Ha PETHHATA U KaTapakTa

. [NarueHTKUTE C AETEPONEH MOTCHIIMAT TPSAOBA J]a MpUIarar e(h)eKTUBHA KOHTPAIICIIIUS, a
OpeMeHHHTE KEeHU He TpsOBa Aa n3momssar Vgenfli.

I/IH(I)OpMaLII/IOHHI/IHT IaKeT 3a manucHTa OT 06y‘H/ITCJ'IHI/IH Marepuall 3a Bb3pacTHara IoITyJIallid BKIIHOYBa
I/IH(bOpMaHI/IOHHO PBKOBOACTBO 3a MAallMCHTA U HEroBaTa ayAu0 BEPCH. I/IH(bOpMaIII/IOHHOTO PBKOBOACTBO 3a
nanueHTa CbAbpiKa CJICAHUTS OCHOBHU CJICMCHTU!

. JlucToBKa ¢ HH(OPMAIHS 3 TTAI[HEHTa

. Koti Tpsi6Ba na ce nexysa ¢ Vgenfli

: Kak nma ce momroreure 3a neuenne ¢ Vgenfli

. Kaksu ca crenkure cief nedenue ¢ Vgenfli

. OCHOBHY NPU3HALM U CUMIITOMH Ha CEPHO3HH HEXENAHH CHOUTHS, BKIIIOUHTEITHO

CHILO(i)TaHMI/IT, BBTPCOYHO BB3MAJICHUE, YBCINUYaBAHC HAa BbTPCOUYHOTO HAJIATAHE, PA3SKHCBAHC
Ha NMI'MCHTHUSA CIUTE HAa pETUHATA U KaTapaKTa

. Kora 1a moTbpcAT crenisa moMon oT cBos JieKap

. [NarueHTKUTE ¢ AETEPONEH MOTSHIIMA TPSAOBA Ja Mpuiiarar e()eKTUBHA KOHTPAIICIIIIUs, a
OpeMeHHHTE KEeHU He TpsaOBa fa m3momssar Vgenfli.
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HPUJIOKEHHE I11

JAHHU BbBPXY OITAKOBKATA U JINCTOBKA

75



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

1. HNME HA JIEKAPCTBEHUA INTPOAYKT

Vgenfli 40 mg/ml nHXEeKIMOHEH Pa3TBOP B MPEIBAPUTEITHO HAIThIHEHA 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 yroTpeda.

[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 MACTO JAJIEYE OT IIOIVIEJA U TOCEI'A HA JIELTA

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 CbXPAHEHUE

Ha ce cbxpaHnsBa 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/1/25/1961/001

13. TMAPTHUAEH HOMEP

[Tapt. Ne

14. HAYHH HA OTITYCKAHE

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

[MpueTo e ocHOBaHME J1a HE ce BKIIOUW HH(popMaIs Ha bpaiiiosa a3oyka.

17. YHUKAJIEH UAEHTUO®UKATOP — IBYU3MEPEH BAPKO/

JIByr3MepeH 0apKo/| ¢ 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

Vgenfli 40 mg/ml uHxeKIMOHEH Pa3TBOP
admubeprienT

2. OBSABSBAHE HA AKTUBHOTOMTE) BEIHIECTBO(A)

1 mpenBapHUTEIHO HAITBIHEHA CIIPUHIIOBKA ChAbpPKa 6,6 mg admbeprent B 0,165 ml pasteop (40 mg/ml).

3. CIIUCBK HA IOMOIIHUTE BELLIECTBA

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

1 mpeaBapuUTENHO HAITBJIHEHA CIPUHIOBKA ChAbpXka 3,6 mg admubepuent B 0,09 ml pasrop (40 mg/ml).
Enunnyna no3a ot 2 mg/0,05 ml.

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

WHTpaBuTpeanHo npuioxeHne

Camo 3a eqHOKpaTHa ynorpeoa.

[Ipeau ymorpeba mpodeTeTe JIMCTOBKATA.

OtBopeTe cTeprIIHUS OIUCTEP CaMO B YUCTa CTasl 3a MPHIIOKEHHE.
WznumuausaTt o6eM TpsOBa 1a ce OTCTPaHH MPEAN HHKEKTHPAHE.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSBBA JA
CE CbXPAHSABA HA MACTO JAJIEYE OT HOIVIEJA U TOCET'A HA TELTA

I[a CC CbXpaHABa Ha MACTO, HCAOCTBIIHO 34 JACIIA.

7.  APYI'M CHEIMAJIHUA NPEAYIIPEKAEHUS, AKO E HEOBXO/JINUMO

8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

80




T'oneHn no:

9. CIIELIMAJIHHU YCJIOBUS HA CbXPAHEHHUE

Ja ce cpxpaHnsBa B xyiaauiaHuK. J[a He ce 3ampassiBa. Jla ce chbxpaHsaBa B OpUTHHAITHATA OTIAKOBKA, 32 JIa ce
Mpena3y OT CBETIHHA.

10. CHEHLMWAJIHM IPEAITAZHU MEPKU ITPU U3XBBPISAHE HA HEU3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITIPOAYKTHU NJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJIPEC HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

{logo}

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

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/25/1961/001

13. TAPTUJIEH HOMEP

[Tapt. Ne

14. HAYUH HA OTIITYCKAHE

15. YKA3AHUS 3A YIIOTPEBA

16. HWH®OPMAIIMS HA BPAIJIOBA A3BYKA
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MUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT MAJIKUTE EAUHUYHHAU
II'bPBUYHHU OITAKOBKH

ETUKET

[IpenBapuTe/IHO HATBJIHEHA CHPUHIIOBKA

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

Vgenfli 40 mg/ml nmxexus
adumbeprienT
WHTpaBUTpEasIHo MpuiroxeHne

2. HAYMH HA ITPUJIO’KEHHUE

3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

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

Vgenfli 40 mg/ml nHXeKIHOHEH Pa3TBOP BHB (NIaKOH
admubeprienT

2. OBSABSBAHE HA AKTUBHOTOMTE) BEIHIECTBO(A)

1 dmakon ceawppxka 11,12 mg adpnubepuent B 0,278 ml pasrsop (40 mg/ml).

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[Tomouaum BemecTBa: HaTPUEB alleTaT TPUXMUAPAT, JIefeHa oueTHa kucennna 100 %, 3axapo3a, HaTpueB
xnopun, momucop6ar 20 (E 432), Boga 3a nHkeKIud. 3a JOMbIHUTEIHA HHOOPMAIIUS BHXKTE JINCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

HHxekroHEeH pa3TBop
1 dmakon ceabpxka 11,12 mg adgmubepuent B 0,278 ml pasrop (40 mg/ml).
18G ¢unrbpHa uria

Enuanyna mo3a ot 2 mg/0,05 ml.

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

WHTpaBUTpEeanHO NpUIIOKEHHE.

Camo 3a eqHOKpaTHa ynorpeoa.

[Tpenun ynorpeba npoueTeTe IUCTOBKATA.

WznumanaT o6em TpsAOBa a ce OTCTpaHU MPEIN HHKEKTHPaHE.

6. CIHHEHHUAJIHO NPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSBBA JA
CE CBbXPAHSBA HA MACTO JAJIEYE OT IIOIVIEJA U TOCEI'A HA JIELIA
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I[a CC CbXpaHABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOAUMO

8. J1ATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

Tonmen no:

9. CIHIELHIUAJIHHU YCJIOBUS HA CbXPAHEHUE

Jla ce cpxpansBa B xiaamwiHUK. Jla He ce 3ampassiBa. [la ce cbXpaHsiBa B OpUTMHAIHATA ONIAKOBKa, 3a J1a ce
npeanasy OT CBETJINHA.
HeotBopenusT ¢akoH Moxke J1a ce CbhbXpaHsBa U3BbH XIaguHUK mox 25 °C no 24 yaca.

10. CHELUAJIHM IPEAITAZHU MEPKU ITPU NU3XBBPISTHE HA HEU3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU WIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3NCKBAT TAKNBA

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

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

ITomma

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/25/1961/002

13. TAPTUJIEH HOMEP

[Tapt. Ne

14. HAYHUH HA OTITYCKAHE
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15. YKA3AHUSA 3A YIIOTPEBA

16. HWH®OPMAIIMS HA BPAIHJIOBA A3BYKA

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

17. YHUKAJIEH UAEHTUO®UKATOP — IBYU3MEPEH BAPKO/

JIByn3MepeH 0apkoj ¢ BKIIOYCH YHUKAJICH HICHTU(DUKATOD

18. YHUKAJIEH HAEHTUDOUKATOP — JAHHHU 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

Vgenfli 40 mg/ml nmxexnus
adumbeprienT
WHTpaBUTpEasIHo MpuiroxeHne

2. HAYMH HA ITPUJIO’)KEHHUE

3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IAPTHUJAEH HOMEP

Lot

S. CBbABPXKXAHUE KATO MACA, OBGEM WJIM EJIMHULIN

11,12 mg/0,278 ml

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

Vgenfli 40 mg/ml uH:KeKIHOHEH Pa3TBOP B MPeIBAPUTEIHO HAbJIHEHA CIPUHIIOBKA
apmubepuenr (aflibercept)

vTOSI/I JIeKapCTBEH MPOLYKT MOJICKH HA JOMBIHUTETHO HabmroneHune. Topa 1ie mo3Boiau 0bp30TO
YCTaHOBSIBAHE HAa HOBA WH(OpMAIIHMs OTHOCHO Oe30macHoCTTa. MoXKeTe Ja 1aieTe CBOsl IIPUHOC KaTo
ChOOINUTE BCSIKA HEXellaHa PeakIus, KOsITO CTE TOTYYHIIH. 3a HauMHA Ha ChOOIIIaBaHEe HA HEXETIaH!
peaKIuu BUXKTE Kpasi Ha Touka 4.

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

TH CbAbP:Ka Ba:xxHAa 32 Bac nnpopmanus.

- 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

Kakgo npencrasisia Vgenfli u 3a kakBo ce U3mon3sa

Kakso Tpsi0Ba na 3Haete, npeau na Bu 6p1e npunoxen Vgentli
Kak me Bu 0bp1e npuaran Vgenfli

BB3MOXHU HEXEJIaHU peaKLuu

Kak ce cpxpansiBa Vgenfli

ChbabppKaHue Ha ONAKOBKaTa M JOIIBJIHUTEIHA HHYOPMALIUS

A

1. Kaxso npexacrasiasBa Vgenfli n 3a kakBo ce H3NMo0/13Ba

Vgenfli e pa3TBop, KOITO ce MHXEKTUPA B OKOTO 3a JICYCHNUE HAa OYHHU 3a00JIsIBaHMs IPH 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 BemecTBo B Vgenfli, 610kupa akTHBHOCTTa Ha TpynHa (HakTopu, 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.

Joxkazano e, e Vgenfli cimpa pacTexa Ha HOBM a0HOPMHH KPHBOHOCHH CHIOBE B OKOTO, KOUTO YECTO
BOJIT 10 M3THUYAaHE HAa TEYHOCT WK A0 KbpBeHe. Vgenfli Moxe 1a mOMOrHe 3a cTabuin3upane, a B MHOTO
CJIy4au W Jia mofo0pu 3aryoara Ha 3peHue, cBbp3ana ¢ Biaxua BJIM, OLIPB, OPPB, JIMO u muonuyHa
XHB.

2. KakBo TpsadBa na 3Haete, npeau Aa Bu 0bae npuioxen Vgenfli

Vgenfli nama n1a Bu 0b1e npuJioxken

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

- aKo MMaTe aKTUBHA MH(MEKIMS MM CbMHEHHE 32 HHPEKIUS B OKOTO WM OKOJIO HETo (0YHa MITH
OKOJIOOYHA UH(EKIIHS).

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

IpexynpesxaeHusi u npeanasHu MepKu

ToBopete ¢ Bamms nekap, npenu na Bu 6bae npunoxken Vgenfli

- aKo MMaTe IJIayKoMa

- 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
neuenne ¢ Vgenfli.

OcBeH TOBa € BaXKHO J1a 3HAcTe, 4uc

- Oe3onacHocTTa M epuKacHocTTa Ha Vgenfli, koraro ce mpuiara B JBeTE O4M €JTHOBPEMEHHO, HE ca
M3CIIC/IBAHU M aKO C€ W3MOJI3BA 10 TO3W HAYMH, MOXKE J1a IOBE/Ie 0 MOBUIIICH PUCK OT MOsBA HA
HEXXEeJIaHU PEaKIru.

- uHXekTHpaneTo Ha Vgenfli Moxke 1a mpeau3BUKa [TOBHUIIABAHE HA OYHOTO HAJIATaHe (BBTPEOYHO
HaJsiraHe) NMPH HAKOW MAIlUeHTH B paMKuTe Ha 60 MUHYTH OT MH)KEKTHUpaHeTo. Bammsar nekap e
CIIeITV TOBA CJIE]] BCAKA MHXKEKIIHS.

- 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 ciyvait Vgenfli TpsiOBa na ce mpmiiara ¢ IOBUIIIEHO BHIMAaHUE.

- Vgenfli He TpsOBa aa ce mpuiara Mo BpeMe Ha OpeMEeHHOCT, OCBEH aKo IMOTEeHIIHAaIHATAa 110132 He
MPEBUINABA TIOTCHIIMATHYSI PUCK 3a TUIOJA.

- JKCHH C JICTEPOJICH TIOTCHIIMAN TPSAOBA J1a M3MON3BaT e()eKTUBHA KOHTPAISIIIIH 110 BpeMe Ha
JICYCHUETO W HA-MaIIKo TPU Mecela cie]] mociienHara nmkekmus Vgenfli.

Cucremnara ynorpe6a Ha naxuoburopu Ha VEGF, BemecTBa, momo0HN Ha OHE3H, KOUTO C€ ChIBPKAT B
Vgenfli, € OTEHIIMAIHO CBbP3aHa ¢ PUCK OT KPBBHU CHCHPEIIH, 3aITyIIBaIlU KPhbBOHOCHUTE ChIIOBE
(apTepuanau TPOMOOEMOOIMYHH CHOUTHS ), KOSTO MOXKE J1a JIOBE/IEC A0 ChPACYCH WH(PAPKT WIH JIO0 UHCYIIT.
ChIlecTBYBa TEOPETUYCH PUCK OT TaKMBa CHOUTHS cliel WHxKekTupane Ha Vgenfli B okoro. 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 OCIIEAHUTE 6 Mecena. AKO HAKOe OT u30poeHuTe ce oTHacs 3a Bac, Vgenfli me ce mpuara ¢
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 HsKO€ 0T M30pOSHUTE MO-Tope ce oTHacs 3a Bac, Bamusr jekap e B3eme npeBua Ta3u JIMICA HA
nHpopManus npu JieueHento Bu ¢ Vgenfli.

Jeua u ronomu
VYnorpebara Ha Vgenfli npu gena u 10HOIIH Ha Bb3pacT MoA 18 rognHu nMpu NoKa3aHus, pa3IMIHA OT
peruHonarus Ha HegoHoceHoto (PH), He e mpoyueHa.

Jpyru nexkapcrsa u Vgenfli

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 cie]] mocienHara nmxekuus Vgenfli.

- Hsma ommt B m3non3Banero Ha Vgenfli mpu Opemennu sxenu. Vgenfli He TpsiOBa 1a ce m3mon3pa mo
BpeMe Ha OpEMEHHOCT, OCBEH aKO MOTSHIIMATHATA T10J13a HE MIPEBHINIABA MOTCHIIMAIHUS PHUCK 3a
mona. Axo cte OpeMeHHa WK TIaHupaTe OPEMEHHOCT, TOChBETBalTe ce ¢ Bamms nekap mpeau
nedenue ¢ Vgenfli.

- Maunku xonmdecta Vgenfli Moxke 1a mpeMuHar B KbpMara. EdekTure BbpXy KbpMEHHUTE
HOBOpPOZACHH/KbpMadeTaTa He ca m3BecTHH. Vgenfli He ce mpenoppyuBa o BpeMe Ha KbpMeHe. AKO
CTe KbpMadka, 00chaeTe ToBa ¢ Bamus nekap npeau nedenue ¢ Vgenfli.

Hlodupane u paéora ¢ MAIIUHU
Crnen nmkeknusara Vgenfli Moxe 1a mMare BpeMeHHH 3puTenHu cMmytnenns. He modupaiite n He paborere
C MaIlIMHY, JIOKATO T ca HaJUIIE.

Ba:xkna nndopmanus 3a Hskou chbeTaBku Ha Vgenfli

ToBa nekapcTBO ChABPXKA:

e  mo-Majiko oT 1 mmol Harpwmii (23 mg) Ha 1030Ba CIUHMIIA, T.€. MOXKE Jla 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 0b1e npuiaran Vgenfli

Jlekap ¢ ONUT B IpWJIaraHETO HA OYHU MHXKEKIWH e nHxkekTupa Vgenfli B okoto Bu B acenTtuvnu (4rctu
U CTEPUIIHH) YCIIOBHS.

[Ipemoppunrennara go3a e 2 mg apnudepuent (0,05 ml).
Vgenfli ce mpuiara kaTo HHXEKIUS B OKOTO (MHTPaBUTPEaTHa WHXKEKIIHS).

[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 BJIOIIX, HHTCPBAIBT MCKAY MHKCKINUTE MOXE 1a 6’1)]16 CBbKpaTcH.
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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 exeMecednn nmxeknmu ¢ Vgenfli.

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

BammsT nexap moxke na perm fa cripe nederunero ¢ Vgenfli, ako ceerostanero Bu He ce momo0pu mpu
MPOABDKABAHE 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 JIedeHue, Bamusar nekap 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

Ha OperiieanuTe 3a MpociicasaBaHe.

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 lekyBaHH caMo ¢ €1Ha WHXKEKIWs. J[OTbITHUTETHH WHXEKIINH 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 Vgenfli npu Be3pacTHH.
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AKko e nponycHara xo03a Vgenfli
3anuiiere ce 3a HOBO MOCELIEHUE 3a MPErIel U NHKEKLUSL.

AKo cTe cipesiu npuema Ha Vgenfli
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 npunoxenneto Ha Vgenfli Morar ga ce pa3sBUST HAKOM HEXXEIaHU PEaKLHH, 3acAralll 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
CTHKJIOBUAHOTO TSJIO), OTJIENBAHE HA MOAO0HOTO HA KeJle BelleCTBO BbB BHTPENIHOCTTA 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, IPUYMHEHO OT KbPBEHE OT MAJIKUTE KPBbBOHOCHU ChJIOBE BbB BHHILHUTE
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 TIPeAHHS 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 BHTPEIIHOCTTA HA OKOTO (€HA0(TAIMHUT)

- 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 OIICHKa Ha IIeCTOTaTa)I
- 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 ynorpeda Ha naxuouropu Ha VEGF, BemecTtBa, nogobnu Ha cpabpskamute ce B Vgentli, 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 ciiex nHxekTupane Ha Vgenfli B okoTo.
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Kakrto npu Bcuuky TepaneBTUYHH MPOTSHHHU, TIPU NPMIIOKeHUETO Ha Vgenfli chlliecTByBa 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 cbxpansBa Vgenfli

: 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 ox 25 °C mo 24 gaca.

. 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 OIMMAaKOBKAaTa U JOIIbJHUTE/IHA I/IH(l)OpMaIIHﬂ

Kaxkgo cpabp:ka Vgenfli

- 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 HHGOPMALUs BIXKTE Touka 2 ,,Vgenfli cbappika®.

Kak u3rnexna Vgenfli 4 kakBo ¢hIbpika ONaKOBKATA
Vgenfli e HHXEKIMOHEH pa3TBOP (MHXKEKITNS) B IPEABAPUTEITHO HATBIIHEHA CIIPUHIIOBKA. Pa3TBOPHT €
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 chIbprka €Ha MPEIBAPUTEIHO HAITBIHEHA CIIPUHIIOBKA C HOMUHAJIEH 00EM Ha HaIThJIBaHE
165 MuKpoONUTpa Pa3TBOP 32 MHTPABUTPEATHO HHKEKTHPAHE.

OmnakoBka oT 1 MpeABAPUTCIIHO HAITbJIHCHA CIIPUHIIOBKA.
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IpuTeskaTes Ha pa3pelieHHETO 3a yoTpeda
Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski

I1ommra

ITpousBoauTe

KYMOS S.L.

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

08290

Ucnanus

3a jpombaHUTETHA UHYOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKAIHHS MPESICTaBUTEN Ha
MPUTEXKATENSI Ha Pa3pelIeHUEeTo 3a yrnoTpeoa:

Belgié / Belgique / Belgien
Mdbiologics LTD Ireland
Tél/Tel: +44 77 535 797 82

Buarapus

Zaktady Farmaceutyczne
POLPHARMA S.A.
Ten.: +48 22 364 61 01
Ceska republika

Zaktady Farmaceutyczne POLPHARMA

S.A., organizacni slozka
Tel: +420 272 656 940

Danmark
Mdbiologics LTD Ireland
TIf.: +44 77 535 797 82

Deutschland

Zaktady Farmaceutyczne
POLPHARMA S.A.

Tel: +48 22 364 61 01

Eesti

POLPHARMA S.A. atstovybé

Tel: +370 37 325131
E)\Lada

Mdbiologics LTD Ireland
TnA: +44 77 535797 82
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Lietuva
POLPHARMA S.A.
atstovybe

Tel: +370 37 325131
Luxembourg / Luxemburg
Zaktady Farmaceutyczne
POLPHARMA S.A.
Tél/Tel: +48 22 364 61 01
Magyarorszag

Zaktady Farmaceutyczne
POLPHARMA S.A.

Tel: +48 22 364 61 01

Malta

Zaktady Farmaceutyczne
POLPHARMA S.A.

Tel: +48 22 364 61 01
Nederland

Mdbiologics LTD Ireland
Tel: +44 77 535 797 82

Norge

Mdbiologics LTD Ireland
TIf: +44 77 535 797 82
Osterreich

Zaktady Farmaceutyczne
POLPHARMA S.A.

Tel: +48 22 364 61 01



Espaiia Polska

Zaktady Farmaceutyczne Zaktady Farmaceutyczne
POLPHARMA S.A. POLPHARMA S.A.

Tel: +48 22 364 61 01 Tel: +48 22 364 61 01
France Portugal

Fresenius Kabi France Mdbiologics LTD Ireland
Tel: +33 1 41 14 26 00 Tel: +44 77 535 797 82
Hrvatska ANEKS Roménia

Zaktady Farmaceutyczne POLPHARMA Zaktady Farmaceutyczne
S.A. CHARAKTERYSTYKA PROD P LRGZNSGZEGO

Tel: +48 22 364 61 01
Tel: +48 22 364 61 01

Ireland Slovenija
Mdbiologics LTD Ireland Zaktady Farmaceutyczne
Tel: +44 77 535 797 82 POLPHARMA S.A.

Tel: +48 22 364 61 01
island Slovenska republika
Zaktady Farmaceutyczne Zaktady Farmaceutyczne
POLPHARMA S.A. POLPHARMA S.A., organiza¢ni
Simi: +48 22 364 61 01 slozka

Tel: +420 272 656 940
Italia Suomi/Finland
Zaktady Farmaceutyczne Mdbiologics LTD Ireland
POLPHARMA S.A. Puh/Tel: +44 77 535 797 82
Tel.: +48 22 364 61 01
Kvnpog Sverige
Zaktady Farmaceutyczne Mdbiologics LTD Ireland
POLPHARMA S.A. Tel: +44 77 535 797 82
TnA: +48 22 364 61 01
Latvija

POLPHARMA S.A. atstovybé
Tel: +370 37 325131

I[aTa Ha IOCJECIHO Mpepasrjie:;kaane Ha JIMCTOBKaTa

[MTonpoOHa nHdopmarms 3a TOBa JEKapCTBO € IpeocTaBeHa Ha yeOcaiita Ha EBporieiickara areHIus o
nekapcerBara: https://www.ema.europa.eu.

ITocoyenara mo-n0sry HH(pOpMALKS € NPEIHAZHAYECHA CAMO 32 MeJUIMHCKH cnennagucta: Kak ce
NPUTOTBA U Kak ce npuJjara Vgenfli

IIpenBapurenHo HalbIHEHATa CIIPUHIIOBKA TPsIOBA Ja Ce U3I10JI3Ba CAMO 32 JIeYeHHE HA €IHO OKO.

He otBapsiite crepuinnus OnucTep ¢ npeABapUTEIIHO HAIThJIHEHA CIIPUHIIOBKA M3BBbH YHCTAaTa CTas 3a
MIPUIIOKEHHE.

[IpenBapuTenHO HaITbJIHEHATA CIIPUHIIOBKA ChAbpKa MOBEYE OT MPEeNopbYNTeNHATa 1032 2 mg

adumbepuient (exkBuBajgeHTHU Ha 0,05 ml). M3muimHOTO KOJIMYECTBO TPsIOBa J1a C€ OTCTPAHH MPEan
MIPIIIOKCHHE.
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Pa3TBOp’bT Tpﬂ6Ba Ja C€ NPOBCPU BU3YAJIHO 3a UYKAWU YaCTUIH /U OpoMsAHa B IBETA UJIU BCIKAKBa

MIPOMSTHA BHB BHHIITHUS BUJI TIPEIH MPIIIOKeHNe. B cirydai, 9e ce HaOIonaBaT TakuBa, JTEKapCTBEHHSIT
MIPOAYKT TPSOBA J1a C& U3XBBPIIH.

HeoTBopeHusT 6ircTep MOXKe J1a c€ ChbXpaHsABa U3BBH XJIammIHHK 1of 25 °C mo 24 gaca. Crieq oTBapsiHE Ha

Omucrepa paboTeTe B aCENTUYHH YCIOBHS. 3a HHTPAaBUTPEATHO WHXKEKTHpaHe TpsioBa aa ce usnon3sa 30 G
X %> MHY MHXEKIMOHHA HIVIA.

Yxazanusa 3a ynompeﬁa Ha npedsapumwmo Hanv/HeHama CNPUHUO6KA:

1. | Koraro cte roroBu na npunoxkute Vgenfli, oTBopeTe onakoBKaTa U U3BaJeTe CTCPHIM3UPAHUS
Omucrep. BaumarenHo otBopeTe 6mcTepa, OCUTYPSIBalKKA CTEPHIIHOCTTA Ha ChIABPKAHUETO
My. JIpBKTe CIPUHLIOBKATA B CTEPUIIHATA THE3/I0, AOKATO CTE TOTOBH 3a CIIIOOSIBAHETO M.

2. | M3Bagere cipMHIIOBKATa OT CTEPUIIM3UPAHUS OIUCTED, KATO U3MOI3BATE ACENITUYHA TEXHUKA.
3. | 3a ga MaxHeTe KamaJykara Ha CIIpHHIIOBKaTa, APBHKTE
CTIPUHIIOBKATa B €JJHAaTa CH PbKa, Karo ¢ Jpyrara
XBaHETe Kanavykara Ha CIIPUHIIOBKATA C MaJiera 1
rmokaszanemna cu. Mossi, 00bpHETe BHIMaHUE: TPSOBa
71a M3IphIIaTe KaradkaTa Ha CIIPHHIIOBKaTa (He 5 4
OTYYIIBAKTE).

APBLITHETE!

4. | 3a na u30erHere HapyllaBaHe HA CTEPUIIHOCTTA Ha MPOJAYKTA, HE U3TEIVISAITe Ha3a OyTayoTo.
5. | 3aBuiiTe IIBTHO MHXKEKIIMOHHATA UIVIa KbM JIyep-JI0K

BbpXa Ha CIIPUHIIOBKATA, KaTO U3I0JI3BATC aCCIITUYHA /\/\
TCXHHKA. :

, Higkexumonna uraa - _|
Hpeasapureano

HADLANENA CHOPHRYOBKA

98



Karo nppxkute crippHIIOBKaTa ¢ HaCOUCHA HArope
WI7a, sl IPOBEpETe 3a HAIUMYUE Ha MeXypueTa. AKO
MMa MeXyp4eTa, BHUMATEITHO MOTyIanTe
CIIPUHIIOBKATA C MPBCT, JOKATO MEXypUeTara ce
HU3AUTHAT JI0 TOpHAaTa il 4yacT.

W3IMIIHOTO KOJTHYECTBO TPSOBA 1a Ce M3XBBPIIM Mpean mpuioxkenne. OTCTpaHeTe BCHUKH
MeXypyeTa i H3TJIaCKaiiTe M3JTUIIHNUS JIEKAPCTBEH MPOAYKT, Ype3 0aBHO HATHCKAHE HA
0yTasi0To, 3a 1a H3paBHHUTE OCHOBATA HA CBO/Aa Ha OyTaJI0TO (He BbPXa HA CBO/A) C
JIMHUATA 32 103aTAa HA CIPUHIOBKaTa (ekBuBasieHTHO Ha 0,05 ml, T.e. 2 mg adubepient).

3abenexka: ToBa MpaBIITHO MO3UIIMOHUPAHE HA OyTaIOTO € MHOTO BaKHO, Thil Karo
HENPaBUJIHOTO MO3UIHOHUPaHe Ha OyTaJIoTO MOXKE [1a JOBEAE A0 IOCTaBsSHE HA ITOBEYE WIIN
[I0-MAJIKO OT MpeIrcaHara 103a.

Pa'nnop C/J1€1 OTCTPAHABAHE HA
BB3AVITHHTE MEXYPUeTa H
HITHMHOTO JI€KApCTBO

Buaaymuo stexypue

_ Jumus na

aompane

Junus na
aoympane

|Ocuosa na cBoaa na
Gyraaoro

WmxekTupaiite 10KaTo HaTHCKaTe OyTajJ0TO BHUMATEIHO U C IOCTOsSHEH HaTtucK. He
Mpujaraite TOMbJIHUTEICH HATUCK, CJIe/ KaTo OyTajJoTO JOCTUTHE ABHOTO Ha CIIPHHLIOBKATA.
He npuaaraiiTe KakbBTO U 12 € 0CTAThYEH Pa3TBOP, KOITO ce HA0JII01aBa B
CIIPUHIIOBKATA.

[IpenBapuTeHO HAaITBJIHEHATA CIIPUHIIOBKA € CaMO 3a eTHOKpaTHa yrorpeda. MHOTOKpaTHO
npujiaraHe Ha J031 OT IMPEABAPUTCIIHO HAITbJIHEHA CIIPUHIIOBKA MOXKE da YBEJIMYU pUCKaA OT
3aMbpCSBAHE U MOCIeBAINA HHPEKITHSL.

Hewusmnon3sanusr JICKaApCTBEH IMMPOAYKT WKW OTIAABbYHUTE MaTC€pruaId OT HETO TpSI6Ba Ja ce
U3XBBPJIAT B CbOTBETCTBUE C MCCTHUTEC NU3NCKBAHUS.
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JIncroBka: mHpopmanus 3a manmeHTa

Vgenfli 40 mg/ml un:kexuuOHeH pa3TBOP BbB UIaKOH
adpmubepuenr (aflibercept)

vT031/1 JIEKapCTBEH MPOIYKT MOJUICKH Ha JOMBIIHUTEIHO HaOmoneHue. ToBa 1ie mo3Boiim 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 mpencrasnsiBa Vgenfli 1 3a kKakBo ce U3MONI3Ba

Kakgo Tpsi0Ba na 3Haete, npeau na Bu Obae npunoxen Vgenfli
Kak e Bu 6b1¢ npunaran Vgenfli

BB3MOXKHN HEXENaHH pPeaKuu

Kak ce cpxpansiBa Vgenfli

ChbabppkaHye Ha ONTAaKOBKaTa M JOMbIHUTEIHA HHHOpMALIUS

SNk W=

1. Kaxso npeacrasiasiBa Vgenfli n 3a kakBo ce H3M0/13Ba

Vgenﬂi € pasTBop, KOMTO ce HWHIKCKTHPA B OKOTO 3a JICUCHUC HAa OYHU 3a00J1IBaHUS 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 BemecTBo B Vgenfli, 610kupa akTHBHOCTTa Ha Tpyna (HakTopu, 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.

Joxkazano e, ye Vgenfli cimpa pacTeka Ha HOBH a0HOPMHH KPHBOHOCHH CHIOBE B OKOTO, KOUTO YECTO
BOJIT [0 M3THYAaHE HAa TEYHOCT WK A0 KbpBeHe. Vgenfli Moxe 1a moMorHe 3a crabuinsupase, a B MHOTO
CJIy4au W Jia mofo0pu 3aryoara Ha 3peHue, cBbp3ana ¢ Bnaxua BJIM, OLIPB, OPPB, JIMO u muonuyHa
XHB.

2.  Kaxso Tpsi0Ba na 3Haete, npeau 1a Bu 0bae npuioxken Vgenfli

Vgenfli nama 1a Bu 0b1e npuJjioxken

- aKO CTC aJICPruiHu KbM a(bHI/I6CpHCHT WU KbM HAKOA OT OCTAaHAJIMUTC CbCTABKU HA TOBA JICKAPCTBO
(130poeHw B Touka 6).

- aKo MMaTe aKTUBHA MH(MEKIMS MM CbMHEHHE 32 HHPEKIUS B OKOTO WM OKOJIO HETo (0YHa WITH
OKOJIOOYHA UH(]EKIIHS).

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

IIpenynpesxneHust ¥ NpeANa3sHl MePKH
I'oBopere ¢ Bamus nekap, npeau na Bu 6bae npunoxen Vgenfli:

- 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 ¢ Vgenfli.

OcBeH TOBa € BaXKHO Ja 3HacTe, 4c:

- 0e30IMacHOCTTa U e(l)I/IKaCHOCTTa Ha Vgenﬂi, KOTaTo C€ npujiara B ABETC 04U CJHOBPEMCHHO, 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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- nHxektupanero Ha Vgenfli Moxke 1a mpeAr3BUKa OBUIIIABAHE HA OYHOTO HAJISITaHEe (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 ciyvail Vgenfli TpsiOBa na ce mpmiiara ¢ IOBUIIIEHO BHIMAaHHE.

- Vgenfli He TpsiOBa fa ce mpuiara mo BpeMe Ha OpEMEHHOCT, OCBEH aKo MOTEHIMAIHATA T10J13a He
MPEBUINABA TIOTCHIIMATHYSI PUCK 3a TUIOJA.

- JKEHU C JICTEPOJICH MOTSHIINAI TPSOBA J1a U3MOI3BAT e(DEKTUBHA KOHTPAICIIIUS 110 BpeMe Ha
JICUCHUETO W HAM-MaIIKo TPU Mecela cief] mocienHara nmkekmus Vgenfli

Cucremnara ynorpe6a Ha naxudburopu Ha VEGF, BemecTBa, momoOHN Ha OHE3H, KOUTO C€ ChIBPIKAT B
Vgenfli, e noTeHIMAIHO CBBbP3aHa C PUCK OT KPbBHU CHCHPEIIH, 3aMyIIBAId KPbBOHOCHUTE ChIOBE
(apTepuanau TPOMOOEMOOINYHH CHOUTHS ), KOETO MOJKE JIa JIOBE/E A0 ChPACUCH HH(BAPKT WUIIH JIO0 UHCYIIT.
ChbInecTByBa TEOPETHUEH PUCK OT TaKMBa CbOUTHS ciiell MHxKekTupane Ha Vgenfli 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 ocieqHuTe 6 Mecena. Ako Hikoe oT n3bpoeHute ce orHacs 3a Bac, Vgenfli me 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
nHopmManus npu edeHento Bu ¢ Vgenfli.

Jeua u roHomu

Ynorpebara Ha Vgenfli npu fiera WM FOHOIIHM HAa BB3pacT 1of 18 roguHu 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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Apyrn nexkapcrBa u Vgenfli
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 cie] mocienHara nmxekuus Vgenfli.

- Hsma onut B n3non3sanero Ha Vgenfli npu Opemennn sxeHn. Vgenfli He TpsiOBa ia ce U3IM0M3Ba 10
BpeMe Ha OpEeMEHHOCT, OCBEH aKO MOTEHIIMAIHATA 110133 He PEBHIIIaBa MTOTCHIIHAIHUS PHCK 32
mona. Axo cte OpeMeHHa WK TIaHupaTe OPEMEHHOCT, IOChBETBalTe ce ¢ Bamms nexap mpeau
nedenue ¢ Vgenfli.

- Mautku konnuectBa Vgenfli Moxke 1a mpemuHar B KbpMmaTa. EQekTute BbpXy KbpMEHUTE
HOBOpOJCHH/KbpMadeTaTa He ca n3BecTHU. Vgenfli He ce mpenopbyBa Mo BpeMe Ha KbpMeHe. AKO
CTe KbpMadka, 00chaere ToBa ¢ Bammms nekap mpeau nedenue ¢ Vgenfli.

lodupane n paGora ¢ MalIUHU
Cnen umxekuusita Vgenfli Moxxe 1a ©Mare BpeMEeHHH 3puTenHu cMylieHus. He modupaiite u ve paborere
C MaIlIMHY, JOKATO T€ Ca HAJIUIIE.

Ba:xna nundgopmanus 3a Hakou cbcTaBku Ha Vgenfli

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 o3a ot 0,01 ml mm 0,015 mg monmucop6ar 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 npuiaran Vgenfli

Jlekap ¢ ONUT B MpWJIAraHETO Ha OYHU MHXKEKIWY 1ie nikekTrupa Vgenfli B okoTo Bu B acentuunu (4nuctu
Y CTEPUIIHU) YCIIOBUSL.

[Ipemoppuntennara go3a e 2 mg apmudepuent (0,05 ml).
Vgenfli ce mpuara KaTo HHKEKIUS B OKOTO (MHTPAaBUTPEATHA HHKEKIIHS).

[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 mocemanare Bamms nekap MexXIy OTISTHATE HHXKEKITNH, OCBEH aKO MMaTe HAKAKBU
MPOOJIEMU WU CTE TOCHBETBaHM 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
cepust oT exxeMeceunn nmxkekuu ¢ Vgentli.

HHTepBanbT MeXIy IBE MHXKEKIIUU HE TPsIOBa a ObJC MO-KbC OT EMH MeCell.

Bammsr nekap Moxke 1a pemu z1a crpe seuenuero ¢ Vgenfli, ako cecrostnneTo Bu He ce monoOpu npu
HIPOABIDKABAHE Ha JICUCHUETO.

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)

[Mammentn ¢ IMO TpsiGBa ma ce JeKyBar ¢ eHa HHXKEKIIHSI MECETHO 3a IHPBUTE MET MOCIEeI0BATCITHN
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 OperiieJuTe 3a IMpOCJICAsABaHC.

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 Ob1at JIekyBaHH CaMO ¢ €IHA HHXKEKIYs. JJOMbIHUTETHE HHKEKIIUH I11e
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 xo03a Vgenfli
3anuiiere ce 3a HOBO IMOCELIEHUE 3a MPErIe U HHKEKLHUSL.

AKo cTe cipesiu npuema Ha Vgenfli
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 Vgenfli Morar aa ce pa3BUsT HAKOM HEXENaHU PEaKIUH, 3acATalll 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 MHXXEKTUpPAHE WK C JIeKapcTBOTO. Moisi, He ce Oe3nokoiite, Bue Moske a He MOyduTe HUKOS OT TSX.
Bunarn o0cmxaaiiTe BCIKakBH MOA03UPAHH HEXENaHU peakiuu ¢ 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 3aceenam 00 1 na 1 000 oywu)

- 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 BBHIITHUS CJIOW Ha OKOTO (KOHIOHKTUBAJICH KPHBOU3JIKB) MIPH MAIUSHTH ¢ BlakHa BJIM, npuemaiu
JIEKapCTBa 3a pa3pek/iaHe Ha KPhBTa. Ta3u MOBHINIEHA YECTOTA € CPABHUMA MEX/Ty MAIUCHTUTE, JIEKYBaHU
¢ panuOu3ymad u Vgenfli.

Cucremnara ynorpeda Ha uaxuouropu Ha VEGF, Bemectsa, momo0Hu Ha chabpikaiiure ce B Vgenfli, 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 ciiell MHkekTupane Ha Vgenfli B okoTo.

KakTo nipu BCHYKH TepaneBTHYHY MPOTEHHH, TP npriokeHneTo Ha Vgenfli cbliecTByBa B3MOXKHOCT 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 coxpansia Vgenfli

. Jla ce cpxpaHsBa Ha MCTO, HEOCTHITHO 32 JIela.

. He u3non3BaiiTe TOBa JIEKapCTBO CJICN CPOKA HA TOMHOCT, OTOCIISA3aH BhPXY KapTOHEHATa OITaKOBKA M
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 JIeKapCTBCH HpO}IYKT WU OTIIaABYHUTEC MaTepI/IaJ'II/I OT HEro TpSI6Ba Ja ce

HU3XBBPJIAT B CbOTBETCTBUE C MECTHUTE U3UCKBAHUS.

6. Chbabp:kaHue Ha OIIAKOBKATA U JOIbJIHHUTETHA HHpOpManus

Kaxkso cbabp:ka Vgenfli

- AKTUBHO BemecTBo: admbeprient. Besika onakoBka chlrbprxka ¢ruakoH (cThiiIo Tvll I) ¢
HOMMHAaJICH 00eM Ha HambjiBaHe 0,278 ml pa3TBOp 3a MHTPaBUTPEATHA HHKEKIIVS, ChC 3aIyIIaaKa
OT eJlacTOMEpHa ryma, alyMUHHeBa karnadka, u 18 G ¢punrbpHa ura. Beeku dnakon ocurypsisa
U3M0J13BaeM 00eM 3a JIOCTaBsSHE HA eUHUYHA 1032 50 MUKPOIUTpA, ChIBPIKALIM 2 Mg
adumbeprient.

- JpyrH chCcTaBKU: HATPUEB alleTaT TPUXUJIPAT, Jie[eHa OlleTHA KUCEIMHA, 3aXapo3a, HaTPHEB
xnopun, momucop6bar 20 (E432), Bona 3a HHKEKIUH.

3a nompaHUTENHA MHPOPMALUs BIXKTE Touka 2 ,,Vgenfli cpappika®.

Kak H3IJIeKIAAa Vgenfll U KaKBO CbAbpPiKa OIMaKOBKaTa

Vgenfli e nHXeKLIMOHEH pa3TBOp (MHXEKLUs) BbB (pr1akoH. Pa3TBOpBT € Ge3BeTeH 10 01e10 HKBIIT.
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 ynorpeoa:

Belgié / Belgique / Belgien

Mdbiologics LTD Ireland

Tél/Tel: +44 77 535 797 82

Bruiarapus

Zaktady Farmaceutyczne POLPHARMA
S.A.

Ten.: +48 22 364 61 01

Ceska republika

Zaktady Farmaceutyczne POLPHARMA S.A.,

organizacni slozka
Tel: +420 272 656 940

Danmark
Mdbiologics LTD Ireland
TIf.: +48 22 364 61 01

Deutschland

Zaktady Farmaceutyczne POLPHARMA
S.A.

Tel: +48 22 364 61 01

Eesti
POLPHARMA S.A. atstovybé
Tel: +370 37 325131

E)\ada
Mdbiologics LTD Ireland
TnA: +44 77 535 797 82

Espaiia

Zaktady Farmaceutyczne POLPHARMA
S.A.

Tel: +48 22 364 61 01

France

Fresenius Kabi France
Tel: +33 141 14 26 00
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Lietuva

POLPHARMA S.A. atstovybé

Tel: +370 37 325131

Luxembourg / Luxemburg

Zaktady Farmaceutyczne POLPHARMA
S.A.

Tél/Tel: +48 22 364 61 01
Magyarorszag

Zaktady Farmaceutyczne POLPHARMA
S.A.

Tel: +48 22 364 61 01

Malta

Zaktady Farmaceutyczne POLPHARMA
S.A.

Tel: +48 22 364 61 01

Nederland

Mdbiologics LTD Ireland

Tel: +44 77 535 797 82

Norge

Zaktady Farmaceutyczne POLPHARMA
S.A.

TIf: +48 22 364 61 01

Osterreich

Zaktady Farmaceutyczne
POLPHARMA S.A.

Tel: +48 22 364 61 01

Polska

Zaktady Farmaceutyczne POLPHARMA
S.A.

Tel: +48 22 364 61 01

Portugal

Mdbiologics LTD Ireland

Tel: +44 77 535 797 82



Hrvatska
Zaktady Farmaceutyczne POLPHARMA

ANEKS Roménia

Zaktady Farmaceutyczne POLPHARMA

SA. CHARAKTERYSTYKA PRODYKTU LECZNICZEGO

Tel: +48 22 364 61 01
Ireland

Mdbiologics LTD Ireland
Tel: +44 77 535 797 82

island

Zaktady Farmaceutyczne POLPHARMA
S.A.

Simi: +48 22 364 61 01

Italia

Zaktady Farmaceutyczne POLPHARMA
S.A.

Tel.: +48 22 364 61 01

Kvmpog

Zaktady Farmaceutyczne POLPHARMA
S.A.

TnA: +48 22364 6101

Latvija

POLPHARMA S.A. atstovybé

Tel: +370 37 325131

I[aTa Ha IOCJECIHO NMpepasrjie:;kaane Ha JIMCTOBKaTa

Tel: +48 22 364 61 01

Slovenija

Zaktady Farmaceutyczne POLPHARMA
S.A.

Tel: +48 22 364 61 01

Slovenska republika

Zaktady Farmaceutyczne POLPHARMA
S.A., organizac¢ni slozka

Tel: +420 272 656 940

Suomi/Finland

Mdbiologics LTD Ireland

Puh/Tel: +44 77 535 797 82

Sverige
Mdbiologics LTD Ireland
Tel: +44 77 535 797 82

[Hompo6na nHbopMaIHs 32 TOBa JIEKapCTBO € MpeAoCcTaBeHa Ha yeOcaiiTa Ha EBpomeiickaTa areHIus mo
nekapcrBara: https://www.ema.europa.eu.

ITocouenara mo-a0Jry I/IH(l)OpMaIIHﬂ € nmpeaHasHavyeHa caMo 3a MEAMIUHCKH CIICHATUCTH.
®nakoHbT TpH6Ba Jia C€ U3I10JI3Ba CaMoO 3a JICYCHHE HA ¢THO OKO.

@DnakoHBT CHIBPIKA MIOBEUYE OT NPENOphUMTENIHATA 1032 2 mg adnubepuent (exsuBajieHTHH Ha 0,05 ml).
W3numHoTo KonndyecTBo TpsAOBa /1a ce OTCTPaHH MPenr NPUIOKEHHE.

PasTBOpBT TpsiOBa a ce MpoBEpH BU3YallHO 32 YYXKIW YaCTUIM /WM TIPOMSTHA B I[BETA MITH BCSIKAKBa
MPOMSIHA BbB BBHIIIHUS BH/I PEU MpHIIOKeHHe. B ciaydail ue ce HabmonaBar TakuBa, JICKApCTBEHUST
MIPOAYKT TPsIOBa J1a C& U3XBBPIIH.

HeotBopeHusT ¢akoH MOXe Ja ce ChXpaHsBa Ha U3BBH XyamutHuK nof 25°C a0 24 gaca. Crien oTBapsiHe

Ha (1akoHa pabOTETe B ACENTHYHH YCIIOBUSI.
3a HHTpaBUTpeaATHO UHKEKTUpaHe TpsiOBa na ce uznomsa 30 G X %2 MHY MHKEKIIMOHHA HIVIA.
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Ykazanusn 3a ynompeba na praxona:

1. | Orcrpanere miacTMacoBara Kanayka U
ne3uH(peKkunpaiTe BbHIIHATA YaCcT Ha TyMeHara
3amymianka Ha (IaKoHa.
2. | 3akpenete punrbpHara ura 18 G, 5S-mMukpoHa, ~
MpeoCTaBeHa B OMAKOBKATa, KbM CTEPUIIHA JIyep-JIOK ral
N
cnpuHIoBka 1 ml. ( i et
Hpeanapureno \',..\“ ‘b\ p
D s
/’\\
Ny N
= —
3. | BbBenere ¢punThbpHaTa UIVIA B LEHTHPA Ha 3aIlylIagkara Ha (UIakoHa, JOKATO UIVIATa BIE3€ U3LIUIO
BbB (p1akoHa M BBPXBT JOKOCHE THHOTO WIIM TOJHHA PO Ha (uakoHa.
4. | Karo m3mon3Bare acenTuyHa TEXHUKA, H3TETIETE SII0TO ChIbpKaHue Ha ¢rakoHa ¢ Vgenfli B
CIPUHILIOBKATA, IbP)KEHKH (D1akoHA B M3MIPABEHO MOJIOKEHUE, JIEKO HAKJIOHEH C LIEJ YIEeCHSBaHEe
Ha ITBJIHOTO U3TETVIsIHE. 3a Bh3IPENATCTBAaHE HABIM3AaHETO HA Bb3/AyX CKOCEHHUAT BPBX Ha
¢uiThpHaTa UIIa TPsOBA Aa € MOTOoMEH B TeuHocTTa. IIpoabirkaBaiite 1a HakIoHsBaTe (hakoHa
M0 BpeMe Ha U3TEIISTHETO, KaTo ABPXKHUTE Kpasi Ha QUIThpHATA UIVIA, TIOTOTIEH B TEYHOCTTA.
HacogeH Hago.1y
CKOCEeH BPBX Ha
PazrBop S Raa
5. | Koraro usnpa3sare urakoHa,yBepeTe ce, 4e OyTajaoTo € U3TEICHO JIOCTaThYHO Ha3al, 3a J1a
U3IPa3HUTE HAITBJIHO QUIThpHATA UIJIA.
6. | Orcrpanere GpuiIThbpHATA UIYIA U ST U3XBHPIIETE 110 MPABUIICH HAYMH.
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3abenexka: PuaTHpHATA UIVIA HE TPSIOBA J1a CE U3II0I3BA 32 HHTPABUTPEATHO HH)KEKTHPAHE.

7. | 3aBwmiiTe IUIBTHO WHXKEKIIMOHHATA Hry1a ¢ pazmep 30 G x ~J
2 MIHY KBM JIyep-JIOK BbpXa Ha CIIPUHIIOBKATa, KaTo /
M3I10JI3BaTe ACENTHUYHA TEXHUKA. 1 i..;...';;l, -

Jlyep-10% Bpax ma cOpuNmOBKATA \%
S /

8. | Karo appxute CIprHIIOBKATa C HACOYEHA HArope uria, ,
sl IPOBEPETE 3a HAJIMYUE Ha MexypueTa. AKO uma |
MeXypueTa, BHUMATEJIHO MOTyHaiTe CIIPUHLIOBKATA C
MPBCT, JOKAaTO MEXypUeTaTa ce U3JUrHaT 10 ropHara i
YacT.

9. | OrcrpaneTe BCHUKU MEXypueTa U U3TIacKaiTe U3IUIIHUS JIEKapCTBEH NPOAYKT, KaTo 0aBHO
HaTuckare OyTaJloTo, TaKa 4e INIOCKHUAT phO Ha OyTaJloTo /a ce MOAPaBHHU C JIEJICHUETO,
o6o3nauasamio 0,05 ml Ha cipuHIIOBKATA.

Pa:rrnop c1eJ oTCTpaHABaHe
Ha BB3AVIOHHTE MeXyp49eTa H
H3JIHIOHOTO JeKapCcTBO
JInHNsA 32 J03HpaHe
I‘F = Ha 0,05 mg
B %

/ /I \ IL10CBK PBH
/ \ Ha OyTa;IoTp
= O 1 0.1 =il
= -0.3
= O . 2 0.4

10. | dmakoHBT € caMo 3a eqHOKpaTHa ynoTpeda. MHOTOKpaTHO Mpuiiarane Ha 03U OT eAH (IIaKoH

MOJKE J1a YBEITUYH PHUCKA OT 3aMbPCSBaHE U MMOCIIE/BAINA HHPESKITUS.
Hewsmon3BaHusAT JIeKapCTBEH MPOMYKT WM OTIAaIbUYHUTE MaTepraIn OT HETO TPsiOBa Ja ce
M3XBBPIIST B CHOTBETCTBHE C MECTHUTE M3UCKBAHUSI.
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